Clinical Trial Report W
GENA-01

1. Name of medicinal product {Marketing | Nuwig
Authorisation number, if any)

2. Applicant Octapharma Pharmazeutika Produktionsges.m.b.H.
Oberlaaerstrasse 235
1100 Vienna
Austria
it ]
3. Manufacturer Manufacturer responsible for bulk production, primary

packaging, visual inspection, integrity testing, quality testing,
batch release of final product (powder for solution for injection
and solvent):

Octapharma AB, Sweden
Lars Forssells gata 23
112 75 Stockholm Sweden

Manufacturer responsible for visual inspection and integrity
testing for powder for solution for injection, labeling and
secondary pockaging of the final product {powder for solution
for injection and solvent):

3 Octapharma Dessau GmbH, Germany

Otto-Reuter-Strasse 3, Dessau-Rosslau, Sachsen-Anhalt,
06847, Germany '

Quality testing, visual inspection of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Schutzenstrasse 87, 99-101 88212 Ravenshurg, Germany

Production, quality testing, visual inspection of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Eisenbahnstrasse 2-4 88085, Langenargen, Germany

Visual inspection, quality testing, labelling and secondary
4 packaging of solvent:

Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Mooswiesen 2, 88214 Ravensburg, Germany

Visual inspection, stability testing of sofvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany ‘
Helmut-Vetter-Strasse 10 88213 Ravensburg, Germany ‘
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4. Conducted studies: ( no if no, provide rationale
1) type of medicinal product for which Coagulation factor Vill |

registration was conducted or planned to
be conducted

5. Full title of the clinical trial, code number | Clinical Study to Investigate the Pharmacokinetics, Efficacy, |
Safety and Immunogenicity of Human-cl rhFVIII, a Newly




of the clinical trial

190
Developed Human Cell-Line Derived Recombinant FVIII/ w{

Concentrate in Previously Treated Patients With Severe
Haemophilia A

6. Clinical trial phase

2

7. Clinical trial time frame

from 27-May-2010 through 18-Sep-2012

8. Countries where the clinical trial was
conducted

USA, Germany, Bulgaria

9. Number of subjects

planned: 20-25
actual: 22

10. Primary and secondary objectives of
the clinical trial

Primary objective

® To determine the pharmacokinetics (PK) of Nuwig in terms
of the human coagulation factor VIl coagulant activity
(FVIII:C) and to compare it with the licensed FVIII
concantrate Kogenate FS in previously treated patients
(PTPs) suffering from severe haemaphilia A.

Secondary objectives

= To calculate the incremental recovery of FVIII:C for Nuwig

= To investigate the immunogenic potential of Nuwig

® To assess clinical efficacy and safety of Nuwig in the
treatment of bleeding episodes (BEs)

= To assess clinical efficacy and safety of Nuwig in surgical
prophylaxis '

11. Clinical trial design

Prospective, randomised, actively controlied, open-label,
cross-over, multi- centre phase Il study in PTPs with severe
haemophilia A

PK of Nuwiq and Kogenate FS were assessed in Part | of the
study. in part Il, patients who completed Part | were followed
up for a period of at least 50 exposure days (EDs) and at least
6 months using Nuwig, during which time on-demand
treatments with Nuwig were documented. Due to 2 patients
who had only infrequent bleeding, the study was to end by
end of September 2012 even if these patients had not reached
50 EDs by then.

12, Key inclusion criteria

Inclusion criteria

» Severe haemophilia A (FVIII:C £1%)

* Male patients 212 and <65 years of age

= Body weight 25 kg to 110 kg

= Previously treated with FVIll concentrate, at least 150 EDs

* Immunocompetent {CD4+ count >200/uL)

* Negative for anti-human immunodeficiency (HIV) virus; if
positive, viral load <200 particles/uL or <400,000
copies/mL

= Freely given written informed consent

Exclusion criteria

= Other coagulation disorder than haemophilia A

T
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Present or past FVIIl inhibitor activity (20.6 Bethesda u;ﬁtf)
Severe liver or kidney disease (alanine aminotransferase
and aspartate aminotransferase levels >5 times of upper
limit of normal, creatinine >120 pumol/L)

Receiving or scheduled to receive immuno-modulating
drugs {other than anti-retroviral chemotherapy) such as
alpha-interferon, prednisone (equivalent to >10 mg/day),
or similar drugs

Participation in another interventional clinical study
currently or during the past month

13. Investigational medicinal product,
method of administration, strength

Nuwiq is a B-domain deleted, human cell line-derived
recombinant (r)FVIll concentrate for intravenous use. It was to
be administered as an intravenous bolus injection at a
maximum speed of 4 mL/minute.

Dosing
PK analysis {Part 1)

50 IU FVIli/kg (exact amount according to the labelled
potency)

On-demand treatment {Part li)

The Nuwig dosage {and duration) for the treatment of
spontaneous or traumatic BEs depended on the location and
extent of bleeding and on the clinical situation of the patient.
The following dosage recommendations were given:

" Minor haemorrhage: 20-30 |U FVIII/kg every 12-24 hours
until BE resolution

» Moderate to major haemorrhage: 30-40 1U FVIII/kg every
12-24 hours until BE resolution

= Major to life-threatening BEs: an initial dose of 50-60 [U
FVIII/kg and subsequently a dose of 20-25 U FVill/kg
every 8—12 hours until BE resolution

Surgical prophylaxis

The dosage and duration of treatment with Nuwig depended
on the type of surgery. The following dosage
recommendations were given:

= Minor surgeries, including tooth extractions: 25-30 |U
FVIII/kg within 3 hours prior to surgery to achieve an
intended target peak level of about 50-60%, repeated
every 12-24 hours until healing was complete. Trough
level was to be maintained at approximately 30%.

= Major surgeries: 50 1U FVIII/kg within 3 hours prior to
surgery to achieve an intended target peak level of
approximately 100%, repeated if necessary after 6-12
hours initially and for at least 6 days until healing was
complete. Trough levels were to be maintained at
approximately 50%.

14, Comparator, dose, method of
administration, strength

Comparator for PK comparison: Kogenate FS (50 U FVIII/kg)
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15. Concomitant therapy

A
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16. Efficacy endpoints

PK parameters

The area under the concentration curve (AUC) of Nuwig and
Kogenate FS for FVIII:C {normalised for the administered dose,
AUCqom) using both the chromogenic (CHR) and the one-stage
(0S} assay and the actual potency of Nuwig and Kogenate FS
as measured by the central laboratory were compared.

The following PK parameters were additicnally calculated for
FVIII:C using both the CHR and the OS assay and the actual
potency of Nuwig and Kogenate FS: in vivo half-life (Ty),
maximum plasma concentration {Cmax), maximum plasma
concentration normalised to dose {Cmaxnerm), time at maximum
concentration (Tmax}, mean residence time (MRT), volume of
distribution at steady state (Vss) and clearance (CL).

In vivo recovery

In vivo recovery (IVR) was calculated from the FVill levels using
both the CHR and the OS assay and the actual potency of
Nuwiq before and at peak level obtained in the 0.25, 0.5, 0.75,
and 1 hour post-infusion samples.

On-demand treatment

Efficacy response assessment of each investigational medicinal
product (IMP) injection and an overall efficacy assessment at
the end of the BE were performed.

After each infusion of IMP and at the end of a BE, the
following efficacy assessment was made by the patient
{together with the investigator in case of on-site treatment):

= Excellent: Abrupt pain relief and/or unequivocal
improvement in obhjective signs of bleeding within
approximately 8 hours after a single infusion

= Good: Definite pain relief and/or improvement in signs of
bleeding within approximately 8—12 hours after an
infusion requiring up to 2 infusions for complete resolution

= Moderate: Probable or slight beneficial effect within
approximately 12 hours after the first infusion requiring
more than two infusions for complete resolution

" None: No improvement within 12 hours, or worsening of
symptoms, requiring more than 2 infusions for complete
resolution

Surgical prophylaxis

Efficacy was to be assessed at the end of surgery by the
surgeon and post-operatively by the surgeon and the
haematologist.

17. Safety endpoints

» Safety was assessed by monitoring adverse events {AEs),
vital signs, and laboratory parameters.

= Vital signs (blood pressure, heart rate, respiratory rate,
body temperature), tested at predefined time points

» Safety laboratory tests comprised haematological
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parameters, clinical chemistry parameters, serum
electrolytes and urinalysis, tested at predefined time
points

» |nhibitor activity was determined by the modified
Bethesda assay (Nijmegen modification) at study entry,
immediately before both PK cycles, in the 48 hour sample
of both PK cycles, after 10 to 15 EDs with Nuwig, at the
3-month (t 2 weeks) visit, then every 3 months {2
weeks), and at the study completion visit. In cases of
surgeries, inhibitor activity was to be measured before the
start of the surgery. If the ED 10—15 visit fell into the 2-
week period prior to the scheduled 3-month visit, the ED
10-15 visit could be omitted and only the 3-month visit
procedures needed to be performed. At the same time
points, the anti-rhFVI1ll antibodies were to be measured.

//

18. Statistical methods

Analysis of PK

For the comparison of the PK profile of Nuwig with Kogenate
FS, the 90% confidence intervals (Cls) for the ratio or log-ratio
of Nuwiq over Kogenate FS for selected, dose-independent or
dose-adjusted, PK parameters were presented. In addition, a
formal statistical procedure was done to test whether the
ratio of mean AUChqm is within the 0.8 to 1.25 range.

Analysis of efficacy

A formal statistical test was done to determine whether the
proportion of BEs with successful treatment (rated as “good”
or “excellent”; efficacy assessment at end of BE) was
significantly higher than 70%:

Null hypothesis: Ho: Peuccess $0.7
Alternative hypothesis: H1: pPsyccess >0.7

where psuccess represented the overall proportion of
successfully treated BEs.

A 2-sided 95% Cl was to be built around the estimate of psyccess-
On-demand treatment is claimed efficient if the lower
confidence limit is >0.7.

In a secondary analysis, the above Cl was also built for the
different severity types of bleeding {minor, moderate, major).

As a secondary hypothesis, the proportion psuccess1-2 of bleeding
events that could be resolved with 1 to 2 infusions of Nuwig
was to be assessed, and a test of

Ho! Psuccessiz £ 0.8 versus Hai! Psyecessi-2 >0.8

was to be performed, using a 2-sided 95% CI. This test is
considered supportive evidence to the primary hypothesis, if
the lower confidence limit is >0.8.

An explorative analysis {descriptive and logistic regression)
was to evaluate the impact of the preportion of successfully
treated BEs per subject and per centre on the overall
proportion.
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Immunogenicity analysis

For analysis of the inhibitor rate, in order to achieve a total
number of more than 100 PTPs, data from this clinical study
will be pooled with those from other clinical studies
performed with Nuwig.

19. Demographic data of the study
population {sex, age, race, etc.)

22 male patients aged hetween 12 and 65 years were enrolled
in the study; 81.8% were White, 3 were Black or African
American and one was American Indian or Alaska Native.
Fourteen had a family history of haemophilia and 2 had a
family history of inhibitors. The mean total Haemophilia Joint
Health Score (HIHS) was 38.4.

20. Efficacy outcomes

Pharmacokinetics
Comparison with Kogenate FS

In Part | of the study, the PK characteristics of Nuwig and
comparator Kogenate FS were analysed in all 22 patients in
the PK-PP papulation.

The mean AUCqqom values for Nuwig and Kogenate FS
according to the CHR assay were almost identical {0.39+0.14
vs 0.38+0.09 h-IU/mL/[IU/kg]). The ratio of geometric means
[90% ClI] for AUCeem (Nuwig relative to Kogenate FS) was

0.8 [0.874, 1.107]. According to the OS assay, the mean
AUCnom values for Nuwig and Kogenate FS were 0.37£0.11 vs
0.3840.10 h-IW/mL/{IU/kg). The ratio of geometric means was
0.97 [0.855, 1.088].

As measured with the CHR assay, the mean IVRs were nearly
identical for Muwig and Kogenate (2.50+0.37 vs 2.4940.32
%/1U/kg, respectively). The mean CLs were also similar
{2.94%1.18 vs 2.75+0.64 mL/h/kg, respectively). The mean Ty
was slightly longer for Kogenate FS than for Nuwig (16.14+5.88
vs 14.7319.56 h, respectively). Tmax was reached at 15 minutes
in 77.3% of patients after Nuwig and Xogenate FS
administrations.

As measured with the OS assay, the mean IVRs were similar
between Nuwig and Kogenate (2.14£0.27 vs 2.03+0.28
%/1U/kg, respectively) and the mean CL was also similar
(2.9610.97 vs 2.8240.72 mL/h/kg, respectively). The mean Ty
was longer for Kogenate FS than Nuwig with this assay as well
{18.7545.94 vs 17.05+11.23 h, respectively). Tmax Was reached
at 15 minutes in 63.6% of patients after Nuwig and 68.2% of
patients after Kogenate FS administration.

PK at 6 months

PK parameters after Nuwig administration were also examined
6 months after the study start in 21 patients (PK-6m-PP
population). Majority of the PK parameters were similar at 6
months to study start. The mean FV(II:C plasma concentration
after 6 months were nearly identical to those at the beginning
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of the study, both for the CHR and the OS assays. As &l
measured by the CHR assay, the mean AUC.om was
0.3620.13 h-lU/mL/{IU/kg). The mean IVR was 2.37+0.49
%/1U/kg. The mean CL was 3.33+1.80 mL/h/kg. The mean Ty
was lower at 6 months than at study entry (12.65+4.07 vs
14.73+9.96 h, respectively); however, this difference was
largely due to one patient from the Bulgarian centre having a
T2 of 55.56 h at study entry.

Upen analysis of the PK data at 6 months, unusually low
AUCho:m ratios {(6-month vs initial PK) were observed in 3
Bulgarian patients, which was not seen in the other patients
and had not been observed in previous studies with Nuwig.
Consequently, an exploratory analysis excluding all 6 patients
from the Bulgarian centre (no. 21} was performed. When the
patients from the Bulgarian centre were taken out of the
analysis, all PK parameters were similar between the two time
points. The mean AUCnorm at 6 months was 0.39+0.13
h-1U/mL/(IU/kg) and the mean IVR was 2.52£0.44 %/1U/kg. The
mean T1/2 was 13.36+4.13 h and the mean CL 2.86+0.99
mL/h/kg.

When measured with the QS assay, for the whole PK-PP
population, some parameters differed at 6 months
compared to study start. The mean AUCym was
0.3420.11 h-lU/mL/(1U/kg) at 6 months vs 0.3710.11
h-1U/mL/(1U/kg) at study start, and the mean Ty, was
14.05+4.70 h at 6 months compared to 17.052£11.23 h at first
PK analysis. This difference was mostly due to one patient
from the Bulgarian centre having a Ty of 64.75 h. The mean
CL was higher at 6 months (3.39+1.42 mL/h/kg) compared to
study start (2.96+0.97 mL/h/kg). The mean VR was 2.05+0.31
%/1U/kg and did not differ significantly from the study start.

When the patients from the Bulgarian centre were taken out
of the analysis, all PK parameters were similar between 6
months and study start. At 6 months, the mean AUCnom, was
0.35#0.11 h-lU/mL/(1U/kg) and the mean IVR was 2.07+0.28
%/1U/kg. The mean Tyz was 14.57+5.06 h and the mean CL
was 3.13+1.11 mL/h/kg.

In vivo recovery

IVR was assessed for the ITT population at the 2 PK analyses
(study entry and 6 months) and additionally at 3 months. The
mean VR at the beginning of the study was 2.50+0.37
%/IU/kg as measured by the CHR assay and 2.14+0.27 %/1U/kg
as measured by the OS assay. Values at 3 and 6 months were
slightly lower but all 30% Cls were within the limits typically
used for bioequivalence testing.

Treatment of BEs

In the patients in the ITT population, a total of 986 BEs for
which any amount of treatment with Nuwig was documented
occurred during the study at any time after the start of study
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treatment, i.e., between the start of home treatment after(Pﬁ/
Cycle 2 {one day after drawing of last blood sample for PK) and
the completion visit, including post- operative BEs.

In total, 416 (42.2%) were minor, 566 (57.4%) were moderate
to major and 3 (0.3%) were major to life-threatening. The
severity for one BE was unknown. Of the 986 BEs, 642 {65.1%)
were spontaneous, 341 (34.6%) were traumatic, and 3 {0.3%)
were due to other causes.

The median number of infusions required to stop the bieeding
was 1.0 (meantSD 1.110.59; range 1-13) (in case of
simultaneously cccurring hleeds at different bleeding sites, the
number of infusions and the dosages are included only once
per site). A total of 841 {91.4%) BEs required only one Nuwig
infusion and 53 (5.8%) BEs required 2 infusions. The median
dose of Nuwig per infusion for treatment of BEs was 30.0
IU/kg across all severities. It was 29.9 {U/kg for minor BEs and
30.0 IU/kg for moderate to major BEs and 33.9 U/kg for
major to life-threatening BEs. The BE of unknown severity
was treated with 53.5 1U/kg.

Overall, 595 (60.3%) BEs were treated with excellent and 336
{34.1%) with good efficacy. Treatment efficacy was judged as
moderate in 54 {5.5%) of BEs. In no BE was Nuwig treatment
judged as having no efficacy. Efficacy assessment was missing
for one BE. For individual infusions, 90.4% (941/1041)
infusions were judged as having excellent or good efficacy
{48.2% excellent, 42.2% good), 8.5% (88) of infusions as having
moderate efficacy and 0.9% (9) of infusions as having no
efficacy (efficacy assessment was missing for 3 infusions).

A formal statistical test showed that the proportion of BEs
with successful treatment (rated as good or excellent) was
84,4% (931/986 BEs) with a 95% confidence limit of 92.8, 95.8.
The rate of BEs successfully treated with just 1 or 2 infusions
was 96.8% (954/986 BEs) with a 95% confidence [imit of 95.4,
a7.8. As the lower confidence limit for the rate of successfully
treated BEs was >70%, the on-demand treatment was shown
to be efficient. The lower confidence limit >80% for the rate of
BEs that could be resolved with 1 or 2 infusions provides
support to the primary hypothesis.

Surgical prophylaxis

Two patients underwent 2 surgeries under the cover of Nuwig,
one major (revision of right total knee) and one minor
{colonoscopy and esophagogastroduodenoscopy). No
maintenance doses were required during surgery, and actual
blood loss was not higher than the average expected blood
loss for both procedures. Intra-operative and overall efficacy
was rated as excellent by the surgeon and by the
surgeon/haematologist, respectively.

21. Safety outcomes

The safety of Nuwig was assessed in 22 patients with severe




haemophilia A, who had a mean of 54.9+£19.2 infusions over
53.3+16.5 EDs and received a total of 1207 Nuwig infusions
and a total mean dose of 135,947+68,745 U (1835.4+678.7
1U/kg).

A total of 12 (54.5%) patients experienced 69 treatment-
emergent AEs. Of the 22 patients in the SAF population, 11
(50%) experienced mild AEs, 6 (27.3%) moderate AEs and 3
(13.6%) severe AEs. Eight patients experienced AEs that were
temporally associated with 26 infusions, i.e., they occurred
within 24 h of the respective infusion. No AEs were deemed
related to Nuwiq administration. All but 6 resolved without
sequelae and these were observed in patients with known
pre-existing conditions and ongoing health issues.

Two patients experienced 3 serious adverse events (SAEs).
One patient experienced depression suicidal and another
worsening of hepatic encephalopathy and hepatic cirrhosis.
Suicidal depression and hepatic cirrhosis were severe and
hepatic encephalopathy was moderate in severity. All 3 SAEs
could be attributed to the patients’ underlying medical
conditions (depression for one and chronic liver disease for
another). Overall, 7 severe AEs were recorded in 3 patients
(artificial crown procedure and depression suicidal in one
patient; hepatic cirrhosis, abdominal pain, neuropathy
peripheral, oedema peripheral in another; and constipation in
the third patient).

Three patients had abnormal, clinically significant laboratory
or urinalysis values. None of these were seen as related to
Nuwig administration, but rather as a consequence of their
concomitant medical conditions.

No cases of thromboembolism were observed and no FVIII
inhibitors were detected. One patient had transient anti-FVIII
non-inhibitory antibodies that were already present at
screening and disappeared during the study.

22. Conclusion (findings)

The results from this study indicate that Nuwig is
bioequivalent to the licensed full-length recombinant FVIII
(rFVIIl) comparator, Kogenate FS, both for the OS and the CHR
assays. This study also shows an excellent efficacy and
favourable safety profile of Nuwigq for treatment of BEs and for
surgical prophylaxis, with no FVIIl inhibitors observed
following Nuwig administration.

e ]

Applicant (Marketing
Authorization Holder)

18-JUL-2023

(signature)

: Dr. Cristina Solomon
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Vice President, Clinical R&D Haematology f

Octapharma AG

| Seidenstrasse 2, 8853 Lachen, Switzerland

oclapharma

Octapharma AG, Seidenstrasse 2
8853 Lachen, Switzerland






Hepewnad 3 auziitico kol MOGU HG YEPAIHCHEY MOGY,

3BIT ITO KJITHIYHOMY BUIIPOLYBAHIHIO

GENA-01

l. Hazpa nikapcexoro
npenapary (Homep peectpa-
WifiHOrO CBINOUTBA, AKILO €)

Hyaix /Nuwig/

2. 3asaBnuk

Oxradapnua PaparauesTura Mpoaykrioucree m.6.X./
Octapharma Pharmazeutika Produktionsges m.b.H.
Oberlaaerstrasse 235

1100 Vienna

Austria

(M. Bingens, ABcTpis)

3. BupoOruk

Bupodnux  sidnosioanenuii 3a  eupobnunmeo  neposthacosarnozo
npenapainy, [RePEUNNY  YHAROGKY, GI3yaivluli 02ni0, Nepesipry
yiniciocmi,  mecmyeanis  SROCHN,  SWIYCK  cepii  20moGoz20
npenapamy (nopoutox i posuunnuie Ons posuuny Ors in'exyii):

Oxradapma AB, [lIseuis/Oclapharma AB, Sweden
Lars Forssells gata 23
112 75 Stockholm, Sweden

(m. Crokronem, 1lIsetis)

Bupobnux  gionosidamvuuti  2a  eizyanbnuil o2nad | nepegipry
yiticnocni nopowka Oas pozuiny Onf in'exyiil, maprysauns ma
GIIOPUNNY YIAKOGKY 20MOG020 npenapamy (nopowox i pozuunux
R pozauny ORa in'exyiil):

Oxrapapma Heccay M6X, Himeuunna/Octapharma Dessau GmbH,
Germany

Otto-Reuter-Strasse 3, Dessau-Rosslau, Sachsen-Anhalt,

06847, Sweden _

(M. Ileccay-Pocnay, Himeuunia)

Tecmyaaiins axocmi, Gizyanbiti 02180 poOIUNIUKA:
Betrep Mapma-Deprirynr 'moX i Ko, KIT, Himeuunna/
Vetter Pharma — Fertigung-Gmbil & Co. KG, Germany
Schutzenstrasse 87, 99-101 88212 Ravensburg, Germany
(M. Parenchypr, Himeunuia)

Bupobiwymso,  mecmyeauns  sxocnii,  eizyarenuii - ozasd
POSUUNIUKE.

Betrep Mapma-Qepriryur MmdX i Ko. KIT, Himeuuwna/

Vetter Pharma — Fertigung GmblH & Co. KG, Germany
Eisenbahnstrasse 2-4 88085, Langenargen, Germany

(m. Jlanrenapren, Himeuunita)

Bizyaumuuil 02130, mecmyeaniis AKOCHI, MAPKYGUINS A GMOPUING
YIAROGKA POIUUHITIKA:

Berrep Gapma-depriryur 'm6X i Ko, KT, Himeuunna/

Vetter Pharma = Fertigung GmbH & Co. KG, Germany
Mooswiesen 2, 88214 Ravensburg, Germany

(M. Pagencbypr, Himeuunia)

Bisyauoiniii 02180, mecnygaiia cmabitbnocimi pozumiKdg.
Betrep Mapma-Dépriryur F'm6X i Ko. KT, Himeuunna/
Vetter Pharma -- Fertigung Gmbl] & Co. KG, Germany
Helmut-Vetter-Stragse 10 88213 Ravensburg, Germany

(M. Pagencbypr, Himeuunna)
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4. lpoeeaecki gocniguenns:

X Tak

O ni AKULO Hi, HagaTH obrpyHTyBanis

1) Tun nikapcekkoro npenapary,
no AKOMY npoBoAHAacA
peccTpantis abo nnauysanocs i
npoBeaei s

@acrop koarynauil kposi VIII

5. Toena wua3zpa wJinivunoro
BMNPOOYRaHNs, 1IOMEp KOy
KniHivHoro sunpodyBans

Koniniume poenimxenny no  sapucnnio  dapmakoxinerkn,
eickTuRNOCTi, Ocimexn ta imyuorennocri pekoMméinanTHoro
haxropa woaryisuii  kposi  VIII  (Human-el rhFVIH),
nemoaanne  poipodienoro  Kopuewrpaty  pekombimanTnoro
EVI1I, orpumanore 3 wknitnuuel ginii moannn, y paniue
JiKOBANIX NAWICHTIB i3 TIRKOI0 remoiaicio A

6. daza kniHivuHOrQ
BUIIPOOYBAHHSA

2

7. [Tepion nposeneuns
KIiHiYHore BUunpobysaHiis

327 Tpanun 2010 poky no 18 sepeenst 2012 poky

8. Kpaiin, B axux nposogunocs
Kniyivie BUNpodyRanig

CLUA, Himeuunna, Bdnrapiﬂ

9. KinbkicTs cy®’exTiB

sannaHopanux: 20-25
haxTHanux: 22

10. Ieppuuna Ta BTOpHHHA 1ini
Kniniunoro BunpodysaH s

Iepenna win,

*  Busnauutu dapmaxokinetrry (PK) npenapata Hygix 3 Touku
30py 3repralouct akTHBHOCTI harkTopy Kkoarynauil xposi VIII
mogunn  (FVILEC) Ta nopisHaTH 17 3  sapeccTpoBaHHM
kouuenTparoM FVIII Koreneiir (dC/Kogenate FS y paniwe
nikosanux nadienrin (PTPs), ski crpamaaiors Ha THKKY
remodiniio A.

Bropuuni wii

* [ligpaxysaT nocrynose sinnonneinns FVHILEC mns mpenapaty
Hysix

*  JlocniguTu iMmynorenninii noTenitian npenapaty Hyaix

*  Ouindru KitiniuHy cipexTieniicrs | Geanexky npenapaty FHygix B
nikysanui enizonin kposorey (BEs)

*  Ouinurd kiiviuy edexrishicrs @ Geznexy npenapaty Hygix y
npodiinakTuil Xipypriunux indekuii

11, Tnan kninivuoro
BHNpobYyBaHHS

[TpocnexTuBHe,  paHIOMi3OBaHe,  aKTHBHO  KOHTPOJILOBANC,
BiIKPHTE, nepexpecte, BarartouenTpose nocnikentn [1 gazm y
PTPs i3 manccolo remodhinicio A,

PK npenaparie Hysix i Koreueiit ®C ouintorann B Hactuui |
pocnimxeuns. Y Uacruni [l 3a nauienramwn, sxi 3asepuivnu
YacTuHy 1, cnocTepiranu npoTarom nepioay, uoHaHMedwe, 50
Anip npiiiomy npenapary (EDs) ta, mowuaiimenine, 6 micauis
BUROpHCTAHNS  mipenapaty  fAyeik, uporarom  sxoro  6yno
AOKYMENTANLIO  MIATBEP/KENO NikyBanus no  neobXinocTi
npenapatom fygix. Hepes 2-x nauienTip, AKi MalK IMLIE HEUacTy
KPOBOTEYY, JOCNimKenis notpidHo Oyno 3aBepiMTH A0 KiHus
sepecis 2012 poky, skuto ui nauientu He pocarny 50 EDs Ha Tofi
yac.




‘ - %

| 12. OcHositi kpuTepil Kprrepit sraouenis

BKIIOMEHHS /7 7
»  Tsorka remothizia A (FVIHILC < 1%)

* [lauientu yonogivuoi crati sikom > 12 i <65 pokis

* Maca-rinasin25 xr po 110 xr

* Pauiwe nikopani xonueurpatom FVIIL, npuwaiimui, 150 anis
npyitomy npenapaty (EDs)

*  3iznoposus isyniterom (xinskicte. CDA+ > 200/mi)

v Heratupuuil pesynbrarT ananisy na pipyc imyuonediuury
moanny  (HIV);  axuwo  pesynntaT  nosuTHBHUE, Bipyche
uasantaxennsa < 200 vacrun/min adbo < 400,000 xonid/Mn

*  JloGpoBRiNkHO Halalla MUCHMOBA IHOPMOBAHA 3roaa.

Kpurepii rursnorenus

* lHwWi mopyieHta aropralts KPosi, KpiM remodinii A

= Axrtdpnicts inribitopis no FVII 8 pnanuii uac abo B MHHYIOMY
(= 0,6 Berezaa oaMEHLLL)

* Twmkxe — 3axBoploBauls  MNEUIHKM  un HWpok  (pibui
anadinaminorpencdepasu uM acnapraraminoTpaHchepasu y 5
paziB NepeBUULYIOTL BEPXINO MCKY HOPMH, KpeaTHHin > [20
MIMONL/N)

* OTpuMye UM NNAHYE  OTPUMYBATH  IMYHO-MOIYJIOIONI
npenapaTtd {(kpiM anTHpeTporipyciol ximioTeparil), Taxi sk
anntpa-inrepepon, npeanizon (expipanenTHHit > 10 mr/netn)
abo nonibni npenapary

*  YyacTb B (HUIOMY IHTEPRENLIHHOMY KIIIHIUHOMY JOCTIIKEHHI B
Hanufl yac aBo NPOTAroM OCTAHNLOIG MicsLs

- -
[3. HocnimcyBanuii nikapesbkuit | Hysix — ue konnentpar pexom@inanrioro qaxtopy koarynauii -
npenapat, cnoci® BBeacHHs, | kpoei rFVII i3 geneuicio B-pomena, oTpumanuii i3 Knitueaol ninii
J103yBatHg JIOAVHK, MPUIHAUEHHH NS BHYTPIIUHLOBEHIIOrO BUKOPHCTAHHA.

Horo notpifro BRoaiTi Ak Uy TPIHbLOBEHHY BONOCHY TH €Kil 3
MAKCHMAJILHOIO LIBHAKICTIO 4 MI/XBHIKITY,

Hosysanms

PK ananiz (acmuna I)

50 MO FVIll/xr (Touna KiNbkicTh BIANOBIAIO 40 3aABACHOT |
aKTHBHOCTI) |

. Hirysennn o neodxionocini (Yacnruna 17)

Joza (i Tpuranicrs) npenapary Fysix pin niKysaHHs COOHTaHHHX
abo TpaBMaTHUHKX enizojtin kporoTeu (Blis) zanewkanw ein AinauKH
TA TPHRANOCTI (CTYNCHIO) KPOBOTEYI, @ TAKOWK BijL KIiHiuIIOro cTany
nauiera.

PexomenioBani HacTynni JI03n npenapary:

o Hezueruna kpogomeva: 20-30 MO FVII/kr koxHi 12-24 roaun
10 npunuienin BE

»  [Homipna - gerura (obuipia) xposomeua: 30-40 MO FVII/kr
kooiciti 12-24 roanH no npunuiienns BE

»  Benuxi wu sazposmusi Onn yeununs BEs: novatkosa noza 50-60
MO FVII/kr i 8 nopanswomy noza 20-25 MO FVII/kr koxui
8-12 roauH no npunutcnns BE.

TIpodinarrnrka xipyprivinnx indermiii

Hosypaist Ta TpuBamicTs AikyBalHg npenapatoM Hygix 3anexanu
Bij THNY Xipypritngre srpyuaiinsg. Pekomenposani HacTymHI 1034




npenapary:

v Mani xipypeivni empyvanus, expiovcouy sudanenis 3ybig: 25-4
30 MO FVIIl/xr nporsrom 3 roaun nepes onepauicro, niob
JOCAITH HAMINCIIONO LINLOBOIO MAKCHMANLHOTO PiBHS GiIM3LKO
50-60%, norropiosaTH  kosxni  12-24  roanH 10 NOBHOTQ
ony;kanna.  Tlotpibuo  niarpumyratd  npubnuzuo  30%
MIHIMATBHUHA piRCHb.

*  Obuwpni xipypziuni smpyuanns: 50 MO FVII/kr npotarom 3
rOIHH nepen onepaiicio, uod A0CarTd HaMiueHoro HinLoBora
MAKCHMAanLHOTO pinHa  Onuzsko [100%, noBTOpiOBATH NpH
neobxiamocTi cnoyaTky uepez 6-12 rogun i ApOTSArom,
npuuaiisui, 6 guis Ao nosnoro  oayxkanwa.  [Torpibio
niaTpumysati npubnuzno 50% Minimansii pisni.

14. Tlpenapat nopisHsKs, 1034,
crioci BBeAeHHs, KOHLEeHTpALLIA

[Ipemapatr nopisusuHa  jgns  nopisusuHa  PK: Koreneiit
®C/Kogenate TS (50 MO FVITkr)

15. Cynytust Tepanis

16. Kinueni Toukm
epeKTHRHOCTI

PK napamerpn

[Mopismorany kpuny ruouti nmin koutenrpauicio (AUC) npenapary
Hyaix i Koreneiir C ans FVIIEC (nopmanizosana anst secaeHol
A03n, AUC ;) 3 BukopucTannan si xpomoreunoro (CHR), Tak i
ontocTafilinoro (OS) ananizy, Ta (pakTHHHY akTHBHICTE NpenapaTy
Hyeix i Korenelir ®OC, w0 BumipioBanuca LEHTPasbHOIO
naGopaTopieio.

Hacrymii PK napamctpn ©ynu nosatkoso niapaxoBadi  mis
FVIIEC 3 sukopuctanuam sk CHR, Tax i OS ananisy, a taxox
(hakrruna akTuBHicTs npenapaty Hyaix i Koreneir (PC: nepion
nanigsupeaetia in vivo (Tip), mMakcHMajbHa KOHUGHTpaLis B
mtasmi kpoBi (C,,.), MaKCHMaNbHA KOHUEHTPaLlis B nnasMi Kposi,
nopmanizosana 10 103M  (Ciaenerm), HaC TTPH  MAKCHMAJBHIH
roHuenTpanii (T, cepestintii vac yrpumaling ripenapaty (MRT),
06’enm poznoainy & cranni pisiosars (V) i knipenc (CL),

Binnosacnua in vivo

MMigpaxosyeann einnosnenns in vive (IVR) iz pisnie FVII,
pukopucTanytoun sik CHR, tak i OS ananizn, a Takow (paxTHuny
aKTMBHICTL npenapaty Hyeik 10 MakCHMAIILHOIO PiBHS Ta Ha
MaKCHMaNbBHOMY PRI, OTpumany i 3paskax uepes 0,25, 0,5, 0,75 i
| ropuny nicas indysif.

Jlikysannus no meodxinnocri

[Mporoauan OlliHKY CPEKTHRHOCT KOMHOT in eruil
JOCnipKyRaHoOro Jikapenxoro 3acodby (IMP) i 3aransHy ouinky
ehekTHBHOCTI HanpHKiHLi BE.

[Micng koseHol ingy3it IMP Ta nanpuxinui BE, nacrynHa ouinka
epeKTHBIIOCTI NPOROAMIACH NALIEITOM (Pa3oM i3 JOCTIRHHKOM Y
pasi nikyBalHa Ha mictti):

»  Biominua: Panrose noncrmenna Gomo TtafaBo Geszancpeutie
rmoxpaienns  00'EKTHBIIMX  03HAK  KPOBOTEYi  NPOTArom
NpudAN31I0 8§ roant micna oa1oKRpaTIOl idyail.

v Tapna: Tlene nonermenins Soso Ta/abo noxpauleHHs O3HAK
xposoTeui nporarom 11pubnnzno 8-12 roann micns indysii, uo

noTpedypano 10 2 indy3ii Ana NoBHOro oLy KaHHa,

/M



* [lomipua: Biporinnwit abo nesnaunuii crnpusTRUBHi e(l‘)el{T(

npotsarom npubnuanie 12 roaumn nicnst nepwoi Hgyail, uwe
notpebyrano Ginbine ABOX IH(Y3iH AN NOBHOrO OoYKaHH.

s Bidcymnsa: BiacyrdicTs nokpauenns nporarom 12 roawn abo
noripumends cUMNTOMIB, 110 noTpedysano Oinwwe 2 indiysii
A5 TIOBHOIO Oy KatHs.

MpodimarTnka xipyprivnux inderuii

Edextusnicts ouinioranacs nanpukitid onepawii Xipyprom i nicis
onepauii - xipyprom i rematonorom.

17, Kivuesi Touku Beaneku

* beaneky oliHIOBANH 1IAXOM MOHITOPHHIY HefaxaHHX ABHIL
(AEs), ocuoBiMX  (10Ka3HWKIB  KMTTERISNLHOCTI  Ta
JIabOPAaTOPHHX NOKAZHHIKIR,

* OcHoBHi MOKAZHUKH IKHTTENIUILHOCTI  (apTepianbHuili THCK,
YACTOTA CEPLEBHX CKOPOUEHbL, UACTOTA JAUXAHHS, TeMIepaTypa
TiNA) neperipsHck Y 3a3/laneriilb BU3HAUEH] MOMENHTH yacy.,

= JlaGopaTopHi TecTH 0Oe3neKkd  BIJIFOUANH  FeMAaTOOTiMHI
NOKAZNHKH, KINIKO-XIMIUMI  (I0KA3NHKK, adanis na smict
CJICKTPONITIB Y CHPORATLL Ta a1asis ceui, 1o ACCTiHKYBATHCH Y
BHIHAUCHI MOMENTH Hacy.

* AKTHBHICTb {NFIGITOPIR RUZHAUANK IAXOM MOAH(pIKOBAHOIO
Berespa-ananisy (moauhikauia  Helimered) wa  nouatky
nocninkeHns, 6esmocepeniiho nepen oboma PK nuknamu, 8 48-
roaninomy 3pasky obox PK nmxnis, uepez 10 - 15 auis
npuifomy npenapary (EDs) Ayeix, na 3-micaunomy sisuti (+ 2
THXHI), TToTIM kol 3 micawi (+ 2 THskII), 8 TAKONC 1A BIZMTI
3aBepInentHs  Jocnipreling, Y pasi Xipyprivitux  BTpyuaHb,
AKTHBHRICTBL  iHriGiTopie  BHMIPIOBAJIM  NEpPCI  NOMATKOM
xipypriunoro sTpyuanus. fxkuo sizur 10— 15 ED npunanas na
2-TWIKHCBHIA nepiol 10 3anaanosanoro 3-MiCAUHOTO BIZUTY,
pizuT 10— 15 ED mowna Syro nponycriri, i JiMuie npoueaypH
3-micsunoro BizuTy HeobXiflio Oyino BukoHatd. B Ti cami
MOMEHTH uacy suMiploranu awrhTina ao rhFVIIL

18. CTaTHcTHUHI MeTonH

Ananiz PK

Hna nopisnauns PK npodiinio npenaparis Hyeix i Koreneiit MC,
Oynu  npeacrasneni 90%  posipui  inrepsann (Cls)  ans
CRIBBIAHOUICHHS 4y NorapHpMitnioro crniesinomenna npenaparis

Hygix i KoreneiTr ®C ans obpaiux, Hezancyciux Bij 1031 un |

CKOpHroBaliix 3 ypaxysauusm nosu, PK napamerpis. Kpim Toro,
Oyna nposenecna diopManbHa  cTaTHCTHUNA npoueaypa, wol
nepemipuTH, uu cuipsijiouicHis cepeansboro 3navenns AUC iy
AHAXQAMTLEY B Aianazoni sij 0,8 no 1,25,

Ananis epexrnenocti

bys nposenenuit  opmansHuit  cTaTMeTHuHHIE  TecT, wiob
BU3HAUMTH, UK OyNo kinskicne chisgingiouena BEs iz yeniunnm
Higysauas (ouinennsm s «rapien  aBo  «BiaAMinne®; ouilka
epexTuroCTI Hanpukinui BE) snauio sHinm 3a 70%:

Hyanosa rinoteza: Hy: poyceess < 0,7

Anvrepnarunna rinoresan: Hit poeeess. ™ 0,7

€ Puuceoss  TIPEACTABNANO  3araliblic  KiibkicHe cniBBijiHOWEHIS
yernitmo Jiikopalmx Blis.

Heocroponniii 95% Cl 6yaysany HABKONO MOKAZHHKA Dgyecess-
Jlixysarun no neobxigHocTi BBayasoch eQeTHBHUM, SKILO HUNCHS




rpaHuus Josipyoro iHTepeasy > 0,7,

Y sropunnoMy awanisi, wapenenuii sawe Cl Takox Gye
noByaoBaHui N PIZHNX CTYITENIB TSIKKOCTI KpoBOTeUi (HezHauHa,
noMipna, nenauka).

B gaxocri  sTOopHHBOI  rinoTesd  ouinioBanM  KibKicHe
CIIBRIAHOUICHHS.  Pyyecesst2  KPOBOTCH, AKI MOMAH  TIPHIMHUTHCS
zapaaku | - 2 indyysiam npenapary Hysix, i NpOBOAWIIN TeCT

3 BUKopucTanHam 2-croporiiboro 95% CI. Lleii Tect posrnspasca
AK MIATBEPILKYIOUHI A0Ka3 NEepBHHNOT FiNOTe3H, SKUO HMIKHS
rpanMus foeipuoro inTepsany > 0,8,

B nocninnnuskomy ananisi (onuvcora Ta NOricTuna perpecis)
OUIIOBAAH  BRAMB  KIBKICHOMO  CNIBRIAIIOWEHHS  YCNilUO
nikopanmux BEs na cyG’ckT i na uenrp 0o saransHomy
CNiBBIALOLUIEHHIO,

Ananis isyuoresuuocri
Jans ananisy pisus inriGiropis, 11106 oTPUAMATH 3araNnbiy KUILKICTH

Ginbir nizk 100 PTPs, nmani, oTpumani B uboMy KniHiuHOMY
pocnijpkenyi, ol eayBanu 3 aanuMH  IHIIMX  KIEHIYHAX

| MOCRILKENb, WO NPOROAKAHCE i3 npenapatom Hysik.

19. Jlemorpadiuni mani gocniz-
wyranol nonynsuit (ctaTth, Bik,
paca, iHwe)

B nocnimxenns 6yno mimoueno 22 nauient yonosivol crtati
rikoM Bin 12 no 65 poxis; 81,8% 6ynu eaponeoiuoi pacu, 3 Gyau
AMEPHKAHCLKAMI HierpaMi ud adpoamMepurkanuamMu i oiHH 6ye
aMepuKanchbkuM  inaiamtiem abo  KopiHHHM  HTeIeM  AJSCKH.
HoTrpranuaTe Manu B cimefitomy anamnesi remodisiito, a 2 manu B
cimefinomy aunamuesi inriGitopu. Cepeans 3aransha  ouilka
(pymsctionaneioro  crany  cyrnoGis  npu  remodinii  (HIHS)
cranosuna 38,4,

20. lNokasnuim edhekTrsnocTi

Mdapaakorinerika
Topistisning 3 Kozeneiim @C

Y YHactuni 1 pocnioxenis, PK xapakrepictikn npenapaty Hyagir i
npenapaty nopisusing Korenelit (C ananisysanu y scix 22
nartienTis y suGipui PK-PP,

Cepeani 3nauenns AUC, ., ana npenapatis Fyaix i Koreneitr 4OC
rignosigHo ao CHR awnanisy Gynu maibke inestvunnmu (0,39 +
0,14  nopiewano 3 0,38 + 0,09  roa.-MO/Mn/[MO/kr)).
CHiBRINHOLICGHHS reoMeTprunyx cepeanix snauens [90% CI] ans
AUC om (Hyeix ninrociio Koreneiir ®C) 6yno 0,98 [0,874, 1,107).
Bignosinno mo OS ananizy cepesiti 3nauenns AUC,om AN
npenaparie  Hyeix i Korcuelit MC cranosunu 037 + 0,11
nopieusio 3 0,38 -+ 0,10 ropn. MO/Ma/(MO/kr), Cnissignoinenns
FEOMETPHUNHUX cepellliy atadens nopisiosano 0,97 [0,859, 1,088].

Sk mumipsito B CHR  awanizi, cepeuni [VRs Oynn maiixe
ineHTHUHKMY U8 npenapaTie Ayaix 1 Koreneir MC (2,50 + 0,37
nopiengto 3 2,49 + 0,32 %/MO/kr, nianosinuo). Cepenni Cls
Takox Oyau nopidbnumu (2,94 + 1,18 nopieuawo 3 2,75 + 0,64
mn/rop/xr, Bignowinno). Cepeae snauenns Ty Gyno Tpoxu
nostitim s npenapary Koreweiir OC, nisk ans npenapary Hysix
(16,14 4+ 5.88 nopisissiio 3 14,73 + 9,96 ros., ianosiaxo). T,.. 6ys




aocarHyTHH uepes 15 xsunun y 77,3% nautienTis nichis BBEACHHA 4
npenaparis Fygix i Koreneir MC,

Sl pumipstno B OS ananizi, cepeani 1VRs 6ynu noniGuumu y
npenapatin Hygix i Koreneiir (bC (2,14 4 0,27 nopisusino 3 2,03 +
0,28 %/MO/kr, Bignoninnio), a cepeaniii CL takow Oys nouiGumit
(2,96 + 0,97 nopisnano 3 2,82 + 0,72 mp/ron/kr, sianosinto).
Cepeanie 3naueniia Typ Oyno nosinM s npenapaty Korewelr
®C, nix aas npenapaty Hysix y upomy ananisi Takoxk (18,75 +
5.94 nopipusno 3 17,05 -+ 11,23 ron., sinnosiano). Ty 6ys
NocATHYTHI uepes 15 xpunun y 63,6% natlienTin nicas seejcHIs
npenapaty fyeix 1y 68,2% nauienTis nicns BBeaenus npenapaty
[KoreneiitT (C.

PK uepes 6 nicsiyie

[Mapamerpn dapmarkoxinerikn (PK) nichs BRegenns npenapaty
Hysix Takom HOCNIBKYBAnMCs depes G MicsuiB nicns rmouaTky
aocnimkenis y 21 nauienra (sudipka PK-6m-PP). Binbuticts PK
napameTpis Oynu noaiGunmu uepes 6 Micauie nicns nouarky
aocnimrentns. Cepennst konucwrpawis FVIIEC y nnasmi kposi
yepez 6 micauis Oyna mafoxe izenTuunoo go Tiel, wo Gyna ua
nouaTky socnimxeris, gk ana CHR ananisy, vax i ana OS ananisy.
She sumipano 8 CHR ananizi, cepeane snavenns AUC, ., Gyno
0,36 + 0,13 ron.«MO/Mn/(MO/kr). Cepentie [VR Gyno 2,37 + 0,49
Y%/MO/xr. Cepepniii CL cranosus 3,33 -+ 1,80 wmn/ron/xr.
Cepennifi T)2 6yB trokumm ucpez 6 MicsuiB, HDK la nouaTky
noenimkenns (12,65 + 4,07 nopisuauo 3 14,73 + 9,96 ron.,
BiJIMOBLATIO), MPOTE, 1 piziais 6yfa B OCHORNOMY 3aBUSKH TOMY,
ilo osmn nanient iz Sonrapcuroro uenTpy Mae Tip 55,56 roy. wa
MOYATKY JACCHIMKEIHTHSI.

MTicna apanizy PK mannx uepez 6 MicsuliB, He3BHUAHHO HHU3LKI
cniBifiHomeHHS AUC,om (6 Micauis nopisnsiio 3 nouatkosolo PK)
criocTepiranves Yy 3 fonrapcLkyMx  nauwiedtis,  €oro e
crioctepiranocs B ilnwx  nanienTis i me  crocTepiranocst y
monepetix  AochUUKeHINX i3 npenapartom  Hysix.  Omxe,
NPOROAMBCSA  AOCHI/INMIGKHH  anaiiz 3a BHHATKOM  ycix  G-H
naieutis i3 Sonrapeskoro uentpy (Ne 21). Konu nauientn 3
Gonrapebkoro ueutpy OGyau  sicmioueni 3 ananisy, sei PK
napameTpu Oynu  nojiGHHAMIN MK IBOMA  MOMCHTAMM  “acy.
Cepeane suauenns AUC,,., uepes 6 micsinis cranosuno 0,39 +
0,13 rop.-MO/mn/(MO/kr) i cepenniii IVR craviosun 2,52 + 0,44
%/MO/xr, Cepenniil Tz cranorus 13,36 4 4,13 ros., a cepentiiii
CL 6ys 2,86 + 0,99 ma/ron./kr.

[Tpu sumipiosanni 8 OS ananisi, y sciel subipkn PK-PP, nesxi
napaMeTpH Bigpi3psiMcs ucpez 6 MicalliB NOPIBHAHO 3 MOUATKOM
nocrikenis. Cepeane snauenna AUC,y,, cTanosuno 0,34 + 0,11
roa.MO/Mn/(MO/kr) vepes 6 Micauie nopisuano 3 0,37 + 0,11
rofl.sMO/Mn/(MO/xr) na nouatky nochimelus, a cepenriii Tip
6yn 14,05 + 4,70 roa. ucpe3 6 aicsuin nopisHsano 3 17,05 + 11,23
rof. npu nepiionty PK ananizi. Lg pistivug ronoBuum unHom Byna
MOR’3a1a 3 OANKM NALIENTOM i3 BOArapeLKOro UeHTPY, WO MaB
T 64,75 ron. 3navenng CL 6yno suiwma uepes 6 micauis (3,39 +
1,42 mn/ron/kr nopirusito 3 nouarkos socnikenns (2,96 + 0,97
mnfron/er, Cepeane IVR cranoruno 2,05 + 0,31 Y%/MO/kr i
CYTTEBO 11€ BIAPI3HANOCK Bi/l NOUATKY JIOCH LIKEHHSI,

Kouru mawtierrrin 3 Sonrapenkoro nentpy Gyian sukaoueni 3 ananiay,
nei P napamerpn Gyau noai§nyai mise 6 MicaLsiMi Ta nouaTkom

nocitigpkenna. Hepes 6 wmicanin, cepejuie suaucnng AUC g




cranosuno 0,35 4 0,11 ron.-MO/mn/(MO/kr) i cepepne VR
cranosuno 2,07 + 0,28 %/MO/xr, Cepemuiiii Ty, cTanosus 14,57 -+
5,06 roa., a cepemitiit CL 6yB 3,13 -+ 1,11 mu/rop/ir.

Bigmonaenng in vivo

IVR ouiniopanu ans subipkn I'TT {naniewtH, wo nianarsiors
nikyBaumo) nia vac 2 PK ananisis (Bkiioucing B JocHimKeHns Ta
6 aicauir) i nonarkoso uepes 3 micaui. Cepemie IVR wa nouatky
nocnimprenns cranornno 2,50 + 0,37 %/MO/kr, ax suMipsno B
CHR ananisij, i 2,14 + 0,27 %/MO/kr, ax sumipano 8 OS ananisi,
3naueHns uepes 3 i 6 Micauis Oynu Tpoxu HUKUUMH, ane Bei 90%
Cls snaxoaunuch y Mekax, (110 3a3BHuail BHKOPHCTOBYIOTHCS AT1S
Jlocnijuicenits BioeksisancHTHOCTT.

Jlikymsanns enizoain kponoreu (BEs)

Y nauienTia y ubipui I'TT (nauienmu, uo nianaraiots niKyBaHHIo)
sekoro  sunvkno 98¢ BLs, no skum Oymo  pokyMeHTansHo
NITREPRKEII0 NiKyBalln SYAL-KOIO KiNLKICTIO npenapara MHyaix,
Hij vac pocnimprelrna B Syab-uKknii vac ricns novarTky nikysanns 8
pamkax jpochnijpxends, ToBTO, MDK 1I04aTKOM  OMALIHBLOTO
sikysanus nicns PK Linkn 2 (oann mews nicns 3abopy octannsoro
spaska xposi ana PK) 1 misuToM sapepiuenys pocmimkeis,
BKJIOHAIOUM mocT-onepailifini BEs.

Beworo, 416 (42,2%) BEs Synun neanauninmu, 566 (57,4%) 6ynu
NOMipHUMH it senuxumit i 3 (0,3%) Syau seanicumn (oGmpinmn)
uif 3arpo3iMBHMK ans sutTa. TsokkicTs omniel BE 6yna wesinoma.
I3 986 BLs, 642 (65,1%) Oynu cnoutannumu, 341 (34,6%) 6ynu
TpasMaTHuIMMH, a 3 (0,3%) By 3yMonnelli inWUMH NpHUHHAMMU,

Cepeaunna - KinbKicTh  iny3ifi, HeoOXimMXY  Ana  3ynHHKH
kposoreui, 6yna 1,0 (cepemtetSD 1,1 + 0,59; nianason 1 - 13) (y
pasi  oAHOUACHOrG BHUMWKHCHHS KPOBOTEU Yy  pi3nux  Micax,
32CTOCOBYBANACh KiNLKICTL {y3iii | 103yBaHL nHlle OaMIl pa3 B
oane micue). Besoro 841 (91,4%) BEs norpebypanu nvwe oaniel
inysit npenapaty Hyain i 53 (5,8%) BEs notpebysanu 2 ingysiit.
Cepeauiinia nosa npenapaty Fsix na oluty indysiio s nikyBaHHs
BEs cranoruna 30,0 MO/kr st neix erynenis tsxkoeri. Bona
cranoeuna 29,9 MO/kr ana ncanaunux BEs, 30,0 MQ/xr aas
nomipnux abo obmupinx BEs i 33,9 MO/kr anst senuxux aGo
nebesnmeunnx s scHtTa BEs, BE nesinomoro crynena TamkocTi
JikyBanw 103010 53,5 MO/kr.

Bekoro, nikysanits 595 (60,3%) BEs mano sigminny edeKTHBHICTL
i 336 (34,1%) — rapny cpextiriicts. EdgexkTupiictTs nikysanis
Gyna Bu3Hana nomipioo y 54 (5,5%) BEs. ¥V sxognomy sunaaky
nikysauns  BE  npenapatom  Hysix  ne  ouinfopanoch  ax
neeerrunie. Oninka chermislioeti dyna sigcyrhs 0o oanii BE.
Hag oxpemnx indysifi, 90,4% (941/1041) indyaiii esaxanuch
TAKNMH, [0 Manu pigMiHny abo rapiy chexrupticts (48,2%
Biaminny, 42.2% rapuy), 8,5% (88) indysiit Taxumu, mwo manu
romipiy edextustticts § 0,9% (9) indiy3ili TakMMH, UIO HE MaTd
cexTuriocT (ouinika edexrtusliocti Oyna BincyTHbOK Juis 3
indysiit).

MopmalblMit  cTaTMCTHUNWE  TeeT  NoKa3as, M0 KiNlbKicHe
cnisipnowenns BiEs i3 yenimuum nikyrannsy (OlliHEHHM  AK
rapie abo BiaMinue) cranosuno 94,4% (931/986 BEs) a3 95%
Joeipyoto Mexero 92,8, 95,8, Mokasznuk BEs, wo Gynn yeniumno
Jikoeani amwe | abo 2 iudysziamu, cranonus 96,8% (954/986 BEs)




3 95% nosipuoo moxeie 95,4, 97,8, OckinbkM HKHA AOBRipHa
Mewa Jns ToKaznMka  yerimmé  nixosanmx BEs Gyna >70%,
nikysanng no  HeeOXiZHocTl BHsiBMAOChL edekTHBHUM. MHimks

aosipua mexa >80% pns noxaszuuka BEs, aki MOTNW npunuHuTHCS

npu 3acTtocysaHHi 1 abdo 2 ingy3id, Hanae nigTBepILKEHHS
NepsyHHIA rinoresi.

Mpoinawrika xipyprivmx inderrriii

Hsa  nauienta.  nepemecnn 2 XipypriuHMX  BRTpyuaHHs 3
3acTOCYBaHuAM. npenaparty Hysix, onue obumpne (nosTopHa
onepatis BCLOTO NPaBOro KoNiHa) i oaHe HesnauHe (KonoHockonis
Ta -ezoharoracTpogyonetiockonis). Hiskl miarpumyioul 1o3d He
Oynn noTpibHi nig uac xipypriunoro mrpyvadus, i akTuvHa

BTpaTa Kposi Oynd He BHILOIO, MK CCpCRls OuikyBaHa BTpara’

kpoei ans  ofox eTpydans. Iurpaonepauifina Ta 3arannbHa
eerTuBHICT: OyNa ouinena Xipyprom i XipyproM-reMaTtonorom K
BiZIMi1THA, BIAMOBIAMO.

21, lokaznuku Besneru

besnexy npenapaty Hygix ouimmosany y 22 nauieHTie i3 TAKKOIO
remopiniclo A, ski mand B cepeiinibomy 54,9 + 19,2 indysii
nporarom 53,3 + 16,5 anis npuitomy npenapaty (EDs) i otpumany
sesoro 1207 indysiit npenapaty Fyegix | 3aranniy cepefiiio osy
135,947 + 68,745 MO (1835,4 + 678,7 MO/xr),

B uinomy 12 nauienris (54,5%) zaznanu 69 HebamaHuX ABHLUI
(AESs), w0 puHMKAM B XOAI Jlikysauus, 13 22 nauientie y Budipui 3
nepocTaTicTio eneurditaux antirin (SAF), 11 (50%) manu nerki
AEBs, 6 (27,3%) - nomipui AEs i 3 (13,6%) — msokki AEs. Bicim
nauienTtie 3asHann AEs, aki Oynu Tumuacoso nor’szadi 3 26
inysiamu, TobTO, BOHW BHHMKNM npoTsromM 24 roguH micas
sinnosiinoi indysit. Monni AEs He meakanues TaKMMH, WO
MOR’A3aHi 3 BBEACHHAM npenapary fHyein, Yei, kpim 6, munyan 6es
HacHikis, i BouM cnocTepirandca Yy rauichTie i3 BiAOMHMM
HAABHUMH (paHille ICHYIOUMMH) 3aXBOPIOBAHIAMU Ta NOTOUHHMH
npoGnemaMi 3i 320poB’ M.

Jpa nauienta 3a3nanu 3 cepiioani nebaxani apuina (SAEs). Ounun
NaLienT NepeskHB CYTUMAANLHY JENPeciio, a Hilliui - 3arocTpeHis
nedinkoBoi chuedanonaTit Ta  tmpoz  medinkk.  CylumaganbHa
Aenpecia  Ta  UMPO3 NevinKKH  OyitH  TAMKHMEH, a nNediHKoBa
enuedanonaris - cepeaHboro crynesa Takkoeri, Bei 3 SAEs
MOYKHA BIIHECTH 10 OCHOBHOrO 3aXBOPIOBAHHA NaLieHTIB (1enpecis
¥ OJHOrO Ta XpPOHIYHE 3aXBOPIORAIINA NevilKky y iHoroe). Beboroy
3 nauientis 6yno sadikcosaio 7 Takicux ALs (npouenypa mtyunol
kopolikd 3yBa Ta cyiuMpansHa aAenpecisr y OAHOre nanienTa; HpPo3
neuinku, 0illb ¥ JKUBOTI, Nepudiepruna Heliponaris, nepudepuyunmii
1a6psK - y HILOTO; | 3AKpPeN — Y TPETLOTO NallieHTa).

Y TpbOX nauieHTiB Oynu 3mineHi, kiriHiuHo 3Hauyili nabopaTtopHi
noxastuiky abo nokaztikH  ananizy cevi. Aonuni iz Hux He
posrnajapci Ak TakWii, 10 nos*a3anuii i3 BRCICHHAM npenapary
Hysix, a ckopillie Ak HACN{IOK TX CYNYTHIX 3aXBOPIOBaHE,

Bunaaxu TpomBoemBonii ne crocrepiranucs Ta iuriGitopu mo
Fvill

He Oynu sugpreni. OJnK nailienT MaB TPAH3ZUTOPHI He-iHriBITOpHI
anrurina go FVIIL, aki gxe Syar npucyTii ria gac cKpuHidry Ta
3HWKNM ML 1ac ROCHTKEHHS.

22. BrcHosox (oTpumani
pe3yNLTaTH)

PezynwTaTi LBOro AQCNILKEHHS BKA3ylOTh Ha Te, L0 Npenapar
Hyegik  GiloexsiBanenTHHH  yXBaJeHOMY MNpenapaTy TopiBHAHHSA
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nosHONaHIorosoro pexomtinanrnoro FVIIL (rFVII) — Koreneiire]
DC - ak B OS ananizi, Tak i 8 CHR ananizi. Ile nocnijprents Takox
NOKa3ye BIAMIHHY eeKTHBHICTL | cnpuaTiHBKii npodinb Geznexu
npenapary [yeix Juis aigysanns BEs ta Jjuis npodisiakTiku
Xipyprivnux indexiii, npu upomy niskux inriéiropis go FVII ne
cnocTepiranock nicns BeeieHus npenapary Hyeir.

3assuuk (Bnachuk . midviicano/
peecTpallifiioro ceiaoiTea) (nianue)
Hp. Kpicrina Conomon /Dr. Cristina Solomon/
Biue-npesnupent, KepisHUK HayKoOBO-A0CHJIHHX poOIT B obacTi KIHIuHOT
reMaTosorii
Okradapma Al
Seidenstrasse 2, 8853 Lachen, Switzerland
(m. Jlaxen, lsefiapisa)
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A mavn kosnanii: Octapharma AG, Seidenstrasse 2, 8833 Lachen, Switzerland (w. Jlaxeu, Hlaeliyapis)/
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Non-Clinical Study Report

1. Name of medicinal product {(Marketing
Authorisation number, if any):

Nuwiq

1) type of medicinal product for which
registration was conducted or planned to be
conducted

Human cell line recombinant FVIII {human-cl rhFvII)

2) conducted studies

X yes

1 no ;if no, provide rationale

2. Pharmacology:

1) primary pharmacodynamics

Study Report Oct 10, 2007 (non-GLP), D. Lilicrap, Queen'’s
University, Kingston, Ontario, Canada
Study Report OC11-0200 (non-GLP), internal report,

Octapharma Stockholm; Sweden

Please note: Both reports refer to the same study.

# The Objective of this study was to investigate the
pharmacokinetic profile and to evaluate the relative
haemostatic efficacy and safety of a novel B domain-
deleted (BDD} recombinant coagulation factor VIl in a
canine model of haemophilia A.

Test products: Octapharma novel BDD rFvill
concentrate vs Refractor {Wyeth BDD rFVIll concentrate)

In this study, two dogs were treated intravenously with
each product in a crossover design. This population size
was judged to be adequate to permit a comparison
between the two products and to demonstrate the
pharmacokinetic characteristics and therapeutic efficacy
of Octapharma’s novel BDD rFVIIl product {human-cl|
rhEVILI).

# After each infusion of both products plasma samples
were collected during a period that varied between 96
and 144 h. For pharmacokinetic assessment, FVIII activity
(FVIIl:C) was measured in plasma samples using a
chromogenic assay.

H In the haemophilia A dog model the pharmacokinetic
profiles of human-cl rhFVIIl and ReFacto were shown to
be similar to each other. The half-life of both products
was within the range of 7to 9 h.

# Human-cl rhFVIIl showed the expected in vivo exposure
and pharmacokinetics in haemophilia dogs.

2) secondary pharmacodynamics no
3) safety pharmacology ne
4) pharmacodynamic interactions no




3. Pharmacokinetic properties:

1) analytical procedures and reports on their
validation

no

2) absorption and 3} distribution

See information on the Studies Oct 10, 2007 and 0511-:
0200 under section 2. Pharmacology, paragraph 1)
primary pharmacodynamics

4) metabolism no
5) elimination no
6) pharmacokinetic interactions (non-clinical)  |no
7) other pharmacokinetic studies no

4. Toxicology:

1} single-dose toxicity

Study Report DWL 0003/063496 (GLP) ,
Single dose toxicity study by intrdvenous injection to CD,
rats, Huntingdon Life Sciences Ltd., Huntingdon, UKI
(2006)

# Single dose toxicity was investigated in a GLP conform
study after intravenous administration to rats. The
objective of the study was to determine the highest non-
lethal or the lowest lethal dose of the test substance
following a single intravenous administration.

# During the study, clinical condition, detailed physical
observations and bodyweight were undertaken and all
surviving animals  were killed and examined
macroscopically on Day 15, the end of the ohservation
period.

i There were no deaths or clinical signs during the study.
All animals were considered to have achieved satisfactory
bodyweight gains throughout the study. The macroscopic
examination performed post-mortem revealed a pale
liver for one male and congestion of the spleen and pale
kidneys for one female.

# Conclusion: Based on the results of this study the
highest non-lethal intravenous dose -of recombinant
human Factor VIl to the rat was greater than 10,000 |U/kg
bodyweight. A single intravenous injection of human-cl
rhFVIII 10,000 1U/kg b.w. was not assaciated with clinical
sign of toxicity.

2} repeated-dose toxicity

Study Report DWL 0001/063743 (GLP)
Preliminary toxicity study by intravenous bolus injection to
Cynomolgus monkeys, Huntingdon Life Sciences Ltd.)

The objective of this study was to assess the systemid
oxic potential of recombinant human Factor VIII {rhFVIII),
a replacement therapy for treatment of Factor VIl
deficiency, when administered intravenously to




cynomalgus monkeys. Two groups of 1 male and 1 female|
monkey received rhFVIll at dose levels of 50 or 500
IU/kg/occasion on Days 1 to 7, 11, 14 and 21. Group 2
animals received further doses at a dose level of 1,500
IU/kg/occasion on alternate days from Day 29 to 41
inclusive, this was followed by a 2-week observation
period.

# During the study, clinical condition, body weight,
haematology, blood chemistry, analysis for anti-Factor VIl
antibadies, analysis for Factor VIlI, analysis for Factor VIl
inhibition, organ  weight and  macropathology
investigations were undertaken.

# There were no unscheduled deaths, nor any treatment
related effects on the following parameters: clinical signs,
body weight, blood chemistry, organ weight o1
macropathology.

# At 500/1,500 IU/kg/occasion anti-factor VIIl antibodies|
were measured on Days 25, 35, 49 and 55 with the highest
concentration at Day 35.

# The results of the chromogenic assay suggested that the|
pharmacokinetic data and in vivo recoveries obtained from
injections of rhFVIIl were normal for a human factor VIl
product.

# Slightly low neutrophil count.and slightly high lymphocyte
count were observed for both animals receiving 500/1500|
IU/kg at Day 56, but values were not grossly abnormal and
there was no difference in the overall white blood cell
count.

# Conclusion: Intravenous administration of recombinant
human Factor VIl {rhFV!Il) to Cynomolgus monkeys was
clinically well tolerated but resulted in decreased factor Vil
activity and inhibition against rhFVIll and endogenous
factor Vil due to the generation of anti-factor Viil
antibodies.

Study Report DWL 0002/064067 (GLP)

Toxicity: 'study by intravenous admiinistration to)
Cynomolgus monkeys for 4 weeks followed by a 2-weekK
recovery period, Huntingdon Life Sciences Ltd.,
Huntingdon, UK (2008)

# The objective of this study was to assess the systemid
toxic potential of recombinant human Factor VIII {rhFVIII)
to Cynomolgus monkeys. by intravenous injection over a
period of 4 weeks, followed by a 2-week recovery period,
ITwao groups of 3 male and 3 female monkey received rhFVill
at doses of 50, or 500 |U/kg/day for 4 weeks. An additional
2 male and 2 female monkeys were assigned to the high-
dose group and control group (vehicle) for a 2-week
recovery period following the 4-week treatment period. A
further group of 3+2 male and 3+2 female animals received
500 1U/kg/day Amofil {plasma-derived FVIII).
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% During the study, clinical condition, body weight,
ophthalmic examination, electrocardiography.
haematology, blaod chemistry, analysis for anti-factor Vil
antibodies, analysis for Factor VI, analysis for Factor VIII
inhibition, urinalysis, organ weight, macropathology and
histopathology investigations were undertaken.

# There were no effects on body weight, electro-
cardiography or ophthalmoscopy which were considered
to be related to treatment. One female receiving 500
IU/kg/day rhFVIIl was killed on Day 30 due to poor clinical
condition resulting from internal blood loss as a result of
inhibition of clotting function. This animal had the highest
antibody titre.

# Bruising, particularly perivascular bleeding  at]
venepuncture sites, was observed in some animals
receiving 500 IU/kg/day rhFVIll. From day 13 onwards a
prolonged APTT was observed for groups receiving 500
1U/kg/day rhFVIl or Amofil. On day 29, a low red blood cell
count, low haemoglobin and haematocrit levels wers
noted for groups receiving 500 [U/kg/day rhFVIIl or Amofil,

# There was evidence of a dose relationship for rhFVIIl. At
500 IU/kg/day the FVII activity levels were 37% higher for
rhFVIll compared to Amofil.

# Anti-factor VIIl antibodies were present by Day 13, 21 or
29 in animals receiving rhFVIIl at 50 or 500 1U/kg/day and
Amofil at 500 [U/kg/day.

# There was a good correlation between the animals with!
ithe highest antibody levels and the greatest degrees o
effects on clotting function resulting in haemaorrhage and
its consequences.

# Conclusion: The intravenous administration off
recombinant human Factor VIl {rhFVIll) to cynomolgus
monkeys resulted in an initial increase in factor V1l activity
ifollowed by decreased factor VIil activity and inhibition of]
rhFVIll and endogenous factor VIl activity due to the
generation of anti-factor Vil antibodies. There was no clear
evidence of systemic toxicity, however, the inhibition ofI
clotting function resulted in the death of one animal
receiving rhFVIII 500 |U/kg/day. The immune response to
rhFVIIl was similar to Amofil, however, the initial increase|
in factor VIl activity and subsequent formation of anti-|
factor VIl antibodies was greater for rhFVIIl when
compared with Amofil.

3} genotoxicity: no
in vitro

in vivo (including additional toxicokinetics no
assessment)

4) carcinogenicity: no

277
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offspring {juvenile animals} and/or late effect is
assessed

5
long-term studies no
short-term studies no
or mid-term studies
additional studies no
5) reproductive and developmental toxicity: ho
effect on fertility and early embryonic no
development
embryotoxicity no
prenatal and postnatal toxicity no
studies in which the drug is administered in the [no

6) local tolerance

Study Report DWL 0004/073723 (GLP)

Local tolerance study in the rabbit following perivenous
injection, Huntingdon Life. Sciences Ltd., Huntingdon, UK
(2008) L

it The aim of this study was to assess the local tolerance of
recombinant human Factor VIl {rhFVIlI) following a single
perivenous injection in the rabbit.

