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1. Name of medicinal
product (registration
certificate Ne, if available)

ULTOMIRIS®
(INN-ravulizumab)

2. Applicant

ALEXION EUROPE SAS
103-105 rue Anatole France, 92300 Levallois-Perret, France

3. Manufacturer

\Batch release of finished product
Alexion Pharma International Operations Limited
\Alexion Dublin Manufacturing Facility (ADMF): College Business and

Technology Park, Blanchardstown Road North, Dublin 15, D15 R925,
Ireland

4. Studies conducted:

*Yes no  ifno, please justify

[) type of medicinal
product, which has been or
will be registered

Medicinal product with complete dossier (stand-alone dossier). Other.
New active substance

5. Title of clinical trial,
code number of clinical
trial

ALXN1210-PNH-301: A Phase 3, Randomized, Open-Label, Active-
Controlled Study of ALXN1210 Versus Eculizumab in Complement
Inhibitor-Naive Adult Patients With Paroxysmal Nocturnal
Hemoglobinuria (PNH)

6. Phase of clinical trial

3

7. Period of clinical trial

From 20 Dec 2016 (first patient treated) till 28 Feb 2023 (last patient
completed last visit of the study).

8. Countries, where
clinical trial has been
conducted

Patients were enrolled at 123 sites in 25 countries (Argentina, Australia,
Austria, Belgium, Brazil, Canada, Czech Republic, Estonia, France,
Germany, Italy, Japan, Malaysia, Mexico, Poland, Republic of Korea,
Russia, Singapore, Spain, Sweden, Taiwan, Thailand, Turkey, United
Kingdom, and United States).

9. Number of trial subjects

Planned (Original Cohort): 214 patients; 107 patients per treatment
group (ravulizumab and eculizumab).
Analyzed (Original Cohort): 246 patients; 125 in the ravulizumab

treatment group and 121 in the eculizumab treatment group.

Planned (Roll-over Cohort): 56 patients.
Analyzed (Roll-over Cohort): 26 patients: 24 patients in the adult group

and 2 patients in the pediatric group.

10. Objective and
secondary endpoints of

clinical trial

Objectives:
Primary (QOriginal Cohort): The primary objective of this study was to

assess the noninferiority of ravulizumab compared to eculizumab in




adult patients with PNH who had never been treated with a complement
inhibitor.

Noninferiority was claimed if after 26 weeks of treatment (1) the lower
bound of the 95% confidence interval (CI) for the difference
(ravulizumab - eculizumab) in transfusion avoidance (TA) rate was
greater than -20%, and (2) the lower bound of the 95% CI for the odds
ratio of ravulizumab compared with eculizumab for lactate
dehydrogenase normalization (LDH-N) was greater than 0.39.
Secondary (Original Cohort): The secondary objectives of this study

were as follows:

« To characterize the safety and tolerability of ravulizumab in this
patient population

» To evaluate the efficacy of ravulizumab by additional efficacy
measures

« To characterize the pharmacokinetics (PK)/pharmacodynamics (PD)
and immunogenicity of ravulizumab

* To evaluate the long-term safety and efficacy of ravulizumab

» To evaluate the safety and efficacy in patients who switch from
eculizumab to ravulizumab in the Extension Period

* To quantify identified specific safety concerns during treatment with
ALXNI1210, including meningococcal infections, serious hemolysis
afler drug discontinuation in PNH, immunogenicity, serious infections,
malignancies and hematologic abnormalities, and during pregnancy and
breastfeeding

Secondary (Roll-over Cohort):

» Long-term safety of patients receiving ravulizumab after rolling over
into Study ALXNI1210-PNH-301

11. Clinical trial design

Study ALXN1210-PNH-301 was a Phase 3, open-label, randomized,
active-controlled, multicenter study to evaluate the safety and efficacy
of ravulizumab versus eculizumab administered by IV infusion to adult
patients with PNH who were naive to complement inhibitor treatment.
The study was to enroll approximately 214 patients (107 patients per
treatment group).

[n addition, patients rolled over from other ongoing studies of
ravulizumab IV in patients with PNH into the Extension Period of
Study ALXN1210-PNH-301 to receive ravulizumab (hereinafter
referred to as Roll-over Cohort).

For patients enrolled directly into Study ALXN1210-PNH-301, the
study consisted of an up to 4-week Screening Period, a 26-week
Randomized Treatment Period, and an Extension Period of up to 5
years

12. Main inclusion criteria

Original Cohort:

1. Male or female, 18 years of age or older at the time of consent.

2. Documented diagnosis of PNH, confirmed by high sensitivity flow
cytometry evaluation of RBCs and white blood cells (WBCs), with
granulocyte or monocyte clone size of > 5%.

3. Presence of 1 or more of the following PNH-related signs or
symptoms within 3 months of screening: fatigue, hemoglobinuria,
abdominal pain, shortness of breath (dyspnea), anemia (hemoglobin <

10 g/dL), history of a major adverse vascular event (MAVE, including




thrombosis), dysphagia, or erectile dysfunction; or history of pRBC
transfusion due to PNH.

4. Lactate dehydrogenase level > 1.5 x ULN at screening.

5. To reduce the risk of meningococcal infection (Neisseria
meningitidis), all patients were required to have been vaccinated against
meningococcal infections within 3 years prior to, or at the time of,
initiating study drug. Patients who initiated study drug treatment less
than 2 weeks after receiving a meningococcal vaccine were required to
have received treatment with appropriate prophylactic antibiotics until 2
weeks after vaccination.

6. Female patients of childbearing potential and male patients with
female partners of childbearing potential must have followed protocol-
specified guidance for avoiding pregnancy while on treatment in this
study and for 8 months after the last dose of study drug.

7. Patients must have been willing and able to give written informed
consent and to comply with all study visits and procedures, including
the use of any data collection device(s) to directly record patient data.

Roll over Cohort

1. All patients regardless of age, who were currently receiving
ravulizumab IV in an ongoing ravulizumab study in patients with PNH
2. Patients must have been willing and able to give written informed
consent and to comply with all Extension study visits and procedures,
including the use of any data collection device(s) to directly record
patient data

3. Female patients of childbearing potential and male patients with
female partners of childbearing potential must have followed protocol-
specified guidance for avoiding pregnancy while on treatment and for 8
months after last dose of study drug

13. Investigational
medicinal product, mode
of administration, strength

Ravulizumab was supplied as a sterile, preservative-free 10 mg/mlL
solution in single-use vials, designed for administration via IV infusion
by diluting into commercially available saline {0.9% sodium chloride
injection).

14. Reference product,
dose, mode of
administration and
strength

Eculizumab was supplied as a sterile, preservative-free 10-mg/mL
solution in single-use vials, designed for administration via IV infusion
by diluting into commercially available saline (0.9% sodium chloride
injection)}.

15. Concomitant therapy

Primary Evaluation Period

During the Primary Evaluation Period, 95.9% of patients (98.4% in the
ravulizumab group and 93.4% in the eculizumab group) took at least
one concomitant medication). The most commonly reported (>10% of
total patients) groupings of concomitant medications were vitamin B12
and folic acid (57.3%), other analgesics and antipyretics (38.6%), beta-
lactam antibacterials (penicillins) (38.6%), antithrombotic agents
(30.9%), drugs for peptic ulcer and gastro-esophageal reflux disease
(29.7%), quinolone antibacterials (26.0%), antihistamines for systemic
use (24.8%), corticosteroids for systemic use (24.0%), anti-
inflammatory and antirheumatic products, non-steroids (19.5%), iron
preparations (16.7%), other beta-lactam antibacterials (13.0%),
expectorants excluding combinations with cough suppressants (11.8%),
selective calcium channel blockers with mainly vascular events (12.6%)

and immunosuppressants (10.6%).




During the Primary Evaluation Period, 31.7% patients underwent a
nonpharmacologic therapy or procedure.

Extension Period

During the Extension Period, 98.0% of patients (100% in the Rav/Rav
treatment sequence and 95.8% in the Ecu/Rav treatment sequence) took
at least one concomitant medication.During the Extension Period,
60.2% patients underwent a nonpharmacologic therapy or procedure.

16. Criteria for evaluation
efficacy

Original Cohort

Efficacy Endpoints:

» Coprimary

— Transfusion avoidance, defined as the proportion of patients who
remain transfusion-free and do not require a transfusion per protocol-
specified guidelines through Day 183 (Week 26)

— Hemolysis as directly measured by LDH-N from Day 29 (first
scheduled evaluation status post initiation of maintenance dosing)
through Day 183 (Week 26)

» Key Secondary (tested in a hierarchical manner)

1. Percentage change in LDH from baseline to Day 183 (Week 26)

2. Change in quality of life (QoL) assessed via the Functional
Assessiment of Chronic Illness Therapy (FACIT)-Fatigue Scale, Version
4, from baseline to Day 183 (Week 26)

3. Proportion of patients with breakthrough hemolysis (BTH), defined
as at least one new or worsening symptom or sign of intravascular
hemolysis (fatigue, hemoglobinuria, abdominal pain, shortness of
breath [dyspnea], anemia [hemoglobin < 10 g/dL], major adverse
vascular event [MAVE] including thrombosis, dysphagia, or erectile
dystunction) in the presence of elevated LDH > 2 x ULN, after prior
LDH reduction to < 1.5 x ULN on therapy

4. Proportion of patients with stabilized hemoglobin, defined as
avoidance of a> 2 g/dL. decrease in hemoglobin level from baseline in
the absence of transfusion through Day 183 (Week 26)

* Other Secondary

— Change in the European Organisation for Research and Treatment of
Cancer (EORTC) Quality of Life (QoL) Questionnaire-Core 30 Scale
(QLQ-C30), Version 3.0, from baseline through Day 183 (Week 26)

— Time to first occurrence of LDH-N

— Total number of units of pRBCs transfused through Day 183 (Week
26)

— Change in clinical manifestations of PNH (fatigue, hemoglobinuria,
abdonminal pain, shortness of breath, chest pain, dysphagia, and erectile
dysfunction) from baseline through Day 183 (Week 26)

— Proportion of patients experiencing MAVEs from baseline through
Day 183 (Week 26)

17. Criteria for evaluation
safety

Safety Endpoints:

e The safety and tolerability of ravulizumab compared with
cculizumab during the Primary Evaluation Period were evaluated by
physical examinations, vital signs, electrocardiograms (ECGs),
laboratory assessments, and incidence of adverse events (AEs) and
serious adverse events (SAEs). The proportion of patients who

developed antidrug antibodies (ADASs) was assessed.




Roll-over Cohort

Safety Endpoints:

o The long-term safety of Roll-over patients on ravulizumab after
their roll over into the Extension Period of Study ALXN1210-PNH-
301 was evaluated by the incidence of AEs and SAEs, laboratory
assessments, and the proportion of patients who develop ADA

18. Statistical methods

Statistical methods:

For categorical variables, frequencies and percentages were presented
by treatment group and overall. For continuous variables, descriptive
statistics (n, mean, median, standard deviation [SD], minimum, and
maximum) were presented by treatment group and overall. For all
analyses and summaries for the Primary Evaluation Period, the
randomization stratification variables refer to the observed transfusion
history and LDH levels and pooled stratification variables

19. Demographic indices

age, race, etc.)

Original Cohort

of studied population (sex, |In the Original Cohort, 54.5% of patients were male and the mean age

was 45.5 years at time of first infusion (Table 20). The majority of
patients (87%) were 18 to 65 years of age at the time of first infusion;
13% of patients were > 65 years of age. In the Original Cohort, 52.4%
were Asian (13.8% were of Japanese descent) and 37.8% were White.
Most patients had a baseline weight category > 60 kg to <100 kg; the
overall mean weight was 68.7 kg,

Roll Over Cohort

In the Roll-over Cohort, 50% of patients were female and the mean age
was 40.7 years in the adult group and 14.5 years in the pediatric group
at the time of first infusion after roll-over into Study ALXNI1210-PNH-
301. The majority of patients were 18 to < 65 years of age at the time of
first infusion; 2 (7.7%) patients were > 65 years of age and 2 (7.7%)
were 12 to 18 years of age. In the Roll-over Cohort, 50.0% were White
and in 46.2% of the patients, race was not reported. One (3.8%) patient
was Asian of non-Japanese descent. Most patients in the adult group
and 1 patient in the pediatric group had a baseline weight category > 60
kg to <100 kg; the overall mean weight in the adult group was 71.3 kg

20. Efficacy results

Primary Evaluation Period:

o+ Both coprimary endpoints, avoidance of pRBC transfusion
per protocol-specified guidelines and LDH-N from Day 29
to Day 183, met the primary objective of statistically
significant noninferiority of ravulizumab compared to
eculizumab. Both coprimary endpoints favored
ravulizumab. Transfusion avoidance through Day 183 was
achieved by 73.6% of patients in the ravulizumab group and
66.1% of patients in the eculizumab group. The lower bound
of the 95% CI of the 6.8% treatment difference (95% CI: -
4.66%, 18.14%) was greater than the protocol-specified
NIM of -20%.The adjusted prevalence of LDH-N (LDH
levels < I x ULN from Day 29 through Day 183) was 0.536
for the ravulizumab group and 0.494 for the eculizumab
group. The adjusted odds ratio for the comparison of
ravulizumab to eculizumab was 1.187 (95% CI: 0.796,
1.769). The lower bound of the 95% CI was greater than the
protocol-specified NIM of 0.39.Ravulizumab also achieved
statistically significant noninferiority compared to




eculizumab for all 4 key secondary endpoints. Results for all
key secondary endpoints favored ravulizumab. Mean percent
change in LDH from baseline to Day 183 was -76.84% for
the ravulizumab group and -76.02% for the eculizumab
group. The mean difference between treatment groups was -
0.83% (95% CI: -5.21%, 3.56%). The upper bound of the
95% CI was less than the protocol-specified NIM of
20%.Mean change in FACIT-Fatigue total score from
baseline to Day 183 was 7.07 for the ravulizumab group and
6.40 for the eculizumab group. The mean difference between
treatment groups was 0.67 (95% CI: -1.21, 2.55). The lower
bound of the 95% CI was greater than the protocol-specified
NIM of -5.Breakthrough hemolysis was experienced by
4.0% of patients in the ravulizumab group and 10.7% of
patients in the eculizumab group. The difference between
treatment groups was -6.7% (95% CI: -14.21%, 0.18%). The
upper bound of the 95% CI was less than the protocol-
specified NIM of 20%.Hemoglobin stabilization through
Day 183 was achieved by 68.0% of patients in the
ravulizumab group and 64.5% of patients in the eculizumab
group. The difference between treatment groups was 2.9%
(95% CI: -8.80%, 14.64%). The lower bound of the 95% CI
was greater than the protocol-specified NIM of -20%.
« Because statistically significant noninferiority was achieved for both
coprimary and all 4 key secondary endpoints, superiority was assessed
following the prespecified hierarchical testing order that began with
BTH. The treatment difference for BTH (p = 0.0558) did not reach the
prespecified significance threshold for superiority, and no further
testing was conducted. The incidence of BTH was more than 2-fold
higher in the eculizumab group (13 patients with 15 events) than in the
ravulizumab group (5 patients with 5 events), and the difference was
associated with suboptimal C5 inhibition in eculizumab-treated patients
(see PK/PD results).
» Subgroup analyses were performed for the randomization stratification
variables of transfusion history and screening LLDH levels and for sex,
race, region, and age for the coprimary and key secondary endpoints.
No sensitive subgroups were identified in these analyses. The point
estimates for most subgroups favored ravulizumab.

Through End of Study:

Responses observed during the Primary Evaluation Period were
maintained throughout the duration of the study for the coprimary
endpoints and all of the secondary efficacy endpoints. Long-term data
from the PNH patients who entered the Extension Period of Study
ALXNI210-PNH-301, with up to 5.84 years follow-up, demonstrate
continued efficacy and the maintenance of disease control as evidenced
by control of intravascular hemolysis (LDH normalization) and
amelioration of clinical manifestations of PNH disease such as anemia,
breakthrough hemolysis, and transfusions.

» The percentage of patients with transfusion avoidance was
consistently maintained between the Primary Evaluation Period and the
Lxtension Period for either treatment group. During each year of the
Extension Period 66.26% to 75.65% of the patients achieved transfusion

avoidance.




« The percentage of patients achieving LDH-N in the Primary
Evaluation Period was maintained during the Extension Period in both
treatment groups.

» Likewise, the percent change in LDH, the change from baseline in
FACIT-Fatigue scores, the incidences of BTH, and the percentage of
patients with hemoglobin stabilization observed during the Primary
Evahuation Period were maintained during ravulizumab treatment
throughout the Extension Period.

21. Safety results

Primaryv Evaluation Period:

« Ravulizumab was safe and well tolerated in this study with a safety
profile similar to eculizumab in adult patients with PNH.

*» The most frequently reported AE was headache, which was
experienced by a similar percentage of patients in both groups
(ravulizumab: 36.0%, eculizumab: 33.1%).

» No patients died or discontinued study drug due to. AEs in the Primary
Evaluation Period.

» The percentage of patients with SAEs was similar in the 2 treatment
groups (ravulizumab: 8.8%, eculizumab: 7.4%).

» No meningococcal infections were reported.

« Both, ravulizumab and eculizumab treatment groups exhibited similar
incidences of ADA (0.8% of patients in each treatment group developed
treatment-emergent ADA), with no apparent impact of ADA on PK,
PD, efficacy, or safety.

Ravulizumab Treatment from first dose through End of Study:

» From first dose of ravulizumab through the entire study period, the
most frequently reported (> 15% of all patients in the Ravulizumab
Treated Set) AEs by Preferred Term during ravulizumab treatment were
headache (28.7%), upper respiratory tract infection (24.6%), pyrexia
(19.7%), nasopharyngitis (18.9%), COVID-19 (17.2%), and arthralgia
(15.2%).

= Eight ravulizumab treated patients died, all during the Extension
Period; causes of death were COVID-19, pulmonary sepsis, septic
shock, cardiac arrest, aspiration, intracramal infection, sepsis, and
meningococcal sepsis. Another 3 patients discontinued the study due to
AFs that started during the Extension Period and subsequently died
(sepsis, lung adenocarcinoma and acute myeloid leukemia). The
[nvestigator assessed the AE of intracranial infection to be possibly
related and the meningococcal sepsis to be related to study drug.

« Eight patients discontinued ravulizumab due to an AE
(myelodysplastic syndrome [3 events], cerebrovascular accident, sepsis
[2 events], lung adenocarcinoma, and acute myeloid leukemia). The
Investigator assessed the AEs to be not related to study drug except for
acute myeloid leukemia which the Investigator assessed to be unlikely
related to study drug.

» Nine patients had AEs that met the protocol-specified criteria for
MAVE (peripheral arterial thrombosis; coronary artery disease;
cerebrovascular accident, angina unstable, deep vein thrombosis, acute
myocardial infarction, pulmonary embolism and cerebral venous
thrombosis)

» One event of meningococcal sepsis with a fatal outcome was reported
during the Extension Period.

» Four patients in the Rav/Rav Treatment Sequence and 2 patients in the
Ecu/Rav Treatment Sequence had treatment-emergent ADA-positive

responses during the during the ravulizumab treatment period. The




ADA titers were low in the majority of confirmed patients throughout
the entire study in both treatment groups; the results had no apparent
impact on PK, PD, efficacy, or safety.

Roll-over Cohort:

« The most frequently reported (> 10% of all patients) AEs by Preferred
Term were COVID-19 (n = 9 [34.6%]) and asthenia (n =4 [15.4%]).

« There were no deaths reported in the Roll-over Cohort.

» No patients withdrew from the study or discontinued study drug due to
an AE.

« There were no AEs that met the protocol-specified criteria for MAVE.
» No meningococcal infections were reported.

» None of the patients in the Roll-over Cohort were ADA positive at
baseline and no treatment-emergent ADA positive responses were
observed during the study.

22. Conclusion (summary)

The favorable benefit/risk profile of ravulizumab in this study supports
its use for the treatment of patients with PNH including patients
switched from eculizumab to ravulizumab.

Primary Evaluation Period:

For both coprimary endpoints and all 4 key secondary efficacy
endpoints, ravulizumab achieved statistically significant noninferiority
compared to eculizumab, with treatment differences consistently
favoring ravulizumab. Compared to eculizumab, ravulizumab provided
improved disease control as evidenced by immediate, complete, and
sustained inhibition of terminal complement during the entire 26-week
treatment period.

Ravulizumab Treatment:

Disease control achieved during the initial 26-weeks of ravulizumab
treatment was maintained in the majority of patients throughout the
Extension Period with few cases of free C5 levels above 0.5 pg/mL.
The frequency of BTH events over time during ravulizumab treatment
in the Extension period was consistent with the known profile of
ravulizumab.

Roll-over Cohort:

Disease control in patients in the Roll-over Cohort was maintained
during the study with no BTH events reported. The totality of the
clinical data collected through end of Study ALXN1210-PNH-301
demonstrate that the clinical improvements of PNH clinical symptoms
and disecase parameters were sustained during long-term ravulizumab
treatment and supports a favorable benefit-risk profile for treatment
with ravulizumab in patients with PNH.

Applicant (registration
certificate holder)

Full Name: Yogesh Patel

W n [T
Signature:




Dopatok 30

00 MopAaaKy NPoBeAeHHA eKCNepTU3n
peecTpaLiiHMX maTepianis Ha NiKapCbKi
3aco6m, WO NOAAITLCA HA AEepIKaBHY
peecTpauilo (nepepeecTpaLiio), a Takox
eKCNepTM3n martepianis NPo BHECEHHA 3MiH
[0 peecTpauiiHMxX maTtepianis nporarom aii
peecTpauiiHoro NocBig4eHHA (NyHKT 4
po3sainy IV)

3BiT Npo KniHiyHe BunpobysaHHa Ne 1

ALXN1210-PNH-301

1. Ha3sa nikapcbkoro 3acoby |Y/IbTOMIPIC (ULTOMIRIS®)

(3a HasBHOCTI — HOMep (mixHapogHa HenaTeHTOBaHa Ha3Ba — pasynizymab)
peecTpaLliiHoro
nocBiaYeHHn)

2. 3aABHUK CnpouwieHe akuioHepHe Tosapucteo A/IEKCIOH HOPON
(ALEXION EUROPE SAS)

103-105 py AHaTonb PpaHc, 92300 Jlesannya-MNeppe, PpaHuina
(103-105 rue Anatole France, 92300 Levallois Perret, France)
3. BupobHuk Bunyck cepii 20mo8o20 nikapcebko20 3acoby:

AnekcioH ®apma IHTepHewHn OnepenwHs Jlimiteg,

(Alexion Pharma International Operations Limited)

BupobHuui noty:HocTi Anekcion 8 Oybnini (ADMF):
Koneg bizHec eHg TexHonogki Mapk, bnanyapacrayH Poya Hopr,
Ay6nin 15, D15 R925, Ipnangin

(Alexion Dublin Manufacturing Facility (ADMF):
College Business and Technology Park, Blanchardstown Road North,
Dublin 15, D15 R925, Ireland)

4. lNpoBeaeHi AOCNIAMEHHA: * TaK Hi AKLLO Hi, 0BrpyHTYBaTH

1) Tn nikapcekoro 3acoby, 3al/likapcbkuii 3acib 3a noBHMM A0CHE (aBTOHOMHE AOCbE). IHwWe. HoBa
AKUM nposoaunacs abo Ailo4a pe4oBHHa

NNAHYETLCA peecTpauisa
5.MNosHa Ha3Ba KniHiyHoro  |[ALXN1210-PNH-301: PaHgomisoBaHe Bigkpute gocnigmeHHs 3 ¢gasu
BUNPOOYBaHHA, KOAOBAHUIA |3 aKTUBHUM KOHTponem npenapaty ALXN1210 y nopiBHAHHI 3

HOMep KniHiYHOro eKkynisymabom y A0poCanxX NAaLiEHTIB 3 NAaPOKCU3MaNbHOK HIYHOI
BunpobyBaHHs remornobinypiewo (MHI), aki paniwe He oTpumyBanw iHribiTopu
KOMN/IEMEHTY.
N
6. ®asa KniHivHoOro 3
BUNPOBYBaHHA [1}
7. Nepioa npoBeaeHHs 3 20 rpyaHna 2016 p. (nepwwuit nauieHT po3noyas nikysalya) oo

KNiHiYHOro BUNpobyBaHHA 28 motoro 2023 p. (ocTaHHIi NaLieHT 34IMCHMB OCTaHHI# BI3UT y
MeXax A0CNIAKEHHRA).




8. KpaiHu, ae nposBoaunocs
KNiHiYHe BUNpobyBaHHA

MauiexTis Habupanu y 123 gocnigHUUBKUX LeHTpax y 25 KpaiHax
(ApreHTuHa, AscTpania, Actpis, beneria, bpasunia, KaHaga, Yecbka
Pecny6nika, Ectonis, ®paHuin, HimeuunHa, ITanis, AnoHia, Manaisis,
Mekxcuka, Monbua, Pecnybnika Kopes, Pocis, CuHranyp, IcnaHisa,
Lseuis, TaiBaHb, Tainawa, TypeuunHa, CnonyyeHe KoponiscTso Ta
CLUA).

9. KinbKicTb AocnifyyBaHux

3annaHoBaHO (nepBuHHa KoropTa): 214 nauieHTis: 107 nauieHTiB Ha

oAHy rpyny nikysaHHa (pasynisymab Ta ekynisymab).
MpoaHanizoBaHo (nepBuHHa KoropTa): 246 nauienHTis: 125 y rpyni
nikyBaHHA pasynizymabom Ta 121 y rpyni nikyBaHHA eKynisymabom.
3annaHoBaHO (nepexigHa koropTta): 56 nauieHTIB.

MpoaHanizoBaHo (nepexigHa KoropTa): 26 NauieHTie: 24 naLieHT B

A0pOoCniii rpyni Ta 2 NAWIEHTH B AUTAYIK rpyni.

10. MeTta Ta BTOPUHHI Lini
KniHiyHoro eunpobysaHHA

Lini:

OcHogHa meTa (nepeuHHa Koropra): OcCHOBHAa MeTa LbOoro
AOCNIAKEHHA NONArana B Tomy, Wob ouiHUTK He MeHLLy
epeKTUBHICTb pasynizymaby nopiBHAHO 3 ekynisymabom y Aopoc/inx
nauieHTis i3 MHI, AKi HIKOAW He OTPUMYBaNK NiKyBaHHA iHriGiTOpamu
KOMMNNEMEHTY.

Mpo He meHLwWwy eheKTUBHICTL MOXKHa Byno 3a8BUTH, AKLLO Nicns

26 TWKHIB NiKyBaHHA (1) HUXKHA mexwa 95% gosipuoro iHTepsany ([l)
ans pisHuui (M rpynamu pasynisymaby T1a exkynisymaby) B
NOKa3HWKax YHUKHEHHA TpaHcdysil (YT) byna 6inbwoto Hixk -20% Ta
(2) HuKkHA mexa 95% [1] ans BigHOWEHHS WaHciB pasynisymaby
NOPIBHAHO 3 eKynisymabom woa0 Hopmanisauii pisHa
naktatgerigporeHasu (1A4r-H) nepesuuiysana 0,39.

BropuHHi Wini (nepeuHHa koropta): BTopuHHi wini gocnigeHHa

nonaranu B Tomy, wob:

e OxapaKkTepu3ysaTi 6e3neyHicTb i NnepeHoCUMIcTb pasynizymaby B
AOCNiAMYBaHIN nonynauii nayieHTis

* OuiHuTK edeKTUBHICTL paBynizymaby 3a 404aTKOBUMMU
NOKasHUKaMu ePeKTUBHOCTI

¢ Oxapakrepusyeati papmakokiHeTuky (OK)/papmakoauHamiry
(@) Ta imyHOreHHicTb pasynizymaby

e OuiHUTK BOBrocTPoKOoBY Be3neyHicT Ta ePeKTUBHICTb
pasynisymaby

e OuiHnTK Be3neyHicTb Ta ePEKTUBHICTbL ¥ NALIEHTIB, AKI nepeiwnm 3
eKkynizymaby Ha pasynizymab y gopgatkosomy nepioai

e KinbKiCHO OLiHMTK BUABNEHI KOHKpPETHI npobnemu 6esneku nig yac
nikyBaHHA npenapatom ALXN1210, 30Kkpema MeHiHroKOKoBI iHdekuii,
CepHOo3HI ABMLLA FreMONi3y NICAA NPUNUHEHHA NPpUAOMY
AOCNIAKYBAHOro npenapaty Ana nikyBaHHa MHI, iMyHOreHHIcTb,
cepiho3sHi iHdeKLii, 310AKICHI HOBOYTBOPEHHA Ta BiAXUNEHHA
remartonoriYyHUxX NOKa3HUKIB BiJ HOPMM, @ TAKOXK 3aCTOCYBaHHA Nig,
Yyac BariTHOCTI Ta rogayBaHHA rpyanto

BTopuHHi uini (nepexigHa Koropra):

* OuiHUTK QOBrocTPOKOBY Be3neky B NALEHTIB, AKI OTPUMYIOT, ,
pasynizymab nicns nepexoay B aocnigskeHHs ALXN1210-PNIK-301

i

ﬁpam;m BipHO
Baxyi A.O. A
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11. lu3aiiH knidivHoro
sunpobysaHHA

LocnigkeHHa ALXN1210-PNH-301 6yno Bigkputum,
paHAOMI30BaHMM, KOHTPONbOBAHUM 33 aKTUBHMM NpenapaTom,
baraToueHTPOBUM AoCNiAKeHHAM a3u 3 3 METOI0 OLLIHKK
6esneynocTi Ta epekTMBHOCTI pasynisymaby nopisHAHO 3
eKyNisymabom, Lo BBOAWM LWNAXOM BHYTPIlWHBLOBEHHOI (B/B) iHdy3il
Aopocaum nauieHTam i3 MHT, Ak paHilwe He oTpUMyBanK NiKyBaHHA
iHribiTopamu KomnnemeHTy. Y AoChigKEHHA NNaHYBaNOCA BKAKOUYUTH
npubausHo 214 nauiexTis (107 naujieHTiB Ha 0AHY rpyny NikyBaHHA).
Kpim Toro, naujientu 3 MHI nepexoanny 3 iHWWX NOTOYHUX
[OCNIAKEHD i3 B/B BBEAGHHAM paBynizymaby B 40AaTKOBUIA nepios
pocnigmeHHa ALXN1210-PNH-301, nig 4ac AKOro BOHW OTpUMyBanu
pasynizymab (aani — nepexigHa Koropra).

[ns naujieHTis, Akux Habupanu beanocepegHbO B AOCNIAKEHHA
ALXN1210-PNH-301, gocnigxeHHA CKNafaanoca 3 nepioay CKpUHIHMY
TpUBanicTio A0 4 TWXKHIB, NnepioAy paHAOMI30BaHOIO NiKyBaHHA
TPUBANICTIO 26 TMIKHIB | A0AATKOBOrO Nepioay TPMBANICTIO A0 5 POKiB

12. OcHoBHI KpuTepii
BKNKOYEHHA

MepsBuHHa Koropra:

1. MNauieHTn obox cTaTei BiKOM WoOHaMMeHwWwe 18 poKiB Ha MOMEHT
HafAaHHA 3roAun Ha y4acTb y AOCAIAKEHHI.

2. 3apoKkymeHToBaHuit aiarHos NHM, nigreepaxeHni
BMCOKOYYT/IMBOIO MPOTOYHOIO LIUTOMETPIEID ANA BUSHAYEHHA PIBHA
epuTpouuTie (Y4epBOHUX KNiTUH KpoBi — RBC) Ta neikouuTis (Binnx
KNiTUH KpoBi — WBC); po3mip KnoHy rpaHynouuTis abo moHOLMTIB
MaB CTaHOBUTU 25%.

3. HaaBHicTb NpuHaiiMHi 1 3 nepeniveHux o3Hak abo cumnTomis,
nos’asanux i3 MHI, y 3-micAuHUi nepiog A0 CKPUHIHTY: BTOMa,
remornobinypin, 6inb y WuBOTI, 3aauWKa (AMCNHOE), aHemin
(remornobin <10 r/an), HaaBHICTL B aHaMHe3i cepito3Horo nobiuHoro
CYAUHHOrO ABMLA (30Kpema, Tpombo3y), gucdaria abo epekTuabHa
AMChYHKLLIA, BUNAAKK NepennBaHHa eputTpouuTapHoi macu (pRBC) y
38’A3Ky 3 MHT.

4. PiseHb nakrataerigporeHasu 21,5 x BMH (BepxHa mexa Hopmu)
Ha MOMEHT CKPUHIHTY.

5. LLlob 3MeHWnTH pU3nK MeHIHroKoKoBOT iHdekuii (Neisseria
meningitidis), yci nauieHTH Manu OTPMMaTH WENIEeHHA NPOTH
MEeHIHFOKOKOBOT iIHpeKLT NpoTArom 3 poKiB A0 NOYATKY 3aCTOCYBaHHA
AOCNiAXyBaHOro npenapary abo Ha NoYaTKy MOro 3aCTOCYBaHHA,
MauieHTh, AKI pO3NOYUHANMW NiKYBAHHA AOCNIAMKYBAHMM NpenapaTom
MEHLU HiX Yepes 2 TXKHI NicnA BakuUHALii NPOTU MEHIHTOKOKOBOI
iHdekuii, manu oTpumysaTu npodinakTMyHe NikyBaHHA
BiANOBIAHUMM aHTMBIOTUKAMMK, AOKM 3 MOMEHTY BaKuMHaLil HE MUHE
2 TUHHI.

6. MawieHTKK 3 AITOPOAHMM NOTEHLIANOM Ta NALLIEHTW YONOBIYOT
CTaTi, NapTHePKKU AKX MaKOTb AITOPOAHUIA NOTEHLian, NOBUHHI Bynu
AOTPUMYBATUCA BKa3iBOK, BUSHAYEHUX NPOTOKONOM, ANA YHUKHEHHSA
BariTHOCTI NiA Yac NiKyBaHHA B LbOMY AOCNIAMKEHHI Ta NPOTArOM

8 micauis nicna BBeAEHHA OCTAHHbLOT A03M A0CNIAKYBAHO,
npenapary.

nawjieHra.




MNepexigHa KoropTa

1. Yci nauieHTn, He3anexHo Big BiKy, AKi Ha MOMeHT Habopy B
AOCNIgKEHHA OTPUMYBaAN paByniaymab BHYTPILLHLOBEHHO B MeXKax
NOTOYHOIO AOCNIAMKEHHA i3 3aCTOCYBAaHHAM paBynisymaby nauieHtam
i3 MHI

2. MNauieHTn NoBUHHI Bynn maTu BaxkKaHHA Ta CNPOMOMHICTb HafaTH
NUCbMOBY iIHHOPMOBaHY 3roZy Ha y4acTb y AOCNIAMEHHI Ta
AOTpuMyBaTUCA rpadika Bi3uTIB | npoueayp y Mexax A04aTKOBOro
nepioay AOCNIAMEHHA, B TOMY YMCAi BUKOPUCTOBYBaTH By Ab-AKi
npucTpoi ans 36opy AaHux, wWob 3abesneynTm MOKAUBICTL
6e3nocepeaHbOi peecTpauii AaHKX NaujieHTa

3. NaujieHTKH 3 AITOPOAHUM NOTEHLLIANOM Ta NALEHTH YONOBIYOI
CTaTi, NapTHEPKU AKUX MAIOTb AITOPOAHWIA NOTeHUian, Manu
AOTPUMYBATUCA BKa3iBOK, BUSHAYEHUX MPOTOKOMIOM, A/1A YHUKHEHHA
BariTHOCTI Nif, 4ac NikyBaHHA Ta NpoTArom 8 micAuis NicnA BBeAEHHA
OCTaHHbLOI A03M A0CNIAMYBAHOrO Npenapary

13. fdocnigKyBaHuin
NiKapcbKuit 3acib, cnocib
3acTocyBaHHA, cuna Al

PaBynizymab noctauasca y BUrAA| CTEPUNBHOTO Po3ymHy bes
KoHcepBaHTiB 10 mr/mn B ogHOpPa3oBux GNakoHax, AKKUIA
PO3BOAMUTLCA KOMEPLMHO 4OCTYNHUM i3ioN0riYHUM PO34MHOM
(HaTpito xnopug 0,9% ana iH' ekuiin) | BBOAUTLCA WAAXom B/B iHDY3il.

14. MNMpenapaTt NOPiBHAHHA,
4033, cnocib 3acTocyBaHHA,
cuna aji

Ekynizymab nocra4yagcs y BUrNA4i CTEPUABHOTO po3uKHy Be3
KoHcepBaHTis 10 mr/mn B 0gHOPa3oBux GNaKOHaX, AKUIA
PO3BOAMUTLCA KOMEPLiMHO AOCTyNHUM i3ioN0riYHUM PO34MHOM
(HaTpito xnopug 0,9% ansa iH'ekuiid) | BBOAMTLCA WAAXOM B/B iHY3il.

15. CynyTHAa Tepanisa

Mepiog No4aTKOBOT OLiHKK
MpoTtarom nepiogy no4aTkoBoi ouiHKK 95,9% nauieHTis (98,4% y
rpyni pasynizymaby 1a 93,4% y rpyni ekyniaymaby) oTpumysanu
NPUHANMHI O MH CyNyTHIN NikapcbKuit 3acib. Haibinbl
NOLIMPEHUMM KNacamm CynyTHix npenapartis (aki npuitmanu 210%
Bif, 3aranbHOT KiNbKOCTI nauieHTis) 6ynu sitamin B12 i doniesa
kucnota (57,3%), iHwi 3He60oN10BaNbHI Ta }apPO3HUMKYBaNbHI
npenapatu (38,6%), beta-naktamHi aHTMbaKTepianbHi 3acobu
(neHiumninm) (38,6%), anTutpomboTuuHi 3acobu (30,9%), npenapatu
Bifi NenTUYHOI A3BM Ta racTpoesodareansHoi pedatoKcHOT xBopobu
(29,7%), anTnbakTepianbHi npenapatu xiHonoHosoro paay (26,0%),
aHTUricTamiHHi npenapaTtu gns CUCTEMHOrO 3actocyBaHHa (24,8%),
KOPTUKOCTEPOiau ANA CUCTEMHOrO 3acTocyBaHHa (24,0%),
HeCTepoigHi NnpoTU3ananecHi Ta NpoTUpPeBMaTUYHI npenapatm
(19,5%), npenapatu 3aniza (16,7%), iHwi 6eTa-nakTamHi
aHTubakTepianbHi 3acobu (13,0%), BigxapkysanbHi 3acobu, 3a
BUHATKOM KOMBiHaLii i3 npurHivysavamm kawato (11,8%),
cenekTUBHi 610KaTOPK KanbLiEBUX KaHaiB, NepesaXHo 3 Npusoay
cyAuHHUX AUy (12,6%) Ta imyHogenpecanTu (10,6%). MpoTtarom
nepioay no4aTkosoi OUiHKK 31,7% NauieHTiB NPOMLIAK Ty UM iHWY
HemeavKaMeHTO3Hy Tepanito abo meauyHy npoueaypy:
[NoaaTtkosuii nepiog, '
MNporarom popatkosoro nepioay 98,0% nauienTis (100%'y rpyni 3
nocnifosHicTio NikyeanHa Rav/Rav [pasynisymab/p

NPOMLLAK Ty UM IHLLY HEMEAUKAME
npoueaypy.
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16. KpuTepii ouiHKK
epekTUBHOCTI

lNMepBuHHa KOropTa
KiHueBi TOYKM OUiHKK edEeKTUBHOCTI:

e KombiHoBaHa NepBMHHA KiHLEBa TOUKa

— YHHUKHEHHA TpaHcdy3il, Wo BU3HAYAETLCA AK YACTKa NaLlieHTiB,
AKMM He NPOBOAUNOCA NepeNuBaHHA KpoBi Ta AKi He noTpebysanu
nepenvsaHHa (3rigHo 3 BUSHAYEHMMM NPOTOKONOM BKasiBKamu) Ao
AHA 183 (TvwaeHs 26)

— l'emonis, akuit Bu3Ha4anu 6esnocepesHbo 3a NnokasHukom J1A0-H
B AHA 29 (nepwe 3annaHoBaHe OLiHIOBAHHA MiCNA NoYaTKy
niagTpumysanbHoi Tepanii) go gHa 183 (TvxaeHs 26)

e KNouoBi BTOPUHHI KiHLEBI TOYKHM (OLLIHIOKOTLCA 3@ NPOLLeAYPOIo
baraTopisHeBoi nepesipKu)

1. BigcoTkoBa 3miHa KoHueHTpauii /1Al sig suxigHoro pisHa ao

AHA 183 (T aeHb 26)

2. 3miHa aKkocTi xuTTa (QoL), wo BU3HaYaeTbCA 3a LLIKanow ouiHKK
dYHKLIOHaNbHOTO CTaHy NPU NiKyBaHHI XPOHIYHWUX 3aXBOPIOBaHb
(FACIT)-Btoma, Bepcia 4, 8ig BuxigHOro pisHa ao aHa 183

(TMxKpEeHb 26)

3. YacTka nauieHTis i3 npopueHum remonizom (M), Wo Bu3Ha4YaETbCA
AK noasa abo noripweHHA NPUHAWMHI OLHOTO CUMNTOMY YW O3HAKM
BHYTPILWHLOCYAWHHOIO remonisy (BToma, remornobiHypis, 6inb y
YUBOTI, 3ag1LWKa [gucnHoe], aHemis [remornobin <10 r/gn],
cepio3He nobiuHe cyguHHe asuwe [B Tomy unucni Tpombo3], aucoaria
abo epekTunbHa guchyHKLIA) 332 HAABHOCTI NigBuweHoro pisHa N4
22 x BMH nicna nonepeaHboro sHuxeHHa pisHa JIAr po <1,5 x BMH
nia yac nikyBaHHA

4. YacTtka naujieHTis 3i ctabinisoBaHum pisHem remornobiny, wo
BU3HAYAETLCA AK YHUKHEHHA 3HUKEHHA piBHA remornobiHy Ha

22 r/an 3a BiacyTHoCTi TpaHcysii Ao AHa 183 (TvkaeHb 26)

® |HWi BTOPUHHI KiHLEBi TOUKK

— 3MmiHK B NOKa3HUKaX ONUTYBaNnbHUKa EBponeicbKol opraHisauii 3
[OCNIAKEeHHA Ta nikyBaHHA paky (EORTC) ana OLiHKKU AKOCTI XKUTTA —
OcHosHa 30-nyHKTOoBa wkana (QLQ-C30), sepcia 3.0, Big BuxigHoro
piBHa A0 aHA 183 (TMxaeHb 26)

— Yac go nepworo asuwa NAr-H

— 3aranbHa KinbKicTb nepennuTux o4MHULbL epuTpoLMTapHOI Macu
(pRBC) Big BUxiaHOro piBHA B0 aHa 183 (TMxKaeHb 26)

— 3MiHa KniHiyHKux npoasis MHI (BToma, remornobinypis, 6inb y
WUBOTI, 3aaMWKa, 6inb y rpyasax, aucdaria, epektunbHa ANChyHKLUiA)
BiA, BUXiAHOTO piBHA A0 AHA 183 (TMwAaeHb 26)

— YacTKa nauieHTiB, y AKMX BUHMKANKW cepito3Hi NobidHi cyauHHI

asuwa (CNCA) sig BuxigHoro pisHA Ao gHa 183 (TxkaeHb 26)

Mepepiipa, BipHO
kyH A.O.

b Mignue
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17. KpuTepii ouiHku 6e3neku

KiHuesi Touku besneku:

e BesneyHicTb i nepeHocUMicTb pasynizymaby B NOpiBHAHHI 3
eKynizymabom ouiHBanu Ha ocHOBI pisuKanbHUX obcTeeHb,
OCHOBHUX i3I0NOrYHUX NOKA3HUKIB, AaHUX
enekTpokapgiorpadii (EKT), peaynbratie nabopatopHux aHanisis,
4acTOTW BUHWKHEHHA NoBiuHnx asuw (MA) i cepinoszHmx nobivHux
asuwy (CMA). TakoK BU3HAYANM YACTKY NALIEHTIB, Y AKUX
PO3BMHYNUCA aHTUTING A0 NikapcbKoro 3acoby (AN13).

MepexigHa Koroprta

KiHuesi Toukm besneku:

e [losrocTpokosy 6e3aneky B NawieHTiB, AKi NoYanu oTpumMyBaTH
paBynisymab nicna nepexoay B 404aTKOBMIA nepiog,
pocnigpkeHHa ALXN1210-PNH-301, ouiHoBanu 3a 4acToToK
BUHUKHeHHA MNA Ta CMA, pesynbtatamm nabopaTopHUX aHanisis
Ta YaCTKOK MaLEHTIB, Y AKUX po3BuHYnuca AJ13

18. CTaTUCTUYHI MeTOaMU

CratucTuuHi metoam:

[nsa KaTeropiiHUX 3MiHHMX 4acToTa Ta BiACOTKM Bynu npeacTasieHi 3
po36uBKoI0 3a rpynamu NikyBaHHA Ta 3aranom. [lna HenepepBHUX
3MmiHHMX By/10 NpeacTaBNeHo ONUCOBI CTaTUCTUYHI AaHi (KiNbKiCTb,
cepeAHE 3HAYeHHA, MejliaHHe 3Ha4YeHHA, CTaHAapTHe BiaXuNeHHA
[CB], miHimanbHe Ta MakcUmanbHe 3Ha4eHHn). B ycix aHanisax i
pesiome 3a nepioA NOYaTKOBOT OLHKKM paHAOMI3aLiAHUMK
daxTopamu ctpatudikauii 6ynm cnoctepeskyBaHWin TpaHCchy3iHHMI
aHamHes, pisHi 1A Ta 06'egHaHi dakTopm cTpaTudikawii

19. lemorpadiyHi NOKa3HUKK
AocnipysaHol nonynauii
(cTaTb, BiK, paca Towyo)

NepBuHHa Koropra

Y nepeuHHIi KoropTi 54,5% nauieHTie Bynu 4oNoBIYOI CTaTi, cepeaHin
BiK cTaHoBKB 45,5 poKy Ha MOMeHT nepuwoi iHdysii (Tabauua 20).
BinbuwicTe nauienTis (87%) Ha MOMeHT nepLioi iHy3ii manu Bik Big 18
A0 65 pokis; 13% nauieHTis Bynu ctapwe 65 pokis. Y nepBUHHIN
koropti 52,4% nauienTis 6ynu asiliuamu (13,8% manu AnoHCbKe
noxogxeHHa), 37,8% nauieHTis 6ynu npegcrasHUKamu €BponeoigHol
pacu. binbwicTb NALEHTIB HA MOMEHT BKNKOYEHHA B AOCNIOXKEHHA
manu sary Big 260 kr no <100 Kr; cepeaHa Bara B 3aranbHi nonynauii
AocnigMeHHa ctaHoBuna 68,7 Kr.

MNepexiaHa kKoropTta

Y nepexigHin koropti 50% naujiexTie Bynu }iHOYOI CcTaTi, cepeaHin Bik
craHosus 40,7 poky B gopocnii rpyni Ta 14,5 poky B AuTAYiN rpyni Ha
MOMeHT nepLuoi iHysii nicna nepexoay B aocnhigwenHa ALXN1210-
PNH-301. binbwicTb NawieHTiB HA MOMEHT NepLuoi iHdy3il 6ynu Bikom
Big 18 no <65 pokis; 2 (7,7%) nauieHT 6ynu ctaple 65 pokis i 2
(7,7%) nauieHT manu BiK Big 12 go 18 pokis. ¥ nepexiaHii Koropri
50,0% nauienTis 6ynu esponeoiaamu, a y 46,2% nauieHTis pacosa
NPUHaNeXHicTb He Byna 3asHaueHa. OauH (3,8%) naujieHT 6ys
asiliuemM He ANOHCLKOTO NOXOAMKEHHA, BiNblWicTL NayjieHTiB y
Aopocniid rpyni Ta 1 nauienT y AWTAYii rpyni Ha BUXigHOMY piBHi
manu Bary Big 260 kr o <100 Kr; cepeaHa Bara B 3aranbu%[}|\onynnui'i

A0pOCAKX NaLieHTIB cTaHoBMNa 71,3 Kr.

!’l@m&;ﬁ!ﬁ BIpHO
HA.O. i
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20. Pesynbtatv epeKkTMBHOCTI

Mepioa NOYaTKOBOI OLWIHKMK:

o]

¢ O6MaBa KOMNOHEHTH KOMBIHOBaAHOI NEPBUHHOI
KiHUEBOI TOUKM (YHUKHeHHs TpaHcdysii pRBC 3rigHo 3
BM3HAa4YeHWMU NPOTOKONOM BKasiskamu Ta JIAM-H sig
AHA 29 go aHa 183) BigNOBiAaNM OCHOBHIW MeTi, AKa
nonarana y BCTaHOB/NEHHI CTaTUCTUYHO 3HAYYLLOT He
MeHLWOoi epeKTMBHOCTI paBy/i3ymaby NOpiBHAHO 3
ekynisymabom. 3a o6oma KOMNOHeHTamKu KombiHoBaHOI
NepPBUHHOI KiHLEeBOT TOMKM cnocTepiranaca nepesara
paBynisymaby. YHUKHeHHA TpaHcdysii o aHA 183
BAAN0cA gocartv 73,6% nauieHTis y rpyni pasynizymaby
Ta 66,1% naujienTiB y rpyni ekynisymaby. HuxHa mexa
95% [ pi3HnL Mix rpynamu nikyeaHHa y 6,8% (95% Al
-4,66%; 18,14%) 6yna BULLOIO, HiXK MeXa HE MeH WOl
e(deKTUBHOCTI, BCTAHOB/IEHA NPOTOKOMIOM Ha piBHi -20%.
CropuroBaHuit KoediuieHT nowupeHocti sunaakis N4r-
H (pisni NAr €1 x BMH Big aHa 29 no aHa 183) ctaHoBKB
0,536 y rpyni pasynisymaby ta 0,494 8 rpyni
eKynisymaby. CKopurosaHe BiAHOLEHHA WaHCIB Npu
nopisHAHHI paByniaymaby Ta ekynisymaby ctaHoOBHUNO
1,187 (95% AJ: 0,796; 1,769). HuHa mexa 95% [ byna
BULUOIO 3@ MEXKY He MeHL Ol epeKTUBHOCTI, BCTAHOBEHY
npoToKonom Ha pisHi 0,39. Pasynisymab Takox gocar
CTaTUCTUYHO 3HAYYLLOTO NOKa3HMKa He MeHLW ol
edeKTMBHOCTI NOPIBHAHO 3 eKynizymabom 3a BCima

4 KNOYOBUMU BTOPUHHUMM KiHLEBMMM TOYKAMM.
Pe3ynbTaTv 3a BCiMa KNHOYOBUMU BTOPUHHUMMU
KiHLEBMMU TOUKaMM CBIAYUAU HA KOPUCTb
paBynisaymaby. CepeaHsa BiACOTKOBA 3MiHa KOHLEHTpaLil
NAr Big BUXigHOro piBHA Ao AHA 183 craHoBuna -76,84%
B rpyni pasynisymaby Ta -76,02% B rpyni ekynisymaby.
CepepHa pisHALA MK rpynamu NikyBaHHA CTaHOBUAA -
0,83% (95% A): -5,21%; 3,56%). BepxHa mexa 95% A/
6yna HWKYOIO 33 MeXY He MeHLWOoT epeKTUBHOCTI,
BCTaHOBNEHY NPOTOKOAOM Ha piBHi 20%. CepeaHa 3miHa
3arafibHOrO NOKA3HWKA BTOMM 33 ONMUTYBaNbHUKOM
FACIT Big BuxigHoro pisHa po aHa 183 cradosuna 7,07 y
rpyni pasynisymaby Ta 6,40 y rpyni ekyniaymaby.
CepepHa pisHUUA MiX rpynamu NikyBaHHA CTaHOBUNA
0,67% (95% [l: -1,21; 2,55). HuxHa mexa 95% [ byna
BULLOIO 338 MEXKY He MeHLWOoT ePeKTUBHOCTI, BCTAHOB/IEHY
NPOTOKONOM Ha piBHi -5. MpopuBHUIA remonis
cnocrtepirasca y 4,0% navieHTiB y rpyni pasynisymaby ta
y 10,7% naujieHTiB y rpyni ekynisymaby. PisHUUA MiXK
rpynamu nikyBaHHA cTaHoBuNa -6,7% (95% Al: -14,21%;
0,18%). BepxHa mexa 95% 1l 6yna HUKUOIO 33 MEy He
MeHLWOoi epeKTUBHOCTI, BCTAHOB/IEHY NPOTOKONOM Ha
pisHi 20%. MpopuBHMIA remoni3 Ao aHA 183

piBHi -20%.
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® OCKiNbKK CTaTUCTUYHO 3HAYYLLMIA NOKA3HUK HE MEHLLOT
edeKkTMBHOCTI ByB A0CATHYTUI AK 32 KOMBIHOBAHOI NEPBUHHOID
KiHUEBOK TOYKOM, TakK i 3a BCiMa 4 KNHOYOBUMU BTOPUHHUMU
KiIHLUEBUMM TOUKAMHU, OUiHIOBanK binbwy epeKTUBHICTDb 33
nonepeAHLO BU3HAYEHOIO Npoueaypoto bararopisHesoi nepesipku,
AKa NOYUHANACA 3 OLIHKK NPOPMBHOIO remonisy. PisHMUA MiK
rpynamu fiikyBaHHaA B 4acTOTi BUNAAKiB NPOPUBHOTO remonisy (p =
0,0558) He pocsarna nonepeaHbLO BUSHAYEHOr0O NOPOry 3HAUYLWOCTi
LLLOA0 He MeHLW oI epeKTUBHOCTI, TOMY NOAa/blLIa NepesipKa He
nposogunaca. Yacrora eunaaxis M 6yna Ginblie HiXK yABiYi BULLOK B
rpyni ekynisymaby (13 naujienTis i3 15 enizogamu), HixK y rpyni
paBynizymaby (5 nauieHTis i3 5 enisogamu). Lia pisHuua 6yna
acouiioBaHa i3 cybontumanbHum iHribysaHHAm C5 y nauieHTiB, AKi
oTpuMyBanu ekynisymab (aus. pesynbtat ouiHku ©K/P[).

* AHanis y nigrpynax nposogunu 3a paHaomisauiiHumu gakropamu
cTpatudikauil, AKMMU NPU OLIHIOBaHHI KOMBIHOBaHOI NepPBUHHOI
KIHLEBOT TOUKM Ta K/IOYOBUX BTOPUHHUX KiHLEBUX TOYOK Byiun
TpaHcdysilHUA aHamHes | KoHueHTpauia /1A Ha BuxigHOMY piBHi, a
TAKOX CTaTb, paca, perioH i BiK. Y UMx aHanizax He
BUKOPUCTOBYBANMUCA NiATPYNK 3 YYTAUBUMM AaHUMU. TOYKOBI OLLIHKK
B 6inbLIOCTI Niarpyn cBiAYMAKM Ha KOPUCTL paBynisymaby.

YBecb nepiog aocnigeHHA:
Bignosiai Ha nikyBaHHA, AKI cnocTepiranuca B Nepioj NO4aTKOBOI

OLiHKM 33 KOMBIHOBAHOK NEPBUHHOK KiHLEBOK TOYKOI Ta BCima
BTOPUHHUMM KiHLLEBMMU TOUKaMu epeKkTMBHOCTI, 36epiranuca
NPOTATrOM YCbOro aocnigeHHa. [loBroctpoKosi AaHi nauieHTis i3
IMHT, aki 6panu yyacTs y A40AATKOBOMY NepioAi AOCAIAMKEHHA
ALXN1210-PNH-301 Ta nepebysanu nig cnocrepeeHHAM
npubnusHo 5,84 poKy, AeMOHCTPYIOTb TPMBANY ePeKTUBHICTD i
KOHTPONb 3aXBOPHOBAHHA, NPO WO CBiAYUTL KOHTPONb
BHYTPILUHbOCYAUHHOTO remonidy (Hopmanisayia pisHa JIArN) Ta
3MEHLUIEeHHA CTyNneHa KniniyHux npossis MHI, Takux AK aHemin,
NPOPUBHUIA remoni3 i nepennBaHHA KPoBi.

e B 060X rpynax BigCOTOK NaLiEeHTIB, AKI YHUKAK TpaHcdysil,
3anuwasca ctabinbHMM NPOTArOM Nepiody NOYaTKOBOI OLHKK Ta
NPOTATOM A0AATKOBOTO nepioay. [poOTArom KOMHOIo poky
AoAartkosoro nepioay Big 66,26% no 75,65% nauieHTiB gocaranu
YHUKHEHHA TpaHcdy3in.

* B 060X rpynax nikyBaHHA BiACOTOK NaujieHTis, AKi gocarnu A4-H y
nepiog, No4YaTKOBOI OLiHKM, cTabinbHO 36epirasca npoTarom

‘ AO0AATKOBOro nepioay.

i * AHanoriyHo, BiACOTKOBA 3MiHa KoHUeHTpauii 146, 3miHa

| NOKa3HKWKIB OLIHKK BTOMM 3a WKanot FACIT Big BUXigHOro piBHsa,
|

|

i

yacroTa sunagkis Nl i BigcoTok nauieHTis 3i crabinizauieo pisHa
remornobiHy, Wo cnocrepirannca NPoTArom nepiogy NOYaTKoBOI
ouiHKMK, 36epiranuca nig yac nNikysaHHA pasynisymabom npoTarom
YCbOro A0AATKOBOrO nepioay.

hakyH A.O.

BeLlb 3 PerypATOPHUX NUTAHb
s Y 158




21. PesynbTat besneku

Mepioa NO4aTKOBOI OLIHKM:
* Y ubomy gocnigKeHHi pasynisymab bys besaneuHum i gobpe

nepeHocusca, npodinb besneku 6ys noaibHUm ao npodinto 6esnexu
eKynisymaby B popocnux nawieHTis i3 MHr,

e Haituacriwum MNA 6ye ronosHuit 6inb, AKWIA BUHMKaB ¥ NpUBAU3HO
0/AHaKOBOI YacTkK NauieHTis B 06ox rpynax (pasynisymab: 36,0%,
eKynisymab: 33,1%).