# The test substance was administered alongside the
lateral vein of the left ear of each of four animals at a dose-|
volume of 0.2 ml of a formulation containing 200 1U/ml
over a duration of approximately 10 seconds. The contra-
lateral ear of each rabbit was similarly dosed with

Clinical Formulation Vehicle and acted as a control. The
animals were observed for four days following the|
injection, after which they were sacrificed, and the
injection sites and adjacent areas prepared for microscopid
examination.

# There was no death, no effect on bodyweight and no
clinical sign indicative of a reaction to treatment in any|
animal. No dermal irritation was observed in any animal
throughout the duration of the study. There was no
macroscopic abnormality evident at necropsy. There was
no microscopic change which was considered to be related
to treatment with rhFVIII.

# Conclusion: There was no evidence of intolerance to
rhFVIil following perivenous administration to New|
Zealand White Rabbits.

Study Report No.: 33166 (GLP)

Local tolerance study of four Nuwiq strength following a
single perivenous administration in rabbits, LPT -
Laboratory of Pharmacology and Toxicology GmbH_&ZCol
KG, 2147 Hamburg, Germany (2016)
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# The aim of this study was to obtain information on the|
local tolerance of four Nuwiq strengths — 4 batches of the
test item Nuwiq of different concentrations — following a
single perivenous administration. The concentrations were|
800, 1000, 1200 and 1600 IU/mL.

1t The volume administered was 0.2 mL/animal. Two male
and 2 female animals were employed per batch. The test
item solution was administered once perivenously near the
lateral ear vein on the left side of each animal.

In addition, water or injection as vehicle control was
administered in the same manner and same volume on the|
right side of each animal.

# 96 hours after administration all animals were sacrificed,
and the injection sites were examined macro- and
microscopically. In addition, untreated adjacent sites from
all animals were examined microscopically.

# Conclusion: Perivenous injection of 0.2 mL/ear of fourJ
Nuwiq strengths — 4 batches of the test item Nuwiq of
different concentrations — did not reveal any test item-
related changes. The test item showed a very good
compatibility for perivenous injection, a route of
administration that could occur by mistake.

7) additional toxicity studies:

no

antigenicity (antibody production)

no

immunotoxicity

Study Report OCT01 {(non-GLP) ;
EpiScreen™ Cell Epitope Map of FVIll Linker Sequences,
Antitope Ltd, Cambridge, UK {(2010)

The amino acid sequences of two variant Factor VIII {FVI!)
linker sequences (2 and 3) were analysed for the presence
of CD4+ T cell epitopes using EpiScreen™ T cell epitope
mapping analysis. A total of 21 peptide sequences werg
designed from the sequences provided by Octapharma (in
Silico Report OCT01), and synthesised and tested against a
cohort of 59 healthy donors. CD4+ T cell responses were
assessed using proliferation assays  (3Hthymidine
incorporation) and a T cell epitope map was compiled. The
results show that the frequency of positive T cell
proliferation responses recorded against the peptides was
below the background response threshold for the assay,
and therefore no T cell epitopes were identified. Some very
weak T cell stimulation {below the background response
threshold) was detected and was consistent with in sificol
MHC class Il binding analysis.

Study Report OCTO1 Study 2 (non-GLP)
EpiScreen™ Study 2 Immunogenicity Testing VWF Pre-

Screen Study, Antitope Ltd, Cambridge, UK (2010)

An EpiScreen™ pre-screening study was carried out to
assess the capacity of von Willebrand factor (vWF) to
directly modulate T cell activation. A cohort of five donors|

was selected in order to establish whether the sample had
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an immunomodulatory or toxic effect on the cells used in
EpiScreen™ assay ex wvivo cultures. Peripheral blood
manonuclear cells (PBMC) from the five donors were used
to test whether the vWF sample could modulate KLH-
specific T cell activation by measuring T cell proliferation.
Furthermore, the capacity of the vWF sample to induce
toxicity due to changes in osmolarity was assessed by
measuring cell viability in a trypan blue dye exclusion assay.
The results showed that no effect on KLH-induced T cell
proliferation was cbserved and the vwF did not affect cell
viability. It was therefore concluded that the osmolarity of
ithe bulk culture is within the acceptable range, and vWF is
suitable for use in the EpiScreen™ time course T cell assay.

Study Report OCT01 Study 2 (non-GLP)

EpiScreen™ Study 2 Immunogenicity Testing of Factor VIII
Products with von Willebrand Factor (Time Course Assay),
Antitopé Ltd, Cambridge, UK (2012)

Two factor VI (FVIII) samples were tested in EpiScreen™|
time course T cell assays for the capacity to induce CD4+ T
cell responses. Additionally Octagenate® (rhFVIIl} was|
tested in the presence of exogenous von Willebrand Factor|
(vWF). Peripheral blood mononuclear cells (PBMC) from a
panel of healthy donors representing the world population
{based on HLA allotypes) were incubated with the FVIIl
samples and CD4+ T cell responses were measured using]
proliferation assays ([3H]-Thymidine uptake) and IL-2
cytokine secretion (ELISpot). Analysis of the frequency and
magnitude of the CD4+ T cell responses revealed that
addition of exogenous vWF to Octagenate® significantly
reduced the immunogenicity of Octagenate®.

Study Report OCT02 Study 4 (non-GLP)

EpiScreen™ Study 4 Immunogenicity Testing of Vivante]
Isoforms with von Willebrand: Factor, Antitope Ltd,
Cambridge, UK (2011) :
Three Vivante (rhFVIII) isoform samples were tested in
EpiScreen™ time course T cell assays for the capacity to
induce CD4+ T cell responses in the presence of exogenous
von Willebrand Factor (vWF). CD8+ T cell depleted
peripheral blood mononuclear cells {PBMC) from a panel off
healthy donors representing the world population (based
on HLA allotypes) were incubated with the Vivante isoform
samples in the presence of exogenous vWF. CD4+ T cell
responses were measured using proliferation assays ([3H]-
Thymidine uptake) and IL-2 cytokine secretion (ELISpot),
Analysis of the frequency and magnitude of the CD4+ T cell
responses revealed a similar pattern of low frequency T cell
responses against each of the three samples indicating a
low risk of clinical immunogenicity.

mechanistic study no
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drug dependence no
toxicity of metabolites no
toxicity of impurities no
other no

5. Conclusions on non-clinical study

Nuwiqg (human-cl rhFVIII) is biological active as shown in
vitro and is effective and safe as demonstrated in vivo.
In vitro characterization of the biological activity of human-
cl rhFVIII showed that the product has sufficient features|
needed for a satisfying biologic function as evaluated from|
comparison with plasma-derived factor VIl and other
recombinant factor VIIl products. The ex vivo T cell assayj
EpiScreen™ was used to assess the capacity of human-cl
rhFVIl and other comparator Factor VIII products to
directly modulate T cell activation. Overall, the results
show a low potential risk of immunogenicity.

No toxicity was identified after a single administration of
human-cl rhFVIII 10,000 1U/kg b.w. to rats. The only effects|
recorded arose from repeated administration by the)
expected induction of neutralising and inhibiting
antibodies suppressing FVIII activity and blood clotting]
thereby causing haemorrhages. These effects wereg
comparable with the tested marketed plasma derived
product Amofil.

No evidence of systemic toxicity was identified after
repeat-dose administration of human-cl rhFVIII 50, 500 and
1500 1U/kg b.w. to Cynomolgus monkeys. Respective)
assays were used to measure FVIII activity (FVIIL:C), anti
FVIIl antibodies and FVIII:C inhibiting antibodies over a 28
day dosing period and a 14-day recovery period. Results|
showed a pattern of events of increased anti-FVIII
antibodies and emergence of inhibiting antibodies|
suppressing systemic FVIII activity as measured from a
prolongation in the APPT.

The immune response was dose dependent.

In the in vivo studies with human-rhFVIII (Nuwig) no
safety signals were detected. The performed preclinical
studies justify the administration of Nuwig to human
patients by the intended route and this appears to be safe|

for the intended indication.
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Heperxiad 3 guziiiicuioi MOBU 1A YKDATHCHLKY MOGY

JBIT N0 AORIHIMHOMY JOCTITACHING
)

1. TIazea nikapebKoro npena- Hyairx /Nuwig/
pary (nomep peectpauiiinoro
CBi/1OIITRA, STKINO €)

1} Tan nikapeskoro npenapaty, no | PexkomGinanriuii  daxrop koarynsuii wposi VI, orpumanuil i3
SKOMY nposoaunacs peectpauisn abo | kaituuuol ninii mogunn (human-ct thFVII)
nJalyBanocs NpPoBeACHHS

2) Mposejeui qocaijprentia X Tak
4 O ni; Ko Hi, pagaTin obrpyHTYBAttg

2. (bapmaxogiorisi;

1) Ieperina papMakogHuamika 3piT pocnimrermu 10 swoornn 2007 pory (He Biznosinac BUMoORaM
HJITT), D. Liticrap, ynisepcuter Kyine (Queen’s University), M.
Kinrcron, npoginis Ourapio, Kanana

3piT pocnimxenna QCHI-0200 (ne sianosinae sumoram HJI),
BOYTPiLLHIH 3RiT, Okradapma Croxronnm, Llseuis

[poxanns 3sepHyTH ypary: oGH/IRA 3BITH RiHOCATHCS A0 OAHOTO i
TOrO CAMOTO JOCIIAKENS.

# Llins  panoro  pochijpkenis  noagrana  y  AOCHIIXKEHH]
(hapmarokineTnunoro npoino Ta owingi BiAHOCHOI remMocTaTH4HOT
eekTBiOCTI Ta Ge3nexks 110BOro  pexomBinantHoro  (axtopa
koarynauii  kposi VI iz geneuicio B-pomena (BDD) &
excrepumenTanbhiii Mojeni 11a cobakax i3 remodinicio A.

#  [ocnimkysani npemapath:  nosnit kouuenrtpar BDD rFVIII
xomnanii OxTadapma nopisusto 3 pedpakTopom (Wyeth BDD
rF VI, kouuenpar komnanit Yaer).

# Y ubomy nochijpxenni, ABoxX colak NiKyBajgH BHUYTPILHBOBEHHO
KOXHUM [penapatos Yy nepexpecuomy jochiprendi. el of’em
BHOIPKH BRAKABCS JOCTATIHIM JUIS NPOBGASHUSL TIOPIBHAHHA  MiXK
JIBOMA HpenapartaMm, a Takow Al ACMOHCTPauil (papMakoKiHETHUHIX .
XAPAKTEPUCTHK | TepanesTHUHOT eEeKTHRIIOCT HOBOMO Mpenapary
BDD rFVI komnanit Orradgapma (human-cl rhFVIIID.

# Ticns xoxnoi i1gysit oBox npenapatie, sinGupany 3pazku niasmu
NpoTAroM nepiody, o koausapcs Bix 96 no 144 rop. Jins
(hapmakokineT™unol  ouiNikM,  BumipioBan  akrhouicts  FVIII
(FVIN:C) y spaskax nyasmMi, BHKOPHCTOBYIOUN XpOMOreniuii atania.

# Y mopeni coBax i3 remodinicio A ¢apmarokinetnuni mpodini
human-cl rhFVI i Pedarro sussnnnes nopiGuuMyu 00MH 40 OANOCG,
Mepion naniseuneaciins ofox npenaparin yr y mMexax sin 7 a0 9
ros.

# Human-cl rhFVHI nposeMonctpysas ouikysalinii BNIUG in vive i
thapmaroxineTHky y cobax i3 remoiniero.

2) Bropuiia ¢gapmakonuinamixa HEMEE




3) dapmakonoris Ge3nekn HeMae
4) hapmakopnHamivuni B3aeMoit HeMae
3. haparakoxineTnani

BJIACTIBOCTI:

1) MeTosin nposeaenns aHanisis i Hemae

3BiTH Npo X BaAiAauilo

2) Abcopbuis Ta 3) Posnonin

Jus. indopmaniio no Jlocnijukennax 10 skonrTnst 2007 poxy Ta

QOC11-0200 y pospini 2. @apmaxonoria, nyikr 1) nepeuHna
(hapMmakoHHaMiKa.

4) Merabonizm Hemae

5) BueeneitHs 3 opratiamy Hemac

6) MapsakorineTHull B3aeMouil HeMae

(noxatinivni)

7) Inwi papmakokineTuui Hemac

JLOChiKEHA

4, Torkenkonoris:

1) ToxcHuHiCTL-0AHOKPATHOT 1031

3siT no pocnicmno DWIL H003/063496 (TIJ1TT)

Hocnixenns TOKCHYHOCTI OAIOKPATHOT A03H LIASIXOM
BHYTPiWNLOBEHHOT iH’exwil uypam ninii CD, Huntingdon Life
Sciences Ltd., m. XanTinraon, Bennkobpuranis (2006)

# TokcHuicTb 0AAHOKPATHOT 10311 JOCHIKYBANN B LOCAIKEHH], Lo
pianosiaae sumoram HIIT, nicns BuyTpiluHBOBEHHOrO BBEAEHS
urypas. Meta pocnizpkenns noasrajia y  BHznaveHni  uadsnuol
peneranenol v Hafnokuol  jeTalisHol  J103M JocAiaKyBanol
PCHOBHH MICAA OANOKPATHONG BIYTR NI LOBEINIOrO BREASHS,

# lix yac mocnimxenHs BpaxoBYBafAWCh KNiLiYHHA CTaH, ACTanLii
Bi3yallbHi CMOCTEPEXEHHS Ta Maca Tina, i BCIX TBapHH, 11O BN,
YMCPTBHAH  Ta Jlochijiwyisand  makpocikonidio  na  ens 15,
HATIPHKINIL NEpiojly CNOCTEPEKENIIs.

# Ilin uac pocnijpkeiinst 1e 6yno cmeptedl ado kAlHiuKHX O3NaK.
Beakanocs, (1o Bei TRApHIN AOCArIH 32/10BiLHOrO 3GiALLICINS MACH
Tina ua nporasi npochimxenus.  Ilin  uyac  MAKPOCKONIMHOrG
JlocHijpKenns, NpoRcactHoro nicna cmepti, 6yno BWABNeHo: Onipy
meuinky B ouiore camis, sacriil wkosui rta Gni VHPKKH B OMIET
camMKi.

# Bucnoeox: Ha nigcrasi pesynwtatis 14Loro jocniixera HaiBuua
HejeTanbna BHYTPILHBOBRCHHA jo3a pexoMmBbinanthoro daxtopy VI
nioanny ana utypis 6yna Ginstioio nisc 10,000 MO/xr macu Tina.
Oanoxparya BHyTpinLoRenua hidexiis human-cl rhFVIID y jo3i
10,000 MO/icr mack Tina ne Gyna nor’s3ana 3 kNinivHOIQ 03HAKONO
TOKCHUIIOCTI.
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2) Toxenwricts DaraTokpaTHHX 103

3niT no pocnirenrio DWILL 0003/063496 (I1JITT)

[Tonepeane Kninivne Aocniprents 3 3aCTOCYBAHNAM
BUYTpiluHbLosenol  Gomociol  in’ekuil  gsaickinM  Maxakam,
Huntingdon Life Sciences Lid., m. Xantinrgod, BenukoGputaitis
(2008)

#f Mera unoro pochijukenns noasrana B OWIHLI  CHCTEMHOI
tokcuuHocTi  pexomOGinanTioro dgakropy VI moanun (thFVIID,
saMicioi  Tepanii ana sikyradng  gedindty  daxropa VU, npu
BREACHHI BHYTPILIIBOBCINO sBAlChLKHM Makakam. J[BIi rpynu 3 |
camusg Ta | camxu mapn orpumysand thFVII y nosi 50 a6o 500
MO/xr/npufiom y Oui 3 1 no 7, 11, 14 i 21. Teapunu rpynu 2
oTpumysany poaatiosi posu na pisni 1,500 MO/kr/npuiiom uepes
feus 3 Hua 29 no 41 sruiowio, nicis 4oro 3a HUMHA cnoctepiralin
MPOTSIOM 2-X THXHIB.

# Tlin yac nocnijpkeHHs BpaxoRyBanich xniHiuuuil cran, maca Tina,
remaTonoris, Gioximis kposi, ananiz na auturina no ¢axropa VI,
ananis Ha daxrop VI, ananiz na inriGiniio dakropa VIII, maca
oprauie i MaKPONATCAOTIUNI JLOCHTJKEIIS.

# He 6yno nesannanoBalix cMepreil, a Takox GYNL-AKOTO BIJIHRY,
NOB’A3AHOIO 3 JIIKYRAHHIM [0 HACTYIHHM NapaMeTpam: Kridivii
o3HaKHM, ™aca Tina, OGioximisn  xkpowri, maca oprasis afo
MaKponaTeoris.

# Tpu 500/1,500 MO/kr/npniiom anrutina po  daxropa  VIII
ruMiptoBaint & Jlni 25, 35, 49 1 55 3 uaiigmuoo KoluenTpaieo B
Jlens 35,

# PesynbraTh Xpomorcinioro asanisy CBIOMHAW Npo  Te, 100
(apmakoxineTHuHi aani Ta BiAHOBNENHst in vivo B pe3ymbLTaTi
inexuifi thFVII 6y nopmanhinmn aaa npenapaty (axropy VIl
JIOAHIH,

# JHeno Hu3bka KinbKicTh nClTpodiaiz i AgUO BHCOKA KiABKICTL
Jhimpouutis  cnocrepiranuch y 000X TBapHH, AKI  OTPHMYBaNi
500/1,500 MO/kr ua eub 56, anc 3nadvends He Oynu uaato
amilieuMi Ta ne Byno pismini B aciikonnrapniii hopmyrni B uinomy.

#  Bucuosok: Buyrpiwnmnoseniie  asciciis  pekoMOiHAHTIOND
thaxropy VI mopnun (rhFVII) spanchkiim Makakam kninivnHo noGpe
NEpeHOCHNOCh, ane MPH3BENO B PE3YALTATE JIO 3HIKEHOT aKTHBHOCTI
thaxropa VI ta inridysansg rhFVIIL i euporennoro gaicropa VI
Hepes BHITHKHEH s anTHTin o axropa VI

3niT no nocaimkenmo DWI, 0002/064067 (HJIII)

Hocnigxenna  TokcHunocTi  NpH  BIYTPIHKEOBEHHOMY  BBEACHHI
ABANCLKHM. MaKAKAM OPOTFOM 4 THMHIB i3 NOAAABUIHMM 2-THKHEBHM
nepigigoM  pignorncnns,  Huontingdon Life  Sciences Ltd., M.
Xanrinrnon, Bennkobpuranis (2008)

# Mera unoro gccmijukcluus  onsrana B oWt CHCTEMUOT
TokeHuHoCTI pekoMbinanmioro (akropy VI momuiy (rhEVI) npu
BIYTPILIHLOBEIIOMY BBEICHNI HOrQ ABAHCLKHM MaKAKaM [POTATOM 4
THKHIB i3 MOJANBUINM  2-THRHEBHM 1epionom BiaHomnenus. i
rpynu 3 3 caMmiliB Ta 3 camox maen otpumysany rhFVII y nozax 50
abo 500 MO/kr/nens nporrom 4-x Tuscnin. Jlonatkoso e 2 caMmus

Ta 2 camki Mann SyJl po3oAiNCIli B 'pyny, Wo OTPHMYBana. BHCOKI

'
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A03H, Ta KoHTpolibhy rpyny {nnaucbo) mnpoTaroM 4-THXKHEBOrO
nepiojly NikyBaHHsA 3 2-THXKIEBHM nepiojiom. BinHosaeHHs. Lle onua
rpyna 3 342 camuin i 342 camox orpumysana 500 MO/kr/nenn
npenapaty Amodin (FVIH 1na ocrioii nihazmu).

# Tin uac pocniprenns, npaxopyRanvck KAiHIuNKI cTad, maca Tina, |
ofhranbmonorivie odcrexenin, cnekrTpoxapaiorpadis, reMatonoris, |
Gioximin kposi, ananiz na aururina Jjo (axrtopa VI, avahiz na
(daxrop VIII, ananiz na inriGivito axropa VIII, ananis ceui, maca
Oprais, MaKpONATOJION s Ta MCTONAaTONOr YN JOCNUKENHE,

# He Oyno snausBy una Mmacy Tina, enextpokapmiorpafiio um
ofTansMockonilo, 1o BRANKANNCA NoB a3anuMK 3 JiikysaitiasM. Oana
camka, aka orpumyrana 500 MO/kr/nens rhFVII, Gyna ymepraneua |
na JHeun 30 uepes noranmnii niniunnii cran, wWo BUHMK BiA ‘
BUYTRIIINGLOT BTpaTH KpoBi n pesylbraTi  upuriidedds  (ynruil
Iropraling Kposi. Y wiel Tapuuu Syr 11ali RN THTP aHTHTIN.

# TemaToma, 0coBAMBO 1HABKOAOCYAMIINA KpOBOTEHA B ALTAHKAX
BEHOMYHKLIT, cnocTepiranach y ACAKUX TBapHH, K oTpuMysans 500
MO/kr/aens thFVIL TMounnatoun 3 [us 13 tpusanuii APTT
(akTHRORAIKE vacTkORHH TpoMBONNAcTHHORMH vac) cnocTepirases B
rpynax, ski otpumysans 500 MO/kr/ncins rhIFVIL aGo Amothin. Ha
Hens 29 nusbka KiNLKICTE CPHTPCIHTIB, 1H36KT pigli remornoGiny Ta
reMaToOKpHTY  BiAMivannch y rpynax, siki  oTpumysam 500
' MO/kr/neis thFVIIIT aGo Amodin.

# Byno niareepskenna ap’azky six nozoo Tta rhFVIIL Tlpu 500
« MO/kr/nein pisni acrnsioert FVI Oyan na 37% Buuamn aas
rhF VI nopinsno 3 AModiiom.

# Anrturina ao gaxrtopa VI 6ynu npueyTii na Oni 13, 21 abo 29 y
TBapHH, Ak orpuMyrany rhFVIIT y nozi 50 ado 500 MO/kr/nent i
Amoin y nost 500 MO/xr/nens.

# Byna rapua kopelistin Misk TBAPHIANME 3 HafiBHILKMME PiBHIMNH
AUTHTIN © HAMGLILITMMK CTYNCISMY BIUTHBY Ha (pYHKUIQ 3ropTaHHs
KPOBI, 110 NPHRRENO B pesyawTar 40 kponoTedi Ta 1T nacniakis.

# Bucnopox: BuyrpiuliboReiiHE  BREAEHHA  pekomBinanTHoOro
(akropy VI mojnnm (thFVIID ssanchkim makakam npH3Beno B
peaynLTari Ao rouarkonoro sGinniucins akruenocti gawropa VIII iz
nojanLuInM 3mpkennas axrnsnocti Qpakropa VHI ta npuriiveHngm
rhEVIL i enporennoi axtisiocti axropa VI uepes yTsopeniin
awrutin po darropa VI He 6yao nepekonninpero Jokasy cHCTEMHOT
= TOKCHYNOCTI, NpPOTE, npuiiucung  Qynkuii  3ropraniin - Kposi
NPH3BENO B Pe3yALTATI 10 cMEpTI oanict TBapHHH, SKa OTPHMYBana
thFVIL y posi 500 MO/xrineis, Imynniii gingryk na rthFVII 6ys
nonibruit  fo iMynnoro minryky ua Asoin, npore, nepsuHte
tijisHuelia  akrusiocti  (haxkropa VUL 1 nopansute  yrsopettas
antuTin ae paxropa VI Gyno Ginsunm ana rhFVIIE y nopisusini 3
Amodinom,

3) leloTokCHUHICTD: neMac
in vitro

f11 vivo (BKIOYAIOUH JAONATKORY Henae




{ ouilKy TokCHKO-KileTHKN)

4y KanueporenHicrn: nemac
JoBrocTpoKkosi accnimKenis HeMac
KopoTkocTpokoBi BOCHiKeH-HS 1M | HemaE
CCPCANBOCTPOKOBI AOCTIKEHHS

Hojarkosi focnipkenns HEMAE
5) Tokcuuunii BHE Ha Hemae
PENPOAYKTHBHY (hyHKLUiIO Ta
BIYTPILLIHLOYTPOBITHIl PO3BHTOK:

Brinie na (epTuiibiicTs | panniit lemae
emGpionanuini possuToK
EmOpioroxkenuuicTs neMae
Mpenaranshia Ta nocTHATANBHA Heaae
TOKCHUHICTL

Jlocnixenns, B AKX npena-par HEMac

BROJIHBCH MOTOMCTBY
(HecTaTepo3pinuM TBAPHEAM)
Ta/abo cuilosanacs BipaancHa ais

&) Micuesa nepenocHmicTs

3uiT ne pociipkenno DWL 0004/073723 (TLIITT)

Hocnimxenna Micuesol NHepeHOCHMOCT! Y KPOJIIB Nica NepHBEHO3HOT
imexuif, Huntingdon Life Sciences Ltd., wm. Xautiurgon,
Benuxobpurania (2008)

# Mera uworo gocitipkenns nonsrana B ouinwi  Micuesol
nepenocymocTi pekombinatirioro gawropy VI mogunn (rhIFVilD)
nicna NepHBeHo3NoT i’ ekt y kposin.

# Jlocninacysany peuomiily BROAMIIM B3A0BX Natepanbuol senmu
niBoro syxa koAl iz yoTuphox TBapun y aosi 0,2 Ma cknamy, Lo
MicTHTL 200 MO/mn, npotsrom npuBansio 10 cexyua. Y minsuxy,
poO3TAIORany A NPOTWICKNiH CTOpOHi Byxa BBOAMIH naauedo
nixapchioi opMi stk KOITPOIL B Takiii camiil no3i. 3a TeapuiaMu
CIIOCTCPIraNy NPOTAIOM HOTHPLOX AHIB Gichs rexilil, nicns voro
soHH Oynu ymepTieti, a sk ekl Ta npuaersi ginsHen 6yau
NiArQTOBACHI AN MIKPOCKOMIMIIOrO AOCIHIJUKELHS.

# He Byno cMmepreil, BiANRY Ha Macy Tifla Ta KAIHIUHHX O3HAK, 110
CRIYATH NPO peakuiio la nikysania y 6yib-nxol Teapuuu. Hisxoro
MOAPANCTINS HIKIPH 11C CHOCTCPIraN0Ch ¥ #oANoT TRApHHH 1A NPT
BCLOTO Jl0CTifyeIHg. e 6yn0 QUEeRHAHHN MaKPOCKOMIUHHX 3MIH fTpH
posTiili. He ©yno mikpockoniuimx sain, skl Beawannes sk taki, uo
nos’szani 3 nikysatnam rhFVII,

# Bucnopox: He Syno niateeppxenin nenepenociumocti rhFVII
nicirst epHRCHO3Iore secactia Hososenanachkum 6inum Kponsm,

3siT no srocnijprenio No: 33166 (HJHT)
Hocnijkenda  Micuesol  NepcHOCHMOCTI  UOTHPBLOX  KOHLEHTPALLIH
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npenapaty Hyeix nicns OAHOKPATIOrO MCPHBENO3NON0 BRS/ENNA
Kponsam, LPT - Laboratory of Pharmacology and Toxicology GmbH &
Co KG, 2147 m. Tambypr, Himeuuina (2016)

# Meta uboro jociifokenins nofsarana B orpuManil iHdopMatii no
Micliesiit nepelocumocti HoTHPLOX Kownerrpaniii npenapaty Hysik —
4 cepil pochinxysanoro npenapary fpgin pisnnx koHueHTpaniii —
micyin OANOKPaTIOro NepHReHo3iore sacachng. KoHuenTpauii Gy
pieisi 800, 1000, 12001 1600 MO/mn.

# Ob’em, wo eooawncs, cxnamas 0,2 mn/reapuny. Ha onny cepito
Opanu . aBa camus Ta 2 camin. Jlocnipyaaniti po3uMH BBOJWAN ONHH
PA3 NEPHBEHO3HO MOPYY (3 NATCPAbIIQIO RCHOKY BYXA 31iBa KOWKHII
TRA[MHI,

Kpim Toro, Tak caMo BROAHSH Bony abo in’exuiio gx nnanebo-
KONTPONL Y Takuii camuii cnocid i Taxoro camoro o8’emy ciipapa
KOMUiH TBAPHIIL.

# Uepes 96 roann nicas sacaeiils sei roapuin Gyiu yMEpTRICH], a
DMK 1 ERIT A0Ch iKY BAHCH MaKpo- ra Mikpockoniuno. o Toro
K, HeniKoBami HPWICCHD JUNAIKKH BCiX TRAPMI JAOCHKYRANMCEH
MiKpPOCKOTIIYHO,

# Buchosok: TTpu nposepenti nepusenosnoi in’exuii 0,2 Ma/yxo
HOTHPLOX KOHURITPaIiH npenapary Hyein —4 cepii aocninkysanoro
npenapary Hyein pianux konuerrparniit — re GyJio BHABICHO KOUAHUX
3Min, HoB*A3ANNX 3 JociHipkysannM upenapartoM. Jlochipxysatinii
npenaparT  RPORASMONCTPYRBAR  AYIKC  rapHy  cymicHicTs  npw

~ nepueenosniii  in’ekuii, cnocoBi meepeHns, WO Mir TPANHTHC
NOMHJIKOBO.
7) Honarkost nocnigicen s nemac
TOKCHHIIOCTI:
AUTHICHHICTL (NpoayKyBaHHs/ Hemag

pupobneis aHTHTIN)

IMYNOTOKCHYHICTE 3siT no goenimenmio OCTOT (e TLIIT)

EpiScreen™ [Kapra enivony wnimin ninkepunx nocnigossocteit
FVII, Antitope. Ltd, M, Kem&pujox, Beanrkedpuratis (2040)
Aminokuenotni  nocnijosiiocti  jsox BapianTie  JiHKepHHX
nocnigosnocreil gawropa VI (FVII (2 i 3) asanizysanu ua
nassnicts enitoniz CD4+ T-kaimun 3a gonomoroio EpiScreen™
ananizy raptysanis enitonin T-cnitine. Beworo Gyno crsopeto 21
MenTHAY NOCHIAOBIICTL i3 nocnidoriocTeil, Hagaunx KoMmnadieo
- Oxradapma (/n Silico Report QCTOL), sxi 6ynu cnitesosani- Ta
Aocnipxeni Ha koropTi 3 59 3p0posux fotopin. CD4+ T-knitTuHui
iMynni peaxuil oUiHIORANM 3a JIOMOMOrOI0 aHaniais nponiepanif
(mkntouenns 3HTumianuy) i Oyna cknajiena kapta T-KRETHHHHX
enitTonis. PesynbTat noKazanu, 110 uacToTa MOIMTHBHUX iMYITHHX
peariiit  T-kniTuiiol  nponithepattii,  3apcecrpoBana  BiAHOCHO
nenTiiaie, Syna HmKue NMOPOrY BHXINNOre IMYHUOrO BiAryKYy s
ananizy, i, orae, T-kaitHimi enitonu ne Oyau izentidikosani. Byno
BUABJICHO Aesky Ayxe cnabky T-kniThuny cTHmynsuio (HHxue
Nopory BHXIJHOrO iIMYHHOro BiAryky), ska Bianosijana ananisy
3B'azysantng in sitico MHC knac 11
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3giT 1o poeaimikernme OCTOL JMoeaipskeunsn 2 (e HIIIT)
EpiSCreenTM Hocnigxcennst 2 Ananiz na imynorennicrs Ilonepenue, '
ckpuuinrese gocmimxeinns Qakropy don  Binnebpauna (VWF),
Antitope Ltd; M. KemGpnmxk, Bennikobpuranis (2010)
Ho-ckputiinrose aocnimxenns EpiScreen™ nposoaunocs ang owinksk
snatnocti  akropa  don  Binnebpaina (VWF)  Gesnocepennbo
MonynmoBatu aktHsauilo T-knitni. Byno pijiSpano koropry 3 m’aTu.
AOHOPIB, 1106 BCTAHOBHTH, YK MUINTL 3Pa30K IMYHOMOAYIIOIGHHI]
ado TOKCHYHHIT BIUIMB Ma KNITHHI, 110 BHKOPHCTORYIOTLCS B X vive
kynbTypax  ananisy  EpiScreen™.  Mononykneapui  kaiTunm
neprpepuunol kposi (PBMC) Big n’aTi 10HOPIB BHKOPHCTOBYBAIH,
wod pocniantu, uu mowe 3pazox VWFE  mopymosatn KLH-
cneunpivny  axrusaiito  T-RNITHH  LJIAXOM  BAMIPIOBAHHS
nponidicpaunii - T-kiitii.  KpiM  Toro, snaTHicT 3paska VWF
IHAYKYBATH TOKCHUHICTL 4epes 3MilH OCMOMSIPHOCTI OLIHIOBANH 33
JONOMOPOI  BUMIPIOBAHHS  SKHUTTEIMATHOCT]  KAITHH Yy aHanisi
BRJIOUENHS (BUBiNbHEININ) BapBHHKA TPHNAHOBOrO CHHBOTO.
PesynbTaTh. nokazany, Lo e cnocTepiranocs BIJTHBY Ha THAYKOBANY
KLH (remouwnaninon aimdin papnuka) nponipepatito T-rnithn, i
VWFEF e BnaMsan na sKUTTE3@riicTs KIiTHA. TakuM uniom, OYB
3pofncHni  BUCHOBOK, 11O  OCMOAAPIHCTL  3MIUANOT  KYNLTYpH
IHAXOAMTRCA B npuinaTioMy aianasori, | VWFE nigxoawts nas
BUKOPHCTANNA B ananizi sanexxocti T-knithn Bia vacy EpiSereen’ .

3siT no goenicenmo OCTO1 Jlocnijiaccnnst 2 (ne HJII)
EpiScreen™ ocnimxeuns 2 Ananis i IMYyHOIreHIiCTs npenapaTin
dakTopa VIHI iz daxropom qon BinneBpanaa (VWF) (ananis
3anexcHocTi Big gacy), Antitope Litd, m. KemBpuaxk, BennkoBpurtanis
(2012) '

Hea 3paskn  Qacropa VI (FVII) gocnimkysann 8 amnanizax
saneskiocTi T-kniTHi six yacy EpiScreen™ na spaTwicts innyxysath
CD4+  T-xnitnuni  imytni o siarysn.  Kpinm o toro,  Oxrarenar
(Octagenate®) (thFVII) nocaimkysam o NPHUEYTHOCTI BK30FEHHOIO |
daxtopa  (on  BimieGpanna (VWF).  Modouykneapni  knitunn
nepugiepuunol kposi (PBMC) sin rpynn 310poBMx AoHOpiB, sKi
NPEACTABNAOTE CBITORY 1onyAsuiio (Ha ocHoel anotunis HLA
(atTHren aefxouuTis moannwu)), iHkyGypanu 31 3paskamu FVIIL i
euMiproBany CDdA+ Teonitainn imyind Gigryke, BHKOPHCTOBYIOUH
avanizy  mponiiepanii (neraunauug  [3H]-Tumignuy} i cexpenio
uurorinis [L-2 (ELISpot). Anasniz uactoru Ta penauunu CD4+ T-
KINITHHHWX IMYyHNMX BIAryKiE noxaszae, W0 XOJABaHHS €K30reliHoro
VWF no. Oxrarenary (Octagenate®) anauio suwcye iMyliorennicTs
OkTareHary.

3nir no pocnixenmo OCT02 Hoenipmecnus 4 (e [T
EpiScreen™ Jlocmimxenns 4 Awaniz 1a iIMYIIOFERHICTL  130(hopM
Vivante 3 (axropom (ou Binnebpanpa, Antitope Ltd, M. KemBphnx,
Benukodpyranis (2011)

Tpu spaziy i3ogopm Vivante (fhFVI) apocnimxkysand B ananizax
sanexnocti T-eaitin Bin wacy EpiScreen™ wa smathicTs iHaykyBarh
CD4A+ Teknitunni imymdi BIATYKH  IpH 11A9BHOCTI  €K3OTEHHOTD
dawropy don  BinneGpanpa (VWTF).  Mououykneapni  kiithin |
mepuQepuuiol kponi (PBMC), 36imieni CD8+ T-knitunamu, sin |
IPYNH 3A0POBUX JAOHOPIB, MO NPEACTABASIOTE CBITOBY MONYASUIIO
(na ocHoei anortnie HLA (apTuren JeHKOUMTIB  MIOAHHK)),
inkybysann  3i  spaskamu  isodopm  Vivante npuW  HasBHOCTI
eksorennoro VWE, CDA+ T-imimuiii iMynnti Biaryxu sumiplosany,
BHKOPHCTOBYIOUM  atianizn  nponidepadii - (noramuanina  [3H]-
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THMiaMHY) 1 cexpeuilo untokinie 1L-2 (ELISpot).

Ananiz vactotd Ta genndnip CDA+ T-iniThninx iMyHHAX BIArYKIB
BUABHB TOMIGHY CXCMY HH3LKOUACTOTHMX T-KNITHHHHX IMYHHAX
BIAFYKIB 10 KOKHOMY 3 “TPbOX 3Paskin, U0 CBIAYMTL PO HHIBKHIi
PH3MK kaiivHOT IMytiorenocTi,

Hocnipxenns mexanismy ait HeMac

Jlikapebka 3anencHicTs HeMae

TokcsanicTs MeTaGoniTis Hemae

TexctuticTs 10MilLOK Hemae
- iHe, Hemae

5. Bucrnonkn no poxkainiunomy Mpenapat Hyeix (human-c! rhFVIID) ¢ 6ioN0ruHO AKTHUBHMM, Sk
JAocaieRenino NPOAEMONCTPOBAHO i vifro, Ta edekTHBHUM | Oe3neunuM, sk |

NPOAEMONICTPOBRHO in viva,

In vitro xapaxteprctka Gionoriunol aktueHocTi human-cl thFVIII
nmoKasana, o MpenapaT Mae JOCTATHI BAacTHBOCTI, HeobxiaHi Ans
3a0BinLHOT  Blonoriunol  (ynknil 34 oninkolw NMOpPIBHAHHSA 3
(Qaxropom  VIII, orpumanum i3 naasMu o KpoBi, Ta  iHUIMMH
npenaparamu pexomGinanriore gakropy koaryasuit xkpogi VIIIL T-
KNITHHERE ex vivo ananis EpiScreen'™ sukopuctosysanm, wo6
outnury 3parnicte human-cl rhFVII i inwux mpenapatis nopistisss
(akropy VIII Geznocepentsd MoaymoBarh (3mintosati) T-KNiThHny
AKTHBalLlilo. 3aranom  peaynbTaTH  1IPOACMOHCTPYBANH  HH3BKMI |5
NOTEHLIAHWI PUIHIK IMYTIOTEHHOCTI.

Hiskol Tokcuunoeti ne Gyno iaenTuikosaHo nicns 0AHOKPATHOro
gee/iennia human-cl rhFVIIL y nozi 10,000 MO/xr/macy Tina ugypam.
OpHAM fiMLe 3apeecTpoBaliM RILIHBOM, U110 BHHHK Bk MOBTOPHOMO
BBEAEHHS, Oyno ouikysaHe inAykyBawus  neliTpanisyiouux i
IHFIOITOPHUX  AHTHTIN, (L0 MPHUIHIMYBAAH  aKTHBHICTL FVIII i
3rOpTANHA  KpoRi, BHKJHKAIOUKN  KposorTeui, Lled  snaus  Gys |
NOpiBISHII 3. 10CHKYBAIHM 1TPCHAPATOM AMOMDI, WG OTpUManHil
i3 NJIA3MH KPOBI TA NPOJAETLES Ha PUHKY.

Jopnux zokaszie cucremuol TokeuuiocTi ve Gyno ineHTH]pIKOBaHO
niciist BRefleHHs NoBTopHoi aoan human-cl rhFVIIT 50, 500 i 1500
MO/kr/macy  Tina  gBancekuM  Makakam. Bianosiani  ananisu
BUKOPHCTORYBANHM Andl BuMiplopaniia aktushocti FVII (FVIIIC),
anTutin po. FVIIL i inri6iropunx anturin no FVIIEC npotsrom 28-
Aetnoro nepioay aozysanus | l4-nednoro nepiofy BiAHOBAEHHS.
PeaynbraTn nokazamm aaniuoxox 101 U0 3pOCTalsT aHTHTI 10
FVIII Tta BHHMKHCHHS iHFIGITOPHMX anTHTI, (0 OPHrHIYYIOTH
cictemMny axTtuBHicTh VI, sk Buznaueno 3 tpusanoro APTT
(akTHROBAHKH wacTKOBKIT TPOMBOMNAACTHIHOBKIT YAC).

lvynnnil BiAryx-zanescan sijn Ko3H.

Y nocniprennax in vivo 3 human-thFVIHI (Hyeix) niakux curuanis no
Oeaneui we Gyno eusiricrio. TTposepeni pokminiyni  gocnimkenns
MATBEPINKYIOTH, L0 BREACHHS npenapaTy Fyeix nauieHTamM-moaam
Hamivelm criocofom, & Beatreutum s nepeabateHoro noKazaHHs
20 3aCTOCYBaHI,

3asennk (Bnacuuk peecrpa-uiiiHoro | Aidnucario/
CRIJIONTBA)

{ninnuc) .
(TLLE) Hp. Cinbrio Bywikoe./Dr Silvio Wuschkis/
Jara: 28 uepnna 2023 poky, m. Bigeis
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Clinical Trial Report /a

GENA-03

1. Name of medicinal product (Marketing
Authorisation number, if any)

Nuwiqg

2. Applicant

Octapharma Pharmazeutika Produktionsges.m.b.H.
QOberlaaerstrasse 235 '

1100 Vienna

Austria

3. Manufacturer

Manufacturer responsible for bulk production, primary
packaging, visual inspection, integrity testing, quality testing,
batch release of final product {powder for solution for injection
and solvent):

Octapharma AB, Sweden
Lars Forssells gata 23
112 75 Stockholm Sweden

Manufacturer responsible for visual inspection and integrity
testing for powder for solution for injection, labeling and
secondary packaging of the final product (powder for solution
for injection and solvent):

Octapharma Dessau GmbH, Germany

Otto-Reuter-Strasse 3, Dessau-Rosslau, Sachsen-Anhalt,

06847, Germany

Quality testing, visual inspection of solvent:
Vetter Pharma - Fertigsung GmbH & Co. KG, Germany
Schutzenstrasse 87, 99-101 88212 Ravensburg, Germany

Production, quality testing, visual inspection of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Eisenhahnstrasse 2-4 88085, Langenargen, Germany

Visual inspection, quality testing, labelling and secondary
packaging of solvent:

Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Mooswiesen 2, 88214 Ravensburg, Germany

Visual inspection, stability testing of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany

Helmut-Vetter-Strasse 10 88213 Ravensburg, Germany

4. Conducted studies:

Kyes

B no if no, provide rationale

1) type of medicinal product for which
registration was conducted or planned to
be conducted

Coagulation factor VIl

5. Full title of the clinical trial, code
number of the clinical trial

Prospective clinical study in children with severe
haemophilia A to investigate clinical efficacy,
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M,

immunogenicity, pharmacokinetics, and safety of Human-cl
rhFVIII

6. Clinical trial phase

3

7. Clinical trial time frame

from 27-Dec-2010 through 06-Nov-2012

8. Countries where the clinical trial was
conducted

UK, Czech Republic, Poland, Russia, Turkey, France, Romania

9. Number of subjects

planned:

= 50 (2 x 25, allocated to cohorts.af PTPs aged 6—12 years
or 2-5 years) evaluable patients were needed to fulfil the
European Medicines Agency (EMA) guideline for new FVII|
concentrates

* Up to 60 (2 x.30} patients were to be enrolled to
compensate for patient discontinuations. The
pharmacokinetic (PK) properties of Nuwig and the
previously used FVIIl concentrate were investigated in up
to 13 patients (12 evaluable) of each age cohort

actual:

= 59 PTPs with severe haemophilia A were included in the
study

10. Primary and secondary objectives of
the clinical trial

Primary objective

® To assess clinical efficacy of Nuwig in terms.of prevention
and treatment of (breakthrough) bleeding episodes {BEs)

Secondary objectives

» To determine the PK (in up to 13 patients [12 evaluable]
of each age group, 2 to 5 and 6 to 12 years) of Nuwig in
terms of the area under the curve (AUC), in vivo half-life
(T12), in vivo recovery {IVR}, maximum plasma
concentration (Cmax), time to Cimax (Tiax), Mmean residence
time (MRT), volume of distribution at steady'state {V;),
and clearance (CL); the results were compared with those
ohtained from a PK determination with the previously
used FVIIl concentrate

® To determine the incremental recovery of Nuwig over
time

= To investigate the immunogenic potential of Nuwig by
assessing the inhibitor titre

= To assess efficacy of Nuwig in surgeries

= To assess safety of Nuwig in terms of adverse event (AE)
monitaoring !

11. Clinical trial design

Prospective, non-controlled, open-label, multinational,
multicentre phase 3 study

12. Key inclusion criteria

Inclusion criteria

= Severe haemophilia A (FVIII:C <1%)

= Age >2 and 12 years

» Previously treated with FVIIl concentrate for at least
50 EDs




* Immunocompetence (CD4+ count >200/uL)
Human immunodeficiency virus (HIV)-negative or
respective viral load <200 particles/pL or <400,000
copies/mL

® Freely given written informed consent by parents or legal
guardian and by patients {depending on their
developmental stage and intellectual capacity)

Exclusion criteria

» Other coagulation disorder than haemophiliﬁa A

» Present or past FVIIl inhibitor activity (= 0.6 Bethesda
Units [BU])

= Target joints

" Severe liver or kidney disease (alanine aminotransferase
[ALT] and aspartame aminotransferase [AST] levels >5
times of upper limit of normal, creatinine >120 pmol/L)

w Receipt or scheduled receipt of immunomodulating drugs
{other than anti-retroviral chemotherapy) such as alpha-
interferon, prednisone (>10 mg/day), or comparahle
drugs

# Current participation in another clinical study

= Participation in another interventional clinical study with
administration of investigational medicinal product (IMP)
in the course of the past 3 months, except studies
investigating already registered FVII! products

13. Investigational medicinal product,
method of administration, strength

Nuwig is a B-domain deleted, human cell line-derived
recombinant (r)FVIIl concentrate for intravenous use. It was
to be administered as an intravenous bolus injection at a
maximum speed of 4 mL/minute.

Dosing
Pharmacokinetics

50 IU FVIII/kg (exact amount according to the labelled
potency) for both Nuwig and the previously used concentrate

Prophylactic treatment

All patients were treated prophylactically. They were infused
every other day or 3 times weekly. The recommended dosage
regimen was 30-40 1U FVIIl/kg BW. Two dose escalations of
each +5 [U FVIIi/kg BW were allowed in case of an inadequate
response (=2 spontaneous BEs within one month).

Treatment of breakthrough BEs

The dosage (and duration) of treating spontaneous or
traumatic BEs within the open treatment period depended
both on the location and on the extent of bleeding, and on
the clinical condition of the respective patient. Dosage
recommendations were given as follows:

= Minor haemorrhoge: 20-30 |U FVIIi/kg BW every 12-24
hours until BE is resolved

» Moderate to major haemorrhage: 30-40 IU FVIlI/kg BW.
Repeat dose every 12—24 hours until BE is resolved




= Major to life-threatening BEs: initial dose of 50-60 Iy
FVIII/kg BW. Repeat dose of 20-25 U FVIII/kg BW every
8-12 hours until BE is resolved

Surgical prophylaxis

The dosage and duration of treatment with Nuwig depended
on the type of surgery. Dosage recommendations were given
as follows:

» Minor surgeries including tooth extractions: 25-30 (U
FVIlI/kg BW starting within 3 hours prior to surgery to
achieve an intended target peak level of approximately
50-60%. Repeated dose every 12-24 hours if needed.
Trough level should be maintained at approximately 30%.

= Major surgeries: 50 IU FVIII/kg BW starting within 3 hours
prior to surgery to achieve an intended target peak level
of approximately 100%. Repetition, if necessary, after 6—
12 hours following initial administration and for at least 6
to 14 days, until healing is achieved and recurrence to the
regular prophylactic treatment regimen is possible.
Trough level should be maintained at approximately 50%.

14. Comparator, dose, method of
administration, strength

15. Concomitant therapy

16. Efficacy endpoints

Prophylactic treatment

The frequency of spontaneous breakthrough BEs under
prophylactic treatment was calculated, and the efficacy of
prophylaxis was assessed according to the frequency of
BEs/months under prophylactic treatment using a 4-point
objective scale:

® Excelfent: Less than 0.75 spontaneous BE per month

= Good: Between 0.75 and 1 spontaneous BE per month

® Moderate: Between 1 and 1.5 spontaneous BEs per
month

» Poor: More than 1.5 spontaneous BEs per month

Treatment of breakthrough BEs

Efficacy was assessed at the end of each BE using a 4-point
objective scale:

» Excellent: Abrupt pain relief and/or unequivocal
improvement in objective signs of bleeding within
approximately 8 hours after a single infusion

= Good: Definite pain relief and/or improvement in
signs of bleeding within approximately 8-12 hours
after an infusion requiring up to 2 infusions for
complete resolution

= Moderate: Probable or slight beneficial effect within
approximately 12 hours after the first infusion requiring
more than two infusions for complete resolution
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* None: No improvement within 12 hours, or worse(ning
of symptoms, requiring more than 2 infusions far
complete resoiution

Surgical prophylaxis

» Efficacy assessment (taking the intraoperative and overall
assessment into account) after the end of the surgical
prophylactic treatment phase, done both by the surgeon
and by the haematologist

= Average and maximum expected estimated blood loss
compared to the actual estimated biood loss

17. Safety endpoints » Clinical safety was assessed by monitoring vital signs
{blood pressure, heart rate, respiratory rate, and body
temperature) at pre-defined timepoints, and by
monitoring laboratory parameters and AEs throughout
the study.

= Inhibitor activity was determined by the modified
Bethesda assay {Nijmegen modification) at screening,
immediately before both PK cycles and in the 48 hour
sample of both PK cycles in patients participating in Phase
I, 48 hours after the first IMP infusion in patients not
participating in Phase |, after ED 10-15, after ED 50, after
3 months and after 6 months. Simultaneously, the anti-
rhFVIIl antibodies were measured. Inhibitors against FV1II
and anti-rhFVIll antibodies were to be determined in
addition in case an inhibitor development was suspected.

18. Statistical methods No inferential analysis involving formal testing was planned in
this uncontrolled trial. The sample size was determined by a
Committee for Medicinal Products for Human Use (CHMP)
guideline. Consequently, no formal sample size estimation
was performed. The statistical analyses of the primary and
secondary endpoints were descriptive.

19. Demographic data of the study 59 patients were enrolled in the study and analysed. All were
population (sex, age, race, etc.) males between 2 and 12 years of age; all were white and of
. non-Hispanic or non-Latino ethnicity. 24 patients had a family

history of haemophilia and 4 had a family history of
inhibitors. Genetic mutations were found in 56 patients and
the most common defect was Intron 22 inversion (25
patients).

20. Efficacy outcomes Pharmacokinetics

In Part | of the study, the PK characteristics of the previously
used FVIII concentrate (PX Cycle 1) and Nuwig (PK Cycle 2)
were analysed in 26 patients in the PK-PP population (13
patients aged 2-5 years and 13 patients aged 6-12 years).

Mean AUC values when corrected for dose according to the
CHR assay were almost identical for Nuwig compared with
the previous FVIII concentrate (AUCnom 0.23 vs 0.24 h
IU/mL/[IU/kg]). The mean IVRs of both groups were similar
{1.876 vs 1.848%/1U/kg). The mean Ty (9.73 vs 11.04 h), was
slightly shorter and CL (4.89 vs 4.76 mL/h/kg) was slightly
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higher for Nuwig than for the previous FVIII concentrates. For
the previously used products, Trmax was reached within 30
minutes in 80.8% of patients and for Nuwig in 92.3% of
patients.

For the key PK parameters values for the OS assay followed a
similar pattern to the CHR assay. When corrected for dose,
the mean AUC values between the two groups were almost
identical {AUCnom: 0.24 vs 0.25 h [U/mL/[IU/kg]). The mean
IVR was slightly higher (1.607 vs 1.591%/iU/kg} and Ty
slightly shorter {12.50 vs 13.12 hours} for Nuwig.

In patients aged 2-5 years, mean AUCuorm (0.22 vs 0.20
hr-lU/mL/[IU/kg]) and IVR (1.871 vs 1.683%/1U/kg) after
administration of Nuwig were slightly higher than those of
the previously used concentrates according to the CHR assay;
Ty (9.49 vs 10.07 hours) and CL (5.40 vs 5.65 mL/h/kg) were
slightly lower for Nuwig than for the previous FVIII
concentrates. Tmax was reached within 30 minutes in 76.9% of
patients for the previously used concentrates and in 100% of
patients for Nuwig at this time point. According to the 0§
assay, slightly lower mean values for Nuwig were observed
for AUChom (0.22 vs 0.21 hr-lU/mL/[IU/kg]). Mean values for
IVR {1.572 vs 1.513%/1U/kg) and T2 (11.91 vs 11.74 hours)
were slightly higher for Nuwig compared with previously used
FVIIl concentrate.

In patients aged 6—12 years, mean values for AUCqm were
slightly lower with Nuwig compared with previously used
concentrates, (0.25 vs 0.28 hr-IU/mL/[1U/kg]. IVR (1.881 vs
2.000%/1U/kg); the mean Ty (9.99 vs 11.94 h) was shorter
after Nuwig administration and CL {4.33 vs 3.93 mL/h/kg) was
higher according to the CHR assay. Frequency distribution for
Tmax was the same for the previously used FVIIl praduct and
Nuwig, with 84.6% of patients reaching Tmax within 30
minutes in both cases. With the QS assay, the mean AUChorm
(0.26 vs 0.29 hr-lU/mL/[IU/kg]) was higher with previously
treated concentrates compared with Nuwiq. The mean IVR
(1.641 vs 1.669%/1U/kg) was comparable and Ty, (13.06 vs
14.51 h) was slightly shorter for Nuwig than for the previous
FVIIl concentrates.

Recovery at baseline was evaluated in 27 patients
participating in the PK analysis and additionally for the 32
patients participating in the prophylactic treatment only
{Phase ll); 57 patients combined from these two populations
were evaluated at 3 months and at 6 months. The mean
incremental IVRs according to the CHR assay were above
1.5%/1U/kg for the ITT population {range 1.568—
1.834%/1U/kg): the mean IVR values for the PK-PP population
(i.e., the same patient population evaluated over time)
ranged from 1.747 to 1.876%/1U/kg. IVRs were relatively
stable across the time points for both the ITT and PK- PP
populations. The mean IVR values between the two age

gL



subgroups did not show a particular trend, with the medn
values for patients aged 2-5 years ranging from 1.446 to
1.871%/1U/kg for the ITT population and from 1.631 to
1.871%/1U/kg for the PK-PP population; for patients aged 6~
12 years, mean IVR values ranged from 1.676 to
1.854%/1U/kg (ITT) and from 1.772 to 1.885%/1U/kg (PK-PP}.

For the OS assay, mean IVR values in the ITT population
ranged from 1.419 to 1.575 overall, from 1.321to 1.572 in
patients aged 2-5 years and from 1.523 to 1.615 in patients
aged 6-12 years. In the PK-PP population, mean IVR values
ranged from 1.466 to 1.607%/1U/kg overall, from 1.368 to
1.572%/1U/kg in patients aged 2-5 years and from 1.546 to
1.641 in patients aged 6-12 years.

Prophylaxis

59 patients received 5316 injections for prophylactic
treatment, with a mean dose of 38.9 (U/kg per infusion during
a mean of 89.8 EDs. The adherence to the prophylactic
schedule was very good: 96.8% of all prophylactic infusions
were administered within 3 days of the previous infusion.

A total of 129 BEs were experienced by 39 patients during the
prophylactic treatment period. Of these 129 BEs, 74 (57.4%)
were traumatic, 45 (34.9%) were spontaneous and 10 (7.7%)
were classified as “other”. Of the 59 patients receiving Nuwig
for prophylaxis, 20 (33:9%) patients did not experience any
BEs and 14 patients (23.7%) experienced cnly one BE during
the study.

Of the 59 patients receiving Nuwig for prophylaxis, the overall
efficacy (based on the monthly rate of BEs) for spontaneous
BEs was excellent in 56 patients {94.9%), good in 1 patient
{1.7%) [96.6% excellent or good] and moderate in 2 patients
{3.4%) at the end of the study period (i.e., between start of
prophylactic treatment and last praphylactic treatment + 2
days or completion visit, whichever came first). Efficacy in the
treatment of traumatic BEs was excellent in 55 patients
{93.2%), good in 3 patients {5.1%) [98.3% excellent or good)
and poorin 1 patient (1.7 %). For all BEs, efficacy was
excellent in 49 patients (83.1%), good in 5 patients (8.5%)
[91.5% excellent or good], moderate in 3 patients (5.1%) and
poor in 2 patients (3.4%). Prophylactic efficacy was
comparable between the patients in the two age subgroups.

The mean rate of spontaneous BEs was 0.123 BEs/month
(median Q; range 0-1.13) at the end of the study. The
monthly rate of spontaneous BEs was lower in patients aged
2 to 5 than in those aged 6 to 12 years (0.089 vs 0.156
BEs/month). The monthly rate of traumatic BEs was higher
than that observed for spontanecus BEs, although rates in
the two age groups followed a similar pattern. The mean rate
of traumatic BEs was 0.192 BEs/month (median 0.129; range
0-1.53) at the end of the study; the manthly rate of traumatic

4%
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BEs was [ower in patients aged 2 to 5 than in those aged Eito

12 years (0.113 vs 0.268 BEs/month). The mean rate of all BEs
was 0.338 BEs/month (median 0.156; range 0—1.70} at the
end of the study; the monthly rate of all BEs was lower in
patients aged 2 to 5 than in those aged 6 to 12 years {0.213 vs
0.459 BEs/month).

A large majority of the patients had a Haemophilia Joint
Health Score (HJHS, gait and total score) of 0 at screening
{mean 0.1 and 0.8, respectively), which is not unexpected in a
population of young patients. The mean gait and total scores
at the end of study were 0.1 and 0.6, respectively. However,
this is highly skewed by one patient who had end-of-study
gait score of 4 and a total score of 20 because he was
bleeding in both ankles at the time of assessment. Overall,
the historical dose and the dose administered in the current
study were similar (503.94 vs 518.83 1U/kg/month,
respectively) for patients receiving prophylaxis, whereas the
monthly overall bleeding rate was approximately 15% lower
at the end of current study compared with historical rates
(0.419 vs 0.361 BE/month, respectively).

Treatment of breakthrough BEs

A total of 108 BEs (in 32 patients) were treated with Nuwig
during the study. Of the 108 BEs, 65 (60.2%) were traumatic,
36 (33.3%) were spontaneous and 7 (6.5%) were classified as
“other”. 61 {56.5%) of the BEs were minor, 46 (42,6%) were
moderate to major and one (0.9%) was of unknown severity.
There were no major to life-threatening bleeds.

The most frequent sites of bleeding were the ankle (21 BEs)
and the knee (15 BEs). Other affected sites were the elbow,
leg, arm, oral cavity, nose and other sites (including the hip,
finger, wrist, head, eye, chest, skin, iliac, shoulder, shin,
hamstring, foot, toe, thumb, incised wound on a foot, lost
tooth, tibia, buttock, jaw, site of ureterocutaneostomy and a
traumatic head bleed).

The median number of infusions used for the treatment of
BEs across all severities was 1.0 and the mean number was
2.1 (range 1-22). The difference between the mean and
median values is mainly due to 1 BE that was treated with 22 |
infusions. For the whole BLEED population, the mean dose of
Nuwig per infusion was 45.1+12.61 1U/kg (range 25-88 IU/kg}
across all severities; it was 43.9+12.17 1U/kg for minor BEs
and 45.7+12.84 1U/kg for moderate to major BEs. The median
total dose used for the treatment of a BE was 1612.5 U
{range 500-33,000). During the study, 68.6% BEs were
treated with one infusion and 81.3% with one or two
infusions. Six (5.9%) BEs required 3 infusions and 4 (3.9%) BEs
required 4 infusions. Two BEs each {2.0% each} required 5, 6
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and 8 infusions and 1 BE each (1.0% each) required 12, 15
and 22 infusions.

Efficacy rating for on-demand treatment on the objective 4-
point scale was excellent or good for 89 BEs (82.4%; excellent
71.3%, good 11.1%); 17 (15.7%) BEs had an efficacy rating of
moderate and 2 (1.9%) BEs had an efficacy rating of “none”.
On-demand treatment efficacy of Muwig in the two age
subgroups (2-5 and 6—12 years) was comparable to the
overall efficacy.

Surgical prophylaxis

Six patients underwent 6 planned, major surgical procedures
under Nuwig prophylaxis. The surgeries were a circumcision,
4 port catheter implantations and a port catheter
replacement. Actual blood loss was minimal {2-10 mL} and
not higher than the maximum expected blood loss for all
procedures. For 5 surgeries, the overall efficacy was rated as
excellent by the surgeon and the haematologist; for one
surgery (port catheter implantation) the efficacy could not be
assessed as the patient was belatedly diagnosed with VWD
and would not benefit from FVIIl administration.

21. Safety outcomes The safety population comprised all 59 enrolled patients who
received a total of 5746 infusions of Nuwiq across all
assessments. Of these infusions, 5316 (92.5%}) were for
"|prophylaxis, 216 (3.8%) were for the treatment of BEs,
41 (0.7%) wereadministered for surgical prophylaxis and
173 (3.0%) were for PK and recovery assessments. Patients
had a mean of 96.1+21.97 days of exposure to Nuwig and
received a mean of 97.4+22.31 infusions and a mean total
dose of 104,812.9+60,258.98 IU (3828.9+1115.86 1U/kg).

A total of 124 treatment-emergent AEs were recorded in 38
of the 59 patients (64.4%). The majority (99/124, 79.8%) of
AEs were mild and the remaining 25 (20.2%) were moderate;
\ no severe AEs were reparted. Overall, 116 of the 124 {93.5%)
AEs were considered unrelated to Nuwig, 2 (1.6%) AEs
(headache and back pain) as possibly related, and 6 (4.8%)
AEs (joint injury; iron deficiency anaemia; viral upper
respiratory tract infection, a head injury and swelling/pain in
the right ankle joint in the same patient) as unlikely to be
related. All 8 AEs that were either possibly or unlikely to be
related resolved without sequelae.

Five patients experienced 7 SAEs, none of which were
deemed related to Nuwig administration. Among the 7 SAEs,
there were two events (haemarthrosis and a port catheter
infection) that can be considered consequences of
haemaophilia A or treatment complications that can occur
with any FVIll concentrate. Two SAEs were a result of head
injuries and the remaining 3 SAEs occurred simultaneausly in
one patient and represented an acute case of severe airway
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disease (acute tonsillitis and upper and lower respiratory
tract infection). No deaths occurred during the study.

There were no cases of thromboembolism, no cases of
hypersensitivity reactions related to Nuwig and no FVIII
inhibitors were detected. In two patients, a non-inhibitory
non-neutralising anti-FVIIl antibody was detected at low titres
that were present prior to first exposure with Nuwig in both
cases. These did not impact on the efficacy of treatment
with Nuwig.

Three patients had haematological abnormalities that were
rated as clinically significant. All 3 patients had a history of
iron deficiency anaemia or anaemia, and no AEs related to
these abnormal values were noted in any of the 3 patients.

22. Conclusion (findings) This analysis showed that the key PK characteristics of Nuwig
were comparable to the patients’ previously used FVII
concentrates (plasma-derived and full-length recombinant) in
a population of previously treated paediatric patients (aged
2-12 years). It further indicated efficacy of Nuwig during
prophylaxis as well as for the treatment of breakthrough BEs
and for surgical prophylaxis. The study moreover confirmed
the favourable safety and tolerability of Nuwig observed in
adult PTPs in the GENA-08, -09 and -04 studies, with no
occurrences of FVIII inhibitors or thromboembolic events in
this paediatric population.

Applicant (Marketing |
| Autharization Holder) |

18-JUL-2023

(signature) |
\
| i

|

Dr. Cristina Solomon
Vice President, Clinical R&D Haematology
' Octapharma AG

Seidenstrasse 2, 8853 Lachen, Switzerland

oclapharma

Octapharma AG, Seidenstrasse 2
8853 Lachen. Switzerland
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Hepernaod 3 ananitichkoi MOGU HG VKPAIHCLKY MOBY

3piT no kpinivHOMyY BHOIPOOYRAIINTIO
GINA-03

1. Hazra nikapckkoro npenaparty | Hyeix /Nuwiq/
{noMmep peecTpanifiHore crigour-
R, AKILO €)

2. 3asBHUK Oxtagapma DapmanerTiiea ITpoayxTioncree m.6.X./
‘ Octapharma Pharmazeutika Produktionsges.m.b.H.
Oberlaaerstrasse 235
1100 Vienna
Austria
{m. BineHs, ABcTpis)

3. Bupobunk Bupobnur, eidnogidonunwil  3q  supobuuimed Heposgacosanozo
Apenapanty, RepeuNNY  VRArOGKY, GI3yaioHull 02780, Repesipry
yirichocmi, mecmyGanus akocn, URYCK cepll 20mo80z0 RIKAPCbKO20
nperapamy (hopoutox [ posutiiiiu O posuuHy 01 in'exyii):
Oxradapma AB, Ulpewnin/Octapharma AB, Sweden

Lars Forssells gata 23

112 75 Stockholm, Sweden

(m. Croxronbm, Lsewis)

Bupobnux, gionogidanenuii 30 gizyarsnuill  o2aa0 | nepéeipy
yinicnocmi wopowixa ORS posuuny OIS IHERYIt, MAapRYEaHHA ma
GIMOPUHILY YRAKOBKY. 20M0G020 AIKAPCLK020 npenapanmy (Mopouiox |
POMURHUK QRS pOIYUHY Onst iH exyfitl);

Owrapapma Heccay TwmoX, Himeaunna/

Octapharma Dessau GmbH, Germany

Otto-Reuter-Strasse 3

Desssau-Rosslau, Sachsen-Anhalt

06847, Germany

(™. Ieccay-Poccnay, Himeuunna)

Tecinyéariris sicocml, i3yanoitli QENG POIHHHURKA:

Berrep Mapaa — beprirynr M'moX i Ko, KT, Hiveuunna/
Vetter Pharma — Fertigung GmbH & Co. KG, Germany
Schutzenstrasse 87, 99-101 88212 Ravensburg, Germany

(M. PaencOypr, HiMeuuuna)

BupoBuuymeo, mecnyaeis Akocini, Gi3Vanbiull 02150 POIUUHHURA:
Berrep Mapya — Meprirynr FMoX i Ko, KT, Himeuunma/
 Velter Pharma — Fertigung GmbH & Co. KG, Germany
Eisenbahnstrasse 2-4 88085, Langenargen, Germany

(m. Jlanrenapren, Himeuunna)

Bisyanonuii o2nad, mecmyeanuns AKocmi, MapKyeanis mda GIMOpUHHa
VHAKOGKA POZUUHNUKG!

Berrep Mapya —@eprirynr 'm6X i Ko, KT, Himewunna/

Vetter Pharma — Fertigung Gmbl & Co. KG, Germany

Mooswiesen 2, 88214 Ravensburg, Germany

(M. PanencOypr, Himegutiina)
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Bisyanvnuii o2nsd, mecmysais cmabiteiiocmi po3uiriuka:
Bevrrep Mapaia — Mdeprirynr TaaX i Ko, KT, HisMewanna/
Vetter Pharma — Fertigung GmbH & Co. KG, Germany
Helmut-Vetler-Strasse 10 88213 Ravensburg, Germany

{M. PapencGypr, HiMeuuuia)

4, TposeaeHi nocnimxenns:

X TaK
0 onio aKwo i, Hapath ofrpynrysanis

[) Tan nikapckKoro npenapary,

axrop koarynauii kposi VIII

no SIKOMY NpoBoAHAaCs

peectpallis  abo  nananysanocs

npoBcACH1s

5. llosna wazsa xnivivboro | [MTpocnexrneue wninivmne jaocaijokenus  y ‘piTeit i3 TMEKOIO
BunpoBysalks,  nomep  kody | remodhisictc A no nungemmo wainiunol  edexrunnocti,

KJAiHiYHOro BHMpodyRaHks

imynoreunocti, papmaroxinerurn ra feznern pexombdinanTioro
thaxropa woaryasnii wponi VI, orpnmanoro 3 waitnanot jimil
suoammn (Human-cl rhFVIII)

6. Qaza knidivudoro BUNpobysati-
Hl

3

7. Nepion nposegeHns KnitiuHo-
ro BunpoBysanhs

327 rpynns 2010 pory no 06 nucromnana 2012 pokry

8. Kpainn, B aKHX MpOBORHIOCH
Kniniuie BunpoGyBaHHs

Benuxobpuranin, Uechka Pecnybnika, MNonbiua, Pocis, Typeuunna,
hpanuis, Pymynin

9. KinbkicTs cyd’ekrin

3annaHoBanux:

* 50 (2 x 25, poznoaineni na koroptu PTPs Bixom 6-12 pokis abo 2-5
pOKiB) MiaXoASuMX Ang oiinky nauigntip Oyne notpibao, wod
LoTpuMyBaTHes  llopMaTHRIOT  fokyMcirrailil  Eeponefichkora
arenterpa Jikapebknx 3acofis (EMA) no nHoBuM KoHUelrTpaTaMm
FVIIL

* qo 60 (2 x 30) mauientin Oyno BKAI0HCHO, LGE KOMOEHCYBATH
MpuIHieHls focnimxenis nauientamu. (Papmakoxiverwuni (PK)
gAacTHBOCTI npenapata Hygik i paniinie BHKOPHCTOBYBaHOTO
koHuenrpara FVII nocniprysann y 13 nauientin (12 nigxoasuinx
A8 OLINKH NAIENTIR) KOAOT BiKOBOT KOIOpPTH.

GdarTrunnx: 39 PTPs i3 Taxckoto remodiniero A Byno BKAIOYENO B
Jlocnimkens.