* Y nepiog, No4aTKOBOI OLiHKK He ByN0 }oAHOro BUNaaKy cmepti abo
NPUNUHEHHA NPUIMOMY AOCNIAKYBAHOTO Npenaparty Yepes
BUHUKHeHHA 1.

* BigcoTok nauieHTis i3 CMA 6ye npubnusHo ogHakosum B 060x
rpynax nikysaHHA (paBynisymab: 8,8%, ekynisymab: 7,4%).

* Bunaakis MeHiHrokokosoi iHdeKuii 3apeecTpoBaHo He 6yno.

¢ YactoTa po3sutky A/13 byna noai6Howo B 060X rpynax nikyBaHHA
(nig yac nikyBaHHa y 0,8% navieHTiB y KOXKHIM i3 rpyn po3suHyauca
AN3), npuyomy AJ13 He YUHWUAK NOMITHOrO BRAuByY Ha ®K, ®/,
edexkTnBHicTL abo 6eaneky.

JlikyBaHHA paBynisymabom Big BBEAEHHA NepLwoi go3u A0
3aBepLuWeHHA JOCAIAKEHHA:

¢ [TounHaouM 3 NepLuoi A03K pasynizymaby Ta NPOTArom ycboro
nepioay AocnimKeHHA HayacTiwmmm MA, Wo BUHUKAK Nig Yac
nikysaHHa (>15% nauieHTis y rpyni pasynisymaby) B TepmiHax
nepeBa)HOro BUKOPUCTaHHA bynu ronosHuit 6inb (28,7%), indekuin
BEPXHiX AWXanbHUX WAaAxiB (24,6%), rapauka (19,7%), HasodpapuHrit
(18,9%), COVID-19 (17,2%) Ta aptpanris (15,2%).

* Bicim nauieHTis, AKi oTpumyBanu pasynisymab, nomepnu, yci —
npoTArom AoaaTtkosoro nepiogy. MNMpuunHamu cmepti Byan COVID-19,
NereHeBuiA cencuc, CENTUUHMIA WOK, 3ynuHKa cepua, acnipaujis,
BHYTpPilWHbOYepenHa iHdeKLia, Cencuc Ta MEHIHFOKOKOBMIA Cencuc.
Lle 3 nauieHT NpUNUHUAK yYacTb ¥ AocnigyKeHHi yepes MA, wo
BMHWKAK Nif Yyac A0AATKOBOrO nepioay, Ta 3ro4om nomepnu (cencuc,
afieHOKapuMHOMA /IereHi Ta rocTpuit MmienoigHuin neikos). JocnigHuk
OLiHWB BHYTPiWHbOYepenHy iHdeKLio ak MA, uo moxe 6yt
nos’s3aHe 3 AOCNIAKYBAHUM NPenapaToM, a MEeHIHrOKOKOBMIA cencuc
— Ak A, wo nos’ssaHe 3 gocnigmyBaHUm npenapaTom.

* Bicim nauieHTiB NnpUNUHUAK Npuitom paBynisymaby yepes
BUHUKHeHHA NA (mienogucnnactuunmnin cungpom [3 eunagku],
NopylUeHHA MO3KOBOro Kposoobiry, cencuc [2 sunaaku],
af\eHOKapuMHOMa NereHi Ta rocTpuii MienoigHmMii neikos). JocnigHuk
ouiHuBs N AK Taki, Wo He NOB'A3aHI 3 4OCNiAKYBaHMM NpenapaTom,
33 BUHATKOM roCTpOro MIieNOIAHOro NeiKosy, AKKA AOCNIAHUK OLiHUB
AK A, wo 3 HU3bKOI iMmoBipHiCTIO Moxe 6yTu nos’asaHe 3
AOCNiAXKYBAHUM NPEnapaTom.

* ¥ 9 nauienTis BuHuKAK NA, aki Bignosiganu BusHaYeHUM
npotokosiom kputepiam CMNCA (tpomb03 nepudepuyHux aprepiii;
iwemiyHa xsopoba cepua; NOpyLWEHHA MO3KOBOTO KpoBoobiry,
HectabinbHa cTeHOKapAia, TPOM603 rMGOKUX BEH, rOCTPUi iHG

SYRaTFed

HaasHicTb A/13. Y BinbwocTi nigTeepaykeHux b e
2CIRY
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nauieHTis 060X rpyn NikyBaHHA 6YNU HU3bKMMW NPOTS




[OCNIAXEHHA; pe3ynbTaTh He Manu NOMITHOro snausy Ha ®K, ®f,
edekTuBHicTb abo besneky.

MepexiaHa Koropra:

» Haiuactiwmmm NA (BUHUKAKM y >10% ycix NauieHTiB) y TepmiHax
nepesa)KHoro BuKopucTaHHa 6ynu COVID-19 (n = 9 [34,6%]) Ta
actenia (n =4 [15,4%]).

* Y nepexigHiit KoropTi He 6yN0 3apeecTpoBaHO BUNAAKIB CMepTi.
s ¥ozeH naujeHT He BUBYB i3 4OCNIAKEHHA Ta He NPUNUHKUB NPUIAOM
[OCNIAKYBAHOMO Npenaparty Yepes BUHUKHeHHA A,

* He 6yno MNA, aki 6 sBignosiganu BUsHa4eHUM NPOTOKONOM
Kputepiam CINCA.

* BUnazgkKis MeHIHroKoKoBoi iHeKLii 3apeecTpoBaHo He byno.

Y }OAHOro nauieHTa B nepexiaHii Koropti He 6yN0 NO3UTUBHUX

pe3synbraris Tecty Ha AJ13 Ha BUXiAHOMY piBHI Ta He cnocrepiranoca

po3BUTKY AJ13 nia Yac NikyBaHHA NPOTArOM YCbOro AOCNIAMEHHA.

22. BUCHOBOK (3aK/Il0MEHHA)

CnpuaTnueuin npodinb KOpUCTi/pnU3anKy pasynisymaby B ubomy
[OCNIAKEeHHI NiATBEPAMKYE AOUINBHICT MOr0 BUKOPUCTAHHA ANA
NiKyBaHHA nauieHTiB 3 alYC, y TOMy Yncni TUX, AKI neperwwnu 3
eKyniaymaby Ha pasynisymab.

MNepioa NOYaTKOBOI OLLIHKM:

3a KombiHOBaHO NePBMHHOIO KiHLEBO TOYKOIO Ta 3a BCima

4 KNOYOBUMU BTOPUHHUMM KIHLIEBUMM TOUKaAMKU eHeKTUBHOCTI
paBynisymab JOCAT CTaTUCTMYHO 3HAYYLLOMO NOKa3HMKa He MeHLLOoi
edeKTUBHOCTI NOPIBHAHO 3 eKkyNisymabom, NPUYOMY Pi3HUUA MiX
rpynamu fikyBaHHA HE3MIHHO CBIAYMTb Ha KOPUCTL paBynisymaby.
MopisHAHO 3 ekynisymabom pasynizymab 3abesneuysas Kpawuii
KOHTPO/b 3aXBOPIOBAHHA, NPO WO CBIAYUTb HeraliHe, NOBHe Ta CTilke
iHriByBaHHA KiHLEBOro KOMNOHEHTA CUCTEMU KOMNIIEMEHTY
NPOTArOM YCbOro 26-TUXKHEBOro nepioay NikyBaHHA.

JlikyBaHHA paBynizymabom:

KOHTpONb 3aXBOPIOBAHHA, AOCATHYTUIA NPOTATOM NOYaTKOBOTO 26-
TUXKHEBOTO NiKyBaHHA paBynisymabom, y BinbliocTi nawieHTis
36epiraBca NPOTATOM YCbOro A0AaTKOBOIO Nepiogy, NPUYOMy NuLle B
Maniit KinbKOCTi BUNaAKiB piseHb BinbHOro C5 nepesuulysas

0,5 mkr/mn. YactoTa BUNaaKis NpopuBHOro remonisy B 4acosii
AvHaMmiui npu nikysaHHi pasynisymabom y goaaTkosuit nepiog,
y3rogxyBanaca 3 sigomum npodinem pasynizymaby.

MNepexiaHa Koropra:

Y nauieHTiB NepexigHol KOropTH KOHTPONb 3aXBOPIOBaHHA 3bepirascs
NPOTArom nepiogy AocnigeHHa, eunaakis N 3apeectposaHo He
6yno. CyKynHicTb KNIHIYHUX gaHuX, 3iI6paHUX 40 3aBepLIeHHs
pocnigxerHa ALXN1210-PNH-301, gemOHCTpYE, WO NoAiNwWeHHA
KNiHiYHKMX cumnTomis MHI Ta XxapakTePUCTUK 3aXBOPHOBAHHA
36epiranuca NpoTArom TPUBANOIroO NiKyBaHHA pasynizymabom, i
NiATBEPAXKYE CNPUATAUBUIA NPOQINb KOPUCTI-PU3UKY NIKYBAHHA
pasynizymabom y naujenTis i3 MHI". T\

3aaBHUK (BNACHUK
peecTpauyiitHoro
NOCBiAYEHHS)

/nianuc/

(nianwuc)
Worect Naten (Yogest Patel)

(Ni6)
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Annex 30

to the Procedure for Conducting Expert

Evaluation of Registration Materials
Pertinent to Medicinal Products

Submitted for the State Registration (Re-
Registration) and for Expert Evaluation

of Materials about Introduction of

Changes to Registration Materials during

the Validity Period of Registration
Certificate (item 4 section IV)

Clinical study report Ne2

1. Name of medicinal product
(registration certificate No, if
available)

ULTOMIRIS®
([NN-ravulizumab)

2. Applicant

ALEXION EUROPE SAS
103-105 rue Anatole France, 92300 Levallois-Perret, France

3. Manufacturer

Batch release of finished product

Alexion Pharma International Operations Limited

Alexion Dublin Manufacturing Facility (ADMF): College
Business and Technology Park, Blanchardstown Road North,
Dublin 15, D15 R925, Ireland

4. Studies conducted:

*yes  no if no, please justify

1) type of medicinal product,
which has been or will be
registered

Medicinal product with complete dossier (stand-alone dossier). Other.
[New active substance

5. Title of clinical trial, code
number of clinical trial

ALXN1210-aHUS-311: Single Arm Study of ALXN1210 in
Complement Inhibitor Treatment-naive Adult and Adolescent
Patients With Atypical Hemolytic Uremic Syndrome (aHUS)

6. Phase of clinical trial

~

D

7. Period of clinical trial

From 18 Mar 2017 (First patient treated) till 24 Jan 2023 (Last patient
completed last study visit)

8. Countries, where clinical
trial las been conducted

Patients were enrolled at 41 sites in 14 countries (Australia, Austria,
Belgium, Canada, France, Germany, Italy, Japan, Korea, Russia,
Spain, Taiwan, the United Kingdom, and the United States).

9. Number of trial subjects

Planned: Approximately 55 patients were planned for enrollment.
Analyzed: 58 patients

10. Objective and secondary
endpoints of clinical trial

Primary: The primary objective of the study was to assess the efficacy
of ravulizumab in complement inhibitor treatment-naive adolescent
and adult patients with atypical hemolytic uremic syndrome (aHUS)
to inhibit complement-mediated thrombotic microangiopathy (TMA)
as characterized by thrombocytopenia, hemolysis, and renal
impairment.

Secondary:

-To characterize the safety and tolerability of ravulizumab in this
patient population

- To evaluate the efficacy of ravulizumab by additional efficacy
measures

- To characterize the pharmacokinetics (PK)/pharmacodynamics (PD)
of ravulizumab

- To evaluate the long-term safety and efficacy of ravulizumab




11. Clinical trial design

Single Arm Study of ALXN1210 in Complement Inhibitor
Treatment-naive Adult and Adolescent Patients With Atypical
Hemolytic Uremic Syndrome (aHUS)

12, Main inclusion criteria

Eligibility was limited to patients (age > 12 years) weighing > 40 kg
with evidence of TMA (including thrombocytopenia, evidence of
hemolysis, and kidney injury) based on platelet count, LDH, and
serum creatinine level, including patients with onset of TMA after
kidney transplant and patients with onset of TMA postpartum, and
had been vaccinated against meningococcal infection. Key exclusion
criteria included ADAMTS13 (“a disintegrin and metalloproteinase
with a thrombospondin type 1 motif, member 13) deficiency; Shiga
toxin-related hemolytic uremic syndrome (HUS); positive direct
Coombs test; history of heart, lung, small bowel, pancreas, or liver
transplant; kidney diseases other than aHUS; acute antibody-mediated
rejection; plasma exchange/plasma infusion > 28 days; and chronic
dialysis (defined as dialysis on a regular basis as renal replacement
therapy for end-stage kidney disease [ESKD]).

13. Investigational medicinal
product, mode of
administration and strength

Ravulizumab was supplied as a sterile, preservative-free 10-mg/mL
solution in single-use vials, designed for administration via IV
infusion by diluting into commercially available saline (0.9% sodium
chloride injection).

14. Reference product, dose,
mode of administration and
strength

[Not applicable

15. Concomitant therapy

Patients were prohibited from receiving any of the following
medications and procedures at any time after the first dose of study
drug for all patients in the study (even those who discontinued
ravulizumab treatment but remained in study) until completion of
the study or early termination of the patient from the study:

Eculizumab or other complement inhibitors

» Use of any other investigational drug or device as part of a clinical
study

» Intravenous immunoglobulin (unless for an unrelated medical need,
eg, hypogammaglobinemia)

» Rituximab

* Plasma exchange/plasma infusion

» New dialysis within the first 48-hour period following the first dose
of ravulizumab unless there was a compelling medical need as
assessed by (1) hypervolemia unresponsive to diuretics, (2) refractory
electrolyte imbalance, or (3) new-onset uremic encephalopathy.
Exceptions must have been approved prior to administration of
dialysis on a case-by-case basis by Alexion.

The following concomitant medications and procedures were allowed
under certain circumstances and with the following restrictions:

e Use of other immunosuppressive therapies (such as steroids,
mTORIi [eg, sirolimus, everolimus], CNI [eg, cyclosporine or
tacrolimus]) during the study were not allowed unless: a) part
of an established post-transplant antirejection regimen, or b)
patient had confirmed anti-complement factor antibodies
requiring immunosuppressive therapy, or c) steroids were
being used for a condition other than aHUS (eg, asthma), or
d) steroids initiated empirically prior to enrollment and were
being tapered as standard of care.

16. Criteria for evaluation
efficacy

Primary:
Complete TMA Response during the 26-week Initial Evaluation

Period, as evidenced by normalization of hematologic parameters




(platelet count and LDH) and > 25% improvement in serum creatinine
from baseline. Patients must meet all Complete TMA Response
criteria at 2 separate assessments obtained at least 4 weeks (28 days)
apart, and any measurement in between,

Secondary:

- Time to Complete TMA Response

- Complete TMA Response status over time

- Dialysis requirement status

- Observed value and change from baseline in estimated glomerular
filtration rate (eGFR) .

- Chronic kidney disease (CKD) stage, as evaluated by eGFR at select
target days and classified as improved, stable (no change), or
worsened compared to baseline

- Observed value and change from baseline in hematologic
parameters (platelets, LDH, hemoglobin)

- Increase in hemoglobin of > 20 g/L from baseline, observed at 2
separate assessments obtained at least 4 weeks (28 days) apart, and
any measurement in between

- Change from baseline in quality of life (QoL), as measured by
EuroQol 5-Dimension 3-Level (EQ-5D-3L; all patients), Functional
Assessment of Chronic Illness Therapy (FACIT)-Fatigue
Questionnaire version 4 (patients > 18 years of age), and Pediatric
FACIT-Fatigue Questionnaire (patients < 18 years of age)

- TMA parameters in patients who discontinued treatment but
remained in the study

17. Criteria for evaluation
safety

The long-term safety and tolerability of ravulizumab was evaluated
by physical examinations, vital signs, electrocardiograms (ECGs),
laboratory assessments, and incidence of adverse events (AEs) and
serious adverse events (SAEs). The proportion of patients who
developed antidrug antibodies (ADAs) was also assessed.

18. Statistical methods

Data were presented using summary tables, figures, and by-patient
listings. Continuous variables were summarized using descriptive
statistics, including number of observations and mean, standard
deviation (SD), median, minimum, and maximum values. Categorical
variables were summarized by frequency counts and percentage of
patients.

19. Demographic indices of
studied population (sex, age,
race, etc.)

In the FAS, mean age at the time of first infusion was 42.2 years;
66.1% of patients were female; 51.8% were White and 26.8% were
Asian. At baseline, 30 (53.6%) patients met the protocol-specified
[TMA criteria at Day 1 based on central laboratory results. The mean
age at the time of first aHUS symptoms was 41.49 years. At baseline
(within 5 days of the first dose of ravulizumab), 29 (51.8%) of the 56
patients in the FAS had received kidney dialysis related to kidney
failure caused by aHUS. Eight (14.3%) patients had a kidney
transplant prior to entering the study. The majority of patients (48 of
56 patients) evaluated at baseline were CKD Stage 4 or 5, with 39
(72.2%) patients being Stage 5.

20. Efficacy resuits

Initial Evaluation Period

- Complete TMA Response during the Initial Evaluation Period, the
primary efficacy endpoint, was achieved by 53.6% (30/56) of patients
in the FAS (95% CI: 39.6%, 67.5%). The median time to Complete
[TMA Response was 86 days following the first dose of ravulizumab.
o Hematologic normalization, defined as normalization of both LDH
and platelets, was achieved by 73.2% (41/56) of patients, with
normalization of platelet count in 83.9% (47/56) of patients and
normalization of LDH in 76.8% (43/56) of patients during the Initial
Evaluation Period,

0 = 25% improvement in serum creatinine from baseline was




achieved by 58.9% (33/56) of patients during the Initial Evaluation
Period.

- Hemoglobin response (hemoglobin increase > 20 g/L from baseline
with a confirmatory result) was achieved during the Initial Evaluation
Period by 71.4% (40/56) of patients.

- Dialysis was discontinued for 18 of 25 patients who were on dialysis
at the start of the Initial Evaluation Period. Six patients initiated
dialysis during the Initial Evaluation Period; 3 of these 6 patients
started and stopped dialysis during the Initial Evaluation Period.

- Shifts to less severe CKD stage were observed in 68.1% (32/47) of
patients with available baseline and Day 183 data, including 6
patients who improved from ESKD to normal renal function (ie, by 5
CKD stages). 0 Mean eGFR increased from 15.86 mL/min/1.73 m2 at
baseline to 51.83 mL/min/1.73 m2 at the end of the Initial Evaluation
Period (Day 183). o Nineteen of the 30 patients who had a Complete
TMA Response continued to have improved renal function after
achieving Complete TMA Response, as assessed by an improvement
in CKD stage from the time of Complete TMA Response to Day 183.
- Patients reported better QoL during the study, with a clinically
meaningful > 3-point improvement from baseline in FACIT Fatigue
score by Day 29 in 37 (84.1%) of the 44 patients with available data.
Mean improvements in FACIT-Fatigue score and EQ-5D-3L score
from baseline to Day 183 were 19.15 and 0.22, respectively.

Extension Period

Responses observed during the Extension Period demonstrated
continued improvement or maintenance of stable disease throughout
the duration of the study for the primary endpoint and all of the
secondary efficacy and QoL endpoints:

- Complete TMA Response was achieved by 64.3% (36/56) of the
patients in the FAS (95% CI: 50.8%, 77.7%). In addition to the 30
patients who achieved Complete TMA Response during the Initial
Evaluation Period, 6 more patients had a confirmed Complete TMA
Response during the Extension Period. The median time to Complete
TMA Response was 86 days following the first dose of ravulizumab;
the latest response was observed at 1359 days.

0 Hematologic normalization was achieved by 85.7% (48/56) of the
patients, with normalization of platelet count in 85.7% (48/56) of
patients and normalization of LDH in 87.5% (49/56) of patients
through the end of study

0 > 25% improvement in serum creatinine from baseline was
achieved by 66.1% (37/56) of patients through the end of study.

- Hemoglobin response (hemoglobin increase > 20 g/L. from baseline
with a confirmatory result) was achieved by 83.9% (47/56) of patients
through the end of study.

- A total of 20 of 25 patients who were on dialysis at the start of the
Initial Evaluation Period discontinued dialysis during the study; 2 of
these patients discontinued dialysis during the Extension Period.

- Shifts to less severe CKD stage were observed in 70.5% (31/44) of
patients with available baseline and Week 52 (Day 351) data and in
72.2% (26/36) of patients with available Year 2 (Day 743) data.

o Improvement noted in mean eGFR was observed by Week 26 and
sustained through the end of study.

- The mean improvement from baseline in FACIT-Fatigue score and
EQ-5D-3L score observed by Week 26 (Day 183) continued at Week
52 (Day 351) and was maintained through the end of the study.

21. Safety results

- Ravulizumab was well tolerated during the study, with no
unexpected safety concerns in the 58 complement inhibitor-naive.

adult patients treated in the study for up to 267 weeks.




- The most frequently reported AEs (reported at least once by > 20%
patients over the course of the study) were headache, diarrhea,
vomiting, nausea, arthralgia, hypertension, pyrexia, cough, dyspnea,
and urinary tract infection.

- Four deaths were reported during the Initial Evaluation Period: 1
death was due to a pretreatment SAE (cerebral artery thrombosis) and
3 deaths were due to treatment-emergent SAEs (septic shock, 2
patients; hemorrhage intracranial, 1 patient). One patient died (cardiac
failure acute) during the Extension Period. All of the deaths were
assessed by the Investigator as unrelated to ravulizumab.

- 38 (65.5%) patients experienced 1 or more SAEs (138 events); the
most frequently reported SAEs were pneumonia (n =35, 8.6%), end
stage renal disease and hypertension (n = 3, 5.2% each). Three
patients had SAEs that were considered possibly related to
ravulizumab by the Investigator: 1 patient had Escherichia
pyelonephritis and leukopenia, 1 patient had immune
thrombocytopenic purpura, and 1 patient had pneumonia and
dermatitis bullous.

- Three (5.2%) patients discontinued study treatment and withdrew
from the study due to an SAE (autoimmune hemolytic anemia,
hemorrhage intracranial, and immune thrombocytopenic purpura).

- No meningoceccal infections were reported.

- Two treatment-emergent (3.4%} ADA positive responses were
observed, with low titers, non-neutralizing, and with no apparent
impact on PK, PD, or safety.

22. Conclusion (surnmary)

- Ravulizumab was well tolerated by patients throughout the study,
with no unexpected safety concemns in the 58 complement inhibitor
treatment-naive adult patients with aHUS. The observed safety profile
is consistent with the known safety profile of ravulizumab.

- Body weight-based dosing with ravulizumab provided immediate,
complete, and sustained inhibition of terminal complement in adult
patients with complement-mediated TM A, as demonstrated by
reductions in serum free C5 levels.

- Complete TMA Response, defined as normalization of LDH and
platelet count with at least 25% improvement in serum creatinine, was
achieved by 53.6% (95% CI: 39.6%, 67.5%) of patients at 26 weeks.
During the Extension Period, an additional 6 patients achieved
Complete TMA Response increasing the proportion to 64.3% (95%
CI: 50.8%, 77.7%).

- The final efficacy analysis for the study on all patients treated with
ravulizumab over a median treatment duration of 130.36 weeks
confirmed long-term treatment response (ie, control of TMA) and
clinical benefit through improvement in renal function as measured
by eGFR.

- Patients treated with ravulizumab also reported clinically
meaningful reduction in fatigue which continued after the Initial
Evaluation Period.

- Ravulizumab was well tolerated in this critically ill patient
population. The favorable benefit/risk profile of ravulizumab in this
study supports its use for the treatment of adult patients with aHUS.

Applicant (registration
certificate holder)

Full Name: Katherine Garlo

Signatre 4/'/ M
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Dopatok 30

Bpo MopagKy NpoBeaeHHA eKCNnepTUsmn
peecTpauinHMx maTepianis Ha NikapcbKi
3acobu, Wo NoAATLCA Ha AepKaBHY
peecTpauito (nepepeecTpauiio), a Takox
eKcnepTu3mn matepianis Npo BHECEHHA
3MiH A0 peecTpauinHux matepianis
NPOTArom Aii peecTpauimHOro NoceigHeHHA
(nyHkT 4 posginy IV)

3BiT Npo KniHiuHe BUNpobysaHHa Ne 2

1. Hasea nikapcbKkoro 3acoby
(3a HasBHOCTI — HOMeEp
peecTpauiiHoro
nocBig4YeHHA)

YIbTOMIPIC (ULTOMIRIS®) (mikHapogHa HenaTeHTOBaHa Ha3Ba —
pasynizymab)

2. 3aABHUK CnpouweHe akuioHepHe ToBapucTteo AJTEKCIOH KOPOI
(ALEXION EUROPE SAS)
103-105 py Anatonb ®panc, 92300 flesannya-MNeppe, PpaHuia
(103-105 rue Anatole France, 92300 Levallois Perret, France)
3. BupobHuk Bunyck cepii 20moso2o nikapcbkozo 3acoby:

AnekcioH ®apma IHTepHewHn OnepeiwHs Nlimite,
(Alexion Pharma International Operations Limited)

BupobHuui noTyHOCTI AnekcioH B [ly6nini (ADMF):
Konegx bisHec enpg TexHonoaxxi MNapk, bhanyapacrayH Poya Hopr,
y6nin 15, D15 R925, Ipnanain

(Alexion Dublin Manufacturing Facility (ADMF):
College Business and Technology Park, Blanchardstown Road North,
Dublin 15, D15 R925, Ireland)

4. MNpoBeaeHi AOCNIAKEHHA:

®*Tak Hi  AKLWO Hi, 06rpyHTYBaTH

1) Tmn nikapcbkoro 3acoby,
3a AKUM nposoaunaca abo
NNaHYETLCA peecTpauin

UlikapcbKui 3acib 3a NOBHUM A0CbE (aBTOHOMHE A0cke). IHwe. HoBa
aitova peyoBuHa

5. MoBHa Ha3Ba KNiHiYHOrO
BUNPOBYBaHHA, KOAOBAHWUIA
HOMEP KNiHIYHOro
BUNpobyBaHHA

ALXN1210-aHUS-311: ogHOrpynose A0CNIAMKEHHA 3 OLiHKK
3acTocyBaHHA npenapaty ALXN1210 y nauieHTiB fopocnoro 1a
NiaNITKOBOrO BiKy 3 aTUNOBUM re MONITUKO-YPEMIYHUM CUHAPOMOM
(arYC), aki paHiwe He OTPUMYBanK NiKyBaHHA iHriBiTopamu
KOMMN/IEMEHTY /

6. Pa3a KniHiYHOrO
BUNpobyBaHHA
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7. Mepiog npoBeaeHHA
KNiHIYHOro BUNpobyBaHHA




8. Kpainum, ae npoBoaMnoca
KNiHi4YHe BUNpobyBaHHA

MNauienTie Habupanu y 41 pocnigHUubKOMY LeHTpi B 14 KpaiHax
(Asctpanin, Asctpis, benbris, KaHaaa, ®PpaHuia, HimeuumnHa, Itania,
finoHin, Kopes, Pocia, Icnaxis, TasaHb, CnonyyeHe KoponiscTso Ta
CLLA).