10. [lepsHHAa Ta BTOpHHHA wiAi
KJAiHIYHOro Binpobysants

Tlepoinaa nine:

*  Ouinurn kninivny  edexrtunuicts  npenapaty  Hysix  vepes
npodiaakTHKy Ta JiKyBaHia enizofir (NpoOpHMBHNX) KPOBOTEY
(BEs)

Bropununi uini:
* Buznaunm  dapmaroxiverucy  (PKY (y I3 nauienrin [12

NIAXOAAHX NS O1LinKH naienTis] koxoi sikosol rpynn, Bin 2
Jlo 5 pokig i Bia 6 o 12 pokin) npenapary Ayaix 3 ypaxyBsaHHsim




Ward

nnowi nig kpusoto (AUC), nepiofy sanissusenchus in vivo (Tiz),
BiaHoBnenHs in vivo (IVR), Makcumansnol kouueHTpauil 8 niasmi
kpoBi (Cyu), copenniboro uacy yrpumanus npenapary (MRT),
of’emy pos3nmojliny B pirnoBaxknoMy crani (Vg i knipedcy (CL);
pe3yALTATH MOPIBIIOBAIN 3 PC3YSLTATAMH, OTPHUMAHUMH  Bijl
susnaueins PK y paniwe puxoprerosysanoro konuenrpary FVIII

*  Buznauwre nocrynone piauornciuns npenapary Mygix y uaci

* Jlocnigutv  imynorennnii  nortenuian  npenapaty AHygix  3a
JONOMOTOIO OUilKH THTPY iNriGiTopiB

* Ouinut  edexTHBHICTS npenapary Hygik npu  Xipypriuumx
BTPYHAHHAN

*  Outinurit Geaneky npenapaty Hygik 3 ypaxysaunam MOHITOPHHIY
ticmikanoro asHia (AE)

11, [lnan kninivioro MpocnekTuBie, He  KOUTPONLOBAHE, BIAKPHTE,  MDLKHAPOAHE,
BinpobyBaHHs BararouenTpoBe AocniKeHa 3 (pazu.

12. Ocnonni kpuTepil BlonoyeHHs | Kpirrepii skaoucins

*  Twxa remoinia A (FVIIEC < %)

* Bik>2 10 12 poxis :

* Paniwe nixosani kouuenrtparom FVII, npunaiimui, nporarom 50
nHis npiiomy npenapaty (EDs)

4 *  3i3noposuM iMmyniterom (Kinnkicrs CDA4-> 200/mia)
Herarnounii pesyiisTat aianisy na gipyc imynonediuiTy NioamHn
(HIV) ao mipycnc nasanrawenns < 200 vacrin/mxn abo <

400,000
Koniii/mn

* JloGpoBinkHO HamaHa MUCLMORA IHOPMORAHA 3rola GaTbKaMu uu
3aKOHHUM OflikylioM abo naitienTanmi (B 3anexHocTi sig 1x cramif
POIBMTKY TA IHTCHCKTYANLUHX MOKIHBOCTEIT), 1

Kpurepil piwmoncnis

v IHWi nopywenHa sroprantis kKposi, Kpis remoiail A

*  AxTuedicth inriGiTopis no FVII B nanuii vac abo B Munynomy (=
0,6 BeTezna onHNmuL) |

= Cyrnobu-mimeni |

* Taxke  3axpopiosaiis neviHKH UH tupok  (pisni

» ananiHaminotpencdepazy [ALT] un acnapratamivorpancdepasn
[AST] ¥ 5 pazir mepesHillyloTh BEPXHIO MEIKY HOPMH, KPCATHHIH
> 120 MEMOAB/N)

*  OTpHMYE UM NIAHYE OTPHMYBATH IMYHO-MOJYAIQIOHE npenapari
(kpim  anTupeTpoRipycliol  ximiorepanit), Taki Ak anbga-
inteptepott, npeanizon (> 10 mr/ackn) abo nonibui npenapary

*  Yuactb B iHWoOMY KNiHiunoMy Jochimicenti B aaHti yac

*  VYuyacTe B iHWoOMY inTepseluiiinomy kniniunomy AocnimreHHi 3
BREAGHISAM  AochimyBaHoro nixapcbkoro npenapary (IMP) |
npotsrom  ocTamiix  3-x  Micmilig, OKpiM  JochilKeHb, Je |
BURUAIOTLCA WKC 3apeccTporani npenapaTn FVIHLL

13. Hocnikysannii nikapebknii | Hyaix — ue kouuentpat pexomGinanrioro daxropy xoarynsuii kposi
penapat, cnoci®  BeeaenHs, | rFVIIL i3 geneticro B-jomena, orpuManil i3 KAITHHHOT DiniT noauny,
JI03yBan s NpH3HAYENMA  JUIA  BHYTPILUIIILORSHHOPO  BHKOPHCTANNsA.,  Moro
noTpibuo  BeoOAMTH  sic BUYTpiNIHKOBEHHY ©omocHy [i’exiilo 3
MAKCHMANBIOWO MIBHAKICTIO 4 M/XBmtiny. |




Hosynanus

(I)ﬂp.rl HIRORINeTRG

50 MO FVIll/kr (touua xinkgicTe BIANOBIZHO [0 3a1BMEHOI
aKTHBHOCTI) siIX ;NS npenapary  Hyeix, Tak 1 JiA  padilwe
BHKOPHCTOBYBANOMO KOHUCHTPATY

ITpodhinarainne aiKyeaiis

Bei naunicntd orpumysanu nikynanns npodinaktiuno. IM BBOAMAM
npenapar uepes deik abo 3 pazu na Tisacks, PekomenaoBana cxema
npuitomy npemapary Oyna 30-40 MO FVII/kr macu tina (BW).
Jdo3sonanocsk 36inkments Asox 403 kool na + 5 MO FVI/xr macu
Tina y pasi nenocratiLoroe nijuyky (= 2 cnovranunx BEs npotarom
ORHOro Micans).

Hixyeainn enizodic npopuenns kposoines (Bs)

JoszyranHs  {Ta  TpHBANICTL  JUKYBAHWA)  cOOHTAHHMX  abo
TpasmaTuunkdx  BEs nporsrosm  siaxpurtoro nepiofy nikyBaHus
3aNencany Ak BiA micita, Tak i Bijl cTyneHo {TpusanocTti) KporoTeul, a
TAKO3E BiJL kIiivioro crany sianosignoro nanicnra. Pexomeigosani
HACTYITHI 03K TpEnapary:

*  Heznauna xkpogomeva: 20-30 MO FVII/kr macu Tina xoxuni 12-24
rofiii fo npunuiennsa BE

v Jlomipna uun genura (0Gurupna) sposomeve: 30-40 MO FVITkr
maci Tina.  Flogropiosark  jo3y kol 12-24  rojuH  J0
npununcing BE

*  Benuii uu sazposznuci Ons owcumma BEs: nouatkopa aoza S0-60
MO FVIIl/kr macu Tina, MosropoeaTti jozy 20-25 MO FVIIT/kr
macH Tina koHi 8-12 roaun p1o npunuienns BE.

TIpodhinacanuca Xipypeinnuy inhercii

Jlosysawts Ta TpUBANICTE NiKyRalIHa npenapatosM Hyeik sanexan sia
THOY Xipypriutoro Bsrpyuamns. Pekomciaosadi  HacTynui  J103M
npenapary:

*  Mani xipypeivni empyyanns, ernonaiown sudarenns 3vbia; 25-30
MO EVIII/kr sacu Tina nporarom 3 rosny nepea onepadieio, wod
AOCATTH HAMIUENOro UiNkOBOrO MAKCHMANLIIONO PiBlT NPHOMH3HO
50-60%. Tlosropiopatu no3y ko 12-24  roAMH, TIpH
neobxianocti. [lorpiGno  niarpumysatn  npubinnsuo  30%
MiniManeHuii pipeHs.

* Obwupni xipypaiuni empyuquns: 50 MO FVII/kr macu Tina
NMPeTIroM 3 ToAHE nepejt onepalielo, 1od A0CArTE HaMivenoro
ENBOBOrQ  MakcHManbHoro  pipis npudnuzno  100%.  [pu
neobxianocTi, nosTopiosaTh 4yepes 6-12 roAMH nicns nepuoro
BBejenns i nporarom, npuiaiisui, 6 - 14 anis #o noeHoro
0J1yKaHHsl Ta AOKH OYAC MOMJIMBUM NOREPHEHHS [0 PEryNspHOro
pexcumMy nporinaicriiioro nikyeanng. [Totpibuo niaTpumMynarty
npumuzno 50% sinivanninii pisen.

4. Ilpenapat nopiBHsHHA, 1024,
cnoci6 BaefeHs, KORUEHTpaLiA
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15, CynyTus repanig -

16. Kinuesi Touky eexrnsuocti | Mpodiinartintme JHKyBamis

IMinpaxosysanu uwacroty enizonie cnogrannnx npopusanx BEs npu
npoginakTHynoMy  NiKyBalni, Ta  OUiMIOBANH  e(eKTHBHICTD
npodinakTiky  BiAnosijino o uactorn BEs B micaus npu
NpoiNakTHYHOMY AiKYBaHIIl 3 BHKOPHCTAHHAM 4-0anbHol LiNbOBOT
LIKASTH:

V' Bigminna: venw nix 0,75 cnonraniiux BE na micsus
* Fapua: 8in 0,75 no | cnontaniivx BIE na micaue

» Howmipua: Bin 1 go 1,5 cnodtanuux BEs na.micaue

v Huzera: Ginsuie 1,5 cnonTannux BEs na Micais

Jlikypanma errizopin npopunnux Blis

EdexTupnicTs ouinorann nanpukingi xoxnoi BE, RHKOPHCTOBYIOUH
A4-Banbiy UinLoBY 1IKANY:

* Bidwinna: pantose nonertienns Gomo Ta/abo Oeszanepeurie
nokpateHHs 00’ eXTHBUMX 03HAK KPOBOTEH! NPOTAroM NpubiinaHo
8 ropun nicatst oatiokpaTHol iniysii

* Japua: uesne nonerimenns Gono Tta/abo noxpalleHns 03HAK o
kpogoTeni npotarom npubnuzno 8-12 rojun nicns indysii, wo .
notpebyBsano A0 2 iHdysiii Ans NOBHOrG oayKaHHs

* [lomipua: siporignuii  abo: nesnaunuii  cnpusTauBHi  edexT
nporarom npubnusio 12 roauin nicng nepwoi iHQysii, wo
norpedyrano Ginbiie AROX indy3iii AT NOBHOY OYsKAHHA

* Bideymus: BiacyTtnicTs noxpaueiis nporsrom 12 roaun afo
NOTIPUICHHS CHMNTOMIB, o noTpebysano Giibwe 2 indysii ana
NORBHOID OAYIKAHHS.

ITpodinaxriia xipypriviux inderniii

= Edextupiicts  onimosanu  (spaxogyious inrpacnepauiiiny Ta
3arafpHy OLINKY) HANPHKINLI eTany npo(piraxTHkn XipypritHnx
indekuiit, ax xipypr, Tax i remaronor

= Cepeaiio Ta MaKCHMAJIblly OUiKYBaHy MiAPAXOBANY BTPATY KpOBi
NOPIBHIOBAH 3 (PaKTHUHOIO NI APAXOBAHOIO BTPATOIO KPOBI.

['7. Kinuesi Touxn 6esnexn a Kniniuny Gesneky OWIHIOBANN LWJISXOM MOHNITOPUHTY OCHOBHHX
MOKABNHKIB  KHTTERIAMBIOCT]  (aprepiansHuit  THCK, wacToTa
CEpUERHX CKOPOUCHb, uacroTa AMXatiMs Ta Temneparypa Tina) y
3a3janeriib BU3HAUCHI MOMEHTH uacy Ta ULISIXOM MOHITOPHHIY
nadopaTtopHux nokazHukie i neGaxanux asuul (AEs). na nporssi
YCLOIQ JIOCHIIKCITHE,

*  AKTUBHICTh INTIBITOPIB BuznAudNn 0igXoM  MoAHIKOBAHOro
beresna-ananizy (moangixauis Helimeren) nig wac ckpuninry,
BiApasy nepea ofoma PK nuknamn s 48-roannnomy 3pasky o6ox
PK ungnin y nauientie, axi apuitmanu ywacrs y ®azi I, uepes 48
FOAMH  micna  mepwoi  idysii  noenimxysaHoro nikapchkoro
npenapary (IMP) y nadenris, siki ne npuiivann yuacrs y ®azi |,
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uepes 10 - i3 Aiie npuiioMy npenapary (EDs), uepes 50 ED,
ugped 3 Micalli Ta uepes 6 MicAlliB. OAHOMACHO BUMIpIOBASH
antnrina go rhEVIIL IuriGitopu go FVII Ta aurutina go rhFVIII

BU3NAYANH AOJIATKORO Y Pasi NilO3PH PO3BMTKY IHTIGITOPIB.

18, Crarnernuni meToan Hisxoro ingepenuifinoro ananisy 3 unposegentsm (hopMansHoro
TECTYBAHHA  HE  [M1anyBanoch Yy LBOMY  HEKOHTPOQJILOBAHOMY
nocaimprenni. O6’em subipiu 6y Buznauenuii Anpekrnsoio Komirery
No JiKapcbKUM Tpenapatam Juls MeiuuHoro sactocysadus (CHMP),
Omxe, niskoro opManslioro nigpaxynky o6’emy BHOIpkH e,
NPOBOAMNOCL, CTaTHCTHYNI  ananisy  nepeHHNO] T4 BTOPHHHOT
KUILEBHX TOMOK GYAH OMHCORNMHA,

19. Jlemorpadiuni padi nocnix- | B aocnimxenns 6yno sinoucno i npoananizosano 59 mauietTis. Bei
| Kysatel nonynsuii (craTe, Bix, } Bouw Gynn uonosivoi crari mikom Bix 2 a0 12 poxip; eci Gynu
paca, iHuie) EBPONEQIAHOT pacH Ta HEiCNalCbKOro Yd HeNaTHHOAMEPHKAHCLKOro
noxokelns, 24 nailicira many 8 asamuesi remodiniio, a 4 manu B
anamnesi ‘inribtropn.  Fenernuni mytanii Gynu susieneni y 56
nauienTie i nafdinL vacrum aedexrtom Gyna insepcis 22 iHTpony
(25 nauienTis).

20, MNokasnnxu ederKTHBHOCT Mapmakokinernika

Y Yactuni I mocnijkenis, PK xapakrepucTHikn  paHiule
BrKOpHcTOBYBalloro konuenrpary FVIIL (PIC Lnksr 1) ta npenapdty
Hyaix (PK Llnkn 2) ananidyrany y 26 nauicnris y subipui PK-PP (13
nauicHTiB Biom 2-5 powie i 13 nauicritis Bixom 6-12 pokis),

Cepeanti snavenus AUC, ., CkopHrosani ans no3u Bianosiano Ao
CHR ananizy Gynn walixe incntiunumu ans npenapaty Hyeix
nopiguano 3 nonepeaHiM  konuenrtpatom FVIT (AUCqm 0,23
nopisHano 3 0,24 roaMO/Ma/[MO/kr]). Cepennni 1VRs 8 oBox
rpynax 6ynu  nogionwmu (1,876 nopisuano 3 1,848%/MO/Kr).
Cepenne snadenns Tin (9,73 nopisnano 3 11,04 ron.) 6yno Tpoxu
xopoturnm, a CL (4,89 nopisnano 3 4,76 ma/rop./xr) O6ys Tpoxw
BHLWNM Tt npenapaty Hydin, nine ans nonepeaHix KOHUSHTPATIB
CFVIL JIns paniwe  sukopHeTOBYBAlKMY  npenapatis, T, OyB
Aocarnyrui vepes 30 xsrnwn y 80,8% nauienrtin i ang npenaparty
Hyaix —y 92,3% nauienTin.

Hna knouosnx PK napamerpis, sunauenus ang OS ananizy Oyau
nopionumu yuta CHR  awanisy. CkopHrosani ans J03d, cepeani
suavenng AUC wmik zBoma rpynamn 8ynu maiixe iT@HTHYHHMM
(AUC,oi: 0,24 mopisiisno 3 0,25 roaMO/ma/[MO/kr]). Cepeate
anauennsg  [VR  Oymo  rpoxn  suwum (1,607  nopisHsHo 3
1,591%/MO/xr), a T, 6yno Tpoxu kopoTiium (12,50 nopisusno 3

13,12 ronnn) ans npenapary Hyeir,

Y nauicirtin sikom 2-5 poxis, cepeatn AUC, o (0,22 nopisraHo 3
0,20 roa.-MO/Mn/[MO/kr]) 1 IVR (1,871 nopisnsino 3 1,683%/MO/kr)
nicas seeleHns npenapaty Hyaic Gy Tpoxn BRIKIMA, HDX ¥ padilue
BUKOPUCTORYBAHMX KOHLUEHTpaTie pianosinno no CHR awnanizy; Tip
(9,49 mopisnsno 3 10,07 roamn) i CL (5,40 nopisHsno 3 5,65 |
MI/TOA/KE) Gynr TPOXH IKYNMMK JUTS Tipenapary Hyeix, nibx an
nonepeanix konuentpatis FVIIL T, Gys nocaruytuii uepes 30
xBujnn y  76,9% nauienTiB  ana  panilne  BMKOPHCTOBYBAHMX
konuenTparis i y 100% nauientis ans npenapaty Hygix y ue
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moMeHT uacy. Bianosinno no OS ananisy, Tpoxw HMui cepeaHi
3HaueHHs Ana npenapaty Hysix cnoctepiranics no AUC,,,, (0,22
nopisusno 3 0,21 rom.-MO/Mn/[MO/kr]). Cepenni suavenus I1VR
(1,572 nopisusto 3 1,513%/MO/kr) i T, (11,91 nopieuauo 3 11,74
roanu) Gynu TPoOxXu RBHUWMK sl npenapaty Hyesix TOPIBHAHO 3
pasille BUKOPHCTOBYBANMM KoHllehTpaTom FVILL

Y maujeuTis Bikom 6-12 pokis, cepeaini suavenis AUC ., Oyau
TPOXM  HIXYMMIE s npcnapary Hysik nopisusHo 3 paniwe
BikopucToByBatuMi  koltentpatamu (0,25 nopiensno 3 0,28
roa.-MOmMn/[MO/xr]). IVR (1,881 nopignane 3 2,000%/MO/xr);
CepeieE 3HaueHNs T (9,99 nopisnguo 3 11,94 ron.) 6ys kopoTwiim
nicna seegenns penapary /lpein, a CL (4,33 nopisusHo 3 3,93
ma/rop/kr) Gye puwkM Bianorijuio no CHR ananmizy. Poznoain
HACTOTH ANS Thax OYB ONHAKOBHUM AR PANilIE BHKOPMCTORYBANOrQ
npenapary FVII i npenapary Hyeix, npu usomy 84,6% nauientis
nocarnn Ty npotarosm 30 xeunun B obox Bumankax. B OS ananisi,
cepeans AUC o (0,26 nopisnane 3 0,29 rop.-MO/Mmn/[MO/xr]) 6yna
BHIUOIO ¥ paHilllc BHKOPHCTOBYBAIIHN KOHUCHTPATIE MNOPIBHIHO 3
npenaparom fHyeix, Cepemyie ziauennsn VR (1,641 nopisHsHO 3
1,669%/MO/xr) 6yno nopisusuum, a T, (13,06 nopisusio 3 14,51
rog.) OyNno TPOXH KOPOTIUMM Als rpenapary Hyegix, bk 1ds padile
BHKOPHCTOBYBaHUX Konuentpatis FVIHL

Biguosnens y uxiguux ymosax otiitnosanu y 27 nadicuTis, ski
npuitmann yuacti, y PK ananisi, ta nonatkoso y 32 nauienTis, axi
npuiiMani yuacth nuue y npoinaktiunomy nikysansi (Gaza I); 57
nanientie, od’eananux i3 uHx asox suGipok, ouitlosany vepes 3
micaui Ta uepez 6 micauis. Cepenni nocrynosi pignosnenns (IVRs)
ginosigno po CHR amanizy Gymn suwe 1,5%/MO/kr ans BuBipku
[TT (pianazon 1,568 — 1,834 %/TYIO/I(F)C cchcnni‘ snavenng [VR una
Bubipkn PI-PP (tobTo, ta cama nonymsuis nauwientis, ouinioaxa y
vaci) xonnpanuet y pianasoni sin 1,747 no 1,876 %/MO/kr, TVRs
Gynn BilHocHQ cTaGinbiinMey B MOMEHTH vacy sik- ans subipru 1TT,
Tak i ang BuBipku PK-PP. Cepcmii suaueuns VR mix jBoma
BIKOBMMH NIArPYNAMH  HC  NPOAGMOHCTPYRANH OCOBAHBOT 3MiHH
(AMHAMiKN), MpH 1LOMY cepeliit 3Haucins Ans naliedtip pikoM 2-5
pokis konupandch y aianazoni sin 1,446 no 1,871%/MO/kr ana
siBipkn ITT i B pianazowi sin 1,631 no 1,871%/MO/kr pans suGipku
PK-PP; ans nauientis sikom 6-12 pokis cepedui 3nauenns 1VR
koausanuch y npianasouni sig 1,676 no 1,854%/MO/kr (ITT) i B
nianazoui sin 1,772 no 1,885%/MO/xr (PK-PP).

B OS ananisi, cepeani anaucuns IVR y sn@ipui I'TT konxpanick y
Aianasoni sia 1,419 po 1,575 i winomy, 8 aianazoni eig 1,321 no
1,572 y nattienrin sikom 2-5 pokir i gia 1,523 a0 [,615 ~ y nauienTir
gikoM 6-12 pokie. Y Budipni PK-PP cepenni suawenus [VR
konkpanuck y aianasoni sip 1,466 no 1,607%/MO/kr & Linomy, B
tianazoni gig 1,368 no 1,572%/MO/kr y nanieutis pikom 2-5 pokis i
BijL 1,546 no 1,641 —y parienTis sikos 6-12 pokin.

[Tpoginarrinea

59 naunienTis orpumysand 5316 in'ewuii ans  npodinaxrTHanoro
AikyBauus, B cepeanili nosi 38,9 MO/kr na indysio nporaroMm B
cepennbomy 89,9 nnis npuitosy npenapaty (EDs). Jotphmanna
npotpinaxtuuiore  rpafhiky  Gyno  ayse  rapium:  96,8%  peix




npodinakTHYHHX indysiii sBpoaniiMcL nporAroM 3 auis  nicns
nonepeaH Lol indy3ii,

Beworo 129 BEs zaswmann 39 nanienrtis min  wac  nepioay
npodisakrnynoro sikyeanns. [3 uux 129 BEs, 74 (57,4%) Oymm
Tpapmatuinmu, 45 (34,9%) oynu cnosrrannumu i [0 (7,7%) 6ynn
khacnixoBani sk «inwiv. I3 59 nauieyTis, aKi oTpUMyBanyu npenapar
Hygir nag npodinaxtiucn, 20 (33,9%) nanienris He 3a3Hanu 3KOAHNX
BEs, a 14 nauienrtie (23,79%) sazuane nwine ouvy BE mig wac
jochipikenis,

I3 59 nauienTis, aKi OTpUMYBany npenapart Hyeix 1as npodinaKTHKH,
garajisna eexTHrnicTs (U0 Gazyeanacs Ha MIiCAHHOMY MOKAZHHKY
BEs) nna cnonrannux BEs Gyna sinminnoto y 56 nauientis (94,9%),
rapnoto - y 1 namienta (1,7%) [96,6% piaminna uu rapua) i
noMipnolo - y 2 nauientie (3,4%)} nanpuxinui nepiogy aochijpkenns
(Tofro, Min nouaTkoM NpoOMGiNaKTHUIIOIO AIKYBAHHSI Ta OCTaHHIM
npodinakTHuimM - NiKyBamnaM -+ 2 JIHE BI3HTY  3aBEpLICHHS
Jocnifaenns, B 3anekHocTti Bi) Toro, o Bigdyhock nepuium).
EdexthBricTs aikyains tpasMatnuniux BEs Gyna giomiHioo y 55
nauieutin {93,2%), rapnoio - y 3 natienris (5,1%) [98,3% miaminua
un rapnal i HMsskolo - y 1 nauienta (1,7%). Jas scix BEs,
ethexruriicts 6ynma piaminnoio v 49 nanicreris (83,1%), rapioio -y §
nauienrie (8,5%) [91,5% piaminna uuw rapnal, nomipnoio - y 3
nauwieuTis (5,1%) i Hnabkoo ~ y 2 nauienrip (3,4%). [Tpodinaxtiuua
C(ICKTHBHICTL Bylta NOPiBIAIOI0 MDK NALICHTAMH B JABOX BiKOBHX
niarpynax.

Cepequnniii nokasinme cnonranunx BEs ©ys 0,123 BEs na micaub
(ceperunne snaqcns 0; aianazon 0-1,13) nanpukinui Aocaizkelins,
Micsunnii nokazuuk cnonTannx BEs 8y, mimkunit y ratlieHTis BikoM
Bia 2 po 5 pokis, nix y manienTie rikom Big 6 no 12 pokis (0,089
nopigiano 3 0,156 BEs wua wmicsus). Micauunit  noxaznuk
TpanmaThiux  BEs 6yr BHUGMH, Wik Micaupnil nokasuuk, W
crocTepiranscs npu ciooutannnx  BEs, xouya nNOKa3HHKH y ABOX
RiKOBHX rpynax Gynn cxoxcuair. Cepenniil mokazink TPaBMaTHYHHN
BLs dys 0,192 BEs {cepeunrie anaucins 0,129; nianason 0-1,53)
HanpuKin pocnijprenHs; Micaunui noxaznuiK TpasMatHyinux BEs
OyB HicMHit y nauicnTie BiKoM Bij 2 10 5 pokis, Hix y nauieHTiB
pikom Bin 6 2o 12 pokie (0,113 nopiensuo 2 0,268 BEs na micaus).
Cepenwiit nowxaznuk peix Bls cranosns 0,238 BEs na micaus
{cepenmimie  znauenns  0,156;  nianazon  0-1,70)  nanpukinwi
JocHipkeHNn; Micsunnil nokasimg zeix BEs 6yn viskunii y nagienTis
sixom Bia 2 no 5 poxie, nix y nauienTis Bikom Big 6 no 12 poxis
(0,213 nopipnano 2 0,459 BEs na micaus).

3uavna GiapinicTs nanientis Madn oninKky (hyHKUIOHAALHOTO CTany
cyrnobiz npu remodhiait (HIHS, xoaa ra saraneii nokasnuxin} 0 nin
uac ckpuninry (s cepeansomy 0,1 1 0,8, nianosiano), wo ¢
nepeadauynaituM y nonysisii Mmonoiaux natienTie. Cepeluie 3HaueHHs
XOJIH Ta 3araiibli NoKasHuKN Hanpukinut jocnipkenns 6ynn 0,1 1 0,6,
sianoeigHo. [Ipore, ue Gyno naaTo cnoTBOPEHO OAHHM NALIEHTOM,
sKHi MaB nokazink Xoau /i saranstivil noxashux 20 HanpHKiHU
JOCAT/KEH S, TOMY 110 Bill Mas KposoTeuy B 0DOX rOMiJIKax Ha
MOMCHT QILIHKH." [3 1linoMy, 038 B MHIYJIOMY Ta 1033, (IO BBOAHIACL
y moToqHoMY aochijkeuni, dynn noaibintmu (503,94 nopisuavo 3
518,83 MO/xr/micgub, BIANOBIANO) Y NallieHTIB, SKi OTPHMYBAH
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npoMiNaKTHKY, B TOH uac s Micsninii 3aralibinii n1oKasHnk Kpoporey
Oyr npubawsno ua  15% nxuui panpukioni  HOTOYHOTO
JocAiixents TOPIBHAHO 3 nokasnumkamMu 5 munynomy (0,419
nopiensHo 2 0,361 BE/Micaus, Bianosiano).

.

Jlieysanms npopusnnx BEs

Beworo 108 BEs (y 32 nauientin) nikysann npenapatom Fygix i
uac gochipxkens. 13 108 BEs, 65 (60,2%) 6ynu Tpaematnunumu, 36
(33,3%) Oyan cnontannnmn ta 7 (6,5%) Gymi knacuikopaHi K
«imnui. 61 (56,5%) BEs Synun nesnaunnms, 46 (42,6%) 6ynn
nomipiimn  abo  ofurupimmy, 1 oana (0,9%) OGyna nesizomoro
cryneimno Tskkoeti. Benuxkux abo 3arpozAMRHX TS SKUTTS KPOBOTEY
ne 6yno.

Haii6inew yacTnmu ainaukamu kposoteui 6yan: rominka (21 BEs) Ta
konino (15 BEs). limunMu ypaskenumu ainsikaMu Gyin: TiKoTh, Hora,
pyKa, poToea nopowmhuiia, tic i inmd JinsucH (BKIOUAoYH CTerHo,
naneih, 3an’acTok, ronoRy, OKO, CPYIY  KNITHHY, 3AYXBHHHY
ofinacts, nneue, roMinkoBy KicTKy, MiKONIGHE CYXOKHINY, CTOLY,
najsclb HOMM, BCJINKHHA nancuk PpykM, pisany pana Ha cTOmi,
prpavennii 3y6, nenuxorominkory kicTky, ciamwui, ulenceny, micue
NPOBEACHOl YPETCPOKYTAHEOCTOMIT T4 TpaBMaTHUHY KpOBOTEUY 3
rononn),

Cepeppuita - ginsiicrs  indysif, 1110 BHKOPHCTOBYBaJIMCL  ANS
nikysauns BLs peix ctynenis taxwkocTi, jopisniosana 1,0, a cepenus
KinLKicTe fopisHioRana 2,1 (nianazon 1 - 22). PisHnus Mix cepeaniM i
CEPEAHIHHNM 3HaUCHHAME RUIMKANA TONOBHHM 4YiHoM uepes 1 BE,
aky nikysaak 22 indysiamu. Jina seiel subipkn BLOOD, cepenns
Jloza npenaparty fyein 1a ojny indyziio cranopusa 45,1 + 12,61
MO/xr (nianaszon 25 - 88 MO/xr) ang seix crynenie TaXKOCTI; BoHA
Oyna 43,9 12,17 MO/xr pns neanaunnx BEs i 45,7 4 12,84 MO/kr
ana nomipunx abo oSwupnux BEs. Cepeiia aaranasia 103a, 110
suKopHcToBYBaface ans nicysanusg BE, 6yna 1612,5 MO (aianazou
500 — 33,000). Ilin wac pocnijxents, 68,6% BEs nikysanu oaHiero
tichysiero, a 81,3% - onnieto un jironma indyzismu. [Wicts (5,9%) BEs
“norpebyrany 3 indgysii, a 4 (3,9%) BEs norpeSysanun 4 indysii.
Koxui nsi BEs (2,0% wonna) norpeSysany 5, 6 i 8 ingyaiil, a koxua
I BE (1,0% xowxkna) norpebyrana 12, 151 22 indysil.

[Tokasnuk edextipioeri aas nikysanus no ueobxignocri 3a 4-
Gansloo uinkosolo mranoo Oyr Biavinnum ado rapum uns 89 BEs
(82,4%; minminnnit 71,3%, rapiii [11%); 17 (15,7%) BEs manu
MoKasnnK  chpexTuBiocTi nomipuwi, a 2 (1,9%) mann IokasHng
epekTuBiioCTi  «BigcyTHiiin.,  Egexrusnicts  sikysaiug  no
necOxignocTi npenaparoM Hysix y Asex pixonx miarpynax (2-5 i 6-
12 pokis) Gyna nopisnainole 3 3araiblolo eieKTHRHICTIO.

Mpogisacruxa xipyprivnnx indexniii

Uicth  nanicwrin  nepeucenn 6 sannanoBannx,  0BUIMPHHX
Xipyprianux  srpyuans npu  npodinaktaii npenapatom  Hyeix.
Xipypriunumy  prpyvanusmn  Gynu: ofpizalida  kpalinsol  nmoTi,
imnnanrauii 4 nopr-karercpis i samina nopr-karerepa. (akTHuHa
pTpaTa kpoei byna minimanwnolo (2-10 mp) i ve 6GineWolo, Hix

_ MAKCHMANBLHO QUiKYRANA DBTPATE KPOBI JUs BCiX BTpydann. Hnsg 5
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Xipypriunnx BTpyvaubs, saransiia edekTHBHICTh ONIHIORANACh K
BIAMIHHA XIPYProa i remaroiorom; JuUls  OMIIOTO  Xipypriunoro
BTRYUanis (iMmianTatia nopr-karerepa) cGekTHBHICTE He MOXKIA
Byno ouinnTIn, ocKinbkH nauicuTy 3 3ariziecinsm Gys BCTAORNEH N
aiarnos xpopobu pou Binnebpanna (VWD) i BiH ne oTpuman
JiKysaabioro eexry sij seaetns FVIII,

21, IMTokdsnkn besneky

Bubipka ans ouninku Geznexn cknaganack i3 59 BkniodeHHx y
NOCNiDKENNA  navienTin, Ak OTpHMainH  BChoro 5746 indysif
npenapaty Hygix nif uac ycix owinox. 13 unx indpyaiii, 5316 (92,5%)
Gynu nporeneni ans npodiinaxruin, 216 (3,8%) 6ynu nponeaeni ana
aikysamnia  BEs, 41 (0.7%) poaunuck  ana  npodiaarThiu
Xipypriutux indexuii i 173 (3,0%) — mna ouinku TIK i signosaeuys,
MauicuT Manu B cepennbomy 96,1 + 21,97 anis npuiioMy npenapaty
Hygi i otpumysin B cepennnomy 97,4 4- 22 31 indysiil i cepeanio
aaranbhy 103y 104,812.9 +60,258.98 MO (3828,9 + 1115,86 MO/kr).

Becworo  6yno  sapeecrtposano 124 webamannx  asnul (AES),
nop’azannx i3 alkypanuam y 38 iz 59 nauientis (64,4%). Bikwicrn
(99/124, 79,8%) AEs Gynu serkumu, a inwi 25 (20,2%) bynu
nomipiumK; npo Taxki Als 1ie nosigomnsanocs. Besoro 116 i3 124
(93,5%) AlLs ppawcanucs TtakuMil, U0 HC 110B'S3aHi 3 MpenapaTom
Hyeir, 2 (1,6%) Alis (ronosunii 6ine i 6iny y cnnni) sk MOMUINBO
nos’asani ta 6 (4,8%) AEs (tpasma cyrnofy; sanisopethiunTia
anemis; Bipycna iHGQEKIA BepxNix OWNANLHUX WASXiB, Tpasma
ronogH Ta HabGpak/6ink y romijcosocTyniesomy cyrnobi y Toro
caMoro nartienTa) Ak mManoiiMosipuo nos’szani. Bei 8 AEs, wo Oynu
MOMTMBO  YM  MAJIOHMOBIPIIO  NOB M3aii 3 npcnapatoM, 3HHKIN
(Munynn) 6e3 nacninkie,

[PsTe natienrie 3aznann 7 cepiiosunx uebaxanux senwt (SAESs),
HKOMHI 3 AKHMX HE BBaNKAJIHCA NOB’A3aHIMH 3 BBCACHHAM [penapary
Hygix. Cepen 7 SAEs Oyno i ssuna (remMapTpos i iHdekuis Big
nopr-KaTeTepa), ki MOXIIA RBANKATI nachikamn remodinii A un
YCRIAAUCHIAMU B NiKyBanus, U0 MOKYTH  BUHUKATH 1Pl
sactocyranni  Gyup-skoro woutentpaty FVIHL [lgi SAEs 6yan
PE3yNTBETATOM TPaBM TONOBH, a inmi 3 SAES BHINKAM ONHOYACHO ¥
OJLIOr0 NAlienTa Ta MPCACTABNANK CODOIO roCTPHit BHIAAOK TAMKOrO
3AXBOPIOBAHHS AHXANLHHX 1WASXIB (rocTpuil ToH3uniT 1 inderxuin
BCPXHIX TAa Mudcix JxansHux  uuisxia). Hoanunx cmeptel e
TPANAANOCS Nif ¥AC AOCHIKCHUA,

He ©ymo sunankin TtpombBoemBonii, He Oyno BHABIEHO HCOMANHX
BHIAAKIB  peakuifi rinepuyminsocri ta  iuriGitopie a0 FVII,
noB’azanux i3 npenaparom fysix. ¥ n18ox nauienris Syno BHSBICHD
ne-inridiTopue ne-nelrpanizyloue anrtuting po FVIT y HH3bKAX
THTpax, ki Oyt npHeyTi nepefl neptuns npiiioMon rpenapary
Hyeix 1 obox sunmapkax. Bouw ne sumenynn na eektBHICTD
JHKYBANNS NPenapaToM Hyaik.

Y Tphox nawienTie  GynH  remaToNioriuHi - nopylleHHs,  ski
olinioBaIICk AK KAIHIUNQ 3navyu. Bei 3 nauienra manu B anamHesi
3anizoAcinnTiy anesMilo un anemilg, i skoannx AES, nos’a3aHux i3
HHME  [opyuiennamit, ne  piamivagoch  y  Gyltb-sikoro 3 uMx 3
HAWieHTI 3.

22. Buciiorok (oTpHMaHi pe3ylib-

Lleit ananiz noxasas, mo wnouosi PK xapaxTepncTukh npenapary




Hyeix  Gyan  OOPIBHIOBAHMME 3 panitie  BUKOPHCTOBYBAHMMH
konuentparamu FVIIL nauicnrin (orpuvani 3 naasmu KpoBi Ta
nosHosaniorosi  pexkomGinanTii) y Bubipii  panime  gikopannx
nawienTis jiuTayoro Biky (Bikom 2-12 pokis). Bin B nomanbuiomy
BRA3yBaB Ha eexTuriicTs npenapary Flyveic nij vac npodinakTiku, a
TAKOM JUIst NikyBanus npopusinx BES i npodinaktuky Xipypriunux
inekniii.  Kpim - toro, jochipkenns  ATBEPAMAO  CHPHATIHRY
Oesneky Ta NepeHocuMicTs npenaparty /Hveix, 110 cnocrepiranucs y
Jopoceinx PTPs B pocnimkennax GENA-8, -09 i -04, npu ubomy e
srunukanu inriéitopu go FVIIE aGo rpomGoembonivni ycknaanenis y
WET Fpynu natienTin ANT1ioro BiKy.

| Basenuk (BaacHuk peecrpantiii-
| HOTO cBijlonTRa) /mionucano/ 7% e
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Clinical Trial Report

GENA-04

1. Name of medicinal product (Marketing
Authorisation number, if any)

Nuwiq

2. Applicant

Octapharma Pharmazeutika Produktionsges.m.b.H.
Oberlaaerstrasse 235

1100 Vienna

Austria

3. Manufacturer

Manufacturer responsible for bulk production, primary
packaging, visual inspection, integrity testing, quality testing,
batch release of final product (powder for solution for injection
and solvent):

Octapharma AB, Sweden
Lars Forssells gata 23
112 75 Stockholm Sweden

Manufacturer responsible for visual inspection and integrity
testing for powder for solution for injection, labeling and
secondary packaging of the final product {powder for solution
for injection and solvent):

Octapharma Dessau GmbH, Germany

Otto-Reuter-Strasse 3, Dessau-Rosslau, Sachsen-Anhalt,
06847, Germany

Quality testing, visual inspection of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Schutzenstrasse 87, 99-101 88212 Ravensburg, Germany

Production, quality testing, visual inspection of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Eisenbahnstrasse 2-4 88085, Langenargen, Germany

Visual inspection, quality testing, labelling and secondary
packaging of solvent:

Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Mooswiesen 2, 88214 Ravensburg, Germany

Visual inspection, stability testing of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany

Helmut-Vetter-Strasse 10 88213 Ravensburg, Germany

4. Conducted studies:

Xyes

O no if no, provide rationale

1) type of medicinal product for which
registration was conducted or planned to
be conducted

Coagulation factor VIII




5. Full title of the clinical trial, code
number of the clinical trial

Clinical Study to Investigate The Long-Term Safety and
Efficapy of Human-cl rhFVIIl in Previously Tredted Patients
with Severe Haemophilia A

6. Clinical trial phase

3b

7. Clinical trial time frame

from 21-Nov-2009 through 28-Jul-2011

8. Countries where the clinical trial was
conducted

Russia

9. Number of subjects

planned: 18 patients who had compieted study GENA-09
actual: 18 patients i

10. Primary and secondary objectives of
the clinical trial

Primary objectives

= To investigate the long-term immunogenic potential of
Nuwiq
= To assess the long-term tolerability of Nuwig

Secondary objectives

= To determine the long-term efficacy of Nuwig during
prophylactic treatment, in treatment of bleeding episodes
(BEs) and in surgical prophylaxis in previously treated
patients (PTPs) with severe haemophilia A

* To calculate the long-term incremental recovery of factor
VIIt coagulant activity (FVIII:C) for Nuwig

11. Clinical trial design

Prospective, single-centre, uncontrolled, open-label, phase 3b
study

12. Key inclusion criteria

Inclusion criteria

= Participation in GENA-Q9 study
= Freely given written informed consent

Exclusion criteria

= QOther coagulation disorder than haemophilia A

= Present or past FVIIl inhibitor activity (>0.6 Bethesda units
{BU])

= Severe liver or kidney disease (alanine aminotransferase
[ALAT] and aspartate aminotransferase [ASAT levels)
>5 times of upper limit of normal, creatinine >120
umol/L)

= Receiving or scheduled to receive immuno-modulating
drugs {other than anti- retroviral chemotherapy) such as
alpha-interferon, prednisone {equivalent to >10 mg/day),
or similar drugs

» Participation in another interventional clinical study
currently or during the past month, except in GENA-09

13. Investigational medicinal product,
method of administration, strength

Nuwiq is a B-domain deleted, human ce!l line-derived
recombinant FVIIl concentrate for intravenous use. It was to
be administered as an intravenous bolus injection at a
maximum speed of 4 mL/minute.

Dosing




IVR assessment

50 1U FVIII/kg {exact amount according to the labelled
potency) :

Prophylactic treatment

30 + X IU FVIIl/kg BW every other day until study completion.
As only entire vials were infused, patients may have received
slightly more than 30 IU/kg. X represents this difference. Two
dose escalations of + 5 [U/kg BW each were allowed in case of
an inadequate response (>2 spontaneous BEs during one
month)

On-demand treatment
The following dosage recommendations were given:

= Minor haemorrhage: 20-30 IU FVIIl/kg BW every 12-24
hours until BE resolution

= Maderate to major haemorrhage: 30-40 1U FVIII/kg BW,
repeated every 12-24 hours until BE resolution

" Major to life threatening BE: an initial dose of 50-60 IU
FVIli/kg BW and subsequently a dose of 20-25 1U FVIli/kg
BW every 8-12 hours until BE resolution

Surgical prophylaxis

The dosage and duration of treatment with Nuwiq depended
on the type of surgery and the patient’s individual
incremental recovery. The following dosage
recommendations were given:

v Minor surgeries incl. tooth extractions: 25-30 1U FVIlI/kg
BW within 3 hours prior to surgery to achieve an intended
target peak level of about 50-60%, repeated every 12-24
hours until healing was complete. Trough level was to be
maintained at approximately 30%.

= Major surgeries: 50 1U FVIlI/kg BW within 3 hours prior to
surgery to achieve an intended target peak level of
approximately 100%, repeated if necessary after 6-12
hours initially and subsequently for 26 days until healing
was complete. Trough levels were to be maintained at
approximately 50%.

14. Comparator, dose, method of
administration, strength

15. Concomitant therapy

16. Efficacy endpoints

Praphylactic treatment
Secondary endpoints

» Frequency of spontaneous breakthrough bleeds/months
under prophylactic treatment, assessed as excellent,
good, moderate or poor according to the following
criteria:

—  Excellent; Less than 0.75 spontaneous BEs per month
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— (Good: Between 0.75 and 1 spontaneous BEs per
month

— Moderate: Between 1 and 1.5 spontaneous BEs per
monthPoor: More than 1.5 spontaneous BEs per
month

= Study drug consumption data (FVIII IU/kg per maonth, per
year) per patient and in total

On-demand treatment
Secondary endpoint

: = Efficacy rating at the end of each BE, according to the
following criteria:

—  Excellent: Abrupt pain relief and/or unequivocal
improvement in objective signs of bieeding within
approximately 8 hours after a single infusion

— Good: Definite pain relief and/or improvement in
signs of bleeding within approximately 8=12 hours
after an infusion, requiring up to 2 infusions for
complete resolution

— Moderate: Probable or slight beneficial effect within
approximately 12 hours after the first infusion,

; requiring more than 2 infusions for complete
resolution

— None: No improvement within 12 hours or waorsening
of symptoms, requiring more than 2 infusicns for
complete resolution

Surgical prophylaxis
Secondary endpoints

= QOverall efficacy assessment {taking the intra- and post-
operative assessment into account) after the end of the
surgical prophylactic treatment phase

= Average and maximum expected estimated blood loss
compared to the actual estimated blood loss

=

The overall efficacy assessment took into account both
the intra- and post-operative assessments. Pre-, intra- and
post-operative Nuwig administrations were defined as
follows:

—  Pre-operative: Any infusion given within 3 h before
start of surgery

— Intra-operative: Any infusion given during surgery

— Post-operative: Any administration given following
the final suture of the surgical incision until 22 days
{minor surgery) or 26 days {major surgery) after
surgery until healing was complete and the patient
returned to regular prophylactic treatment regimen.

Assessments were performed by both the surgeon and
the haematologist according to the following criteria:

Intra-operative efficacy:
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— Excellent: Intra-operative blood loss was lower than
or equal to the average expected blood loss for the
type of procedure performed in a patient with
normal haemostasis and of the same sex, age, and
stature.

— Good: Intra-operative blood loss was higher than
average expected blood loss but lower or equal to
the maximal expected blood loss for the type of
procedure in a patient with normal haemostasis.

— Moderate: [ntra-operative blood loss was higher than

L maximal expected blood loss for the type of
procedure performed in a patient with normal
haemostasis, but haemostasis was controlled.

—~ None: Haemostasis was uncontrolled, necessitating a
change in clotting factor replacement regimen.

Post-cperative efficacy:

— Excellent: No postoperative bleeding or oozing that
was not due to complications of surgery; all
postoperative bleeding due to complications of
surgery was controlled with Nuwig as anticipated for
the type of procedure.

" — Good: No postoperative bleeding or oozing that was
not due to complications of surgery; control of
postoperative bleeding due to complications of
surgery required increased dosing with Nuwig or
additional infusions, not originally anticipated for the
type of procedure.

— Moderate: Some postoperative bleeding and oozing
that was not due to complications of surgery; contral
of postoperative hleeding required increased dosing
with Nuwiq or additional infusions, not originally
anticipated for the type of procedure.

~ None: Extensive uncontrolled postoperative bleeding

and oozing; control of postoperative bleeding

required use of an alternate FVIII concentrate.

In vivo recovery

The IVR was calculated at 3-monthly intervals of treatment
from the FVIll levels pre- infusion and the peak leve! obtained
in the 30 and 60 minute post-infusion samples. The actual
potency of Nuwig was used for the calculation of recovery,
which was performed with both the chromogenic and the
one-stage assays. Recovery results over time were analysed.

17. Safety endpoints Primary endpoint

® long-term safety of Nuwig, particularly the long-term
immunogenicity and tolerability.

— Inhibitor activity was determined by the modified
Bethesda assay (Nijmegen modification) prior to the
first recovery assessment (if appropriate), every 3
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months and at the completion visit. The threshold
definitions were 20.6 to <5 BU for a ‘low titre’
inhibitor and =5 BU for a ‘high-titre’ inhibitor. Anti-
rhEVIIl antibodies were measured at the same time-
points.

— General tolerahility was assessed at each (scheduled
or unscheduled) study visit. All adverse events {AEs)
were documented by the investigator at each study
visit.

— Vital signs (blood pressure, heart rate, respiratory

: rate, body temperature)surgical procedures: before,
during and on the first post-operative day

— Safety laboratory tests (haematology, ALAT, ASAT,
and serum creatinine)

18. Statistical methods The statistical analysis of all endpoints was exploratory. No
confirmatory hypothesis testing was planned. Due to the
limited number of patients, no stratification for any subgroup
analyses was planned.
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19. Demographic data of the study All 18 patients were white Caucasian adult males with severe
population (sex, age, race, etc.) haemaphilia A {FVIli:C £1%). Baseline Haemophilia Joint
Health Scores {HJHS) and monthly incidence of BEs were
indicative of severe joint damage and poorly controlled
haemophilia A.

20. Efficacy outcomes In vivo recovery

The mean [VR was in the range of 1.5- 2%/1U/kg and
consistent with the expected values.

Prophylactic treatment

At study completion, 18 patients had received Nuwiqg as
prophylaxis for a mean of 219 exposure days and an average
dosage of 34.61 |U/kg per exposure day. The average amount
of Nuwiq patients received for prophylaxis was 497 IU/kg BW
per month of study and 6,049 [U/kg BW per year. All patients
had an improvement in their HIHS and BE frequency. Efficacy
of the prophylactic treatment was deemed excellent (<0.75
BEs per month) in 17 (94%) patients and good (0.75-1 BEs per
month) in 1 (6%) patient.

Eight patients experienced 36 spontaneous bleedings and one
experienced a bleeding due to trauma. On average, there
were 0.11 spontaneous breakthrough bleedings per month
per patient. Twenty {54%) BEs were considered minor and 17
(46%) moderate to major. The mean duration of bleeding was
1.34 days.

Treatment of BEs

A total of 75 infusions of Nuwig were infused over 66
exposure days for the treatment of BEs. The mean duration of
treatment was 1.78 days, with moderate to major bleeding
required longer treatment than minor (2.65 days vs 1.05
days). Overall, 31 (84%) BEs were treated successfully
(efficacy excellent or good), and for 3 BEs the efficacy was
assessed as moderate and for another 3 as none.

Surgical prophylaxis

Three patients underwent a total of 7 planned surgical
procedures, 4 minor and 3 major. No blood loss was observed
during any minor surgeries. The average blood loss during
major surgeries was 1,033 mL, which was lower than
expected (1,250 mL). Intraoperative efficacy of all surgeries
was rated as excellent by the surgeon and overall efficacy was
rated as excellent for 4 (all minor) surgical procedures and as
good for 3 (all major) surgeries by the surgeon and the
haematologist.




21. Safety outcomes

The safety of Nuwig was assessed in 18 patients with severe
haemophilia A. Patients received a total of 4,110 Nuwig
infusions and had a mean of 226 days of exposure to Nuwig
across all assessments. The total mean dose of Nuwig was
585,489 1U.

Five AEs were recorded in 2 patients. There were no serious
or severe AEs and no deaths in the study. One patient had
very low titre of non-neutralising anti-rhFVIIl antibodies at
one measurement (completion visit) and only at one dilution

All AEs were moderate or mild in severity.

Analysis of laboratory parameters showed few abnormalities
and none of these were considered clinically relevant in the
context of clinical management of haemophilia A.

FVIII inhibitors were not detected in the study, and there
were no thromboembolic events.

and this AE was classed as probably related to the study drug.

22. Conclusion (findings)

The results from this study indicate that Nuwig was
efficacious in long-term prophylaxis of patients with severe
haemophilia A who have been inadequately treated in the
past. It was also efficacious for the treatment of
breakthrough BEs in patients receiving prophylaxis, and as
prophylaxis in patients undergoing surgery. Nuwiq exhibited
an excellent long-term safety, tolerability and

immunogenicity profile with no occurrence of FVIIl inhibitors.

' Applicant (Marketing

Authorization Holder)
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Hepernad 3 ananiticekol MOGU HA YRPATHCHRY 4140172

3BIT IO KJIHIYHOMY BUITPOGYBAHHIO

GENA-04
1. Hazpa nikapcbkoro Hyeirx /Nuwig/
npenapaty (HOMEp peecTpa-
uiliHoro CRiOUTRA, KO €)
2. 3asnunk Owradapma Mapaanentiniea IMTponywrioneree s.6.X./

Octapharma Pharmazeutika Produktionsges m.b.H.
Oberlaaerstrasse 235

1 1100 Vienna

g Austria

(M. Binens, ArcTpis)

3. Bupobruk Bupobnux  gionogidanoiutil 30 supobnuymeo  nepozhacosaniozo
npenapamy, nepsuniy YNAaroery, ei3yaubiuil  0enso, nepegipry
yinicnocmi,  mecnysanns  sxocmi, eunycx  cepif 2006020
npenapamy (mopowtox i posviinur Oas posvuiy Oas in'exyiil):

Oktadapma AB, Weeuin/Octapharma AB, Sweden
Liars Forssells gata 23

112 75 Stockholm, Sweden

{m. Crokronum, [scuis)

- Bupobuur  gidnosidansnuii  3a  aizyarsuuti 02180 1 nepegipry
yinicnoemi nopowika Qus pozunny das i 'exyill, mapryeauns ma
GIIOPUNRKY VHAKOGKY 20M0G020 Ipenapany (Mopowior i posuuniux
Qirst pozuuny ORst in ‘exuyiii):

Oxradapma Heecay T'm6X, Himeuuwna/Octapharma Dessau GmbH,
Germany

Otto-Reuter-Strasse 3, Dessau-Rosslau, Sachsen-Anhalt,

06847, Sweden

(m. leccay-Pocnay, Himeuunna)

Tecmysanst sixocnii, @I3yanuiii 020 po3uuNnLKd.

Berrep hapma-Deprirynr ImM6X i Ko. KT, Himeuuuna/
Vetier Pharma — Ferligung GmbH & Co. KG, Germany |
Schutzenstrasse 87, 99-101 88212 Ravensburg, Germany |
(M. Pagencbypr, Himenunna)

\
Bupoonuymso,  mecmysanns  sxocni,  gisyanenuti  oznsto |
POSMURNURE |
Berrep @apma-Geprivynr I'm6X i Ko, KIT, Himeuunna/

Vetter Pharma — Fertigung Gmbl & Co. KG, Germany
Eisenbahnstrasse 2-4 88085, Langenargen, Germany
(M. Naurenapren, HiMeuunna)

Bisyanpnuii 02180, mecmyganis aKOCIMI, MAPKYEaia ma eniopunna
YNAROGKA POUUHHUKCL

Berrep dapma-Depriryur FMoX i Ko, KI7, Flimeuunna/

Vetter Pharma — Fertigung Gmbl & Co. KG, Germany
Mooswiesen 2, 88214 Ravensburg, Germany

(m. ParencOypr, HiMeuunna)

Bizpaneuuii oznad, mecmyaanis cmabinniiocnt posuuiiKd: |
Berrep Mapya~-Meprivynr [aoX 1 Ko, KT, Hineuvnnal |
Veller Pharma —Fertigung GmbH & Co. KG, Germany
Helmut-Vetter-Strasse 10, 88213 Ravensburg, Germany
(M. Pasencoypr, Himeuuvia)




4. lNMposeneni pocmijpreti:

X TaK
O wi

AKULO Hi, HanaTH oBrpyHTyBalHS

I} THN nikapceKkoro npenapary,
no AKOMY NPORQAMIACS
peecTpallin ado nhanysanocs il
poBeacHHS

Mdaxrop koarynsuil kposi VIl

5. TlopHa Hazpa KIIHiUHOrO
Bunpo6y5al-n-m, I!OMGP KOH}"

Kniniune gocaimxenis o BUBYEnmo 1oBrocTpokoroi feanex
Ta ederTnBIOCTi pexomBinanTioro PpaxTopa Koaryisuii Kposi

KNIHiuIOre BUNpobysatiHs VI1IL, orpnmanore 3 wxnitonnuot  ainii Joomgmmn (Human-cl
rhFVID, y panime nikonannx  maientis i3 TsoxRKoio
remodinicio A

6. tbaza kniviyHoro 3b

sunpodyRanus

7. Tepioa nposeaciins 3 21 nreronana 2009 pory no 28 nnmun 2011 pory

Kninivnoro eunpobyeais

8. Kpafuw, B skux nposoaunocs | Pocin

knitivutie BUNpoOyBaHHs

9. KinbkicTs cyd’exTin sanfranoBanux: 18 nanicntin, axi aanepinnan  aocaimrenis
GENA-0Y
tharrHunux: 18 nanicnrin

10. Teppruia ta propuuna uini | Tepsmuni uisi

Kniniunoro eunpoGysatiHs
»  JlocsiguTh  AOBrocTpokonMii iMylnorcunuit - noTtenuian

npenapary Hyvaix
®  OuUiltMTH AOBIrOCTPOKOBY NEPEIIOCHMICTL Npenapary Hygixk

Bropmuni nini

*  Busnauwtu gosroctporony cderrueiicrs npenaparty Hvein nin
uac npopinakTHUNOro  JNKyBanHs, B NiKypaHHi  cnisodis
kposoreu (BEs) i B npodinaxTiui Xipyprivnux indexuii y
pauite pikopauux maiientis (PTPs) i3 Tmxroio remodinielo A

» [linpaxysaTi  JIOBFOCTPOKOBE  TNOCTYNOBC  BiHOBAEHILS
koaryasuTHol axrtusHocTi  Gaktopy VI (FVIILEC) ana
npenapaty Hysix

11. Mnan kniniudoro
sHnpobysaHHs

[TpocnexTurie, oaHOHSHTPOBE, BinxpuTe

aocniprennn 3b dazn

HE~KOHTRONLOBAHE,

12. OctionHi kpuTepii
RKJTIOUGHHS

Kpirrepii nraoucansg

* VYuacers y pocnimkenni GENA-09
*  JloBporinkio nagana nucLmona indopmonana 3roia

Kprrepii nuxmogenrns

* [HuI MOpYIEnHs IropTanKa KPORi, Kpim remoddinii A

*  Axrtusnicts inribitopin no FVII 8 nanuii vac abo B MuHynomy
(= 0,6 berézna onnuvus [BUD

* Taxke — 3aXBOPIOBAHMS — NCUINKH  HH (piBui
ananisaminorpenchepasm [ALAT] um
acnaprataminorpancgepasn [ASAT] y 5 pasis nepesuulytoTh
BCPXIIO MEKY 11OpMH, KpeaTrnin > 120 mrmons/n)

v OTpHMYE MM IANYE  OTPHMYBATH  iMYHO-MOAYNIOOU]

HHPOK

a2




npenapatH (kpiMm anTuperposipycHel XimioTepanii), raxi sk
anvpa-inrepdepoH, npeanizon (exsisanentHuii > 10 Mr/gens)
abo nonibui npenapatu

*  Yuacth R iHLIOMY iHTCPBCHIIHNOMY KNTHIUIOMY JOCHIIKEHH B
Aannit vac abo npoTarom ocranneore mMicais, okpis GENA-09

I3, JlocnipkyBatuit nikapchKhii
npenapar, cnocib  BsenenHs,
LosyRatng

Hyesix — ne konuelitpar pexomOinanTioro gaktopy Koarynsauii
kpogi rFVIIl iz neneuicio B-gomenia, otpumanit i3 kniTuanol ninit
JEOIHHM, TIPH3NAYCHHIT ANt BHYTPIUNILOBEIIHOrO BUKOPWUCTAHHSL.
Horo noTpi6110 BROJUITH 1K BHYTPINNILOBCItHY BOMOCHY i EKLIO 3
MAKCHMANKHOIO WBHIKICTIO 4 MI/XBHAMITY.

Jozynanun
Ouinxu aidnoaxenna in vivo (IVR)

50 MO FVIII/kr (Touna KiNLKIiCTh BIAMOBINNO A0 3anBACHOT
AKTHBIIOCTI)

Hpoihinarmurnie gikyeaitis

30 + X MO FVIll/er macu Tina uepez aellh [0 3aBepulcHHS
AocnipccHii., OcKiLKK BROIMIM JIMNC HOBHT (PIIAKONW, NALIERTH
MOMNHEBO OorpuManut Tpoxu Ginsie nise 30 MO/kr. X osnavae wo
pizHuwio. Jozonanock 3Ginkuienis aAsox J1o3 koxuoi + 5 MO/xr
MacH TIa y pasi HepocTtaTHLOro Biaryky (>2 cnontaHHux BEs
NPOTAroM OANOro MicsLls).

Hdirpearin no neodxiouocmi
PekomerloBali HACTYTHI JO3K Npenapary:

s Hesnauna xposomeua; 20-30 MO FVII/kr macu Tina koseui 12-
24 roaun 1o npunuuenin BE

« JTomipua wu eenira (obipna) gpocomeye: 30-40 MO FVIT xr
mack Tisia konchi 12-24 rosink 10 nputaienns BE

*  Benura wu zazposiuca Oxst ycumms BE: nouatkora jnosza 50-60
MO FVIll/kr macu tina i B noaanwswomy poza 20-25 MO
FVII/kr macy Tina koxxni 8-12 ropun mo npumunenns BE.

Hpoihinarmura xipppeiviiy ingheruiii

Hoszysanus Ta Tpusanicts Nikysains npenapatom Hyeix sanexana
Bl  THOY  XIpypriunoro  BTpyuanis  ta  iHAMBIAYaNbHOTO
NOCTYNOBOro QAYysKalHs natlienta. PexomMeHA0BaHi HACTYTIHI 1034
npenapary:

o Mani xipypaivui empyuainst, exmovcaioun eudanenns 3véig: 25-
30 MO FVIl/kr macuw Tina nporarom 3 roAHMH nepen
ornepatieio, 1obd JLOCHTTH HaMiueHoro LiNKOBOTO
MarcHMansHoro pirHs Gimzbko 50-60%, norToplOBaTH KOMCHI
12-24 roaun no nosvoro opyskauns. [Torpi6no niaTpumysatu
npudnuzio 30% mintimansiuii pisenb.

 Obumpui xipypeivii gmpyuanns: 50 MO FVIkr macu Tina
MPOTATOM 3 Fo;IMH nepeil oneparicio, 1od Jocartd 1HaMileHoro
UITLOBOTO MaKCHMAaNLIOro pisist 65u3hko |00%, nosropioraTh
mpu neoBXianocTi cnouaTky ucpes 6-12 roanH i B noJansLuIOMy
npoTarom > 6 janiz o noepHoro opyxauns. [lorpibno
migrprsysarti npndnuzno S0% minisansHi piski.

[4. [pcnapar nopisusiing, jo3a,
cnocif nreaerHs, KoHUeHTpaLLis

¢




I5. CynyTus Tepanis

16. Kinuensi ToukH
e eKTHRHOCTI

IIpodinawriune gikynanun
Bmopunai kinyesi mouru

* YacTtora CcNONTAaHHMX NPOPHMBIMX KPOBOTEY Ha Miciub NpH
npodinakTHuHOMY NIKYBaHIli OUiNIOBANACL RK BiZAMIHHA, TapHa,
NOMIpHA UK HU3LKA BIAMOBIANO 0 HACTYNHUX KPHTEPITB!

~ Bidminna: memu nik 0,75 cnontannux BEs na Micaus
- Fapua: 8in 0,75 no 1 cnonrrainnx Bizs na micsus

~ Hoaipna: sin | po 1,5 cnonrrannux BEs na micsuk

- Husera: 6insuie 1,5 cnonramiux BEs na smicaue.

= Jlani no cnoxusanmio jocnimkysanoro npenapary (FVIII
MO/kr Ha Micane, Ha pik) na oa110ro nauieHTa Ta B LIOMY

Jlikysanust no neodxijuoeri
Bmopunna kinqesa mouka

* Tlokasnuk cpexTHBHOCTI HanpHKiHLL koxcHeT BE, rignoriano ao
HACTYMHHX KPUTCPIiR:

- Bidminne: panrore noacrineinst Gomo ra/aGo Geszanepeune

nokpauenta o6’ exTHBIMX 03HaK KpoBOTEUi NPOTAroM NpubnuzHo

8 roaun nicng oxnokpaTHoT indyz3il,

- Fapua: neene nonerinenns Gomo Ta/abo nokpauleliig 03HAK

kposoTeui nporarom npubmsno 8-12 roaun nicns indy3ii, o

noTpebyraio 1o 2 ingyzid An MORHOTO OYIATIHT,

~ foamipna: wiperipumii aBo  neawaunuil  cnpuatanpuil  ediexr

npotsirom  npubsinzno 12 rojunit nicns  nepuiol  indysii, 110

norpedyrano Binbitie AROX H1hy3iil Wit NOBHOIO OLYIKAIIHA.

- Bidcynmus, BincyTHIcTs mokpamenys nporsrom 12 ronun abo

NOripIIEHH CHMIITOMIB, Lo noTpebysano Oineuie 2 indysii ams

TIORHOTO Oy KAHA.

Mpopinawmirea xipyprisonux inderniii
Bmopunni kinyesi mourn
* 3araneHa ouinka eekTHBHOCTI (BpAXOBYIOMM iHTpa- Ta MOCT-

onepauifiny oitinky) nicas sakinuerns  (Gasy npodinakTHKK
Xipypritmux ingernii

@ Cepe/ing Ta MAKCHMAILIA OMIKYRANA 1{/IPAXOBAIA BTPATA, KPOBI

HOPIBHAHO 3 (PAKTHUHOWO 11IJIPAXORAIOIC RTPATOIO KPOBi

3aranblia ouinka e)CKTHBIIOCTI BpaxoByBana sK iHTpa-, TaK i nocr-
onepauifiny oninkn. Beejenns npenapaty Hysix no, nig wac i
ITECHs XIPYPrivHOrO RTPYUATIFS BH3HAUANHCH TAKMM YHHOM:

- Hepedonepanyiiing: Oynb-ska indysia npotarom 3 roiun 1o
NOUATKY Xipyprivioro BTpyuatiis

- Iumpaonepayiiing. Gyns-axa  indysis nia uac Xipypriusoro
RTPYHaHHA

- Hocm-onepayiima:  Syyb-ske  BBCUCINIA  MICNS  OCTATOUHOTO
3aUUBANNA Xipypriuyero pozpizy Ao > 2 auin (Mane xXipypriune
BTpyuants) abo > 6 auis (Benuke Xipypriune BTpyuaHns) micss
onepauii 10 NOBHOIG oAy:AlA TA ToBeplenHs NalienTa AQ
3BHUAFHOIO PexcHMY NPOQINAKTHUHOIO NIKYBAHHA.

Ouinkn NpoRoJIMILICH K XipYProal, Tak i I'cMaToNoroM BifNosinno

42



A0 HACTYNHUX KpUTEpiiB:
luTpacnepauifina eekTHBHICTh:

- Biouinna: ivrpaonepauiitiia srpata kposi Gyna mmk1o10 32 uM
PiBHOIO cepenniil ovikypauiil sTpaTi KPOBI I THITY BTpyuaHus,
IO BHKOHYBAJIOCH ¥ NALENTA 3 HOPMAIILHHM I'€MOCTA30M 1 TIEl 3¢
cTaTi, BiKY Ta CTaTypH.

- Fapna: intpaonepadifita sTpaTta kposi 6yna BULIOIO 3a cepeaHIo
OWiKyRaHy BTPaTY KpORi, aj¢c MCHUIOIO 3a 4d  PIBHOIO
MAKCHMANLIIA ouiKysaniit BTpaTi KpoRi ANs THNY BTpyudaHus y
NaLienTa 3 HOPMATLHMM MeMOCTAZOM.

- Homipna: iutpaonepauiiina wrpata kponi Gyna BULIOO, DK
MAKCHMaNLlA O4iKyBala BTPaTa KPOBi NN TUNY BTPYYaliHs,
BHKOHAHOTO ¥ MALLIEHTA 3 HOPMANILHAM FCMOCTA30M, ale reMocTas
OYB KOHTPONLOBA UM,

- Bidcymna: remoctas Oyr MICKOUTPOJILOBAHKM, 1110 BUMATAN0
IMINH PEACHMY 3AMIHH (PAKTOPA KOATYNA LT KPOBI.

MNocT-onepauiittia edexTHBHICTS:

~ Bidasina: sigeyiicTs nocT-onepatiinoey KposoTeyi UM BHIOINEHS,
o e Oy cRpHUUHeH yerRIaUICHHSIMI XIPYPrivnoro Brpyvatits;
BCI  mocT-onepallifini  KpoBOTCHi  uepe3  yCKMajgueHuws  nicss
XipypriHOro BTPYUanHa KOHTPONIORANH 38 JONOMOrOI0 npenapary
Hyeix, ax nepenbavanoct Ans THILY BTyUaHIA.

- lapna: mincyTHICTb nocT-onepauiiitol KpoRoTeUi UM BHAICHb,
wio 1e Oynit capuyHeri yeknaHeH MM XipYPriutioro BTpyYaiiHs;
KOHTPONbL MOCT-ONEPalliitiiol kposoTei Hepesd yekiaaHeHus micns
Xipypriunoro srpyyuanim norpeSypan 3biibInciig 1031 npenapaTy
Hysix abo nopartkoeux ingysiii, ski criouaTky He nepenbauanucs
ANS THIY BTpyuanis,

- HMoxipna: neski nocr-onepaniiivi xpopoTreui Ta BUAINEHHA, LIO He
Oynu cnpHUMHEHT YCKNAAHCIHAMY ITICAR XIPYPTIUHOro BTPYUaHHs,
KOHTPONEL TocT-onepailiifioi kposoreti notpefyrar 30inblernis
nosn npenapaty Hysix abo sopatosus ingysid, aki cnouarky He
nepeadavalucs JUIs THITY BTpYtaiis.

- Biocymmns:  obwnpha  liekonTpoNbOBalA  TOCT-ONepalliiita
KpOBOTCHA Ta BHAINENA; KOHTPONbL MOCT-onepauiifnoi KposoTedi
notpefyBan BUKOPHCTAHIA albTepHaTHRIIOTO KoHueHTpaty FVIIL,

Bigmonienus in vivo

Minpaxosysanu Binnosnewns in vivo (IVR) 3 inrepranamu
nikypansa 3 Micani iz pisnis FVIID nepen  indysiero Ta
MaKCUMAaNLHOro PiBHs, sKi oTpUMyRany 8 3pazkax uepes 30 i 60
xpunsn nicns indysit, Makriany agrositicts npenapaty Hygix
BHKOPHCTORYBAIIM JUIS NIAPAXYHKY BiJIHOBACIHA, AKHI NPOBOAHITK
33 JIOMOMOrOI0  XPOMOTEHIOr0  Ta OAHOCTANIHIOre  aHanisie.
ARanizyBaju pezysieTaTH BUUIOBACHIIS Y YaCi.

7. Kinuesi Touku Gesnexu

Hepeamnna xingesa movka

» Jlonrocrpokosa  Oe3neka  npenapary  fHysix,  30xpema,
JIORTOCTPOKOBA IMYITOTCIIICTh | 11EPCIOCHMICTD.

- AKTHRHICTB [UFIBITOPIB BH3NAUAIM ILIAXOM MOAW(pIKOBAHOrO
beresna-ananizy (moaugixauis  Helimeren) nepex nepwoio
ouitkolo Biftiornenus (npu neobxinuocTi) kmkHI 3 micaui Ta nin
Yac  BizMTY 3ascpuiciis  gocniprenna.  Budiaucki  noporosi
3nauenns craHopHnn sin > 0,6 so < 5 O s inribitopa 3

«HU3bKMM THTPOM® i > 5 BO ana iuriGiTopa 3 «BUCOKUM THTPOMY.




Anrtutina go rhFVII pumipiosany 8 Ti cami MmoMeHTH uacy.

- 3aranbHy NepcloCcHMICTh  OUINIOBANIM N4 4ac  KOXKHOro
(3anjanoBaHoro YW HE3ANIAHOROrO)  Bi3WTY, nepeabaueHoro
aAocnijenaad, Bei nebaxcani ssia (ALs) Synu nokyMentansho
MATBEPLKEI] MOCHIAHWMKOM [1ifI 4ac KOWHOro fiepeabauenoro
JOCNIIKEHHAM BIZHTY,

- OcCHOBHI MOKA3NMKKM KUTTEAIsINBHOCTI  (apTepiallbHUl  THCK,
YacTOTA CEPIEBMX CROpOYEHh. YACTOTA JIMXaHlif, TeMmmnepaTypa
TiNA) Xipypriumi npoueaypH: 0, 1ML uac i B nepumii nocr-
onepauiinmii netn

- Jlaboparopni pocnigaenns deanewu {remaronoris, ALAT, ASAT
| KpcaTHHil CHPOBATKH KPOBi)

18. CratueTHuHi MeTogn

CrarucTunuii anania seix  Kinueswx TouoK GYB MOLIYKOBHM.
Hinxoro focnioreitns niwrrep/kyiouo’ riloresn te miaHyBanoch,
tiepes ofmeneHy winbricTs mawienTis niskol crpatudixauil ans
OVILL- KU alani3in NPy HE MIaHYRAIOCh.

19. Jemorpadiuni nani pocniu-
kypanol nonynsuwii (craTtk, BIK,
paca, ile)

Bei 18 nauientis 6ynu popocni uvonoBikM eeponeoinHoi pacH 3.
Tkkoro remothiniero A (FVIIEC < 19%). Oninka (yHKUuioHansHOro
crany cymofis npu remodinii (HIEFIS) ra ruomicauna uacrora
sunknelins BEs esipuunn npo Tawke  ypaskcuus cyrnodip i
1N10raHo KONTPONLORANyY remohiniio A.

20. NMokaznukK ePerTHRHOCTI

BinunopJstienus in vivo

Cepenne VR 6yno & pianazoni 1.5-2%/MO/kr i sianosinano
OUIKYRAITHM JIAUCHIHSIM, '

Mpodinarriname gikysauns

Mpu  zarepuienni  pocniokerns, 18 mauicurin  oTpumynanu
npenapar Hyeix B SIKOCTI NPOMINAKTHKIL TPOTATOM B CEPELHBLOMY
219 anis npuiiomy npenapary (EDs) i 8 cepeaniii posi 34,61
MO/kr na oaun nemn, npuiiomy. Cepesiist KinskicTl npenapary
Hyegix, aguit mauienT! OTPHMYBANH W14 NPOPNariKi, CTaHoBUNR
497 MO/kr macu Tina na wmicsi pocsiekeHns ra 6,049 MO/kr
macy Tina wa pik. Bei nanienTd manu nokpauients 8 HIHS i
uacroti B, Cdexrupiicts  npogitakrudiioro  JikyBawos
pRacanach BiaMinnolo (< 0,75 BEs na micaus) y 17 (94%)
nanientin i rapuoto (0,75-1 BEs na micsuw) y 1 (6%) navienra.

Bicim nmaticuTie 3aznanm 36 cnonTanbyMx KPOROTEM | OAMH - 331148
KporoTeuy uepes Tpasmy. B cepemiisomy, 6yno 0,11 cnontanumx
NPOPHMBHHX KpoROTE:t 1A Micsilk na nawienra. Jeaausts (54%) BEs
BRAMANHMCEL Nesnadbimy i 17 (16%) — nomiptmmu un obtWHpHUMA.
Cepeanst tpusanicrs kposortedi cranosuia 1,34 nnia.

Jlikysanus enizoais wponoren (BEs)

B uinomy ©Oyno nporepciie 75 indysifi npenaparom Hysix
nporarom 66 s npiiiomy upenapary s gikysains  BEs.
Cepenns Tpusanicts aikysans cranoruna 1,78 anie, npu unomy
nomipHa abo senuka (oBumpna) kpororcua pumarana  Gisbu
TPMBANOro NiKysanns, Hixk nearauna (2,65 auis nopistsno 3 1,05
anie). Besoro 31 (84%) BEs nikyranuch yeniwno (edexkTHBHICTE
RiAMinba abo rapna), nns 3 BEs edexrusiicTe Oyna ouinena sk
nomipta, a s s 3 - sk BiacyTi.

Hpodimakriea xipyprivonnx ingerniit




Tpoc nauienTia nepeHecin Behoro 7 3aiianoBandx XIpypriuimx

BTpyuanb, 4 neznavunmx i 3 obmwmpriux. Higkol sTpaTH KpoBi He
cnocTepiranoch nij uvac OyAb-AKMX  HE3HAYHUX  XIpypriuHux
pTpyUatb. Cepennsi BTpaTa KpoBsi 1ijl yac oOIMPHUX XIpYpriuimux
srpyqans cranosuna 1,033 vt 1o 6y5io MeHine, Hix oviKyBaaoch
(1,250 mn). lIwrpaonepauiiina  ediekrusiicts BCiX  XIpypriunmnx
BTPYUalh  OUWIHIOBAJIACL K BIAMIHHA  XIpyproM, a saranbba
ePEKTURHICTL OlIHIOBANIACL sK piaMinia g 4 (Bl nesznauni)
XIpyprivuux BTpyvans i 8K rapua g 3 (sei obumphi) Xipypriunmx
BTPYUAHb XIPYProM i reMaTonorom.

21. lokasnnku 6esnexu

22. Bucnorok (oTpumatii
peayibTaTi)

3aasnuk (Bnacuuk

peecTpartiiiero esijlonTsa)
Hp. Kpicrina Conomon /Dr. Cristina Solomon/

Bite-npeznenrt, Kepisiuk naykoBo-a0ciaijanmx podir s obnacti Kainianot
reMaTosIorii

Oxkradapma AlC

Seidenstrasse 2, 8853 Lachen, Switzerland

besnexky npenapary Hyeix onintopanu v 18 natieHTis i3 THKKOO
remopinicro A, Tawientw  orpumann  seworo 4,110 indysiii
npenaparty Hysix i Mann B cepeanbomy 226 OHIB  npuHomy
npenapaty flyeix na npoTazi BCix OLHIOBAHL., 3araibHa Cepesis
Jo3a npenapaty Hyesix ctanosuna 585,489 MO,

[T arh neGaskanux s (ALs) Oyio sapeecTpoBaHo ¥ 2 nauieHTis,
Y pocnijukenni ve Oyno cepitozinx abo rsskknx AEs 1 ne Gyno
cmepreil. Y opnoro naitienta Ove JYIKC HU3ZLKHH  THTP  He-
Heirpanizyiounx anrurin o thEVII ni sac oaHoro sBumiptosanis
(BI3WT 3aBepuieHHs JOCHILKEHHS) | IUiIe B OIHOMY pO3BE/IeHHI, |
e AE  Oyno  knacugikorano sk BiporiiHo noB’azame 3
aocniprysanumM  npenapatom. Bei ALs Ovian nomipuumu abo
NErKUMH 22 CTYTICHEM THKKOCTI.

Ananiz 1aboparopHux NOKA3HUKIR T0Kazar JAesKi 3MIHH, Ta JKOAHI 3
HUX HE BROKATHCH KATHIMHO 3UHAUYIIMMH B KOHTCKCT KITHIMHOIO
BECHHS remoinii A,

[uridiropu g0 FVHL ne Gynu srasinchi g jpochipkendi, 1 ne 6yno
HISKHX TPOMOOeMBONTUHHX yeKkna e .

I)C'}yllb'l‘ﬂ'l‘l-! LLOI'O ,'l()CJIi]DI\'CH?UI BRASYHOTH Ha Te, 10 npenapar

Hygix 6ys ehekTHBHIM Y JOBFOCTPOKOBIH npohinakTHil naticHTin
13 TAKKOI0 (POPMOIO reMoiunit A, SIKi B MUHYJIOMY HE OTPUMYBAJIH
HaNeKHOro Jlikyranng. Bin takom 6yve cekTHBHUM JUTT TIKYRaHHS
npopusiux. BEs v naidenrin, gaxi orpumynai npogiiakTuky, a
TAKOIK AK NpoiakTHKa vV natienTin, ki nepeHecnn xXipypridme
srpyuanns.  [lpenapar  [yeix  npopeMoneTpypas  BUIMIHHY
JosroTpusany 0esnexy, nepenocumicTs 1 npodins iMyHoretniocTi
6e3 BunmKknenss inridiropie a0 FVIIIL

/idnicano/
(ninme)

(m. Jlaxen, Hlseitiapin)




[TijrrBep/uKyIo BIAMOBIMHICTS MepeKsiaay 3  aHrJliHCLKOI MOBM Ha YKpaTHCHKY
MOBY, aJIeKBATHHI HAyKOBMI piBEHb, KOPEKTHICTEL pe/laryBais Ta oQpopMICHHS.

Hupexrop IIT «Mepir |
Iapmkos J1.1. / K

N

Bewvoeo
npowumo
(a6o npownypoBano),

npony.uepobano
i CKpINAeHO Newamuoo




Clinical Trial Report
GENA-05
(including IT! substudy)

1. Name of medicinal product (Marketing
Authorisation number, if any)

Nuwig

2. Applicant

Octapharma Pharmazeutika Produktionsges.m.b.H.
Oberlaaerstrasse 235

1100 Vienna

Austria

3. Manufacturer

Maonufacturer responsible for bulk production, primary
packaging, visual inspection, integrity testing, quality testing,
batch refease of final product (powder for solution for injection
and solvent):

Octapharma AB, Sweden
Lars Forssells gata 23
112 75 Stockholm Sweden

Manufacturer responsible for visual inspection and integrity
testing for powder for solution for injection, labeling and
secondary packaging of the final product (powder for solution
for injection and solvent):

Octapharma Dessau GmbH, Germany

Otto-Reuter-Strasse 3, Dessau-Rosslau, Sachsen-Anhalt,
06847, Germany

Quality testing, visual inspection of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Schutzenstrasse 87, 99-101 88212 Ravenshurg, Germany

Production, quality testing, visual inspection of solfvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Eisenbahnstrasse 2-4 88085, Langenargen, Germany

Visual inspection, quality testing, labelling and secondary
packaging of solvent:

Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Mooswiesen 2, 88214 Ravensburg, Germany

Visual inspection, stability testing of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany

Helmut-Vetter-Strasse 10 88213 Ravensburg, Germany

4. Conducted studies:

Ryes

L no if no, provide rationale

1) type of medicinal product for which
registration was conducted or planned to
be conducted

Coagulation factor VIII




5. Full title of the clinical trial, code
number of the clinical trial

Immunogenicity, Efficacy and Safety of Treatment with
Human-cl rhFVIII in Previously Untreated Patients with
Severe Haemophilia A

6. Clinical trial phase

3

7. Clinical trial time frame

from 15-Mar-2013 through 20-Dec-2018 {patients undergoing
[Tl: 24-Mar-2020)

8. Countries where the clinical trial was
conducted

Belarus, Canada, France, Georgia, Germany, India, Italy,
Moldova, Morocco, Poland, Portugal, Russian Federation,
Slovenia, Spain, Ukraine, United Kingdom, and United States

9. Number of subjects

planned: 100
actual: 110

10. Primary and secondary objectives of
the clinical trial

Primary objective

* Ta investigate the immunogenicity of Nuwig in previously
untreated patients (PUPs) with severe haemophilia A
(FVIII:C < 1%)

Secondary objectives

= To assess the efficacy of Nuwig during prophylactic
treatment {based on the frequency of spontaneous
break-through bleeds)

= To assess the efficacy of Nuwig during treatment of
bleeds

= To assess the efficacy of Nuwig in surgical prophylaxis

= To assess the safety and tolerability of Nuwig

11. Clinical trial design

Prospective, multicentre, multinational, open-label, non-
controlled

12. Key inclusion criteria

Inclusion criteria

* Male patients

* Severe Haemopbhilia A (FVIII:C <1%)

= No previous treatment with FVIII concentrates or other
blood products containing FVill

= Voluntarily given, fully informed written and signed
consent obtained before any study-related procedures
are conducted (obtained from the patient’s parent/legal
guardian)

Exclusion criteria

= Diagnosis with a coagulation disorder other than
haemophilia A

= Severe liver or kidney disease {alanine amino transferase
(ALT) or aspartate transaminase (AST) levels >5 times of
upper limit of normal, creatinine

= >120 pmol/L)

» Concomitant treatment with any systemic
immunosuppressive drug

= Participation in another interventional clinical study
currently or during the past 4 weeks




13. Investigational medicinal product,
method of administration, strength

Nuwig is a B-domain deleted, human cell line-derived
recombinant (r}FVIll concentrate for intravenous use. It was
to be administered as an intravenous injection at a maximum
speed of 4 mL/minute. '

Dosing

Prophylactic treatment was recommended, but it was the
decision of the responsible treating physician whether
patients were treated prophylactically or on- demand.
Patients could switch from on-demand to prophylactic
treatment, or from prophylactic to on-demand treatment,
during the course of the study.

Prophylactic treatment

Patients were to be treated prophylactically with a
recommended dose of 20-50 IU FVIII/kg body weight (BW).
Starting prophylaxis with the first bleeding episode (BE) was
highly recommended. The frequency of treatment depended
on the patient’s clinical situation. For example, prophylaxis
could be initiated with every other day injections (in order to
keep the FVIII trough level >1%), or with once weekly
injections, followed by twice and three times weekly, and
every other day treatment.

In cases of inadequate response, Nuwig administration
frequency or dose adjustments could be considered at the
Investigator's discretion.

On-demand treatment

In case of any bleed, the patients could be treated on-
demand. The dosage and duration of treatment of
spontaneous or traumatic bleeds depended on the location
and the extent of bleeding as well as on the clinical situation
of the patient. Dosage recommendations were given as
follows:

* Minor haemorrhage: 20-30 IU FVIII/kg BW to achieve an
intended target peak level of about 40% to 60%. Repeat
dose every 8-24 hours until BE is resolved.

= Modergte to major haemorrhage: 30-40 IU FVIll/kg BW to
achieve an intended target peak level of about 60% to
80%. Repeat dose every 6-24 hours until BE is resolved.

» Major to life-threatening hgemorrhage: initial dose of 40-
60 IU FVIIIfkg BW to achieve an intended target peak
level of 100% to 120%. Repeat dose of 20-50 iU Fvill/kg
BW every 6-12 hours until BE is resolved.

Surgical prophylaxis

The dosage and duration of treatment with Nuwig depended
on the type of surgery and the patient’s individual
incremental FVIII recovery. Dosage recommendations were
given as follows:

= Minor surgeries including tooth extractions: 25-30 |U
FVIII/kg BW starting within 3 hours prior to surgery to




achieve an intended target peak leve! of >30%. Repeat
one dose every 12-24 hours if needed. Trough levels
should be maintained at 230%.

» Major surgeries: 40-60 1U FVill/kg BW within 3 hours prior
to surgery to achieve an intended target peak level of
approximately 100%. Repeat if necessary after
612 hoursinitially and for at least 6-14 days until
healing is complete and recurrence to regular
prophylactic treatment is possible. Trough levels should
he maintained at >50%.

In vivo recovery (optionai}

Patients received 40 !U FVIlI/kg BW for in vivo recovery
evaluation. Blood samples were taken at baseline, 15 minutes
and 1 hour after the Investigational Medical Product (IMP)
administration.

Immune tolerance induction (ITl) {if applicable)

Patients who developed a clinically significant and non-
transient inhibitor were offered to start IT! with the IMP. The
modified Bonn Protocol for inhibitor elimination was
recommended:

= Low responders (<5 Bethesda Units [BU/mL]) should
receive 50-100 1U FVIII/kg BW daily or every second day.
In case the inhibitor increases to 5 BU/mL or more, the
patient should switch to the high responder regimen.

e High responders {=5 BU/mL) should receive 100-150 U
FVIli/kg BW every 12 hours.

Once the inhibitor had been eliminated (<0.6 BU/mL), the
FVIII recovery was =66% of normal, and the half-life of FVIII
was at least 6 hours, a continuous reduction of about 10% of
the initial IT) dosage was to be initiated, until the patient had
reached a prophylactic treatment regimen of 30-50 IU
FVill/kg BW every other day.

Any other ITl approach was possible.

14. Comparator, dose, method of
administration, strength

15. Concomitant therapy

16. Efficacy endpoints

Prophylactic treatment

» Frequency of spontaneous breakthrough bleeds under
three times weekly or every other day prophylactic
treatment, and in case of surgical prophylaxis.

On-demand treatment
= Efficacy assessment at the end of each BE
In vivo recovery

= |n vivo recovery (calculated from the FVII plasma levels
before infusion and the peak level obtained from the
15 minutes and 1 hour post-infusion samples)




17. Safety endpoints

Immunogenicity

= FV|linhibitor screen
Other safety variables

n Adverse events

= Vital signs {blood pressure, heart rate, respiratory rate,
and body temperature)

» Safety laboratory parameters (red blood celi [RBC] count,
white blood cell [WBC] count, haemoglobin, haematocrit,
platelet count, alanine amino transferase [ALT], aspartate
transaminase [AST], serum creatinine)

18. Statistical methods

No inferential analysis involving format testing is planned in
this non-controlled trial. The sample size was determined by a
CHMP guideline current at the time the study was initiated.
Consequently, no formal sample size estimation was
performed. The statistical analyses of the primary and
secondary endpoints were descriptive.

19. Demographic data of the study
popuiation (sex, age, race, etc.)

Of the 110 enrolled patients, 108 had data collected post-
treatment with Human cl rhFVIIl and were included in the [TT
and safety analysis (SAF) populations. Age at screening in the
safety population ranged from 0 to 146 months, with a
median of 9.5 months. The majority of patients were White
(82.4%); 13.0% were Asian and 1 patient (0.9%) was American
Indian or Alaska Native. 42 {38.9%) had a family history of
haemophilia, 13 (12.0%) had a family history of inhibitors to
FVIII, and 73.1% of patients had a gene defect associated with
a high risk of inhibitor formation.

20. Efficacy outcomes

Data from inhibitor-free periods were the focus of the
efficacy analyses, to avoid bias that may result from the
neutralising effect of inhibitors and/or the haemostatic effect
of the increased doses administered during ITl treatment.

Prophylactic treatment

Efficacy of prophylactic treatment was evaluated by the
monthly rate of spontaneous break-through bleeds (MBR)
during time of prophylactic treatment assessed as excellent,
good, moderate or poor. The overall prophylaxis efficacy
assessment for spontaneous BEs at end of study (a
programmed, objective assessment) was excellent (MBR
<0.75) in 100 (98.0%) patients, moderate ([MBR >1-1.5) in

1 {1.0%) patient, and poor (MBR >1.5) in 1 (1.0%) patient. For
all types of BEs, the mean MBR was 0.385 {95% Cl: 0.299~
0.472) and the mean annualised bleeding rate (ABR) was
4.693 (95% Cl: 3.635-5.751). For spontaneous BEs, the mean
MBR was 0.080 (95% Cl: 0.035-0.125) and mean annualised
bleeding rate (ABR) was 0.976 (95% Cl: 0.431-1.521). For
patients on continuous prophylaxis (N=50), bleeding rates
were lower: for spontaneous BEs, the mean MBR was 0.044
(95% CI: 0.019-0.069) and mean ABR was 0.536 (95% Cl:
0.233-0.839) and for all types of BEs, the mean MBR was




0.296 (95% Cl: 0.207-0.386) and mean ABR was 3.609 (95%
Cl: 2.523-4.694).

Of the 108 patients in the study, 99 patients experienced BEs,
94 patients had BEs that were treated with Nuwig, and

85 patients had BEs during inhibitor-free periods that were
treated with Nuwig. The number of BEs in the BLEED
population during inhibitor-free periods was 808 (in

85 patients); 294 (36.4%) occurred in 66 patients during
prophylactic treatment, 502 (62.1%) in 51 patients during on
demand treatment, 4{0.5%) in 3 patients during surgical
prophylaxis, and 8 (1.0%) in 4 patients during ITI treatment
(patients could experience BEs in more than one of these
categories). Of these 808 BEs, 196 (24.3%) were documented
as spontaneous, 584 (72.3%) as traumatic, 4 (0.5%) post-
operative, and 24 (3.0%) as other or unknown. Specific-site
bleeds were most common in the knee (93 [11.5%)]), oral
cavity and ankle (both 76 [9.4%]), and arm, leg and nose (each
72 [8.9%]). ‘Other’ sites of bleeding accounted for the overall
majority of bleeds characterised by multiple sites:

294 (36.4%).

The efficacy assessment at end of a BE was based on an
objective 4-point scale and done by the patient’s
parent{s)/legal guardianis) (together with the Investigator in
case of on-site treatment). The majority of BEs were rated as
having excellent (63.4%, 510 BEs) or good (29.5%, 237 BEs)
treatment efficacy; treatment efficacy was rated as moderate
for 51 (6.3%) BEs and as none for 6 (0.7%) BEs. The mean
number of infusions per episode was 1.4 infusions (+ 1.08,
range: 1-11), and the mean dose per BE/kg body weight was
51.3 IU/kg (+ 49.54, range: 15-663). A total of 24 patients had
26 surgeries that were included in the SURG population. Of
these, 13 patients had minor surgeries and 11 patients had
major surgeries. Twenty-one of these surgeries had an overall
efficacy assessment (based on objective 4-point scales)
performed jointly by the haematologist and surgeon (the
assessment was not performed for 5 surgeries), with 15 rated
as having excellent efficacy, 3 having good efficacy,

2 moderate efficacy, and 1 with efficacy rated as “none”. The
surgery with efficacy rated as “none” was performed in a
patient with inhibitors.

In vivo recovery

Recovery determinations were optional (but recommended)
within the study. Notable FVIII plasma levels were evident in
the blood at 15 minutes post-administration, and levels
remained at a considerable concentration at 1 hour. Mean
incremental IVR (% per IU/kg) ranged from 1.43 to 1.78. Half-
lives and recovery determinations in IT[ patients were used
for the assessment of complete success of an ITI treatment.
The recovery criterion {[VR 20.99 [66% of 1.5%/(IU/kg)]) was
met in 7 (38.9%) patients, and the half-life criterion {half-life




26 hours) was met in 6 {33.3%) patients of the 18 patients in
the ITl efficacy analysis.

21. Safety outcomes

Immunogenicity

The primary endpoint of this study was the evaluation of
FVlli-inhibitor development in PUPs treated with Nuwig. An
inhibitor was assessed to be pasitive if the modified Bethesda
assay (Nijmegen modification) resulted in a titre 20.6 BU/mL
at any time point during the observation period.

Of the 105 patients in the ITT population with at least one

‘inhibitor test after ED1, 28 (26.7%; 95% CI: 18.5-36.2)

developed inhibitors, all with <34 EDs prior to detection;

17 (16.2%; 95% Cl: 9.7-24.7) patients developed high titre
inhibitors and 11 {10.5%; 95% Cl: 5.3-18.0) patients developed
low titre inhibitors. Of the 28 patients who developed an
inhibitor, 25 did so with <20 EDs prior to detection. The
median number of EDs to first confirmed inhibitor activity
was 11.0 days (range: 4-34). Logistic regression and Cox
regression analyses indicated that high risk F8 gene mutation
and age <12 months at first treatment are independent
prognostic factors for the development of inhibitors.

18 patients received ITI treatment in this study. Of the

10 patients who had inhibitors but did not receive ITI
treatment, 5 had low-titre inhibitors that could be eliminated
by continuation of prophylactic treatment, without starting
ITI {i.e. transient inhibitors), 4 declined ITI treatment, and

1 discontinued from the study on the date of ITl initiation due
to an AE.

Other safety resuits

A total of 101 {93.5%) patients experienced treatment-
emergent AEs; they were obhserved after 652 out of 25,551
infusions {2.6%) administered during the study in the SAF
population. Of the 108 patients in the SAF population, 95
{88.0%} experienced mild AEs, 54 {50.0%) moderate AEs, and
27 (25.0%) severe AEs. The most commonly reported AEs
were pyrexia (56.5% patients), nasopharyngitis (32.4%),
Factor VIl inhibition (25.9%), anaemia (19.4%), and rhinitis
(18.5%). Most AEs observed in the study represent those that
would be expected in a population of PUPs observed over a
long time (e.g. gastrointestinal disorders, infections, and
pyrexia).

All 19 patients in the ITI safety analyses experienced
treatment-emergent AEs during ITl. The most commonly
reported AEs during IT! were pyrexia (11 [57.9%)] patients),
nasopharyngitis (6 [31.6%] patients), and anaemia (5 [26.3%)]
patients).

The only AE that occurred in more than a single patient during
and after surgical interventions was anaemia, which occurred
in 3 patients (Patients #05-41-01, #05-55-08, and #05-55-15).
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Anaemia was mild or moderate, not related to IMP according
to the investigator, and resolved in each case. Anaemia does
not appear to be due to blood loss during the surgeries as the
maximum blood loss for these surgeries was 10 mL.

There were no deaths in this study.

88 SAEs were documented in 48 (44.4%) patients. SAEs
reported in more than 1 patient were Factor VIl inhibition
(28 patients) (predefined as SAEs in the protocol}, pyrexia (5
patients), haematoma (4 patients), and device related
infection, device related sepsis, gastroenteritis,
haemarthrosis, haemorrhagic anaemia, head injury, and
pneumonia (each in 2 patients). At least possibly related
SAEs, according to the investigator’s assessment, were
reported in 29 patients. These SAEs were Factor VIl inhibition
(28 patients) and rash (1 patient). Factor VIIl inhibition and
rash are expected adverse reactions in PUPs treated with
Factor VIII.

2 patients had AEs that led to the permanent discontinuation
of study drug (urticaria and Factor VIIt inhibition [primary
reason for discontinuation was not initiating ITI treatment]).

AEs assessed as related to IMP by the investigator were
Factor VIl inhibition (28 patients), anaemia (2 patients),
ecchymosis (2 patients}, and haemorrhagic anaemia,
hypersensitivity, pyrexia, rash, and urticaria {each in single
patients). AEs assessed as related to IMP by the sponsor were
Factor VIl inhibition {28 patients), pyrexia (20 patients), rash
(5 patients), hypersensitivity (2 patients), and chills and
urticaria (each in single patients).

78 patients (72.2%) experienced AEs that were temporally
associated with 341 infusions, i.e. they occurred within
24 hours of the respective infusion.

AEs related to other clinical laboratory abnormalities were
blood alkaline phosphatase increased and serum ferritin
decreased both in single patients. Clinically significant
findings in vital signs consisted of increases in body
temperature. Overall, Nuwig was well tolerated during the
study.

RESULTS OF ITI SUBSTUDY 18 patients underwent ITl treatment.

Age at screening in the IT! population ranged from 0 to 17
months, with a median of 7.0 months. The majority of
patients were White (88.9%); 2 (11.1%) were Asian. Thirteen
of the 18 patients (72.2%) in the IT! population did not have a
family history of inhibitors.

For ITI treatment, patients had a mean (1SD) of 710.0+377.12
days of exposure to Nuwig, a mean of 1059.4+757.8
infusions, and a mean total dose of 108,265.5+76,581 IU/kg
BW.




Of the 18 patients included in the IT| sub-study, 4 (22.2%)
patients finished ITl according to protocol with complete
success according to the investigator. Two further patients
{11.1%) met all 3 success criteria despite the investigator not
having documented complete success. One patient had
partial success and 1 patient had a partia! response {5.6%
each). The remaining 10 patients had Tl failure, fulfilling none
of the success criteria (3 due to therapy failure, 5 due to
reaching 36 months of IT! treatment without reaching any
success criterion, 1 due to withdrawn consent, and 1 due to
permanent switch to another FVIII product). The number of
success criteria fulfilled during the course of the study was 3
in 5 (27.8%) patients, at least 2 in 7 (38.9%) patients, at least
1in 8 (44.4%) patients, and 0 in 10 (55.6%) patients. The
inhibitor success criterion (FVIII:C inhibitor negative i.e.<0.6
BU/mL) was met in 8 (44.4%) patients, the recovery criterion
(IVR 20.99 [66% of 1.5%/(IU/kg)]) was met in 7 {38.9%)
patients, and the half-life criterion (half-life 26 hours) was
met in 5 (27.8%) patients.

All 18 patients experienced treatment-emergént AEs during
ITl. SAEs occurred in 13 (72.2%) patients during ITIl. Three
(16.7%) patients experienced AEs assessed as
probably/passibly related to study treatment by the
investigator during ITI.

22. Conclusion (findings)

The primary objective of the study was to assess the
immunogenicity of Nuwig in patients with no previous
treatment with FVill concentrates or other blood products
containing FVIII {PUPs), by frequently monitoring the patients
for FVIIl inhibitors. FVIIl inhibitors were detected in 28/105
{26.7%) patients; 17 {16.2%) patients developed high titre
inhibitors and 11 (10.5%) patients developed low titre
inhibitors (which were transient in 5 patients). These results
indicate a rate of inhibitor development for Nuwig that is
lower than that reported in the literature for PUPs treated
with other recombinant Factor VIII products derived from
hamster cell lines, and in line with the lower rates of inhibitor
development seen with plasma-derived products in the
SIPPET study. No inhibitors were detected in patients with
non-null mutations.

This study confirmed the efficacy of Nuwig also in PUPs for
prophylaxis, for the treatment of bleeding events, and for
surgical prophylaxis, while also indicating favourable safety
and tolerability consistent with that observed in previously
treated patients (PTPs).

Overall, the results of this study show that Nuwig has an
overall inhibitor rate of 26.7% and a high-titre inhibitor rate
of 16.2% in PUPs, and confirms the excellent efficacy and
safety profile seen in previous studies in PTPs (adults and
children).




' CONCLUSIONS OF ITI SUBSTUDY

!
AT)plicant (ﬂl\rllarketing
‘Authorization Holder)

| ITI treatment in the ITI substudy was successful in 6

patients (33.3%), with a partial success/response in a

further 2 patients (11.1%). Although lower than the

'success rates reported in the literature, comparisons may
'be confounded by several factors, including the respective
'study designs and patient populations. No new safety

| concerns were raised during ITI treatment with Nuwig.
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Hepewnad 3 ananiticoxoi mostt 1ia VEpailicbky Moy

3ziT no wainivnoMy BuNIpOSYBalITIO

GENA-05

(nrumonatoun poxatore pocaipxenns 1TI)

|. HasBa nikapceioro mpenapaty
{nomep peectpauilinoro crigour-
Ba, AKILO €)

Hyair /Nuwig/

2. 3anaBHHK

Oxradapsra Qapmauenruxa [posywrioneree m.0.X./
Octapharma Pharmazeutika Produktionsges.m.b.H.
Oberlaaerstrasse 235

1100 Vienna -
Austria

(m. Bigens, ApcTpida)

3. Bupobunix

Bupobuux,  gidnosidansnuii 3 gupobnuymeo  neposhacosanozo
npenapaimy, NepeuNHY YROKOGKY, Gi3yaronuil 0znad, nepesipry
tyinicrocmi, mecmyganns sikocmi, guURycK cepii 20MoGoz0 AKAPCLKOZ0
npenapamy (MOpouLoK 1 POSHUIIIK Oust posyuiry Ons i 'ekyit);
OwxTtaapma AB, [Trenin/Octapharma A3, Sweden

Lars Forssells gata 23

112 75 Stockholm, Sweden

{m. Crokronem, lseitin)

Bupobuux,  gidnogidasouuit 30 eizyarsuuli  ozmnd | nepegipiy
yinicuoeni nopowrka Onst pozuinty Oast INexyit, Mmaprysanins ma
CIMIOPUHIY YRAKOBKY 20IM0B020 AIKAPCLRO20 npendapamy (Ropowor |
POZUUHRUK ORSL POZNURY QRS 1 exyili):

Oxradapma Jeceay TmoX, ITisieuunua/

Octapharma Dessau GinbH, Germany

Otto-Reuter-Strasse 3

Desssau-Rosslau, Sachsen-Anhall

06847, Germany

(M. Mleccay-Pocenay, Himeduina)

Tecmyaanns sxocii, sizyanutiyti 021580 po3YUHIUKA.

Berrep Mapma — Meprirynr FmdX i Ko, K[, Himesnwniza/
Vetter Pharma — Fertigung GmbH & Co. KG, Germany
Sehutzenstrasse §7, 99-101 88212 Ravensburg, Germany

(M. PapencOypr, HimMewunna)

Bupodingneo, mecmyeaniis, akocini, Gi3yanuiuii 02nad po3vuinuka:
Berrep hapma — Meprirynr Tm6X i Ko, KUY, HimMewswnna/

Vetter Pharma — Fertigung GmbH & Co. KG, Germany
Eisenbahnstrasse 2-4 88085, Langenargen, Germany

(m. Jlanrenapren, MHimeyuurna)

Bizyarouuii oznsad, mecmyequns axocmi, MapKyeaniss ma emopuiiag
YRAKOBKD POIWUNINKA.

Berrep Mapma — Deprirynr TM6X | Ko, K, Himewunua/

Vetter Pharma — Fertigung Gmbl{ & Co. KG, Germany

Mooswiesen 2, 88214 Ravensburg, Germany

{m. Pagencodypr, Himeuunia)




Bizyanoiuil ozus0, mecmygains cnadinsnocmi pOMUHIKG:
Berrvep Mapma — deprirynr T'm6X i Ko, KT, Himegunna/
Vetter Pharma — Fertigung GmbH & Co. KG, Germany
Helmut-Vetter-Strasse 10 88213 Ravensburg, Germany

(M. PaBencOypr, Himeuuuua)

4. MNpopeaeni aochiipkenHs:

X Tak
(0 /i aKwo 11, nagaTn obrpylTyRans

1) Tan nikapceKkoro npenapary,
no AKOMY T1poBOANNACS
peccTpallis  abo  mnaHysanocs
npoBeseH Hs

(DakTop xoaryaauii kposi VIII

5. Tlosna nazsa xniHivyHOro
BunpobyBaHHsa, HOMep  Koay
Kniniynoro sunpoGysatiis

Imynoreunicrs, edpeTiBNiCT i feaneka JgiRyBas
pecombinanrinm haxropom xoarynauii kposi VIII, orpumainim
i3 wnirnmmoy  ninit suognuu (Human-cl rhFVIID) y  paunime
HEAIKOBATNX MAWENTIB i3 TAKKOIO rearodisicio A

6. ®aza hinivoro sunpoBysa-
18

3

7. Nepion nposenexus knititho-
ro-BUnpobyBanng

3 15 oepesns 2013 poxy no 20 rpyanst 2018 poky (nauienti
nepenecnn ITHinaywxuis iMmynnoi ronepanTiocti: 24 Gepesns 2020

POKRY)

8. Kpaiun, B sxux nposojunocs
KJiHIYHE BHIPODYBAIHS

binopycs, Kanaaa, Mpatutis, [pysia, Himeuunna, luais, - Iranis,
Mongona, Mapokko, Tlonsiua, Ilopryranis, Pociiicbka Depnepauis,
Cnonenig, lenanis, Yipaiua, BenukoGputanis ta Cronyueni [LtaTn
AMepHKN

9. KinpkicTs cyb’exrin

samtavosanux: 100
thakThunux: 110

10. lNeprunna Ta BropHHHa Uini
KNnitiuHore sunpobysanya

Tepeimnma winan:

« JocaiauTy imynoretimicts npenapaty Hygix y paxiie HelikoBanx
nanienTis (PUPs) iz Tsckoio remodhisicio A (FVIILC < 1%)

Bropuuni nisri;

* OQuinutn  edextnBricTs  npenapary  Hysik  nia uac
npodisaxTHuHOro NikyRaHHA (11a OCHOBI YACTOTH CRHOHTAHHMX
NPOPHBHIX KPOBOTECY)

*  Ouinvtu edexrnpiicts nmpenapary [Hveix nijg uac niKypanus
KponoTey

*  Ouinut  edexTuBHICTYL
xipypriunux indexuii

©  Ouinnry Gesneky Ta nepeHOCUMICTL npenapaty Hysir

npenapaty fygix 'y npodinaktuui

I'1. [Man gainiunoro IpocnexkTrsHe, Bararouenrpone, MiKIAPOAHE, BiJKpHTE, He-
sHnpodynaris KOHTPOJILOBAHES JOCHTIIKEHIIS]
I2. Ocniosui kpurepil smouenns | K purepii Brmoncnns

v TlauieHTn yonosivoi craTi

*  Tmxxa remoinis A (FVIIEC < 1%)

e Panime ne aicosani  wouueutpatamn  FVIIL abo  intiumu




npenapaTtaMmi KpoBi, to mictats FVII]

* JlobpominkHO Hajana MnoBua THCLMORA Ta Nifmucana (dopMa
inopMoBanol 3rofH, OTpUMana nepej NPOBCACHHAM Oyb-skHX
npouenyp, MNOB’A3aHMX i3 JochijokeHHsM  (OTpUMana  Bijl
BaThin/iakouoro onikyna nalenra).

Kpirrepit sucmortenun

*  lHwni giarno3 nopyweltns koarynsiil Kposi, kpiM remoinit A

* Twmkxke — 3axXBOPIOBalHg  NEYiHKW UM HUpOK  (piRHi
ananinaMinorpancepastt  (ALT) uu  acnaprarrpascaminasm
(AST) ncpesilLytOTL ¥ 5 pazis BEpXINO Mexcy HOPMH, KpeaTH!in
>120 mMicmons/n) -

»  CynyThc RixyBanua GyAb-sKMM CHCTCMIIMM iMYHOENPECHBHHM
NPCnapaTom

*  VYvacTk B iHUIOMY ilTepBeHUiHHOMY KNiHivuNOMY DOCNifukeHHi B
nanuii vac abo mpoTaroM ocTaniix 4 THHHIB

13. ocnigicyBaHuilt nikapchkuit
nmpenapar, crnocié  BBCJCIIHS,
LO3YBAHHS

Hyeic — e kenuetrrpar pekoMOinanTroro (raxtTopy koarynauil Kpogi
rFVII i3 peneniero B-pomena, otpumannil i3 kniTronoi nindt monm,
npu3Hauenuit 4S8 BHYTPINLORCHHONO  BHKOpUCTaHHI.  Moro
noTpibHo BBOAMTH AKX BRYTPiWILLOBEHHY OoJtocHy iH’ekuiie 3
MAKCHMANTBHOIO UIBHAKICTIO 4 MI/XBHIIHHY.

Jozyranna

Byno pexomengosano npodinakrHaie nikysauis, anc ue Oyno
pillieHHs BILNOBIAANLHOrG NiKYIQUOro JiKkaps i JIiKyBaTH nagieHTin
NpoMGUIAKTHYHO, U1 1o weobxianocti. [MauieHTd MornH nepeit Bij
niyBaHna no HeodXIAHOCTI o NpofinaKTHUHOro NiKyBaHHs, abo Big
npothinakTHYHOro JiKyBaknua A0 Hikysaniis no Heobxiauocti mig uac
NpoBeACH 15 AOCNIIKEHES,

Hpodinarnumne nicysann

Bei natienTH OTPHMYBANH AiKyBanns npopinarTHYIIO
pekoMenioranoe jozon 20-50 MO IFVIHI/xr macn Tina (BW),
Hacrifiio  pexoMenaynajioch  po3no4MNATH  NPOMINaKTHKY  1pH
lepuioMy cnizonti cposotedi (BE). Yactora nikypaniia 3aneiana Bij
niniaol  cutyani’  nanienra.  Hanpuinan,  npodinakTHy
posnounnany 3 Beeaenns in’ekuwid uepez nedn (ana Toro, wob
YTPHMYBaTH MiHiManeHnil pisens FVIIL > 1%) abo 3 BseneHus
i eKUiit oMy pas Ha THAKACHL, | B NOAANLIIOMY ABa a0 TPH pasH Ha
THAACHD, | JIKYBAIINAM UCpPe3 A€Hb.

Y pazi HEHOCTATHLOTO BiAryka, YACTOTY BREJAENHS UH KOPUryBaHHg
[1031 npenapaty Hyaix po3rnsaany Ha po3cy/l AociaHnKa.

Hikyeannn no neodxionocni

Y pazi Oyns-axol kpopoTcui, nauicuTip NikyBasHw 1o HeoOXigHOCTI.
JozyBaitng Ta TpHBANCTL NikyRanns cnonTaiink aGo TpaBMaTHUHHX
KpOBOTEY zajiealiid Bi micus Ta cryncis (obesry) kpoBoTewi, a
TAKOX BiJl KNiHMivnol cHTyauii nauienta. Bymu  pekomengoBaii
HaCTYnHi 403K Mpernapary:

v Heznauna xposomeyva: 20-30 MO FVIII/xr BW pas pocsruenns
HAMItEHOrD WiIMLOBOre MakcHMalbrore pisns Bip 40% no 60%.




rh

[ToBTOpIORaTH 103y KOXHI 8-24 roann 1o npununenis BE.

*  [lomipua uu geaura (obwupna) xposomeua: 30-40 MO FVII/kr
BW ans pocarneims waMiyenoro 1iLOBOrG MakCHMANLHOIO
piens Bij1 60% no 80%. [osTopiosarn rozy koxni 6-24 roguu jJo
npunuiienns BE.

" Benurag wu sazpoziuea Oag ycunuma Kpogomeua! TOUATKORA 038
40-60 MO FVIIl/kr BW ans nocsrueris HamiueNoro LinkoBoro
MakcuMalisiioro pisng gin 100% no 120%. TosTopiosati: go3y 20-
50 MO FVI1l/kr BW xousni 6-12 vopnnn o npunuicins BE. '

Hpodpinarminca xipypzivinx inihesiii

Josyeaun Ta TpuBanicTh NiKyBans npenapatoM Hygix 3anexann Big
TuMy XipyprivHoro BTpyvanns Ta inJAHBIAYaNILHOrO MOCTYMOBOTO
signosnenns FVII y naidenra. Bynu pekoMenosani HacTymii 1034
npenapary:

v Mani xipypaiuni empyvanus, exmouaioun sudanennst syGis: 25-30
MO FVIIl/kr BW, nouwnaiouw npotaroM 3 TroguH nepeh
onepauieo, Wod AOCAMTH NaMiteHoro LiALOBOre MaKCHMATBHOrO
piens > 30%. [lorTopiogatu ojuty nosy kosui 12-24 romdH, npu
neobxinanocri. MoTpibHo nigrpumysary minimansui pisui = 30%.

v OGuupni  xipypaivni  empywamse 40-60 MO FVI/kr BW
nporaroM 3 roaun nepesl oncpaitieto, o0 NOCArTH HaMiuelnoro
LiNLOBOro MakcHMankHoro pieng  npubauzio  100%. Tlpw
HeoBXiAHOCTI, NOBTOPUTH cHOYaTKY uepez 6 - 12 roamun i
MPOTAreM; NpUNalivii, 6 - 14 JIHIR 10 NORBHOMO OJIY2KAHHA Ta JIOKH
Byge MONJIMBUM  HOBSPUHCINA O PErYNSAPHOTO  PEesKHMY
NpoQiiaKrHuiore  niKysals, [Norpituo NATPHMYBATH
MitiManbii pisini > 50%.

Bidnoenenun in vivo (oniiine)

Manienv orpumysanm 40 MQ FVII/cr BW juis ouinkd Bignosaenris
in vivo. 3paskn kKpoBi Gpann y BUNIAHHX ymoBax, uepes |5 xpunmn i |
FOAMNY [icns BBCACHNS JNOCHIAKYBAHOrO NiKApPChKOro Mpelapary
(IMP).

Indyruin ivynnot mosepanmnocmi (ITI) (mpu neobxionocemi)

[Mauientam, ¥y SKHX  POIBINYANCH KANIUHO 3pauMMi Ta  He-
TpansuTopni inriGiTopn, sanponoiysann poznouaru IT1 2 IMP, Bys
pekomengosalimii - monndiikosannil  Bouilckknii - npotokon  ans
eniMinadii inriditopis:

v [ayicunmu 3 inzekum gidzycor (<5 Beresya oaunuub [5O/MA))
noBuItHi oTpHmynatii S0-100 MO FVII/kr BW woans ado uepes
Jewb, Y pasi niasumenns inriditopin ao 5 bO/Mn abo Binniue,
HaLienT NOBUICIH NCPEHTH HA PCIKNM BHCOKOIO BIIYKY.

v [Tayicumu 3 gucoxunm sidzyroa (= 5 BO/Mn) nosunni oTpumysaTH
100-150 MO FVIi/kr BW koxui 12 roaur.

S rineku inriGiTopu Gynu suseacti 3 opranizmy (niksipoeani) (<0,6
BO/Mn), sinmosnenns FVIII cranonimo > 66% sin nopmi, a nepion
nanispupeacna FVHL cranosun, nionakivienie, 6 rogus, Oyao
poanouate Geiznepepsite 3iuikenis na Gnusbrko 10% Bia nouatkonol
[Tl go3u, JOKH NalienT He J0CArHE cCXeMM  Npo(inaKTHUIOore
sikysanua 30-50 MO FVII/kr BW uepes aeiib.




ByB MoNuBHI Byjtb-icnit intunii ITT nigxin.

14, TlpenapaT nopigHsiitns, 1033,
cnoci6 BeeaetH, KoHUeHTpaLlis

I5. Cynyrusa tepanis

16. Kinnesi roukn edexTvBHoCT

Hpodinaxruune gikysanns

*  YacToTa CHOHTRIHHX NPOPHBHHX KPOBOTEU TPH pa3H Ha THkKAEHD
aBo uepes Aenb npH npodiAaKTHUHOMY JIKYBaHNi, | Yy pasi
npohinakTHrn Xipypriunux ingexuiii.

Jlikynannsa no ncodxinnocri
*  Quinka ethekTHBIIOCTE Hanpurinui koxnol BE.

Binnonmeuns in vivo -
* Bianosnenus in vive (nigpaxosypanit i3 pienis FVII y naaswmi

KPORI nepca it(ys3iclo Ta MaKkcHManbIoro pisHs, OTPHMAHOTO 3i
apaskin uepes 15 xpunuin i 1 rojgwny nicng ingysit).

17. Kinuesi Touku éesnexu

ImynorenmieTn
"  Ananiz na inriGitopu a0 FVIII
Tt nepeainni Sesneien

*  Hebaxani ssuua

' QOcloBHI TOKA3HHKHM KWTTERIATBIOCT  (apTepianbHuil  THEK,
4ACTOTA CEPUERHX CKOPO'CHDb, 'ACTOTA AMXAHHS | TEMIIEPaTYpa
Tina)

*  NaGoparopui nokaznniy Ocsneku (kinkkictn eputpounTtis [RBC,
kinekictn,  nefikownrrie [WBC),  remornofiv,  remarokpur,
KitbkicTs  TpombBounrie,  anakinaminorpancepaza  [ALT],
acnapraTttpatcaMinaza [AST], kpeatriin cHporaTKH KpoBi).

18. CrartucTiuti MeTonu

Hisxoro indepenuifinoro ananisy 3 BHKOpUCTRHHAM (OpManbHOMO
TECTyRAlNA  HE TNANYBAJNOCL Y  WLOMY  HEKOHTPOALOBRHOMY
nocqimxenti. O6’em rubipkn Byr suanaucuuii anperrusoio Komitery
10 NIKAPCRKHM Openapatam Ans meluuaHore sacrocysains (CHMP),
nilouolo  Ha momenT nouarky nochimkenusn. OTie, Hiskoro
Giopmansiioro  nigpaxyuky ob’emy BuOipkM  He NpPOBOAMAOCD.
CTaTHCTHUHI aHani3K NepBHHHOT T BTOPHIHOT KiHUEBHX TOUOK Bylin
OITHCOBHMH.

19, Hemorpadiuni pani mocnin-
aysanot nonynsniii (cTarth, Bik,
paca, iHle)

3 110 azapecectposatix nanienris, 108 manu mani, sibpani nicas
higysauns Human cl rhFVIIE i Gynn sraoueni y suBipkn ITT Tta
ananizy 6eanexu (SAF). Bik nin vac expuninry y suGipui ans onitkn
Besnery xonusases Big 0 1o 146 micauie, i3 ceperHunM 3HAYCHHAM
9,5 micauis. BinswicTs naienris 6yny esponeoinnoi pacu (82,4%);
13,0% 6ynu aziatamn, a | nauient (0,9%) OGyR aMcpUKAHCHKHM
inniattiem afo  xopinuum wurenem  Anscku. 42 (38,9%) mann
remo(binito B cimciinomy anamuesi, 13 (12,0%) mann B cimefigomy
aHamuesi inribitopn go FVIIL, a 73,1% natlieuTis Manu reHHHHA
Aethercr, NOB”s3aHKH i3 BHCOKHM PH3HKOM YTROpelHs inribiTopis.




20. Nokaznukit edekTHBHOCTI

Y uenrtpi ypard ananisig cdexriprocti Gynn nani 3 nepiopis 6e3
iNridiTopis, WD yIHHKIYTH HIOMHIIKH OLiIKH, SIKA MOXKE BHIAKHYTH B

pesynsTaTi HefiTpanisytouoi il iuriditopis i/abo remocrartnunol Al

NiARMINEHHX 103, BREACHHX nia vac nikysanus [TI.

[ podisrawrnune gikysarnns

Edexrunuicti npodinaktaiiioro nikysanis oulinIOBANH M0 Micaunil
4acToTi  cNOWTAHHMX  npopuikx - xposored  (MBR) nin  uwac
npodinakTiviiore  NikyRaHua K BiAMINMY, rapuy, nOMipHY uH
HU3LKY. 3aranbHa ouinka eekTHBHOCTI npohinakTHKM CNOHTaHHHX
BEs nanpuxinui nocnijurerus (3anporpamonana, 06’ exTHBHA OLiHKA)
Gyna siaminnowo (MBR < 0,75) y 100 (98,0%) nauicuTis, MOMipHOIO
(MBR > 1-1,5) y | (1,0%) nauienra, i nusscoio (MBR > 1,5) y 1
(1,0%) nauieuta. Jdnst scix Tunin BEs cepeanst icauna uactoTa
kposotey (MBR) cranoewna 0,385 (95% CI: 0,299-0,472), a
cepealbopivna wactoTa kposoted (ABR) cranorina 4,693 (95% Cl:
3,635-5,751). dua cnourannix BEs cepemis MBR cranosuna 0,080
(95% Cl: 0,035-0,125), a ceperubopiuna uacroTta kposoted (ABR)
cranonuna 0,976 (95% Cl: 0,431-1,521). Jlns mauientic Ha nocridmii
npopinaktiui  (N=50), wuactora «poporeu Oyiha HUKMOIO: ANg
cnontanuix BEs cepennss MBR crattosnia 6,044 (95% Cl: 0,019-
0,069), a cepeans ABR cranosuna 0,536 (95% Cl: 0,233-0,839) i ana
Beix tunie BEs cepenns MBR cravosuna 0,296 (95% CL: 0,207-
0,3806), a cepenua ABR cranopuna 3,609 (95% Cl: 2,523-4,694).

I3 108 nauienris y pochismenni, 99 nauiewris sasznann BEs, 94
nauienTd manu BEs, ski nikysanu npenapatom Hysix, i 85 nauicnris
manu DBEs nporarom nepiopis 6e3 iuribirtopis, ski JikyBainu
npenapatoM Hygir. Kinnkict, BEs y pubipui BLEED nporarom
nepionis Hes inriditopis cranosiina 808 (y 85 nauientis), 294
(36,4%) erimkar y 66 pandenTin HPOTATOM  NPOQIIAKTHYHOMND
nikysanna, 502 (62,1%) y 51 wvauienra nir uwac NikyepaHHs no
neodxianoeri, 4 (0,5%) y 3 naitiewris nil uac ApoginakTHKK
xipyprivnux indexuidi i 8 (1,0%) y 4 nauicurin nig vac nikysanis [TI
(nauienTn 3azuany BEs y 6inbty vise oaniil is unx kateropiii). 13 uux
308 BEs, 190 (24,3%) Gvan jpoxymenTanbiio ninTeepiokeHi s
cnonrrauni, 584 (72,3%) - ax rpasmartiuini, 4 (0,5%) — ak nocr-
onepaitiiiti ta 24 (3,0%) - ax il abo ueripomi. Kposareui 3 nesiinx
ninsnok naifuactie cnocrepiranucs B konini (93 [11,5%)]), poroniii
nopoxHuti Ta whronoriti (g 0box 76 [9,4%]), a TakoK pyui, Ho3i Ta
noci (y womnii no 72 [8,9%]). «linuin wmicus kposoTeui
HapPaXoByBanM abecogoriy GinbLiicTs KpoOBOTEY, 10
XapakTepu3yBanucs Kinbkona Ainanicamn: 294 (36,4%).

Ouinka ediexrusnocti nanpuking BE Sazyranacs na o6’extusHiit 4-
Ganuuiit  wkani  Ta npomojunaca  GaThkamy  (oAMM i3
oarbkis)zakonuum(-1)  onikyuom(-amu)  nauienra  (pasom i3
AochianukoM  y  pazi nikysamnst  wa  micdi). Bimewicte BEs
olliloRanICh MK TaKi, Mo Mand siaminny (63,4%, 510 BE) abo rapny
(29,5%, 237 BEs) eheictupnicts nikynani; eekTHBHICTb NiKyBaHits
otlinoganachk aK noMipua ans 51 (6,3%) BEs i ax sigcytua - ahs 6
{0,7%) BEs. Cepenna xinwkicrs indiysiii na onwi enison ctanosimna
1,4 indyaiit (+ 1,08, nianazon: 1-11), a cepeans noza na BE/kr macn
tina 6yna 51,3 MO/kr (449,54, nianaszon: 15-663). Beboro 24
nauieiTa Manu 206 Xipypriunux grpydain, siki Oyianr Biotioueni y
Bubipky SURG. 13 unx, 13 nauientis many HeBenHKi Xipyprivmi
pTpyvanns, a il ualicuris mani obwupii Xipypriuni Brpydants.




JBagusats oana 3 UMx onepauiit Mana 3aranbHy oLinky eeKTHBHOCTI
(bazyBanmacs mna of’ekruBniii 4-GankiHiil wkani) Ta NpPOBOAHIACH
cTinbio reMaTtonorom i Xipyprom (ouinka ne nposoaunacs ans 5
onepauiii), 3 nux 15 onimosanuck ax Taki, wWo Mamd BiAMINHY
e(peKTHBHICTh, 3 - Manu Tapiy e(peKTMBHICTL, 2 - nomipuy
ehekTuBnicTh i | — BiacyTmo ediextupnicts. Xipypriune BTpyvaniis,
ouitielie fK TaKe, L0 MaNo «BIACYTHIOR e(PEKTHRHICTL, NPOROJKIOCS Y

nauienTa 2 inriditopamu.
Biguonncunsis in vivo
Busnavenns signosnenirs 6ynn onuiiinimiy (ane pekomenaoBaHHMH)

B paMkax jocnimkernus. [Tomitni pisni FVII y nnasmi xposi dynu
ABHMMH depe3 |5 xBuaum nicna Eeefenis npenapaty, | pisui

sanitandes B osuadnii konuenrpauii uepes 1 roanuy. Cepenne

noctynose IVR (% ua MO/kr) kanuranoen y pianazoni gin 1,43 no
[,78. BusnaucHus nepiofiis nauissuselelns Ta simgposnients y 1Tl
NaLiEHTIB BUKOPHCTOBYBAAK AJisl OLIHKH NIOBHOTO YCUIXY JiKyBamts
ITI, Kpurepi#i sinnosncnnsa (IVR = 0,99 [66% sin |,5%/(MO/Kr)])
Oye AorpumaHnii y 7 (38,9%) nauientie, a kpuTepili nepiony
naniseupencitis  {nepiost nanissupenennst = 6 roanH) O6ys
notpusanuit y 6 (33,3%) nauicytie i3 18 nauienTin y ananisi
egexrnarocti ITL

21, [MokazunkK Deanexu

[myuoreitniers

OclioBHOIO KiHUEBOIO TOUKOKY WbOTO JlOCHiPKeHHA Oyna ouinka
possutky inriditopin 1o FVIHIL v PUPs, ski npoxoauin nikypaHiis
npenaparonm  Hyeix. luribitopu  owimonann s NO3HTHBR, SKULO
moaupikopanuii berteana-ananiz (Momudpikanis Heiimered) nasas y
pesynbTaTi THTP > 20,6 BO/MI y GyNb-aKknii MOMEHT Hacy npoTarom
fepiony criocTepesKeilis.

I3 105 nauienrie y nonynanii ITT, sxi npoiiruau, npuHaimui, oaun
TecT Ha inriGitopn nichn EDI, y 28 (26,7%; 95% CIl: 18,5-36,2)
PO3BHEYIHCE INCIBITOPH, yci many < 34 EDs no puapnedus; y 17
(16,2%; 95% Cl: 9,7 -24,7) nanientiz po3BHHYBCS BHCOKMET THTP
inriGitopis i y 11 (10,5%; 95% CI: 5,3-18,0) nauicuris po3snuiyscs
HM3bKHHA THTp inriBiTopin. [z 28 nauwiedTis, y AKHX pO2BHHYIHCA
juribitopn, y 25 Bouu munHHknu 3a < 20 EDs a0 BHABNEHHS.
Cepeannna xinekicte LDs no nepiol nigrseploxenol akTHBHOCT
inriditopin  crarnosnsia 11,0 jmis  (uianason:  4-34).  Ananizn
noricTuunol perpecii ta Cox perpecii nokasasi, 110 BHCOKMIT PHIHK
myTauii rena F8 i six < 12 Micauie npu nepuiomMy JiKyBaHHi €
OKPEMHUMH [IPOrHOCTHUHUMH (PAKTOPaMH POIBMTKY iKriGiTOPIB.

Y nnonmy poctijerenui 18 nanicnrin orpusysanu gikysanma IT1
13 10 nanientis, aki Mann inriGiTops, anc 1c oTpUMYBaH HKYBalHA
ITI, 5 smamm nusskuil THTp TuriGiTopin, aKki BHAANSAH  LIISXOM
NPOAOBACENIIS NPOYHIAKTHYHOrG  Nikysanng, He nounnaioun [T]
(robTo, TpanzuTopui inribitopn), 4 RiaMormnca Bia NikysaHHa IT] Ta
| npunuHMB yuacTb y jochigneHui B jicHs nouatky I1T1 uepes
nebaxatie asuule {AR),

binni pesynwrarn desneru

Besoro 101 (93,5%) nanieur nepenic nebawani asmina (AEs), wo
BHINIKIM B XOAI JNikymanHa; 3a HUMH cnocTepiranu nicna 652 i3




o,

25,551 indysiit (2,6%), mreacnux nin vac pocnimkenng y subipui
SAF. [3 108 nauienrie y subipii SAF, 95 (88,0%) nepenecnu nerxi
AEs, 54 (50,0%) - nomipni Alis i 27 (25,0%) - moxxi AEs. Haiibinow
yactimi AEs, npo sxi nosigomnsnocs, Gynu rineprepmis (56,5%
nauienTis), nasodapunrir (32,4%), iuriGitopu ao ¢akropy VIII
(25,9%), anemis (19,4%) i punit (18,5%). Binbwicte AEs, uiwo
CIIOCTEPIrANNCh Y JIOCHIJBKENI, NPSACTABNNIOThL Ti, 10 O4iKYBaAHChH
Bu y mubipni PUPs, 33 aknmmu cnocTepiraan npoTsroM TpHBANOro
vyacy (Hanpuiaan, nopylieHnst  WAylNKOBO-KULIKOBOrO  TPaKTy,
inthexuil Ta rineprepmis).

Bei 19 nauienris y ananizax Gesnewn ITI 3aznann neGaxadi ssnina
(ALs), wo suuuknn © xoni sikyeanns nig uac [TT. HalGinsw
vactimn ALLs, nmpo ski nosigonnsnocs nip vac [Tl Synu rineprepmisn
(11 [57,9%] nauienris), nasothapuurit (6 [31,6%] nauicHris) i anemis
(5 [26,3%] nauienria).

Canunm AE, wo Buuieno y 6inbll HidNG 0QHOMO NaLieHTa OpOTATOM i
nicas  Xipypriunux nrpyvann, Gyna anemis, ska sunvkna y 3

nanicHTis (Manienr Ne 05-41-01, Ne 05-55-08 i Ne 05-55-15).

Anemis 6yna nerkoio Ui nomiplomo, tie non’szanoio 3 IMP na qymky

Jlochianuka, i npoifluma B KOXIIOMY BHNAAKY. AHEMId BHABHIACS e

NOR’A3aHOI0 3 BTPATOIO KPOBI Nig wac Xipypriuiux BTpyuaub,
OCKiNbKH

MaKcHMalblla BTPaTta Kpoei Npyu  1HMX  Nipypriviidx  BTPyUalnax
crangauna 10 mn.

Y uhoary focnifxenii He 6yno cmepteii.

bysio nokymenTaneHo niaTeep/keto &8 cepiioznnx HeBAKAHKX ABHLL
(SAEs) y 48 (44,4%) nanienris. Cepea SALs, npo axi nosinoMasnocs
y Ginbwm nixe 1 nauienta, Gynn iuriGitopit o (axropa VII (28
naientin)  (nomepcanso  musnaucki sk SAEs y  npotokoni),
rineprepmis (5 nanienTir), remaroma (4 nauienTa) Ta nos’szana 3
npucTpoeM  indextis,  nos*izandii i3 NpPHCTPOEM  Cercuc,
racTpoeHTepPHT, reMapTpo3, reMoparitHa aiemis, TpazMa ronosn Ta
fIeBMOHis (110 KoskitoMy y 2 nanientis). [po, npunaiimMii, MOKIHBO
non’szani SAEs, 3a ouinkowo jpocsiannka, nopiomnsmocs y 29
nadientis. Llomn SALs 6yan inriGitopu so daxropa VIII (28
nauienrie) i sucun (1 nauient). lnriGiropn po paxropa VI i sucun
Oynu ouikysauumu nobivmamn peakuismu y PUPs, ski otpHMysan
nixynanns (axropom VIII.

Y 2 nauientin Gyau ALs, sKi npuspeni 10 0CTATOYHOTO MPUTTHHEHHS
NKYBAHIA JIOCAILKYRANKMM 1pCHapaTom (KPonWe’sHka Ta iHriGiToph
20 daxropa VI [ronoBioic npiunioe npuninenis sikysakns 6yio
TE, 140 He Byno poznouato nikysas [T1).

Cepen AEs, ouideHux gocniatnkom sk Taxi, 1o nos’szani 3 [MP,
Oynu

inribitopn po daropa VI (28 nanicwris), anemis (2 nauienra),
ekximoz (2 nauienra) 1 resmoparivna  ancmis, CinepUyTNHBICTS,
rineprepaisi, BHCHN | kponus’sika (N0 KOXKHOMY Y OKpPEMOIo
tauienta). Cepen ALs, ollieHnX CNOHCOPOM AIK Taki, 110 NOB’A3aHi 3
IMP, 6ynu inriditopr no dakropa VI (28 nauientis), rineprepmis
(20 nanienrrir), sucun (5 nauienTin), rinepuyTausicTs (2 malieHTa), a
TakoxK 03100 | KponH'siHKa (N0 KOWHOMY Y OKPEMOI0 NaLieHTa).




U
78 nauientis (72,2%) 3azuanu AEs, axi Gyan THMYACOBO MOB’s3aHi 3
341 indysicio, To6TO, BOWM BHIIMKIN MpoTAroM 24- FOAHH Nicis
BiAnoBiANOT iHY3IT.

Cepen AEs, wWwo no’asani 3 inwumMu gninidimumi nabopatopHimu
BIAXUNENHAME  MOKA3MKKIB, Oyitn  niaBUILenHs  pisua  IywHoi
(ocarasit B Kpoi Ta JiHKeHHS (GEPHTHHY B CHpOBATUI KpOBI ~
obmnasa y oxpeMHX nauienTis. Kninivno 3wauyin  pesyhorartH
OCHOBHHMX NOKA3HUKIB IKHTTERISNLHOCT] monarany y az6iabmenti
Temnepatypu Tina. B uinomy, npenapar Hyeix noOpe nepenocHscs
NPOTAroM JOCHAKEHIIS,

-PE3VIILTATH JOJATKO-
BOTO JOCIIIKEHHS ITI

18 nauienTie npoxonunn pikysanng ITL

Bik nin wac ckpunHinry B monyasuit 1Tl konusascs sig 0 no 17
Mmicauis i3 cepeaniM mokasimukom 7.0 micsuip. BinburicTs nauiedTin
Oynu  esponeoianoi pack (88,9%); 2 (11,1%) 6yan asiatamu.
Tpunaauste i3 18 mawienris (72,2%) y nonyasuii [T ne mann
inridiTopin v ciMeliliomy anasnesi.

Has nixysanns ITI, nauienth manu B cepennsomy (£SD) 710,0 +
377,12 anie npuilomy npenapaty Hyeix, B cepeaHbomy 1059,4 +
7578 indysiit i cepenio zaransiy nosy 108,265,5 + 76,581 MO/kr
Bw.

I3 18 nauienTin, BiAOUEHHX y fofarkose pochimkenns 1TI, 4 (22,2%)
nauienra sakinuumn ITI 3rigno 3 npoTokonoM nosuicTio yeniwxo, 1a
AyMmky pocniamixa. Lle nsoe nanienris (11,1%) sianosiganu scim 3
KPUTEPIAM YCHiXy, HE3BAKAIOUH 1A T, 1O AOCTIAHWK He MiATREpAHE
JOKYMENHTRILHO HOBLHOre yonixy. Oane nauienT Map vacTKOBHA
yenix, i 1 manient mas vactkornii piaryk (no 5,6% xosuuii). Pewra
|0 manientir Mann needexrunny [T, 1 rie Bianosiganu SKOAHOMY 3
kpuTepiie  yemixy (3 uwepes needexkTHple nikysadma, 5 depes
npoxomxeHis 30 micauis nikysauus [T Ges pocardenus sKOAHOTO
KpHTepia ycrixy, | vepes Binkmukany 3rony ta [ depes nocriidiuii
nepexia fia inwuit npenapat FVIL). KinkkicTs goTpumaiiux kpurepiis
YCRiurHocTi B X0Ai jocnimxenns craosuna 3 y 5 (27,8%) nauienris,
npunaiiMui, 2y 7 (38,9%) nauientis, npunaiivui, 1y 8 (44,4%)
nanientis i 0 y 10 (55,6%) nanienris. Kpurepili yemixy 3
inriGiropamu (inriGitopn o FVIII:C neratusni, Tofto, < 0,6 BO/Mn)
Gys notpumannil y 8 (44,4%) nauientis, kpurepiii Bianosnenns (IVR
z 0,99 [66% Bin 1,5%/(MO/kr)]) 6ys norpumannii y 7 (38,9%)
nauienTis, a KpuTepiit nepiogy  naniseueexchus  (mepion
nanigBHREAEINA > 6 roann) Gy gotpusanuii y 5 (27,8%) nauienTis.

Bei 18 nauientis nepenecnu AES, 110 BUHHKIH B XOA1 JIKYBAHH, [MiA,
yac ITL SAEs puiminn y 13 (72,2%) nauienriz nig vac 1T Tpu
(16,7%) nauienta saznand ARS, 1O oUiHIOBANHCE NOCHIAHHKOM 5K
BIPOriAHO/MOKNUBEO 1108”3811 3 ROCHLKYRANNM JIIKYBAHHAM Nij uac
ITL.

-

22, BueHosok (oTprmani
pesyneTaTh)

OcHoBHa MeTa Jlochijpkenist nonaraia B OUIHUE IMYHOPEHHOCT
upenapary fygix y naunienTtiz 0e3  NOnNepeaHbLOro JIiKyRaHH:A
konuentparamu FVII abo inwnMu npenapataMin gposi, Wwo MicTsT,
FVI (PUPs), nmaxom uacToro MouiTopHiry nadiewrie va inriGitopu
no. FVIL InriGitopn o FVIL Synn sussneii y 28/105 (26,7%)
nauientis; y 17 (16,2%) nauientis poanluymics inriGitopu 3




BHCOKHM THTPOM i v 11 (10,5%) nauientin po3runynuck inriGitopn 3
HU3LKHM  THTPOM (siki Oynin Tpansurtopiusmu v 5 nauieuris). Ll
Pe3YALTATH BKA3YIOTh HA T, L0 HACTOTA PO3IBHUTKY IHCIOITOPIB A8
npenapaty fyeix Gyna HIKUOIO, HIK 4ACTOTA, L0 MTOBIJIOMISETHCH B
aitepatypi suis PUPs, ski  nikyBanuch iHIIHMH - npenapatami
pekomOinanTioro Qaxropa VIIL orpumanoro 3 KINTHHHUX JiHiii
XoMm’sika, 1 BiAnosizac WKyl vyactoTi po3BuTKY iuriditopis, O
cnocTepiraiacsl 3 npenaparaMi, OTpHMaliMi 3 [ia3Mid Kposi B
aocnijpkenii SIPPET, Hiskux inriGitopis ne 6yno BHSBIEHO Y
NALIEHTIB i3 HEHYILOBUMH MYTalLisIM K,

Lle nocnikenns niaTsepanno eexkTuBiicTs npenapary Hyeix Takox
y PUPs ans npoginakrikn, ans  JniKyBavHs KpoBoTed i Juis
NPOPINAKTHKI  XIpYprivunnx  iekiiil, o1HouacHo BKasylouu Ha
cnpusTauBy Oesneky Ta nepenocumicrn, AKa BiAnoBigac Tid, o
cnocTepiranacs y padiuie gikosaunx naiticnris (PTPs).

B uinomy, pe3yantaTin UbOro A0CHjKeHH T0KA3YIOTE, U0 Npenapat
Hysik mas saranbiy vactory inriditopis 26,7% i vacrory iHriditopis
i3 Bucokum tuTpom 16.2% v PUPs, o nigareepakye BiaMiHHy
| epekTHBHICTL | rpohins Besnexi, Gk cnocTepirasucs y nonepenHix
nocaiokennsx y PIPS (ropocesi ta it ).