9. KinbKicTb A0CNioKYyBaHUX

3annaHOBaHO: NaHyBanoCA BKAKOYUTU B OCNIAMKEHHA npubansHo
55 naujeHTis. [poaHanizosaHo: 58 nauieHTiB

10. MeTa Ta BTOPMHHI Wini
KNiHiYHOro BUNpobysaHHA

OcHoBHa meTa: OCHOBHa MeTa A0CAIPKEHHA NosArana B Tomy, Wwob
ouiHUTU edeKTUBHICTL paBynisymaby B nauieHTIB NigniTKOBOro Ta
AOPOCAOro BiKy 3 aTUNOBMM re MONITUKO-YPEMIHHUM CUHAPOMOM
(aryC), aki paHile He OTPUMYBaNKU NiKyBaHHA iHriBiTopamu
KOMMNAEMEHTY, Y NPUTHIYEHHI onocepeaKoBaHOI KOMMIEMEHTOM
TpOMBOTUYHOT MiKpoaHrionaTii (TMA), WO XapaKTepu3yeTbea
TPOMBOUMTONEHIEID, FEMO/TI3OM | NOPYLWEHHAM QYHKLiT HUPOK.
BTOpUHHI Wini:

-OxapaKTepu3ayBati 6e3neyHicTb i nepeHoCMMICTb paBynisymaby B
AOCNIAKYBaHIA nonyaauil nauiexTie

- OuiHUTK edeKTUBHICTL pasynizymaby 3a goaaTkoBMMU
NoKa3HUKamm ePeKTUBHOCTI

- OxapakTepusysati dapmakokiHeTury (PK)/dapmakoguHamiry (PL)
pasynisymaby

- OuiHUTK AOBrocTpoKoBy Be3neyHicTb Ta epeKTUBHICTD
paBynisymaby

11. ln3aiH KNiHiYHOTO
BMNpobyBaHHA

OpHOrpynose AOCNIfKEHHA 3 OLIHKKM 3aCTOCYBaHHA npenapary
ALXN1210 y naujieHTiB 4OpOCAOro Ta NigniTKOBOTO BiKY 3 aTUNOBUM
reMoNTUKO-ypeMidHuM cuHapomom (alYC), aki paHiwe He
OTPUMYBaNM NiKyBaHHA iHribiTopamu KomnaemeHTy

12. OcHOBHI KpuTepii
BK/IIOYEHHA

Y AOCAIAMKEHHA BKAKOYANWUCA MLWE nauieHTu (Bikom 212 pokis) Barowo
>40 Kr, y aAkux bynu HaasHi o3Haku TMA (3o0kpema TpombouuToneHis,
remosi3 Ta yparkeHHA HUPOK), BU3HAUEHi 3a KinbKicTio TpombouuTis,
piBHem nakTataerigporeHasu (/14r) Ta piBHem KpeaTuHiHy B
CMpoBaTLi KpoBi (B TOMY YnucAi nauieHTy 3 noyatkom TMA nicna
TpaHCnAaHTaUil HUPKKU Ta NaLieHTKK 3 noyaTtkom TMA nicna nonoris),
Ta AKi Bynn BaKUMHOBaHI NPOTU MEHIHTOKOKOBOI iHdeKU,ii.
OCHOBHUMM KpUTepiamu HeBrkauYeHHa Byau gediuut ADAMTS13
(nesiHTerpuHy Ta meTanonpoTeiHazu 3 MOTMBOM TPOMBOCNOHAUHY

1 Tuny, yneH 13); remonituko-ypemiunuii cungpom (NYC), nos’asaHuin
i3 TokcMHOM LLIKra; NO3uMTUBHMIA pesynbTaTt npamoi npobu Kymbea;
nepeHeceHa TpaHCNNaHTaWiA cepua, nereHi, TOHKOT KMLKW,
NiAWAYHKOBOT 331031 abo NeviHKKW; 3aXBOPHOBAHHA HUPOK, OKPIM
alYC; roctpe BiATOPrHeHHA TPaHCNAAHTaTa, onocepeaKoBaHe
aHTUTINAMMK; Nnasmoobmin/iHdysia nnasmu npotarom 228 aHis;
XPOHIYHWIA giani3 (Aianis Ha perynapHiil OCHOBI AK 3aMicHa HUPKOBa
Tepania Npu TepMiHanbHil cTagii HUPKOBOI HegocTaTHOCTI [TCHH]).

13. focnigyBaHuia
IniKapcbKKiA 3acib, cnocib
3aCTOCYBaHHA, cuna Al

PaBynisymab nocrauyasca y BUrNAfi CTEPUABHOTO PO3YMHY Be3
KoHcepBaHTiB 10 mr/mn B 0gHOpa3osux hnakoHax, AKUA :
PO3BOAMTLCA KOMEPLUIMHO AOCTYNHUM di3ionoriuHUmM posyitpom

(HaTpito xnopupg 0,9% pns iH'eKUiin) | BBOAUTLCA WAAXOM B/) jﬁd)ysi'l'.

14.MNpenapat nopisHAHHA, |He 3aCTOCOBYETLCA (
11033, cnocib 3acTocyBaHHs, A
cuna pii r-—--hmn_,fé A
DEDERNA, Bipro
BakyH A.O.
Paxiseud-a pe Opwnﬂﬁhﬁ
e ——— e — 2“&’.@ p




15. CynyTHA Tepania Ycim nauieHTam (HaBiTb TUM, XTO NPUNWUHUB NiIKYBaHHA
pasynizymabom, ane 3anULWMBCA B AOCNIAKEHHI) 3abopoHanoca
3acTocoByBaTH Byab-AKi 3 HABEAEGHUX HUXKYE NiKapCbKux 3acobis
i npouenyp y Oyab-AKWA Yac BiA BBEAEHHA NEPLUIOT J03K
\AOCNI)KYBAHOTO NpenapaTy A0 3aBepLUeHHA A0CNiAKeHHA abo
nepeAYacHoro BubyTTA NaLuieHTa 3 AOCNIAKEHHA:

Exkynizymab abo iHwi iHribitopu komnaemeHTy

¢ 3acTocyBaHHA BYAb-AKOrO iHWOro eKCNepPUMEHTabHOro npenapary

ab0 NpPUCTPOIO B MEXKaX TOro YK IHLIOTO KAIHIYHOTO J0CAIAXKEHHA

* BHYTPilUHbOBEHHE BBEAEHHA iIMyHOrNoByniHy (3@ BUHATKOM

MeauYHKMX NoTpeb, He NOoB'A3aHMX i3 4OCNIAKEHHAM, HanpuKknag, y

pasi rinorammarnobyniHemii)

* Putykcumab

* Mna3smoobmin/indy3ia nnazmu

¢ [poBegeHHA Aianidy npotarom nepwwux 48 roauH nicha BBEAEHHA

nepLoi Ao3u pasynizymaby, 3a BUHATKOM BUHUKHEHHA HaranbHoI

meauyHoi notpebu, a came: (1) rinepsonemii, Aka He pearye Ha

\aiypeTuku, (2) pedpakrepHoro enektponitHoro gucbanancy, (3)

HOBOrO eni3oay ypemiuHoi eHuedanonarii. BUHATKM manu ByTu

niaTBepayKeHi KomnaHie AnekcioH nepes NpoBeaeHHAM gianisy B

KOXHOMY OKPEMOMY BMNAAKY.

3a3HaueHi gani cynyTHi nikapcbki 3acobm Ta npoueaypu bynu

03BONEHI 33 NeBHUX 06CTaBMH i 3 AAKMMU OBMeEIKeHHAMMK:

e [igyac gocnigrKeHHA He A03BOIANOCA 3aCTOCYBaHHA iHLIMWX
iMyHOCYnNpecuBHUX Npenaparis (AK-0T cTepoigm, iHribitopu
mTOR-peuenTopis [Hanpuknaa, cuponimyc, eBeponimyc],
iHribiTopu KanbUMHEBPUHY [Hanpuknag, uuknocnopuH abo
TaKposimyc)), 3a BUHATKOM BUNAZAKIB, Konu: a) ue byno
CKNaJ0BOK YaCTMHOK NpU3HaYeHoi Tepanii npoTu
BiATOpPrHeHHA TpaHcnnaHTaTa, abo b) y nauieHTa 6yno
BMABNEHO aHTMTING A0 GaKTOpa KOMNNEMEHTY, L0
notpebyBano imyHocynpecuBHoi Tepanii, abo c) ctepoigu
BMKOPUCTOBYBA/IMCA A/1A NiKYBaHHA iHLWOro 3aXxBOPIOBAHHSA,
Hixk alYC (Hanpuknag, actmu), abo d) npuitom ctepoigis
6yno po3noyato eMnipuyHO A0 BKAKOYEHHA B AOCNIAKEHHSA 3
NOCTYNOBUM 3MEHLIEHHAM A03M BiANOBIAHO AO CTaHAAPTY
NiKyBaHHA,

Manee —————

ﬁ ary‘ imcpHMX NyTaHL
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16. KpuTepii ouiHkK MepBUHHI:

edeKTUBHOCTI MNosHa BignoBigb TMA Ha /likyBaHHA NPOTATOM 26-TUMHEBOIO
nepioay NOYATKOBOI OLHKK, NPO WO CBIAYMAM HOpMani3aLia
remMaTonoriYHMX NOKasHUKIB (KinbKicTb TpombBouuTis i piseHb /IAN) Ta
NiABULLEHHA PIBHA KpeaTUHiHY B CMPOBaTLi KpoBi Ha 225% Big
BUXiAHOro 3Ha4YeHHA. MauieHTn Mmanu BigNOBIZATH BCIM KpUTEpiam
nosHoi Bignosiai TMA 3a ABOMa OKPEMMMM OLLIHKaMK, OTPUMAHUMU
3 iHTEPBANOM LWOHAWMeHLLE 4 TUXKHI (28 AHIB), Ta 33 ByAb-AKUM
NPOMIXXHUM BUMIpIOBAHHAM. BTOPUHHI:

- Yac ao noeHoi Bignogiai TMA

- Cratyc noBHoi Bignosiai TMA B yacoBiit AuHamiLi

- CraTyc notpebu B gianisi

- CnocTeperkyBaHe 3Ha4eHHA PO3PaxoBaHOl WBUAKOCTI KNyOOuKOBOI
¢dinbTpauii (pLLUK®) Ta lioro 3miHa Big BUXigHOro piBHA

- CTapia XpoHiYHOi XBopobu HUpOK (XXH), ouiHeHa 3a NOKa3HUKOM
plWK® y BubpaHi LinboBi AHI Ta KnacudikoBaHa AK noninweHa,
ctabinbHa (6e3 3miH) abo noripweHa BiAHOCHO BUXIAHOTO PiBHA

- CnocTeperkyBaHi remaTo/ori4Hi NoKasHWkK (TpomboumTw, AT,
remornoBin) Ta ix 3miHa Big BUXiAHOTO PiBHA

- NigBuwWweHHa piBHa remornobivy Ha 220 r/n Big BUXiAHOTO PiBHA 3a
ABOMa OKPEMMMM OLIHKamMK, OTPUMaHUMMK 3 iHTepBanom
WoHameHLWwe 4 TuXKHI (28 gHiB), Ta 3a ByAb-AKMM MPOMIMHUM
BUMIPIOBAHHAM

- 3miHa akocTi uTTa (Qol) Big BUXigHOrO piBHA, WO BU3HAYanaca 3a
NOKa3HMKOM EBPONENCLKOro ONUTYBaNbHUKA ANA OLIHKW AKOCTI
PKUTTA B 5 KaTeropiax no 3 pisHax (EQ-5D-3L; yci nauieHTw),
ONUTYBa/ibHWKa ANA OLHKK QYHKLIOHANbHOMO CTaHy NpM NiKyBaHHI
XpOHiYHOro 3axsoptosarHa (FACIT)-Broma, Bepcia 4 (naujieHTu

218 pokis) Ta negiaTpuyHOro onutyeanbHuka FACIT-BToma (navuieHTH
<18 pokis)

- MokazHMKKM TMA B NauieHTIB, AKI NPUNUHUAW NiIKYBaHHA, ane
3aNMWKMAUCA B JOCNIAKEHHI

17. Kputepii ouinku Besneku [[oBrocTpokosBy 6e3neyHicTs i nepeHocuMmicTb pasynizymaby
OLiHIOBaNM 33 AaHUMK di3uKanbHUX 0BCTeKEeHb, OCHOBHUMMU
dizionoriyHMMK NOKazHUKaMU, enekTpokapaiorpamamu (EKT),
pe3ynbratamu nabopaTopHMX aHaNi3iB, YaCTOTOK BUHUKHEHHA
no6iuHux asuw (NA) i cepitozHux nobiunux asuu (CMA). Takox
BM3HAYa M YaCTKY NALLEHTIB, Y AKUX PO3BUHYNIUCA aHTUTING A0
lnikapcbkoro 3acoby (AN13).

18. CtatMCTUYHI meToAM aHi 6yau npeacragnexi y Burnagi 3seaeHux tabnuub, PUCYHKIB i
CNMCKiB naujienTis. HenepepBHi 3MiHHI Byno y3aransHeHo 3a
ONWCOBMMM CTAaTUCTUYHUMU AaHMMM, 30KPEMa NpeacTaBNeHO
KiNbKiCTb CNOCTepe)KeHb Ta CepegHe 3HaYEHHA, CTaHAapTHe
BiaxuneHHa (CB), megiaHHe, MiHIManbHe Ta MaKCMMaNbHE 3HaYeHHA
KaTeropiiHi 3miHHi 6yno y3arasbHeHo 3a YNCENbHUMM Ta
BiACOTKOBMMM 3HAYEHHAMM YACTOTHOCTI A8 KOMHOI KaTeropii
naujeHTiB.

-




19. JemorpadiuHi NOKa3HUKK
NOCNIAMYBAHOT NnONyNALIl
(cTaTb, BiK, paca ToOWO)

Y nonynauii agna noBHoro aHanisy (MMNA) cepeaHiit Bik Ha MOMEHT
nepwoi iHdy3ii ctaHoeus 42,2 poKy; 66,1% naujieHTie Bynu xiHo4voi
crati; 51,8% Bynun npegcTtaBHUKaMKU eBponeoigHoi pacu, 26,8%
cKnapanu asinui. Ha euxigHomy pisHi 30 (53,6%) naujenTis y AeHb 1
BiANOBIAaNM BU3HAYEHUM NPOTOKOMIOM KpuTepiam TMA 3rigHo 3
pe3ynbTaTamu aHanisy, OTPUMaHUMK B LIeHTpabHI nabopaTopii.
CepepHiil Bik HA MOMEHT NOABK NepLlmnx cumntomis alYC cTaHOBUB
41,49 poky. Ha BuxigHoMy piBHi (NnpoTAarom 5 gHis nicna BBefeHHA
neplwoi Ao3u pasynisymaby) 29 (51,8%) i3 56 naujienTis y MMNA
OTPUMYBA/IM remogiani3 y 38"A3Ky 3 HUPKOBOIO HELOCTaTHICTHO,
cnpuunHeHoto alYC. Bicim (14,3%) nauieHTiB nepeHecu
TPaHCN/AaHTaLil0 HUPKK A0 Y4acCTi B A0ChiAKeHHi. binbwicTe
nauieHTie (48 i3 56 nauieHTis), obcTeeHUX Ha BUXigHOMY PiBHI, Manu
XXH 4 abo 5 crapaji, npu ubomy 39 (72,2%) nauieHTis manu 5 cragito.

20. Peaynbtat epekTUBHOCTI

Mepioa NOYaTKOBOI OLLIHKK

- MpoTtAarom nepiogy NO4aTKOBOI OLiHKKM NOBHaA BiAnNoBiAb TMA
(nepBuHHa KiHUEBa TOUKa edeKTUBHOCTI) Byna pocarHyTa B 53,6%
(30/56) nauienTis y MMNA (95% A]: 39,6%; 67,5%). MeaiaHa 4acy go
nosHoi signosiai TMA ctaHoeuna 86 AHiB nicna BBeAeHHA nepLuoil
103K paBynizymaby.

o MpoTtarom nepiogy NO4aTKOBOT OLiHKKM HOpManisauii
reMaToNoriYyHWX NOKa3HMKIB, WO BU3HAYaANACA AK HOpPManisauia
pisHis AT i rpomboumTis, gocarnu 73,2% (41/56) naujieHTis, npu
LbOMY piBeHb TpoMBoOLMTIB Hopmanidysasca y 83,9% (47/56)
naujieHTis, piseHb IAI — vy 76,8% (43/56) naujieHTiB.

o MpoTarom nepioay NOYaTKOBOI OLUiHKKM NiABULLEHHA PiBHA
KpeaTuHiHy B CMPOBATLi KpOBi Ha 225% Big, BUXiAHOIO 3HA4YeHHA
lpocarnm 58,9% (33/56) naujeHTig.

- NpoTarom nepiogy NOYaTKOBOI OLiHKK BiANOBiAb remornobiny
(nigBuweHHs pisHA remornobiny Ha 220 r/n Big BUXIAHOTO 3HAYEHHS
3 NigTBEPAMKYBANbHUM pe3ynbTaTom) BiazHavanacay 71,4% (40/56)
nayieHTIB.

- ¥ 18 3 25 nauieHTiB, AKI HA NOYATKY Nepiogy NOYaTKOBOI OLiHKK
nepebysanu Ha gianisi, oro 3actocyBaHHa Byno npunuHeHo. Wectu
nauieHTam byno po3noyarto Aianis npoTArom nepiogy NoYaTKoBOI
OLiHKW; TPLOM i3 umnx 6 nauienTie agianis 6yno posnoyaro Ta
NPUNUHEHO NPOTArOM Nepioay NOYaTKOBOI OLIHKM,

- 3MEHLWEeHHA CTyneHs TAXKocTi XXH cnoctepiranocs y 68,1% (32/47)
NaujienTiB i3 HAABHUMM JaHUMKU HA MOMEHT BK/TIOYEHHA B
LOCNIAXKEeHHA Ta Ha AeHb 183, B TOMy 4uChi y 6 NALIEHTIB, Y AKUX
Bigbynoca noninweHHa Big TCHH A0 HOpManbHOT GYHKLT HUPOK
(tobro, Ha 5 cTaaiit XXH). o Cepeana pLUK® 3pocna 3 4
15,86 mn/xB/1,73 M? Ha NOYaTKy AOCNIKEHHA A0 "
51,83 mn/x8/1,73 m? HanpuKiHLi nepioy NOYaTKOBOI OLHK

(aeHb 183). 0 Y 19 3 30 nauienTis i3 nosHolo Bignosiaaw TWIA |
bYyHKLIA HUPOK NPOAOBXKYBana NoAinNLyBaTUCA NiCNs AOCH HEHHA
noBHoOI Bignosigi TMA, Wo ouiHKBaN0oCA 3a NONINWEeHHA éia,ni'l' XXH
Bif, Yacy HacTaHHA NoBHOI Bignosiai TMA ao aHa 183 ;




\naHumu, CepeHE NONINWEHHA NOKAa3HMKIB 3@ ONUTYBaNbHUKaMMK
FACIT-Broma Ta EQ-5D-3L Big BuXigHOro pisHa go axa 183
craHosuno 19,15 ta 0,22 6ana eignosigHo.

21. Pesaynbrati 6e3neku

- PaBynizymab nobpe nepeHOCUBCA Nif Yac AoChimpKeHH:, bes
HeouikyBaHuX npobnem 6eanekn y 58 nOpoCAUX NALIEHTIB, AKi
paHille He 3acTOCOBYBanM iHriBITOPM KOMNAEMEHTY Ta OTPUMYBaANK
NiKYBaHHA NPOTArOM 267 TUXKHIB.

- HauacTiwmmu NA (npo Aki nosigomnanu npuHanmMHi oAnH pas
npoTarom gocnigxeHHa >20% naujieHTis) 6ynu ronosHui binb,
niapen, 6a10BaHHA, HYAO0Ta, apTpanria, rinepreHsia, rapAYvKka, Kawenb,
3aAMLIKa Ta iIHDEeKUiA CeYOBUBIAHUX LNAXIB.

- MpoTarom nepiogy NOYaTKOBOI OUiHKKM ByN0 3apeecTpoBaHo YoTUPU
BUNaAKu cmepTi: 1 BUnaaok cmepti ctasea BHacnigok CIMA, HaaBHOro
40 NoYaTKy NikyBaHHA (Tpombo3 MO3KOBOT apTepii), a 3 BUnaaku
cmepTi Bynu cnpuunueHi CMNA, Wo BUHUKNO NiAa vac NikyBaHHA
(cenTUUYHUA WOK — 2 NaUiEHTH; BHYTPILLHbOYEPENHUIA KPOBOBUIUB
— 1 naujeHT). OAuUH NauieHT nomep (rocTpa cepuesa HeA0CTaTHICTb)
nig, Yac 40AaTKOBOro nepiody. 3a OUiHKOIO AOCNIAHUKIB, XKOAEH i3
BUNaAKiB cMepTi He 6yB NOB'A3aHMI i3 3aCTOCYBaHHAM paBynizymaby.
- Y 38 (65,5%) nauieHTiB BUHUKNO WoHaimeHwe 1 CMA (138 asuwy);
HakuacTtiwmmmu CNA 6yamn nHesmoHiA (n = 5; 8,6%), TepmiHanbHa
CTafif HUPKOBOI HeAOCTaTHOCTI Ta rinepTeHsia (n = 3; 5,2% ans
KOMHOro ABMLWa). Y Tpbox nauieHTiB BuHuKAK ClNA, aki, 33 ouiHKOO
nocnigHukie, mornu ByTi nos’asani 3 pasynisymabom: B 1 nauieHTa
— ewepuxio3Hui nienoHedpuT Ta nekoneHisa, B 1 — imyHHa
TpombouuMTOneHiYHa nypnypa, 8 1 — nHeBMOHIA Ta 6ynbo3HUiA

e PMaTHT.

- Tpoe (5,2%) nayieHTiB NPUNUHUAKM NPUIAOM AOCAIAXKYBAHOMO
npenaparty Ta Bubynu 3 gocnigkeHHs yepes CMNA (ayTtoimyHHa
reMoniTUYHa aHeMmis, BHYTPilWHbOYEPENHUI KPOBOBUIMB Ta iIMyHHA
TpombouunToneHiyHa nypnypa).

- BuUnaakiB MeHiHroKoKoBOI iHdeKLii 3apeecTpoBaHo He 6yno.

-Mig yac nikyBaHHA cnocTepiranoca 2 Bunagku (3,4%) NO3UTUBHOrO
pesynbTaTy TecTy Ha AJ13; aHTUTING Manu HU3bKI TUTPK, HEe Byaun
HeWTPanNi3ylouMMi Ta He YUHUAKM NOMITHOTO BNAKBY Ha @K, ®[] abo

besneky.

S
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22. BUCHOBOK (3aKNtO4eHHA)

- PaBynisymab gobpe nepeHOCHMBCA NALIEHTaMKU NPOTATOM YCbOro
pocnipkerHn, 6es HeouikysaHux npobnem Besnekun y 58 gopocamx
naujeHTis 3 alYC, AKi paHilue He OTPUMYBaNM NikyBaHHA iHribitopamu
KomnaemeHTy. Cnoctepexysanuii npodinb 6eaneku signosigas
BcTaHoBneHomy npodinto 6e3neku pasynizymaby.

- [lo3yBaHHA pasynizymaby Ha ocHOBi macy Tina 3abeaneuysano HeraiHe,
noBHe Ta CTilKe iHribyBaHHA KIHLEBOro KOMNOHEHTa KOMNAEMEHTY B
AOPOCANX NALIEHTIB i3 KOMNNEMEHT-ONOCEPEAKOBAHOKD TMA, npo wpo
CBiAYMN0 3HMKEHHA PiBHA BiabHOro C5 y cMpoBaTui KpoBi.

- MNoBsHa BignoBiab TMA, Wo BM3Ha4Yanaca Ak Hopmanisauia pisHis NAr i
TpoMBOUMTIB i3 NiABULLEHHAM PIBHA CUPOBATKOBOTO KPeaTHHIHY
WwoHaWmeHwe Ha 25%, Byna pocardyta y 53,6% naujienTis (95% [I: 39,6%;
67,5%) Ha TvKHI 26. MpoTArom A40AATKOBOTO nepioay we 6 nauieHTis
[lOCArNK NOBHOI Bignosiai TMA, 36inbwumsium Wwo YacTky a0 64,3% (95% 4|
50,8%; 77,7%).

- 3aKNI0YHKUIA aHani3 epeKTUBHOCTI B NoNynALji BCIX yYaCHUKIB AOCNIXKEHHA,
AKi OTpMMYBanu pasynisymab y cepegnbomy npotarom 130,36 THKHA,
niaTBepaMB A0BrOCTPOKOBY BigNoBiAb Ha NikyBaHHA (To6TO, KOHTPOAL TMA)
Ta KNIHIYHY KOPKUCTL Y BUrNAAI NONINWEHHA GYHKLIT HUPOK, BU3HAYEHOrO 32
pLUK®D.,

- Kpim Toro, nauieHTu, ski oTpumyBsanu pasynisymab, nosigomnanu npo
KNiHIYHO 3HaYyLLe 3MEHLLEHHA BTOMMK, AKke 36epiranoca nicna nepioay
MoYaTKOBOI OUIHKM,

- PaBynisymab pobpe nepeHoCHMBCA B Ui NONYAAUIT KPUTUYHO XBOPUX
nauienTis. CnpuaTameuin npodinb KOPUCTI/PU3KUKY pasynisymaby B Lbomy
AOCNigKeHHI niaTBepaXYE AOUINLHICTL MOr0 3aCTOCYBAHHA ANA NiKYBaHHA
popocnux naujienTis 3 alyC.

3aABHUK (BNaCHUK
PEECTPALIMHOrO NOCBIAYEHHA)

/nianuc/

(nignuc)
KarapiHa lapno (Katherine Garlo)

(nig)




Annex 30

to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-
Registration) and for Expert Evaluation
of Materials about Introduction of
Changes to Registration Materials during
the Validity Period of Registration
Certificate (item 4 section IV)

Clinical study report Ne3

ALXN1210-PNH-302

1. Name of medicinal product{ULTOMIRIS®

(registration certificate Ne, if |(INN-ravulizumab)
available)
2. Applicant ALEXION EUROPE SAS

| . ’ 103-105 rue Anatole France, 92300 Levallois-Perret, France

3. Manufacturer atch release of finished product

Alexion Pharma International Operations Limited

‘ [Alexion Dublin Manufacturing Facility (ADMF). College
Business and Technology Park, Blanchardstown Road North,
Dublin 15, D15 R925, Ireland

4. Studies conducted: *yes no ifno, please justify

1) type of medicinal product, | Medicinal product with complete dossier (stand-alone dossier).
which has been or will be Other. New active substance

j registered
5. Title of clinical trial, code JALXN1210-PNH-302: A Phase 3, Randomized, Open-Label, Active-
number of clinical trial Controlled Study of ALXNI1210 Versus Eculizumab in Adult Patients
'With Paroxysmal Noctumal Hemoglobinuria (PNH) Currently
Treated With Eculizumab

6. Phase of clinical trial 3
7. Period of clinical trial From 05 Jun 2017 (first patient treated) till 08 Apr 2022 (last patient
completed last visit).

8. Countries, where clinical |70 sites were initiated, of which 52 sites in 12 countries screened
trial has been conducted patients. Patients were enrolled at 49 sites in 11 countries (Australia,
Canada, France, Germany, Italy, Japan, Netherlands, Republic of
Korea, Spain, United Kingdom, and United States).

9. Number of trial subjects  |Planned: 192 patients; 96 patients per treatment group (ravulizumab
and eculizumab).

Analyzed: 195 treated patients; 97 in the ravulizumab treatment group
and 98 in the eculizumab treatment group.

10. Objective and secondary |Primary: The primary objective of this study was to assess the
endpoints of clinical trial noninferiority of ravulizumab compared to eculizumab in adult

| patients with PNH who were clinically stable after having been

‘ treated with eculizumab for at least the past 6 months.

| Noninferiority would be claimed if after 26 weeks of treatment the
upper bound of the 95% confidence interval (CI) for the difference
\

(ravulizumab — eculizumab) in percent change in lactate
dehydrogenase (LDH) level was less than 15%.
Secondary: The secondary objectives of this study were as follows:




» To characterize the safety and tolerability of ravulizumab in patients
who switched from eculizumab to ravulizumab

» To evaluate the efficacy of ravulizumab by additional efficacy
measures

» To characterize the pharmacokinetics (PK)/pharmacodynamics (PD)
and immunogenicity of ravulizumab

= To evaluate the long-term safety and efficacy of ravulizumab

11. Clinical trial design

Study ALXNI1210-PNH-302 was a Phase 3, open-label, randomized,
active-controlled, multicenter study to evaluate the safety and efficacy
of ravulizumab versus eculizumab administered by IV infusion to
adult patients with PNH who were clinically stable after having been
treated with eculizumab for at least the previous 6 months. The study
was to enroll approximately 192 patients (96 patients per treatment
eroup). The study consisted of an up to 4-week Screening Period, a
26-week Randomized Treatment Period (also referred to as the
Primary Evaluation Period), and an Extension Period of up to 3 years.

12. Main inclusion criteria

1.Male or female, 18 years of age or older at the time of consent.

2. Treated with eculizumab according to the labeiled dosing
recommendation for PNH for at least 6 months prior to Day 1.

3. LDH level < 1.5 x the ULN at screening. Sample must have been
obtained on a scheduled eculizamab dosing day prior to dose

ladministration (ie, at trough eculizumab level) and analyzed by the

central laboratory.

4. Documented diagnosis of PNH, confirmed by high sensitivity flow
cytometry evaluation (Borowitz, 2010) of RBCs and white blood cells
(WBCs), with granulocyte or monocyte clone size of > 5%.

5. To reduce the risk of meningococcal infection (Neisseria
meningitidis), all patients were required to have been vaccinated
against meningococcal infections within 3 years prior to, or at the
time of, initiating study drug. Patients who initiated study drug
treatment less than 2 weeks after receiving a meningococcal vaccine
were required to have received treatment with appropriate
prophylactic antibiotics until 2 weeks after vaccination.

6. Female patients of childbearing potential and male patients with
female partners of childbearing potential must have followed
protocol-specified guidance) for avoiding pregnancy while on
treatment in this study and for 8 months after the last dose of study
drug

7. Patients must have been willing and abie to give written informed
consent and to comply with all study visits and procedures, including
the use of any data collection device(s) to directly record patient data.