BUCHOBKH TOJATKOBO-
'O JJOCIGKEHHS ITI

Jlikysanusa I'T1 y noparkosomy nocuixenui [T Gvao yenimmum y 6
nauientis (33,3%), 3 4aCTKOBHUM YCIIXOM/BII'YKOM 1e Y 2 NalieHTin
(11,1%). Xoua Hwkui, Wi nNOKAa3HUKW  yenixy, npo  ski
MOBILOMARANOCH Y JHTEPATYpi, HOPIBHSHHI MOAKYTL OYTH CNOTBOPEHI
JAekinuskoma  pakropamu, BKJIOUAIOUH BUANOBIANT  AM3aiiim
jgocnijpkenng ta BuGipkn nauwicnris, Hiskcux nosux  nobotosatib
(3anenokoenis) 3 npuBojy 6e31eKkn He BHIHKAJIO NI Yyac JNiKyBaHHs
ITI npenaparom flyeix.
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Clinical Trial Report
GENA-08

1. Name of medicinal product {(Marketing
Authorisation number, if any)

Nuwig

2, Applicant

Octapharma Pharmazeutika Produktionsges.m.b.H.
Oberlaaerstrasse 235

1100 Vienna

Austria

3. Manufacturer

Manufocturer responsible for bulk production, primary
packaging, visual inspection, integrity testing, quality testing,
batch release of final product (powder for solution for injection
and solvent):

Octapharma AB, Sweden
Lars Forssells gata 23.
112 75 Stockholm Sweden

Manufacturer responsible for visual inspection and integrity
testing for powder for solution for injection, labeling and
secondary packaging of the final product (powder for solution
for injection and solvent):

Octapharma Dessau GmbH, Germany

Otto-Reuter-Strasse 3, Dessau-Rosslau, Sachsen-Anhalt,
06847, Germany

Quality testing, visual inspection of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Schutzenstrasse 87, 99-101 88212 Ravensburg, Germany

Production, quality testing, visual inspection of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Eisenbahnstrasse 2-4 88085, Langenargen, Germany

Visual inspection, quality testing, labelling and secondary
packaging of solvent:

Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Mooswiesen 2, 88214 Ravensburg, Germany

Visual inspection, stability testing of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany

Helmut-Vetter-Strasse 10 88213 Ravensburg, Germany

4. Conducted studies:

Kyes

O no if no, provide rationale

1) type of medicinal product for which
registration was conducted or planned to
be conducted

Coagulation factor VIl




5. Full title of the clinical trial, code
number of the clinical trial

2 7’
Clinical Study To Investigate The Efficacy, Safety, And

Immunogenicity Of Human-cl rhfVIII In Previously Treated
Patients With Severe Haemophilia A

6. Clinical trial phase

3

7. Clinical trial time frame

from 22-Jun-2010 through 31-Jan-2012

8. Countries where the clinical trial was
conducted

Germany, Austria, Bulgaria, United Kingdom

9. Number of subjects

planned: 32
actual: 32

10. Primary and secondary objectives of
the clinical trial

Primary objective

* To determine in previously treated patients (PTPs) with
severe haemophilia A the efficacy of Nuwig during
prophylactic treatment, in the treatment of bleeding
episades (BEs) and in surgical prophylaxis

Secondary objectives

* To calculate the incremental recovery of factor VIII
coagulant activity {FVIII:C) for Nuwig

» To investigate the immunogenic potential of Nuwig

® To assess the safety of Nuwig

11. Clinical trial design

Prospective, open-label, multicentre Phase 3 study in PTPs
with severe haemophilia A

12. Key inclusion criteria

Inclusion criteria

= Severe haemopbhilia A {(FVIIl:C £1%; historical value as
documented in patient records)

= Male patients 12 years of age or older

» Previously treated with FVIII concentrate, at least 150
exposure days (EDs)

= Immunocompetent (CD4+ count >200/ L)

= Negative for anti-human immunodeficiency virus; if
positive, viral load less than 200 particles/uL or less than
400,000 copies/mL

= Freely given written informed consent

Exclusion criteria

» QOther coagulation disorder than haemophilia A

= Present or past FVIIl inhibitor activity (20.6 Bethesda units
[BU])

= Severe liver or kidney disease {alanine aminotransferase
and aspartate aminotransferase levels >5 times of upper
limit of normal, creatinine >120 umol/L)

= Receiving or scheduled to receive immuno-modulating
drugs (other than anti-retroviral chemotherapy) such as
alpha-interferon, prednisone {equivalent to >10 mg/day),
or similar drugs

» Participation in another interventional clinical study
currently or during the past month

= Participation in any other study with Nuwig




13. Investigational medicinal product,
method of administration, strength

Nuwig is a B-domain deleted, human-cell line-derived
recombinant FVIIl concentrate for intravenous use. It was to
he administered as an intravenous bolus injection at a
maximum speed of 4 mL/minute.

Dosing
IVR assessment

501U FVIII/kg {exact amount according to the labelled
potency)

Prophylactic treatment

30-40 IU FVIII/kg every other day until 6 months and at least
50 EDs had been reached. Two dose escalations of +5 IU/kg
each were allowed in case of an inadequate response (=2
spontaneous BEs during one month).

On-demand treatment

The Nuwig dosage (and duration) for the treatment of BEs
depended on the location and extent of bleeding and on the
clinical situation of the patient.

The following dosage recommendations were given:

= Minor haemorrhage: 20-30 1U FVIII/kg every 12—24 hours
until BE resolution

= Moderate to major haemorrhage: 30-40 U FVII/kg
every 12-24 hours until BE resolution

= Major to life threatening BEs: an initial dose of 50-60 {U
FVilI/kg and subsequently a dose of 20-25 U FVIlI/kg
every 8—12 hours until BE resolution

Surgical prophylaxis

The dosage and duration of treatment with Nuwiq depended
on the type of surgery and the patient’s individual
incremental recovery. The following dosage
recommendations were given:

= Minor surgeries, including tooth extractions: 25-30 |U
FVIII/kg within 3 hours prior to surgery to achieve an
intended target peak level of about 50-60%, repeated
every 12-24 hours until healing was complete. Trough
level was to be maintained at approximately 30%

a Major surgeries: 50 1U FVIlI/kg within 3 hours prior to
surgery to achieve an intended target peak leve] of
approximately 100%, repeated if necessary after 6-12
hours initially and for at least 6 days until healing was
complete. Trough levels were to be maintained at
approximately 50%.

14. Comparator, dose, method of
administration, strength

15. Concomitant therapy

16. Efficacy endpoints

Prophylactic treatment




4
The frequency of spontaneous breakthrough bleeds/months
under prophylactic treatment was assessed as excellent,
good, moderate, or poor:

= Excellent: Less than 0.75 spontaneous BE per month

= Good: Between 0.75 and 1 spontaneous BE per month

» Moderate: Between 1 and 1.5 spontaneous BEs per
month

= Poor: More than 1.5 spontaneous BEs per month

Y
5/

( On-demand treatment

At the end of a BE, the following efficacy assessment was
made:

= Excellent: Abrupt pain relief and/or unequivocal
improvement in objective signs of bleeding within |
approximately 8 hours after a single infusion
= Good: Definite pain relief and/or improvement in signs of |
bleeding within approximately 8-12 hours after an |
infusion requiring up to 2 infusions for complete |
resolution |
» Moderate: Probable or slight beneficial effect within
approximately 12 hours after the first infusion requiring
more than two infusions for complete resolution
x = None: No improvement within 12 hours, or worsening
of symptoms, requiring more than 2 infusions for
complete resolution

Surgical prophylaxis

Efficacy was assessed at the end of surgery by the surgeon
and postoperatively by the surgeon and the haematologist
using the following scales:

Intra-operative efficacy

= Excellent: Intra-operative blood loss was lower than or
equal to the average expected blood loss for the type of
procedure performed in a patient with normal
haemostasis and of the same sex, age, and stature.

* " Good: Intra-operative blood loss was higher than average
expected blood loss but lower or equal to the maximal
expected blood loss for the type of procedure in a patient
with normal haemostasis.

» Moderate: Intra-operative blood loss was higher than |
maximal expected blood loss for the type of procedure
performed in a patient with normal haemostasis, but
haemostasis was controlled.

* None: Haemostasis was uncontrolled necessitating a ‘
change in clotting factor replacement regimen.

Postoperative efficacy

= Excellent: No postoperative bleeding or oozing that was
not due to complications of surgery. All postoperative
bleeding (due to complications of surgery) was controlled
with Nuwiq as anticipated for the type of procedure.

* Good: No postoperative bleeding or oozing that was not
due to complications of surgery. Control of postoperative




bieeding due to complications of surgery required
increased dosing with Nuwiq or additional infusions, not
originally anticipated for the type of procedure.

= Moderate: Some postoperative bleeding and oozing that
was not due to complications of surgery; control of
postoperative bleeding required increased dosing with
Nuwig or additional infusions, not originally anticipated
for the type of procedure.

= None: Extensive uncontrolled postoperative bleeding and
oozing. Control of postoperative bleeding required use of
an alternate FVIIl concentrate.

An overall efficacy assessment taking both the intra- and
postoperative assessment into account was done by the
surgeon and haematologist.

IVR

The IVR was calculated at study entry (Visit 1) and after 3 and
6 months of treatment from the FVIII levels pre-infusion and
the peak [evels obtained in the 15, 30, 45 or 60 minutes post-
infusion samples. Recovery was calculated based on the
actual potency of Nuwig; both the chromegenic (CHR) and
the one-stage (OS) assay were used. Recovery results over
time were analysed.

17. Safety endpoints

= Safety was assessed by monitoring adverse events (AEs),
vital signs, and laboratory parameters.

» Vital signs (blood pressure, heart rate, respiratory rate,
body temperature), tested at predefined time points

» Safety laboratory tests comprised haematological
parameters, clinical chemistry parameters and serum
electrolytes, tested at predefined time points

* |nhibitor activity was determined by the modified
Bethesda assay (Nijmegen modification) at the screening
visit, immediately before the first and second Nuwig
infusions, after 10 to 15 EDs, after 3 months and at the
completion visit after 6 months provided at least 50 EDs
had been reached. The threshold definitions were 0.6 to
less than 5 BU for a ‘low titre” inhibitor and 5 BU or more
for a ‘high-titre’ inhibitor. Anti-rFV1l antibodies were
measured at the same time points

18. Statistical methods

The statistical analysis of all endpoints was exploratory. No
confirmatory hypothesis testing was planned.

Due to the limited number of patients, no stratification for
any subgroup analyses was performed, except for the analysis
of the subgroups of patients with BEs and those with
surgeries.

19. Demographic data of the study
population (sex, age, race, etc.)

Patients enrolled in the study were males between 18 and 75
years of age; 9.4% were Asian and 90.6% were White. Eleven
patients had previously received on-demand treatment with
an FVIIl concentrate and the remaining 21 patients had
received FVIll concentrates as prophylaxis.




%

20. Efficacy outcomes In vivo recovery

The mean VR at the beginning of the study was 2.2+0.5% per ‘
IU/kg as measured by the OS assay and 2.630.5% per IU/kg as
measured by the CHR assay. Values at 3 and 6 months were
slightly lower but all 90% confidence intervals were fully
within the limits typically used for bioequivalence testing.

Prophylactic treatment

A total of 44 bleeds occurred during the study at any time
after the start of study treatment. Of those, 28 (63.6%) were |
minor bleeds and 16 (36.4%) were moderate to major. No ‘
bleed was major to life-threatening. There were 26 (59.1%) i
spontaneous bleeds, 16 (36.4%) traumatic bleeds, and 2 ‘
{4.5%) bleeds due to other causes. Half of the patients never |
bled, 11 (34.4%) bled once and five (16.6%) more than once.
Thirty-two patients received Nuwig as prophylaxis for a mean
of 85.1+15.4 EDs and 6.0+0.9 months. The average amount of
Nuwig patients received for prophylaxis was 32.8+2.8 |U/kg
per infusion and 466.1+65.5 |U/kg per month of study. The
mean monthly bleeding rate during the prophylactic
treatment period at the end of the study per patient was
0.09510.211 for spontaneous bleeds and 0.18810.307 for all
types of bleeds. The respective medians were O (range 0-
0.71) and 0.074 {range 0-1.21). Efficacy of the prophylactic
treatment was deemed excellent (< 0.75 BEs per month) in all
patients for spontaneous BEs and excellent or good (<1
BE/month) in 31 out of 32 patients (96.9%) for all types of
BEs.
\

Treatment of BEs

Of the 44 BEs occurring in the study, 14 minor BEs were not
treated at all, probably because treatment was not deemed
to be required in these mild cases. Fifteen patients
experienced 30 BEs {14 spontaneous, 14 due to trauma and
two due to other causes) that were treated with Nuwig. Of
these, 14 (46.7%) BEs were considered minor and 16 {(53.3%)
maoaderate to major. A total of 49 infusions of Nuwig were
infused for the treatment of BEs; 88.9% of the treated BEs
were managed with 1 (81.5%) of

2 (7.4%) infusions. The median dose of Nuwig per infusion
was 32.1 1U/kg {range 20-53) and the median total dose used
for the treatment of a BE was 33.3 [U/kg (range 20-353).

Efficacy ratings were available for 28 BEs (14 minor, 14
moderate to major) and were excellent {71.4%) or good
{28.6%) for all BEs. For 2 BEs, treatment efficacy was not
assessed by the patient/investigator.

Surgical prophylaxis

The SURG population comprised 5 surgical procedures, 1
minor and 4 major, in 5 patients. For 4 surgeries {the minor
and 3 major procedures), efficacy was rated as excellent, both




intra-operatively by the surgeon and overall by the surgeon
and the haematologist. For one major surgery, intra-
operative efficacy was rated as good and overall efficacy as
moderate.

21. Safety outcomes

The safety of Nuwig was assessed in 32 patients with severe
haemophilia A. Patients received a total of 2921 infusions
with Nuwig (2722 for prophylaxis, 49 for the treatment of BEs,
58 for surgical prophylaxis and 93 for IVR assessments [one
infusion was administered for an IVR assessment and for
surgical prophylaxis simultaneously and is counted twice])
and had a mean of 90.3+15.9 EDs. The total mean dose of
Nuwig was 248,515.7+68,238.1 IU.

A total of 65 treatment-emergent AEs were recorded in 21 of
the 32 patients (65.6%). Of these, 59 (90.8%) were mild
(69.2%) or moderate (21.5%) in severity, and all except one
case of exacerbation of arthralgia in a target joint were
resolved without sequelae. Six AEs in 4 patients were rated as
severe and two of those (occurring in 2 patients) were also
rated as serious; one patient died following a status
epilepticus. These 6 AEs were either due to an accident or
could be explained by the patients' medical history; none
were deemed related to Nuwig administration. Two patients
experienced a total of 5 possibly related AEs. One patient
reported injection site pain after the first infusion; the second
patient experienced vertigo, dry mouth and parathesia after
the first and injection site inflammation after the 15th
administration of Nuwig. All of these 5 AEs were mild, non-
serious and fully resolved without requiring any action.

Analysis of laboratory parameters showed no abnormalities
that were considered clinically relevant in the context of
clinical management of haemophilia A.

There were no cases of thromboembolism, and no FVIII
inhibitors or anti-FVIIl antibodies were detected in any
patient at any time point during the study.

22. Conclusion (findings)

This study showed excellent efficacy of Nuwig during
prophylaxis as well as for the treatment of breakthrough BEs
and for surgical prophylaxis. Also, the study confirmed the
favourable safety and tolerability of Nuwig, with no
occurrences of FVIII inhibitors or antibodies.

Applicant (Marketing
Authorization Holder)

18-JUL-2023

(signature)

Dr. Cristina Solomon
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Heperxnad 3 ananificerof MogU 1A YKDATHELKY MOGY

3miT no xniniunomy Bunpodygeaitino
GENA-08

|. Hasma nikapcskoro npenapaty
(vomep peectpauiiinoro caifolT-
Bd, KO €)

Hygir /Nuwig/

2. 3asBHnK

Oxradapma Mapmanesrika [ponyrrioncree s.6.X./
Octapharma Pharmazeutika Produktionsges.m.b.H.
Oberlaaersirasse 235

1100 Vienna

Austria

(M. Bineus, Apctpisn)

3. Bupobunk

Bupobuuk, eidnogidarenuil  3a  gupobnuymeao  wepodhacoganozo
HApEnapaIny,  NePRUHNY  YRUROGKY,  Gisvarbniuti  O2i80, nepesipry
yinicnocni, MeCmyeanist AKOCMI, GUNYCK Cepil 20M08020 RIRAPCLKO20
npenapanty (Nopowaor i pazwunnur Qi posulay O in'exylii):
Orraapma AB, Hlseuin/Octapharma AB, Sweden

Lars Forssells gata 23

112 75 Stockholm, Sweden

(M. Croxronem, LLIscuis)

Bupobuux.,  eidnosidarenuli  3a  eisvanbiuii  ozind i nepesipry
yinicrocni nopowika Onst posuimy: Oist dnexyill, mMapkyeanHs ma
GMIOPUIIY YRAKOGKY 20MOBOS0 MiRaGPCLROZ0 npenapamy (hopowor i
posuunnur Orst pozunny Oas in'exyii);

Owcrapapma Jeceay TargX, Hiseurana/

Octapharma Dessau GmbH, Germany

Otto-Reuter-Strasse 3

Desssatli-Rosslau, Sachsen-Anhalt

06847, Germany

(m. Heccay-Poccnay, Himeuunna)

Tecmyeanns scocn, Gizyansinii 02nad posviimika:

Berrep Mapma — Mepriryne FvdX | Ko, KI7, Hiseanmma/
Vetter Pharma — Fertigung GmbH & Co. KG, Germany
Schutzenstrasse §7, 99-101 88212 Ravensburg, Germany

(M. Pagenchbypr, Himeuuina)

Bupobuinymeo, mecmyaanns sikocmi, gi3yansHidl 0280 POIYUHNUKA,
Betrep Mapya — deprirynr TadX i Ko, K, Hiseuunna/
Vetter Pharma — Fertigung GmbH & Co. KG, Germany
Lisenbahnstrasse 2-4 88085, Langenargen, Germany

(m. JTaurenapren, Himcuunna)

Bisyanenuil 02n30, Mecmysauns SKOCIH, MOPKYGAHHS Md 8MOPUHHA
VRAROGRS POFHUNIIUIG.

Berrep apata — Deprirynr FCaaX i Ko, K, Hiseaunna/

Velter Pharma — Ferligung GmbH & Co. KG, Germany

Mooswiesen 2, 88214 Ravensburg, Germany

(M. PagcucOypr, Himeuunna)




Bisyanviuii o2nsd, mecmyeanis cimabinbHocini posuunnuxa:
Berrep dapaa — @eprirynr 'mdX i Ko, KT, Himesrsnmna/
Vetter Pharma — Fertigung Gmbl & Co, KG, Germany
Helmut-Velter-Strasse 10 88213 Raverisburg, Germany

(. PaBeucbypr, Himeuunra)

4. [TposeaeHi nocnimxeHns:

X Tak
0 ui K00 Hi, HagaTH oBrpylTYBains

1) TR nixapcbKOTO nNpenapary,
no SIKOMY NPOBOAHIIACS
peeccTpauia abo  mmaHyBanocs
npoBseJieH g

hartop xoaryasuit kposi VIII

5. Tflosna uassa xkainiunoro
BHNpoOyBanis,  HOMep  Kopy
tidintoro sunpobysaiiis

Kainisine jloestimrennis juim snsuenns cexrnsinoeTi, Gesnes Ta
imynoreunoeri  pexomdinanrioro ¢garkropy woaryaanii  wposi
VI, orpuatanore 3 waiTinmot minit sonounnn (Fluman-cl vhFVII,
y naiienTis i3 pamkolo remodinicio A, sici paninme orpramynsasn
Jigynanns

6. Maza knixivHoroe eunpobysan-
HA

3

7. [Tepioa nposenetina xainivno-
ro sunpoBysaniis

322 ucepsiin 2010 poxy no 31 cistny 2012 poky

8. Kpainu, B SKkuX npoBojMnocs
Knitrivne BHRPOOYBaAHHA

Himeuunna, Ascrpig, Bonrapia, Bennko6puranis

9. Kinbkicts cy6’exrin

3annauonanux: 32
Graktiunux: 32

10. TlepeuHHa Ta BTOpUHHA LM
KTiniynoro sHpodysa s

Teprimma minn:

* DBuznauutH  edexTHRHiCTL  npenapaty  Hygik  nip uac
NpOPINaKTHHHOrO JlikyRauils, y JiKysanni ¢nizoiis Kposorey
(BEs) Tma npodinaktuui Xipypriviunx ingexuiii y nadieuris i3
TIORKOIO remothinieio A, ki paunile OTPUMYBaNH JNiKyBaHHS
(PTPs).

Broprmi uini:

* TlizpaxyraTH NOCTYNOBE BILIUIOBACHHS KOArymauTHoi akTHBHOCTI
¢paktopa VIIT (FVIN:C) nna npenapary Hyeix

= Jocnipwrn imyHorentuit norenilian npenapaty Hygix

*  Quinnti Besneky npenapaty Hyaix.

11. [pan gpidivnoro
BHIPOOYBaKHA

IMpocuektniie, sigkpire, GaratoucuTpone pocnijoxenun 3 dasu y
PTPs i3 Taxicoto remodsinicio A.

12. Ociiosni kpuTepil BrAIOUEHHSA

Kprrepil sruiovernins

* Tsamka remodinis A (FVIIEC < 1%; nanepeane 3vwauenus, 1100
JIOKYMENTansHO NiITBCPIKCIC B MEIHYITHX KapTax nauienTis)

* [Tauiewrn vonosiuoi crari BikoM 12 pokis abo crapuie

*  Pauiiue nikysanuch kouugurparom FVIIL npuaaiivni, 150 anig
npuiiomy npenapaty (EDs)




* 3izpopoeiid imyliterom {kiabkicTs CDd+ > 200/mikn)

* Heratununif pesynurat ananizy va gipyc iMylnoacdiunry JoanHu
(HIV); axwo nozwTumunii, mipycHe HapanTaxehnst Menite Hig

200 uvactor/mkn abo menuie nix 400,000 koniit/ma

*  J{o6poBineho liafana nHesMORA inhopmMoBana sroza.

Kprrepii siuenigucnisn

* [uwi nopywents 3ropranya Kposi, kpiM remoinit A

*  AxTasiicts inri6itopis 1o FVIII B parii vac abo B mukynomy (=
0,6 bereana onutuib, [BOY

* Tmxxe  zaxpopiorars nevwiHKH Yl nupok  (piBHi
ananiHaminorpencdepaszn [ALT] ta acnapraramivorpaHeepasn
[AST] ¥ 5 pasin nepcarllyloTs BEPXINIO MEKY HOPMM, KpeaTHuin
> 120 Mimonn/n)

*  OTpHMye uM MAAHYE OTPUMYBATH IMYHO-MOAYMOLOMD npenapaty
(kpim  awTHpeTpoBipycnol  xiMioTepanit), Taki Kk anba-
inTepdepon, npennizon (cksinancirio > 10 Mr/nens) abo noaibui
fipenapartu

*  YuacTs B imuoMy HITepRetiinoMy kKiigHOMY ROCTIKEHHT B
nannii yac abo NPOTAroM oCTaNILOrO Micals

*  VYvyacth y OyAb-skoMy iHtIoMy pochijprenti 2 npenapatosm Hyaix.

13. Hocnimxysaunfi nikapcokui
npenapat, cnoci®  BBeaeHus,
JlO3YBaAMIA

Hysiic — 1e xonuenTpat pexoM&inanTHoro (akTopy Koaryasauil kxposi
FVIUI i3 nesieuicio B-nomena, otpumantttii i3 kniTnnnot niuil mogunuy,
npustakennii - ana  sHyTpiltnLoRennoro  BHKopucTanus.  Horo
noTpibilo  eRoAMTH 8K BUYTPiINLORCHHY Gomocny iW'ekniio 3
MAKCHMAJIBIIOKD LIBHAKICTIO 4 MAN/XBHUNHEY.

Jozysauns
Ouinrcn IVR

50 MO FVIll/kr (touna xinwkicT, sianosiayo fo  sassieHol
BKTHBIOCTI).

Ipodhinaranimine aicysanis

30-40 MO FVIIl/kr uepes nenb npoTaroM 6 Micgauin i jocsrenng,
npunaiimni, 50 mnis opuiiomy npenapary (EDs).  llozronsanocs
36inbUIeHHs aBox 103 koxhol na -+ 5 MO FVIl/kr y pasi
HenocTaTHeOro BiAryxy (= 2 crnonrannux BEs nporsrom oaHoro
Micaus).

Higyeartnn no needbxidnocmi

Hosysauus (i rTpusanicts) nikysatma BEs npenaparom -Hygix
3ancKaiH Bijl Micus Ta obesry (CTynciio) KposoTeui Ta Bif kAiHiunol
cuTyauil nauiexra.

Pexomennonaui nactynni ozn npenapaTy:

8 Heaauna xpogomeya; 20-30 MO FVIIE MO/kr kowui " 12-24
rOANH 10 tupHnunenis BE,

v [lomipua wu seiuxa (obuipna) xpogomeua. 30-40 MO FVIIl/kr
koscHi 12-24 roank Ao npununenus BE.

v B@JHH\’CI Y 3Qepo3aNHGa ().H}.’. HCMNRL KPOGINEYQ: noyaTkoBpa n03a
50-60 MO FVIll/xr, i » nosansiomy sosa 20-25 MO FVI/xr




koxeHi 8-12 romun o npunuieins BE.
Hpodrinarmara xipypeiunux ingeriiii

Hosysansa ta TpHBaNicTL NiKyRaiHS NpenapaToM Hysix 3aaekani Bia
THIY XIpYpriddoro BTpy4daHus Ta iHAHBHIYANLHOrO MOCTYMOBOIO
oflyxaiing nauienra. PexoMcHaoBani HACTYNNI 103 Npenapary:

* Mani xipypaiuui anmpynanns, erovaiovn eudarens sybie, 25-30
MO FVII/kr nporsiroM 3 rofint népea onepaiticto, wod gocarri
1aMiucHoro WiNkOBOrD MaKCHMANLHOrO piBha npubnuzno 50-
60%, nopTopioBaTH J03y kowni 12-24 roauuM A0 MOBHOrO
onyucanns,  [lorpibiuo  nigrpumysatw  npubnuzno  30%
Mitimanbhuii pisenn.

* Obwupni xipypeiuni emmmanus: 50 MO FVI ke nporarom 3
roann mepen onepaiicio, o6 AOCArTH NAMIMEHOIO ULIBOBOIO
MakcHmanbioro pisns npnbnuzio  100%, nosTopioRaTH, NpH

neoldxianocti, crovatky sepes 6-12 rojiMH TA  NPOTATOM,,

npuraiimui, 6 anis 10 noenoro  oaywauuda.  [lorpiGuo
niaATpUMyBaTH npGin3io 50% minimanshuii pisens.

14. Tlpenapart nopisHsinis, no3a,
cnocid Beeaerts, KonUeHTpauis

15. Cynytha repanis

[6. Kinuegi Touxu epekTHBHOCTI

TTpodinakrinune aikyranim

HacToTy CHONTAHHMX  NPOPHBHHX  KPOBOTCY  HA  MicAilb npH
npodigakTHUHOMY JIKYBallHI  OLWINIOBAANN SIK  BiAMiIHHY, rapuy,
TIOMipIY YH HHU3bKY:

» Biominna: menutt nisk 0,75 cnourannol BE na micsilb
* [apua: 8in 0,75 no | cirowrranno’ BE rta micaun

» [loaipua: gig 1 o 1,5 cnorrrannnx BEs na micain

* Husoxa: Ginelie 1,5 cnonTannnx BEs na micsih

Jikysauns no neobxipnocri

Hanpuxinii  xposoreui  (BE)  nposopnid  HACTYNHY  OUiHRY
ciperrnBiocTi:

Bidminna: pantose noserinciis Gomo rafabo Geszanepedie
noxparnienua of’eKTHBHIX 03HAK KPOBOTCUI 1IPOTATOM NPHOAUIHO
8 rogun nicna ojuioxpatiol ingyyzil

* [apna: nesde noncriuicing Sono Ta/abo NOKpalEHHA 03HAK
KpopoTeui nNporsarom rnpudnusnto 8-12 rojmi nicas indysii, o
norpebyrano 10 2 ingy3ili 11s nosHoro oayxans.

* [lonvipna: wiporiaunit abo  nesnawiuil  crnpusTaueui  edext
aporarom npubansno 12 ropws dicas nepwol ingysil, Lo
norpebysano Ginbiie ABOX ingyy3iii AN NOBHOrO ORLYKAHHIL.

" Bidcymug: BincyTHICTL noKpauenis nporarom 12 roaun afo
noriptuenits CHMIITOMIB, 110 noTpebynano Ginuine 2 indy3iii ug
NOBIHOrO DIYKAINI,

Ipodinarxrira xipypri:unix indexuiii

1




EdextupHicTs ouitroganace nanpuxinui  Xipypriuioro BTpyvanus
Xipyprom, micns onepaiii — xipyprom | remaromorom i3
BHKOpHCTAIlIAM HACTYNHOT WKanK:

Tnumpaonepandiing ehermnaiicmn

' Bidwira: intpaonepauifina srparta kpoBi Oyna HHKYOIO UM
Ropisiosana cepeauii  ouikypauiii BTpaTi Kposi Anma  THTY
BTPYHAHIS, WO BHKOHYRANOCL Y MALEHTA 3 HOpPMANbHHM
reMocTasoM 1 Tiel ¢ cTaTi, BiKy Ta CTaTypH.

* Tgpua: inTpaonepanifina srpata kposi Gyna BHILOIO 3a cepenilo
OUIKYBAHY BTPATY KpOBi, ane MCIIUOIO uH JOpinHIOBana
MaKCHMaJIbHIH ouikyBaniilt 8Tpati Kpori AN THAY BTpYYAuns y
nauienTa 3 HOPMAJLHHM F'EMOCTAZOM,

*  [lomipna: inTpaoncpauilina BTpata kposi Oyna BuIOIO 32
MaKCHManbHY OUiKyBaHY BTPATY KPOBI JIAsT THNY BTpYyUallHs, U0
BHKOHYBANCCh Y MAlli€dTa 3 HOPMAJdbHHM TeMOCTasoM, ae
reMocTas 6yB KoHTPONLOBAIIMM.

*  Bidcymusn: remocraz OyB NCKOHTPONLORAHHM, U0 NoTpedysano
IMINN CXCME 3aMit dakTopy koarynsii Kposi.

Hocm-onepaniiing edercmugnicn

*  Bidminna: BigcyrhicTs nocr-onepaiiiinoi KpoBoTeMi YK BHAINEHD,
ki e OyIn BHITHKAHT yeknajieniami Xipyprivioro sTpyvanis.
Bei  uocr-onepauiiini kposoreui  (uepes  ycknaauciiis
Xipypriunoro BTpyuaiis) KoUTPoMORANH npenapatom Hyaix, ax
nepeabavyanoca a1 Janoro THIY BTRYalH,

* [Fapna: BigcyTuicTs mocT-oncpailiifinol kpoeoTeui 4M BHIAINEHb,
aki 1te Oy BHKAMKANT YCKNAANEHHIMH XipyprivHoro BTRyUaHHs.
Korrrpont  nocr-onepauiitiiol  kpoBoredi  dope3  ycknaaleHis

Xipypriunioro BTpyuanis sumaras 30libluenis J034 MpenapaTy’

Hyeix aBo popartkonux indysiii, sxi cnouaTky 1e nepeabavanics
JU14 Aanoro THHY HPOileaypH.

*  [lomipna: pesxa nocr-oncpailifina kpopoTeua Ta BHAINEnNs, AKi
He OyiM BHKNMKANI YCRIQJIBCIHIMM XIPYPriuHoro BTPYHarHHs,
KOHTPONL nocT-Olepaiiinol kposortedi RuMarar 30inkuieniis
o3 npenapaty Hyveix abo lonaTonrux indysiii, aki cnovariy e
nepeabayanucs As AANOTO THHY NPOLEHYPH.

*  Bidcymns: BenMKa HeKOHTPONLORANA NOCT-oNepauiiina xpoBoTeya
tTa supinenus.  KonTponk  mocr-onepauifinol  kpooTedi
noTpefyraB BHKOPHCTALHS allbTepHaTHRIIOND koluentpary FVIIIL

Jarantuy olilky edekTHRHOCTI 3 ypaxyBanlamM sk iHTpa-, TaK i nocr-
onepaniiinol cuinkn NPOeBOANAIL FK Xipypr, TaK i reMarodor.

IVR

[VR minpaxosysant npi giiouctiiti ¢ aochiloienns (Bisur 1), a
Takow uepe3 3 i 6 micuiie nikysann ua ocnosi pignis FVII nepea
indy3ieio ta MAKCHMANbIMX PIBIIB, OTPUMAIINX Yy 3paskax ucpes |5,
30, 45 aBo 60 xpusnn ricns indyzil. Bianonnenna nijgpaxosysain Ha
octoBi (haxTnunoi akTHBHOCTI npenapaTy Hygix; BHKOPHCTOBYBANH
sic xpomorenunii (CHR), Tak i opnocranidinni (OS) ananizu. Lynu
[(POAHANI30BANT Pe3yNLTaTH BiAIOBACHIA ¥ YaCi.

[7. Kinuesi Touxn 6esnexn

a BCSHCI\‘)’ OI.IiI'HOBﬂJ'.II-I LTAXOM MOIIiTOPHIII‘)’ ebaKaHnX SIBMLEL

¥
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(AEs), ocloBHHX MOKA3HWKIR >KUTTEAINLHOCT TA na60paTopnu>\7
MOKA3NHUKIR,

* OcHonni  moxasmuxK KHUTTEAISNLHOCT]  (AapTepianbHuii  THCK,
HACTOTA CEPUCBHX CKOPOUCIHbL, HaACTOTA JIMXAiN, TeMnepaTypa
Tina) JoCNiBKYBAMN B 3a3aJICi /16 BU3NAUESH MOMEHTH uacy.,

* JlabopatopHi focnijtkenns 6canekd BRAIOUWANN  reMatonorivni
moxasHuki, OIOXiMiulli MoKaszHMKH Ta BMICT eNeKTPoniTiB y
CHPOBATII Ta NPOROJMANCK Y 3a3flaNierijb BH3HAYESHI MOMEHTH
yacy.

" AKRTHBNICTh ridiropis BH3TIAYAAN 3 JONOMOroIQ
moangikosaore Beresja-ananizy (moandixauis Hefmeren) nia
4aC CKPUHIHFOBOTO RiZHTY, BiApasy nepejl Nepuioio Ta JApyrowo
iHysismu npenapaty fysix, uepes 10 — 15 anie nicns npuitomy
npenapary (EDs), uepes 3 micsuli Ta nia uac sisuTy 3asepurenis
Jlocsipxenns yepes 6 micauis, sxuto Gyno nocarnyTo, npuHaliMui,
50 EDs. Buznaueni noporosi znaueins crainorunn six 0,6 1o
mein nisk 5 BO ang inridiropin iz «umznkum ThTpom» i 5 BO abo
Ginwtie ans inribivopie i3 «BUCOKHMM THTPOMY. AHTHTINA 10
rFVII] sumipiorany B Ti cami moMenTH vacy.

18. Cratueriuni MeTomH

Cratnetuainil anania yeix kinlesnx roswoi 6ys nouryxosum. Hiskoro
ROCNIPKENHA NIATBEP/RKYIOUOT MIIOTC3H HE [1a11YRANOCh.

Yepez obmemeny xkinbkicTs nanienris, niakoi crpatupikauii ans
Oynb-sIKMX aHamizie y niArpynax e nposoAnHaY, 33 BHIATKOM aHanisy
B niarpynax nauientin i3 BEs va. nmauienrtig i3 Xipypriuimsiu
RTPY AT HAM .

19. Hemorpadiuni pani nocnia-
wysanoi nonyaauii (crate, BiK,
paca, iHe)

Manicirrn, skmoueni 8 pochijukenns, Gyian yonosiuoi cTaTi BikoM Bil
18 no 75 poxkir; 9,4% Gynun astaramit ta 90,6% Oynn esponeoiniol
pact. OaMHaaUATb NALENTIB paniuic OTPHMYBANM JiKyBaniis 10
neobxijmoett  konuewrpatom  FVII, a pewra 21 pauientis
orpumMyBant koHuerrpatH FVIIL ax npoginactiiy.

20. INMokazuuky edekTHEIOCT]

Binnoraenns in vivo

Cepennte 1VR Ha nouatky nochijtkeinins cranosnno 2,2 + 0,5% na
MO/kr, sk sumipato 3a nonomororo OS auanizy, i 2,6 + 0,5% na
MO/kr, sic Bumipano 3a gonomoroio CHR ananizy. 3uauenis uepes 3
i 6 micauis Oyan aemo nuxcuMi, ane sei 90% posipui inTepsann
Bynn mOBHICTIO B Mewax, fKI 3a3BH4ail BHKOPHCTOBYIOTBCS LIS
Jocnijokenns GioeknigancuTioCTi,

[Tpothinawrirmne mikypanny

Beboro 44 kposoTeui BHHINM i vac nochiipkenns B 0yis-akuii vac
nicns nouatky aikyBamis 8 paMkax pocsitijokenns. 13 nux, 28 (63,6%)
ByJin nesnaynuMy KposoTedamni, a 16 (36,4%) Gyau nomipunmi abo
senunciv, Yoana kposoreya ne Oyna oDIIKMPHOIO 4K 3arpo3NHBOIO
ana xurra. byno 26 (59,1%) cnontannux xposoted, 16 (36,4%)
TpapMaTHUNHX KpoBoTey i 2 (4,5%) kpoBoTeui 3 iHWHX nIpHUHIL
[Tonornua nauieHTis Hikonw ne mana kposored, 11 (34,4%) mann
KposoTedy o pas i n’ath (16,6%) mam kposoreuy Ginbiie onHoro
pady. TPUAUATBE ABA 1ALICHTH OTPUMYBAU Npenapart Hygix K
npoiinakTIky B cepeiuisomy nporarom 85,0 + 15,4 EDs i 6,0 + 0,9
micauis. Cepemus  kinbkicts npenapary  Hysix, sy  nauienTn

OTpUMyBaJII s npodhisacthiy, cranoenna 32,8 + 2.8 MO/kr na

%



onHY TH(Y3i0 Ta 466,] + 65,5 MO/kr na ofun Micaus aocnipkeHid,
Cepenns  Micsiuna  wactoTa  KpoBgTeu npoTaroM  nepiony
Npo(iNaKTHYHOrO NiKyBauhs HAMPHKIHIL AOCNIHKEHHS Ha ONHOMO
nauienta cratosuna 0,095 + 0,211 ang chonTannmx kposotey i 0,188
4+ 0,307 ana Beix Tunie xposoted. Bijnosiani cepeaunni snavenus
oynn 0 (uianazon 0-0,71) i 0,074 (nianazon 0-1,21). EdexTusnicts
Mpo(inakTHyHoro nikysalius BRaxanach sinminnoio (< 0,75 BEs na
Micalb) y Beix naiientis jgns cnontannux BEs 1 Biaminnolo aGo
raproio (<1 BE/Micsus) y 31 i3 32 nanicurie (96,9%) 018 BCix THIIB
Bls.

Jlikysanns enizogir kporoTtet (BIis)

I3 44 BEs, aki Bunmkanu s gociaifxenni, 14 api6nux BEs nzarani ne
NKYBanHCs, BIPOFMAHO TOMY, UG AiKYBallMs HE BBAOKANOCS 33
noTpine y uux nerkux sunagrax. [T aTHaguaTh naticaris nepeHecin
30 BEs (14 cnonranuux, 14 vyepes Tpasmy Ta ABi 3 iHWWX npruun),
Akl nikypanucs npenaparoM Hyeix. I3 nux, 14 (46,7%) BEs
ppaxcanucs ApiGunmu, a 16 (53,3%) - cepeaniMM Uy BENHKHMH.
Bevoro Syno nposeacno 49 indysiii npenapatom  Hysik s
nikysanns BEs; 88,9% BEs Gyno nponikosano 1 (81,5%) abo 2
(7,4%) iudysismu, Cepeannuna nosa npénapaty Hygix Ha oany
indysito cranosuna 32,1 MO/xr (nianazon 20-53), a cepeannna
3arabHa 4034, 110 BUKOPHCTOBYBaNACh Jifist jikysanua BE, cranosnna
33,3 MO/kr (nianason 20-353),

Horazuuky &derrnsnocTi Synit nassrumu ans 28 BEs (14 apibuux,
14 nomipnnx abo senninx) i Gynn giaminsumu (71,4%) un rapuumu
(28,6%) nns meix BEs. [ns 2 BEs edexrunnicrs nikysauus ne Gyna
ouifiena mauieHToOM/A0CTAHHKOM,

Mpodinawrnka xipyprisnnx innderuiii
Y1

Bnoipia SURG srimovana 5 xipypriviux srpyuann, | nesenuke Ta 4
obumpnnx (ckaagnnx), y 5 nandenris. Jus 4 xipypriunux epyuass
(1 neseankoro Ta 3 oBWMPpHUX Xipyprivinux BTpyHanb), PEKTHBHICT,
Gyna ouinena sk Biaminia, iuTpaonepauiiino xipyprom i B winomy
xXipyprom: i reMaronorom. Ins oaHoir0 cknagHoro xipypriusoro
BTPYUaliHg, inTpaonepauiiina epekTuriicTs Oyiia ouinena sk rapua, a
sarajsna eIEKTHBHICTL - SK HOMiplIa.

21, Mokasunkun Geanexn

besnexy npenapary Hyeix ouimonann y 32 nauienTin i3 THKKOIO
remotpinielo A, Tlawientn  otpumanu  seworo 2921 induyaiif
npenapatom Hygix (2722 ans npedinakruku, 49 ans nikysanus BEs,
38 ang npodinakrinky Xipypriunnx ingexuidi i 93 ang ouinku IVR
fomiy indysiio seoguan ans ouinku VR © ansg npodinaktukn

Xipypritnmx indekiliit ognouacno i nigpaxosyrany asivil]) i manu 8

cepeansomy 90,3 = 15,9 EDs. 3aransna cepeais noza npenapaty
Hyeix craliosuna 248,515.7 4+ 68,238.1 MO.

Beboro 65 nebawanux ssnul (AEs), uo suingi 8 xoni JiKyBanus,
Oyno zapeecrposano y 21 i3 32 nauienris (65,6%). 13 mux 59 (90,8%)

Bynan  nerkumu (69,2%) uw nomipnumu (21,5%) 3a cryneuem

TAKKOCT], | BCI, 38 BHUATIOM OANOI0 BHNA/KY 3ar0CTPeHHs apTpanril
B LiNbOBOMY cyrnodi, npoiiwnu/munyni ez nacnigkis. Iicts AEs y
4 nauientis Gynn ouideni Ak Bawki, a ABA 3 HUX (BMHHKIH y 2
nauietrrie) Takoxx Gyan ouineni sk cepifosii; oaun nauieHT nomep
BHACNINOK _enixenmuunozo nanady, |1i 6 ABs Bynu BHKIHK2H




|
|
|

22. Bucnosok (oTpumatii pesyiib-
TATH )

Sagshnk (Baacuuk peecrpartiii-
HOPO CRBIJLOITRA)

[
|

‘(_n‘ijumc)

HEUIACHHM BHOAAKOM abo MoacHIOBATIHCH MEAMUINM ﬂllaMIlCiﬁ().\é

NALieNTIB; JKOAHE 3 HHUX HE BRANKAIOCHL TaKUM, LLO [0B’s3aHe 3
BReJICHHAM npenapaty [yeix. JIra nauienta 3asnann Beboro 5 AEs,
MOMKIHBO NOB’SI3aHUX i3 BBEjGHHSM  npenapaty. OauH  nadienr
MOBIAOMAG PO Gink y Micii i’ ekl nicns nepot indiyail; y apyroro
nauicHTa BiAMIYANNCH BEPTIro (3anamopouctis), cyxicth y poTi Ta
napecresig MichAs Nepuioro BREACHHS Ta 3anajienng y micii iHexuii
nicas [5-ro srejenns npenapary Hyaix. Bei wi 5 AEs Gyiau nerkumi,
HecepilozHUMM Ta MOBHICTIO 3HUKIM, HE BUMATalOUuH BKHTTS KOAHNUX
3AX0/11B.

Ananiz  nadopatopHux  NOKAINUKIB  He  BHABUB  BIAXHACHDL, K
BRAKANMCA O KIHHIUHO 3HAUVILLIME B KOHTCKCTE KNIHIUIOrO BeJeHHs!
remoinii A.

He Oyno sunaakis tpomboemGonii, i e 0y0 puaBieHo inriéitropis 10
FVIL a6o anrtutin po FVI y skonmoro nauienta B Oynb-skuii

MOMCHT Hacy ML vac JJOCHJuKen s,

Lle pochiskernst nokazano BiaMinny ehexrupiicts npenapaty Hyeix

mijL yac npohinakTuri, a Takok Juis Jikysanng npopusiux BEs Ta |

s npodinaktukn  Xipyprivonx  ingexidid.  Takok  gochikens
NJITBEPARIO  CApUATIURY (Gealleky Ta 1epeHocHMicTh Tnpenapary
Hyeix 6e3 sunukienns inriditopin ado anturin o FVIIL

ﬁjjr)m.wmm/ 7 R e R R e M
|l e TR B T 1O 18 amnnst 2023 poky
(I'LLE) dp. Kpicrina Conomou /Dr. Cristina Solomaon/
Bine-lpeswnent, Kepignnk naykopo-pocnijnux  podit B odnacri
KITHIUHOT rematolorii

Oxrahapma Al

Seidenstrasse 2, 8853 Lachen, Switzerland
(™. Jlaxen, [eeitnapis)
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Hirsep/oKkyio BUUIOBLIHICTE TIEpPEeKIaly 3  aHTIiicbKOT MOBH Ha YKpaiHCBKY
MOBY, a/ICKBATHUI HAYKOBUH PIBEHDL, KOPEKTHICTL pejlaryBanis ta o(hopMIICHHs.
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Clinical Trial Report 5 }

GENA-09

1. Name of medicinal product {Marketing | Nuwiq
Authorisation number, if any)

2. Applicant Octapharma Pharmazeutika Produktionsges.m.b.H.
Oberlaaerstrasse 235
1100 Vienna
Austria

3. Manufacturer Manufacturer responsible for bulk production, primary

packaging, visual inspection, integrity testing, quality testing,
batch release of final product (powder for solution for injection
and solvent):

Octapharma AB, Sweden
Lars Forssells gata 23
112 75 Stockholm Sweden

Manufacturer responsible for visual inspection and integrity
testing for powder for solution for injection, labeling and

. secondary packaging of the final product {powder for solution
for injection and solvent):

Octapharma Dessau GmbH, Germany

Otto-Reuter-Strasse 3, Dessau-Rosslau, Sachsen-Anhalt,
06847, Germany

Quality testing, visual inspection of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Schutzenstrasse 87, 99-101 88212 Ravensburg, Germany

Production, quality testing, visual inspection of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Eisenbahnstrasse 2-4 88085, Langenargen, Germany

Visual inspection, quality testing, labelling and secondary
packaging of solvent:

Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Mooswiesen 2, 88214 Ravensburg, Germany

Visual inspection, stability testing of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany

Helmut-Vetter-Strasse 10 88213 Ravensburg, Germany

4. Conducted studies: Xyes
Ono  if no, provide rationale
1) type of medicinal product for which Coagulation factor VIII

registration was conducted or planned to
be conducted




5. Full title of the clinical trial, code
number of the clinical trial

Clinical Study to Investigate the Pharmacokinetics, Efficacy,
Safety and Immunagenicity of Human-cl rhFVIll in Previously
Treated Patients with Severe Haemophilia A

6. Clinical trial phase

2

7. Clinical trial time frame

from 16-Mar-2009 through 26-May-2010

8. Countries where the clinical trial was Russia

conducted

9. Number of subjects planned: 22
actual: 22

10. Primary and secondary objectives of
the clinical trial

Primary objective

* To determine the pharmacokinetic (PK) profile of Nuwig
in terms of the FVIII coagulant activity (FVII1:C) and to
compare it with the licensed recombinant FVIll
concentrate Kogenate in previously treated patients
{PTPs) with severe haemophilia A

Secondary objectives

* To calculate the incremental recovery of FVIII:.C for Nuwig

» To investigate the immunogenic potential of Nuwig

» To assess the clinical efficacy and safety of Nuwig during
prophylactic treatment

= To assess the clinical efficacy and safety of Nuwiq in the
treatment of breakthrough bleeding episodes (BEs)

= To assess the clinical efficacy and safety of Nuwig in
surgical prophylaxis

11. Clinical trial design

Prospective, open-label, sihgle-centre phase 2 study with a
randomised crossover PK part (Part I} and an uncontrolled
prophylaxis part (Part 1)

12. Key inclusion criteria

Inclusion criteria

= Severe haemophilia A (FVIII:C <1%)

Age 218 and <65 years

Body weight 45 kg to 110 kg

Previously treated with FVIIl {at least 150 EDs)

= Immunocompetent (CD4+ count above >200/pL)
Negative for human immunodeficiency virus and hepatitis
C virus or respective viral load <200 partictes/uL

® Freely given written informed consent

Exclusion criteria

= Coagulation disorder other than haemophilia A

= Present or past FVIll inhibitor activity (0.6 Bethesda
units)

= Severe liver or kidney disease (alanine aminotransferase
{ALT] and aspartate aminotransferase [AST] levels
>5 times of upper limit of normal, creatinine
>120 pmol/L)

= Receiving or scheduled to receive immunomodulating
drugs (other than anti-retroviral chemotherapy) e.g., a-




interferon, prednisone (>10 mg/day equivalent), or a
similar drugs

= Participation in another clinical study currently or during
the past month

13. Investigational medicinal product,
method of administration, strength

Nuwiq is a human cell line-derived recombinant FVIII
concentrate for intravenous use. The investigational
medicinal product (IMP) (vial with freeze dried FVIII) was
packed and labelled according to local regulations, together
with the diluent (3.5 mL water for injection [WFI], from which
2.5 mL was transferred to the product vial), 2 vial adapters, 1
disposable syringe (10 mL), 1 butterfly needle and 2 alcohol
swabs. Nuwig was injected intravenously by bolus injection
{maximally 4 mL/minute).

Dosing

PK assessments

50 IU FVIlI/kg (exact labelled dose was administered)
Prophylactic treatment

30+ 5 IU FVIll/kg every other day until § months and =50 EDs
were reached. Two dose escalations (each +5 1U/kg) were
allowed in case of an inadequate response

(=2 spontaneous BEs during one month).

Treatment of BEs

The dosage {and duration) of treatment of spontanecus or
traumatic BEs during the open treatment period depended on
the location and extent of bleeding and on the clinical
situation of the patient. Dosage recommendations were as
follows:

= Minor haemorrhage: 10-20 |U FVIII/kg every 12—-24 hours
until BE resolution

= Moderate to major haemorrhage: 15-30 IU FVIlI/kg.
Repeat one dose every 12-24 hours until BE resolution

= Major to life-threatening BEs: initial dose of 40-50 IU
FViil/kg. Repeat dose of 20~25 1U FVIlI/kg every
8-12 hours until BE resolution

Surgical prophylaxis

The dosage and duration of treatment with Nuwig depended
on the type of surgery. Dosage recommendations were as
follows:

» Minor surgery, incl. tooth extraction: 25-30 U FVIli/kg
within 3 hours prior to surgery to achieve an intended
peak target level of approximately 50% to 60%. Repeat
one dose at 12-24 hours if needed. Trough level to be
maintained at approximately 30%

= Major surgery: 50 1U FVIII/kg within 3 hours prior to
surgery to achieve an intended target peak leve!l of
approximately 100%. Repeat if necessary after
6—12 hours initially and for 26 days until healing is




complete. Trough level to be maintained at approximaté?y'
50%

14. Comparator, dose, method of
administration, strength

Comparator for the PK crossover comparison: Kogenate
(50 U FVIIl/kg)

15. Concomitant therapy

16. Efficacy endpoints

Pharmacokinetics

PK data focus primarily on the chromogenic {CHR) assay,
because this is the accepted measure in Europe and Russia.

Primary endpoint

= To compare the area under the curve (AUC) for FVIII.C of
Nuwig and Kogenate using both the CHR and the one-
stage (OS) assays and the actual potency of Nuwig and
Kogenate to account for differences in potency between
lots (Part I, PK1 [Cycle 1 and Cycle 2])

Secondary endpoints

= |n vivo half life {T1,2), maximum plasma concentration
{Crmax), time to Cmax (Tmax), incremental in vivo recovery
{IVR), mean residence time (MRT), valume of distribution
at steady state (V) and clearance (CL), calculated for
FVIII:C using both the CHR and the OS assays and the
actual potency of Nuwig and Kogenate

Incremental IVR was calculated from plasma FVII! levels
before infusion and from peak plasma levels abtained in the
0.25, 0.5, 0.75, or 1 hour post-infusicn samples.

In patients who entered Part Il of the study {efficacy and
safety phase), IVR for Nuwig was measured at 3 months
{PKrec-3M), and a full PK analysis for Nuwig at all time
points, as in Part | (PK1) of the study, was performed in
patients at &6 months (PK2-6M).

Prophylactic treatment

Secondary endpoints

= Overall efficacy assessment for prophylaxis based on
the number of BEs/month: excellent {<0.75), good
(0.75-1), moderate (>1-1.5), poor (>1.5)

= The frequency of bleeds under prophylactic treatment
and IMP consumption (FVill lU/kg per month, per year)
per patient and in total

Bleeding episades

Secondary endpoint

= Efficacy assessment of each IMP injection and an overall
efficacy assessment at the end of the BE

The efficacy assessment was based on the following:

—  Excelflent: Abrupt pain relief and/or unequivocal
improvement in objective signs of bleeding within
approximately 8 hours after a single infusion
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— Good: Definite pain relief and/or improvement in 14
signs of bleeding within approximately 8-12 hours
after an infusion requiring up to 2 infusions for
complete resolution
— Moderate: Probable orslight beneficial effect
within approximately 12 hours after the first
infusion requiring more than two infusions for
complete resolution
— Poor: No improvement within 12 hours, or
worsening of symptoms, requiring more than
2 infusions for complete resolution

The Independent Data Monitoring Committee
{IDMC) adjudicated all efficacy assessments for the
treatment of BEs.

Surgical prophylaxis

Secondary endpoints

* Qverall efficacy assessment by the surgeon and
haematologist (taking the intra- and post- operative
assessment into account) after the end of the surgical
prophylactic treatment

» Average and maximum expected estimated blood loss
versus actual estimated blood loss

17. Safety endpoints

Secondary endpoints

» Clinical tolerability was assessed by monitoring adverse
events (AEs), vital signs, and laboratory parameters.

= Vital signs (blood pressure, heart rate, respiratory rate,
and body temperature) tested at pre-defined time points

= Routine safety laboratory parameters tested at pre-
defined time points: haematological parameters (red
blood cell count, white blood cell count, haemoglobin,
haematocrit, and platelet count); clinical chemistry (total
bilirubin, ALT, AST, blood urea nitrogen, serum creatinineg,
lactate dehydrogenase [LDH]); serum electrolytes:
sodium, potassium, bicarbonate, calcium; urine analysis:
urine dipstick chemical analysis {leucocyturia, haematuria,
proteinuria, glucose, ketones, hilirubin, nitrites —if
positive including microscopic examination)

= Inhibitor activity was determined by modified Bethesda
assays (Nijmegen modification) at study entry,
immediately before the first Nuwig administration, after 1
ED, after 10 to 15 EDs, and at the 3-month and
completion visits. At the same time points, samples were
collected for anti-FVIli antibody analysis

18. Statistical methods

Because no confirmatory hypothesis testing was planned, no
formal sample size estimation was performed.

For the comparison of the PK profile of Nuwig with Kogenate,
the 90% confidence intervals (Cls) for the ratio or log-ratio of
Nuwig to Kogenate for selected dose- independent or dose-
adjusted PK parameters are presented.
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19. Demographic data of the study All 22 patients were white Caucasian aduft males with severe
population {sex, age, race, etc.) haemophilia A {(FVIII:C £1%). Baseline Haemophilia Joint
Health Scores and monthly incidence of BEs indicated severe
joint damage and poorly controlled haemophilia A.

GENA-09 was the first clinical study to systematically evaluate
the efficacy of recombinant FVIII prophylaxis in such a
severely affected patient population inadequately treated
since ‘childhood.

- 20. Efficacy outcomes Pharmacokinetics

| In Part [ of the study, all 22 enrolled patients received Nuwig
| or Kogenate in PK1 Cycle 1 and crossed over to the alternate
treatment in PK1 Cycle 2.

Nuwiq was bioequivalent to the currently licensed
recombinant FVIIl comparator, Kogenate, according to the
main CHR PK properties. The ratio (Nuwig relative to
Kogenate) of geometric mean [90% Cl] for AUC norm was
0.885 [0.819, 0.956] and was within the accepted range for
bioequivalence range of 0.8 to 1.25.

. Mean incremental VR for both products was approximately
' 2%/1U/kg and consistent with expected values. In addition,
the ratio of geometric mean [90% Cl] for IVR (Nuwig relative
to Kogenate) was 1.012 [0.935, 1.096] and was within the
accepted range for bioequivalence of 0.8 to 1.25. Tin
was slightly shorter with Nuwig compared with Kogenate
(~11 vs 13 hours), but was within the range expected fora
recombinant FVIII.

The main PK parameters for Nuwig were equivalent at 6
months (N=21) compared with study start when assessed by
bioequivalence criteria. The ratio of geometric mean [90% Cl]
at 6 months versus study start for AUC norm and IVR were
0.93 [0.851, 1.012] and 1.07 [0.991, 1.149], respectively.

Prophylactic treatment

At study completion, 22 patients had received Nuwig as
prophylaxis for a mean of 90 EDs (PROPH populaticn) and a
dosage of 32.8 1U/kg per ED.

Efficacy of prophylaxis was excellent {<0.75 BEs/month) in
81.8% of patients and good {>0.75—1 BEs/month) for 4.5% of
patients (86.4% of patients excellent or good). Prophylaxis
efficacy was excellent in 100% (22 of 22) of patients for
traumatic BEs; prophyilaxis efficacy for spontaneous BEs was
excellent in 81.8% (18 of 22) of patients, good in 9.1% (2 of
22) of patients {90.9% [20 of 22] patients excellent or good)
and moderate in 9.1% (2 of 22) of patients. ‘

Furthermore, average monthly BE rate was reduced
compared with historical rates in all patients, with a mean

reduction of 71% in patients who received FVIII prophylaxis ‘
prior to the study. In addition to the severely impaired joint |




health and historic BE rates in this patient population, it is
also notable that these haemostatic efficacy ratings were
based on the number of BEs, which is considered more
stringent than the more subjective efficacy ratings historically
based on the Investigator’s discretionary assessment.

Bleeding episodes

There were 47 breakthrough BEs treated with Nuwig (33
spontaneous, 13 traumatic, 1 after physical activity) in 14 of
the 22 patients receiving prophylaxis with Nuwig. The mean
actual dose administered was 32.6 IU/kg per infusion.

The haemostatic efficacy rating of Nuwig was excellent or
good for 61.7% (29 of 47) of BEs. Efficacy was rated as
moderate in the remaining 18 cases (6 patients). Fourteen out
of those 18 cases were spontaneous BEs and 11 out of these
14 (78.6%) were BEs into target joints with joint scores of 10
and higher. Efficacy was rated as excellent or good in 94.1%
(16 of 17) of minor BEs and 43.3% (13 of 30) of moderate to
major BEs.

Again these data should be considered in the context of the
severely impaired joint health and historic BE rates, and the
relatively low doses administered, in this patient population.

Surgical prophylaxis

The efficacy of surgical prophylaxis with Nuwig was rated as
excellent by the surgeon and the haematologist for all 14
minor surgical procedures {4 patients).

21. Safety outcomes

The 22 patients received a total of 2,153 Nuwig infusions and
had a mean of 97.7 days of exposure to Nuwig across all
assessments. The total mean dose of Nuwiq was 226,576 |U
(3,253.2 1U/kg).

Nine AEs were recorded in 6 of the 22 patients (27.3%) in 8 of
2,153 infusigns. There were no serious or severe or
treatment-related AEs. No death occurred during the entire
study. Ail AEs were mild in severity, with the exception of one
case of worsening leucocyturia, which was of moderate
severity and already present at enrolment.

Analysis of laboratory parameters showed few
abnormalities and none of these were considered clinically
relevant in the context of clinical management of
haemophilia A.

There were no cases of thromboembolism and no FVIII
inhibitors or anti-FVill antibodies were detected.

22. Conclusion {findings)

The results of this study indicate that Nuwig is bioequivalent
to the licensed recombinant FVIil comparator, Kogenate,
according to the main CHR PK properties. [n addition, the
main CHR PK properties for Nuwig after 6 months of
prophylaxis were equivalent to those observed at study start.
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In this severely affected adult population inadequately
treated since childhood, Nuwig was efficacious as
prophylaxis, as treatment of breakthrough BEs in patients
receiving prophylaxis, and as prophylaxis in patients
undergoing minor surgery. Nuwiq exhibited an excellent
safety, tolerability, and immunogenicity profile, with no cases
of thromboembolism or occurrence of FVIII inhibitors or
antibodies.

| Applicant (Marketing
|Auth0rization Holder)

| 18-JUL-2023
(signature)

| Dr. Cristina Solomon
Vice President, Clinical R&D Haematology
| Octapharma AG

Seidenstrasse 2, 8853 Lachen, Switzerland

oclapharma

Octapharma AG, Seidenstrasse 2
8853 Lachen, Switzerland







Hepeinad 3 aneaiticsrol Mo8H 1O YKPATHCBKY MOGY

3niT Mo kainfunomy BHNPOGYRATIIIO

GENA-09

1. Mazea nikapchkoro npenapary
{nomep peccTpauiiiioro cpiaouT-
Ba, AKLLO €)

Hyair /INuwig/

2. 3anBHNK

Owxradapma Papmanesrnra [Ipogykrioneree m.6.X./
Octapharma Pharmazeutika Produktionsges.m.l.H.
Oberlaaerstrasse 235

1100 Vienna

Austria

(M. Binenn, ABctpisn)

3. Bupobink

Bupobnux, gidnogidansuull 30 aupofuiymeo  neposhacosanozo
NpEnapamy, NEPEUNHY  VYIGROGKY, gispaionui 02140, Repesipry
HIRICHOCINT, MICCMYGAIHSL JKOCH, GUNYCK Cepii 2008020 RIKAPCHKO20
npenapamy (nopouox | pozutmuk Onst posuisy Ous i 'exyii):
Owxragpapma Ab, UlIneuin/Octapharma AB, Sweden

Lars Forssells gata 23

112 75 Stockholm, Sweden

(M. Croxrosibm, Lllseuwis)

Bupobnur, eidnogiQarsHull  3a  gizyaronuli  oznad | nepegipky
yinichocmi nopowika Onsi posuuiy Oas {n’exyill, Mapkyeauss ma
GIMOPUHNY YRAKOBKY ZOMOBO2G JIKAPCOKO20 Hpenapanty (Mopouiox i
PO3UUHHLK O3 pO3NUHY OIS [ 'exyili):

Oreradapma deceay TmbXN, Timenmuna/

Octapharma Dessau GmbH, Germany

Otto-Reuter-Strasse 3,

Desssau-Rosslau, Sachsen-Anhalt

06847, Germany

(m. Heccay-Pocenay, Himeudnna)

Tecmyeanust akoCHH, GIZVARLINLT OFNSID) POSIHHIIC,

Berrep Mapma — @epriryne F'vaX i Koo KT, Hiserauna/
Vetter Pharma — Fertigung Gmblt & Co. KG, Germany
Schutzenstrasse 87, 99-101 88212 Ravensburg, Germany

(M. Pasetcbypr, Himeuunia)

Bupobinmeo, mecmyeannsn skocini, Gizyaioiitii 0210 po3uUHHUKA.
Berrep Mapara — eprirynr 'u6X i Ko, KT, Histewunna/
Vetter Pharma — Fertigung GmbH & Co. KG, Germany
Cisenbahnstrasse 2-4 88085, Langenargen, Germany

(m. Jtanrenapren, Fiseusuiia)

Bisyanenuit 02na0, mecmyganusa AKocnli, MAapKYyGaNnus ma GMOPUHHA
VHARGBKA POIUNUUKG!

Berrep hapma — beprivyur TmdX i o, KIT, Himeuunna/

Vetter Pharma — Fertigung GmbH & Co. KG, Germany

Mooswiesen 2, 88214 Ravensburg, Germany

(M. PapencOypr, Himeuumnna)

90



Bizyanonuii ozrsnd, mecnyearnist cmabiasiochi po3uuHHUKA.
Berrep Mapma — heprirynr CmoX i Ko, KT, Himewanna/
Vetter Pharma — Fertigung Gmbl & Co. KG, Germany
Helmut-Vetter-Strasse 10, 88213 Ravensburg, Germany

(M. PaencOypr, Himeuuniia)

4. Tlposeneni qocaimceHHs:

X Tax
O ni  AKWo i, 1anaTH oBrpyITYBaH s

1) THN mikapcbKoOro rpenapary,
(1o AKOMY nposoannacs
peecrpadis  abo  nnamyeanocs
MpoBEAeI LS

MakTop woarynanit kposi VI

5. Tlosna waszea  khiiunoro
punpobynanis,  HoMep  KOAY
Kniniynoro sunpobysanua

Gninivtne  pocaipmenus it sunucnirs  PapMAKOKINCTHRH,
ehrercrnnnocTi, Gesnexn  Ta  imyuvorenmocri  pexoabinanTmitoro
daxropy woaryssuddi kponi VI, orpumanore 3 waiTinoi ninii
awoannn (Hirman-cl rhFVIIY y nanienrrin i3 Takkolo reMoginiero
A, sii panitre oTpuMyBaan NiKynans

6. ®aza kniniutioro Bunpodysan-
18

2

7. [epion nposenenua kniniyno-
ro sHnpoBypains

3 16 Gepesns 2009 poxy na 26 Tpasus 2010 poky

8. Kpaiun, B AKHX nposojaHiocs
knigivne sunpodysaniis

Pocis

9. Kinbkicrs cy6’ekTin

3annanopanux: 22
Bakriunnx: 22

[0. Tlepeunina tTa sTopuHna Lini
KNiNi4Horo BUNpodyealiis

TMepsunma mian:

* Busnaunti dapmarxoxinernunnii (PK) npodine npenapaty Hyaix 3
Toukn 3opy woarymsuiiinoi axtusuocti FVIIL (FVILEC) Ta
nopisnarty  fioro 3 sapeectpoBainm  pekoMBiHAHTHHM
xouuenrparom  FVIIL  Koreuelit  y  nauwientis i3 TOKKOW
remMoinicio A, axi paniwe orpumyBanu nikysauus (PTPs).

Bropimi niani:

s [Tigpaxysatd nocrynose gianopscnus FVIILC ans npenapary
Hyesix

*  JTlochiaut iMynorentuit torenuian npenapaty Hygix

»  Ouinnrn kniniuny edexriniicts i 6e3neky npenapary Hygix nia
yac NPoQHIAKTHUNIONY JUKYBaINIS

* Quinuty kainiuny edexrusiicrs | Besnexy npenapary Hygix y
nikysanhi enizonir npopunix kporotey (BEs) '

©  Quinntd wniniviny ederrurnicrs i Geancky npenapaty Hysix y
npodinakTiui Xipyprivnux ingeriii

11, [Tnan kninivHoro
BunpobyRraniig

[Tpocnexrueite, BijkpiTe, OIIOUSHTRPOBS JOCilukeHus 2 (asu 3
panaoMizesaniow  nepexpecnoio P wacrunolo  (Qactnna [y i
HEKONTPONILORANOIO TlpodhinakTitiiow vactiiiao (Macrina 1)




{—_——\

12. OcHoBHi kpuTepil Brmodenns | IKpureptl micinouciuus

*  Taxa remodinia A (FVIIEC < 1%)

* Bik> 18i<65 pokis |

* Maca tina Bin 45 xr no 110 r |

* Paniwe nikosani FVIN  {(npuuaiimii, 150 peis  npriiomy.
npenapaty (EDs))

* 3isgoposus iMynitTeroM (Kinbkicts CDA+ > 200/mkn)
HeraTupiuii pesynstar ananizy na sipyc iMmynogediuiTy mognHH
(HIV) i gipyc renaruty C abo pipycHe laautaxeHus < 200

. yacTHH/MKN fi

*  JloBpoBimkiio nagana nuckMora in)opMorana 3roja.

Kpurrepit snwmoucinsg

* liiui nopytueniis aroptains Kposi, kpiM remodinit A

*  Axrusnicts inriditopis go FVIII 8 pannii qac abo B muHynomy (=
0,6 Bereana onunnuy)

* Taxrke  saxsopiosanius MetingH un tmpok  (pinni
ananinaminorpencgepazn JALT] un acnapratamitorpancdepasn
[AST] y 5 pasiz nepes Iy s BEPXING MSIKY HOPMH, KPEaTHHIH
> 120 Mrmonn/n)

*  OTpHMyE UM MIAHYE OTPHMYBATH IMYHO-MOAYAIOIOUI NpenapaTH

. (kpimM auTuperpoBipycioi ximioTepanii), Hanpuxnan, anbia-
intepgepot, npepiizon (exsiganentuuii > 10 mr/aeds) abo
noniGui npenapary

" YyacTh B IHINOMY Kainiudomy jlochijprensi B oaannil vac abo
NPOTAroM OCTAHHLOrO Micals

13. Hocnmimucyeatintt nikapcbkuit | Fyeix — ue KoHueHTpaT pekoMBinanTHOro (pakTopy KOAryasuii Kposi
npenapar, cnocid Beeaenns, | VIII i3 pencuicio B-nomena, orpiMalioro i3 kiiTHHHOT JiHiT JIOAHHH,
LO3YBaITHS 1pu3navelni Jutst BIYTRILIILORSHEIOrD BHKOPHCTAHEIS.
Jlocuiurynanmii nikapenkuit 2acid (IMP) ((prakon i3 niodinizonanum
FVIID ynakosauwit i mapropannii BLUIORIJIHO A0 HAWIOHANBITHX
HOpPMaTHBHO-MPABOBNX AKTIR pa3oM i3 pozudiiidkom (3,5 Ma poau
ana inlexuilt [WFT], 2 sikoi 2,5 mh nepeneceHo y  (hakon iz
npenaparton, 2 ajantepH JUia BikpuTTa (Qnakoxy, | oaHopa3oBrii
tnpuet (10 ma), | rosixa-meresiie i 2 npocoyeri CHMpToM TammonH,
More uotpi6io seoanTi s siyTpinnikosenny Gomocny in’ekiio (3
MEAKCHMANBIIOIO UIRHARICTIO 4 MI/XBHITHHY).

Jlozynanns

PK ouinsi

50 MO FVII/xr (6yna Baeena Touna 3a4niictia J1o3a).
Hpodginarmuune nicysiiiis

30+ 5 MO FVIII/kr uepes et 1o 6 micauia i nocsriedns = 50 EDs.
Aozsongnoch 36inutuenig auox 103 (kowinol na + 5 MO/kr) y pasi
HEAOCTATHLOrG BiArYKY (= 2 cnontanmnx BEsS nporsrom ognoro
Micsits).

Hixyaanin enizodiv xpocomen (BEs)

Hosysanus (i TpunanicTs) sikysanis cnonTadHix abo TpaRMaTHYRIX
BEs npoTarom  BiKpIFTOro nepiofy Rikysaiis sajlemain sk Big




Ainanky, Tak i Bin cTymetuto (TpubanocTi) KpoOBOTEul, a TAKOK BiA
KniHiunoro craily naticnrta.  PekoMeuaoBani  HacTynHi  103H
npenapary:

»  Hesnauna kpogomeud: 10-20 MO FVII/kr koxui 12-24- roauy no
npunuuenns BE

* Homipra uu senura (obumpna) xpogomeua: 15-30 MO FVIII/kr,
TMorToptonat aozy kaawni 12-24 roami no npunuHeHis BE

*  Bemuwi un zazposingi dus scununst Blis: nouatkonpa nosa 40-50
MO FVIl/kr. Nosropiosarn gozy 20-25 MO FVII/kr koxni 8-12
rojun 1o rpunknenas BIE,

Hpodhinarntca xipypzinnux inderyii

Hozysanns ta TpusanicTs NikyBata npenapatonm Hyeix sanemxany &ia
THOY Xipyprivnoro srpyuarnus. Pekomenjosali  HACTYRHI 03K
npenapary:

*  Mani xipypeinui ampyycin, srnovaiouy quoareitis 3y6ie: 25-30
MO FVIill/kr nporaroM 3 romnn nepen onepatielo, 100 JocarTH
HAMIYEHOro 1iNLOBOTO MakcHManLioro pirts npubnusno 50-
60%. TorToplosarn jlozy koxni 12-24 ropun, npu Heodxiiocti.
[TorpiGuo niaTpumysaTy npuGamano 30% siniManuhnil pinens,

*  Obwupni xipypeiuni enynaannst: 30 MO FVIIkr nporarom 3
roauit nepel onepauieo, wod AoCArTH HAMIUENoro UlIbOROro
maxcumansioro pisust npubauzno 100%. [lpu neodxianocri,
MOBTOPIOBATH CMOYATKY tepesd 6-12 roau i npoTarom > 6 IHIB 10
nonsunoro oayxakna. Florpidne nigrpumysat npubnnzko 50%
MilliMansiiit pisens,

i4, lNpenapaT nopisuguis, A03a,
cnoci® Beeaenns, KOHUEHTPaLlis

[Mpenapat nopigHsinng s PK nepexpeciioro nopinnanns: KorenefiT
(50 MO FVIIl/xr)

15. CynyTtHsa Tepanis

16. I{intesi ToUKH epeKTHBHOCTI

I pMa KOKilleTHKA

PK nani doxycysanich rojiosium umfiom na xpomorchitomy (CHR)
ananisi, TOMy WO UC € 3aralbHOnpuiinsTiM 2axoqom y €sponi Ta
Pocil.

Hepeunna rvinyeca mous

* T[lopignuaru nnouty nia kpueoio (AUC) nna FVILC npenaparis
Hysix 1 Koreugiir, sukopucrosyroun sk CHR, rTax i
oatoctaniiinuii (OS) ananizu ta (hakTHUY AKTHBHICTL MpenapaTis
Hyeiic i Koreneitr, 0106 mpaxysary piziiMiuo B aKTHBHOCTI MiK
cepisvu (Macmmia |, P | Lukn 11 Llkicn 2])

Bmopunni vingesi mourn

* llepion  wamiseueeaenus in vivo (T)3), Makcumanena
konnentpalina B nnasmi kposi  (Cawd vac 00 Cuhwe (Tma)s
nocrynone BiaHoseHns in vivo (IVR), cepeaniii vac yrpumaHhs
npenapaty (MRT), 06’¢m postopiny B crani pigHosary (V) i
rnipenc (CL), nigpaxosaiti gna FVIILC 3 puxopucraninam sk CHR,
Tak i OS ananizis, i daxrnynoi akrusnocti npenaparie Hyeix i

4y



Korenciir

| Mocrynose IVR nigpaxoryeaTi 3 pignis. FVIIl y nnasmi kposi nepex
[Hpy2iel0 Ta 3 MaKCHManLHUX piBHIB ¥ NNaaMi, OTPHMANHX Y 3pasKax
uepes 0,25, 0,5, 0,75 abo | roguny nicng indyait.

Y nauienrin, axi 6yan prinoueni B Hacruny |l nocninxkenns (fhaza
edexTurnocTi Ta Geaneku), [VR ans npenapary Hysix saMipiosain
uepes 3 micaui (PKrge-3M), a nosnuii PK anania ana npenapary
Hyeie 'y nci moMentn vacy, sk y Yacruui I (PK1) nocnimxeuns,
NpOBOANIK ¥ nauielTin uepes 6 Micsailir (PK2-6M).

[Tpodinarrirune nikyranns

Bmopunni kinyeasi movic

* 3aranbna ouidxa C(EKTHRHOCTI ANs NpoQHnakTHKM Ha OCHOBI
xinbroeti BEs/Micain: giaminna (<0,75), rapua (0,75-1), momipua
(= 1-1,5), uusska (> 1,5)

* Yacrora kpoBOTCY NpH  MpoijlakTHYNOMY  RiKyBalHi  Ta
cnokupanna IMP (FVIIT MO/kr na micaus, Ha pik) Ha OAHOMO
nanienTa Ta B Uinomy

Enizoan kposoTey

B.’??OIJUUH(! Kinygesa movra

* Ouinka edextHniocti koxnol in*exiii IMP Ta 3aransna outinka
edpexTHBHOCTI Hanpukin BE.

Oninka epeTnBiocTti 6azyranaca 1na HACTYIIHOMY:

o Bidminna: pantone nonerwensns Gono Ta/aGo  6Gessancpeunie
rokparuens of’eKTHRHIX O311aK KPOBOTEU] NPOTArOM npHbnnaHo
8 ronuis nicns ojtirokpaThot iQy3ii.

* [apua: nesHe nonertienns Gono Ta/ao nokpauleHHs o3liak
KpoBoTeUi nporarom npudnuano 8-12 roauu nicas iHdysil, wo
notpebynano A0 2 iudysii Ats NoOBHOTO Oy Kans.

* [floaipna:  siporignnit  abo nezmaunuii  cnpusTvBui  edekT
npotaroM  npranzne 12 roarn nmicas nepuiol  iHgysil, o
noTpedysano 6inbule ABOX iNy3iii Ans NOBHOrC OAYKAHHS.

* Husexka: siacytnicte nokpawenus npotarom 12 roaun abo
NoripuicHHs CMMNTOMIR, ute norpebypano Ginbiue 2 indysiii ans
I10BHATO OJLYKAHIIA.

KomiTter i3 mesanescuol ouinkn pesynwratis aocuipenns (IDMC)
YXBaJHB yCi OUiHKH ehekTHRIIOCTT 1o Jiikysaniio BEs,

TTpoginarernea xipyprivmny inderuiii

Bmopunni kinesi inounn

* 3aramplla  oUilka eeKTHBIIOCTI  XIpYprom | remMaToaorom
(BpaxoByioun InTpaonepauiituy Ta nocr-onepauifiny ouinky)
HATPHKIHIL TPogIgakTHRH Xipyprivaux inderuii

* Cepealis ta MakcHMallsHa QUiKkKYRANA Nifipaxonaia BTpata KpoOei
OPIRIAHO 3 haKTHUIIOIO NIAPAXOBANOIO BTPATOIO KPOBI.




17. Kinneni Touku 0canexu

Bmopunni kintnesi movuicy

* Kniniuny nepenocnMicTb  OLINIOBAMM  WJISXOM  MOHITOPHHTY
Hebaxannx apnwl (AES), OCHOBHHX MOKASHUKIB JKHTTEAIANLHOCTI
Ta JabopaToOpHUX NOKAZHHKIE,

* OcHORNI NOKA3KWKKM XHTTEAisILNOCT  (aprepianbhuil  THCK,
4ACTOTa CEPUEBHX CKOPOUCHb, HACTOTA AMXAHHS Ta TeMnepaTypa
Tina) RoCHiKyBaNKCh Y 3a3alierilh BU3NAUEHT MOMEHTH Yacy.

*  Crauaapthi (3arareHonpuiinaTi) JlaGopatopri nokasiHky Gesnekn
NEpEBIpsAM B 3a3jancrifls  BH3HAYEHI  MOMEHTH  yacy:
reMaToNoniuni  NoKasHWky  (KibKiCTh  epUTPOLMTIB, KiNbKiETh
NefKoUUTIB, reMornobin, reMaTokpuT i KinbkicTs TPOMBOUMTIE);
BioximMiuni nokazikn (3aransisii Ginipy6in, ALT, AST, asor
CCHORMIII  KPORi, KPEATHHIN CHPOBATKH, JAKTATACriAporeHasa
[LDH])  smicT encktponitie  y cupopaTui: watpid, xanifi,
Bixapbonar, Kajibilii; ananis. ceyi: ananis ceul TECT-MOAOCKAMH
(nefiounTypis, remarypis, npoTeiuypis, TMOKO3a, KETOHH,
Oinipy6in, HITPUTY - Y pasi NO3UTUEHOIO Pe3yiibTaTy, BKIIQUAIOYH
MIKPOCKOMiuHe rochiKelts)

®  AKTHBHIGTD inrigiTopir BHANANANI 3a JIONOMOro10
moanhikesanux beresna-ananizin (moundikanis Hedimerer) na
noUaTKy AOCHIKEHHS, BiApasy uepes EPWHM  BBEJeHHSM
npenapary Hyeix, yepez | ED, uepes 10-15 EDs, a Takosx nig uac
3-MIiCAYHOro BI3HTY TA BI3WTY 3aBepileins gocnimkenus. Y Ti x
MOMEHTH vacy BiidupanH 3paskn AN ananisy antutia go FVIII.

18. CTaTHCTHUHI MeTOIH

OckinbkH  niskol  nepeBipky  MIATBEP/BKYIONOT  rimoresu e
nranysanoch, hopmanpia ollinka poamipy BnGipku He NpoBoAMIIach,

Hna nopisnusuus PK npodimo npenapaty Hysix 3 npenapatom
Koreweiit, 6ynu npeiacrasneni (naseaeni) 90% pmosipui intepnanu
(Cls) ana cnissignolesiin a6o norapH(pmivuore BIAHOWEHHS MiX
npenaparamu Fyeix i KoreneiiT ana subpaiux PK napametpis, 1o 1e
3aJleAIN BiZL 103H HH KOPHIYBAIIIS 103,

19. Hemorpadivyni aani. nocnin-
wyeaHol nonynanii (crath, BiK,
paca, iHue)

Bei 22 natjenra OynH LOPOCIUMH YONOBIKAMU EBPONEOIIHOT pacw 3

Tokkoio  remopiniclo A (FVIIEC < 1%). Buxigna ouitika

dyrruionansuoro crany cyrno6is npu  remodinii (BHIJHS) Ta
womicauna yactora BEs srazysanw na e ypaxenus cyrnoGia i
Morano KOHTPOALABAHY reMofinig A.

GENA-09 ©yno nepumm  KATHIUHMM  JOCHIJDKEHHSM, Y AKOMY
CHUCTEMATHYHO ouinIoBanach epexTHRIICTb npodinakTHiKH
pexoMOinanTioro FVIIL B rawiii rpyni TSXKO ypawkeHnux nauieuTis,
K He OTPHMYBaJH AOCTATHLOMO (32/081ALHOr0)  fikyBawns 3
JMTHHCTRA.

20. Tokastnxn edexTHBHOCTI

PapyarokileTiika
Y YHacruni | nocnigxerss, nei 22 BKAIOUEH] B A0CHIDKEHHS MALlieHTH
orpumysani npenapat Hysic ado Korenedit y PKE Uukn | Ta

nepeiumn na ansTepHaTHRle Jikysains 3 P Linkn 2.

[lpenapat Hysix ©OyB GioeKBiBANSHTHMM 3aPEECTPOBAHOMY Ha

CHOrOMHIWHIiT Aelib npenapaty nopibsiiyg pexkomBivanthoro FVITL




Korcueir, siamosiano npo ocuosnux CHR  PK anactusocted,
Cnippintowenns (npenapat MHyeic slanocno KoreneilT) cepeansoro
reomeTpuunoro [90% CI] ana AUC,,,, cranosuno 0,885 [0,819,
0,956] i 6Gymo B MoKaX  JONYCTHMOIO  Jianazony  JUis
dioekgisanenTnocTi Big 0,8 no 1,25.

Cepenne  noctymose sijuiornenns [VR  nuns ofox npenapartie
crattogune  npubausno  2%/MO/Mr i sijnosigano  oyixypaHKM
snauentitaM. KpiM Toro, chiRRiITOWIEHHS CEPS/LILOIO reOMeETPHUHOrD
[190% CI] ana TVR (npenapar Hygix signocno Koreueiit) cranosuio
i,012 [0,935, 1,096] i 6yno B meskax AONYCTHMOrO Aianasony ans
Giockpirancuriocti sy 0,8 no L25. Ty, 6ys Tpoxu KopoTwWwHM Aas
apenapaty  Hygie nopisusno 3 npenaparom  Korenedir  (O11
nopisuano 3 13 rogunamu), aje Gys y nianazoni, odikysanomy ans
pexkombinanrioro FVIII,

Ocnionni PK napamerpu ana npenapaty Hysix 6vin eKBiBaneHTHHMH
vepes 6 micauin (N=21) nopighsHo 2 NouATKOM J0CHIHKERHA, KOJNK
BOIH OUIINOBANKCL 32 Jonomoreio kpurepiie GioexksisanenTHoCT.
Cninsinioulenna  cepejithoro  reomerpriviiore [90% CI] uepez 6
Micstiui nopisHano 3 nouatkom aochizenns ans AUCgom 1 IVR
cranosuno 0,93 [0,851, 1,012] ta 1,07 [0,991, 1,149], sinnosinno.

MpodiinaxTiane nikyrairis

IMpu zaBepnieiti pocnijpkenis, 22 nanienra oTpHMyBany npenapar
Hyeix ax npodinakriry uporsrom B cepeithomy 90 EDs (BHbipka
PROPIY I B no3i 32,8 MO/kr na ED.

Edextusuicts npodinakruku Gyna siaminnotoe (< 0,75 BEs/Micaus) y
81,8% nanienris i rapnoio (> 0,75 - | BEs/micans) v 4,5% nauienris
{y 864% nauiehric piaminnoo . rapioo).  Edexrtassicrs
npofinakrien Gyna piaminno y 100% (22 i3 22) nauienTis ang
Tpasmartuunnx BEs; edexrusiicts npodinakruky ans cnoHTamunx
Blis 6yna siaminuolo y 81,8% (18 iz 22) nauieuris, rapnoio - y 9,1%
(2 i3 22) nauienTiz (v 90,9% [20 i3 22] nauientis BigMiHHOIO Y
rapriolo) i nomiproro - y 9,1% (2 iz 22) nauienris.

Kpim roro, cepeans micsuna vactora BE 6yna 3mnkena nopisnsgio 3
nonepealiMe NOKA3HIKAMH ¥ BCIX 1alietTin, i3 CeRCMHiM 3HHKCHIIM
71% y nauienrin, axi orpumysand npofinaxTuky FVIIL nepen
fpocnigcennam. Ha nopatok no cepiozuux nopyeds (ynxuil
cyrio6is i nonepeanix noxazuukis BE B uiit rpyni nauieuris, Takox
CHNIA 3a30@4HTH, 1O 1 IFCMOCTATHUHI  NHOKA3IWKKY  C(EKTHRHOCT]
Gasypamics na xinekocti BEs, 1o mamannes Giibin cyBOPHMN, X
Binbitr cy®’eRTHRHI MOKAZNIRK SPERTHBIOCTI, stiki pallilie dasysanncs
Ha OuiNiLi, 110 NPOBOAHIIACK 118 PO3CYIL JOCHiUIHKIR,

Enizoiun kposorey

Croctepiranocs 47 npopuminx  kposoren (BLEs) npu  nikyeani
npenaparom Hyeix (33 cuonrannnx, 13 TpasmartiuHux, 1 nicns
dizmunol axtuenocti) y 14 i3 22 nauienrtis, axi oTpumyBany
npotinaxTnky npenapatom FMHyein. Cepeins daxTuuiia 1o3a, U0
BBOAMNACK, cknanana 32,6 MO/kr na oany ingyzio.

Ouinka remocratnunol  chekturnocti  npenapaty Hysix  Oyna
iMoo abo rapuoio juis 61,7% (29 i3 47) BEs. Edexrturuicts




ouiHioBanu sk nomipuy 8 pewTi 18 eunagkie (6 nagienTis).

Yotuptaauats i3 kx 18 siinankis 6ynu cnonrannumn BEs, a 11 i3

umnx 14 (78,6%) 6ynn BEs i cyraobu-mitneni 3 fanamn no cyrnodax
10 i siwe. EdexTHeHICTh ouinioBann aK BIAMINKY uu rapuy B 94,1%
(16 i3 17) negnaunux BEs i 8 43,3% (13 i3 3¢) nomipHuX | Bennkux
BEs.

I 3HOBY, Wi ;ali cniji po3rNsSAaTH B KOIITCKCTI cepiio3HUX nopylueisb

(pyHkui’ cyrnoGie i monepeaitix nowasimkin BE, a Takox BigHocHo |

HH3LKKX J103, SKI BBOAMANUCH Wi rpyni nauienTis,
TIpodinaxruka xipypriviimx ingerniii

Edextueticts npodinaxTiicn  xipypriunkx  Indexuiii npenapatom
Hyeiic oniingeanack 9 pifmining xipypros i rematonoroM Aas scix 14

MAaJTMX XIpYPrivtix grpyyans (4 nanicirri).

21, [Mokasnky desnekn

22 nauienTH oTpHUMYyBanu Bokoro 2,133 indyziil npemapaty Hyeik i
Manu B cepennbomMy 97,7 nnin npuitomy npenapaty Hysix 3a Bcima
ouinkamu. 3arannia cepelHs n03a npernapaTty fHysix cTanoBuia

226,576 MO (3,253.2 MO/kr).

Hew’ste webaxanux ssuul (AEs) Oyno zapeectposano y 6 iz 22
naujenTis (27,3%) y 8 iz 2,153 indyzili. He Byno cepiiosnux. ado
tmkknx ABs abo AEs, nop’ssanux i3 nikysauuam. [1poTarom ycworo
pocnimpkenna He 6vio oanoi cmepti. Bei AEs Gynu nerkumu 3a
CTYNEHEM TAAKCCTI, 38 BHIATKOM OAHOIO BHOAAKY TOTIPILEHHS
aeitkounTypil, 9ka Oyaa cepealLoro cTyncls TaKRKoeT Ta swke fyna
HARBIIGIO NPH BKIIOYEHHT B AOCTI [LIKCHHS.

Ananiz naGopaTopHUX MOKA3IMKIB Nokasas Jcaki 3MiHu, | KOAHa 3
HUX HE BBAKANACH KINIHIYNO 3HAYYILOIO B KOWTEKCTI KNIHIMHOCO
neaenng remofinit A,

He dyno sunaakis rpomBoemBonil Ta e 6yno sussieno iHriGitopis
20 FVIT aBo.avririn go FVIII,

22. Bucnosok (oTpuMani pesynb-

S TATN)

- PeaynnTaTy 11bOro IOCA eI NS BKAa3YIOTh Ha T€, o npénapat Hyeix

e GioexBiBaNeHTHHM 3apecCTPOBAHOMY Npenapary [opiBHAHHS
pekeMBinanriore FVIIN, Korguedr, sinnosinng no ocnoenux CHR
PK snactusoctei. Kpim Toro, ochosui CHR PK snactusocTi ans
npenapary  Hysix  uepes 6 wmicsiir  npodinaxtuky Gymn
CKBIBANEHTHUMH THM, L10 CNOCTEPIFANICS Ha NOYATKY AOCHIAXKEHHS.

B wiit Taxko XBopil rpyni nopocaMx NaunieHTiB, SKi He OTPUMYBANH
JOCTaTHLOrO (3a/10BINLHOMD) NiKYBaNNUs 3 AMTHIICTRA, Npenapar Hysix
Oye edextBniM Ak npodinartuka, sk Aikysatins npopksHix BEs y
nauienTis, ki oTpHMyBanu npodinaxruky, i sk npoinaktuka y
nauicnrie, sKi nepenecnu Mani Xipypriuni erpyuands. [lpenapat
Hyaix mpofemMoricTpyBas  BiaMinHui  npogine  6e3neku,
NepeHocHMOCTE Ta iMynorenuocTi, 6ez punankie tpomBoemBonii Ta
nossu iuridiTopis abo anturin no FYII,

3agennk (Bnacuuk peecrpaiii-

HOrO CRIAOUTRA)

/micnucano!

(niamuc) ' I8 numns 2023 poky

(M.1.B) Hp. Kpicrina Conomon /Dr. Cristina Solomon/
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Clinical Trial Report

GENA-13

1. Name of medicinal product (Marketing
Authorisation number, if any)

Nuwiq

2. Applicant

Octapharma Pharmazeutika Produktionsges.m.b.H.
Oberlaaerstrasse 235

1100 Vienna

Austria

3. Manufacturer

Manufacturer responsible for bulk production, primary
packaging, visual inspection, integrity testing, quality testing,
batch release of final product (powder for solution for injection
and solvent):

Octapharma AB, Sweden
Lars Forssells gata 23
112 75 Stockholm Sweden

Manufacturer responsible for visual inspection and integrity
testing for powder for solution for injection, labeling and
secondary packaging of the final product {powder for solution
for injection and soivent):

Octapharma Dessau GmbH, Germany

Otto-Reuter-Strasse 3, Dessau-Rosslau, Sachsen-Anhalt,

06847, Germany

Quality testing, visual inspection of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Schutzenstrasse 87, 99-101 88212 Ravensburg, Germany

Production, quality testing, visual inspection of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Eisenbahnstrasse 2-4 88085, Langenargen, Germany

Visual inspection, quality testing, labelling and secondary
packaging of solvent:

Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Mooswiesen 2, 88214 Ravensburg, Germany

Visual inspection, stability testing of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany

Helmut-Vetter-Strasse 10 88213 Ravensburg, Germany

4, Conducted studies:

Nyes

O no if no, provide rationale

1} type of medicinal product for which
registration was conducted or planned to
be conducted

Coagulation factor ViIl

5. Full title of the clinical trial, code
number of the clinical trial

Clinical Study in Previously Treated Children with Severe
Haemophilia A to Investigate the Long-Term




Immunogenicity, Tolerability and Efficacy of Human-cl / L
rhFVII

e

6. Clinical trial phase

3b

7. Clinical trial time frame

from 25-Oct-2011 through 13-May-2016

8. Countries where the clinical trial was
conducted

Czech Republic, France, Poland, Romania, Russia, UK

9. Number of subjects

planned: any evaluable patients who had completed study
GENA-03 with a study participation period of 6 months
actual: 49

10. Primary and secondary objectives of
the clinical trial

Primary objective

= To determine the long-term immunogenicity and
tolerability of Nuwig in previously treated children with
severe haemophilia A

Secondary objectives

= To determine the long-term efficacy of Nuwig in the
prophylaxis and treatment of bleeding episodes {BEs),
and in surgical prophylaxis in previously treated children
with severe haemophilia A

11. Clinical trial design

Prospective, open-label, uncontrolled, international,
multicentre phase 3b study

12. Key inclusion criteria

Inclusion criteria

» Evaluable completion of study GENA-Q3 with a study
participation of 6 months, provided that prophylaxis with
Nuwig continued without intermediate interruption

» V/oluntary informed written and signed consent obtained
from the parents (or legal guardians)

Exclusion criteria

» Development of FVIlI inhibitors (>0.6 Bethesda units {BU])
in the course of study GENA-03

= Any severe liver or kidney disease (alanine
aminotransferase and aspartate aminotransferase levels
>5 times of upper limit of normal, creatinine
>120 pmolfL}

13. Investigational medicinal product,
method of administration, strength

Nuwig is a B-domain deleted, human cell line-derived
recombinant (r}FVIil concentrate for intravenous use.

Dosing
Prophylactic treatment

Every-other-day or a 3-times-a-week dosage regimen was
available for selection. Regardless of the selected regimen,
the prophylactic dose was 30—40 IU FVIIl/kg BW. Two dose
escalations of approximately +5 IU FVIII/kg BW each were
recommended if two or more spontaneous BEs within one
month were reported.




i
Treatment of BEs Z

The dosage and duration depended on the location and
extent of bleeding as well as on the clinical situation of the
patient. Dosage recommendations:

= Minor haemorrhage: 20-30 IU FVIII/kg BW every
12-24 hours until BE had resolved.

= Moderate to major haemorrhage: 30-40 1U FVIlI/kg BW,
repeat one dose every 12-24 hours until BE had resolved.

® Major to life-threatening haemorrhage: initial dose of
50-60 1U FVIll/kg BW, repeat dose of 20-25 U FVIlI/kg
BW every 8~12 hours until BE had resolved.

Surgical prophylaxis

The dosage and duration of treatment with Nuwig depended
on the type of surgery and on the patient’s individual
incremental recovery. Dosage recommendations:

» Minor surgeries, including tooth extractions: 25-30 1U
FVIil/kg BW within 3 hours before surgery to achieve an
intended target peak level of about 50-60%. Repeat dose
every 12—24 hours until healing is complete. Trough levels
should be maintained at approximately 30%.

s Major surgeries: 50 IU FVIIi/kg BW within 3 hours before
surgery to achieve an intended target peak level of
approximately 100%. Repeat dose if necessary after
6—12 hours initially and for at least 6 days until healing is
complete. Trough levels should be maintained at
approximately 50%.

14. Comparator, dose, method of
administration, strength

15. Concomitant therapy

16. Efficacy endpoints

Secondary endpoints

» The long-term efficacy of prophylactic treatment was
assessed based on the monthly and annual rates of
spontaneous and total BEs.

» The long-term efficacy in the treatment of BEs was
assessed by the patient/patient’s parents (or legal
guardians) at the end of a BE,

= The efficacy in surgical prophylaxis was assessed by the
surgeon at the end of surgery and postoperatively by both
the surgeon and the haematologist.

The long-term efficacy of prophylactic treatment with Nuwig
was determined based on the monthly frequency of
spontaneous BEs in each individual patient and the annual
bleeding rate (ABR) of all types of BEs. In terms of individual
prophylactic efficacy, the following assessment criteria were
used:

v Excellent; Fewer than 0.75 spontaneous BES per month
* Good: Between 0.75 and 1 spontaneous BEs per month




Y

[’/’ %
* Moderate: Between more than 1 and 1.5 spontaneous ZE)

BEs per month
= Poor: More than 1.5 spontanecus BEs per month

The long-term efficacy of Nuwig in the treatment of BEs was
assessed by the patient/patient’s parents (or legal guardians)

at the end of a BE using the criteria in the table below. All BEs
with an efficacy rating of ‘excellent’ or ‘good’ were defined as

‘successfully treated.’

» Excellent: Abrupt pain relief and/or unequivocal
improvement in objective signs of bleeding within
approximately 8 hours after a single infusion

" Good: Definite pain relief and/or improvement in signs of

bleeding within approximately 8-12 hours after an
infusion, requiring up to 2 infusions for complete
resolution

= Moderate: Probable or slight beneficial effect within
approximately 12 hours after the first infusion, requiring
more than 2 infusions for complete resolution

= None: No improvement within 12 hours, or worsening of
symptoms, requiring more than 2 infusions for complete
resolution

The efficacy of Nuwig in surgical prophylaxis was assessed by
the surgeon at the end of surgery and postoperatively by
both the surgeon and the haematoclogist. An overall efficacy
assessment taking both the intra- and postoperative
assessment into account was given by both the surgeon and
the haematologist. All surgical procedures with an efficacy
rating of ‘excellent’ or ‘good’ were considered ‘successfully
treated.’

The assessment of intracperative efficacy performed by the
surgeon at the end of surgery was based on the following
criteria:

= Excellent: Intraoperative blood loss was lower than or
equal to the average expected blood loss for the type of
procedure performed in a patient with normal
haemostasis and of the same sex, age, and stature.

= Good: Intraoperative blood loss was higher than average
expected blood loss hut lower or equal to the maximal

expected blood loss for the type of procedure in a patient

with normal haemostasis.

= Moderate. Intraoperative blcod loss was higher than
maximal expected blocd loss for the type of procedure
performed in a patient with normal haemostasis, but
haemostasis was controlled.

= None: Haemostasis was uncontrolled, necessitating a
change in clotting factor replacement regimen.

The assessment of postoperative efficacy performed by the
surgeon and haematologist at the end of the postoperative
period was based on the following criteria:

= Excelfent: No postoperative bleeding or oozing that was
not due to complications of surgery. All postoperative
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bleeding (due to complications of surgery) was contr{lle\'cf
with Nuwig as anticipated for the type of procedure.

= Good: No postoperative bleeding or oozing that was not
due to complications of surgery. Control of postoperative
bleeding due to complications of surgery required
increased dosing with Nuwig or additional infusions not
originally anticipated for the type of procedure.

= Moderate: Some postoperative bleeding and oozing that
was not due to complications of surgery; control of
postoperative bleeding required increased dosing with
Nuwig or additional infusions not originally anticipated
for the type of procedure.

= None: Extensive uncontrolled postoperative bleeding and
oozing. Control of postoperative bleeding required use of
an alternate FVIII concentrate.

17. Safety endpoints

Primary endpoints

» Long-term immunogenicity was assessed based on
inhibitor activity determined using the modified Bethesda
assay (Nijmegen modification) and anti-rhFVIll antibody
measurements.

® Lang-term tolerability was assessed by monitoring
adverse events (AEs) throughout the study duration.

18. Statistical methods

Because this was an uncontrolled study, no inferential
analysis invalving formal testing and, consequently, no formal
sample size estimation were performed.

The statistical analysis of all endpoints was performed
descriptively. Additional descriptive and exploratory statistics,
such as geometric means or confidence intervals (Cls), were
included as appropriate. No confirmatory hypothesis testing
was performed.

19. Demographic data of the study
population (sex, age, race, etc.)

The median age of the entire patient population was 6
(range, 3~13) years. All patients had severe haemophilia A
and were white and of neither Hispanic nor Latino ethnicity.

Genetic defects were documented in 47 of the 49 enrolled
patients, the most common being intron 22 inversion (N=21,
42.9%) and missense mutations {N=8, 16.3%). Slightly more
than one third of the patients had a family history of
haemophilia (N=19, 38.8%), and 3 patients (6.1%) had a
family history of inhibitors

20. Efficacy outcomes

Prophylactic treatment

The 49 enrolled patients received a total of 19,725
prophylactic infusions. The median duration of prophylactic
treatment was 30 months (range, 9.5-52). The median dose
per prophylactic infusion was 36.5 IU/kg (range, 28.5-61) and
was thus similar to the median prophylactic dose of

37.8 lU/kg (range, 26-56.7) administered in GENA-03.0f the

48 enrolled patients, 27 patients experienced 81 spontaneous

BEs. The efficacy of prophylactic treatment was found to be
‘excellent’ in all 49 patients (100%) undergoing prophylactic
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treatment, i.e., the monthly rate of spontaneous BEs per /
patient was less than 0.75,

The ABR for spontanecus BEs in the 49 patients decreased
significantly from 1.36 in GENA-03 to 0.67 in GENA-13
{GENA-13/GENA-03 ratio: 0.49; 95% Cl of 0.28-0.86).

Analysis by age showed a significant decrease in the ABR for
spontaneous BEs between GENA-03 and GENA-13 in the
younger age group (GENA-13/GENA-03 ratio: 0.29; 95% Cl of
0.11-0.74) and a nonsignificant decrease in the older age
group.

Decreases in the ABRs for traumatic and joint bleeds were
also seen in both age groups, but none of these were
significant. The ABR for all types of BEs decreased nonsignifi-
cantly from 3.54 in GENA-03 to 2.88 in GENA-13 (GENA-
13/GENA-03 ratio: 0.81; 95% Cl: 0.60-1.10), with a significant
decrease still seen in the younger age group (GENA-
13/GENA-03 ratio: 0.57; 95% CI: 0.37-0.90).

Overall, through continued prophylactic treatment with
Nuwiq from GENA-03 into GENA-13, decreases in the
spontaneous, traumatic, joint, and overall ABRs in both age
groups were observed, with the most substantial decrease
occurring for spontaneous BEs in patients aged 2-5 years at
the start of treatment.

Of the 49 patients, 35 patients (71%) did not have a singl'e
abnormal joint score throughout the study. The mean total
HIHS improved from 0.69 * 2.99 (range, 0—20) at baseline to
0.23 +0.84 {range, 0—4) at the end of the study, and the
mean global gait score improved from 0.15 £ 0.65

(range, 0—4) to 0.06 £ 0.25 [range, 0—1).

Treatment of BEs

Of the 49 enrolled patients, 41 patients experienced 336 BEs.
Of these, 81 BEs (24%) in 27 patients were spontaneous,

209 BEs {62%) were traumatic, and 46 BEs (14%) had otheror
undocumented causes. In terms of severity, 182 BEs (54.2%)
were of minor, 146 (43.4%) of moderate to major, 5 {1.5%) of
major to life-threatening, and 3 (0.9%) of undocumented
severity. About one third of BEs were joint bleeds.

Of the 311 BEs requiring treatment, 222 BEs (71.4%) were
treated with one infusion, 42 BEs (13.5%) required

2 infusions, and 47 BEs (15.1%) BEs required 3-8 infusions.
Overall, 485 infusions were administered far the treatment of
BEs. The median dose per infusion was 39.8 |U/kg (range,
24.6-111.1), and the median dose per BE was 47.4 |U/kg
(range, 24.6-351.3).

Treatment efficacy was rated as ‘excellent’ in 178 of the
311 treated BEs (57.2%), as ‘good’ in 75 BEs (24.1%), as
‘moderate’ in 46 BEs (14.8%), and as ‘none’ in 6 BEs

{1.9%), and it was undocumented in 6 BEs {1.9%). The 6 BEs

N
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whose treatment efficacy was classified as ‘none’ were all 6'
moderate to major in severity and were treated with 4-8
infusions.

In total, therefore, 253 BEs (81.4%) had an efficacy rating of
either ‘excellent’ or ‘good’ and were therefore considered to
have been ‘successfully treated.’ By comparison, the
proportion of ‘successfully treated” BEs in GENA-03 had been
82.4% (‘excellent,” 71.3%; ‘good,’” 11.1%).

Surgical prophylaxis

Of the 49 enrolled patients, 16 patients underwent 27
surgeries, 24 of which were treated with IMP. Of these, 12
were minor and 12 were major surgeries. Overall, 261
infusions were administered for the treatment of surgeries.
The median doses per infusion were only slightly higher for
major than for minor surgeries (i.e., 49.6 and 41.5 1U/kg,
respectively). The median number of infusions for minor and
major surgeries was 8 {range, 2-19) and 11 (range, 3—37),
respectively. In both minor and major surgeries, the actual
median blood loss was [ower than the average expected
median blood. No postoperative haematomas were reported.

All available assessments rated the efficacy of surgical
prophylaxis with Nuwig as ‘excellent.” Of the 24 treated
surgeries, both the intraoperative assessment by the surgeon
and the overall assessments by the surgeonand the
haematologist were available for 16 surgeries. Another 5
surgeries had at least one available efficacy assessment.
Three minor surgeries in one patient had no efficacy
assessment.

21. Safety outcomes

The safety of Nuwig was assessed in 49 patients, who
received a total of 20,518 infusions (prophylaxis, n=19,725;
treatment of BEs, n=485; surgical prophylaxis, n=261; in vivo
recovery, n=47), or more than 27.5 million 1U. The median
duration of participation in the study was 30.1 months
{range, 9.6-53.2}, the median number of exposure days (EDs)
was 424 (range, 145-802), and the median number of
infusions was 424 (range, 145-823).

Overall, 45 the 49 patients experienced 317 AEs. Of these,
256 AEs (81%) were mild, 53 AEs {17%) were moderate, and 8
AEs {2%) were severe in intensity. The most common AEs
were respiratory tract infections, followed by headache,
pyrexia, and chills.*

21 patients experienced a total of 30 SAEs, one of which
{multiorgan failure, not drug-related) was fatal, and another
one was drug-related (mild case of pyrexia in a 5-year-ald
patient that required hospitalisation). Of the remaining 28
SAEs, 13 SAEs in 11 patients were related with the patients’
underlying condition, i.e., device-related events {N=8),

45




)
haematuria (N=2), haematoma (N=1), haemarthrosis (N=1),[ {

and synoviorthesis (N=1).

In addition to the one drug-related case of mild pyrexia, one
other AE was considered drug-related, i.e., a case of mild
dyspnoea that lasted for about 3 minutes, resulting in 2
drug-related AEs throughout the study.

Of the 317 AEs, 308 AEs had resolved by the end of the
study. Apart from the fatal AE, 8 AEs had not resolved by
study end (i.e., one instance of neurological decompensation,
eczema, dental caries, house dust allergy, atopic dermatitis,
visual impairment, nephrolithiasis, and nasopharyngitis each).
No AE resulted in withdrawal of the patient from the study.

No FVIII inhibitors were detected in any of the 49 patients,
corresponding to an incidence of 0% (95% Cl: 0-7.25). One
patient had been negative for non-inhibitory anti-rhFVIil
antibodies at baseline, but had 3 confirmed positive, low-titre
follow-up results. Prophylactic efficacy in this patient was
excellent, with no BEs throughout his study participation.

There were no cases of thromboembolism and no
hypersensitivity reactions. None of the vital signs or physical
findings were indicative of any safety concerns related to
treatment with Nuwig.

22. Conclusion (findings)

In conclusion, study GENA-13 confirmed the favourable safety
profile of Nuwig seen in its predecessor study GENA-03 and in
previous studies with the product. Over an overall mean
observation period of 6.6 months in GENA-03 and 29.5
months in GENA-13, no FVIII inhibitors were detected. In
GENA-13, only 2 mild AEs considered drug-related were
reported.

Also, the results of this study confirm the excellent long-term
efficacy profile of Nuwig when administered prophylactically,
with further decreases in the spontaneous, traumatic, joint,
and overall ABRs seen as prophylactic treatment with Nuwig
continued from GENA-03 into GENA-13. Finally, the study also
demonstrates that Nuwigq is efficacious in the treatment of
BEs and when administered for the purpose of surgical
prophylaxis in previously treated children with severe
haemophilia aged 3—13 years.

Applicant (Marketing
'Authorization Holder)

-

18-JUL-2023

(signature)

Dr. Cristina Solomon

Vice President, Clinical R&D Haematology

o
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[epexnad 3 auaniticokol MOGH HA YKDAINCLKY ;} oa

3siT mo knintivaomy BrupoGysaiio

GENA-13

|. Ha3ea nikapckkoro npenapary
{nomep peectpauiiinoro criaour-
" B8, SKULO €)

Hygix /Nuwig/

2. 3asaBHuc

Orraapma Dapmaucstnra [poayrrioneree m.6.X./
Octapharma Pharmazeutika Produktionsges.m.b.H.
Oberlaaerstrasse 235

1100 Vienna

Austria

(M. Bigenn, Ascrpia)

3. Bupobuik

Bupobnnx, sionogioanvuuii  3a  supobruymeo  neposhacosanozo
npenapamy, Hepauy  YRarRoeKy. GI3yarbHull  02asd, Nepegipry
iricHOCH, MECMYBANTISt SKOCHT, GUIYCK Cepil 20n06020 AIKAPCHROZ0
npenapamy (opowox I posutitx st pozvuy Ons in'exyii):
Oxradapma AB, Ulsenisn/Oclapharma A3, Sweden

Lars Farssells gata 23

112 75 Stockhelm, Sweden

{m. Ctoxronem, Lllgenin)

Bupotuuk,  gionosidansnuii 3o aizyanouulii  oz2and 1 nepesipxy
yinicinocmi nopowka Oas poswuny Oas fi'exyld, mapxysauns ma
GIOPUHHY YIAKOGKY 20IN0G020 RIKGPCHLKO20 Npenapamny (MOpouwox i
po3uuni ONs. po3uRy A in'exyiii):

Oxradapma Jeccay I'm6X, Himestunmna/

Octapharma Dessau GmbH, Germany

Otto-Reuter-Strasse 3,

Desssau-Rosslau, Sachsen-Anhalt

06847, Germany

(M. Ieccay-Pocenay, Himeuunna)

Tecmysanis sxocmi, Gisyanrsnuil 02iad posiuuniuKa:
BerrepPapma — Meprivynr I'm6X i Ko, KT7y Himewtuna/
Vetter Pharma ~ Fertigung GmbH & Co. KG, Germany
Schutzenstrasse 87, 99-101 88212 Ravensburg, Germany

{nm. PapencGypr, Himeuunna)

Bupobnuymeo, mecmyeanis sRocmi, Gi3vanerull 020 POIUUHHUKG.
Berrep hapma — bepriryne FymdXN i Ko, KE, Himeaunna/
Vetter Pharma — Ferligung Gmbld & Co. KG, Germany
Lisenbahnstrasse 2-4 880835, Langenargen, Germany

(M. Jlaurenapren, Himewunna)

Bisyanvnuil o2ns0, meciyeans AKOCMI, MAPKYGAHHS MA GMOPUHHA
PRARCGRA POIUUHNUKG!

Berrep apaa — Meprirynr I'mdX 1 Ko, KU, Himeranma/

Vetter Pharma — Fertigung GmbH & Co. KG, Germany

Mooswiesen 2, 88214 Ravensburg, Germany

(m. PaseucOypr, Himeuuniia)




Bizyansiiiii o2nad, mecmysanin cmadiieliocii pO3UUHIIUKA:
Berrep Mapma — deprirynr I'moX i Ko, KU, Himewaimza/
Vetter Pharma — Fertigung GmbH & Co. KG, Germany
Helmut-Vetter-Strasse 10, 88213 Ravensburg, Germany

{m. Papenctypr, Himeuunna)

4. Tlposeaeni pochimiceHus:

X Tak
O Hi AKILO Hi, HaaaTH o0rpyHTYBaNHS

1} Tn nikapchbkoro npenapary,

hakrop koarynauii kposi VI

no SKOMY npoBoAHAacs
peectpauis  abo  nuanypanocs

NpoBeCItiis

5. Tloena masBa KNiNi4YHOTO | Knintune poenimerst y niredi i3 rasccoro remodinicio A, ski
BHNPOOYBAHI,  HOMEP  Ko#y | pamimie GTPIUMYRAIN aiynanus, st ACCHyTRens

KAiHIYHOro BHNpODYBaAHHS

JIOBTOCTPOKOROT IAIYITOreNnttocTi, nepenocnMocTi Ta ederrnenocti
perombinanTiore parrapy koaryaanii kpori VI1II, orpumanoro 3
kaiTunnol ainit moaumn (Human-cl rhFVIIT)

6. (haza kainiunoro UNpobyBaH-
nst

3b

7. [epion npopeaenis kninivno-
ro BHNRODYRAHHS

3 25 sconTua 2011 poxy no 13 rpantst 2016 poky

8. Kpaiuy, B aKHX POBOAHIOCS

Kiinivne BUnpobysatins

Uechka  PecnyGaixa, Pymyuia, Pocis
y b »

BenukoGpuranis

MOpauuisn, [oabiua,

9. Kinbiicrs cy6’exrip

3annanosanmx: Gynb-stki npmsrrni st oninky  mauienrs, axi
sanepunin  gocaixeing GENA-03 i3 nepionom  yuaeri B
Jloenigeni 6 micstilin

Makryunux: 49

10. IlepBhuna ta BropiHHa wini
KNniniunoro suNpodyBaHHs

MMepiima min.:

* BuspavyuTH  JOBFOCTPOKOBY iMYNOFGHHICTE 1 [EpeHOCHMICTb
npenapary Hyeix y aitedl i3 Tmxkoo remodinielo A, fxi pauiue
OTPHMYBAIH AiKYyBaHHs

Broprumi wini:

* Busnauntw foBrocTpokoBy c(ekTHBHICTL npenapaty fHysik y
npothinakTuui Ta nikyeanni cnizomis kposoteu (BEs), a Takox y
npodinaktiui - xipypriunnx indexitifi y aireit iz Tmkxolo
remModiiniieio A, aki paniute oTpHMYBaNH NiKyBaHIs

1. MNnau kainivnoro
BHNPODYBAalHA

npOCHCI\"I'HBHC, BillK])HTC, HEKOHTPOJILOBAIIE, Mi')[(i[ﬂpO}lHe,

Garatoucirpone jlocnipketns 3b asn

12, OcHoBHI KPUTEPIT BKIOYSHHS

Kprrrepit sicimoucyis

* 3asepurenns pocaipwenns GENA-03 npupatHHMu aas ouinku
MAIENTAMH 3 YHacTIO B JOCHI/BKEHIT npoTsroM 6 Micsuiz 3a
yMOBH, 10 npodinakTnka npenapartom [ygix NPOJOBXKYBATACH
6e3 npoMiKNOT nepepsH
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« JloBposinsia indopMoBalia  MCLMOBA TAa  NiANHCAna 3roja,
orpimana sia BaTekis (ab0 3aKQNITHX OTiKYNIB)

Kpurepii snwmiouenus

*  Pozpurox iHridiTopin no FVII (> 0,6 Beresna onunuus [BO]) y
xojui gochnijpkenns GENA-03

* Dynk-sike TMKKE 3axXBOPIOBAIINS  LICHIHKH 4H  nupox (pieenn
ananinaMitiorpancepasy Ta acnapraraminotpancdepazn B S
pa3ip MepeBHUIyE BEPXHIO Mexy HOpMH, kpeaTwHin > 120
MKMOIIB/I)

13. Jochnigcypanuii nikapebkiif | Hysix — ue xoHuentpat pekombinairrioro (pakTopy Koaryasuii kpoi
npenapar,  cnoci®  ssenenus, | (NFVIID i3 pencuicro B-pomena, orpumannii i3 waituunot pinil
A02YBAIIHS JIOAMUH, NPH3HAUCHHT AN BHYTPIINBOBCHHONO BHKOPHCTAHHS.

Jozyeanna
Hpodhinarnnmie aikyeains

Hus eudopy Gyna pocrynia cxema Jlozysais uepes AcHb abo 3 pasu
Ha Tikachs, Heszanexctio pin ofpanoi cxemy, npoinaxtnyia fo3a
cravosuaa  30-40 MO  FVIll/kr wmacu  Tina (BW). Byno
PEKOMEIA0BAHO 30ibLIeHNs ABOX 103 koxcHa npubinsio na +5 MO
FVIlifxr BW, sknio nosigomasnocs npo Asi abo Ginbule ClIOHTaHHHX
BEs npoTsirom oanoro micsigs.

Adirpeanus enizodie kpocoriey (BLES)

Jlosysanhs Ta TpHMBANiCTL 3aNeKanM BiA JNSAHKE Ta CTYNEHIO
(obeary) kpomoredi, a TAKMK BiM KATHiuHOT cHTyauil nauiedta.
Pexamennanii iwono fozysais;

* Hesnawna wkpogomena, 20-30 MQ FVIIioe BW kowni 12-24
FoAHIL A0 NpHanaeHns BE

* [lomipra wu eeauxa (obuuymia) kposomeua: 30-40 MO FVIkr
BW, nosTopiosaTH oAny A03y kKON 12-24 roauH 00 NpUnNHHEHs
BE.

*  Benuxa wn 3azpoziiea dust acunima KPeeomend: NoOYaTKOBA JI03a
50-60 MO FVIII/xr BW, norroprosaru nazy 20-25 MO FVIl/kr
BW koxui 8-12 roann go npundncenis BE.

Hpodgiinarmura xipypeinix indieuiii

Jlosyranus ta TpHBaSicTs NiKyBanus npenapartom Hyaix 3anexanH Bij
THIY XipyprivHoro BTpyHaHis Ta ijuBiyansloro nocTynoBoro
oayxanug nanienta. Pexomennanii oo aosysanns:

° Mani xipypaiuni empyaanis, arxiionaiovn gudanenns 3ydia: 25-30
MO FVIil/kr BW npotaroM 3 rojiiu mepep onepauicio, 1wod
JIOCSATTH HAMIMCHOFO HiNbORBOrO MAKCHMAILHOIO Pirtg NpHONU3HO
50-60%. [TomTopiomatii no3y kowni 12-24 rogwi 70 NOBHOrO
omykanna.  [TorpiGiio nigrpumysary  npubausuo  30%
MilliManbHuH piBet,

v Obunpni xipypaivii ampyuanas: 50 MO FVIT/kr BW npotarom 3
FOAWE Mcped oncpauiclo, 106 Zocartk HamideHore LiNTbOBOro
MakcHmaninioro. pisust npudnuzino 100%. Tlpn weobximnocTi,
IOBTOPIOBATH jlO3Y clouaTky uepes 6-12 roann i npoTarom,
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npunaiMHi, G auiB 10  noBNHoro omyxanus. [lorpi6uo
niaTpHMysaTh npiéanano 50% minimankivi piseHs,

14, IlpenapaT nopisHaHHs, 1034,
cnocid BREAGHHS, KOlILeHTpaLis

15. CynyTua Tepanis

16. Kinuesi Touku edextHsiocTti

Bropitmi winueni Towugicn

* Jlonroerpoxony cherrunriicrs npodiiagTiratore nikysanust
OUIHIOBANH 1A OCHOBI MiCSUIMX | PIYHIX NOKAZHUKIB CIIOHTAHHNX
i saranenux BEs,

* JlorrocTpokoRy ecdewruminicrs Jikynannun BEs ouiHioganu
natienT/0aTbikH navienra (abo sakonui onikyuu) HanpHxinyi BEs.

* Edexkrusniern  upodinawrnkn  xipypriunnx  inderniit
oliinosas Xipyprr nanpnkinni onepauii Ta nocr-onepaliiino s
Xipypr, Tak i remMarosor,

HlosrocrpokoBy  eekTHBHICTL — MPOQIIAKTHIHONO  NIKYBAHHS
npenapatom  Hygik BH3NAuYAN  HA  OCHOBI  MICHYHOT  YACTOTH
cnonTaHuux BEs y kowHoro okpemoro nailienra Ta piuHoil 4acToTH
kpopotey (ARR) ycix rTunip BEs. 3 rouxn sopy ingusinyaneHol
npodinakTHuHol eeKTHBIOCTI, BHKOPHETOBY BANM HACTYIIHI KpHUTEPIT
OLLINKH:

= Biomira: menm nix 0,75 enontannnx BEs na micaun
* [apna:sin 0,75 ao 1 cnowrainnnx BEs na micaub

v [Jomipna: sig | no 1,5 cironranmmx BEs na micans

* Husera: 6invwie 1,5 cnoutaiimx BES ra micsum

Hosrocrporory edextHsiicTs npenapary Hyeix y nicysanui BEs
ouimonany nauient/Oarbku  nmanienta  (abo  zakonni  onikynn)
nanpukinui BEs, BukopucToryloun kpurepit y Tabiuui Himbkue. Bei
BEs 3 ouinkoto cpertusiocTi «BifMinnay il «rapuay BBEXKAINCA
«YCniuno npoaikoBamMmy.

*  Bidaminna: pantore nosertuenns Gomo Ta/abo Geszanepeyne
mokpatnenia o8’ exTHBHMX 031aK KPOBOTCUi NpoTaroM npulnuzio
8 roanu micnsa ognokparnol indysii

* Tapna: nesnc noneruickis Gomo Ta/abe noxpaulellg O3HAK
kpopoTeui npoTaroa npudnustio 8-12 roaun nicns indysii, wo
norpedysano a0 2 tudy3ii jyia noRIGIe GiyKanns,

* flonvipua:  eiporimmii  abo  heznaunuil  cnpusTINBHIE  edexT
nporarom npubnnsna 12 ropun micns nepiuol  indysil, uio
norpebysano Oinkiue ABox i y3ii 115 NOBHOMO OAYIKAHHS.

*  Bidcymua: mincymnicth f1okpainenys nporarom 12 roaud ao
noripuietig clMnToMin, 1o notpedynano Ginvine 2 iHdysiit aas
MOBIIOMD OAYKAIHA.

Egexturiicts  npenapary  Hysix  y  npodinakTiii  Xipypriubssx
inhekuif onintosar Xipypr HanpHkinii oncpailit Ta nocT-onepauiino
- Ik Xipypr, Tak [ remartonor. 3aranabiy OLinKy efexTHBHOCTI 3
ypaxynannssm sk inrpa-, Tak i nocr-orepauiiingi owinkn npoBogu
K Xipypr, Tai i rematonor. Bei Xipypriuni prpyuanis 3 ouitKoo
CPCKTHRIOCTI  «RIAMIHIOD UM «rapiioy  BRAMNANHCH  KYCUiLMHO
NPONTIKOBAHHMH.

"



Ouinka inTpaonepaniiinoi  cdexturnocti, nposenena Xipypron/
Hanpukitig  Xipypriqnoro prpyvanns, 0azysanacs Ha HacTymHux
KpUTEpifX:

* Biominna: inTpaonepautiiitta pTpata kposi Gyna HIKUOIO 3a uu.
Jopisniosana ceperniii ouikynaniii grpari KpPORI AN KAHOTO THILY
BTPYHAHHS, U0 NPOBOJMAOCE Y DallicTa 3 HOPManbiliM
remMacrazom i Tiel camol crari, Bixy Ta crarypu.

* [apua: inTpaonepauifiina srpaTa kposi Oyna BUUIOIO 3a CepefHio
OuiKKYBAHY BTpaTy KpoBi, ane Huxuoio 3a abo nopisHioBana
MakcUManbsHii  ouikysauiil sTpaTi Kpomi ANS  OAHOrD  THMY
BTPYUAHHSA Y AUieHTa 3 HOPMaNbHHM FeMOoCTA3Z0M.

v [lomipua: inTtpaoncpaniiina prpaTta- kposi Gyna BHLIOW, 1t
MaKcHMaNLHA  OuiKyBalla  BTpata  Kposi  Ana  Jasoro  THmy
BTPYUAINS, 11O NIPOBOJIACCL Y NallienTa 3 HopManbiiM
ICMOCTA30M, ANle reMocTas SYB KONTPONLOBAIIIM,

* Bidgymusn: remoctaz Gyn 1ICKOUTPONLOBAHKM, (WO norpefysalo
3MIHH CXeMHM 3aMiny (HakTopa KoaryJsauil Kposi.

Ottinka nocr-enepaniiinol cexTHrIOCT, U0 NPOBOAHIACL Xipyprom
i remartonorom panpukilili nocr-onepauiiinoro ncpiony, 6asysanack
Ha HACTYILNX KPHTCPisX;

©  Biominna: BiocyTnicTh nocT-onepauiitnol KpoBOTEY YK BUIICHD,
1o e Byan BHIHKAHD yoknaanenname Xipyprivioro BTpy4aHis,
Bei  nocr-onepauiiini kposoTeni  (uepes  yckaaanemis
Xipypriutoro prpyuanis) KonTpomoran: npenaparom Hysix, 4K
nepeadavanocs 1 AaNoro THRY BTpyUanis.

*  [apna: sincythicts nocr-oncpauiiitol kporoTeui 4d BHAINEHD,
1o 1e OYJIH BHKAUKANT YCKNATHEHHAMH XIPYPrivHoro BTpyuaHis.
Kontpone nocr-cnepauiititol  xpoBoTeui  vepes  yCKIagHEHHA
xipypriunero srpyuanis susaras 3BixknICHNg 039 npenapaTy
Hyei aGo nonaTrosux indgysidi, ki cnouarky ne nepeadauanucs
118 AA10rQ THEY BTPYUaLEI.

*  [lomipua: neska nocr-onepaniiiina KpoBoTeUa Ta BAAINEHHA, 1O
ne Oynmu BHEIMKAHI YCKNANICHUAMH XIpYPriutoro BTpyHariis,
KOHTpONbL nocT-onepaitiine’ kporoTcedi sumaras  3binbluenns
No31 npenapaty Hyaix 2100 lojaTkosHX inhysiii, skl cnovuarky ne
nependavanmes AN AA1I0r0 THRY BTPYUANIISL,

*  [idcymua: BennKa HEKONTPOALOBANA NOcT-onepatlifina KpoBoTeua
ta  RHAineHua,  Kowrpons  nocr-chiepauifinol  kpoporeui
notpeCyBaB BHKOPUCTAHIISI aNbTEPHATHBHOIC KOoHleHTparty FVIIL

17. Kinueri ToukH 6eanexu

[epnumnni kinneni Tosen

* JlosrocTpokony  iMyunorcumicTh  OWIMIOBANM  HA  OCHORI
aKTHBiOCTI  IHTIBITOPIR,  BH3WAUENMX i3 BHKOPHCTAHHAM
moandpikonauoro berezpa-ananizy (Mmouudpicaunia Helimeren), i
RHMiptoBati anThTin Jio rhEFVINL

= JloBrocrpokoBy HCPeHOCHMICTS olLiIIoBANN ILTISIXOM
monitopunry  nedaannx  asHin (AES) Ha nporasi Bchoro
JLOCaiGKCH .

18. Crarucrnyuni meToan

Ockinsbii e Oyjiio  HEKOUTPONLOBANE  JOCHIAXKEHHS, HiAKOI0
inepenttifinoro ananisy 3 npopescHiay (OPMaILIOFO TeCTyBals i,
BiAnoBinno, popMansior oninkn 06’ emy suBipkH He NPOBOIMNOC.




CraTHCTHUHWE ananiz yciX KillueBMX TOMOK NPOBOAMNH OMHCOBRO.
Honatkesi onwcosi Ta gochinuubki CTATHCTHUYHI AaHi, Taki sk
cepeane reoMeTpHute K foRipyi furepiann (CIs), 6vau Brmodeni
npu  neobxignocti.  [leperipka  niarsep/okylouol  rinoresn  He
NPOBOAMIAC.

19. Hemorpadiuni mani gocnin-
’KyBaHOI nonynsuii (crars, Bik,
paca, inwe)

Cepeannnuii Bix yciel rpyny nauientis cranosne 6 (aianason 3-13)
pokiB. Bei nauientn manu tamky remodiniio A, 6ynu esponeointoi
pach Ta e Oynw  Hi o iCnan-amMepHKaICHKOro, Hi MATHHO-
AMEPHKAHCHKOrO NOXOAKEHIIS,

lewernuni gedexrn Gynn aokymenransho nigrsepukeni y 47 iz 49
BIJIOUEHHX Y AOCHikeiliHs nauniedTis, Hailbinbll NOWKPEHUMH 3
axux Oynu ineepcia iHTpoHa 22 (N=21, 429%) Ta MicceHc-MyTauiv
(N=8, 16,3%). Tpoxu 6insiue oaniei TPETHHW nawieHTiB Manu
remodiniio (N=19, 38,8%) i 3 nawienrin (6,1%) manu inriGitopn s
ciMefinoMY anamiesi.

20. TToxazuuku edlekTHBHOCT]

Hpodiaacrnunce gikysanua

49 prmouetnx y Nochipkelina nanienTis oTpuManu Beboro 19,725
npothinaxtuunnx itdyaii, Cepesrtina tpusanicrs npodinakThunoro
mikysanua cranosnna 30 micanir (aianason 9,5-52), Cepennnia j03a
na oany npodiinakrnuny indysio eranosuna 36,5 MO/« (nianazon

28,5-61) i, omxe, Gyna riopiBua cepeannniii npodinakriuniii gosi

37,8 MO/kr (gianazon 26-56,7), 1w seoannack y GENA-03. I3 49
BIJIEOUEHHX Y ZOCHimkeHHs nauienTtis, 27 nauienTtis 3aszHann 81
cnontanunx  BEs.  Edexrtusuicth  npogisakTHUHOTO  TiKyBaHHs
BHSIBMAACK «BiaMinnOIOY ¥ Beix 49 nduieurin (100%), aki nepefiecin
npodinaxtuine nikysanng, To6To, Micsusa vactora chontapnux BEs
Ha. ofHoro nauienta 6yna menn iix 0,785,

Piuna uwactota kposored (ABR) mns cnontannnx BEs y 49 rauienTis
snaune aHusunace 3 1,36y GENA-03 no 0,67 y GENA-I13
(enirgianowenns GENA-13/GENA-03: 0,49; 95%-CI 0,28-0,36).

AHarnia 3a picoM nokasan snadne zrmwoxenna ABR Ans cnoHTaHHMy
BHs mik GENA-03 i GENA-13 y wmonoawiit  sikogiii  rpyni
(cniseinnoments GENA-13/GENA-03: 0,29; 95% CI 0,11-0,74) i
HE3HAYHE 3HHKEHHA B cTapIliii BikoBiH rpyni.

nwkenng piunoi vacToth xpoporey (ABR) insg TpapMaTHuHKX i
cyrmoGoRUN KPOBOTCH TAKOMC CNOCTEPiraNoch & 060X RIKOBHX rpynax,
ane skojllie 3 HUX ne Byno suauyumm. ABR ang scix tunis BEs
HeCYTTEBO 3nu3Wnach i3 3,54 y GENA-03 no 2,88 y GENA-13
{cnissianowenns GENA-13/GENA-03: 0,81; 95% CI: 0,60-1,10),
IPM UBOMY BCE 1UE GMOCTEPIranoch 3Maute 3HHIKEHHS B MOJOALUIN
sikoniii rpyni (crissianowciis GENA~I3/GENA-03: 0,57, 95%

1 CE0,37-0,90).

B uinomy, 3aspsikcu GeanepepBlomMy npodinakTHYHOMY JKYBAHHIO
npenapatom Hysie 8ix GENA-03 mo GENA-13, crocTepiranncs
3HMKEHNSA CIOHTAHHWX, TPABMATHUNMYX, CcYrno0oBHX [ 3arajbHUX
ABRSs B 0BoX BIKOBHX IPYNax, NPHUOMY HARGINLUL CYTTEBE 31HKEN NS
siabynanoch juis cnonTaniix BEs y naniewtin sikom 2-5 pokis ua
HOYATKY NiKyRamiis.

13 49 npauientis, y 35 nauientis (71%) ne 6yno  #OAHOro




AHOMANLHOrG NOKasHMKa Cyriobis Ha NpoTA3i BChOrO AOCIIAKEHHS.
Cepeans 3aransha ouika (ynkuionansHoro crany cyrnobis npu
remodinii (HIHS) noxpaunack i3 0,69 + 2,99 (uianason 0-20) y
puxianux ymosax ao 0,23 + 0,84 (wianazon 0-4 ) wanpukitui
AOCAIIKEHHS, a cepefiHif 3aranbiHif NOKAZHMK XONM [MOKPALUHBCS 3
0,15 # 0,65 (rianazon 0-4) s0 0,06 + 0,25 (nianason 0-1).

| Jlixynanus enizonin kponoren (BIs)

I3 49 BRMOUCHHUX Y LOCHLKCHIA nawicHTis, y 41 nauienta BUHUKNO
336 BEs. I3 nux, 81 BEs (24%) y 27 nauicuris Gyau CIOHTAHHUMH,
209 BEs (62%) Gynu TpasmaTtuunmmu, i 46 BEs (14%) mamu inwi uu
JNOKYMEHTAALHO 11C MIATBCPIIKSIT NpuHiii. 3 TOUKH 30pY CTYIEHIO
Taxkoci, 182 BEs (54,2%) 6ynu nerkinmu, 146 (43,4%) - noMipHumu
up pENRKNMK, 5 (1,5%) - BCAMIKHMH Y1 3arpo3NHBHMHE AN HCHTTH Ta 3
(0,9%) - AOKYMCHTANLHO HE NIATBEPMKEHOrG CTYNEHIO THIKKOCTI.
Mpubmuzio oaxicio Tpetviolo BEs Syni kposoTeui 3 cyrnod.,

13 311 BEs, uio norpeSypann nixysauns, 222 BEs (71,4%) nikyeanu
oarieio indysiero, 42 BEs (13,5%) norpebyrann 2 indyaii, a 47 BEs
(15,1%) norpebyranu 3-8 indysiit. B winomy, ans nikysanns BEs
6yno BeeaeHo 485 iudysifi. Cepenunna noza Ka oaHy [H(Y3i0
cranosuna 39,8 MO/kr (fianazon 24,6-111,1), a cepeannua noza la
oaun BE cranosuna 47,4 MO/kr (zianazon 24,6-351,3).

Edexrupnicts nikyganus Gyna oninena s «pigminuay 8 178 iz 311
nponikoBanux BEs (57,2%), sk «rapuay - » 75 BEs (24,1), sk
«nomipuay - & 46 BEs (14,8%) i sic «sincytusny - 8 6 BEs (1,9%), i ne
Byna JIoOKyMeHTalLHO nigteepmkena i 6 BEs (1,9%) 6 BEs,
¢(PeKTHBHICTb NikyBauus fkMX Oyna knacH(HkoBaHA fK «BIACYTH®,
Oynn MOMIPHUMU YK BENMKHMM 38 CTYNCHEM TICKOCTI Ta JIKYBaJH 4-
8 inthysismu, .

B uinomy, 253 BEs (81,4%) wmanv ouinky edexrusiocti abo
«BiAMinnay, abo «rapna», i TOMY  BBAWGAJNCS  «YCTIWHO
npojikeBanuMMU». Jnst NopiBHAHNS, YACTKA «YCNILIHG NPONIKOBAHHX»
BEs B GENA-03 cranoruna 82,4% («sinminnon, 71,3%; «rapHon,
11,1%0).

[Ipodinaxtnka xipypritmux ingexniii

I3 49 BrMIOUEHHX ¥ AocHifpkenis narienTis, 16 nawieHTIB nepeHecn
27 Xipypriuaux erpyuaub, 24 3 sxux nikyrasncs [MP. 13 uux, 12
Bystn manumn ta 12 Bynn ofiinpiuMu XIpyprivHuMu BTPYYaH sy,
Beworo aas nikyranbs oncpaTHsiin wrpyuasns GyAo maeacHo 26
indpysii, Cepeaunri fosn na opuy iwysiio Gynn nnwe Tpoxu
BHLLHME ANS OBUIKPHIX, Hisk /U1 Mastix onepauii (to6To, 49,61 41,5
MO/xr Binnosinno). Cepeauntia kinbkicrs indysiii ana manux i
obwHpunx Xipyprivimx sTpyvais cranosuaa 8 (nianason 2-19) i 11
(niamazon 3-37), sianopinto. flk nig uac manux, Tak {4 nig vac
BENMKHX XIPYPrivutux BTpYUa, GRaKTHUIE Cepefidiing BTPaTa KpoBi
Byna nmkuoio, Hik cepeling ouikysana stparta kposi. [TosigoMacts
PO MOCT-0NEpalliiii reMATOMK HE HAJXOAHTO,

Bei waseni  ouinkw  siazvavann  edekTHBHICTE  npodinakTHkH
xipypriunnx indexuiit nperaparom Hysix sk «siaminny». I3 24
nponikosanux onepaniit, ana 16 xipypriunux srpyuant 6yna Hagana
sIK_inTpaonepaunifing ouinka  xipyprom, Tak i saransia  ouinka

Y



xipyprom i remaronorom. llle 5 xipypriuuux BTpyuaH, Manw,
MpuHaiMii, omty Hasery ouiliky epextranocTi. Tpu Mani onepauii y
OHOTO NatlieHTa He ManH GUiNKH - COCKTHRITOCTI,

7

21. lMokazwkwn Geanexn

besneka npenapaty Hyeir ouiinoranacs y 49 nauienris, aki otpumant
Beboro 20,518 indysiii (npoginaxtnka, n=19,725; nikysauns BEs,
n=485; npodinaxtika Xipyprivnux inhexut, n=261; sigHoBIEHHS in
vivo, n=47) abo Ginew wniw 27,5 wminsitoniz MO. Cepennnua
TpHBajicTh yuacti B jocnijukenni ciknagana 30,1 micauis (aianason
9,6-53,2), cepeauniia kinukicrs guin npuitomy npenapary (EDs)
craniopuna 424 (nianazon 145-802) i cepeawuna, kinbkicts indyaiit
cranoBuna 424 (gianazon 145-823).

Beboro, 45 i3 49 nauienTie 3aznanu 317 neaxainx asuul (AEs). I3
nux 256 ALS (81%) Synu nerknmu, 53 Alis (17%) - nomipramu, i 8
ABs (2%) - TmxkuMn 3a iirrencuinictio. HaiiBinnw nowrpenumu
AES Oyau indekuil AnxaibHUX isXig, Nicns HUX - ronoBuuil Gifb,
rineprepmis Ta 03Ho6, *

21 nauient 3asnap B uinomy 30 cepiioznnx neGaxanux sisuiy (SAEs),
ofHe 3 AKkuX (noniopranna HeJ0CTATIHCTL, HE INOB’A3aHA 3 IPUHOMOM
npenapaty) 6yJ0 netanbiiuM, a e ofute Syno nos’ssane 3 npuiloMom
npenapaty (Jerknii RHNAafoK rineptepmil y S-pivnoro nauienra, axwit
norpefysas rocmitanizanii). 13 pewrtw 28 SAEs, [3 SAEs y I
mauientie 6ynu MOR’3aHi 3 OCHOBHWM 3aXBOPIOBAHHAM MALIEHTIB,
T00T0, fABMILA, noe’s3ani 3 npuerpoem (N=8), remarypis (N=2),
remaToMa (N=1), remaptpos (N=1) i cunosiopres (N=1).