13. Investigational medicinal
product, mode of
administration, strength

Ravulizumab was supplied as a sterile, preservative-free 10 mg/mL
solution in single-use vials, designed for administration via IV
infusion by diluting into commercially available saline (0.9% sodium
chloride injection)

14. Reference product, dose,
mode of administration and
strength

Eculizumab was supplied as a sterile, preservative-free 10 mg/mL
solution in single-use vials, designed for administration via IV
infusion by diluting into commercially available saline (0.9% sodium
chloride injection).

15. Concomitant therapy

Concomitant Therapy — Primary Evaluation Period

During the Primary Evaluation Period, 98.5% of patients (99.0% in
the ravulizumab group and 98.0% in the eculizumab group) took at
least 1 concomitant medication (Table 14.1.5.1.2.e0s). The most

commonly reported (> 10% of patients) groupings of concomitant




medications were vitamin B12 and folic acid (64.1%), beta-lactam
antibacterials (penicillins) (53.8%), other analgesics and antipyretics
(38.5%), bacterial vaccines (30.3%), antithrombotic agents (23.6%),

[viral vaccines (21.0%), drugs for peptic ulcer and gastro-esophageal

reflux disease (20.5%), quinolone antibacterials {16.9%), anti-
inflammatory and antirheumatic products, nonsteroids (13.8%) and
opioids (11.8%). During the study, 30.3% of patients underwent a
nonpharmacologic therapy or medical procedure.

Concomitant Therapy —Ravulizumab Treatment

A total of 98.4% of patients (Rav/Rav group: 100.0%; Ecu/Rav
group: 96.8%) took at least I concomitant medication (Table
14.1.5.1.9.e0s). The most commeonly reported (> 10% of patients)
groupings of concomitant medications were bacterial vaccines
(66.1%), other analgesics and antipyretics (54.2%), beta-lactam
antibacterials, penicillins (51.6%), vitamin B12 and folic.acid
(45.3%), viral vaccines (41.1%), quinolone antibacterials and
antithrombotic agents (28.1%, each), drugs for peptic ulcer and
gastro-oesophageal reflux disease {27.1%), other beta-lactam
antibacterials (25.5%), anti-inflammatory and antirheumatic products,
non-steroids (25.0%), opioids (24.0%), antihistamines for systemic
use (18.8%), corticosteroids for systemic use, plain (16.1%), other
antibacterials (13.5%), expectorants, excl. combinations with cough
suppressants (13.0%), direct acting antivirals (12.0%), iron
preparations (10.9%), and immunosuppressants, cough suppressants,
excl. combinations with expectorants and all other therapeutic
products (10.4%, each). During the study, 72.9% of patients
underwent a nonpharmacologic therapy or procedure.

16. Criteria for evaluation
efficacy

Primary Endpoint

— Hemolysis as directly measured by percent change in LDH from
baseline to Day 183 (Week 26)

» Key Secondary Endpoints (tested in a hierarchical manner) for
Primary Evaluation Period

— Proportion of patients with breakthrough hemolysis (BTH), defined
as at least one new or worsening symptom or sign of intravascular
hemolysis (fatigue, hemoglobinuria, abdominal pain, shortness of
breath [dyspnea], anemia [hemoglobin < 10 g/dL], major adverse
vascular event [MAVE] including thrombosis, dysphagia, or erectile
dysfunction) in the presence of elevated LDH > 2 x ULN

— Change in quality of life {QoL.) assessed via the Functional
Assessment of Chronic Illness Therapy (FACIT)-Fatigue Scale,
Version 4, from baseline to Day 183 (Week 26)

— Transfusion avoidance, defined as the proportion of patients who
remained transfusion-free and did not require a transfission as per
protocol-specified guidelines from baseline to Day 183 (Week 26)

— Proportion of patients with stabilized hemoglobin, defined as
avoidance of a > 2 g/dL decrease in hemoglobin level from baseline
in the absence of transfusion measured from baseline to Day 183
(Week 26)

« Other Secondary Endpoints for Primary Evaluation Period

— Total number of units of pRBC transfused from baseline to Day 183
(Week 26)

— Proportion of patients with LDH in the normal range (LDH-N) at

Day 183 (Week 26)




— Change in the European Organisation for Research and Treatment
of Cancer (EORTC) Quality of Life Questionnaire-Core 30 scale
(QLQ-C30), Version 3.0, from baseline to Day 183 (Week 26)

— Change in clinical manifestations of PNH (fatigue, hemoglobinuria,
abdominal pain, shortness of breath, chest pain, dysphagia, and
erectile dysfunction) from baseline to Day 183 (Week 26)

— Proportion of patients experiencing MAVEs from baseline to Day
183 (Week 26)

* Secondary Endpoints.for End of Study

— Percentage change in LDH from baseline to end of study (EOS)

— Proportion of patients with BTH, defined as at least 1 new or
worsening symptom or sign of intravascular hemolysts (fatigue,
hemoglobinuria, abdominal pain, shortness of breath [dyspnea],
anemia [hemoglobin < 10 g/dL], MAVE, including thrombosis,
dysphagia, or erectile dysfunction) in the presence of elevated LDH >
2 x LN through EOS

— Change in QoL assessed via the FACIT-Fatigue Scale, Version 4,
from baseline to EQS '

— Proportion of patients with transfusion avoidance (TA), defined as
the proportion of patients who remain transfusion-free and do not
require a transfusion as per protocol-specified guidelines from
baseline to EOS

— Proportion of patients with stabilized hemoglobin, defined as
avoidance of a > 2 g/dL decrease in hemoglobin level from baseline
in the absence of transfusion from baseline to EOS

— Change in the EORTC QLQ-C30, Version 3.0, from baseline to
EOS

— Total number of units of pRBCs transfused from baseline to EOS
— Proportion of patients with LDH in normal range from baseline to
EOS

— Change in clinical manifestations of PNH fatigue, hemoglobinuria,
abdominal pain, shortness of breath, chest pain, dysphagia, and
erectile dysfunction) from baseline to EOS

— Proportion of patients experiencing MAVEs from baseline to EOS

17. Criteria for evaluation
safety

- The safety and tolerability of ravulizumab compared with
eculizumab during the Primary Evaluation Period were evaluated by
physical examinations, vital signs, electrocardiograms (ECGs),
laboratory assessments, and incidence of adverse events (AEs) and
serious adverse events (SAEs).

- The long-term safety and tolerability of ravulizumab were evaluated
by physical examinations, vital signs, ECGs, laboratory assessments,
and incidence of AEs and SAEs during the entire study period.

- The proportion of patients who developed antidrug antibodies
(ADAs) was assessed over time.

18. Statistical methods

For categorical variables, frequencies and percentages were presented
by treatment group and overall. For continuous variables, descriptive
statistics (n, mean, median, SD, minimum, maximum) were presented
by treatment group and overall. For all analyses and summaries, the
randomization stratification variable refers to the observed transfusion|
history

19. Demographic indices of
studied population (sex, age,
race, ete.)

There were no noteworthy differences between treatment groups in
demographic characteristics. In the total population, 50.3% of patients
were male and the mean age was 47.7 years at time of first in-study
infusion. The majority of patients (86.7%) were 18 to 65 years of age
at the time of first infusion; 13.3% of patients were > 65 years of age.

In the total population, 56.9% of patients were White, and 21.5%




were Asian (6.2% were of Japanese descent). Most patients had a
baseline weight category > 60 kg to < 100 kg; the overall mean
weight was 72.9 kg,

20. Efficacy results

Primary Evaluation Period

» The primary endpoint, percent change in LDH from baseline to Day
183, met the primary objective of statistically significant
noninferiority of ravulizumab compared to eculizumab. The point
estimate for the difference between treatment groups favored
ravulizumab.

— The LS mean (SEM) percent change in LDH was -0.82% (3.033%)
for ravulizumab and 8.39% (3.041%) for eculizumab. The LS mean
difference between treatment arms was -9.21% (95% CI: -18.84%,
0.42%). The upper bound of the 95% CI was less than the protocol-
specified NIM of 15%.

» Ravulizumab also achieved statistically significant noninferiority
compared to eculizumab for all 4 key secondary endpoints. The point
estimates for the differences between treatment groups favored
ravulizumab for all key secondary endpoints.

— Breakthrough hemolysis was experienced by none of the patients in
the ravulizamab group and 5.1% of patients in the eculizumab group.
The difference between treatment groups in the proportion of patients
who experienced BTH was -5.1% (95% CI: -18.99%, 8.89%). The
upper bound of the 95% CI was less than the protocol-specified NIM
of 20%.

— Mean change in FACIT-Fatigue total score from baseline to Day
183 was 2.01 for the ravulizumab group and 0.54 for the eculizumab
group. The LS mean difference between treatment groups was 1.47
(95% CI: -0.21, 3.15). The lower bound of the 95% CI was greater
than the protocol-specified NIM of -3.

— Transfusion avoidance through Day 183 was achieved by 87.6% of
patients in the ravulizumab group and 82.7% of patients in the
cculizumab group. The lower bound of the 95% CI of the 5.5%
treatment difference (95% CI: -4.27%, 15.68%) was greater than the
protocol-specified NIM of -20%.

— Hemoglobin stabilization through Day 183 was achieved by 76.3%
of patients in the ravulizumab group and 75.5% of patients in the
eculizumab group. The difference between treatment groups was
1.4% (95% CI: -10.41%, 13.31%). The lower bound of the 95% CI
was

greater than the protocol-specified NIM of -20%.

» Because statistically significant noninferiority was achieved for the
primary endpoint and all 4 key secondary endpoints, the prespecified
hierarchical testing order continued with superiority testing of percent
change from baseline in LDH. The assessment of the treatment
difference for superiority resulted in p-value = 0.0583 which did not
reach the prespecified significance threshold for superiority (p < 0.05)
and therefore no additional superiority testing was conducted.

» Subgroup analyses were performed for the observed stratification
variable of transfusion history and for sex, race, region, and age for
the primary endpoint and key secondary endpoints. No sensitive
subgroups were identified in these analyses. The point estimates for
all subgroups favored ravulizumab.

IThrough End of Study

* Responses observed during the Primary Evaluation Period were
maintained throughout the duration of the study for the primary
endpoint and all of the secondary efficacy and quality of life
endpoints.

21. Safety results

Primary Evaluation Period




» Ravulizumab was safe and well tolerated in this study with a safety
profile similar to eculizumab in eculizumab-experienced adult
patients with stable PNH.

» The most frequently reported nonserious AE was headache, which
was experienced by 26.8% of patients in the ravulizumab group and
17.3% of patients in the eculizumab group. The majority of these
headaches were Grade 1 or 2 in severity and did not require treatment.
* No patients died or discontinued study drug due to AEs in the
Primary Evaluation Period.

» Serious AEs were experienced by 4.1% of patients in the
ravulizumab group and 8.2% of patients in the eculizumab group.

» No meningococcal infections were reported.

* No immunogenicity was observed in patients treated with
ravulizumab.

Ravulizumab Treatment

» The most frequently reported (> 20% of all patients} AEs during
ravulizumab treatment were headache (31.3%), nasopharyngitis
(30.2%), upper respiratory tract infection (27.6%), fatigue (21.4%),
and pyrexia (20.8%).

= Three patients died (renal cancer metastatic, lung cancer metastatic,
and Escherichia sepsis), and none were assessed to be related to
ravulizumab by the Investigator.

* One patient discontinued study drug (lung cancer metastatic) and 1
patient withdrew from the study (bone marrow failure} during the
Extension Period.

« Three patients had AEs that met the protocol-specified criteria for
MAVE {(deep vein thrombosis; thrombophlebitis; and cerebral
infarction)

» No meningococcal infections were reported.

* There were no treatment-emergent ADA-positive responses reported
during long-term ravulizumab treatment through the end of the study.

22. Conclusion (summary)

The favorable benefit/risk profile of ravulizumab in this study
demonstrates that patients with PNH may be safely and effectively
switched from eculizumab to ravulizumab.

Primary Evaluation Period

- For the primary endpoint and all 4 key secondary efficacy endpoints,
ravulizumab achieved statistically significant noninferiority compared
to eculizumab, with treatment differences

consistently favoring ravulizumab.

- Compared to eculizumab, ravulizumab provided better disease
control as evidenced by complete and sustained inhibition of terminal
complement throughout the entire 26-week treatment period with no
events of BTH.

Ravulizumab Treatment

- Disease control achieved during the initial 26 weeks of ravulizumab
treatment was maintained up to 4 years of ravulizumab treatment.

- Ravulizumab treatment resulted in complete terminal complement
inhibition as evidenced by free C5 levels below 0.5 pg/mL in all
patients at all times.

- The frequency of BTH events over time during ravulizumab
treatment in the Extension period was consistent with the known
profile of ravulizumab.

- Ravulizumab continued to be well tolerated and demonstrated the
same benefit risk profile through the Extension Period as observed
during the Primary Evaluation Period.

Applicant (registration
certificate holder)

Full Name: Yogesh Patel
M




ALXN1210-PNH-302

Jopatok 30

Ao MopagKy NnposefeHHA eKCcnepTusu
peecTpauiiHux maTepianis Ha NikapcbKi
3acobu, Wo NoJalTLCA Ha AepHaBHy
peecTpauio (nepepeecTpadito), a TakoX
eKCnepTU3u matepianis Npo BHECEHHA
3MiH O peecTpauiiHux matepianis

NPOTArOM Ajii peECTpauiinHoro
noceia4YeHHA (NyHKT 4 po3ainy V)

3siT npo KniHiyHe BunpobysaHHA Ne 3

1. Hazea nikapcbkoro 3acoby
(3a HarBHOCTI — HOMep
peecTpauifHOro NoceigueHHA)

YIbTOMIPIC (ULTOMIRIS®) (mixHapoaHa HenaTeHTOBaHa Hasga —
pasynizymab)

2. 3aABHUK CnpoueHe akujioHepHe ToBapuctso AJIEKCIOH HOPOI
(ALEXION EUROPE SAS)
103-105 py AHnatonb Ppanc, 92300 Jlesannya-MNeppe, PpaHuisa
(103-105 rue Anatole France, 92300 Levallois Perret, France)
3. BUpobHuK Bunyck cepii 20moeo20 nikapcekozo 3acoby:

AnekcioH ®apma IHTepHewHn OnepeirwH3 Nimites
(Alexion Pharma International Operations Limited)

BupobHuui notyxHocTi Anekciod 8 Oybnivi (ADMF):
Konepyx bBisHec enp TexHonoaki MNMapk, BhanuwapacrayH Poya Hopr,
Ly6nin 15, D15 R925, lpnangis

(Alexion Dublin Manufacturing Facility (ADMF):
College Business and Technology Park, Blanchardstown Road North,
Dublin 15, D15 R925, Ireland)

4. MNposeaeHi pocnigKeHHA:

*TaK Hi  AKWO Hi, o6rpyHTYBaTH

1) Tun nikapcbKoro 3acoby, 3a
AKUM nposoaunaca abo
NAAHYETLCA PeECTpaLin

NikapcbKkui 3acib 3a NOBHUM A0CbE (aBTOHOMHE A0CkE). IHwWwe. Hoea
Aio4ya peyoBuHa

5. loBHa Ha3Ba KniHiYHOro
BUNPOBYBaHHA, KOAOBaHUIA
HOMEp KNIHIYHOrO
BUNpobyBaHHA

PanpomizosaHe, BigKpUTe, KOHTPO/IbOBAHE 33 AaKTUBHUM
npenapaTom gocnigeHHA ¢asu 3 3 OLiHKK 3aCTOCYBaHHA Npenapary
ALXN1210 nopisHAHO 3 eKyni3ymabom y AOpOCAUX NaLiEHTIB i3
NapoKCM3ManbHOIO HiYHOIW remornobinypieto (MHT), aki Ha NOTOYHKIA
MOMEHT OTPUMYBANU NiKYBaHHA eKyNnisymabom

6. ®a3a KniHiYHoro
BUNPOOyBaHHA

3

b

fepgknay

Bakyn A.QY.

IpHO

TATOPHUX NUTaMb

X i Mignwc
baxiseub 3 pe

20 p.




7. Nepiog npoBeaeHHA
KNiHiYHOro BUNpobyBaHHs

3 05 yepsHa 2017 p. (Nneplwwni NaLieHT po3noYaB NikyBaHHA) A0
08 kBiTHA 2022 p. (OCTaHHINA BI3UT OCTAHHLOTO NaLjieHTa).

8. KpaiHu, ae nposogunoca
KNiHiYHe BunpobyBaHHA

LocnigeHHa Byno iHiyiliosaHe B 70 4OCNiAHMUbBKUX LE@HTPaX, i3 AKKUX
52 ueHTpu B 12 KpaiHax NPOBOAWAKM CKPUHIHT NauieHTiB. MNauieHTiB
Habupanu y 49 pocnigHuubKKx ueHTpax 8 11 kpaiHax (Asctpanis,
Kanaga, ®paHuin, Himeuunna, Itanis, Anowria, Higepnanau
Pecny6nika Kopes, Icnania, CnonyueHe Koponisctso Ta CLUA).

9. KinbKicTb gocnigxyBaHux

1I3annaHoBaHo: 192 nauieHT; 96 NaUiEHTIB Ha OAHY rpyny NiKyBaHHA

(pasynisymab Ta ekynisymab).

\NpoaHanizoBaHo: MNMponikosaHo 195 nauieHTis; 97 nawieHTis y rpyni

NikyBaHHA paBynisymabom i 98 — y rpyni nikyBaHHa eKynisymabom.

10. MeTa Ta BTOPUHHI wini
KAiHiYHOro BUNpPO6YyBaHHA

OcHoBHa meTa: OCHOBHa MeTa UbOro AOCNIAMEHHA NNonarana B Tomy,
Wob OuiHUTU He MeHLWY epeKTUBHICTL paBynisymaby NopiBHAHO 3
ekynisymabom y gopocnux nauieHTis i3 MHI, aki nepebysanu B
KNiHivHO cTabinbHOMY CTaHi nicns NikyBaHHA ekynizymabom nporarom
LOHaiimeHLwe 6 ocTaHHix micauis.

He meHwWwy epeKTUBHICTL MOXHa Byno niaTBEpAUTH, AKLLO NICAA

26 TWXKHIB NiKyBaHHA BepXHA Mexa 95% aosipyoro iHTepsany (A1)
pi3HMUi (MiX rpynamu pasynizymaby Ta ekynizymaby) y BiacoTKOBIN
3MmiHi piBHA nakTatgerigporenasw (/145) 6yna meHwe Hix 15%.
BTopuHHi uini: BTopuHHI Wini A0CAIAKEHHA NoAAranu B Tomy, wob:

e OxapakrepumaysaTu HesneyHicTb i nepeHoCMMIcTb pasynisymaby B
NawieHTiB, AKI Nepeiwnu 3 ekynisymaby Ha pasynizymab

e OuiHuTH edeKTUBHICTL paBynizymaby 3a A04ATKOBUMM
NOKasHMKamu ePpeKTUBHOCTI

* OxapaKkrepuayBaTn dhapmakokiHeTuky (PK)/papmakoguHamiry
(®A) Ta imyHOreHHicTb pasynizymaby

e OUiHUTK AOBrocTPOKOBY 6e3neuHicTb Ta eHeKTUBHICTb
pasynisymaby

11. [in3aitH KniHiYHOro
BUNpobyBaHHA

LocnigkernHa ALXN1210-PNH-302 6yno Bigkputum,
PaHAOMI30BaHUM, KOHTPO/ILOBAHMM 33 aKTUBHUM NpenapaTom,
baraTtoueHTpoBUM gocniaKeHHAM (Bazu 3 3 MeTOH OLLIHKK
He3neyHoCTi Ta epeKTMBHOCTI paBynizymaby NopiBHAHO 3
eKkynisymabom, Lo BBOAUNUCA LINAXOM BHYTRIWHbOBEHHOT iHDY3Ii
Aopocnum nauieHTam i3 MHT, aki nepebysanu B KAiHIYHO
ctabinbHOMY CTaHi NicnA NikyBaHHA ekynisymabom npoTtarom
uioHalimeHLwe 6 nonepeaHix micauis. Y 4OCnigKeHHA nnaHyBanocs
BKAOYMTH NpubnmnsHo 192 nauieHTis (96 naujieHTiB Ha oaHy rpyny
nikyBaHHA). JocnigmeHHa CKNaganoca 3 nepioay CKpUHiHry
TPUBANICTIO A0 4 TUXKHIB, Nepiody paHAOMI30BaHOrO NiKyBaHHA
TPUBANICTIO 26 TUXKHIB (AKWIA TAKOX Ha3WBABCA NepioAOoM NOYaTKOBO!
OUiHKM) Ta AOAATKOBOTO NepioAy TPMBANICTIO A0 3 POKiB.




12. OcHOBHI KpuTepii
BK/IIOYEHHA

1.MauienTn obox cTateil BiKOM WoHaimeHWe 18 poKiB Ha MOMEHT
HaAaHHA 3roAM Ha y4acTb Y AOCNIAKEHHI.

2. NikyBaHHA eKynisymabom BianoBigHO A0 3aTBEpAKEHUX
pekomeHaauii woao aosyeaHHa npu MHI npoTtarom woHaimeHLwe
6 micauis Ao 1-ro AHA AOCNIAMEHHA.

3. Pisenb 16 1,5 x BMH (BepxHa mexa HOpMU) Ha MOMEHT
CKPUHIHrY. 3pa3ok mas ByTu B3ATUIA y 3anNaHOBaHUW A€Hb
3acTocyBaHHA ekynisymaby nepep sseseHHAM 1034 (To6TO, Npu
MiHIManbHi KOHUEHTpaLii NpenapaTy B KPOBi) Ta NpoaHanisoBaHui y
LeHTpanbHii nabopaTtopii.

4. 3apokymeHTOBaHUI giarHo3 MHI, niagTBepaKeHui
BMCOKOYYT/IMBOI NPOTOYHOK LuTOoMeTpiel (Borowitz, 2010) ans
BM3HAYEHHA PIBHA epUTPOLUTIB (Y4epBOHUX KNiTUH KpoBi — RBC) Ta
nekouumTis (6inmx kKnitMH Kposi — WBC); po3mip KNOHY
rpaHynouuTie abo MOHOLMTIB MaB CTaHOBUTH 25%.

5. L1106 3MeHWKUTH pU3UK MEHIHITOKOKOBOI iHdeKuii (Neisseria
meningitidis), yci nawieHTU Manu oTPUMaTH LLENNEHHA NPOTK
MeHIHIOKOKOBOI iHpeKLii NpOTATOM 3 POKiB A0 NOYATKY 3aCTOCYBAHHA
AOCNiAKYBAHOro Nnpenaparty abo Ha NOYaTKy MOro 3aCTOCYBAHHSA.
MNauieHTH, AKi po3noYnHaNK NiKyBaHHA [OCNIANKYBAHUM NpenapaTom
MeHL HiX Yepe3 2 TUXKHI NicnA BaKUMHALLi NPOTU MEHIHTOKOKOBOI
iHbeKuil, Manu oTpumyBaTK NpodinakTUyHe NiKyBaHHA BigNOBIAHUMMU
aHTMBIOTUKaMM, AOKM 3 MOMEHTY BaKLMHaLii HE MUHE 2 TUMKHI.

6. MauieHTKM 3 AITOPOAHMM NOTEHLiANOM Ta NALIEHTM YONOBIYOT
CTaTi, NapTHEPKU AKUX MaKOTb AITOPOAHUIA NOTEHLian, NOBUHHI Byan
AOTPMMYBATUCA BKA3iBOK, BUSHAUYEHUX NPOTOKONOM, ANA YHUKHEHHA
BariTHOCTI NiA Yac NiKyBaHHA B LbOMY AOCNIAXEHHI Ta NPOTATrom

8 micAauis nicns BBeAEHHA OCTAHHLOT A4,03U A0CNIAKYBAHOrO
npenapary

MauieHTH NoBUHHI Bynn MaTh BaXKaHHA Ta CNPOMOXHICTb HAaAaTK
nUcbMoBY iHGOPMOBaHy 3rofy Ha y4acTb Y AOCNISKEHHI Ta
AoTpumysaTuca rpadika Bi3WUTIB i npoueayp Y Mexax A0CNigHKeHHs, B
TOMY YMCNi BUKOpPUCTOBYBaTK ByAb-AKi npucTpoi gna 360py faHux,
wob 3abezneunTn moxnusicte 6esnocepegHbLOT peecTpauii faHux
naujieHTa.

13. [locnipyBaHuit
nikapcbKuii 3aci6, cnocib
3aCTOCyBaHHA, cuna Aji

PaBynisymab nocrauaeca y BUrnagi CTepuabLHOro posyuHy b6es
KOHcepBaHTiB 10 Mr/mn B 0aHOpa3oBux GnakoHax, AKMin
pPO3BOAUTLCA KOMEPLIMHO JOCTYNHUM i3ioN0riYHUM PO3YMHOM
(HaTpito xnopug 0,9% ana iH ekuii) | BBOAUTLCA WNAXOM B/B iHy3Ii.

14. MNpenapaT NOPiBHAHHA,
[03a, cnocib 3acTocyBaHHA,
cuna aii

Exynisymab nocrayascs y BUrNA4i CTEPUALHOTO po3unHy bes
KoHcepBaHTiB 10 Mr/mn B 0AHOPa30BuX GpNaKkoHaX, AKMM
pPO3BOAUTLCA KOMEPLAHO AOCTYNHUM ¢i3i0N0rYHUM PO3UMHOM
(HaTpito xnopug, 0,9% ana in’ekuiin) | BBOAUTLCA WNAXOM B/B iHDYS3Ii.




15. CynyTHa Tepania CynyTHa Tepania — lNepiog no4aTKOBOI OLiHKK

Mporarom nepiogy noyaTkoBoi ouiHkK 98,5% nauieHTis (99,0% y

| rpyni pasynisymaby Ta 98,0% y rpyni ekynisymaby) otpumysanu
npuHaimHi 1 cynyTHiN nikapcbkuid 3acib (tabnauus 14.1.5.1.2.e0s).
Haibinblu NOWKMPEeHUMU rpynamu CynyTHiX npenaparis
(sactocosysanu 210% nauienTis) 6ynu sitamin B12 i poniesa kucnota
(64,1%), 6eTa-nakramui aHTubakTepianbHi 3acobum (NeHiuuniym)
(53,8%), iHwi 3He6oNIOBaNbHI Ta XapO3HUKYBaNbHi 3acobu (38,5%),
6akTepianbHi BakuuHm (30,3%), aHTHTpoMbOTUYHI 3acobu (23,6%),
BipycHi BakuuHu (21,0%), npenapatu Bif, NenTUYHOI BUPasKu Ta
ractpoesodareansHoi pedniokcHoi xsopobu (20,5%),
aHTMbBaKTepianbHi npenapaTu xiHonoHosoro psaay (16,9%),
HecTepoigHi NpoTM3ananbHi Ta NPOTUPEeBMaTUYHI NnpenapaTu
(13,8%), onioigm (11,8%). Nig vac aocnigkeHHa 30,3% nauieHTis
NPOWLWAK TY YK iHWY HEMEAUKAMEHTO3HY Tepanito abo meguuHy
npoueaypy.