Hopatkono no oanoro BHNAMKY NCrkol rineprepmii, nos’ssaloro 3
npuiiomom fipenapaty, e oiite AE snaxanock nop’szapnuM i3
npenapaTtom, TOBTO, BMNAAOK JIerKol 3afHLKH, Sk TpHEANA ONU3LKO
n

3 XBUNWM, 1O BHUKNMKano B pesynwtari 2 AEs, nos’ssannx i3
MpyiioMOM [Ipenapary, Ha NPoTA3i BCLOIO AOCIIIKEHHSL

I3 317 AEs, 308 ALEs zanukan po xinng aocsijoxenns. Okpim
neranbiioro AL, § AEs ne sumnun 20 xinua aochipkenns (ro6ro,
OIMH BHITAA0K HEBPOJOTIHHOT siekOMIICIcallil, ex3ema, kapiec 3yGis,
ajiepria Ha Jomawnii i, atoniunui AcpMATHT, NOFIPIIEHHS 30DY,
neponitiaz i nazodapuurit no ontomy). Monne AE e npusseno 1o
BHKAIOUEHHS MaLlienTa 3 LOCHiJOKel s,

HKonnux inrigitopis zo FVIH ue 8yno sussieno #i 6 oanoro 5 49
mauienTis, uwi Bijgnosinae wacrori 0% (95% Cl: 0-7,25). Opun
MauieHT MaB WEraTuBHUil pezynurar Ha He-inribiTopui aHTHTING 110
rhEVIIl y Buxignux ymoax, ane Man 3 DiArsepiKennx NOSHTHBHHX
Pe3yNIbTATA 3 HU3LKMM THTPOM MPH 1OAANbLIOMY CHOCTEPEKeH.
Edekrupnicts npodisaxtiky y nboro nauienra 6yna piagminno, Ges
BEs nporarom yceoro nepiofly HOro yuacti b oCniakenHi.

Bunaakis TpomGoemBonii Ta peaxuid rinepuyrnusocti ue Gyno.
Kogen i3 OCHORHMX NOKA3IUKIB SKUTTEAIRABHOCTI UK isnunux
MOKA3HMKIB  lie  BkazyBas ua Oyap-ski  npobiemn  Gesnexn
(3anenokoenig 3 npupory Geanexw), nop’asami 3 NiKyBaHHIM
npenapatom Flyair.

22. BuclioBok {oTpumMaHi pesynb-
TaTH)

Ha sascpwenns, pocnipkenns GENA-13 nigTRepasno cOpusSTAMBHI
npodine  Gesnexkn npenapaty  Hysic, akuii cnocrepirascs B
nonepefiHboMy flochaijokeHii 3. num GENA-03 | B nonepeanix




3assunk (Bnacuuk peectpaitiii-
HOIO CBIJLOITRA)

ocaijukennax i3 npenapatom. [Iporarom zarajibHoro cepeHboro
nepiogy crocrepeskenns 6,6 micsaiin y GENA-03 ta 29,5 micsuis )
| GENA-13 inriditopis jo FVII sussincno ne 6yno. Y GENA-I13
i noBigomMasioch auiie npo 2 gerki AEs, 110 saaxanucs nos’szanumu
} 3 3aCTOCYBAHHAM npenapary.
| Takox, PEBYNLTATH 1LLOTO JIOCHUKCHES HITBEPIKYIOTE BIAMIHH I
JOBrOCTPOKOBUI  npohise  edexrunnocti  npenapary  Hysik  1npu
||P(3l’|li,|(l!f'i'}1lill().\]_\_ Hlik‘jl\‘HHi 3 NOJAaJbIIKUM 3HHIKCHHAM CITOHTAHHHX,
TpaBMaTHHHKX, cyr/1000BUX | 3aranbiux ABRs, 1o cnocrepiranucs

IPH NPOJIOBKEHH] NPOYINAKTHUHOrO AiKyBanHs npenaparom Hysix |

i GENA-03 n0 GENA-13. [ wuapeiuri, AOCHIJKEHHS TaKOXK |

| HPOAEMOHCTPYBANO, 1O NpeiHapat

Vi € CDEKTUBHUM Y NIKYBaHHI
BEs Ta npn seeactni 3 MeTolo npodisaktiicy Xipypriunnx indgekuii y
juteit  Bikom  3-13  pokis iz Tskko0  remoiaicto, Sk paniiie
OTPUMYBAJIM JiKYBaHHs,

nionucano el
(nianne) A I8 nnnng 2023 poky
| (IL.LB) Hp. Kpicrita Conomon /Dr. Cristina Solomon
| Bine-Tpesunent, Kepisnnk nayxoso-pocniannx pobit s obnacti
‘ Katinivnoi rematoiorii
|

Oxraapma Al

Seidenstrasse 2, 8853 Lachen, Switzerland

(m. Jlaxen, Hlseiiuapis)

Lmamn komnanii: Octapharma AG, Seidenstrasse 2, 8833, Lachen, Switzerland (v. Jaxen, Llaeinapis)/

Leit nepexnajn pukonanunii nepeknajavem Yucrsak Ipunoo Mukonaighor
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Clinical Trial Report
GENA-21

1. Name of medicinal product {Marketing
Authorisation number, if any)

Nuwiq

2. Applicant

Octapharma Pharmazeutika Produktionsges.m.b.H.
Oberlaaerstrasse 235

1100 Vienna

Austria

3. Manufacturer

Manufacturer responsible for bulk production, primary
packaging, visual inspection, integrity testing, quality testing,
batch release of final product {powder for solution for injection
and sofvent):

1
| Octapharma AB, Sweden

Lars Forssells gata 23
112 75 Stockholm Sweden

Manufacturer responsible for visual inspection and integrity
testing for powder for solution for injection, labeling and
secondary packaging of the final product (powder for solution
for injection and solvent):

Octapharma Dessau GmbH, Germany

Otto-Reuter-Strasse 3, Dessau-Rosslau, Sachsen-Anhalt,
06847, Germany

Quality testing, visual inspection of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Schutzenstrasse 87, 99-101 88212 Ravensburg, Germany

Production, quality testing, visual inspection of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Eisenbahnstrasse 2-4 88085, Langenargen, Germany

Visual inspection, quality testing, labelling and secondary
packaging of solvent:

Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Mooswiesen 2, 88214 Ravensburg, Germany

Visual inspection, stability testing of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany

Helmut-Vetter-Strasse 10 88213 Ravenshurg, Germany

4. Cenducted studies:

Byes

U no if no, provide rationale

1) type of medicinal product for which
registration was conducted or planned to
be conducted

Coagulation factor Vil

5. Full title of the clinical trial, code
number of the clinical trial

Prospective, open-label, multicentre phase 3b study to
assess the efficacy and safety of individually tailored




prophylaxis with Human-cl rhFVIll in previously treated / V
adult patients with severe haemophilia A

6. Clinical trial phase

3b

7. Clinical trial time frame

from 29-Aug-2013 through 16-Jan-2015

3. Countries where the clinical trial was
conducted

Austria, Bulgaria, Germany, Hungary, Poland, Romania,
Slovakia, United Kingdom

9. Number of subjects

planned: 65
actual: 66

10. Primary and secondary objectives of
the clinical trial

Primary objective

= To compare the annualised total bleeding rate (ABR} of
individually tailored prophylaxis with the historical
bleeding rate ohserved in patients having received on-
demand treatment with Nuwig from study GENA-01

Secondary objectives

® To compare the annualised spontaneous bleeding rate of
individually tailored prophylaxis with the historical
bleeding rate observed in patients having received on-
demand treatment with Nuwig

= To compare the annualised total bleeding rate in patients
with 2x/week {or less) prophylaxis with the historical
bleeding rate observed in patients having received on-
demand treatment with Nuwig '

= To assess the median prophylactic dosing interval

= To assess Nuwig consumption data

* To assess the pharmacokinetics {PK) of NMuwig in terms of
FVIII:C

* To assess the safety of Nuwig

Additional objectives

» To assess the thrombin generation assay (TGA) in terms of
its usefulness in individualising therapy for patients on
prophylaxis

» To assess the clinical efficacy of Nuwig in the treatment of
breakthrough bleeding episodes (BEs)

= To assess the clinical efficacy of Nuwig in surgical
prophylaxis

= To assess the correlation of von Willebrand factor (VWF)
antigen concentration and half-life of Nuwig

11. Clinical trial design

Prospective, multicentre, open-label phase 3b study

The study consisted of three (3) phases: a PK Evaluation
Phase, the Prophylactic Treatment—Phase |, and the
Prophylactic Treatment—Phase II.

12, Key inclusion criteria

Inclusion criteria

= Severe haemophilia A {FVIII:C <1%) according to medical
history

= Male patients 218 years of age




23/

Previous treatment with a FVIIl concentrate {regular / 6/,
prophylaxis with good compliance or on-demand
treatment) for at least 150 exposure days (EDs)

Good documentation regarding dosing and bleeding
frequency in the 6 months preceding study start
Immunocompetence (CD4+ count >200/uL)

HIV-negative according to medical history; if positive, viral
load <200 particles/pL or <400,000 copies/mL

Freely given written informed consent

Exclusion criteria

Any coagulation disorder other than haemophitia A
Present or past FVIIi inhibitor activity (0.6 BU) according
to medical history

Severe liver or kidney disease (ALT and AST levels >5
times of upper limit of normal, creatinine >120 umol/L)
Treatment with any investigational medicinal product
(IMP) except FVIIT IMP within 14 days prior to the
screening visit (30 days in Germany)

I



13. Investigationa! medicinal product,
method of administration, strength

il
Nuwig is a B-domain deleted, human cell line-derived / QE

recombinant (r)FVIII concentrate for intravenous use. It was
to be administered as an intravenous bolus injection at a
maximum speed of 4 mL/minute. Continuous infusion was
prohibited.

Dosing

Initial PK evaluation {72 hours)

60 £ 5 IU FVIll/kg, according to labelled potency
Prophylactic treatment—Phase |

Patients were to be treated prophylactically every other day
or 3x/week with a dose of 30-40 IU/kg body weight (BW) for
about 1-3 months until PK data have been analysed and
discussed with the investigator. Dose escalations were
allowed in case of an inadequate frequency and severity of
breakthrough bleeding episodes in accordance with the
institution’s standard clinical care.

Prophylactic treatment—Phase Il

Patients were to be treated prophylactically for 6 months. The
prophylactic dose and dosing interval were recommended for
each patient based on the analysis of individual PX data
obtained at the Initial PK Visit.

Specifically, it was calculated for how long a certain dose will
provide FVIII:C plasma concentrations (one-stage assay) of
>0.01 [U/mL using calculated elimination half-lives. The goal
was to determine the maximum regular prophylactic dosing
interval that can be achieved with a dose of not more than
60-80 |U/kg and that is capable of maintaining a trough level
of 20.01 IU/mL.

Treatment of bleeding episodes

The dosage and duration of treatment of spontaneous or
traumatic hreakthrough bleeding episodes (BEs) depended on
the location and extent of bleeding and on the clinical
situation of the patient.

Surgical prophylaxis

The dosage and duration of treatment with Nuwiq depended
on the type of surgery and the patient’s individual
incremental recovery.

14. Comparator, dose, method of
administration, strength

15. Concomitant therapy

.L{_,




—

16. Efficacy endpoints

Primary endpoint

» Reduction of the annualised total bleeding rate
observed in the GENA-01 study (58.1 total bleeding
episodes per patient per year) by 50% during individually
tailored prophylaxis.

Secondary endpoints

= Reduction of the annualised spontaneous bleeding rate
observed in the GENA-01 study {38.5 spontaneous
bleeding episodes per patient per year) by 50% during
individually tailored prophylaxis

= Reduction of the annualised bleeding rate observed in
GENA-01 by 50% in patients with 2x/week prophylaxis or
less

= Prophylactic dosing interval

= Nuwig consumption data

Additional endpoints

= Assessment of the TGA in terms of its usefulness in
individualised prophylaxis

» Efficacy of on-demand treatment of breakthrough
bleeding episodes

= Surgical prophylaxis

= Assessment of the correlation of VWF antigen
concentration and half-life

17. Safety endpoints

= Adverse events

» [mmunogenicity {inhibitor formation)

= Vital signs

* Routine laboratory assessments (in case of surgery)
® Physical examination

18. Statistical methods

The primary endpoint of this clinical study was the efficacy of
Nuwig tn individually tailored prophylaxis regarding the
incidence of break-through bleedings as compared to the
bleeding frequency in a previous on-demand study (GENA-
01).

A confirmative one-sided one-sample Poissan-test tested
whether the annualised total bleeding rate in patients with
individually tailored prophylaxis is at least 50% below the
mean annualised total bleeding rate in the GENA-0O1 trial {i.e.
if it is <29).

19. Demographic data of the study
populatien (sex, age, race, etc.)

66 previously treated (>150 EDs) immunocompetent adult
patients with severe haemophilia A, without past or present
inhibitors, were enrolled and treated at 20 centres in

8 countries.

The key demographics and disease characteristics within 6 -
months of starting the study for the patients treated in the
present study were generally comparable to those of the
patient population in the GENA-01 on-demand study: mean
age: 34 vs 41 years (GENA-21 vs GENA-01), mean weight: 80.5
vs 72.4 kg and mean HIHS: 37.4 vs 38.4.
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In Prophylactic Treatment—Phase |, patients had a mean of %
34.0+8.2 days of exposure to Nuwiq for prophylaxis, receiv
a mean of 34.048.2 infusions and a mean total dose of
1,157.6+307.7 IU/kg over a mean duration of 2.7 months.

In Prophylactic Treatment—Phase Il, patients had a mean of
58.8115.0 days of exposure to Nuwiq for prophylaxis,
received a mean of 58.8+15.0 infusions and a mean total dose
of 2,574.41£631.1 iU/kg over a mean duration of 6.2 months.

20. Efficacy outcomes

The primary endpoint in this study was reduction of the ABR
in the GENA-01 study by 50% during individually tailored
prophylaxis (Prophylactic Treatment—Phase I1). Mean ABR
per patient was 3.05 in the GENA-21 PROPH population and
58.08 in the GENA-D1 ITT population. As the respective
confirmative one-sided one-sample Poisson-test
demonstrated that the mean ABR in patients with Individually
tailored prophylaxis (3.13) is at least 50% below the mean
ABR rate in the GENA-01 trial {49.36), with the upper bound
of the mean ABR 95% CI {3.80) and 97.5% Cl (3.90) both lower
than 50% of the mean ABR in GENA-01 (24.68), the primary
endpoint of this study was clearly met.

The robustness of these results is supported by the similar
findings for the PP population (n=58) and results of the
Poisson regression model and the Negative Binomial
regression model {(secondary analyses of the primary
endpoint).

A further sensitivity analysis, excluding only Patient 21-51-01
who had 79 BEs {55 BEs in Prophylactic Treatment—Phase I}
(high bleeding frequency despite prophylaxis already known
from before entering the study) and canstituted a major
outlier (he was also excluded from the PP population and had
a mean ABR of 94 in the 6 months prior to the study, 90.37 in
Prophylactic Treatment—Phase |, and 105.86 in Prophylactic
Treatment— Phase I}, gave a mean ABR of 1.50 during
individually tailored prophylaxis in the GENA-21 PROPH
population compared to 3.13 in the primary analysis.

Similar reductions in ABR were observed when only
spontaneous bleeds were considered and for patients with
2x/week prophylaxis or less: mean spontaneous ABR per
patient was 0.83 (+8.8) in the GENA-21 PROPH population
and 32.23 in the GENA-O1 ITT population and mean ABR in
patients with 2x/week prophylaxis or less was 1.38 in the
GENA-21 PROPH population and 49.36 in the GENA-01 ITT
population {Poisson test, excluding outlier Patient 21-51-01.

The median dosing interval on individually tailored
prophylaxis was 3.5 days, with 58% of patients on 2x/week
prophylaxis ar less frequent dosing. Single doses ranged from
23.3 to 68.1 IU/kg. The median dose of Nuwig per week for

lower than the median dose during Prophylactic Treatment—

prophylaxis during Prophylactic Treatment—Phase Il was |



VZ)
Phase | {96.4 1U/kg vs. 100.1 IU/kg, respectively). During !Z;

Prophylactic Treatment—Phase I1, the median of Nuwig dos
per week decreased during the last 2 months compared to
the first 4 months {92.9 IU/kg vs. 97.8 IU/kg). Overall, the
data indicate an about 8% lower weekly consumption of
Nuwiq during Prophylactic Treatment—Phase || compared to
Prophylactic Treatment—Phase .

The table below summarises the key findings for ABR and
dose of Nuwig in Prophylactic Treatment—Phase I! of GENA-
21. These data indicate that patients receiving less frequent
dosing of Nuwig not only had a lower consumption of Nuwig
than patients on standard dosing but also had comparahle (or
somewhat lower) ABRs.

Summary of ABR and Nuwig Dose
in Prophylactic Treatment— Phase Il
{excluding Patient 21-51-01)

ABR Dose per week for
prophylaxts
Dosing scheme (IU/kg)
Mean £ SD Mean £ SD (median)
Entire period of Prophylactic Treatment—Phase II
All dosing schemes (n=63) 1.45£3.51 97.2 £23.0 (95.0)
>2x/week (n=28) 1.56 & 4.00 101.7 £ 19.3 (101.5)
<2x/week (n=37) 1.32%3.16 93.8%25.1 (90.2)
First 4 months of Prophylactic Treatment—FPhase IT
All dosing schemes (n=64) 1.24 4349 99.1 £ 23.7 (97.8)
>2xfveek (n=27) 1.63 £ 4.40 [02.8+21.2 (102.4)
<2x/week (n=37) 0.95 = 2.67 95.5£25.0(95.0)
Last 2 months of Prophylactic Treatment—FPhase II
All dosing schemes (n=64) 1.81 +4.68 94.7+242(92.8)
>2x/wveek (n=27) 1.80 £ 4.04 100.1 £ 20.5 (99.0)
<2x/week (n=37) 1.82%5.15 90.8 +26.2 (35.0)
ABR = anmualised bleeding rate; $D = stardard deviation

The majarity of patients had no BEs during Prophylactic
Treatment—Phase | {75.8%) and Phase Il {72.7%). A total of
174 BEs occurred and were treated in both phases (79
[45.4%] of these BEs occurred in Patient 21-51-01); 97 {55.7)
were spontaneous, another 74 {42.5%) were due to trauma,
and the remaining 3 were classified as 'other'. The most
frequent sites of bleeding were the ankle (34.5%) and the
knee (29.3%), which together accounted for 64% of all BEs.

Other affected sites were the elbow (11.5%), the shoulder
(8.0%), the leg (4.0%), the arm (4.0%), intestinal (0.6%) and
other sites (including tooth, trauma, foot, dorsal muscles, and
thigh). Across all sites, 22 BEs {12.6%) were rated as minor
and 149 as moderate to major (85.6%). There were 3 major to
life-threatening BEs treated with moderate, good and
excellent efficacy. The majority of BEs (51.4%) were resolved
with 1 (70.1%) or 2 (21.3%) infusions of Nuwig and efficacy
ratings were excellent or good for 92.5% of BEs.

During the study, 3 patients underwent 3 surgical procedures,
all 3 of which were major. Overall efficacy was rated as




WL

excellent for 2 of the surgeries and good for the 1 otfdr 4

surgery.

Statistics on the PK results communicated to the
investigator indicated a mean Ty, of 15.1 hours. Analysis of
the correlation of TGA and FVIII levels (one stage [0S] assay)
revealed a correlation in Prophylactic Treatment—Phase |j,
with p-values <0.05. Although a statistically significant
correlation was not observed during PK sampling, visual
inspection of the respective concentration-time curves
indicated that thrombin generation increased and decreased
in-line with increases and decreases in the level of FVIIl. Mean
and median TGA values were lower at baseline for those
patients with spontaneous BEs during Prophylactic
Treatment—Phase Ii, with a significant correlation (p=0.0004)
between haseline TGA and the annualised spontaneous
bleeding rate in Prophylactic Treatment—Phase II.

Analysis of the correlation of the VWF antigen and FVIII half-
life in the PK population revealed a carrelation with a
Spearman rank correlation coefficient of 0.27 with a p-value
of 0.0258 for the OS assay and 0.58580 with a p<0.0001 for
the CHR (chromogenic) assay.

During individually tailored prophylaxis, maintaining a trough
level of 20.01 IU/mL was targeted. At scheduled time points
during Prophylactic Treatment—Phase lI, 25% guantiles were
20.01 IU/mL, indicating that at least 75% of trough values
were >0.01 IU/mL.

21. Safety outcomes

Nuwig was well tolerated during the study. There were no
deaths in this study and no serious adverse events (SAEs)
assessed as related to study product.

24 (36.4%) patients experienced treatment-emergent adverse
events (AEs); they were observed after 52 out of 6612
infusions (0.8%) administered during the study. Of the 66
patients, 14 (21.2%) experienced mild AEs, 12 {18.2%)
moderate AEs and 3 {4.5%) severe AEs. Most AEs were
reported only once, except for headache and nasopharyngitis
(each in 5 patients), arthralgia (4 patients), and back pain,
malaise, pyrexia, tonsillitis and toothache (each in 2 patients).

Many AEs observed in the study represent those that would
be expected in any population observed over time {e.g.
gastrointestinal disorders, infections, headache, and pyrexia).
All except 6 AEs in 5 patients resclved without sequelae (joint
dislocation and nasopharyngitis; benign renal neoplasm
[verbatim: angiomyolipoma renis]; nephrolithiasis; back pain;
arthropathy). .

14 patients experienced AEs that were temporally associated
with 17 infusions (i.e. AE occurred within 24 hours after end
of infusion). Two AEs (dizziness, malaise) in a single patient
were assessed as probably related to study treatment by the




investigator. Malaise and dizziness were assessed as
unexpected adverse drug reactions by the Sponsor.

6 SAEs were documented in 5 patients. Patient 21-21-02
experienced haematemesis for which he was hospitalised.
Patient 21-21-05 had a lower limb fracture that required
hospitalisation. Patient 21-21-17 underwent a tenotomy
procedure, which required hospitalisation. Patient 21-42-03
experienced appendicitis for which he was hospitalised for an
emergency appendectomy and subsequently experienced
postoperative wound infection, which was also an SAE.
Patient 21-54-01 experienced spinal pain for which he was
hospitalised. All of the SAEs were deemed by the investigator
to be not related to study product infusions and all resolved.

3 AEs that were judged to be severe were recorded in 3
patients, all 3 of which were also SAEs: haematemesis in
Patient 21-21-02; lower limb fracture in Patient 21-21-05;
spinal pain in Patient 21-54-01.

No AEs led to the discontinuation of study product. There
were no unexplained clinically significant abnormalities in
laboratory parameters and no cases of hypersensitivity or
thromboembolism. No FVIII inhibitors were detected in any
patient at any time point during the study.

22. Conclusion (findings)

This study demonstrated that individually PK-tailored
prophylaxis with Nuwig significantly reduces the bleeding rate
compared to on-demand treatment, with 73% of patients
having no bleeds. Furthermore, almost 60% of the patients
were treated twice/week or less frequently with lower FVIII
consumption and a lower ABR compared to routine
prophylaxis. There were no related SAEs and no inhibitors.
PK- tailored prophylaxis with Nuwig should improve
convenience of treatment for the patient and may be
considered as an option for managing patients with severe
haemophilia A.

Applicant (Marketing
'Authorisation Holder)

18-JUL-2023

(signature)

Dr. Cristina Solomon

Vice President, Clinical R&D Haematology

Octapharma AG

Seidenstrasse 2, 8853 Lachen, Switzerland

Octapharma AG, Seidenstrasse 7
3853 Lachen. Switzerland






Hepeicnad 3 auaniiicokol Mo8U HA VRPATHCHKY MOGY

3uiT no kainiunomy sunpodysamino

GENA-21

1. Ha3pa nikapcekoro npenapary
(nomep peecrpallifinoro caigour-
Ba, AKILD €)

Hyeir /Nuwig/

2. 3aasnnk

Oxradapma Mapatauesrura [IpoaykTioneree m.6.X./
Octapharma Pharmazeutika Produktionsges.m.b,H.
Oberlaaerstrasse 235

1100 Vienna

Austria

(M. Bisenn, Ascrpis)

3. BupoBuux

Bupobnux, aionoeidanvnuii 36 eupodnuymeo  nepoighaceeanozo
npenapamy, nepeunly  VIaKosKy, GisyansHuil 0eifd, nepesipky
yiniciocmi, mecmysais KKOCH, GUITYCK cepii 20mo80z0 AKAPCLKOZ0
npenapamy (nopowox i posutknig Ons pasuiy oast in‘exyii);
Oxraapsia AL, Hscuisn/Octapharma AR, Sweden

Lars Forssells gata 23

112:75 Stockholm, Sweden

{M. Croxronbm, [Ligeuis)

Bupobinik,  ¢idnogidanenuti 30 eizyahsnuill  ozasnd i nepesipky
yiricwocmi nopowka Orst pozuuny Qast in'enyill, aapkysauns ma
SIROPUIIY? YHAKOGKY 20M06020 Jikapcsrozo npenapamy (ROpoutox |
PO3ULUHULIKE QNst POIMUHY OISt It "exyill);

Oxradapsa Heceay T X, Himernma/

Octapharma Dessau GmbH, Germany

Otto-Reuter-Strasse 3

Desssau-Rosslau, Sachsen-Anhalt

06847, Germany

(M. Jleccay-Pocenay, Himeyuinia)

Tecmysaris skocmi, Gisyanslitii 02510 POFUUHIUKA:

Betrep Mapma — Mepriryur 'm6X i Ko, KT, HiMewunna/
Vetter Pharma — Fertigung GmbH & Co, KG, Germany
Schutzenstrasse 87, 99-101 88212 Ravensburg, Germany

(m. Pagenchypr, Himeuwina)

Bupobnuymeo, mecmysanis sxocmi, GI3YaAbIUT 02AR0 POIUUNIIUKA:
Betrrep dapsa — @eprrirynr I'm6X i Ko, KT, Histewunna/

Vetter Pharma — Fertigung GmbH & Co. KG, Germany
Eisenbahnstrasse 2-4 880835, Langenargen, Germany

(M. Jlanrcnapren, Himeuunna)

Bisyanviii oz2nnd, mecmyeanisn Sxocnil, MApkyeanis ma emopunHa
JNAKOBKA POIVUHHMUR!

Berrep Mapma — GOeprirvur Tm6X i Ko, KT, Himestanna/

Vetter Pharma — Fertigting GmbH & Co. KG, Germany

Mooswicsen 2, 88214 Ravensburg, Germany

(m. Papenctypr, Hineuumiga)

Bizyanvuuii ozasd, mecneanus cinabinpiocnti pozuuHIuKRG:




Berrep thapaa — Gepricyur 'moX i Ko, KT7, Hiseuunia/
Vetter Pharma — Fertigung GmbH & Co. KG, Germany
Helmut-Vetter-Strasse 10 88213 Ravensburg, Germany

(m. PaBencOypr, Himeuuniia)

4. TIposeseni gocifprenis:

X Tak
3 ui ke i, Hapat obrpyirryeanis

1) THn nikapchbKoro npenapary,
1o SIKOMY NpoBOANIAacs
peecrpattis - abo  nuranysanocs
MpoBeAeHHS

DakTop koarynsuit kposi VIl

5. Tlorna wdasea KAiHIYHOTO
RUNpoOOYBRaHNs, HOMEp  KOAY
kniniunoro Bunpobyeanns

TIpocnexTisie, BijikpiTe, GaraToincnrpose jochipkenist 3b dazn
Juin ouinnkn edpexTnrmocTi Ta Gedneku inansigyansio migidpanol
npodinakTAKE 3 BHKOPICTMNSIM  DekonbinanToro garKropy
koaryasnii kpowi VII, orpimanoro 3 wnitiunol ainil moannn
(Human-cl rhFVII y nopocnnx panientin iz vsoxicoo remodiaicio
A, KI paniine OTPHMY BT JHKYRATIA

6. daza kninivHoro sunpobyeas-
H31

3b

7. [Mepion nposegenng kainivio-
o runpodyBanis

329 cepuun 2013 pory no 16 civis 20105 poky

8. Kpainy, B SIKHX mpoBoaunocs
KAIHIUHE BHTIPODYBAHHS

AscTpia, bBonrapis, Himeuuuna, Yropimua, Tlonwia, Pymyuia,
Cnopavunna, BennicoBpuranisn

9. Kinbkicts cy6’exrin

3annanosanux: 65
dakrnunnx: 66

10. Tlepsunna Ta BTOpHHHA wiNi
KniniuHoro BNpoSyeatiis

Tepsumma i

* T[lopiBHSTH cepeAHboOpiuly saraibHy uacrtotTy kposoteu (ABR)
inauBinyankioe  nigibpanol  npodinaktukd 3 NONepefHLO
HACTOTOI)  KpOBOTEY, U CHOCTEPIrandes y nauieHTiB, Aki
OTPHMYBANK AIKYRANNA NO HeobxiuiocTi npenapatom Flysin 3
docnipmenits GENA-QI,

Bropiuni nimri:

* TlopiBusty  cepeilbOpiuiy  UACTOTY  CHOHTAHHHX  KPOBOTCH
HiEBinyansio  nigibpanol  npodinakTiki 3 NonepeaHsoio
HACTOTOI0  KPOBOTEY, WO CHOCTEpPIranvcs y nauiexTis, AKi
OTPHMYBANH NikyBaHs Mo #eobxiAHoCTi npenapaTtoM Hyaik.

* Tlopipuath cepesHbOpiuly  3araibliy 4acTOTy KpoBoTed ¥
mauienTiz i3 npoginaxrniolo 2 pazu Ha Tiaens (afo menwe) 3
MONEPEAHLOIO  HACTOTO  KPOBOTEU, LIO  CHOCTepiranuca  y
narieurtis, Akl OTPHMYBANN  fiKyBanng 0o HeobxignocTi
npenapatoat Hyaik.

* Ouinnte  cepepnnunit  iuTeprai Mk 1podiNaKTHIHHMH
BBCAEHIIAMIL TIpenapary.

*  Ouinury gati 1o cnoxkuBalilgo npenapary Hyaik.

*  Ouinntn drapmaoxinerigy (PK) npenapaty Fygix 3 TOUKH 30py
FVIILC




*  Ouinntn 6e3neky npenapary Hysix.
JlonaTroni uini

* Quinuty ananiz TpomGittoyrropenna (TGA) 3 Touxu 3opy fioro
KOPHCTI B iNAUBIAYANbHiF Tepanil nauienTis, sxki nepebysaloTs Ha
npodiinakriul.

*  Ouinury kninivny cexrisnicTs npenapaty Hyeix y nixysauni
énisonis npopusiinx kpoportey (BEs)

* Ouinwrn  xniniuny  edexrunnicts  npenapaty  Hygix y
npodinakriul Xipypriunnx ingexuii

* OuinHTH Kopensuiio MiXk xoltenTpanicio aurinreny (paxropa don
Binnebpantaa (VWT) i nepionoM uanissupenenna npenapary
Hyair. ) :

/]
(

11, Mnan kpiniunoro
RHIpoOyRanHs

[MpocnexTusiie, Garatoientpone, BijikPUTE foctijkennn 3b gasu

Hocaiprenna cknananoca 2 Tpeox (3) daz: azn PK Ouinen, Mazu I -
Mpodpinaxrrune Jlikysanug ta ®aszu I1 - TpodinaktHune JIiKyBaHHs.

12. OcnoBui kpuTepit BrIIOUSHHS

Kpurepii prsnoucrns

v Tawka remoinist A (FVIIEC <1%) sipnosiaHo A0 MeaHLHoro
anamiesy

* [TlanienTtn vonogiuof crari Bikom > 18 poki

* Nonepeane  nikysauhst  xouueHtparom  FVIIL  (perynspha
npohinakTiKa 3 rapiuM  JOTPHMANHAM  peXKHMY  Tepamlil uM
aiKyranua na Heodxijnocti) nporsrom, npunadivni, 150 anis
npriiomy npenapara (EDs)

* Hanewxye sefctHs JOKyMeHTaT UlOA0 A03YBaHlis Ta “acToTH
KPoBOTEY 3a 6 MicAUIB 10 NOUaTKy A0CHiDKeH A

*  3i3noparuM imyttiterom (kinbkicts CD4A+ > 200/mKn)

¥ Heratusnnii pezynkrar ananizy na sipyc imynonepiuiTy NIoAHHH
(MIV) BIANOBIANO IO MEAHYNOrG RIAMHE3Y; AKUIO pe3ynsTaT
noanTneuiil, gipyclie nagantamenns < 200 vacrun/mkn afo <
400,000 xoniii/mn

*  JloGpoginkHo Hanaua nucbMoBa indopMoBana 3rofa.

Kpnrepil snrmouenny

* DByae-agi nopyluieHis arapTatiis KPosi, KpiM remodinii A

*  Axrusricts inriGiTopis po FVIH 5 nanuii vac abo & MmuHyaomy (=
0,6 Berezjia oMLY BIAANOBINIO JIO MCAHYHOTO aHAMHE3Y

* Taxke  3aXBOpIORAIIHS nedirkH 4n HHPOK {(pinni
ananinaminoTpenciepazy [ALT] uu acnapraraminorpancdepasu
[AST] v 5 pasiB ncperuulyioTh BSPXIO MEKY HOPMH, KpeaTHHill
> |20 mrmoan/)

*  JlikyBaint Oynn-skua 10CALEKYBAIIM ATKAPCLKHM MPENapaToM
(IMP), za mumsteom  FVIIL IMP nporsrom 14 puie 10
ckpuiinroporo sizuty (30 axin y HiMeuuuni)

13. Hocnimxysauunii nikapcsiuii

npenapat, cnocid
[03yBalhs

BBEJACHILS,

Hyeix — ue xolnenTpar pexomMBinanTHoro (akTopy Koarynsuil Kposi
(DFVI i3 pencuicio B-pomena, oTpusaiiiit i3 kniTHHHOT niHil
mommL,  npu3Hadenni Ans  BHYTPHIUNLOBEH!IOIO  BHKOPHCTAHHSL.
Horo notpi6io BBOJMT K BIYTPhLINLOBCIIY GOMOCHY iH CKLIO 3
MaKCHMANLIIOIO WBHAKIETIO 4 mi/xmiiny. besncpepeHa indysis
Gyna sabopoiieha,




Jozysannn

Honamrosa PK oninka (72 200u1n)

60 + 5 MO FVII/kr, pignosinno 10 3assictHol aKTHBHOCTI.
Ipodinarnmne JTivyeannns — daza T

MavienTn orpuMysans npodinakTiyHe NiKyBanis vyepes aetb abo 3
pasu ha Twkaens y mosi 30-40 MO/xr macu Tina (BW) npotsrom
nputakzno 1-3  micaui, @ PK jpani Oysum  npoawanizosaHi Ta
ofrosopeni 3 pocninnukom. Jlozsossinoch 30iAbLWEHHS 030 Y pasi
HEBANOBINBLIOT YACTOTH Ta TMKKOCTI €nizojtiz NPOPHBHHX KPOBOTE!
BLIIIOBIAHO A0 CTARAAPTHOV kATYHOT JONOMOrH YCTAHOBIH.

IIpodhirarmunne Jikyeanns - Oaza 11

Mauieyt  orpumyBany  npodinaxruyine  Nikysaimsg npoTtarom 6
micanis.  TlpogihakTuuny 7103y Ta  inTEpRAn MK BBEAEHHAMN
lpenapary peKkoMeHgyBani Ans KQACHOro nalli€lTa Ha OCHOBI aHanizy
inausiayansnux PIC panux, orpumanux nig vac nouatkoporo PK

- Bi3UTY.

3okpema, Byno [MispaxoRano, SK JIOBro (iesiia J103a 3abeaneuyBaTume
konuentpaui’ FVIEC y nnasmi {oanocrapiiinuii ananiz) > 0,01
MO/MIt i3 BUKOpIICTAHHAM NiApaxoBanux NepicAis HaniBBUBELEHHS.
Mera  nopsirana  y  BH3NAYCHHI  MAaKCMMANLHOMO  perynapHoro
NpOiNaKTHUHOr0 iHTepBany MiM BBEACHHAMH [pPEnapary, SKoro
MO3KHA JOCATTH 3a LONOMOrolo A03u He Oinbitie Hix 60-8¢ MO/kr i
AKKi 3paTHRIT niaTpUMYBaTH MilliManes il pigeith > 0,01 MO/Ma.

HAixyaanns enizodie kposoniey

HosyBanns ta TpuBamicTL JLKYBAIHS CHI30AIB cnontannux abo
TPABMATIUHIX TPOPHBHKX KposoTey (BEs) zanexanu Big ninaixy ta
crynenio (06’ eMy) KpoRoTeti Ta BiJ{ KNiHiuiol cHTyallil malieHTa.
Hpodhinacmnca xipypeivnnx ingheraii

Hosysanuns Ta TpuBanicts Nikysaiinsg npenapatoM Hyeix 3aneKani Big

THNY XipYPrivHoOro BTPYuAHHA Ta IHAMBIAYAABHOTO NOCTYNOBOrO
OAYKaHH A NalienTa.

14, penapaT nopiBHsHA, N03a,

cnocib Beeaens, KOHUEHTPALLi

| 5. CynyTus Tepanis

16. Kinneni Toukk eekTHBHOCTI

Ieprunna winueny Tougs

*  3MecHuICHIR CEPeAnbOPiuGT 3araibitol YACTOTH KPOBOTEY, 110
cnocrepiranocs  y pochikenii GENA-01 (58,1 saranbhux
eni30/iB KPOBOTECH 11A O/UIOIO NauiexTa Ha pik), Ha 50% nig vac
iHIMBiAYyansHo niaiGpanot npodinakrukn.




Bropnnui kinneri Toukn

= 3MEHUIEHIIST CCPeANBLOPItINOT HACTOTH CIOHTAHHHX KPOROTEY, LIO
ciiocrepiranock  y aociijukenni  GENA-OI (38,5 enizozis
CNONTAHNHX KPOROTEY Ha OAIOro naijenrta va pik), na 50% nin
uac iHAMBiAyansHo niaidpanol npodinariku.

¥ 3MeHWeHNns  CepeAHLOpivoi  uacTOTM  KpOBOTEH, 1010
cnoctepiranocks  y GENA-0I, wna 50% vy nauiedTie 3
apopinaxTiiolo 2 pazu na TinkaeHs abo Meie

*  lHTepras MK 11POMINARTIIIIMN RBSCACHIAMH NpenapaTy

v Jlaui no cnoxueanmie npenapary Hvein,

JlopaTrori kinnesi Touxn

* Quinka ananizy tpombinoyrsopenns (TGA) 3 Toukn 3opy iforo
KOPHCHOCT] B inAHBIyansniil npodinakrin

v EdexTiericTe mikyBaHua no 1eodXyUIOCTI enizonis npopHBHHX
KpoROTEY

s [IpodinakThka xipyprianny indekiiii

*  Ouinka kopensilii miz konnentpaicio airurena VWF i nepiofom
HanisBHBeIEH .

17. KiHues] Toury Besneri

v Hebaxani asuiua

* lmynoreuuicts (yrpopenus inriditopin)

*  (OcHOBHI NOKAZMIHKH KHTTCAISNLIOCT]

v Cranfaptii (3aranshonpuiinari} naSopartopui aocnipkeHus (y
pazi Xipyprivuioro BTpyualiinsg)

*  MeawuHuii orns

18. CraTHeTiUHI MeTOot

MepRiimicio KIHLEROM TOUKOIO HLOIO KNiHivnoro pocnipkenns Gyna
ediekTHBHICT,  MpenapaTy  Hysin & ingurigyaneno  niniGpadii
npoginakTii CTOCORHO YacTOTH NPOPHBIMX KPOBOTCY NOPIBHAHO 3
HACTOTOIO KPOBOTEY Y MOMCPCAILOMY LOCHICHIH No HeoOXigHoCTi
(GENA-OD).

Y ninTBepIKYIOUOMY OOCTOPONIBOMY TecTi [lyaccona ans omgHiei
BHOIpKH Nepesipany, UM cepellibopiuna aarall,ia YacToTa KpoBoTey y
MawienTiB i3 iHAMBIAYaLHO NiAiBpanoio npodinakTHro1o, npuialimiui,
na 50% wmxua 3a cepelhopiully 3arajibily 4acToTy KpoBOTCH y
nocnijpkerHi GENA-O1 {TofTo, uit BoHa < 29),

19. [lemorpadivui naui nocnia-
AayraHoi nonynailii (crath, Bik,
paca, iniue)

66 pauniwe nikopannyx (> 150 1Ds) nopocnnx nattieHTiB i3 3M0POBHM
IMyniTeToM | TsKoo remodiisicio A Ge3 iriditopis y munynomy abo
B Zanii yac Oyl BKINOUESHT B OCHIGREHIIA T IPOXOAHIN NIKYBAHHS
y 20 uenTtpax y 8 rkpainax.

Kmiouosi  gemorpacdiuii  XapakTepHCTHKH  Ta  XapakTepUCTHKH
FAXKBOPIORAHNS NIPOTITOM G MICAILR B MOHATKY NOCHIANKEHHS ANS
NAWENTIR, MK OTPHMYBANN NIKYRAIA B LLOMY JIOCTIKEHHI, 3aranom
Byni opiBuAHi 3 XaPAKTEPHCTHKAMU TPYIIH NANIEHTIB Y AOCNIAKEHH]
no Heodxiatocti GENA-O1: cepeariii gix: 34 pokis nopipusano 3 41
pokin (GENA- 21 nopisnane 3 GENA-QL), cepenns sara: 80,5 kr
nepigHano 3 724 «kr i cepesns ouwinka (PYHKUIOHANSHArO CTaHy
cyrnobip npi remohinii (HIHSY: 37,4 nopisnsno 3 38,4,

Y Tlpagiaaxrivnomy  Jlikysanni — @aza [, nadieHTH Maid B




cepemibomy 34,0 -+ 8,2 suin npuitomy npenapary Hysic ans
npothinakriky, otpuMyean B cepeansomy 34,0 + 8,2 indysii i
cepequito 3aransny posy 1,157.6 + 307,7 MO/kr i3 cepeansolo
TpueanicTio 2,7 micain.

Y Tlpo(hinaktuuniomy Jlikypanni - Maza 1, nauientn Manu B
cepeansomy 58,8+ 15,0 anin npniiomy npenapary Hyeix uans
npothinakTHic, OTpHMYBANH B cepeilibomy 58,8 4 15,0 ingyziit i
cepeanio saranbiy gosy 2,574.4 -+ 631,01 MO/xr iz cepeaHbolo
TpuBaficTic 6,2 Micaui.

20. lNokazunkn edexTHrHOCTI

IepBiHHOIO KIHLEBOIO TOUKOIO B I1LOMY ACChHiDKeHH] BYI0 3HHIKEH S
cepeatbopiunoi uacrori kposored (ABR) y nocsinenni GENA-0I
Ha 50% nig wac  bumsinyansno  niaiGpanol  npodinaxTiiy
(NMpoinakrnune Jlikysanus - Maza 11). Cepeans ABR na oanoro
nanienta cratosina 3,05 y subipii PROPH pocnimxkenng GENA-21 i
58,08 y mubipui ITT pocnijoxening GENA-0O1. Ockinbikn Bifnoignmnii
ninTeepmKkyiounit onHocTopouniii Tect Iyaccona ans oaniei Bu&ipkn
lIpoaeMolicTpyBas, 1o cepeatss ABR y nauienTis i3 iHgnBifyansHo
niniopanoo npodpinaxtiroo (3,13), npuuaiimni, na 50% niskua 3a
cepeaino vactoty ABR y sociijokenni GENA-OI (49,36), npuuomy
Bepxna mewa cepeiiibol ABR 93% CI (3,80) i 97,5% CI (3,90) dyna
Hikuoilo 3a 50% cepequnio ABR y GENA-01 (24,68), nepsunia
KiHLEeBa ToUKa Uboro ocnipxenis 6yna wiTko 10TpHMana,

HamifinieTs  1MX  pesyhauTaTin  NiATHCPIGKYETBCA  NOAIOHHUMMK
pezynpTatamu Aaa Budipku PP (n=58), a Takomk pesyibraTamn Moaen
perpecii [yaccona ta mojeni neratasioi Sivoastinanenoi perpecii
(sropuHI aHani3H NEPBHHUNOT KINNEBOT TOUKHN).

[Topanuiinii ananiz uyTausocTi, 3a sadsToM niwe [lagienra 21-51-
0f, sknii zaznas 79 BEs (55 BEs y MMpothinakruunomy Jlikysanui -
thaza 1) (Bsicoka uvacTOTa KPOBOTEU, (ICZRMKAIOHH Ha T, U0
npodiinaxTuka ke Oyna  RBUIOMAE JIO  1HOYATKY BKJHOMEHHS 8
jocnipkcenns) 1 cranosns  ocuosunii Bupia (Bin Takox  Gya
sHkniouennii i3 subipkn PP i mar cepepinio ABR 94 nporarom 6
micauis go gocnimxenus, 90,37 y [Npodinaktnunomy Jlikysanui -
aza | Ta 106,86 y TTpodinaxrnutiomy Jlikysauui - ®aza i), napwn
cepeanio ABR 1,50 nia uac inansinyansinoe niniépanol npodinakTikn
y suGipui PROPH pocaijoxenng GENA-2| nopisnsno 3 3,13 y
nCPBHINIOMY ananiai.

[Toni6Hi anmxmennn ABR chnocrepiranics, KONW po3rnaaajucs nHie
CHOHTaHHi KpOBOTeYi Ta AN nauieHTiz i3 npodinakTHKoo 2 pask Ha
THcAeHL ab0 Mennte: cepenin cnonTtanna ABR na ogHoro nauienTta
cranosuna 0,83 (4 18,8) y nudipui PROPH] aociimrenns GENA-21 i
32,23 y subipui ITT nocniuxenus GENA-OL, a cepenna ABR y
dalienTiz i3 npodinakTikoy 2 pasn ua THAgleHsL abo Medwe
cranosuna 1,38 y suGipui PROPI nocnizmcenns GENA-21 i 49,36 y
subipui ITT nocnijprennst GENA-O1 (Tect Ilyaccona, 3a BHHSTKOM
sHicIouenoro 3 jrocaijukenis [Manienra 21-51-01).

Cepeannudii - irrepaan  MiX  BBCACHNUSMH  TIpEnapary  npH
inausiayaneio niniGpaniit npoginakTiini crasosus 3,5 nHis, npu
oMy 58% nauienTir oTpUMYBaii NPODINAKTHKY 2 pa3H Ha THIKAE! b
abo piawy aozy. OanoKpaTI A03H KONHBAIICL B Mianasoni sig 23,3
Ao 68,1 MO/xr. Cependiina no3a npenapaty fHyeixk Ha THICAEHb AN




Vi

npothinaxTiicn mig vac Mpodinakruunoro Jikysanus - Paza 11 Gy_{a
IHBKU010, HXK cepeanina nosa nifg uac Ipodinaxruunoro Jlikyeauus
Daza [ (96,4 MO/kr nopieistto 3 100,1 MO/kr, signosianoe). [Tix uac
[podinaxriunoro Jlikysauns - (hasza [, cepeautite 3nauenus Ao3u
npenapary flysix na TWXAEHL 3HH3WNOCL NPOTArOM OCTauilix 2
Micauis nopirHAHO 3 Nepuimi 4 mMicausmu (92,9 MO/kr nopisuano 3
97,8 MO/kr). 3aranom, lani srasyiors pa Gnusbko 8% uncue
LLOTIIKHERT CNOXKIBARNA npenapaTy Hvein 11ip uac [Mpodinakriuioro
Jlikysanus - daza [1 nopisuano 3 Mpodinaktiunum Jlixysannam -
(Pagza I,

Y rabauui HKde. HaBeeHo ocHOBHI Aai/pesynbtati no ABR | aosi
npenapaty Hysix y Tlpodinakruunomy  Jlikyrauni — $aza I
docnifpxenna GENA-21. Ll gani nrazyiors 18 “re, U0 MaLien Ty, axi
OTPHMYBaJAN PiAIIT  Jo3W  npenapary  Flyeix, e Angie  Melioe
CIIOKHBAIW - NpenapaT  Hygix, RIK  NaliedTH, AKi  OTpUMyBaau
CTAHAAPTHY 703y, ane Tawow ManM nopisiani (afo Jiello Hidkyi)

ABRs.

Koporknii omire ABR ta pozn npewapary Hpeic 'y
Mpodisawriiunony Jlikysamui — daza 11
{(sat nsircom IlanicnTa 21-51-01)

Cxeara poaysanus ABR Homa iy viskaenn gas
CepennctSp npodiinawrnicn (MO/Kr)
CepeinetSD (mepinnne)
Been repion [poinawriaitoro Jlieveams -9 11
Bei  cxemn JIO3Y BRI 1.45 + 3.51 97.2 +23.0(95,0)
{n=63)
> 2 pasis ua rhskaein (n=28) 1,56 44,00 101,74 19,3 (101,5)
= 2 pazins ug riknens (n=37) 1.32:+ 3,16 03.8 + 25,1 (90,2)
Iepiut 4 micuui Hpodinacrnmaero Jliwysamus: — hasa 11
Bei CXEMH  mO3yBanivl 1.24 + 3,49 99,1+ 23,7 (97,8)
(n=G4)
> 2 pazie pa rkaeHs (n=27) 1,63 +4.40 1028 +212.(102,4)
< 2 pasis va ruxaenh (=37) 0.95 +2.67 05.5 +23,0 (95.0)
Ocranui 2 siesd Y podinaernanoro Jlivveannn — thaza 1§
Bei eXCMI JAO3YBAIIHA 181 +4.68 947+ 24.2 (92.8)
(n=64)
> 2 paszis ia Tuacaens (n=27) 1,80 44,04 100,1 +20,5 (99.0)
< 2 pasis ma Tuseaens (n=37) 1,82 313 90,8 -+ 26,2 (835,0)

ABR = cepeumopiuna uacrora kponroret; SD = eranpapThe siaxunenns

binbwicts nadientin ne mann BEs nip uac [podinakTuuitoro
Jlikysanusa - (hasa | (75,8%) ta asza Il (72,7%). Beworo 174 BEs
BHHHKAY Ta Oysin nponikoBani B 050x (razax (79 [45,4%] iz unx BEs
gruiinn y [Tanienra 21-51-01); 97 (55,7) 6ynn cnonTtaHHusMu, We 74
(42,5%) Gynu cnpruitiieni tpasmoio, a peinra 3 6ynu knacudikorani
Ak «immin,  Haii@insm  vacriny  jiinsicamMn - kpororedi  Gynn
mnkonorka (34,5%) ta xonine (29,3%), uo pazom cxnano 64% yceix
BEs.

lnrunyy ypaxkenumy ginsikamu 6yni: nikots (11,5%), nneue (8,0%),
nora (4,0%), pyra (4,0%), xmuxisnue (0,6%) Ta imwi Micus
(prnonaloun 3y0, TPARMY, CTONY, THABLHI M'H3M Ta creryo). Y Beix
Jinsmxax, 22 BEs (12,6%) ouiosanncs ai apidbni/uesnayni ta 149 -
Ak nomipni abo segiki/oGumipni (85,6%). Byno 3 obukpHnx abo
3arpo3nusex Juig kKTTa BEs, skl niKysame 3 noMipHolo, rapHolo: Ta

BisMiol0 edekTurhicTio. Binbiiicts BEs (91,4%) npunuHnmuck




nicna sacrocysaitus | (70,1%) aBo 2 (21,3%) ingyaiif npenapeﬁ
Hyaix, npn nbomMy nokasunkd ederrnenocti Oynu piaminnumy alo
rapinmu ana 92,5% BEs.

[lin uwac pccnijpeenns 3 nadienta nepenccnd 3 Xipypriyvux
BTpyuanus, sci 3 3 arux Oynn obimupiumi, 3aransHa eexTHBHiCTb
Oynra ouinena gk BiAMinHa Ans 2 Xipypriunux BTpyuaHs i rapya ans |
iHILIOrO Xipypriuioro srpyqaitns.

Crarnernka PK pesynbrarie, nepeapana  AOCNIAHMKY, Nokasana
cepeane znauenns Tip, 0 jnopismonrwie 15,1 roamd. Awanis
kopensanit pisnie TGA 1 FVHI (onhocraniiiimii [OS] ananiz) puasns
kopensuito y Mpodinakreuunomy Jlicysauni — tasa [l 3 p-3nadentismn
< (0,05. Xoua cTarHCTHUHO 3HAUYILA KOpeisIlis 11e criocTepiranachk nij
uac Bindopy PK npob, pizyanbuuit ornisjg BIANOBIMIHX KPHBHX
KOHLEHTpalif-yac nokazae, (o yrsopetnst Tpom0iny 30inslryganocs
i 3McHIlyBaRoch BiNNORIANO A0 3DinLlICHNA TAa 3MEHLIEHHS piBHA
FVIIL, Cepenni ra cepeamniti anatsenns TGA Ovan HHEKHHMH Y
BHXIANDX yMoOBaxX Jns nanientin 3i cnonrannumu BEs nig wac
Npodinaktiunoro Jlikysanns - aza [, 31 3uauywow kopensuico
(p=0,0004) mix puxinnoro TGA Ta cepeitHbOPIUHOIO YACTOTOIO
cnonTaniux kposoted ¥ [Mpodinaktiuunomy Jlikyranui - aza 1.

Ananiz kopenswit mix antnrenom VWIS T nepionom nanigsuBeneHHs
FVIIL y PK wuGipui susedr koperauiio 3 kocdiuientoM panrosol
ropessiuii Cripaena 0,27 31 snavennsm p=0,0258 ans OS ananizy ta
0,58580 3 p<0,0001 ana CHR (xpomorennore) ananiay.

Mig uac injusinyansno nigidpanoi mpodinakTukd  nnaHyranocs
NTPHMYBATH MiliMansuuil piscus = 0,01 MO/ma. Y sannatosatii
MoMenTd uacy ijt vac lpodinaxtiiunoro Jlikysavna - @aza 1, 25%
ksanTuais Oyau = 0,01 MO/Mi, Brasyioun na Te, uio, npunaisMui,
75% minimanbHux snauens Oynu = 0,01 MO/ma.

21, Tokaznuiu Besnexy

[Mpenapat MHyeix nobpe nepelocHBes mia vac Aociimkernd. Y ubomy
nochipkenni He 6yno cmepredi 1 ne Oyno cepliosnnx nebaxannx
apuul  (SALEs), 1mo ouimonannch Ak Taki, wo nop’a3ani 3
JOCHIDKYBaHNM 11PCNAPATOM.

24 (36,4%) nauienTa sasnaan neSaxaui snuula (AES), Wwo suivkn 8
XOAi MikyBanig; BOHM coocTepiranucs nichs 52 i3 6612 indysiii
(0,8%), Wo RROAWIMCE NijL uac nochijxeHua. 13 66 nauienTtig, 14
(21,2%) saznanu nerki ABs, 12 (18,2%) — nomipui AEs i 3 (4,5%) —
ki Abs. Mpo Ginsinicts Alls norigosmisioch nuule GiHn paz, 3a
BUHATKOM [OJORHOrQ 000 Ta nasofapHirity (no kownomy y 3
nawieuris), aprpanarti (4 uanicura), Gomo B cnpui, BiAYYTTS
ne3AyalHsa, rineprepuMil, Tonzunity ta 3yGioro Gomio (no KoxHoMY
y 2 nauienTin).

bararo AEs, 1o ciiocrepirajites 8 JOChijpReiit, NpeAcTapnsioTs Ti,
e ouikymamich 0OM B Oyab-axiil Bubipil, 33 SKOIO BeJETLCs
crnocTepekcHis y yaci (Hanmpuknaj, nopyiiednsn 3 60xy LIAYHKOBO-
KHUIKOBOTO TpaKTy, itipexuil, rosoniuii 6ime i rineprepmis), Bei AEs,
okpiM 6, y' 5 nauienrie sumiciin (MuHynn) Oe3 Hachiokie (BUBMX
cyrnoba Ta nasoapuHriT, N06posKiciic 1IOBOYTBOPEHHS HHPKH
[rocnisno: anriomioninoma nmpkn]; nedpponitias, Oins y cnwui,
aprponaria).
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14 nauientiz 3asnann ALs, sii Synn tumuaconro nos’szani 3 17(
inyzismu  (rofro, AL munukano nporarom 24 roann  nicns
Jacinvennst  ingiysif).  Jra  Als  (sanamopouents, 3aranbie
HE3AYIKAHHA) Y OLHOrO NaUicHTa OUHIOBAANCH JOCHIAIHKOM SIK TaKi,
wo Biporigno 6ynu nop’sazati 3 AIKyBalHAM Y paMKax LOCTiIKeitHs,
JaransHe HE3LyxaHHA Ta 3amamopouetis Oyau ouinedi Cnoncopom
AK HeowikyRaHi HeGakani peaxuil na npenapat.

G SAlis Gynn pokymerrTanslo nigTRepmceni y 5 nadienTis. Nawient
21-21-02 nepenic 6monoTy kpor’to (reMaTemMesnc), yepes o Bik Oy
rocnitasizopanui. Tlanienr 21-21-05 Mas  nepenoM  HHKHLO!
KitiBH, 1110 norpebysano rocnitaiizawil. TMauwient 21-21-17 nepenic
TEHOTOMiIO, W0 nortpeBysana rocnitanizauii. TNMauiewt 21-42-03
nepenic aneHaMuNT, ucpes o Bin Oyn rocnitanizosaHuii  pns
NPOBCEHIST TEPMIHOBOT ANCHACKTOMIT Ta B NOAANLILOMY 3a3iiaR
nocr-onepauiiiny indekuilo  pann, wo rakew Beawanacs SAE,
[Nauient 21-54-01 nepenic 6ink y xpefiti, uepes o sin Gys
rocnitanizopatnii. Bei SAES poarngnanucs JocniainkoM Ak Taki, wo
Hne noe’sisani 3 indysiaMi NiKapchkoro Npenapary Ta BCi BOHH 3HHKIN
{Munynn).

Bei 3 ALs, wo spawanucs Tskkumu, Oyan sapeectposadi y 3
nauienTin, Bci 3 3 axux Taxox 6Gynn SAEs: 6mosota kpor’io
(remaremesnc) v Tauienta 21-21-02; nepenom NMHUKHLOT KiHUIBKH Y
Matienta 21-21-05; 6inn y xpebTi y Mauicira 21-54-01.

Mopni ATis He NpH3sein IO NPHITHHSHNS JKYBAIHS J{OCHLDKYBAHHM
upenapatoM, He Oyho  uepetanoBnelHx  KAINIYNO  3HAYYLIMN
Bi/IXHAEHL  naboparopHux  NOKa3HUKIB i He 6yno  BUMAAKIB
rinepuytnurocTi YH TpoMGoemBGonil. Hiskux inribiTopis no FVII ne
Oyno musBNEHO y KOAHMOrO nailieHta B Oyan-Akuil MOMEHT uacy
[IPOTATOM AQCTIAACCHIIS,

22, Buchosok (oTpumMati peayiib-
TaTH)

lle  nocnipwenns  npoxcsoncrpysano, 1o inamsigyaaeno  PK-

nipidpana npoginakrika npenaparom Hyein 3Ha410 3HWAKYE HACTOTY
KPOBOTEY MOPIBHAHO 3 MIKYBaNIIM 110 HEOBXIANOCT, NMPH ULOMY Y
73% nauieuris He Gyno kposored. Kpim Toro, Maiixe 60% nauteutia
OTPHMYBaNK JikyBanus ABiui na TwkAcun abo piawe 3 MeHunM
cnoxnpaniam FVII i inkvoio ABR nopisusiio 30 3sHuaiinoio
npodrintakrixolo. He &yno nor’asanix iz nikysarnam SAEs t ve 6yno
inriGitopin. PIC-nigi6pana npodinakrika npernapartom Hysix nopuiia
MOKPAILTH 3PYYHICTL NIKYRAIIA AK ONUIs AAA BEeJCHHA NaLienTiB i3
TAKKOIO reMothitieo A.

3aasnuk (Bnactuk peectpattiii-
HOTO CRIIONTRA)
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Clinical Trial Report /7 %

GENA-21b

(including Sub-Study Extension Phase in Japan)

1. Name of medicinal product
(Marketing Authorisation number, if

any)

Nuwiq

2. Applicant

Octapharma Pharmazeutika Produktionsges.m.b.H.
Oberlaaerstrasse 235

1100 Vienna

Austria

3. Manufacturer

Manufacturer responsible for bulk production, primary packaging,
visual inspection, integrity testing, quality testing, batch release of
final product (powder for solution for injection and solvent):

Octapharma AB, Sweden
Lars Forssells gata 23
112 75 Stockholm Sweden

Manufacturer responsible for visual inspection and integrity
testing for powder for solution for injection, labeling and
secondary packaging of the final product {powder for solution for
injection and solvent):

Octapharma Dessau GmbH, Germany

Otto-Reuter-Strasse 3, Dessau-Rosslau, Sachsen-Anhalt, 06847,
Germany

Quality testing, visual inspection of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Schutzenstrasse 87, 99-101 88212 Ravensburg, Germany

Production, quality testing, visual inspection of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Eisenbahnstrasse 2-4 88085, Langenargen, Germany

Visual inspection, quality testing, labelling and secondary
packaging of solvent:

Vetter Pharma - Fertigung GmbH & Co. KG, Germany
Mooswiesen 2, 88214 Ravensburg, Germany

Visual inspection, stability testing of solvent:
Vetter Pharma - Fertigung GmbH & Co. KG, Germany

Helmut-Vetter-Strasse 10 88213 Ravensburg, Germany

4. Conducted studies:

Hyes

O no if no, provide rationale

1) type of medicinal product for which
registration was conducted or planned
to be conducted

Coagulation factor VI
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5. Full title of the clinical trial, code
number of the clinical trial

Prospective, open-label, multicentre phase 3b study to as{eés)
the efficacy and safety of personalized prophylaxis with
Human-cl rhFVIll in previously treated adult patients with
severe haemophilia A

6. Clinical trial phase

3b

7. Clinical trial time frame

from 13-May-2015 through 05-Sep-2018 (sub-study in Japan:
23-Dec-2020)

8. Countries where the clinical trial was
conducted

Canada, Croatia, Finland, France, Japan, Netherlands, North
Macedonia, Slovenia, USA

9. Number of subjects

planned: 55 (approximately 10 in Japan)
actual: 58 {11 in Japan)

10. Primary and secondary objectives
of the clinical trial

Primary objective

* To compare the annualised total bleeding rate (ABR) of
individually tailored prophylaxis with the historical bleeding
rate observed in patients having received on-demand
treatment with Nuwig from study GENA-01

Secondary objectives

» To compare the annualised spontaneous bleeding rate of
individually tailored prophylaxis with the historical bleeding
rate observed in patients having received on-demand
treatment with Nuwig

= To compare the annualised total bleeding rate in patients
with 2x/week (or less) prophylaxis with the historical
bleeding rate observed in patients having received on-
demand treatment with Nuwig

= To assess the median prophylactic dosing interval

= To assess the pharmacokinetics (PK) of Nuwig in terms of
FVIII:C

® To assess the safety of Nuwig

Additional objectives

= To assess the clinical efficacy of Nuwiq in the treatment of
breakthrough bleeding episodes (BEs)

= To assess the clinical efficacy of Nuwig in surgical prophylaxis

= To assess the correlation of von Willebrand factor (VWF)
antigen concentration and half-life of Nuwig

» To assess the association between ABO blood type and half-
life of Nuwiq

* To assess Nuwiq consumption data (exploratory)

» Objectives of the “Sub-Study Extension Phase” to GENA-21b
{(Japan)

» To investigate the long-term safety of Nuwiq in patients with
severe haemophilia A who participated in the GENA-21b
study

* To assess the long-term efficacy of Nuwig during
prophylactic treatment (based on the frequency of total and
spontaneous break-through bleeds)

" To assess the efficacy of Nuwig during treatment of bleeding
episodes (BEs)
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= To assess the efficacy of Nuwig in surgical prophylaxis 4 (

11. Clinical trial design

Prospective, multicentre, open-label phase 3b study

The study consisted of three (3} phases: a PK Evaluation Phase,
the Prophylactic Treatment-Phase |, and the Prophylactic
Treatment—Phase Il.

After Prophylactic Treatment-Phase 1l a “Sub-Study Extension
Phase” to continue the treatment with Human- ci-rhFVIil and to
investigate long-term safety and efficacy was offered to patients
from study centres in Japan.

12, Key inclusion criteria

Inclusion criteria

= Severe haemophilia A (FVIII:C <1%) according to medical
history

= Male patients 218 years of age

= Previous treatment with any FVIIl product(s) (regular
prophylaxis with good compliance or on-demand treatment)
for at least 150 exposure days (EDs)

» Good documentation regarding dosing and bleeding
frequency in the 6 months preceding study start

» |mmunocompetence (CD4+ count >200/uL)

= Freely given written informed consent

Exclusion criteria

» Any coagulation disorder other than haemophilia A

» Present or past FVIll inhibitor activity (20.6 BU) according to
medical history

» Severe liver or kidney disease (ALT and AST levels >5 times of
upper limit of normal, creatinine >120 pumol/L)

» Treatment with any investigational medicinal product (IMP)
except FVII IMP within 14 days prior to the screening visit

Patient Selection Criteria for
“Sub-Study Extension Phase” {Japan)

Inclusion criteria

= Patients who completed the GENA-21b study with 6 months
of prophylactic treatment in Treatment Phase (I

= Voluntarily given, fully informed written and signed consent
obtained before any “Sub-Study Extension Phase”-related
procedures are conducted

Exclusion criteria

= Other FVIIi product than Nuwig was received between
completion visit of GENA-21b study and start of “Sub-Study
Extension Phase” (except emergency cases)

13. investigational medicinal product,
method of administration, strength

Nuwiq is a B-domain deleted, human cell line-derived
recombinant {r)FVIl concentrate for intravenous use. It was to
be administered as an intravenous bolus injection at a maximum
speed of 4 mL/minute. Continuous infusion was prohibited.

Dosing
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Initial PK evaluation (72 hours) i ( %
60 £ 5 IU FVIIl/kg, according to labelled potency
Prophylactic treatment—Phase |

Patients were to be treated prophylactically every other day or
3x/week with a dase of 3040 IU/kg body weight (BW) for about
1-3 months until PK data had been analysed and discussed with
the investigator. Dose escalations were allowed in case of an
inadequate frequency and severity of breakthrough bleeding
episodes in accordance with the institution’s standard clinical
care. The maximum dose for a single infusion was 45 1U/kg BW.

Prophylactic treatment—FPhase Ii

Patients were to be treated prophylactically for 6 months.
Prophylactic doses and dosing intervals were recommended by
the Sponsor for each patient based on the analysis of individual
PK data obtained at the Initial PK Visit with the one-stage assay.
The final decision on the prophylactic scheme was taken by the
investigator after consultation with the patient and Sponsor.

Based on an appropriate PK model, various dosing intervals
(usually 12-hour intervals) and corresponding doses {in IU/kg)
were calculated, which hypothetically lead to FVIII:C plasma
concentrations of at least 0.01 IU/mL at the end of the
respective injection interval. The goal was to use the maximum
regular prophylactic dosing interval that could be achieved with
a maximum dose of not more than 65 IU/kg and that maintained
a trough level of 20.01 IU/mL.

This recommendation could have changed in certain situations.
For example,

= |fthe maximum calculated dosing interval was 2.5 days, the
recommendation could have been to continue with the dose
and dosing interval as used in Prophylactic Treatment—
Phase |, provided that this treatment scheme was considered
effective by both the treating physician and the patient.

» |f the maximum calculated dosing interval was >3.5 days and
the dose >65 IU/kg, the recommendation could have been to
reduce the dosing interval by 0.5 days and use the
corresponding lower dose.

» |f the maximum calculated dosing interval was 24.5 days, the
recommendation could have been to reduce the dosing
interval by 0.5 days and use the corresponding dose.

In general, the recommendation had to take into account both
the interpretation of the PK data as well as practical and
economic aspects (i.e. consumption of FVIIl). The final decision
on the prophylactic scheme was taken by the investigator after
consultation with the patient and Sponsor.

At the 4-Month Visit in Prophylactic Treatment—Phase Il, the
dose per injection for the remainder of the study could have
been reduced provided that FVIII:C trough levels {one- stage

assay) obtained at the 2-Month Visit were 20.01 IU/mL and that



the patient had not experienced any spontaneous bleed up to/
the 4-Month Visit.

In case of unacceptable frequent and/or severe spontaneaus
breakthrough bleedings, the dose was to be increased by
approximately 5 |U/kg (depending on the entire content of vial(s)
that needed to be reconstituted additionaily). However, the
maximum dose was preferably not to exceed 65 IU/kg. If, after a
dose increase, patients still experienced unacceptable bleeding
episodes, the dosing interval was to be shortened.

Treatment of bleeding episodes

The dosage and duration of treatment of spontaneous or
traumatic breakthrough bleeding episodes (BEs) depended an
the location and extent of bleeding and on the clinical situation
of the patient.

Dose for surgical prophylaxis

The dosage and duration of treatment with Nuwig depended on
the type of surgery and the patient’s individual incremental
recovery.

“Sub-Study Extension Phase”
to GENA-21b (Japan)

Patients were given the option to continue to be treated
prophylactically after the completion of 6 months in Treatment-
Phase Il in GENA-21b. Prophylactic doses and dosing intervals
were to remain the same in the “Sub-Study Extension Phase” as
in the last 2 months of Prophylactic Treatment-Phase Il

In case of unacceptable frequent and/or severe spontaneous
breakthrough bleedings, the dose was to be increased-by
approximately 5 IU/kg (depending on the entire content of vial(s)
that needs to be reconstituted additionally). However, the
maximum dose was not to exceed 65 IU/kg. If, after a dose
increase, patients still experienced unacceptable bleeding
episodes, the dosing interval was to be shortened.

In addition, if the body weight of the patient during follow up
visits fluctuated +/- 10% compared to the screening visit of the
“Sub-Study Extension Phase”, the investigator was to verify if the
dosing was still within the prescribed range and adapt
accordingly, if necessary.

14. Comparator, dose, method of
administration, strength

15. Concomitant therapy

16. Efficacy endpoints

Primary endpoint

= Reduction of the annualised total bleeding rate observed in
the GENA-01 study (58.1 total bleeding episodes per patient
per year) by 50% during individuaily tailored prophylaxis.

A

X
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Secondary endpoints //(//

* Reduction of the annualised spontaneous bleeding rate
observed in the GENA-01 study (38.5 spontaneous bleeding
episodes per patient per year) by 50% during individually
tailored prophylaxis

» Reduction of the annualised bleeding rate observed in GENA-
01 by 50% in patients with 2x/week prophylaxis or less

= Prophylactic dosing interval

= PK of Nuwig in terms of the FVIII coagulant activity (FVIIi:C)

Additional endpoints

» Efficacy of on-demand treatment of breakthrough bleeding
episodes

= Surgical prophylaxis

» Assessment of the correlation of VWF antigen concentration
and half-life

= Assessment of the association between ABO type and half-
life

= Assessment of Nuwig consumption data (exploratory)

A



17. Safety endpoints

* Adverse events /
* Immunogenicity (inhibitor formation)

» Vital signs

* Routine laboratory assessments (in case of surgery)
= Physical examination

18. Statistical methods

The primary endpoint of this clinical study was the efficacy of
Nuwig in individually tailored prophylaxis regarding the
incidence of break-through bleeds as compared to the hleeding
frequency in a previous on-demand study (GENA-01).