CynyTHa Tepania — JlikyBaHHA paBynizymabom

3aranom 98,4% naujieHTis (rpyna Rav/Rav
[paBynisymab/pasynisymab): 100,0%; rpyna ECU/Rav
[exkynisyma6/pasynizymab): 96,8%) oTpumyBanu npUHaNMHI

1 cynyTHii nikapcbKuid 3acib (Tabanua 14.1.5.1.9.e0s). Haitbinbw
NOLMPEHUMHU Tpynamu CynyTHiX npenaparis (3acrocosysanu 210%
nauieHTis) 6ynu BakTepianbHi BakumHu (66,1%), iHWi 3HebonoBaNbHI
Ta }apOo3HWKYBanbHi 3acobu (54,2%), 6eTa-nakTamHi
aHTubakTepianbHi 3acobu, neHiumnninm (51,6%), sitamin B12 i
¢doniesa kucnota (45,3%), BipycHi BakumHu (41,1%),
aHTMbakTepianbHi npenapaTh XiHONOHOBOTO pAAY Ta
aHTUTPOMBOTHUYHI 3acobu (no 28,1%), npenapaTv Big NeNTUYHOI A3BK
Ta ractpoesodareansHoi pedatokcHoi xsopobu (27,1%), iHwi 6eTa-
naxkTamHi aHTubaKkTepianbHi 3acobu (25,5%), HecTepoiaHi
npoTU3ananbHi Ta NpoTUpeBmaTnuHi npenapatu (25,0%), onioiau
(24,0%), aHTurictamiHHi npenapaTi ANA CUCTEMHOTO 3aCTOCYBaHHA
(18,8%), npocTi KOPTUKOCTEPOIAM ANA CUCTEMHOTO 33CTOCYBaHHSA
(16,1%), iHwi aHTMbakTepianbHi 3acobum (13,5%), BigxapKyBanbHi
3acobu, 3a BUHATKOM KOMBiHaUiit i3 npurHivyBayamu Kawnio (13,0%),
npoTusipycHi 3acobu npamoi aii (12,0%), npenapatu 3anisa (10,9%),
a TaKOoX iIMyHOAEenpecaHTU, NPUrHivyBaYi Kawwnto, 3a BUHATKOM
BiAXapKyBanbHUX npenaparis, Ta bByab-aKi iHWI NikyBanbHi 3acobu
(no 10,4%). Nia yac gocnigkeHHn 72,9% nauieHTiB NPOILLAK Ty UM
iHWY HeMeaMKaMEeHTO3HY Tepanito abo meauuHy npoueaypy.
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16. KpuTepii ouiHKK
edeKTMBHOCTI

MepBrHHA KiHUEBa TOYKa
- Femonis, 6e3nocepegHbO BU3IHAYEHUI 3@ BiJCOTKOBOIO 3MiHOK
KoHUeHTpauii AT sig suxigHoro pisHa Ao AHa 183 (TkaeHb 26)

¢ Kny4oBi BTOPUHHI KiHLEBI TOUKM (OLiHeHi 38 AONOMOro
HaraTopiBHeBOI NpoLeaypu Nepesipku) Ans nepiofy No4YaTKOBOI
OLLIHKMK

- YacTka naujieHTis i3 npopusHum remonisom (M), wo BU3Ha4aBCA AK
noasa abo noripweHHa NPUHaUMHI OAHOr0 CUMNTOMY YW O3HAKK
BHYTPIWHbOCYAUHHOTO remonisy (BToma, remornobinypis, 6inb y
MUBOTI, 3aaMLLIKa [aucnHoe), aHemis [remornobin <10 r/an],
cepiosHe nobiuHe cyauHHe asuwe [B Tomy yncni Tpombos], aucoaria
abo epekTunbHa AncdyHKLiA) 33 HaaBHOCTI nigBueHoro pisHa /141
22 x BMH

— 3minHa aKocTi KutTa (Qol), wo suzHavaeTbea 3a LLKanoo ouiHKK
¢GYHKLIOHaNbHOrO CTaHy NpK NiKyBaHHI XPOHIYHUX 3aXBOPIOBaHb
(FACIT)-Btoma, Bepcia 4, Big BUXigHOro pisHa Ao aHA 183

(TvmpeHs 26)

— YHUKHEHHA TpaHcdy3ii, o BU3HAYAETLCA AK HACTKa NALLIEHTIB, AKUM
He NpoBOAMNOCA NepenuBaHHA KPoBi Ta AKi He noTpebysanu
nepenusaHHA, BiANOBIAHO A0 BKa3iBOK, 3a3HaY€HUX Y NPOTOKONI, Big,
BUXiQHOTO piBHA 40 AHA 183 (TvxaeHb 26)

— YacTka nauienTis 3i crabinisoBaHum pisHem remornobiny, wo
BM3HAYAETLCA AK YHUKHEHHA 3HWKEHHA PiBHA remornobiny Ha

>2 r/an 3a BiACYTHOCTI NEepennuBaHHA KPOBIi Bij BUXiAHOTO piBHA A0
AHA 183 (TxaeHb 26)

® |HWIi BTOPUHHI KiHULEBI TOYKW ANA Nepiogy NOYaTKOBOI OLIHKK

— 3aranbHa Ki/ibKiCTb 0AUHULb epuTpoumTapHoi macu (pRBC),
nepenuTUX Big BUXiAHOTO piBHA A0 AHA 183 (TMwAaeHb 26)

— YacTKa nawujieHTiB, y AKMX CTAaHOM Ha AeHb 183 (TmwaeHb 26) piBeHb
NAC nexuTb y Mexax gianasoHy Hopmu (147-H)

— 3MiHW B MOKa3HWKY ONUTyBanbHWUKa EBpoNeincuKol opraHisauii 3
[OCNIAKEeHHA Ta nikyBaHHA paky (EORTC) ana OLiHKKM AKOCTI KUTTA —
OcHoeHa 30-nyHkToBa wWkana (QLQ-C30), sepcia 3.0, Big BuxigHoro
piBHA A0 AHA 183 (TMXKAEHDb 26)

— 3miHa KniHiyHux nposasis MHI (sToma, remornobinypis, binb y
UBOTI, 3aaMLKa, 6inb y rpyanax, gucdaria Ta epeKkTunbHa
anchyHKUis) Big BUXigHOro piBHA A0 aHA 183 (TMXKaeHb 26)

- YacTtka naujeHTis, y Akux BuHUKanu CMNCA Big BuxigHoro pisHa go
AHA 183 (TvAaeHb 26)

* BTOpUHHI KiHUEBI TOUKK ANA BCbOro nepioay A0CNIAKEHHA

— BigcoTkoBa 3miHa KoHueHTpauii 14 Big BUXigHOro piBHA A0
3aBepueHHA gocnigxeHHa (31)

— YacTKa naujieHTiB i3 NPOPUBHUM remoNi3oMm, L0 BU3HAYAETLCA AK
nossa abo noripweHHs npUHaiMHi 1 CUMATOMY YK O3HAKK
BHYTPILUHLOCYAWHHOIO remonisy (BToma, remornobinypia, 6inb y
YKWUBOTI, 3a4uLWKa [aucnHoe], aHemis [remornobin <10 r/an], CNCA [8
TOMy uucni Tpombo3s], aucdaria abo epekTunbHa AUchyHKLA)5a
HaaBHOCTI nigBuweHoro pisHa JIAI 22 x BMH, npoTtarom y
[AOCNIAMEHHA
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— 3MiHa NOKAa3HWKA OLIHKKU AKOCTI XKUTTA, BU3HAYEHOTO 3a LWKanow
FACIT-BToma, Bepcin 4, Big BuxigHoro pisHa 0 3/}

— YacTka nauieHTis 3 YHUKHEHHAM TpaHcoys3ii (YT), wo BU3HavaETbCA
AIK YACTKa NaLEHTIB, AKMM HE NPOBOAMNOCA NepennBaHHA KPOBi Ta
AKi He noTpebyBanu nepenuBaHHA, BiANOBIAHO A0 BKA3IiBOK,
3a3HavYeHux y NpoTOKONI, BiA BUXigHOro pisHAa o 3/

- Yactka nauyiexTis 3i ctabinisoBaHum pisHem remornobiny, wo
BM3HAYAETLCA AK YHUKHEHHS 3HUKEHHA PiBHA remornobiny Ha

22 r/pn Big BUxigHOro pisHa Ao 3/ 3a BiaCyTHOCTI NepenuBaHHA
KpoBi

- 3MiHa noKa3HuMKa 3a onutyBanbHMKom EORTC QLQ-C30, sepcin 3.0,
Bif, BUXigHoro pisHa no 3/

— 3aranbHa KinbKictb oguHuub pRBC, nepennTux Big BUXigHOTO piBHA
Ao 34

— YacTtka nauienTis, y AKUX KoHueHTpauia JIAI nexuTb y mexax
Aiana3oHy HOPMU Big BUXiAHOrO piBHA Ao 3

— 3miHa KniHidHux npossis MHI (sToma, remornobinypis, 6inb y
MUBOTI, 3a4MWKa, Binb y rpyasax, aucdaria Ta epekTuibHa
auchyHKuUiA) Big BUXigHOro piBHA ao 34

— Yacrka nauieHTis, y akux sBuHukanu CMNCA sig suxigHoro pisHA Ao
34

17. KpuTepii ouinku 6esneku |- BesneyHicTb i NnepeHoCUMIcTL paBynizymaby B NOPiBHAHHI 3
eKynizymabom ouiHoBanu Ha 0CHOBI disuKanbHMX 0BCTEKEHD,
OCHOBHMX $i3i0N0riYHUX NOKA3HUKIB, AaHUX eneKkTpoKapaiorpadii
(EKT), pesynbTatis nabopaTopHUX aHanisiB, YaCTOTH BUHMKHEHHA
nobiunux asuuy, (NA) i cepiosnmnx nobivunmx asuw, (CMNA).

- [loBrocTpoKkoBy 6e3neyHicTb i nepeHoCUMIcTb pasynisymaby
OUjiHIOBaNM 3a aHUMK di3uKanbHUX 0BCTEIKEHb, OCHOBHUMM
disionorivHMMK nokasHMkamu, nokasHukamu EKT, pesynbratamm
nabopaTopHuX aHanisis, 4actoTo BUHUKHEHHA MA Ta CMA npoTtarom
YyCbOro nepioay [OCNIAKEHHA.

- YacTKy nauieHTiB, y AKUX PO3BUHYIMCA aHTUTING A0 NiIKAPCLKOTO
3acoby (AJ13), ouiHOBaNK B YACOBIN AUHaMILL.

18. CratuctuyHi metogum [na kateropiiMHUX 3MiHHMX YacToTa Ta BiacoTKM Bynu npeacrasneHi 3
po36MBKOIO 3a rpynNamm NiKyBaHHA Ta 3aranom. [1a HenepepBHUX
3MIHHWUX ONUCOBI CTATUCTUYHI AaHi (KiNbKICTb, CepeHE 3HaUYeHHS,
megiaHHe 3HaYeHHA, cTaHgapTHe BigxuneHHa [CB], miHimanbHe Ta
MaKcuManbHe 3HayeHHn) Bynu npeacTasneHi 3 po3buekoio 3a
rpynamu nikyBaHHA Ta 3aranom. B ycix aHanizax i pesrome
paHaoOMizaLiiHMm pakTopom cTpatudikauii € cnoctepekyBaHi
BUNafKW NepenvMsBaHHA KPoBi
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19. flemorpadivHi NOKa3HUKK
AocniaxysaHoi nonynauii
(cTaTb, BiK, paca Towo)

CyTTeBuxX BigMmiHHOCTEH MiXK femorpadivHMMK XapaKTePUCTUKAMMK
NawjieHTiB y rpynax NikyBaHHA He BiA3Ha4vanoca. Y 3aranbHin
nonynauii 50,3% nauieHTis 6ynu yonosiuoi cTaTi, cepeaHin Bik
ctaHoBuB 47,7 poKy Ha MOMEeHT nepLuoi iHdysii B mexax
pocnigKeHHa, binbwicte nayieHTis (86,7%) Ha MOMEHT nepoi iHysil
manu BiK Big 18 ao 65 pokis; 13,3% nauieHTis Byam crapwe 65 pokis.
Y 3aranbHii nonynauii 56,9% naujieHTis 6ynu npeacTaBHUKaMuU
€BponeoigHoi pacu, a 21,5% 6ynum asiiuamu (6,2% manu ANOHCbKe
NOXOAXEHHA). BinbWicTb NALIEHTIB HA MOMEHT BK/IOYEHHA B
pocnigxeHHa manu sary sig 260 kr o <100 Kr; cepeaHn Bara B
3aranbHil nonynauii gocnigmeHHs ctaHosuna 72,9 Kr.

20. Pe3ynbratu edeKTUBHOCTI

MNepioa NO4aTKOBOT OLIHKKM

* [lepBUHHA KiHLEBa TOYKa (BiACOTKOBa 3MiHa KoHUeHTpauii /1Al Big,
BMXigHOro piBHA A0 aHA 183) BignoBsigana oCHOBHIN mMeTi, AKa
nonfaranay BCTaHOB/IEHHI CTAaTUCTUYHO 3HAYYLLOI HE MEHLLOi
epeKTUBHOCTI paBynizymaby nopiBHAHO 3 eKynisymabom. TOUKOBI
OUIHKW PI3HULI MiXK rpynamu NikyBaHHA CBIAYUAN Ha KOPUCTb
pasynisymaby.

- PiaHMUA B cepeHbOMY 3HaUYeHHI BiACOTKOBOI 3miHuM pisHa NAT,
BM3HaYyeHa MeTOA0M HalMEeHLUMX KBaapaTiB (y AyXKax — cepenHs
noxubka cepeaHboro [SEM]), cravosuna -0,82% (3,033%) B rpyni
pasynisymaby ta 8,39% (3,041%) 8 rpyni ekynisymaby. PisHuus 8
cepefHix 3HaYEHHAX MiXK rpynamu NikyBaHHA, BUIHAYEHA METOA0M
HaWmeHWux KBaaparTis, ctaHosuna -9,21% (95% [I: -18,84%; 0,42%).
BepxHa mexka 95% [ 6yna HUKYOK 33 MEY HE MEHLWOT
edeKTMBHOCTI, BCTAHOB/EHY NPOTOKONOM Ha piBHi 15%.

* Pagyniaymab TakoX AOCAT CTaTUCTUYHO 3HAYYLLOMO NOKa3HUKA He
MeHLWoi epeKTUBHOCTI NOPIBHAHO 3 ekynisymabom 3a Bcima

4 KNOYOBUMU BTOPUHHUMM KiHLLEBUMM TOMKAMU. TOYKOBI OLLIHKK
Pi3HML MiXK rpynamu NikyBaHHA CBIAYUAM HA KOPUCTb paBynizymaby
3a BCiMa K/1II0YOBUMU BTOPUHHUMM KiIHLLEBUMM TOUKAMMU.

— lNpopuBHOro remonisy He 6yno B XOAHOTO 3 NALEHTIB y rpyni
pasynizymaby Tay 5,1% naujienTis y rpyni ekynizymaby. PisHuua mix
rpynamm nikyBaHHA y YacTLi NnauieHTiB, y AKuX cTtasca MI, ctraHoBuna -
5,1% (95% [I: -18,99%; 8,89%). BepxHa mexa 95% [11 6yna HUKUOI0
3a MeXy He MeHLOoi epeKTUBHOCTI, BCTAHOB/IEHY NPOTOKONOM Ha
piBHi 20%.

— CepegHa 3MiHa 3aranbHOro NOKasHWKa 3a onuTyBanbHUKom FACIT—
Broma Big, BuxigHoro pisHa ao aHa 183 craHosuna 2,01 y rpyni
pasynizymaby Ta 0,54 y rpyni ekynizymaby. PisHuua B cepegHix
3HAYEHHAX MK rpynamu NikyBaHHA, BUIHAYEHA METOA0M
HalMeHLW KX KBagparTis, ctaHosuna 1,47 (95% Al: -0,21; 3,15). HWxKHA
mexa 95% [ 6yna BULOIO 32 MeXKY He MeHLWOT epeKTUBHOCTI,
BCTaHOB/IEHY NPOTOKONOM Ha pPiBHI -3.

— YHUKHeHHA TpaHcdysii ao aHa 183 Baanoca pgocartu 87,6%
naujienHTis y rpyni pasynisymaby Ta 82,7% naujieHTis y rpyni
ekyniaymaby. Huxua mema 95% 1| pisHULi MDK rpynamu NikyBaHHA y
5,5% (95% [1): -4,27%; 15,68%) 6yna BULLOI0, HIX MEXa He MeHLQi
e(peKTUBHOCTI, BCTAHOB/IEHA NPOTOKOIOM Ha piBHi -20%. m




— Crabinizauii pisHa remornobiny go aHa 183 saanoca pocartm 76,3%
nauieHTiB y rpyni pasynisymaby Ta 75,5% naujienTis y rpyni
ekynisymaby. PisHuua mix rpynamu nikysaHHA ctaHoBuna 1,4% (95%
Al: -10,41%; 13,31%). HuxHa mexa 95% ] 6yna BULLOKO 3@ MeXy He
MeHLWOoi epeKTUBHOCTI, BCTAHOBAEHY NPOTOKONOM Ha piBHi -20%.

® OCKiNbKKM CTAaTUCTUYHO 3HAYYLWMIA NOKA3HUK He MeHLWoi
edeKkTuBHOCTI BYB AOCATHYTUIA 32 NEPBUHHOKO KiHLEBOK TOYKOIO Ta 3a
BCiMa 4 KNKYOBUMU BTOPUHHMMM KIHUEBUMM TOYKaMM, Nicna
BW3Ha4eHoi 3a3aanerigs npoueaypu baratopisHeBoi nepesipku byno
npoBeAeHo nepesipKy 6inbwoi epeKTUBHOCTI WWAAXOM OLHKK
BiACOTKOBOI 3MiHKM B KOHUeHTpauii AT Big BuxigHoro pisHA. OuiHKa
Pi3HUL MK rpynamu NikyBaHHa woao 6inbwoi eperTuBHOCTI
NoKasana, Wo p-3HayeHHa ctaHosuTb 0,0583, To6TO He aocarae
3aspanerigb BU3HAYEHOTO NOPOry 3HAYYLWOCTI ANA NiATBEPAMKEHHA
6inbwoi epextusHocTi (p < 0,05), Tomy nogansiua nepesipka Ginbwoi
edeKTUBHOCTI He NpoBoaMAacA.

* AHani3 y niarpynax npoBoAWM WOAO cnocTepekyBaHux GakTopis
crpatudikauii, AKMMK NPU OLIHIOBaHHI NEePBUHHOI KIHLEBOT TOYKK Ta
KNHOYOBUX BTOPUHHMX KiHLEBUX TOYOK Bynu TpaHcdy3inHUii aHamHes,
CTaTb, paca, perioH i Bik. ¥ unx aHanisax He BUKOPUCTOBYBANUCA
NiArpyny 3 YyTAMBUMM AaHUMKU. TOUKOBI OLLIHKM B YCiX nigrpynax
CBiZYMAM Ha KOPUCTb paBynisymaby.

YBech nepioa AOCNiAKEHHA

* Bianosigi Ha NikyBaHHA, AKi cnocTepirannca B nepios nNo4YaTKoBoi
OUiHKK, 3Bepiranuca NPOTATOM YCbOro A0CNIAKEHHA 38 NEPBUHHOIO
KiIHUEBOK TOYKOM | 33 BCiMa BTOPUHHUMM KiIHUEBUMMK TOUKAMM
eeKTUBHOCTI Ta AKOCTI KUTTA.
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21. PesynbTaTn 6e3neku

Mepiog NO4aTKOBOI OLLIHKK

¢ Y uboMy AOCNiMKeHHI paBynisymab bys beaneunum i nobpe
nepeHocusca, npodinb 6esnekun Bys nogibHUm go npodinto beanekn
eKynisymaby B 4opocanx nauieHTis 3i ctabinisosaHoto MHT, ki
paHiwe oTpuMyBanu ekynisymab.

¢ HaituacTtiwmnm MNA, AKMIA HE HOCMB CEPHO3HOTO XapakTepy, bys
ronosHui 6inb, NPo AKKIA nosigomnanu 26,8% nauieHTiB y rpyni
pasynizymaby 1a 17,3% naujeHTis y rpyni ekynizymaby. Y binblocri
BUNAZAKIB ronoBHUI Binb 6ys 1-ro abo 2-ro CTyneHs TAXKKOCTI Ta He
notpebysas NikyBaHHA.

o Y nepiog noyaTKoBOl OLiHKKM He Byno oaHoro Bunaaky cmepti abo
NPUNUHEHHA NPUIAOMY AOCNIAKYBAHOrO NpenapaTty Yepes
BUHUKHEeHHs [A.

e CepiosHi NA suHrknn y 4,1% nauieHTis y rpyni pasynizymaby tay
8,2% naujienTiB y rpyni ekynisymaby.

e Bunaakis meHiHrOKOKOBOI iHgeKLii 3apeecTpoBaHo He b6yno.

* Y NauieHTiB, AKI OTPUMYBaNK paBynizymab, 03HaK iIMyHOTreHHOCTI He
cnocrepiranoca.

JlikyBaHHA pasynizymabom

¢ Hamuacriwmmu MNA nig yac nikyBaHHA pasynizymabom (BUHMKanM y
>20% ycix nauieHTis) 6ynu ronosHuit Bink (31,3%), HazodapuHriT
(30,2%), iHdekuia BepxHix AuxanbHux wnaxis (27,6%), sToma (21,4%)
Ta rapauka (20,8%).

e Tpu NauieHTH nomepnu (MeTacTaTu4HHUit pak HUPKH,
METacTaTUYHMIN PaK NereHb Ta ewepuxiosHuii cencuc). 3a ouiHKoK
AOCNIAHUKIB, }KOAEH i3 LMX BUNAAKIB He ByB NOB'A3aHMIA i3
3aCTOCYyBaHHAM paBynizymaby.

e [poTArom A04aTKOBOrO nepioAy 1 nauieHT NPUNUHUB NPUAOM
LOCNIAKYBAHOrO Npenapary (MeTactaTMyHUA pakK nereHb) 1a

1 nauieHT BubYB i3 AOCNIAKEHHA (HeA0CTATHICTL KICTKOBOrO MO3KY).
e Y 3 nauieHTis BuHuKAK MNA, aKi Bignosigany BU3HaYEHUM
npoTtokonom Kputepiam CMNCA (Tpom603 rnnboKux BeH;
Tpombodnebit; iHbapKT Mo3Ky).

* Bunaakis MeHiHrokoKoBoi iHdeKLuii 3apeecTpoBaHo He Byno.

¢ [poTArOM TPUBANOTO NiKyBaHHA pasynisaymabom ax o
3aBepLlUeHHA AOCNIMKEHHA HE CNoCTepiraiocA BUNaaKis PO3BUTKY
AN3.

22. BUCHOBOK (3aKNt0ueHHs)

Cnpuatnusuii npodinb KOPUCTI/puanKy pasynisymaby B ubomy
[OCNIAXeHHI CBig4MTL Npo Te, Wo nauiexTis i3 MHI moxkHa 6e3neyHo
Ta e)eKTMBHO NepeBoAUTH 3 ekynisymaby Ha paBynizymab.

Mepios NOYaTKOBOI OLLIHKK

- 3a NePBMHHOIO KiIHLUEBOK TOYKOIO Ta 3a BCiMa 4 KNOYOBUMM
BTOPUHHUMM KiHUEBUMU TOUKamK edeKTMBHOCTI paBynizymab aocar
CTaTUCTUYHO 3HAYYLLLOT He MeHL ol ePeKTUBHOCTI NOPIBHAHO 3
eKynisymabom, npuyomy pisHUUA MiX rpynamum nikyBaHHA ctabinbHo
CBifMMTb HA KOPUCTL paBynizymaby.

- MopieHAHO 3 ekynisymabom pasynizymab 3abeaneuysas Kpaluit

KOHTPO/b 3aXBOPKOBAHHA, NPO WO CBIAYMTL NOBHE Ta CTIlKE ) .
|




iHriByBaHHA KiHLEBOro KOMMNOHEHTa CUCTEMU KoMNaeMeHTy bes
OAHOTO ABWLLA NPOPUBHOTO FreMoi3y NpoTArom ycboro 26-
TUXHEBOro nepioay NikyBaHHA.

JlikyBaHHA pasynisymabom

- KOHTpONb 3aXBOPIOBAHHA, AOCATHYTUI NPOTATOM Nepwmnx 26 TUXKHIB
3acTocysaHHA pasynisymaby, 3bepirasca npotarom maixe 4 pokis
NiKyBaHHA pasynizymabom.

- Pe3ynbTaTom nikyBaHHa pasynisymabom 6yno nosHe iHribysaHHa
KiIHLLEBOro KOMMOHEHTa CUCTEMU KOMNIEMEHTY, NpPO Lo CBia4aTh
piBHi BifibHOro C5 Huue 0,5 MKr/MA B yCix NawieHTiB y BCiX YaCOBUX
TOYKAX OLIHKM.

- YactoTa BUNagKiB NPOPMBHOroO remonisy B 4acoBii guHamiui npu
nikyBaHHi paBynisymabom y AoaaTKOBUIA Nepiog y3roaxysanacs 3
BigoMum npoginem pasynisymaby.

» Pasynisymab i Hapgani pobpe nepeHOCUBCA Ta NPOTATOM
AOAATKOBOTO Nepiogy AeMOHCTPYBaB Takuii camuii npodinb KopUcTi-
PU3UKY, AK | NPOTArOM Nepioay NOYaTKOBOI OLLiHKMK.

3anBHUK (BNacHUK
peecTpaLiimHOro NocBig4YeHHA)

/nignuc/

(nignuc)
Wozecm Mamen (Yogest Patel)

(N1B)

BakyH

akyH A.O. J
Mignsc
CDax.éBeubﬁprHm FIAT, 'g
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Annex 30

to the Procedure for Conducting Expert

Evaluation of Registration Materials
Pertinent to Medicinal Products

Submitted for the State Registration (Re-
Registration) and for Expert Evaluation

of Materials about Introduction of

Changes to Registration Materials during

the Validity Period of Registration
Certificate (item 4 section IV)

Clinical study report Ned

1. Name of medicinal product
(registration certificate Ne, if
available)

ULTOMIRIS®
(INN-ravuliznmab)

2. Applicant

ALEXION EUROPE SAS

103-105 rue Anatole France, 92300 Levallois-Perret, France

3. Manufacturer

Batch release of finished product

Alexion Pharma International Operations Limited

Alexion Dublin Manufacturing Facility (ADMF): College
Business and Technology Park, Blanchardstown Road North,
Dublin 15, D15 R925, Ireland

4. Studies conducted:

*yes no ifno, please justify

1) type of medicinal product,
which has been or will be
registered

Medicinal product with complete dossier (stand-alone dossier).
Other. New active substance

S. Title of clinical trial, code
number of clinical trial

ALXNI1210-MG-306: A Phase 3, Randomized, Double-Blind,
Placebo-Controlled, Multicenter Study to Evaluate the Safety and
Efficacy of Ravulizumab in Complement-Inhibitor-Naive Adult
Patients With Generalized Myasthenia Gravis

6. Phase of clinical trial

3

7. Period of clinical trial

26 Mar 2019 (first participant randomized)
25 May 2023 (Last participant last visit

8. Countries, where clinical
trial has been conducted

This study was initiated at 149 sites globally; of those 145 sites were
activated. Patients were screened for the study in 103 sites across 15
countries and enrolled in 85 sites across 13 countries (Canada, Czech
Republic, Denmark, France, Germany, Israel, [taly, Japan, The
Netherlands, South Korea, Spain, Switzerland, and the US). Sitesin 2
countries (Austria and Portugal) screened patients but did not
randomize any patients.

9. Number of trial subjects

Planned: 160 participants

lAnalyzed: 175 participants were randomized (Ravulizumab: 86
participants; Placebo:89 participants); 161 were included in the Open-
label Extension Set and 169 were included in the

Ravulizumab Treated Set.

Ravulizumab Treated Set:

Al participants who received at least 1 dose of ravulizumab either in
the RCP or the OLE period. The primary population for assessment off
safety during ravulizumab treated set was the Ravulizumab Treated
Set.




Open-Label Extension Set:
All participants who received at least 1 dose of ravulizumab starting
from Week 26 onward (for reporting all data from the OLE period)

10. Objective and secondary
endpoints of clinical trial

Objectives:

Primaty:

e To assess the efficacy of ravulizumab compared with placebo
in the treatment of gMG based on the improvement in the
MG-ADL profile.

Secondary:

e To assess the efficacy of ravulizumab compared with placebo
in the treatment of gMG based on the improvement in the
QMG total score.

e To assess the efficacy of ravulizumab compared with placebo
in the treatment of gMG based on the improvement in quality
of life measures.

e To assess the efficacy of ravulizumab compared with placebo
in the treatment of gMG based on other efficacy endpoints.

Exploratory:

¢ To assess the efficacy of ravulizumab in the treatment of
gMG based on other efficacy endpoints throughout the study.

PK/PD/Immunogenicity:

e To evaluate the PK/PD and immunogenicity of ravulizumab
in the treatment of gMG throughout the study.

Safety:

o To characterize the overall safety of ravulizumab in the
treatment of gMG.

Endpoints:

Primary:

¢ Change from Baseline in MG-ADL total score at Week 26 of
the Randomized-Controlled Period.

Secondary:

e Change from Baseline in QMG total score at Week 26.

e Change from Baseline in the MG-QoL 151 score at Week 26.

e Change from Baseline in Neuro-QoL Fatigue score at Week
26.

e Improvement of at least 3 points in the MG-ADL total score
from Baseline at Week 26.Improvement of at least 5 points in
the QMG total score from Baseline at Week 26.

Exploratory:

- Change from Baseline in the MGC score at Week 26.

- MGFA-PIS at Week 26.

- Change from Baseline in EQ-5D-5L at Week 26.

- Change from Baseline in MG-ADL subcomponent scores (bulbar,

[imbs, respiratory, and ocular) at Week 26.

- Change from Baseline in QMG subcomponent scores (bulbar, limbs,

respiratory, and ocular) at Week 26.

- Incidence of hospitalizations/MG-related hospitalizations.

- Incidence of Clinical Deterioration/MG crisis.

PK/PD/Immunogenicity:

- Change in serum ravulizumab concentration over time.

- Change in serum free CS concentration over time.

- Incidence of treatment-emergent antidrug antibodies over time.

Safety:

- Incidence of adverse events and serious adverse events over time.

- Changes from Baseline in vital signs and laboratory assessments.




11. Clinical trial design

Study ALXN1210-MG-306 was a Phase 3, randomized, double-blind,
parallel-group, placebo-controlled, multicenter study with an OLE
Period to evaluate the safety and efficacy of ravulizumab
administered by 1V infusion for the treatment of adult participants
with gMG. The RCP consisted of a 26-Week double-blind treatment
period. After the 26-Week RCP, all participants were eligible to
reccive open-ltabel ravulizumab maintenance doses q8w during the
OLE Period. Participants who had previously received placebo were
given a loading dose before receiving open-label ravulizumab. The
OLE Period for each participant was planned to continue for up to 4
years or until the product was registered or approved and available by
prescription (in accordance with country-specific regulations), or the
study drug could be provided via an Alexion post-trial access
program (as allowed by local laws and regulations), whichever
occurred first.