A confirmative one-sided one-sample Poisson-test tested
whether the annualised total bleeding rate in patients with
individually tailored prophylaxis Is at least 50% below the mean
annualised total bleeding rate in the GENA-01 trial [i.e. if it is
<29).

A confirmative one-sided one-sample Poisson-test tested
whether the annualised total bleeding rate in patients with
individually tailored prophylaxis is at least 50% below the mean
annualised total bleeding rate in the GENA-01 trial {i.e. if it is
<29},

19. Demographic data of the study
population (sex, age, race, etc.)

58 previously treated (>150 EDs) immunocompetent adult
patients with severe haemopbhilia A, without past or present
inhibitors, were enrolled and treated in the main study at

30 centres in 9 countries, 11 patients were enrolled and treated
at 8 centres in Japan; 9 of these patients continued into the
extension phase.

The key demographics and disease characteristics within 6
months of starting the study for the patients treated in the
present study were generally comparable to those of the patient
population in the GENA-01 on-demand study: mean age: 40 vs
41 years {(GENA-21b vs GENA-01), mean weight: 77 vs 72.4 kg;
mean Hemophilia Joint Health Score (HJHS): 32.3 vs 38.4.

In Prophylactic Treatment—Phase |, for prophylaxis, patients had
a mean of 28.3+14.2 days of exposure to Nuwig, and a mean
total dose of 962.1+430.5 1U/kg over a mean duration of 2.2
months. In Prophylactic Treatment—Phase II, for prophylaxis,
patients had a mean of 52.6+20.1 days of exposure to Nuwig,
and a mean total dose of 2075.1+806.8 1U/kg over a mean
duration of 5.8 months (median was 6.1 months). The 9 patients
in the extension phase had a mean of 195.0491.4 days of
exposure to Nuwiqg for prophylaxis and a mean total dose of
10105.9+5808.4 1U/kg over a mean duration of 26.1 months
{median was 28.3 months).

20. Efficacy outcomes

The primary endpoint in this study was reduction of the ABR in the
GENA-01 study by 50% during individually tailored prophylaxis
{Prophylactic Treatment—Phase ll). Mean ABR per patient was
4.67 in the GENA-21b PROPH population {N=56) and 58.08 in the
GENA-01 ITT population. As the respective confirmative one-sided
one-sample Poisson-test demonstrated that the mean ABR in
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patients with individually tailored prophylaxis {4.87) is at Jeast 50’2{: [
below the mean ABR rate in the GENA-Q1 trial (49.36), with the
upper bound of the mean ABR 95% confidence interval (Cl) {5.79)
and 97.5% CI (5.93) both lower than 50% of the mean ABR in
GENA-01 (24.68), the primary endpoint of this study was clearly
met.

The robustness of these results is supported by the similar
findings for the PP population (N=49) and results of the Poisson
regression model and the Negative Binomial regression model
(secondary analyses of the primary endpoint).

Similar reductions in ABR were observed when only spontaneous
bleeds were considered and for patients with 2x/week
prophylaxis or less: mean spontaneous ABR per patient was 2.98
{95% C11.43, 4.52) in the GENA-21b PROPH population and
32.23 in the GENA-O1 ITT population and mean ABR in patients
with 2x/week prophylaxis or less was 4.82 ({95% Cl 2.16, 7.47) in
the GENA-21b PROPH population and 49.36 in the GENA-O1 ITT
population {Poisson test).

The table below summarises the key findings for ABR and
consumption of Nuwiq. These data indicate that patients
receiving less frequent dosing of Nuwig had a lower consumption
of Nuwig than patients on standard dosing while maintaining
comparable ABRs.

Summary of ABR and Nuwig Dase
in Prophylactic Treatment—Phases | and [l
PROPH population

ABR Dose per week for
prophylaxis
Phase/Doslng scheme AU
Mean (95% CI) Mean £ SD (median)

Prophbylactic Treatment—Phase [

(n=56) 3.85(1.98.5.72) 100.4 + 13.8 (101.1)
Entire periad of Prophylactic Treatment—Phase IT

All dosing schemes (n=56) 4.67 (2.94, 6.40) 83.7 4 25.7(83.9)

>2xfweek (n=27) 4.52 (2.16, 6.38) 90.3 +£25.4 (89.1)

<Ixfweek (n=29) 4.82 (2.16, 7.47) 77.8 £ 24.8(77.1)

ABR = annualised bleeding rate; CI = confidence interval

The median dosing interval on individually tailored prophylaxis was
3.5 days, with 51.8% of patients on 2x/week prophylaxis or less
frequent dosing. Single doses ranged from 18.1 to 71.8 1U/kg. The
median dose of Nuwiq per week during Prophylactic Treatment—
Phase |l was lower than the median dose during Prophylactic
Treatment—Phase | (83.9 IU/kg vs. 101.1 IU/kg, respectively).
Overall, the data indicate an about 17% lower weekly consumption
of Nuwig during Prophylactic Treatment—Phase Il compared to
Prophylactic Treatment—Phase I.

A total of 22/56 (39.3%) patients had no BEs during personalised
prophylaxis. 143 BEs occurred between the start of Prophylactic
Treatment—Phase | and the Study Completion Visit (or

%

withdrawal}), and were treated with Nuwig, constituting the BLEED
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population; 90 were spontaneous, another 40 were due to trauma, |

4 were post-operative, 1 was classified as 'unknown', and the Z
remaining 8 were classified as 'other'. The most frequent sites of
bleeding were the ankle (23.8%) and the knee {23.1%), which
together accounted for 46.9% of all BEs. Other affected sites were
the elbow (18.9%), the leg {4.9%), and other sites (including arm,
hip, nose, oral cavity, and shoulder). Across all sites, 66 BEs (46.2%)
were rated as minor and 76 as moderate to major (53.1%). There
were 22 major to life- threatening BEs in the BLEED population, of
which 1 was life-threatening. The majority of BEs (79.7%) were
resolved with 1 (64.3%) or 2 {15.4%) infusions of Nuwig and
efficacy rating was excellent or good for 74.9% of BEs.

During the study, 8 patients underwent 16 surgical procedures.
Four surgeries were not performed under Nuwiqg treatment. Of the
12 surgical procedures in the SURG population, eight of the
surgeries were major in severity and 4 were minor. Overall efficacy
was rated as excellent for all but two of the surgeries; good for 1
surgery, and not documented for the other surgery. There was full
agreement between the surgeon and haematologist for all efficacy
assessments.

The mean (95% Cl) T1/2 was shorter in patients with blood type O
(14.55 [12.90, 16.21], n=19), as compared to patients with blood
type A (17.32 [15.19, 19.46], n=18) or blood type B (16.70 [14.25,
19.16], n=5) {one stage [0S] assay).

Analysis of the correlation of the VWF antigen and FVIII half-life (in
the full PK population revealed a strong correlation, with a p-value
of <0.0001.

Statistics on the PK results communicated to the investigator after
the PK evaluation (provided to the investigator together with the
Sponsor’s recommended Phase 1l dose and dosing interval)
indicated a mean T1/2 of 15.2 hours for the OS assay. During
individually tailored prophylaxis, maintaining a trough level of
20.01 IU/mL was targeted. At scheduled time points during
Prophylactic Treatment—Phase II, 25% quantiles were 20.01 IU/mL
indicating that at least 75% of trough values were 20.01 1U/mL.

Efficacy results in Japanese patients were consistent with those of
the overall study population and non-Japanese patients. In
Prophylactic Treatment—Phase I, mean ABR per patient was 5.67
in the GENA-21b Japanese patients” PROPH population and 58.08
in the GENA-O1 ITT population. As the respective confirmative one-
sided one-sample Poisson- test demonstrated that the mean ABR
in patients with individually tailcred prophylaxis (5.69) is at least
50% below the mean ABR rate in the GENA-01 trial (49.36), with
the upper bound of the mean ABR 95% Cl (8.23} and 97.5% Cl
(8.61) both lower than 50% of the mean ABR in GENA-01 {24.68),
the primary endpoint of this study was also met in Japanese
patients.

All Japanese patients were receiving prophylaxis in the 6 months
before screening, with each patient having a weekly dose >55
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IU/kg, resulting in a mean (+5D) ABR of 7.5 (+11.67). In Proptyjactc
Treatment—Phase Il, Japanese patients had a mean ABR of 5.67
{95% CI -0.10, 11.43), comparable to that in Prophylactic
Treatment—Phase | (6.05 [95% CI-0.30, 12.40], with a median
dose per week that was approximately 14% lower than that in
Prophylactic Treatment—Phase I.

Summary of ABR and Nuwig Dose
in Prophylactic Treatment in Japanese Patients

Japanese Patients

ABR Dose per week for
prophylaxis
Phase (IU/kg)
Mean £ 95% C1 Mean £ SD (median)

Prophylactic Treatment—Phase I

PROPH populatjon (n=10) 6,05 (-0.30. 12.40) 1062+ 12.8 (104.2)
Entire perled of Prophylactle Treatment—Phase II
PROPH population (n=10}) 5.67(-0.10, 11.43) 94.1 £31.1(89.2}

ABR = annualised bleeding rate; CI = confidence interval

Of the 27 BEs in Japanese patients included in the BLEED
population, 20 were treated with 1 infusion, 3 with 2 infusions, 1
with 3 infusions, and 3 with 5 infusions. No life-threatening BE
was ohserved in Japanese patients; 13 BEs were minor and 14
BEs were moderate to major in severity. Personal efficacy
assessments were available for all 27 of the BEs in Japanese
patients. Efficacy rating on a four-point scale was excellent or
good for 23 (85.2%) BEs and moderate for 4 (14.8%).

A single surgery (left hip joint) was performed in a Japanese
patient {Patient #21B-62-01}, with excellent efficacy.

The pharmacokinetic parameters for FVIIi concentration were
comparable in Japanese and non-Japanese patients. Of particular
note, the mean (95% Cl) AUC and Cmax corrected by the dose
were practically identical in both Japanese and non-Japanese
patients: AUCnorm 0.329 (0.200-0.457) hr*IU/mL/(IU/kg) vs.
0.296 (0.262-0.329) hr*1U/mL/(IU/kg); Cmax,norm 0.017 (0.013—
0.021) IU/mL/ (1U/kg) vs. 0.018 (0.017-0.020) IU/mL/ {IU/kg).

For 9 lapanese patients who entered the extension phase, the
median dose of Nuwig per week for prophylactic treatment
during the extension phase was comparable to the median dose
per week during Prophylactic Treatment—Phase 1 {92.1 1U/kg
vs. 88.6 IU/kg) indicating that lower dosing of Nuwig could be
maintained over the long-term {mean duration of treatment was
26.1 months), with 7/9 patients on a dosage interval of 2x/week
or less frequent.

6 (66.7%) patients had BEs during the extension phase. For the 9
patients, the mean ABR was 3.27 during the extension phase and
5.44 during Phase |l of the main study, indicating a reduction in
the ABR with long-term Nuwig prophylaxis. Efficacy ratingon a
four-point scale was excellent or good for 92.5% of rated BEs in
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the extension phase. There were no surgeries during the (/
extension phase.

21. Safety outcomes

Nuwig was well tolerated during the study.

There were no deaths in this study and no serious adverse events
{SAEs) assessed as related to study product.

A total of 34 {58.6%) patients experienced treatment-emergent
AEs during the main study. Of the 58 patients in the SAF
population, 28 (48.3%) experienced mild AEs, 12 (20.7%)
moderate AEs, and 5 (8.6%) severe AEs. Most AEs were reported
only once, except for nasopharyngitis (12 patients}, headache
(5 patients), arthralgia {4 patients), pyrexia (4 patients),
diarrhoea, influenza, oropharyngeal pain, and urinary tract
infection (each in 3 patients), and anaemia, bone pain,
depression, dizziness, dyspepsia, gastritis, hypokalaemia,
insomnia, lymphadenopathy, nasal congestion, and painin
extremity (each in 2 patients). In Japanese patients (11 patients),
the only AEs occurring in more than a single patient during the
main study were nasopharyngitis (7 patients), pyrexia (3
patients), and gastritis (2 patients).

Most of the AEs frequently observed in the study represent
those that would be expected in any population observed over
time (e.g. gastrointestinal disorders, infections, headache, and
pyrexia).

During the extension phase, 7 (77.8%) patients experienced
treatment-emergent AEs; 7 (77.8%) experienced mild AEs, 5
(55.6%) moderate AEs, and none experienced severe AEs. AEs
occurring in more than a single patient were nasopharyngitis (3
patients) and influenza (2 patients); these AEs are expected ina
long-term extension sub-study and are consistent with those
seen in the main study. AEs that occurred in the extension phase
but not in the main study population (all 58 patients) were
lymph node pain, abdominal discomfort, fatigue, trichophytosis,
contusion, femoral neck fracture, scratch, thermal burn, blood
creatine phosphokinase increased, diabetes mellitus,
musculoskeletal stiffness, myalgia, hyperaesthesia, lacunar
infarction, anxiety disorder; all occurred in single patients, were
not assessed as related to Nuwig administration, and were not
indicative of any safety issue related to long-term treatment with
Nuwig.

23 patients experienced AEs that were temporally associated
with infusions (i.e. AE occurred within 24 hours after infusion)
during the main study and 6 patients experienced AEs that were
temporally associated with infusions in the extension phase.
Three AEs {chest pain and 2 events of dizziness) in a single patient
following separate infusions were assessed as probably related to
study treatment by the investigator.

6 SAEs were documented in 4 patients in the main study. Patient
#218B-03-01 experienced hypokalaemia which prolonged




hospitalisation. Patient #21B-03-03 had a basosquamous / /
carcinoma that required surgery. Patient #21B-04-01 was
diagnosed with large B-cell lymphoma and chemotherapy was
initiated and subsequently experienced pyrexia and back pain
that required hospitalisation. Patient #21B-39-01 experienced a
subdural hematoma that required hospitalisation and was
successfully treated with Nuwig. No SAEs occurred in Japanese
patients during the main study. One Japanese patient
experienced an SAE during the extension phase: Patient #21B-
67-02 experienced a lacunar infarction that required
hospitalisation and led to discontinuation of study drug.

AEs judged to be severe by the investigator were
lymphadenopathy (2 patients), and diarrhoea, vomiting, pyrexia,
bronchitis, influenza, subdural haematoma, hypokalaemia, back
pain, basosquamous carcinoma, large B-cell iymphoma, and
tonsillar hypertrophy {each in 1 patient); all occurred during the
main study.

No AEs led to the discontinuation of study product in the main
study. The SAE of lacunar infarction led to discontinuation of
study product in the extension phase.

The profile of AEs in Prophylactic Treatment—Phase |l was
comparable to the profile for the whole of the main study, as
would be expected considering that this phase constituted the
majority of exposure in the main study.

There were no unexplained clinically significant abnormalities in
laboratory parameters and no cases of hypersensitivity. There
was ane event of thromboembolism {lacunar infarction in the
extension phase), which was assessed as not related to study’
product. No FVIIl inhibitors were detected in any patient at any
time point during the main study or the extension phase.

#2/7

22, Conclusion {findings)

In conclusion, this study demonstrated that individually PK-
tailored prophylaxis with Nuwig significantly reduces the
bleeding rate compared to on-demand treatment, with 39% of
patients having no bleeds in the main study. Furthermaore,
around 52% of patients were treated twice/week or less
frequently in the main study, with lower FVIII consumption
compared to routine prophylaxis while controlling bleeding
rates. There were no treatment-related SAEs and no inhibitors.

Nuwig was efficacious and safe in Japanese patients,
demonstrating a statistically significant reduction in bleeding
rate compared to on-demand treatment, with around 14%

reduction in FVIIl consumption compared to routine prophylaxis.

Lower FV!Il consumption could be maintained over the long-
term in the extension phase {mean duration of treatment was
26.1 months) while maintaining effective and safe bleeding
control.




PK-tailored prophylaxis with Nuwig should improve convenien /X
of treatment for the patient and may be considered as an op%

for managing patients with severe haemophilia A.
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3BiT 1o kainiunomy BunpoSysanio

GENA-21b

(srmouatoun Hpoxoexeny Pazy Nopatiororo Jocnigmenns B Snomnii)

1. HazBa nikapceroro npenapary
(Homep peectpatiiinoro ceigour-
Ba, SKLLO £)

Hyair /Nuwig/

2. 3anBHUK

Oxragapma Dapmanesriica Mpoaywcrioneree m.6.X./
Octapharma Pharmazeutika Produktionsges.m.b.H.
Oberlaaerstrasse 233

1100 Vienna

Austria

(M. Binens, Apcrpis)

3. Bupobuuk

06847, Germany

Bupobnux, eionogidansunli  3a  eupobuuymeo  uepoithacosaiozo
npenapanty, nepeuniy  YRaxkogky, gGisyarviull 02180, nepegipry
yinfcocmi, IeCnIyeanist AKOCHY, GUIYCK Cepii 20M08020 AIRAPCHLROZ0
apenapainy (Mopowtor i poavuinui Qs posuuiy Oas in'exyiti);
Oxraapsa AB, Ilsenisn/Octapharma AB, Sweden

Lars Forssells gata 23

112 75 Stockholm, Sweden

(M. Crokroanm, Lseuis)

Bupotnuk, gionogidarwinni  3a  eisyansuutli 02180 | nepegipxy
yinichocmi nopowka Ons posuuny Ona in'exyill, MapKysauHs ma
GIMOPUIHY YRAKOGKY ZON0B020 Aikapcuirozo npenapamy (nopouiox i
posuuniux Oas posuuny ons in ‘exyiii);

Oxradapsa Jeceay 'moX, Iiseswunna/

Octapharma Dessau GmbH, Germany

Otto-Reuter-Strasse 3

Desssau-Rosslan, Sachsen-Anhalt

(M. Heccay-Poccnay, Himewunia)

Tecmysarua sxocmi, gizyanenuii 02180 posvunnixa;

Berrep dapaa — deprirynr T'm6X i Ko, KT7, Hiseusrnia/
Vetter Pharma — Fertigung GmbH & Co. KG, Germany
Schutzenstrasse 87, 99-101 88212 Ravensburg, Germany

(M. Pasencypr, Himeuuuia)

Bupobinyymeo, mecmysaris akocini, gizyaivlinil 02100 posunniuxa:
Betrep (hapsra — dreprirynr I'm6X i Ko. KT, Hiserusnua/

Vetter Pharma — Fertigung GmmbH & Co. KG, Germany
Eisenbahnstrasse 2-4 880835, Langenargen, Germany

(M. Jlanrenapres, Himeuuuia)

Bizyaronuti 0280, mecimyeanist AKOCH, MAPKYBais ma emopunia
YHAKOBKG POZUUNINKQ!

Berrep apma ~ Deprirynr I'ndX i Ko, KI', Hiseusnna/

Vetter Pharma — Fertigung GmbH & Co. KG, Germany

Mooswicsen 2, 88214 Ravensburg, Germany

(m. Paenctypr, Himeuuuna)
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Berrep Mapya — Wepriryur FmbX i Ko, KT, Hiseuunna/
Vetter Pharma — Fertigung GmbH & Co. KG, Germany
Helmut-Vetter-Strasse 10, 88213 Ravensburg, Germany

(m. PaBencOypr, Himeuunua)

Bisyanoiuii o200, mecmysanns cmabinpiocmi poIuuNIuRa: / /

VN

4. TlpoeeneHi pocniokenns:

X Tax
O Hi KU1 13, HAZIATH OBrpPYHTYBakHSI

1} Tin nikapcskoro npenapary,
no AKOMY npoBogHnacs
peecTpauis  abo  nualysanocs
IIPOBCACHHA

(hakrop koarynsuii kposi VI

5. [loBua wHassa niniuporo
sunpoByBaHus, HOMEP  KoAY
KniHiuHoro sHopodysan st

Mpocnexrnnie, sigkpire, faraTonerrrpose aochipxens 3b dasn
Jum ouninkn  cextusuoeri  Ta  Gesmexu  impusinyansnol
npodinarTiry  pexombinanTuns  Qaxropom Koaryasuii kposi
VIII, orpumaniy i3 riminmod ainit mognun (Human-cl rhFVIID)
Y Aopochaux namicHTiB i3 Tcoo remodiniero A, sxi pamime
OTPHMYBAJN JIiKYBAIIs

6. ®aza kniniuvoro sunpobynan-
1

3b

7. Tlepiog nposenentist kniliyHO-
ro sHnpoGyeanis

3 13 Tpapnsn 2015 poky no 05 mepecns 2018 poky (AoaaTkose
Jqochiskenns B Hronil: 23 rpyanst 2020 poxy)

8. Kpafun, B skux nmpososunocs
kninivie punpofysanns

Kanana, Xopsaria, ®innaupisn, ®panuis, Snonia, Hinepnanaw,
lNisHiuna Maxemonis, Cnoschis, CLUIA

9. Kinbkicts cyG’exrin

3annanosanux: 55 (npubanano 10 y Stnonit)
Marrrunix: 58 (11 y Anowil)

10. TlepeHuHta Ta BTOpPHHHA Uini
KniniyHoro Bunpobysatins

IMepsnuna ninn

* [lopipnusTH cepeansopiuny 3aransily uactory xposoted (ABR)
IHAWBIAYambHO  MifibpaHoi  NpOHAAKTHKH 3 1TONEpPeaHBOIO
YACTOTOIO KPOBOTEY, 110 cnocTepiranace y nauientis, sxi
OTpHMYBaNH AikyBaHHs npenapatoM Hygix no HeoGximnocTi, 3
Jocnipkeiina GENA-01.

Bropuirui wisni

* TTopiniiaTH cepeanbopiuny  uacTOTy CNOHTaHHUX — KpPOBOTEM
iHAHBIAYanblo  Nigibpanol  NpoinakTHKH 3 NonepeaHbolo
YacTOTOI0 KpOBOTEH, ilO crocTepiranacs Yy NaWieHTis, ki
OTPHMYBAMH RiKyBanug npenapatoM Mysix no neobxiguocri

* [lopiBusTH CepeAHLOpIMILY 3aralibHy 4acTOTY KpOBOTEY ¥
nauienTis, 1K OTpUMyBany npodinakTHky 2 pasH Ha THIKIeHs (abo
MEHLLIE), 3 NIOTIEPEHBOIO YACTOTOIO0 KPOBOTEY, L0 CNOCTEPIraiHes
y nauienTis, fki oTpumyBanM nikyeaHis npenaparom Fyeix 0o
Heodxinnocti

* Quitmrry  cepepnnunii  iuTepsan Mk npothinakTHUHIMI
BBC/ACHIISIMI TIPCIIapaTy

* Ouiuuth thapyaxoxinerky (PK) npenapary Fygix 3 Touxn 3opy
FVIIL:C

* Quinntn 6enexy npenapaty Hyaik
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HNonarkoni wini

* Quinntn wniniuny edexktnenicTh npenapaty Hyeix y nikypadni
eni3oziB NpopHBHUX KposoTed (BEs)

* Quingre  khiviudy  eektuBiicTs  npenapaty  Hyeik  y
npodinakriui xipypriunnx indexuii

* OuinHTH Kopensuile MixK KOHUEHTpaUielo aHTHIeHy (akTopa (hoH
Binnebpanaa (VWF) i nepiojoMm waniBeuBEACHNS npenapary
Hyeix

* OutuuTH 3B°A30K MK rpynoio kposi ABO Ta nepionom
HanispuBeAcHNA Mpenapaty Hyeix

* QuinnTtH Aani no cnoxKBanmIo npenapaty Hyeix (Nowykosi)

* Llini «llponomxenol razn  [lonatkosoro Jlocmimueniiny Ao
GENA-21b (SInonis)

*  Tocnigutn posroctpokoBy Oesneky npenapary Hyeix y nauienris
i3 Tmrkoo remoinicro A, sci Spanu ywacts y gochimkenHi
GENA-21b

*  QOuinwrn posrocTpokoBRy cdickTHRIICTL npenapaty Hyegix nig uac
npo)nakTHYHOro AikyBaHus (HA OCHOBI 4acTOTH 3aranbHHX i
CMOHTAHHHX MPOPHBHHX KPOBOTEH)

* Ouiuntd edekrtuBnicts npenapaty Hysix nip uac nikysaHHA
enizonis xposoteu (BEs)

* OQOuiuutd edekTHBHicTh npenapaty Hysik y npodinakriui
Xipypriunux indexui

95

11, TTaan kninivHoro
sunpoBysannn

[MpocnexTHBlle, GaraToueHTpoRe, BijkpHTe foctimpxenna 3b dasn

Hocnimkenns cknananock i3 tpwox (3) ¢asz: ®azn PK Ouinky,
Mpodinaxrnuoro  Jlikysanus — Pasza | i [lpodinakmiuioro
Jlixysanusa — dasza 1.

[licnan [MpothinakTitunoro Jlikysanits - Maza [l nauieutam i3
JAOCHIMHHIBKIX  UeHTPiB  y  Sinonii  6Gyho  sanpornonosano
«IIpoaorxeny ®asy Honarkosoro Jocaimkennsy, o0 NpoAOBKHTH
siikysanns Human-cl chFVII i jocaignti gosrocrpokosy 6esueky Tta
e()eKTHBHICTb.

12. Ocnosili kpuTepii BintoteHHs

Kpirrepit nicnronenus

= Takka remoginia A (FVIILEC < 1%) sianosiino 10 MeaHHYHOIO
alnamuesy

* [lauienTtn yonosivoi craTi Bikom = 18 pokis

* [lonepenie nikyeanua Syan-akum(-Mi) npenapatom{-amu) FVIII
(perynsipna  npoinakruka 3 rapHum  OTPUMaHHAM  CXEMH
JNIKyBaLIA 4i NiKyBaHHA N0 HeodXiaHocTi) npoTsaroM, npuHaiimiii,
150 nuip npuitony npenapaty (EDs)

* T[apue pokyMmeHTanbHe NiATBEP/UKSHHS AO3YBaHIlS Ta 4acTOTH
KpOBOTEY MPOTAroM O MicsLiB 40 No4aTky AoCHiKelHs

* 3i 3n0poBHM iMYHITETOM (KiibKicTh CDd-+ > 200/Min)

*  JloGposiniio nagana nucbMoRra indiopMoBana 3rojia.

Kpirrepii numoneunn

*  Bynw-sike nopyiueHis sropranis kposi, kpiM resodiit A

* AxTuBuicTe inriGitopie no FVII B naunii abo B munynomy (= 0,6
BeTezna oAHIHILY BIANORIN0 /10 MCIHHIIOTO alaMHe3y

* Taxxe  3axnoploBanis neyine Un Hupox  (piBHi
ananinaminorpencgepasn [ALT] un acnapraraMinotpaucdepasn
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[AST] y 5 pa3is nepecBHUIYIOTh BEPXHIO MEXKY HOPMH, KPEaTHHil
> 120 mrmonw/n)

*  Jlikysanna Oyns-akuM ROCHiXKYBAHHM JiKapCbKHM NpenapaTom
(IMP), kpim FVIIT IMP, npotsrosm 14 auis nepeq CKpHHiHIOBHM
Bi3HTOM

Kpurepii sindopy nanienrie ans «[1ponopsceisor

(hazn JlopaTrosaoro Jloeaijeremns (S nornisn)

Kpirrepii snouensst

* Tlanjenurn, ski  sapepumnny  gocnimxenns  GENA-21b 3
npoinakTHYHUM NiKYBaHHAM, Lo TpuBano 6 micsuis, y Pasi II
Jtixysanuns

* IloGposinbiio nagana nWcbMoORa Ta MijiNicanHa noeua indopMosana
3U0/ka, OTPHMAaNa nepeil NpoBeAcHHAM OyAb-AKHX NPOUEAYD,
nos’s3annx i3 «[Tpoposxerolo (azolo JopaTioBoro
Hocnimxennsy.

Kpnrepil smcmnouennun

«  Qrpumyeand Wi npenapartn FVII, kpin npenapary Hyeix, B
nepion Mmix Bi3UTOM 3aBepluciin  pochimxeunn GENA-21b i
nouatom «llpojposicenol Pazn Mlonarkosoro Hocnimimenusy» (3a

BHHSTKOM EKCTPCHUX/HEBIAKNAANHX BHIAAKIB)

[3. Hocaimxysannii nikapchiuit
npenapart, cnoci®  BREASHHS,
A03yBaHHA

Hyaix — 11e konueHTpar pekoMGinalTHOro (pakTopy Koarynsuil kposi
(OFVIN i3 peneuicio B-pomena, orpumanii i3 kniruunof  niwil
OO HH, I]pII3EIEl'-ICHHluI ansa BIIyTpiIJJHbOBCIIHOFO BHKOPHCTAHN.
Horo notpibuo sBoauTH AK BHYTPilLIILOBEHHY BOJIOCHY iH eKUio 3
MaKcHmanetolo wsHAKicTio 4 MA/XBUAHNY. BesncpepsHa indiysia
Gyna zaboponeHa.

Jdosypamin

Hepounna PK oninia (72 200uin)

60 + 5 MO FVIII/kr, piznosigio Ao 38781240 &KTHBHOCTI.
Ipodhinarcaneine Jlivysanis — Daza 1

MNatticirr oTpuMypBani npodinaktiiune nikypanua uepes fenb abo 3
past Ha manens y po3i 30-40 MO/kr macn Tina (BW) npotarom
Gauseko 1-3 micauis, mokw PK naui ne Gynu npoananizosani Ta
obrosopeni 3 gocnialukom. 36inbuieHin ZO3H AO3BONANOCH Y pasi
1e3a00BiABHOT HAaCTOTH Ta THWKOCTI eNi30ir MPOPHBIKX KpOBOTEY
BIAMOBIANO /10 CTAHAAPTIONO KAINIUIIOro NIKyBaHHS  YCTAHOBH,
MakcHmanLna 1o3a ans ofHokpatHol ingysii cranosuna 45 MO/kr
BW.

Mpothinwanmune digysanns - Oaze 1T

Manienrit  oTpUMyBANH  NpopinakTHUIE  AiKYBAHHA npoTaroM 6
micauis, CrioHcop pekomeliilygas npodinakTiuni 1osn Ta inrepsasiu
MiZK BBEJCINSIMH  [pENapaTy ANn KOXHOTO nalliehTa pa OCHOBI
ananisy innusigyanoinx PK pannx, oTpaManux nin vac novaTkoBoro
P BisuTy 3a momomoroio ojocragiiinoro auanisy. OcraTtouie
pilleHHs Wwono cxeMH npodiiakTHKH MpHiiMaB  JOCHiTHHK nicns




KOHCYALTALT 3 naieHToM i CnoHCopoM. ! (

Ha ocHosi sianoeianol PK mogeni 6ynu ninpaxosaui pisHi intepsanu
Mi BBeaeHHAMH npenapaty (3a3sHuali, |12-roauuni intepsanu) Ta
pianosigni po3n (B MO/Kr), aki rinoTeTHYHO UpPU3BENH A0
xonuentpauiit FVIIL:C monaiimenwe 0,01 MO/Mn y nnasmi
HarpuKinyi BiANOBIANOrO inTepsany BBEAEHNS npenapary. Mera
nojArana y  BUKOpHCTAilNi  MaKCHMAaNbHOTG  peryisipHoro
npodinakTruiioro iHTepsany MK BBEACHUAMH Mpenapary, AKOro
MOKHA OYN0 JOCRITH 3 MAKCHMaNbHOIO 03010 He Ginbe 65 MO/kr i
NiATPHMYBATI MiHIManbHHI pisens = 0,01 MO/mn.

Lo pexoMenpatiio moxna Oyno 3MilMTH B NEBHHX CHTYALURX.
Hanpuxnaa,

v Skulo maxcHmanbiiil migpaxopaititil inTepsan MK BBEeASHHAMH
npenapaty 0ys < 2,5 anis, pekomelngailis Moria noasraTH B
NPOJIOBIKEIIN] O3 Ta HTCPBANY MiK BRCACIHHAMH nNpenapary, ski
pukoprcToByBanmics y INpodinawriiunomy Jlikysanni -~ asa [, 3a
YMOBH, WO It CXEMA JIKYBaHHS BBANAnach e(CKTHBHOIO K
NIKYIOUHM JiKapeM, TaK i nalicHToM,

* Slkwo maxcumanbHiil miapaxosannii iNTepBan MK BBEACHHAMY
npemnaparty ys > 3,5 nHis, a fo3a 6yna > 65 MO/kr, pexomeraailis
MOCna NOJraTH B cKOpodclni iNTepBany MiX BBEeAEHUAMH
npenaparty na 0,5 1ns Ta BUKopicTaHini piamosigiol 1nkuol fo3u.,

* Slkuto mMakcHManeHnil mizpaxosanuil inTepBan Mix BBELEHHAMI
npenapaty Oyer > 4,5 aHis, pekoMenaalis Morna noasratH B
cropouenHi inTepsany mixk BBeAcHHAMH npenapary Ha 0,5 nug Ta
BHKOPHCTaHHT BIANOBIANOT LO3H.

B uinomy, pekomecupauis noununa  §yaa BPaxoByBaTH  AK
inrepnperaniio PK aanmnx, tax i npakTHyni Ta exOHOMiuHI ACNeKTH
(robro, cnomupanns FVII), OcTaTouHe pilieHHs togo CcXeMH
npodinakTiKH MpuiiMas AOCNIANHK [iCAN KOHCYNRTAWIT 3 nauienToM i
Cnoucopom.

[lig uac 4-micsynoro sisnty npu [NpodinaktHunomy Jlikysauni —
@aza II, o3y ua oy i’eKUilo MPOTArOM  PCUITH  Nepiojly
nocniokenns Moxiia 6yno 3MCUIHTH 32 YMOBH, U0 MiliManbui pistii
FVIILC (oanocranifiunii ananis), oTpumani nig vac 2-micsunoro
BizuTy, cranosuni > 0,01 MO/Ma i uto nauient ne 3asnas 6yap-akoi
CNOHTANIOT KPOBOTEMI A0 4-MICAYHOrO Bi3HTY.

Y pasi nenpuiinaTiux/nedaskannx vacrtix i/abo THOKKUX cnonTanimx
NPOPHBIINX KpOBOTEY, A3y 36iNLuyRamt npubnuzino na 5 MO/kr
(sancxkno Big ychoro BMmicTy duakona(-in), sxnii norpitio 6Gyio
Jonatkoso pozuuniT). Tlpore, Gyno Gamano, w106 makcumanbha
Alo3a ne nepesHulysana 65 MO/xr. Slkuto, nicaa 36inblenns 1031
nauienTn Bee uie 3asznaganu neGaxaii enizoAn KposoTed, iHTepsal
MK BBCACHNAMY HPCNAPATY CKOPOUYRAIH.

Hiryaunns enizonic kposomen (BEy)
Jlosysaniig Ta TpWMBanicTh AlKymaHus enisofis cnountaunux ago

TPAaBMATHUIX NpopHBHHX KpoeoTed (BES) 3anexany Bin DingHkH Ta
ctynenio (obesry) kposoTeul Ta Bia kKiiniunol cHTyauil natienTa.

Hpodhinarenurca xipypzivnux inderuii

78




L
Hosysatina ta TpHRaNicTsk NiKyBaus npenapaTon Hygix 3anexanu E(Ll

THITY XIpyprivHoro BTpywalus Ta [HAMBIAyanbHOrO NOCTYNOBOIO
OYKAHHS TalieHTa.

«[Tpopomxena Maza Honarronoro Jochimaenns» no GENA-21b

(SInonist)

MNauicnram Oyna napana onuis npojORKYBaTH npodinaxTiune
nikysauns nicas sapeplreHdst 6 micauig y ®asi 1l - Jlikysauus s
GENA-21b. [lpoginaxthuii pozn Ta inTepsBany MK BBEASHHSIMH
npenapary 3anHianHes Takumu camumu y «llpoposuceniii (Dazi
Honatkoporo  Jochimxenus», 4qx i B octauni 2 micaui
IMpopinakTiuioro Jlikysanuns - daza I1.

Y pasi uenpuiinaTiux/nebaraliix vacrux i/ado TAMKHX CTIOHTANHHX
NPOPHBIIMX KpoBoTey, jo3y 36inbitysant npubnuino na 5 MO/kr
(zanexHo Bip yeworo smicty hnakonaf-is), axnii noTpidHo A0AATKOBO
posunnuTii). [lpoTe, MakcHmafbna Ao03a He nosMuHa Gyna
nepesuutysath 65 MO/xr. Slxiuo, nicns 36inswents 20348 nauicHi
BCC e 3a3napany ncbaxani enizoanl kposoTeM, iHTEpBan MK
BBEACHHSMH [IpENlapaTy CKOpoHYBaJIi.

Kpim roro, sakine maca Tina nauienrta nig uac Bi3WTIB MOAANLLIOTO
crnocTepeieling konupanacs +/- 10% nopiBHSHO 31 CKPUHIHMOBHM
pisutom  «[lpouomxkenci @azn  [Jonatkoporo  Jlocnimwennss,
JOCnifniK noBHIleH Bye nepesipiiTiy, HH 1032 BCE LUE 3HAXOAHTLCH B
Meskax BCTAHOBACIOIO Jianasony Ta CKOpHryeaTH 1T Biamosialo, NpH
ileoBxitocTi.

14. [TpenapaT nopiBHakg, 1034,
criocib BBeAeHHS, KOHIleHTpaLLis

15. Cynyrus tepania

16. Kinuesi Touxn efpekTHeHOCT

IMepnrnua kinuesa Touka

v 3merllieHns CcepeRHbOPIuNOl 3aranbHOT 4ACTOTH KPOBOTEY, U0
cnoctepiranoce  y pocnigmkendi GENA-Q1 (58,1 3aranehiux
ellizoaiB KpoBOTEY 11a OALOr0 nauictita 1a pix), na 50% nig vac
inansilyansHo nigidpanof npodinaxTik.

Bropuuni kinueri Toukn

*  3MeHWeHNA CepealibOpiMHOT YACTOTH CIIOHTAHHHX KPOBOTEM, LIO
cnocrepiranoce  y jpocnigkenmiti  GENA-O1 (38,5 enisonis
CROHTAIIINX KPOBOTCH HA OMIOI0 nauicHTa na pik), Ha 50%
MpOTAroM ingusilyansto nigidpanci npodinakTiKi.

* 3Mentuenns  cepeaHbOpiulol  4acTOTH KpOBOTEY,  LIO
cnocrepiranocek y gocaimkenni GENA-01, na 50% y nauienrin iz
npothinaxTuxolo 2 pazn na TH:KAelN L abo Menue.

* [Tpoginakritiuil inrrepean Min BBEACHHAMH Ipenapara

* PK npenapara Hyveik 3 TOUKH 30pY KoarynsHTHol akTHBHOCT
FVII(FVIITC)

JopaTkosi Kinuesi roukn

*  EdQekTHBHICTb NikyBans 1o 1eodXifHocT enizomiB NpOPUBIHX




KPOBOTEY

* [lpodinaxruxa xipypriunux indexuii

* Ouinka xopenauii Mix Kkowuenrpauiclo autureny VWF |
nepiofoM HanisBBUBEACH NN

* Ouinka 3B’A3Ky Mik rpynoio  kposi ABO i nepiogom
HaTiBBHBEACIHS

* Ouinka aaHnx no cnoxknsanuo npenapaty Hyeix (nowykosi)

D
f/J(/

17. Kinuesi touku 6eznexn

*  Hebaxani seHwa

* Imynorenuicts (yTBOpen s inriGitopis)

*  OcHOBHI NOKAZHUKY KHTTERIATLHOCT]

*  Cranjaprui (3aransnonpuitiari) naGoparoptti pocnimuenns (y
pasi xipypriusoro BTpyuaniis)

*  Meauninii ornag

18. CratHcTiuni MeToam

[lepanniiolo KiNLEBOIO TOUKOIO LBOrO KATHIUHOrO Aocmimkeis Byna
edexTHBiicTs npenapaty Hysik B inpnBigyanbHo niaiGpanii
Npo(hiNaKTHLi CTOCOBHO UACTOTH RINMKHEHIIS MPOPHBHHX KPOBOTEY
NopiBIAIO 3 YACTOTOIO KPOBOTEU Y IONCPE/ANLOMY Jochiurenni 1o
neodxinocti (GENA-O1).

Y migTeepmAcyiouOMY oaHocTopolliLoMY TecTi [Tyaccotia ans oguiel
BHOIpKN Nepesipann, uH cepealbopiuna 3araibia 4acToTa KpoBoTeY y
nawicHTie i3 inBinyansno nigiGpanolo npodinakTHKoIo, TPHHARMHI,
Ha 50% 1npkua 3a cepe/Ibopitly 3aransily YacTOTY KPOBOTEY v
Aochigmenni GENA-0I (ro6To, un gona <29),

Y niaTeepkytoMoMy OAHOCTOpORHLOMY TecTi [Tyaccona ana omuiel
BHOIpKH MepeBipany, U cepeILOpiUia 3araikia YacToTa KposoTey y
nauienTis i3 inAMBIAYasbiio NnipiGpanoio npodinakTikoio, npHHaimil,
na 50% mpxua 3a cepe/itbOpiuHY 3aranbiy YacToTy KpoBOTeM Y
Aocnipmenni GENA-Q1 (roGro, un sona < 29).

19. Hemorpadiuni mani nocnig-
wysanoi nonynsauil (ctaTs, BiK,
paca, iHue)

58 paniule nikosanux (> 150 EDs) nopocnux nauientie i3 310posimM
iMyliTeTOM i TAMKOIO remoinieto A Ges iuriGiTopis y MuHynomy a6o
B AaHHii uac Bysin BKAIOYEH] B NOCHLKEHHA Ta TPOXOAMIN JITKyBaHHs
B rojosioMy jpocnimkenui y 30 uentpax y 9 kpafuax. 11 nauienris

*Byny piIoHel B LOCNIKENIA TA (IPOXOANIN NikyBanis y 8 uenurpax

B fnonii; 9 i3 1MX nauienTis NPOAOWKYBAAH JiKYyBaHHS B
«IPOADBIKCHIIT pazin.

Kmouosi  aemorpadiuni  XapakTeplcTHKH  Ta  XapaKTepHCTIKK
3aXBOPIOBAIS NpoTaroM O MicAUIB BijL movaTKy ROCHimKenHs Ans
nawienTis, SKi OTPUMYBAAN JUKYBAHIS B [LLOMY AOCAIIKEHHI, 3aranom
Gynu nopiRusii 3 XapakTepHCTHKAMM IPYIH [alleNTiB Yy AoChiANKeliH
o neobxinnocri GENA-O!: cepenniii six: 40 pokis nopisusuo 3 41
pokom (GENA-21b nopisusno 3 GENA-01), cepeanst sara: 77 wr
nopisusio 3 72,4 Kkr; cepeann ouinka (GpyHxuUIONANBIOFO CTaly
cyrno6ie npu remoddinit (HIHS): 32,3 nopisnsno 3 38,4.

Y Tlpoginakruunomy Jlikypanui — asza [, nauwientn manu B
cepeanvomy 28,3 4+ 14,2 nuin npuiiomy npenapary Hysix ans
pohinakTHKK Ta OTPUMYBAMKM CCPCUHIO 3aransily aosy 962,1 +430,5
MO/xr i3 cepentboto TpusanicTio 2,2 Micauis. Y [Mpodinakruuiomy
Jikysauni - ®asa 1, nauienTi many 8 cepenusomy 52,6 + 20,1 nuis
npuiioMmy npenapary ffygixc ans npodinaktHkd Ta OTpHUMYBanu
cepesfHio saraneuy jody 20752 4 806,8 MO/kr i3 cepeaibolo
Tpusantictio 5,8 micanis  (cepemmnua  TpiBanicTs cknapana 6,




micauis). 9 nauientip y «npogomxeniii dasin mMann B cepesHboMY,
199,0 ++ 91,4 nuin npuitomy npenapaty Hygix ans npodinakTuky ta
OTPHMYBaH cepellHio zaranshy noszy 10105,9 + 5808,4 MO/kr i3
cepeiHb0I0  TpumanicTio 26,1  micauiB  (cepcannna  TpHBANICThL
cknanana 28,3 micauis).

20. Toxa3Huku edekTHBHOCTI

[lepaHiiHOIO KiHUEBOIO TOYKOIO B IILOMY AOCHIAXKERH] GYN0 3HHKEHNS
ABR y nocnimxenni GENA-01 na 50% nig uwac iwansiayannio
ninibpanoi npodinaktukn (Mpodinakruune Jlikysanus - Pasza 1),
Cepenns ABR na onnoro nattienta cranosnna 4,67 y su6ipni PROPH
(N=56) pocnimrennss GENA-21b i 58,08 - y smubipui ITT
nochijocenns GENA-0!. Ockinbky sinnosiannii nigreepmxyioynii
opoctopounift  Teer  Tlyaccona  mns  oaniel  muGipkn
npoAcMOIlCTpYBaB, o cepenns ABR y nauienrip i3 iwpusigyansho
nigiGpanoro npoginakTuroio (4,87), npunaiimui, na 50% nikua 3a
cepeauio vacroty ABR y nocniokenni GENA-01 (49,36), npiuomy
BepxNs Mexa cepenbol ABBR 95% Cl (5,79) i 97.5% CI (5,93) Gyna
mkqoo 3a 50% cepeanio ABR y GENA-01 (24,68), nepsuiina
Killttena TOUKa LUBOIO AOCHKIJLKEHHA By UiTKO JIOTPHMANR.

Hanifinicrn  1ux  pesysivtatie  nigreepmkyetbes  noaiGiumu
pesynurataMi ang eubipxkn PP (N=49), a 7akox pesyaprarami
mopeni perpecii [lyaccona Ta mojeni neratuspoi Ginominansioi
perpecii (RTOPHINT ananizi nepanitHol Kinuerol Toukn).

MoaiGui smnxenns ABR cnoctepiranica, Komu posrasganucs nvile
CTIOHTANHI KPOBOTEHI Ta ANf NalienTis i3 npodinakTHko!o 2 pasy na
THXAeHL abo mede: cepelia cnoutanda ABR na oanoro nauienTa
cranosiia 2,98 (95% CI 1,43, 4,52) y rubipui PROPH pocnipxenus
GENA-21b i 32,23 - y sn6ipui ITT nocnipxenns GENA-0I, a
cepeaus ABR y nanientis i3 npohinartiikoio 2 pasu na Thxkaens a6o
MeHle cranosuna 4,82 (95% CI 2,16, 7,47) y eubipui PROPH
Jocnijokenna GENA-21b i 49,36 - y subipui ITT gocnimxenns
GENA-0] (rect [Tyaccona).

Y Tabnuui mwkue nascpeno ocnosni aani/peayabtaté no ABR i
cnomusanmo npenapaty Mysix. Lli nani Bkaszyiote Ha Te, 1O
NauienTH, AKI OTpuMyBann piawi fo3x npenapaty fyeix, MeHuWC
cnouBand  npenapat  Hyeix, 0K DawiedTH, 8K TPHKMYBann
cTangapTHy ao3y, B ToH we uac 3bepiraiouu nopishavi ABRs.

Koporknii onne ABR Ta nosu npenapaty Hygic 'y
Tpodinawcrivmony Jlikysanni — Masn 1 11
Budipra PROPH

Maza/Cxean notynanus ABR Jlosa 1 TIERACHL JITEI
npothinarrins
Cepeane (953% CI) (MO/kr)
Cepenne + SD

{cepenmnire)

[Tpodrinarriune dlikysaost — haa |

(n=236) 3.85(1.98. 5.7 1004 + 13,8 (101.1)
Been nepion Ipopinawruspore dlicyranam — draza [l
Bei exemu posynauny (n=56) 4,67 (2,94, 6.40) 83,7+ 25,7 (83.9)
> 2 pasio na rachn (n=27) 4,52 (2,16, 6,38) 90,3 +25,4 (89,1)
< 2 pasin ita TwAen (n=29) 4.82 (2.16.747) 77.8+24.8 (77.1)

ADR = cepennopivin uactora kponotes: CI = goripuitdi firrepnan

Cepeannnuit  inTepsan MK BBCACHHAMH  Tnpenapatry  npu
IHANBIAyanLiHo niaidpanili npodinakTnii ctanosus 3,5 auis, npu
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ubomy 51,8% nauientis orpumysaan npodinaxtiuky 2 pasul Ha
THicNEHb abo Menw uacti nosn. OunokpaTHi 103 KOnuBanucs B
nianasoni sin 18,1 no 71,8 MO/kr. Cepeavnna aosa npenapary Hygix
na Tiknens nig uac INpodinakrnunoro Jlikysanua - (dasa 11 6yna
HIKUOIO, HIXK cepeMHKa Ao3a nia uac Tpodinaxtruunoro Jlikysanus
- Maza | (83,9 MO/xr nopieuano 3 101,1 MO/xr, sizgnosigno). B
uinomy, nani BKazylOTh Ha OGAK3LKO 17% nukue ILIOTIDKHEBE
cnokHBanns npenapary Hyeix nia wac Tpodrinaxtuunoro Jlikysanns
- aza I nopisuaio 3 Mpodinawruunnm Jlikysannam - dasa 1.

Beworo  22/56  (39,3%) nauiewriz we  mann BEs nia uac
iHAHBIAyanb1io)

npoginaxturn. 143 BEs sunvkan mix nouatkom Ipodinaxtruioro
Jlikynanua - Daza | Ta pisnTom zasepuienns pocaigxedHs (abo
BIXOAY 3 Jociilukenns), i Jikysamics npenapatoM  Hygix,
- npeacrasagoud Bubipky BLEED; 90 Gynn croutannnmu, ue 40
Bynu cnprumneni Ttpasmolo, 4 Oynun nocr-onepauilinumn, | Gyna
knacu(pikopana sk «iepinoman, a pewra 8§ Gyan knacudikopani ax
«inutin, HaiiGineiy vacTHMn ginankamu kpoBoTeui ByaM LWKKOAOTKA
(23,8%) i xonino (23,1%), ski pasom napaxorymanu 46,9% gcix BEs.
linuumun ypaxenumu ainsmikamn 8ynu nikors (18,9%), nora (4,9%) ra
i pingukn (BRAOUAIONN PYRY, CTErNO, 1iE, POTORY HOPOKHHIY Ta
nneue), Mo peim ainsankam, 66 BEs (46,2%) ouiniopanuch K
neswauni, a 76 — sx nomipni ado oBwmpni (53,1%). Y subipui
BLEED 6yno 22 o6wupunx abo 3arpozsmsnx ang swurts BEs, i3 axux
I Oyna sarposnuBoto ans kutra.  bBiaswicts BEs  (79,7%)
npuniitnanck nicna 1 (64,3%) abo 2 (15,4%) indysili npenaparom g
- Hygix, a ouinka efexririocti Gyna sinminnoo abo rapyolo ans
74,9% BEs.

[Tin wac pocmimxenns 8 nauiewtis nepemecnn 16 Xipypriunux
BTPyuaHs, YoTHp XipypriuHux BTpyuallHsi He NPOBOJAWNUCL NP
nikysanli npenapatom Hyeix. I3 12 xipypriuanx BTpy4aHsb y BHGIpLi
SURG, sicis xipypriunnx srpyuans 0ynn oBwHpHHMH 32 CTYNHEM
TaxKoCTI, a 4 Oyan manumn. 3aransiia eerTHBiicTb Byna ouinena sk
BIAMIHHA 408 BCiX XipypriuHux BTpyuaHb, Kpim 2, sk rapua ans |
Xipypriusoro BTpy4alHs Ta He NIATBEpPKCHA AOKYMEHTaNbHO AJia
intoro xipypriutoro BTpyvanis. Mbx xXipyprom i rematonorom 6yna
MOBIA 3roAa N0 BCIM OUIHKAM edeKTHRHOCTI.

Cepeaniii (95% CI) T\, Oyn koporums y nanientis i3 rpynoio xposi 0
(14,55 [12,90, 16,217, n=19) nopistisnuo 3 naticurami 3 rpyioio Kposi
A (17,32 15,19, 19,46], n=18) abo rpynoio kposi B (16,70 [14,25,
19.16], n=5) (onnocraniiinuii (OS] ananiz).

Auaniz kopenatit misk antirenom VWF 1 niepiotom Haniseuseaenist
FVIIl y nopnifi PIC enGipii nussup cuitblly kopensitio, 3 p-
aravennsay <0,0001.

Crarnctvuni  nani no PK  pesynwratam, wo  nosiaoMnsiice
nocaiannky nicas PK ouinkn (Hanasasich AOCAIANNKY pasoM i3
pexomenaopanolo Cnoicopon nozolo ans Masu |l Ta inTeppanom
JlosyBatnig) BRasysanu 1na cepejine snaucnisg Tia 15,2 rogun anst OS
ananizy. [lpotarom injmeinyansio niftiGpanol npodinaktign, 3a
MCTY CTaBHAN NiATPHMAHNS Millimanbhoro pisig = 0,01 MO/mn, Y
3annanonani MOMEITH nacy nporarom IlpodinaxTuutioro Jlikyeamns -
Maza [I, 25% xeanmunis by = 0,01 MO/Min, Brasytoun na te, Wwo,
npuuafimui, 75% miniMankHux suaueins 6yan = 0,01 MO/Ma.




Peaynuraty  edexTHBHOCTI y ANOICLKHX NauieHTiB Bignosinanu
pesyabTaTaM eeKTHBHOCTI 3araneiiol gochimkysaHof BHOIpKH Ta
nesnoHchkux nauicHtis. ¥ [lpodinakruunomy Jlikysanui - dasa [1,
cepefiis ABR Ha oatioro nauienta cranosuna 5,67 y subipui PROPH
ANOHCHKUX nauieHTiB pocnimkenns GENA-21b i 58,08 - y subipui
ITT IOCTiAKeHHS GENA-01. Ockinbkn BiINOBifHHi
niaTBepRKYIOUHH ofiHocToponnii Teet TTyaccona ans oaHiel BUGipkn
(IPOAEMOIICTPYBAR, 1o cepeitid ABR y nauientis 2 inaupiayansio
nigidpanoo npodinakriroo (5,69), npunaiimui, na 50% Hwicia 3a
cepentio ABR y npocmikenni GENA-O1 (49,36), i3 BepxHb010
meskelo cepeansoi ABR 95% CI (8,23) i 97,5% CI (8,61), o6uana
nikdi 3a 50% cepeamto ABR y nocnimxenni GENA-01 (24,68),
NepBrINa Killesa ToHKa 11LOI0 SOCHiLKCH It Oyna Takox aoTpHMana
Y SUIOHCHKIIX HalienTip. :

Bei anoweski nauientn otpumysasn npodinaxruky npotsrom 6
MicALiR nepeA cXpuninrom, npi ubOMy Koxel namiesT OTpHMYBan
no3y >55 MO/kr pa3 na THXKACIb, U0 AANO B pe3ynbTaTi cepennio
(#SD) ABR 7,5 (11,67). Y lMpohinakrinunomy Jikysanni - Masa [,
Anolickki nanienTH Manir cepeiuno ABR 5,67 (95% CI - 0,10, 11,43),
Mo € lopislAN0Io 3 Takolo cepemnoo ABR y [MpodinakTHunomy
Jlikypanni - Maza 1 (6,05 [95% CI - 0,30, 12,40], i3 cepeanntiolo
lo3010 Ha TbKAcHb, o Oyna npubiausio na 4% umiuolo, Hik
cepeanta acsa y Mpodinakriunony Jlikysanni - daza 1,

Koporknii omie ABR ma oz upenapazty Hysic y
pedinawrounomy Jlikcysami snonecnkinx nanienrin

Slnonenii nanicirrn
haga ABR Jloza na Tiseacin, ang
npodizakTurn
Cepee + 953% CI (MO/ur)
Cepeanc+ SD
(cepenuuue)
Mpodisascriane Jlivysanng — daza |
BuGipka PROPH (n=10) 6,035 (-0.30, 12.40) 1062+ 12,8 (104,2)
Beew nepion Mpodinawrnanoro JIievuainem — Gaga 11
Bubipia PROPH {n=10) 5,67 (-0.10, 11.43) 94,1+ 31,1 (89,2)

ABR = cepeansopiuna uactora kposoteu; Cl = nosipunii inTepsan

13 27 BEs y anoucbiux nauienTis, skmouctnx y snGipry BLEED, 20
oTpiMyBani dikysanus | ingysicio, 3 - 2 indysiasm, 1 - 3 indysiamu,
i 3 -5 indpysisnu. 3arposnusnx ans xurrs BEs ne cnocrepiranoch y
anoHchkux nauwienTis; 13 BEs Gynu apiGuumn (nesnaunnmu) i 14 BEs
Oynu nomipuumu aGo obutMpiitMu 3a cTynenem Taxxocti. Ouinky
inansinyansiol edexrusiocti 6yny nassuumn ana seix 27 BEs y
anoncLknx  nadicnTin, Oninka chekTusnocTi 3a  yoTHpuGansHOO
mxkanoo Gyna miamimoo uit rapnowo ans 23 (85,2%) BEs i
nosipnoto nasa 4 {14,8%).

Omie xipypriude stpyuanna (niguil tazocrteruosmii cyrnob) Gyno
npopeaelo Yy snoHckkoroe nauienra (Manient Ne 21B-62-01), 3
BiAMILNOIO eherTunicTIO.

Gapsakokinernuni  napamerpn  atn konuenrpauii - FVIIL Synu
NOPIBHAINWMK Y SIOHCLKHX | HE snouckkuX nauienTis. Cnix okpemo
BIAMITHTH, 1o cepeanti (95% Cl) AUC i C,,, ckopHroeaui jiozolo,
OynH NPaKTHYNO IACHTHYNHMI AK Y ANOHCLKNX, TAK 1 Y HEANOHCHKHX
nauientis:  AUC,.., 0,329 (0,200-0,457) roa*MO/mn/(MO/xr)




A€

nopisuano 3 0,296 (0,262 - 0,329) ron*MO/M{MO/kr); C,m,{_olm)
0,017 (0,013 - 0,021) MO/mMn/(MO/xr) nopisuano 3 0,018 (0,017 -
0,020y MO/M/(MO/xkr).

Hns 9 anonchbkux natienTir, aki Gyan pxuodeHi y «npopoBKeHy
hasy», cepesunna jfosza  npenapaty Hysix ua  THXAEHb A1
npohinakTHYHOro AikyBanus nig yac «nponosxkenol hazu» Gyna
MOPIBHANOIO 3 CEPENMIIHOIO  JI03010 1A THIKAENL Tia  Hac
[Tpodinaxtiunoro Jlikyearus - ®asa [ (92,1 MO/kr nopisHsiHo 3
88,6 MO/kr), mkazyloun na Te, 110 HiKUE AQ3YBAHHA Npenapaty
Hygir moxna 6yno niaTpHMYBATH [OPOTArOM TPHBANOLO uacy
(cepeaus TpusanicTh Jikysaunsn cranopuna 26,1 micauis), iz 7/9
mawicHTiB 3 iHTEpBANOM MiX BRCACHNHAMH Npenapaty 2 pasu na
THIACHE a0 pigure.

6 (66,7%) nauienTin Mani BEs nin uac «nponomkenoi hazu». Ian 9
nauieutin, cepeans ABR cranosuna 3,27 nij 4ac «npofoBKenol
thazu» Ta 544 nin vac dazu |1 octoBloro NOCHIPKEHNS, 1[0 BKA3YE
1a sMetnrents ABR npi powroctporosifi npodinaxTiiui npenapaTom
Hyeix. Ouiuxa cextusnocti 3a uorupnbanshiolo wkanoio Gyna
Bigminnoio abo rapioo ansa 92,5% owinenux BEs y «npoposxeniit
azi». [Tig vac «npopomxenol (pazn» Xipypriwinx grpyuais He Gyno.

21, [Tokasimkn Oesncky

[Mpenapar Hygik nobpe nepenocunes miy vac Aochiprens.

Y usomy pocnimkenni ne Gyno cmepreii i cepifosnnx neGaxanix
asuul (SALES), oninenux ak Taki, 010 1MoR’A3ani 3 JOCHILKYBAHHM
IpenaparomM.

Beeoro 34 (58,6%) natientis saznaum AEs nia wac ocrosHoro
ocnijpkents, ski BUHUKAM B Xoai hikyesauna. I3 58 naujentis y
subipui SAF, 28 (48,3%) mann nerxi AEs, 12 (20,7%) - nomipni AEs
i 5 (8,6%) — Takki AEs. [po Ginviuicts AEs nosigomnsnoch nuuie
OAHN pa3, 3a BHUATKOM Hazotapunrity (12 nauienTig), ronosHoro
Gonto (5 nauienTis), aprpanrii (4 nauienTa), rineprepmii (4 nauienra),
Aiapet, rpuny, G6ono y porornoTiti Ta indexili’ ccuoBHBIAHEX LINAXIB
(mo xoxnoMmy y 3 nauienTir), aneaii, 6oio B kicTkax, aenpecii,
3anamopoMeHns, Aadchencil, ractpuTy, rinokaniemii, Gescorrg,
nimdancionarii, saknagenocti 1woca ra Gomo y kinlisiti (no KOXKHOMY
¥ 2 nauieutis). Y snoncekux nadienrie (11 naiuieHTis), €annmMu
AEs, 110 BuHikany y insul gis ogHoro nanienTa nig 4yac ocloBHOMO
aocniprenns, Syan nazodapuurit (7 nauientis), rineprepmis (3
nauienTa) i racTpuT (2 naienrra).

binwwicts AEs, o uacto crnocrepiranuch y - aochijuKeni,
NPEACTABNMOTE Ti, AKi MOucHA Oyno O ouikysary B ByaL-axiii subipui
uepes feaxnil vac (nanpuiiiay, nopyuicHiua 3 OOKY WIIYHKOBO-
KHUIKOBOTO TPaKTY, iHeknil, ronosuuii 6ias i rineprepmis).

[Tin vac «npoaomxenol (pasus, 7 (77,8%) natienris 3aznann AEs, o
BHUHKNN B Xofi sikysauus; 7 (77,8%) manu nerki AEs, 5 (55,6%) -
nomipii AEs, i skoanuii nauicnt ne mas rsxknx AEs. Cepen AEs, o
BHIIKAIM Y Binbll uix omnoro nanienra, @ynn: nasoapuuric (3
nauienta) i rpun (2 nauienra); ui  AEs  ouikysanmen y
JOBrOCTPOKOBOMY  PO3IINPEIOMY  JIOMATKOBOMY AOCHIJUKEHH] Ta
BIJAOBIZANH THM, RKi CHOCTEPIranyuch B OCHOBHOMY AOCHIMMKEHHI.
Cepea Alls, 110 BHHHKIH Y «npoaorikeliii (pasin, ane 1ie B ocHOBHII
jochiokysaniii - Bubipui  (sci 58  narientis), 6ynu: Bine  y




mM(paTHuNiNX Byanax, JUICKOMQIOPT Y KHBOTi, BTOMA, CTPHrY ffw
auiaii, cuncub, nepenoM tuMiiky cTerna, noapanuua, Tepmidhuil
onik, NiABMINEHNS KpeaTHHpochokinazn B kposi, wykposuii aiaGer,
KICTKOBO-M’530BA CKYTiCTb, Mianris, rinepecresis, nakydapunii
inapkr, TpuBoxknuH poznap; BCi BOMKM  BHHWUKIM Yy OKpeMux
nanienris, He Gynu ouixei sk Taxi, WO nos's3aHi 3 BBEASHHAM
npenapary fHysix, i He pkaszypanu na Byab-axky npobnemy Gesnexn,
OB’ A3aKty 3 TPUBAMIM NIKYBANIIANM npenapaTom Hyesix.

23 nauiewta saznane AEs, wo 6ynu Tumuacono nop’ssani 3
indysismMu (Tobro, nebawxane amiuie (ALE) sumikno nporarom 24
roann micns ingy3it) nia vac ocosHoro socitijpxkenis, a 6 nauieuTin
sasiann  Hebaxani sBmina, 1o 6ynM  TMMuacoso OB’A3aHi 3
indysiami y «npopomiceniii ¢asin. Tpn AEs (6inn y rpyasx i 2
BHNAJKH 33N3MOPOYUCITHA) ¥ OUIOr0 NallienTa Nicna okpeanx indyaii
olilnoRaNHch NOCAIAHHKOM SIK Taki, Mo BiporilHo now’asaui 3
NiKyBaHHAM Y paMxax Aocaigcnis,

6 SAEs Oynu poky™mentansiio niarsepipxeni y 4 nadientis B
ocloplioMy  pocnimkenni.  Tauient  Neo 21B-03-01  nepeitic
rinokaniemilo, sika npoposkHna rocnitanizanito, Y IMauienta Ne 21B-
03-03 Byna GazanLha njiockoxNiITHINEA KaptHhoMa, aka noTpedysana
Xipyprianioro  srpyuanns. ITauienty Ne  21B-04-01  6Gyna
Jiariocrosana B-kpynnoxniThina JiMgoma, Tosmy Gyna posnouara
ximiorepanis i 3roaoM y HLOro BHIIHKNN ritteprepmist Ta 6isb y conii,
ue Bumarano rocmitanizanit. Tlanient Noo 21B-39-01 nepetic
cybaypansiy remartomy, sika norpedysana rocnitanizawii ta 6yna
ycuiwno nponikonana npenapatom Musik. Hisknx SAEs y anonckkux
nauienTis He BHHHKANO NiA 4yac OCHOBIOFG Aochijskedns. Opuu
anoHchLkril nauienT neperic SAE nig uac «nponosienol gasim:
MawienT No 21B-

67-02 nepenic nakyHapHuii iHgrapKT, 1110 BHMaras rocritanizauii ta
MPU3BIB A0 TIPINHIICHNSA NPUHOMY OCAIKYBAHOIO MPENapary.

Cepen  AEs, o BBawanuch  A0CAIMIMKOM  TSOKKAMM, OynH
nimdanenonaris (2 nauienta) Ta niapes, Gmosora, rineprepmis,
GponxiT, rpun, cybaypaneua reMaTtosma, rinokaniemia, 6iik y cnuui,
Gazansia naockokniTHHNA KapuUHHOMa, B-kpynnoxniTuhua nimdgoma
Ta rineprpodis muraanun (no kownomy y | natienra); sei Bouu
BHHHKJIH NijL URC OCHOBIOTO JAOCHIBRCHNS.

Woani AEs ue npuspeny 1o npununciing npuiiomy A0cHKysaHoro
fipenapary B ocHOBIIOMY Aoclijukenti. SAE naxynapiuoro iHgapery
(IPU3BEA0 JIO MPHNIHENNS npuiioMy LOCHIKYBAHOIO npenapary s
«npoaoRIKetiii hasin.

Mpothin,  AEs y Tpodinakrsmomy Jlikveanui - ®asa Il Gyn
nopisnannit i3 npothinest pcix AEs ocioBioro apochimkenns, sk
mMoxia 6yno 6 ouikyeaTh, BpaxoByiOuH, 110 U (pa3a CTAHOBHMA
BinutuicTs ANIR BRGASHHA NPCNAPATY B OCHOBHOMY AOCHIJDKEHI.

He ©Byno iescranosaciiuy  KIiNiUHO  3HAYYWMX  BiaXuleHlh
naopaTopHux nokasHHKIB | He OyNno BUNANKIB TinepuyTiMBocTi.
byno omic apuime TpombBoembBonil  (nakywapunii  ingapkr oy
«npopoeeniii daszin), sike olinoBanock K Take, U0 He 108°A3aHe 3
aocnijkysaius npenaparoM. Hiskux turiGiropis no FVII ue Gyno
BHABACHO Y KOAHOro nauienta B OyAb-axknil MOMeNT uacy nin vac

OCHOBHOIO JIOCTIRKEHHSA Wi «pOAOBIKEIIOT (asH».
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22. Bucnosok (otpumati pesyiib-
TaTH)

I

Jassuuk (Baacnuk peectpailiii-
‘ HOro CBiZIOITBRA)
i
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Ha sasepuienns, 1e  JOCAULKCHHS — [POACMOHCTPYBAJO, 10O
inauBiayansio  PK-niniGpana npodinaktnka npenapatom  Hysix
3HAYHO 3HMIKYE HACTOTY KPOBOTEH [OPIBHAHO 3 JIIKYBAHHAM 110
HeodXiaHoCTI, npu 1boMy y 39% naunienrtis He O6yno KpoBoTed B
ocHoBHoMy jpocaijukenni. Kpim  Toro, Gnusbko 52% nauientis
OTPUMYBAAM NIKYBAHUS JIBIUI HA TIsKACHbL abo pijline B OCHOBHOMY
Aocnijpkenni 3 MeHwum  cnokusanism - FVIIL  nopisusio — 3i
3BHYANHOI0  MPOMINAKTHKOIO, OIHOYACHO  KOHTPOJIOIOYH  HaCTOTY
kposoTed. He Oyno nows’sizanux i3 aikysanuam SAEs i ne Oyno
inriGiropie.

[penapar Hygix Oyr edexkrurinm i GeaneunuM Y ANOHCHKUX
llﬂlli(ill'i‘iB, JEMOHCTPYIOUH CTATHCTHYHO 3HAYYHILC 3HHIKCHHA H4acTOTH
KPOBOTEY MOPIBHAHO 3 JiKyBatHsaM 10 HeoOXianoceri, 3 Gauzbko 14%
amenumennsm - cnoknBanns  FVIID  nopisusino 31 3BMuaiiHolo
npoginakrukoro.  Mennie  cnoxupanng  FVIIL  niarpumysanoch
MPOTArOM JIOBrOro vacy B «1pojiopikeniii dazin (cepeams TpHBATICTH
nikyeanug  cranoeuna 26,1 micsuin), ojouacno MITPUMYIOUH
epekTHBHIIT | Be3neunuii KOHTPOJIL KPOBOTEY,

PK-niaiGpana npodinakruka npenaparom Hyaix NOBHHHE NOKPAILHTH
3pYYHICTb JIIKYBAHHS JUls nallicHta Ta Mowke OyTH pO3risHyTa siK
OIS JUISL BEJICHHS NALIEHTIB 13 THKKOIO reModinien A.
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[Tinreepkyio BIUTOBIAHICTL HEepexiiajly 3  aHriicbKol MOBH Ha YKpaiHCBKY
MOBY, 8J/ICKBATHHH HAYKOBHIl PIBEHb, KOPEKTHICTh Pejarypatts Ta opopMaeHHs.
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