12, Main inclusion criteria

- Male and female patients > 18 years of age diagnosed with gMG (at
least 6 months prior to Screening) and confirmed positive by
serologic testing for anti-acetylcholine receptor antibodies (AChR
antibodies)

- Myasthenia Gravis Foundation of America Clinical Classification
Class II to TV with a Myasthenta Gravis-Activities of Daily Living
(MG-ADL) profile > 6 at Screening and randomization (Day 1)

- Vaccinated against meningococcal infection

- Stable doses of ISTs prior to Screening were allowed but not
required

13. Investigational medicinal
product, mode of
administration and strength

Ravulizumab: Concentrated sterile, preservative-free aqueous solution;
(10 mg/mL) in single-use 30 mL vials, [V infusion

14. Reference product, dose,
mode of administration and

strength

Placebo: Sterile, preservative-free aqueous solution in single-use 30
mL vials, IV infusion

15. Concomitant therapy

ATl participants in the Ravulizumab Treated Set used concomitant
MG medications. Overall,concomitant MG medications {(other than
[VIg) used by > 25% of participants in the Ravulizumab Treated Set
were pyridostigmine bromide (66.9%), prednisone (47.9%), and
mycophenolate mofetil (28.4%).

The most commeonly used IST in the Ravulizumab Treated Set was
corticosteroids (73.4%).In the Ravulizumab Treated Set, 10.7% of
participants used IVIg and 4.7% of participants used any PE/PP.

In the OLE Period, physicians had the option to adjust IST therapies.
A majority (68.3%; n=110) of participants had a change in
concomitant MG medication during the OLE Period. The most
common reason for change in corticosteroid therapies was
improvement in MG symptoms. At the end of the OLE Pericd, 30.1%
(34 of 113) of patients decreased their daily dose of corticosteroid
therapy and 12.4% (14 of 113) of patients stopped corticosteroid
therapy. Two participants took prohibited concomitant MG
medication of rituximab during the OLE Period, one of which was
due to MG clinical deterioration.

16. Criteria for evaluation
efficacy

Primary
Change from Baseline in MG-ADL total score at Week 26 of the
Randomized-Controiled Period.

Secondary

e Change from Baseline in QMG total score at Week 26.




e Improvement of at least 5 points in the QMG total score from
Baseline at Week 26. Change from Baseline in the Revised MG-
QoL 15r score at Week 26.

Change from Baseline in Neuro-QoL Fatigue score at Week 26.

e Improvement of at least 3 points in the MG-ADL total score
from Baseline at Week 26,

.

Exploratory

= Change from Baseline in the MGC score at Week 26.

» MGFA-PIS at Week 26

= Change from Baseline in EQ-5D-5L at Week 26.

» Change from Baseline in MG-ADL subcomponent scores (bulbar,

limbs, respiratory, and ocular) at Week 26.

+ Change from Baseline in QMG subcomponent scores (bulbar, limbs,

respiratory, and ocular) at Week 26.

= Incidence of hospitalizations/MG-related hospitalizations.

* Incidence of Clinical Deterioration/MG crisis

17. Criteria for evaluation
safety

s Incidence of adverse events and serious adverse events over time.
s Changes from Baseline in vital signs and laboratory assessments.

18. Statistical methods

Efficacy and safety summaries are presented by treatment

group. For continuous variables, the change from Baseline was
analysed using MMRM. Summary statistics included the number of
observations (n), mean, SD, median, minimum, and maximum values.
Frequencies and percentages were calculated for categorical variables.

19. Demographic indices of
studied population (sex, age,
race, efc.)

Overall, 50.9% of patients in the Full Analysis Set were female;
73.1% were White, and the mean age was 55.6 years at the time of
first infusion. A majority of patients (69.1%) were 18 to 65 years of
age at the time of first infusion, and approximately half of the patients
(53.7%) were in the baseline weight category = 60 kg to < 100 kg.
Per protocol, all patients were diagnosed with MG = 6 months prior to
providing informed consent and had MG-ADL total score> 6. A
majority of patients were in MGFA classification categories II or III.
Overall, 82 (47%) patients (placebo: 39 [44%]; ravulizumab: 43
[50%]) had hospitalizations within 2 years prior to Screening; mean
number of hospitalizations was 2.3 for both treatment groups. The
majority of these patients had hospitalizations related to MG
(placebo: 32/39 patients; ravulizumab: 32/43); mean number of MG-
related hospitalizations was 2.0 for both treatment groups.

Overall, 50.9% of participants in the Open-label Extension Set were
female; 73.3% were White, and the mean age was 55.9 years at the
time of first infusion of study intervention (placebo or ravulizumab).
A majority of participants (68.3%) were 18 to 65 years of age at the
time of first infusion, and approximately half of the participants
(55.3%) were in the baseline weight category > 60 kg to < 100 kg
(Table 6). The population in the OLE Period was similar to that ofthe
Primary Analysis Period

20. Efficacy results

Randomized-Controlled Period

This study met its primary objective by demonstrating the superiority
of ravulizumab over placebo in MG-ADL total score. Treatment with
ravulizumab resulted in a statistically significant reduction in MG-
IADL total score from Baseline to Week 26 compared to placebo (p=
0.0009). The treatment effect of ravulizumab was demonstrated as
early as Week 1 (p=0.0265) and was sustained through Week 26.




A statistically significant improvement was observed in the
ravulizumab group compared to the placebo group for the first 2 of
the 5 secondary endpoints (ie, Quantitative Myasthenia Gravis
[QMG] and QMG responder) according to a prespecified hierarchical
testing order. Since the treatment difference did not reach statistical
significance for the change from Baseline in MG-QoL15r total score
assessment (p = 0.0636), nominal p-values are presented for change
from Baseline in Neuro-QoL Fatigue score and improvement of at
least 3 points in MG-ADL total score at Week 26. Results for all
secondary endpoints consistently favored ravulizumab compared to
placebo.,

10pen-Label Extension

MG-ADL and QMG total scores- Treatment with ravulizumab
resulted sustained improvements in MG-ADL total score and QMG
total score from Baseline through the EOS in the RAV/RAV
treatment group.

= During the OLE Period, rapid and sustained improvements in the
MG-ADL total score and QMG tota!l score were observed in the
PBO/RAYV treatment group which were of a similar magnitude as the
improvements observed for the MG-ADL score and QMG total score
in the RAV/RAYV treatment group.

QMG = S-point Improvement

= The proportion of clinical responders in the RAV/RAYV treatment
group remained consistent through the end of the OLE Period.

» During the OLE Pericd, the QMG > 5-point response observed in
the PBO/RAV treatment group was of a similar magnitude as the
response observed in participants receiving ravulizumab for the
duration of the study.

MG-QoL15r total score, Neuro-QolL fatigue score, and MG-ADL
> 3-point Improvement

« Although not statistically significant at Week 26, trends favoring
ravulizomab were observed for the secondary endpoints of
MGQoL 15r total score, the Neuro-QoL fatigue score, and MG-ADL
> 3-point improvement which continued up through the EOS

21. Safety results

Overall during ravulizumab treatment:

e AFEs were experienced by 96.4% of participants and most
common AEs > 10% were COVID-19, headache, diarrhea,
arthralgia, back pain, nausea, urinary tract infection,
nasopharyngitis, fatigue, and dizziness.

o Most AEs were Grade 1 (87%) or Grade 2 (66.3%) in
severity.

e  Sixty-six (39.1%) participants had SAEs (154 events); the
most frequent SAEs (> 2% of total participants) were
COVID-19 (3.6%), MG (3.0%), and COVID-19pneumonia
(2.4%).

e Three participants in the RAV/RAYV treatment group had
SAEs (unrelated to study drug) which led to discontinuation

of study drug. None of the participants in the PBO/RAV




treatment group discontinued study drug after switching to
ravulizumab during the OLE Period.

Eight participants died during the study; 2 participants
(ravulizumab) died during the RCP (cerebral hemorrhage and
COVID-19 pneumonia), and 6 participants died during the
OLE Period; 3 due to COVID-19, 1 due to drug toxicity to
various agents, 1 due to dehydration, and 1 due to an
unknown reason. None of the deaths was considered to be
related to the study drug.

No cases of meningococcal infections were reported.

Safety data are consistent with the known safety profile of
ravulizumab with no new safety concerns.

22. Conclusion (summary)

The treatment effect of ravulizumab was demonstrated as
early as Week 1 and sustained through the EOS. After
switching to ravulizumab treatment during the OLE Pericd,
participants from the placebo group showed a rapid onset of
efficacy of a similar magnitude of improvement in MG-ADL
total score and QMG total score to that observed in the
ravulizumab group during the RCP.

Treatment with ravulizumab was well tolerated. No cases of
meningococcal infections were reported.

Treatment with ravulizumab provided continued complete
and sustained inhibition of terminal complement (serum free
C5) overall throughout the study.

Two of 82 (2.4%) participants in the PBO/RAYV treatment
group showed treatment-emergent ADA positive responses at
the early termination/EOS visits during the OLE period. None
of these participants exhibited anti-ravulizumab NAbs, and
the presence of ADA had no apparent impact on efficacy,
safety, PK, or PD.

No new safety signals were identified, and the benefit-risk
profile of ravulizumab for the treatment of adults with gMG
remains favorable.

|Applicant (registration
certificate holder)

Full Name: Wendy Niebler

Signature: %f&f/lj% A{‘ D.0.
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0o MopAagKy NpoBeAeHHA eKCnepTU3n
peecTpauiiHux martepianis Ha
NiKkapcbki 3acobum, Wo noaalnTbCA Ha
OEepXaBHy peecTpaLiio
(nepepeecTpauito), a TaKoX
eKcnepTu3imM maTepianis Npo BHECEHHA
3MiH A0 peECTpaLiHMX maTepianis
NPoOTArom Aii peecTpauiinHoro
nocsiayeHHa (NyHKT 4 po3sainy IV)

38iT Npo KniHiyHe BunpobysaHHAa Ne 4

1. Ha3ga nikapcbKoro 3acoby
(3a HasBHOCTI — HOMeEp
peecTpauiiHoro
NOCBiAYEHHA)

YbTOMIPIC (ULTOMIRIS®)
(miXHapogHa HenaTeHTOBaHa Ha3Ba — paBynizymab)

2. 3aABHUK CnpouyeHe akuioHepHe ToBapucteo AJIEKCIOH HOPONM
(ALEXION EUROPE SAS)
103-105 py Anatonb ®panc, 92300 Jlesannya-Neppe, Ppaxuia
(103-105 rue Anatole France, 92300 Levallois Perret, France)
3. BupobHuk Bunyck cepii 20mog8o20 nikapcbkozo 3acoby:

AnekcioH Papma IHTepHewHn OnepenwHs Jlimiteq,
(Alexion Pharma International Operations Limited)

BupobHuui noTywHocTi Anekcion 8 Lybnini (ADMF):
Konemx bisHec eng TexHonoai MNapk, BnawyapacrayH Poya Hopr,
[y6nin 15, D15 R925, IpnaHais

(Alexion Dublin Manufacturing Facility (ADMF):
College Business and Technology Park, Blanchardstown Road North,
Dublin 15, D15 R925, Ireland)

4. MposeaeHi AoCNigXKEeHHA:

®TaK Hi AKLLO Hi, 0BrpyHTYBaTH

1) Tvn nikapcbkoro 3acoby, 3a
AKMM npoBoaunaca abo
NAAaHYETLCA peecTpauin

Ulikapcbkuia 3acib 3a NOBHUM A0CHE (aBTOHOMHE A0CbE). IHWe. HoBa
Aitoya pe4yoBUHa

5. MNoBHa Ha3Ba KNiHIYHOrO
BUMNPOOYBaHHA, KOAOBaHUIA
HOMEP KAIHIYHOrO
BUNpobyBaHHA

ALXN1210-MG-306: PangomizoBaHe, noagiiHe cnine, nnauebo-
KOHTpoAboBaHe, baraToueHTPOBE AOCNIAMEHHA dasu 3 3 MeTo

ouiHkK BesnevHocTi Ta epeKTMBHOCTI paBynizymaby B Aopdcaunx
NauieHTIB i3 reHepanizoBaHo0 MiacTeHielo rpasic, aKi paHille He
OTPUMYBaANK NiKyBaHHA iHribiTopamu KomnaemeHTy

6. ®a3za KniHiYHorO
BunpobysaHHA

3 %

Fepexndfi|siprio I
i

|
Bakyn AO.

Mignsc
daxipelb INERYNATOPHUX NUTEKL
19 20 .




7. Nepiog nposBegeHHA
KNiHIYHOrO BUNPOBYBaHHA

3 26 6epeara 2019 p. (paHgoMmizauia neplioro nauieHTa)
ino 25 TpasHa 2023 p. (ocTaHHIN Bi3UT OCTAHHBLOTO NaLlieHTa)

8. Kpainum, ae nposoaunnoca
KniHiyHe BunpobyBaHHA

Lle gocnigeHHA Byno iHiuinosaHe y 149 gocnigHULbKUX LEHTpax y
pi3HKX KpaiHax cBiTy; y 145 i3 HUX AOCNIAXKEeHHA aKTUBHO
npoBoAunoca. MauieHTU NPOWLLNKM CKPUHIHT ANA y4acTi B
\nocnigwenni y 103 gocnigHuubkux ueHTpax y 15 kpaiHax i 6yau
BKNIOYEHi B gocniaxkeHHa y 85 ueHtpax y 13 kpaiHax (KaHaga, Yecbka
Pecnybnika, fanina, Ppanuins, HimeuuunHa, I13painb, Itania, AnoHisa,
Higepnanaum, NisgeHHa Kopes, Icnanin, Lseiuapia Ta CLUA). LieHTpu
B KOKHiW i3 2 KpaiH (ABcTpia Ta MopTyrania) NpoBOANAU CKPUHIHT
NavyieHTIB, ane }KoAHOro nawieHTa He Byn0 paHaoMI30BaHo.

9. KinbKicTb gocnipmyBaHmx

3annaHosaHo: 160 nauieHTis

MpoaHanizosaHo: 175 nauieHTis 6ynu paHaomizoBaHi (pasynizymab:
86 nauieHTis; naauebo: 89 nayiexTie); 161 nayieHTa 6yN0 BKAKOYEHO
10 NONyAALT AOAATKOBOIO BiAKPUTOrO AOCNIAMEHHS, @

169 nauieHTiB CKNafany NONyNALI0 NaLiEHTIB, AKI OTPUMyBanu
pasynizymab.

Monynauia nauienTis, AKki oTpumyBanu pasynizymab:

Yci nauieHTu, AKi oTpumanu xoua 6 1 o3y pasynisymaby B nepiog,
PaHAO0MI30BaHOrO KOHTPO/IbOBAHOrO AgocnigenHs (PKA) abo
\10AaTKOBOTO BigKpUTOro gochigmeHHs (ABA). OcHoBHa nonynauisa
\aNA oUiHKK 6e3neku nig vac nikyBaHHA paBynisymabom cknaganaca 3
nauieHTiB, AKi OTpUMyBanu pasynizymab.

Monynauis NawieHTis y A0A4aTKOBOMY BiAKPUTOMY AOCAIAMEHHI:
Yci navienTu, aki otpumanm xova 6 1 o3y paBynizymaby, nounHaoum
3 TUXKHSA 26 (ona peecTpauii Bcix gaHux 3a nepioa ABAO)

Q\s epe n&é@m.»
Baxyr R.0. !

Migriac

Cbaxiseqs 3f%y'rm{'ommx nNUTaHbL
5t 204 g p.




10. MeTa Ta BTOpUHHI wini  |Wini:

KNiHiYHOro BUNpobysaHHa  |OCHOBHA UiNb:

*  OuiHuTh edeKTUBHICTbL paBynisymaby nopiBHAHO 3 nnayebo
npw NikyBaHHi reHepanisoBaHoi miacteHii rpasic (rMr),
BUXOAAYM 3 NOJINWEHHA NOKa3HMKA 3a LLUIKano ouiHKK

| NOBCAKAEHHOT AIANBHOCTI Npu miacTeHii rpasic (MG-ADL).

BTOpWHHI Wini:

e OuiHnTK eheKTUBHICTL paBynisymaby nopiBHAHO 3 nnauebo
npu NikyBaHHI rMI, BUX0A4AYM 3 NONINLWEHHA 3arasibHOro
nokazHWKa 3a LKanow KinbKICHOT OLIHKKM TAMKOCTI KNIHIYHKWX
nposgis miacteHii (QAMG).

e OuiHnTH edekTMBHICTL paBynizymaby nopiBHAHO 3 nnauebo
npu nikyBaHHI rM[, BUXO4AYM 3 NONINLIEHHA NOKA3HUKIB
OLLiIHKW AKOCTI KUTTA.

e OuiHWTK edeKTUBHICTb paBynizymaby nopiBHAHO 3 nnauebo
npu NikyBaHHi rTMT, BUXOAAYM 3 MOKA3HMUKIB OLIHKM IHLWKX
KiHLEBUX TOYOK ePeKTUBHOCTI.

MowyKoBi Wini:

e OuiHuTK edeKTUBHICTL paBynizymaby npu nikysaHHi rMT,
BUXOAAYM 3 NOKA3ZHUKIB OLIHKM IHLLWUX KIHLEBUX TOYOK
e(peKTUBHOCTI NPOTATOM YCbOT0 AOCNIAKEHHA.

PK/DO/iMYHOFEHHICTD:

e OuiHuTh OK/D/ Ta iMyHOTreHHICTL paBynizymaby npu
NikyBaHHi Ml NPOTATOM YCbOTO AOCNIAMEHHA.

Be3neka:

e OxapakTepu3yBaTu 3arasibHy 6e3aneqHicTb paBynizymaby npu
NikyBaHHi rMT.

KiHueBi TOUKM:

e 3MmiHa 3arasibHOro NoKasHuKka 3a wrkanow MG-ADL Ha
TUIKHI 26 Bif BUXIAHOTO PiBHA PaHAOMI30BaHOrO
KOHTPONbOBAHOTO nNepioay.

BTOpPUHHI:

* 3MiHa 3ara/sibHOro NOKa3HWKa 3a Wkanow QMG Ha TUXKHI 26
BiZL BUXiAHOrO PiBHA.

* 3miHa 3araibHOTO NOKAa3HMKa 3a ONUTYBAa/IbHUKOM i3
15 NyHKTIB ANA OLIHKK AKOCTI UTTA Npu miactenii (MG-
QoL15r) Ha TUKHI 26 Big BUXigHOTO PiBHA.

Bakyn A\0. !

Min

MG

Paxiseub 3 pervasrEpHUX NUTaRb r
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* 3MiHa NOKa3HMKa OLiHKKM BTOMM 32 ONUTYBanbHUKOM Neuro-
QoL Ha THXHI 26 Bia BUXiAHOTO PiBHA.

¢ [loninweHHs 3aranbHOro NOKasHuKa Wwkaan MG-ADL
LwoHaiimeHwe Ha 3 Ganu Big BUXIAHOTO PIBHA A0 TWKHA 26.
MoninweHHA 3aranbHOro NOKasHMKa Wwkanu QMG
WoHakmeHLwWwe Ha 5 6anis Big BUXIAHOTO PiBHA 40 TUMHA 26.

MowyKoBi:

- 3MiHa NOKa3HKMKa 3a wkanow MGC Ha TUXKHI 26 Big BUXigHOrO

PIBHA.

- Moka3Huuk 3a wkanoto MGFA-PIS Ha TuxHI 26.

- 3MiHa NOKa3HuWKa 3a onuTyBanbHMKOM EQ-5D-5L Ha TMxHI 26 Big

BUXiAHOIO pPiBHA.

- 3MiHa NoKasHMKIB 3a nigwkanamu MG-ADL (qoBractuii Mo30K,

KIHLiIBKK, AMXanbHa CUCTEMA, OpraHu 30py) Ha TUKHI 26 Big

BUXiAHOrO piBHA.

- 3MiHa NoKa3HwWKiB 3a nigwkanamu QMG (foBracTMi MO30K,

KIHLUiIBKM, AMXanbHa CUCTEMA, OPraHu 30py) Ha TUKHI 26 Big

BUXiAHOro pPiBHA.

- YacTtoTa BMNagKiB rocnitanizauii, 30Kpema BUNaaKiB, Nno A3aHux i3

M.

- YacToTa BUNaAKiB KNiHIYHOIO NOripweHHA/MiaCTeHIYHOTO KpU3y.

DK/DO/iMyHOreHHICTb:

- 3MiHa KOHLUeHTpaLii pasynisymaby B cMpoBaTLyi KPOBi B 4ACOBIK
AMHaMILL.

- 3mMiHa KOHUEeHTpauii BinbHOro C5 y cupoBaTLi KPOBi B 4acoBIK
AUHAMILL.

- YacToTa BMNAagKiB PO3BUTKY aHTUTIN 0 NiKapcbKoOro 3acoby 8
4acoBi AUHaMIL,.

be3sneka:

- YacToTa BUHMKHEHHA NOBIYHUX ABMLY | CEPHNO3HUX NOBIYHUX ABMLL Y
4acoBIN AMHaMILL.

- 3MiHW B OCHOBHUX Di3i0NOriYHUX NOKa3HKMKaxX | pesynbTaTax
inabopaTtopHUX aHanizie Bif BUXiAHOIO PiBHA.

11. in3aitH KNiHivHOro
BUNPOBYBaHHA

Nocnipkenua ALXN1210-MG-306 byno paHgoMi30BaHUM,
NoABIMHUM chinum, NNauebo-KOHTPONbOBaHWM, 6araTOLEHTPOBUM
lnocnigeHHam dasm 3 3 4OAATKOBUM BiAKPUTUM NEpPiogoM, AKe
NPoOBOAMNOCA B NapanesibHUX rpynax i3 MeToo OuiHKK 6e3nevHocTi
Ta epeKTUBHOCTI 3aCTOCYBaHHA paBynizymaby y Buraagi
BHYTPiLUHBOBEHHOT iHGY3ii Npn NikyBaHHI AOPOCAUX NALLIEHTIB i3 rMT.
PKA cknaganoca 3 26-TMXHEBOro nepioay NiKyBaHHA B NOABIMHOMY
cninomy pexxkumi. Micna 26-TuxkHeBoro nepioay PKL, yci naujeHTy
MOT/IM OTPUMYBATH NIATPUMYBANbHI 403K paBynizymaby KOHI

8 TXKHIB npoTarom nepiogy AB/A. NauieHtam, aki paHiwe
oTpUMyBanM nnauebo, BBOAWNM HaBaHTAXKYBaNbHY A03Y, MEpL HiX
pO3no4aTK 3acToCcyBaHHA pasynizymaby y BigKpUTOMY pesxumi.
MnaHyBanocs, WO y4acTb KOXKHOTO 3 nauienTis y B TpuBatume
woHaibinbwe 4 poku abo foTH, 4OKKM NpenapaT He Byae /
3apeecTpoBaHMIA UM CXBANEHUIA | CTaHe AOCTYMHUM ANs Np
33 peuenTtom (BiANOBIAHO A0 NPaBOBUX HOPM KOHKPEeTHOI.
ab0  nicna 3aBeplueHHA BUNPoByBaHHA A0CNIAMKYBaHWHA
MOXE Ha[aBaTUCA KOMNaHIE ANeKCioH y pamkax I
HaZlaHHA A0CTYNY A0 AOCNIAKYBAaHMX Npenaparis
KNIHIYHUX AocaiaxeHsb (3rigHo 3 micueBumu-3ak Hamu Ta-4- /-
NPaBUNAaMM), 3aNEXKHO Bi, TOTO, WO BIAGYAETLCH PaHillie. |

bakyH AD.

. . ] Tiignw
Cba';r!serft 3 PEYRATOPHUX NKTEHL
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12. OcHOBHI KpuTepii
BKNIOYEHHA

- MauieHT 4oNOoBIYOI Ta KiHOYOI cTaTi Bikom 218 pokis i3
\niarHocToBaHoo rMT (WoHaMMeHLe 3a 6 MICALLIB 10 CKPUHIHTY) Ta
NiATBEPAMKEHUM NOIUTUBHUM PE3YNbTaTOM CEPONOTNIYHOIO TECTY Ha
aHTUTING 40 aueTUNXoNiHOBKUX peuenTtopis (aHTuTina ao AChR)

- MiacTenin knacy |-V 3a KniHiyHOO Knacudikayiero
AMEpPUKaHCbKOro GoHAY MiacTeHIl rpaBic Ta NOKa3HMUK WKAAWU OLIHKK
NOBCAKAEHHOT AiAnbHOCTI Npu miacteHii (MG-ADL) 26 6anis Ha
MOMEHT CKPUHIHTY Ta paHaoMmizauii (aeHs 1)

- MpoBegeHa BakuMHaLia NpoTM MEHIHTOKOKOBOT iHdeKLil

- 3acTocyBaHHA imyHocynpecusHoi Tepanii (ICT) y ctabinbHux ao3zax
10 CKpUHiHTY Byno fAo3soneHe, ane He 0boB'A3KOBe

13. JocnigyBaHum
InikapcbKKia 3acib, cnocib
3aCTOCYBaHHA, cuna Aaii

PaBynizymab: KOHUEHTPOBaHUIA CTEPUNBHMIA BOAHWUIA pOo3unH Ge3
KoHcepsaHTie (10 mr/mn) B ogHopasosux dpnakoHax no 30 mn, ana
B/B iHdy3ii

14. NpenapaTt NOPIBHAHHA,
\A03a, cnocib 3acTocyBaHHA,
cuna aji

Mnauebo: cTepunbHUM BOAHUIA po3unH 6E3 KOHCEePBaHTIB B
opHOpa3oBux GpnakoHax no 30 mn, ana B/B iHoy3ii

15. CynyTHA Tepanin

Yci nauieHTy B nonynauii y4acHUKIB, AKi oTpUMyBanu pasynizymab,
3aCTOCOBYBaNM CYNyTHI NpenapaTy Ana nikysaHHAa MI. 3a3Buuait
CynyTHIMK NpenapaTtamu aNa NikysaHHA M (okpim
BHYTPilWWHBOBEHHOTO iMyHOrnobyniHy [BBIT]), aki oTpumysanu >25%
nauieHTiB y rpyni pasynisymaby, 6yam nipuaocturminy b6pomin,
(66,9%), npegHi3oH (47,9%) | mikodpeHonaty modetun (28,4%).

HaiuacTiwe npenapaTtamu ICT, ski 3acTocoByBanuca B rpyni
pasynizymaby, 6ynun koptukocTepoigu (73,4%). Y rpyni pasynisymaby
10,7% naujieHTis oTpumysanu BBIT, a 4,7% yyacHuKis npoxoaunu
npoueaypy nnasmoobminy (MO)/nnasmadepesy (Nd).

Y nepiog ABJ, nikapi manu moxnueictb kKopurysatu ICT. Binbwictb
nauieHTis (68,3%; n = 110) Tak 4M iHaKLWe 3MIHWUAKU CYyNyTHI
npenapaTtu A4na nikysaHHa MI npotarom nepiogy ABA. HaluacTiwotw
NPUYUHOIO 3MiHK Tepanii KopTUKoCcTepoigamu Byno noninweHHA
cumntomis MI. Hanpukinui nepioay 4B/ 30,1% (34 3i 113) naujenTis
3meHwunn nobosy Ao3y KOPTUKOCTEPOIAHOT Tepanii, a 12,4% (14 3i
113) nayieHTiB NpUNUHUAK NPUAOM KOPTUKOCTEPOIAiB. [BOE
natienTie y nepiog B/, npuitmanu cynyTHiM npenapaT ans
InikysaHHA MT puTyKcumab, 3abopoHeHuit ANA 3aCTOCYBaHHA B
LbOMY fOCNiAMeHHi. B ogHOMY 3 umMx BUnagkKie e 6yno 3ymosneHo
noripweHHAM KniHiuHoro nepebiry M.




16. KpuTepii oLiHKK
eeKTUBHOCTI

MNepBUHHI
3MiHa 3ara/ibHOTO NOKa3HWKa 3a WKanow MG-ADL Ha TvXHI 26 Big,
BUXiAHOTO PiBHA PaHAOMI30BAHOrO KOHTPONLOBAHOTO Nepioay.

BTOpUHHI

e 3MiHa 3arafibHOrO NOKa3HMKa 3a WKano QMG Ha THxKHI 26 Big
BUXiZHOTO PiBHA.

e [loninweHHA 3araibHOro NOKa3HMKA 3a WwkKanow QMG

wioHalmeHwe Ha 5 6anis Ha TWXKHI 26 Bif BUXIAHOTO piBHA. 3MiHa

NOKasHMKa nepernaHyToi wrkanm MG-QolL15r Ha TuHI 26 Big

NOYaTKOBOTO PiBHA.

e  3MiHa NOKa3HMKA OLHKK BTOMM 3a onuTyBanbHMKom Neuro-Qol
Ha TUXKHI 26 Big BUXiAHOro piBHA.

e [loninweHHA 3aranbHOro NOKasHMKa 3a Wwkanow MG-ADL
WwoHaimeHwe Ha 3 6anK Ha TUXKHI 26 Big BUXIAHOrO piBHA.

®

Mowykosi

* 3MmiHa NOKa3HMKa 3a WwKanow MGC Ha TMXKHI 26 Big BUXiQHOTO

piBHA.

® [TOKa3HUK 33 WKanow MGFA-PIS Ha TUXKHI 26.

* 3MiHa NOKa3HMKa 3a onuTyBanbHUKom EQ-5D-5L Ha TuxHi 26 Big,

BUXiQHOTO PiBHA.

¢ 3MiHa NOKa3HUKIB 3a nigwkanamu MG-ADL (40Bractuii MO30K,

KiHLIBKM, AMXanbHa CUCTEMA, OpraHu 30py) Ha TUXKHI 26 Big

BMXiHOTO PiBHA.

* 3MiHa NOKa3HMKIB 3a nigwkanamu QMG (aoBractmini MO30K,

KiHLIBKY, AMXaNnbHa CUCTEMA, OPraHu 30py) Ha TUXKHI 26 Big,

BUXiQHOro piBHA.

» YactoTa BMNaAKiB rocnitanisauii, 30kpema BMNaaKis, Nos’A3aHuXx i3

M.

* YacToTa BUNAAKIB KNIHIYHOro noripweHHs/miacTeHiYHOro Kpusy

17. Kputepii ouiHku 6e3neku

YacToTa BUHMKHEHHA NOBIYHMX ABULLY, | CEpHO3HMX NOBIYHMX
ABWLL, Y 4acoBii AuHamiIL,.

®  3MiHM B OCHOBHMX Di3i0N0riYHMX NOKA3HMKaAX i pe3ynbraTax
nabopaTtopHMX aHani3iB Big BUXiAHOTO pPiBHA.

18. CTaTUCTUMYHI meToam

Pesiome aaHux Wwoa0 edpekTUBHOCTI Ta 6e3nekM NpeAcTaBneHo 3
po36MBKOIO 3a rpynamum nikyBaHHA. s HENEpepBHUX 3MIHHUX 3MIHY
BiJ, BUXiQHOrO PiBHA aHaNi3yBanu 3a 4ONOMOTo0 Mogeni 3amillaHux
edeKTiB ANA NOBTOPHMUX BUMIiptoBaHb (MMRM). MiacyMKoBi
CTaTUCTUYHI AaHi BKAKOYANK KiNbKICTb CnocTepeeHb (n), cepegHe

3Ha4YeHHA, cTaHAapTHe BigxuneHHs (CB), meaiaHHe, MiHiManbHe Ta
MaKCMMa/ibHe 3Ha4YeHHA. [NA KaTeropinHux 3MiHHUX pO3paxoByBanu
MaCTOTY Ta BiACOTKM.




19. AlemorpadiyHi nokazHukm[3aranom 50,9% nauieHTie y nonyaauii 418 NOBHOro aHanisy
lnocnigKyBaHoi nonynaii CKNaaanm XiHku; 73,1% Hanexkanu A0 EBPONEOiAHOT pacu, cepeaHin
(cTaTb, BiK, paca TowWP) BiK Ha MOMeEHT nepuwoi iHdy3ii ctaHoBuB 55,6 poky. binbwicTb
nauieHTis (69,1%) Ha momeHT nepwoi iHdy3ii manu Bik Big 18 no

65 pokis, NnpubM3HO NoNOBMHA NauieHTiB (53,7%) Ha BUXiaHOMY
piBHi Hanexanu Ao Barosoi Kateropii Big 260 kr go <100 Kr.
BianoeigHo Ao NPOTOKOAY, B yCix nauieHTis Ml 6yna giarHoctosaHa
3a 26 MicauiB A0 HagaHHA IHGOPMOBAHOT 3roaM Ha y4acTb y
lnocnigKeHHi, a 3aranbHUt NOKa3HWK 3a wkanoto MG-ADL ctaHoBuB
>6 Ganie. binbwicTb NaujieHTiB Hanexanm go Kareropii Il abo 11l 3a
knacudikauiero MGFA. 3aranom y 82 (47%) nauieHTis (nnauebo — 39
[44%)]; pasynizymab — 43 [50%)]) 6ynun BunagKku rocnitanisauii y 2-
PiYuHMWIA Nepios A0 CKPUHIHTY; CEpefHA KiNbKiCTb BUNaAKiB
rocnitanisauii craHosumna 2,3 B 060x rpynax NikyBaHHaA. Binbwicts
[Takux nawieHTis Gynu rocnitanizosaxi 3 npusoay Mr (nnauyebo —
32/39 naujeHTis; pasynizymab — 32/43); cepeaHa KinbKicTb
rocnitanisauiv 3 npusoay MrI craHoeuna no 2,0 eunagku B 060x
rpynax nikyBaHHA.

3aranom 50,9% nauieHTiB y nonynauii 40AaTKOBOTO BiAKPUTOro
MOCNIAMMEHHA CKNaAanm XKiHkK; 73,3% Hanexanum Ao esponeoigHoi
pacwu, cepegHii BiK CTaHOBMB 55,9 poKy Ha MOMEHT nepLuoi iHby3ii B
Mexax gocnigkenHn (nnauebo abo pasynizymab). binbwicts
nauieHTis (68,3%) Ha MomeHT nepuwoi iHdy3ii manu sik Big 18 ao

65 pokie, NnpubM3HO NonoBUHA NauieHTiB (55,3%) Ha BUXigHOMY
piBHI Hanexanwu A0 BaroBoi KaTeropii Big 260 kr go <100 kr
(tabnuua 6). Monynauis 8 nepioa ABL 6yna nogibHoo go nonyaauii
B Nepioa NpoBeAEeHHA NEPBUHHOTO aHanisy

20. Peaynbtati edeKTMBHOCTI[PaHAOMI30BaHWIA KOHTPONbOBaHWIA Nepiog

JlocniaykeHHA 4OCATNO CBOEI OCHOBHOI MEeTH, NPOAEeMOHCTPYBaBLLK
6inbly edeKTUBHICTL paBynizymaby nopisHAHO 3 nnauebo 3a
3arasibHUM NOKA3HMKOM WKanu MG-ADL. Pe3ynbTaTtom NiKyBaHHA
pasynisymabom 6yno cTaTUCTUYHO 3HAUYLLE 3HUIKEHHA 3arafbHOro
nokasHuka MG-ADL Ha TuHi 26 Big BUXIAHOrO piBHA NOPIBHAHO 3
nnauebo (p = 0,0009). EpekT nikyBaHHA pasynisymabom
cnocTepirasca Bxe Ha TMXHI 1 (p=0,0265) i 36epirasca Ao THKHA 26.

CTaTUCTUYHO 3HAYYLLE NOAINWEHHA BiA3HAYaN0oCA B rpyni
pasynizymaby nopiBHAHO 3 rpynoto naauebo 3a nepwmnmu Asoma 3

5 BTOPMHHMX KiHLEBUX TOYOK (TO6TO, KiNbKiCHA OLHKA TAXKOCTI
nposasie miacteHii rpasic [QMG] i Bignosiab Ha NiKyBaHHA 3a WKaNOK
QMG) 3riaHo 3 nonepeaHbO BU3HaYeHo BaraTopiBHEBOIO
npoueaypoto nepesipku. OCKINBbKKU Pi3HMLA MiXK TPYyNamMmu NiKyBaHHA
B MOKAa3HWUKAX 3MiHM 3ara/ibHOMO NOKA3HWKA 3a ONUTYBA/IbHUKOM
MG-QoL15r Bia BUXigHOrO piBHA He Aocarna cratuctuuroy/ | /
3HavyLwocTi (p - 0,0636), npeacTaBneHO HOMIHaNbHI P-3H
3MIHW NOKa3HMWKa OLiHKK BTOMM 3a WKano Neuro-Qol i
NOAINWeHHA 3aranbHOro NOKa3HMKa 3a Wwkanow MG-AD
WoHaWMmeHwe Ha 3 6anu Ha TWKHI 26 Big BUMXIAHOTO

HA ANA

CBi4aTb Ha KOPUCTb paBynisymaby nopi




JlonarKkose BigKpuUTe A0CNIAMHKEHHA

3aranbHi NOKa3HUKK 3a WKanamm MG-ADL i QMG* Pesynbtatom
iKyBaHHA paBynisymabom Byno cTilike noninweHHA 3aranbHOro
nokasHuka MG-ADL i 3aranbHoro nokasHuka QMG Big BuxigHoro
PIBHA [10 3aBepLUEHHA AOCNIAKEHHA B rpyni NikyBaHHA RAV/RAV
(pasynizymab/pasynizymab).

* MpoTarom nepioay ABA y rpyni nikyBaHHa PBO/RAV
(nnauebo/pasynisymab) cnocrepiranocs WBKAKE Ta CTilKe
NoninwWeHHs 3aranbHOro NOKa3HWKa 3a Wwkanow MG-ADL Ta
3ara/ibHOro NoOKa3HWKa 3a Wwkanow QMG, nogibHe A0 NoAINWeHHS,
LLLO cnocTepiranoca B NnoKkasHMkax MG-ADL Ta B 3aranbHomy
noKkasHuky QMG y rpyni nikyBaHHA RAV/RAV.

MoninweHHA noKasHuKa QMG Ha 25 6anis

* YacTKa naujieHTiB i3 KniHivHOW Bignosiaato B rpyni RAV/RAV
3anMWanaca HeamiHHO A0 3aBeplueHHA nepiogy OBA.

 MpoTarom nepioay AB/ signoBigb y BUrnagi noninweHHA
nokasHuka QMG Ha 25 6anis, Wwo cnocrepiranaca 8 rpyni PBO/RAV,
3a BenuMuuHoto Byna noaibHa go Bignosigi, Wo cnocrepiranaca 8
navieHTiB, AKI OTpMMYyBanK paBynisymab npoTArom ycboro
NOCNioXKEHHA.

3aranbHWiA NOKasHUK MG-QoL15r, NnOKasHWK BTOMM 323
onuTyBanbHMKom Neuro-Qol i noninweHHa nokasHmka MG-ADL Ha
>3 6anm

e X04a Uj NOKA3HMUKM Ha TUXKHI 26 HEe Manu CTaTUCTUYHOT 3HAYYLLOCTI,
cnocTepiranMca TeHAEHLi Ha KopucTb paBynizymaby 3a BTOPUHHUMU
KiHLUEBMMU TOUKAMK ¥ BUTNAA[ 3aranbHOro nokasHuka MGQol15r,
NOKa3HWKa BTOMM 3a onuTyBanbHUKOM Neuro-Qol Ta noninweHHA
nokasHuka MG-ADL Ha 23 6anu, aki 36epiranuca go 3aBeplUeHHA
NOCNIAMEHHA.

21. PesynbtaTtv 6esneku

MpoTArom ycboro nepiogy NikyBaHHA pasynisymabom:

e 1A BuHUKAK y 96,4% nauieHTiB, NpUYOMY HaBinbLW
nowupeHumu NA (BuHKUKNKM y 210% nauienTis) 6ynn COVID-
19, ronoeHuii bink, giapen, aptpanria, 6inb y cnuHi, HyaoTa,
iHQeKUii ce4oBMBIAHUX WANAXiB, Ha30hapPUHTIT, BTOMa Ta
3aNamMopOYEHHS.

e binbwictb MNA Bignosiganu kpurepiam 1-ro (87%) abo 2-ro
(66,3%) cTyneHs TAXKOCTI.

* Y66 (39,1%) nauienTie BuHMKAM CMA (154 apuwa);
HayacTiwumm CNA (BUHUKAK ¥ 22% Big 3aranbHOT KiNIbKOCTI
nauienTie) 6ynu COVID-19 (3,6%), MT (3,0%) Ta nHEBMOHIA
BHacnigok COVID-19 (2,4%).

e Y 3 nauienHTis i3 rpynu RAV/RAV sunukam CMNA (He nos’s3
AOCNIAKYBaHUM NMPenapaTom), Wo Npu3Ben 4o

npoTarom nepiogy B/ He NpUNUHUB NpUMOM
[0CNiaMyBaHOTo Npenapary.

. BlClM nauieHTIB nomepnw nig 4ac p,oinlp,meh ! “ii,. Ui




COVID-19), a 6 nauieHTie nomepnu B nepiog ABA: 3 — vepes
COVID-19, 1 — yepes3 TOKCUYHICTb Pi3HUX NiKAPCbKKX
npenaparis, 1 — yepes 3HeBOAHEHHA Ta 1 — 3 HeBigoMOT
npu4nHu. HMogeH i3 BunagKkie cmepTi He Byno BU3HAHO
TaK1M, LLLO NOB’A3aHMI i3 3aCTOCYBaHHAM A0CNIAKYBAHOIO
npenapary.

* [po BUNagKM MEHIHTOKOKOBOI iHDEeKL,iT He noBigomnanocs.

22. BUCHOBOK (3aKno4eHHs)

NikysanoHuin edekT pasynisaymaby cnocrepirascs B)xe Ha
TUHI 1 i 36epirasca Ao 3aBeplieHHA JoChigxeHHA. MNicna
nepexoAy Ha NikyBaHHA paBynisymabom npotarom nepiogy
OBJ, y nauieHTie rpynu nnauebo Big3HaYaBCA WBUAKUNA
edekT, noaibHuiA 3a BEIMYMHOIO A0 NONINWEHHA 3araibHoro
nokaszHuka MG-ADL i 3aranbHoro nokasHuka QMG, wo
cnocrepiranoca B rpyni pasynisymaby B nepioa PK/.
JNlikyBaHHA pasynizymabom pobpe nepeHocunoca. Mpo
BMMNAaAKW MEHIHTOKOKOBOT iHQeKLii He noBiAOMAANOCA.
NikysaHHAa paBynisymabom 3abesneyyBano TpMBane, nosHe
Ta CTiliKe iHribyBaHHA KiIHUEBOro KOMMOHEHTa CUCTEMMU
KomnnemeHTy (BinbHoro C5 y cMpoBaTLi KpoBi) NPOTArom
YCbOTO AOCNIQKEHHA.

Y 2i3 82 (2,4%) naujieHTis i3 rpynu PBO/RAV Bia3Hauasca
NO3WTUBHWI pe3ynbTaT TecTy Ha AJ/13 nig yac BisuTy
nepeaYacHoro NPUNUHeHHA,/Bi3UTy 3aBepLIEHHSA
pocnigeHHa 8 nepiog ABA. Y }OAHOTO 3 UMX NALEHTIB He
byno BUABNEHO HEWTPANI3YIOUMX aHTUTIN A0 paBynizymaby, i
HaABHiCcTb AJ13 He YMHUNA NOMITHOTO BN/IUBY Ha
edekTuBHICTb, Ge3neky, PK abo P/,

Hosux curHanis 6e3nekn BuaBneHo He 6yno, npodinb KopuUcTi-
pu3nKy pasynisymaby npu nikysaHHi 4OPOCAMX NaLiEHTIB 3 TMI
3a/1MLWAETHCA CNPUATIMBUM.

3aABHUK (BNACHUK
peecTpaujiiHoro
NOCBiAYEHHA)

/niannc/

(nignuc)

Bendi Helibnep (Wendy Neibler)

GI3)




ALXN1210-NMO-307

Annex 30

to the Procedure for Conducting Expert

Evaluation of Registration Materials
Pertinent to Medicinal Products

Submitted for the State Registration (Re-
Registration) and for Expert Evaluation

of Materials about Introduction of

Changes to Registration Materials during

the Validity Period of Registration
Certificate (item 4 section IV)

Clinical study report NeS

1. Name of medicinal product
(registration certificate Ne, if
available)

[ULTOMIRIS® .
(INN-ravulizumab)

2. Applicant

ALEXION EUROPE SAS

103-105 rue Anatole France, 92300 Levallois-Perret, France

3. Manufacturer

Batch release of finished product

Alexion Pharma International Operations Limited

Alexion Dublin Manufacturing Facility (ADMF): College
Business and Technology Park, Blanchardstown Road North,
Dublin 15, D15 R925, Ireland

4. Studies conducted:

*yes no ifno, please justify

1) type of medicinal product,
which has been or will be
registered

Medicinal product with complete dossier (stand-alone dossier).
Other. New active substance

5. Title of clinical trial, code
number of clinical trial

ALXN1210-NMO-307: A Phase 3, External Placebo-Controlled,
Open-Label, Multicenter Study to Evaluate the Efficacy and Safety of]
Ravulizumab in Adult Patients with Neuromyelitis Optica Spectrum
Disorder (NMOSD)

6. Phase of clinical trial

3

7. Period of clinical trial

From 13 Dec 2019 (first patient enrolled) till 15 Mar 2022 (end of the
rimary Treatment Period).

8. Countries, where clinical
trial has been conducted

This study was conducted at 36 sites that enrolled 58 patients across
11 countries (Australia, Canada, Denmark, Germany, Italy, Japan, the
[Republic of Korea, Poland, Spain, the United Kingdom, and the
United States).
The placebo comparator group from Study ECU-NMO-301 included
47 patients across 14 countries (Argentina, Australia, Germany,
enmark, the United Kingdom, Hong Kong, Croatia, Italy, Japan, the
Eepublie of Korea, Russia, Turkey, Taiwan, and the United States).

9. Number of trial subjects |Elanned: Approximately 55 eligible adult patients with NMOSD were

planned to be enrolled in Study ALXNI1210-NMO-307.

Analyzed: A total of 58 patients were enrolled in Study ALXN1210-
INMO-307; all 58 were included in the Full Analysis Set (FAS),
Safety Set, and PK/PD Set, and 55 were included in the Per-Protocol
Set (PPS).

The placebo group from Study ECU-NMO-301 consisted of a total of
47 patients; 47 were included in the Full Analysis Set, 47 were
included in the Safety Set, and 44 were included in the PPS.

10. Objective and secondary

endnointe nf elinical trial

Objectives:



14. Reference product, dose,.
mode of administration and
strength

Please see Study ECU-NMQ-301

15. Concomitant therapy

A greater percentage of patients in the placebo group were on
ImmunoSuppressive Therapies (ISTs) at baseline compared with the
ravulizumab group (72.3% and 48.3%, respectively).

16. Criteria for evaluation
efficacy

Primary:

e Time to first adjudicated On-trial Relapse and relapse risk
reduction.

Secondary:

¢ Adjudicated On-trial ARR

¢ (Clinically important change from baseline in HAT
Change from baseline in EQ-5D Index Score (4)
and EQ-5D VAS Score

e Clinically important worsening from baseline in EDSS

17. Criteria for evaluation
safety

o Incidence of TEAEs, TESAESs, and TEAEs
leading to study drug discontinuation
¢ Change in serum ravulizumab concentration over

the study duration

e Change in serum free C5 concentration over the
study duration

e Presence and titer of ADAs over the study
duration

18. Statistical methods

[Hierarchical testing proceeded from 1 to 6 for the primary and key
secondary efficacy endpoints,

and if statistical significance was not achieved (p-value > 0.05), then
subsequent endpoints were

not considered statistically significant and all displayed p-values from
analyses of lower rank

were to be considered nominal.

19. Demographic indices of
studied population (sex, age,
race, etc.)

The demographic characteristics were balanced between treatment
groups. The majority of patients in both the ravulizumab and placebo
groups, respectively, were female (89.7% and 89.4%), not Hispanic or]
Latino (77.6% and 87.2%), and were White (50.0% and 51.1%) or
Asian (36.2% and 31.9%).

Baseline discase characteristics in both groups were indicative of a
patient population with disability representative of the NMOSD
population overall. The median age at first dose was 46.0 years in the
ravulizumab group and 44.0 years in the placebo group; 7 (12.1%)
patients in the ravulizumab group and 3 (6.4%) in the placebo group
were > 65 years of age. Most (> 85%) patients in both groups used
supportive immunosuppressive therapy (IST) for NMOSD prior to
study treatment. The most common ISTs for NMOSD prior to study
treatment were corticosteroids, rituximab, and azathioprine. At
baseline, 48.3% in the ravulizumab group and 72.3% of patients in
the placebo group were on concomitant ISTs.

Differences in baseline characteristics between the ravulizumab and
Study ECU-NMO-301 placebo treatment groups were evaluated using

standardized mean differences; propensity score strata and stabilized
inverse probability of treatment weight (SIPTW) weighted summaries
reduced imbalances in baseline characteristics and therefore any



potential bias introduced through an external control; these
methodologies were subsequently used to control for potential biases
in sensitivity analyses. To characterize the amount of uncontrolled
confounding that would account for the treatment effect, an E-value
as described in VanderWeele, 2017 was calculated.

20. Efficacy results

|Primg}5 Endpoint:

The study met its primary objective by demonstrating the efficacy of
ravulizumab for the treatment of adult patients with NMOSD. No
adjudicated On-trial Relapse was observed with ravulizumab
treatment during the Primary Treatment Period. A significant effect
on the primary endpoint of time to first adjudicated On-trial Relapse
and relapse risk reduction was observed with ravulizumab treatment
compared to placebo during the Primary Treatment Period (p <
0.0001). The hazard ratio (95% CI) for ravulizumab compared with
placebo was 0.014 (0.000, 0.103),. representing a 98.6% reduction in
the risk of relapse.

Data from sensitivity analyses, including analyses stratified by
propensity score strata and using weighted analysis, are consistent
with those from the primary analysis, demonstrating a substantial
treatment effect of ravulizumab compared to placebo in the reduction
in relapse risk. These sensitivity analyses indicate that any differences
in baseline characteristics due to the trial design did not confound the
results of the primary analysis.

Two patients in the ravulizumab group had an On-trial Relapse as
determined by the Treating Physician that was adjudicated negatively
by the RAC. The results for time to first On-trial Relapse as
determined by the Treating Physician were consistent with the results
of the primary analysis (p < 0.0001).

A consistent effect on the time to first adjudicated On-trial Relapse
was observed for ravulizumab compared with placebo across all pre-
specified subgroups, including regions, age groups, gender, race
(Asian, White), use of concomitant IST at baseline, and prior
rituximab use.

Secondary Efficacy Endpoints:

The study met the first 2 of the 5 secondary endpoints according to
the prespecificed rank order (ie, Adjudicated On-trial annualized
relapse rate [ARR] and Clinically important changes from baseline in
Hauser Ambulation Index [HAI]).

The adjudicated On-trial ARR was 0.00 in the ravulizumab group,
representing a statistically significant lower ARR than 0.25 (1
adjudicated On-trial annualized relapse per 4 patient-years) (p <
0.0001). The results of sensitivity analyses were statistically
significant and consistent with those of the main analysis.

Patients in the ravulizumab group had a statistically significant lower
odds of experiencing clinically important worsening in HAI score,
which represents functional status and physical disability, compared
with patients in the placebo group (p=0.0228).

'While not statistically significant, similar effects favoring
ravulizumab were observed for the analyses of change from baseline
in European Quality of Life Health 5-dimension Questionnaire (EQ-
5D) Index Score (p = 0.0567), change from baseline in EQ-5D visual
analogue scale (VAS) score (nominal p = 0.0297), and clinically
important worsening from baseline in EDSS score (nominal p =
0.0588). Since the treatment effect did not reach statistical
significance for the change from baseline in EQ-5D Index Score
assessment, nominal p-values are presented for change from baseline
in EQ-5D VAS Score and clinically important worsening from
baseline in EDSS score.

Additional Efficacy Endpoints:




[No patients in the ravulizumab group had an On-trial relapse (as
determined by the Treating Physician) that required hospitalization,
which resulted in a lower annualized relapse-related hospitalization
rate for the ravulizumab group compared with the placebo group (p <
0.0001).

The rates of annualized On-trial Relapse-related (as determined by the
Treating Physician) acute treatment with high dose oral steroids, IV
methylprednisolone, and PE were all significantly lower in the
ravulizumab group compared with the placebo group (high-dose oral
steroid: 0.00 versus 0.13 for placebo, p = 0.0005; IV
methylprednisolone: 0.00 versus 0.47 for placebo, p <0.0001; and
plasma exchange: 0.01 versus 0.21 for placebo, p = 0.0002).

21. Safety results

Overall, treatment-emergent adverse events (TEAEs) were reported in
53 (91.4%) patients in the ravulizumab group. Most TEAEs were not
related to study drug and were mild in severity. No patients died
during the study.

The most common TEAEs (occurring in > 10% of patients) included
coronavirus disease 2019 (COVID-19) (14 [24.1%] patients),
headache (14 [24.1%] patients), back pain (7 [12.1%] patients),
arthralgia (6 [10.3%)] patients), and urinary tract infection (6 [10.3%]
patients).

The only System Organ Class (SOC) with treatment-emergent serious
adverse events (TESAEs) reported by more than 1 patient in the
ravulizumab group was Infections and infestations (5 [8.6%]
ipatients), and included encephalitis meningococcal, infection,
intervertebral discitis, meningococcal sepsis, and pneumonia (1
[1.7%] patient each).

One (1.7%) patient experienced 3 TEAEs (bronchitis, encephalitis
meningococcal, and stenotrophomonas infection) that resulted in
withdrawal from the study drug.

Two (3.4%) patients in the ravulizumab group each experienced 1
event of meningococcal infection. Both patients were promptly
treated and recovered with no sequelae.

Infusion reactions were reported in 20 (34.5%) patients in the
ravulizumab group. Four (6.9%) patients had infusion reactions that
led to study drug interruption during a total of 5 infusions. None of
these infusion reactions were serious, and the total infusion volume
was subsequently administered in each case.

The overall rate of TEAEs and TESAESs did not increase with
increased exposure to ravulizumab, and no TESAEs were reported in
the ravulizumab group in the 21 patients treated beyond 18 months.
There were no clinically significant findings based on laboratory
evaluations, vital signs, body weight, or electrocardiograms (ECGs).

22. Conclusion (summary)

- The study met its primary objective by demonstrating the efficacy of]
ravulizumab for the treatment of adult patients with NMOSD. No
adjudicated On-trial Relapses were observed in patients treated with
ravulizumab during the Primary Treatment Period. A significant
effect on the time to first adjudicated On-trial Relapse and relapse risk

reduction was observed with ravulizumab treatment during the
rimary Treatment Period. Corresponding benefits of ravulizumab
reatment were also observed for the adjudicated On-trial ARR.

- Treatment with ravulizumab also resulted in a lower odds of

experiencing clinically important worsening in functional status and
hysical disability, as measured by the HAI score, compared with
lacebo, and lower rates of physician reported On-trial Relapse

treatment and hospitalizations compared to placebo.

- Treatment with ravulizumab was well tolerated, as evidenced by the

low number of TESAEs and proportion of patients who had study

drie withdrawn due to 1 or more TEAFs. The 2 natients who




experienced meningococcal infection were promptly treated and
recovered with no sequelae.

- The safety of ravulizumab in patients with NMOSD observed in this
study is consistent with the well-established safety profile of
ravulizumab in indications for which it is already approved
(paroxysmal nocturnal hemoglobinuria, atypical hemolytic uremic
syndrome, and generalized myasthenia gravis).

- Treatment with ravulizumab provided immediate, complete, and
sustained inhibition of terminal complement (serum free C5)
throughout the treatment period in patients with NMOSD.

- No treatment-emergent immunogenicity was observed following
ravulizumab treatment in patients with NMOSD.

|Applicant (registration
(certificate holder)

Full Name: Ghaith Mitri

ISignature: & ﬁ W




Hopaatok 30

Ao Mopaaky NpoBeAeHHA eKCrnepTUsn
peecTpauiiHMx martepianis Ha NiKapCbKi
3acobu, WO NOAAKTLCA HA AepPHaBHY
peecTpaujio (nepepeecTpaliio), a TakoX
eKCMnepTU3n maTepianis Npo BHECEHHA
3MiH [0 peecTpauiiHMx maTtepianis
NPOTArOM Ajii PEECTPALIIMHOrO NOCBIAYEHHA
(nyHKT 4 po3giny V)

3BiT Npo KniHiuHe BunpobysaHHa Ne 5

ALXN1210-NMO-307

1. Hassa nikapcbkoro 3acoby [Y/IbTOMIPIC (ULTOMIRIS®) (mixHapoaHa HenaTeHTOBaHa Ha3Ba —

(3a HasBHOCTI — HOMep paBynizymab)

peecTpauinHoro

noceig4eHHa)

2. 3aABHUK CnpouieHe akuioHepHe ToBapucTeo A/IEKCIOH HOPOMN

(ALEXION EUROPE SAS)

103-105 py AHatonb ®paHc, 92300 Nesannya-MNeppe, PpaHuin
(103-105 rue Anatole France, 92300 Levallois Perret, France)
3. BUpobHuK Bunyck cepii 2o0moeozo nikapceko2o 3acoby:

AnercioH Papma IHTepHewHn OnepenwHs Nimites

(Alexion Pharma International Operations Limited)

Bupo6Huui noTyKHoCTi Anekcion 8 ybnini (ADMF):
Konepx bizHec eHp Texnonompki Mapk, bhanvapacrayH Poyp Hopr,
Ay6nin 15, D15 R925, IpnaHais

(Alexion Dublin Manufacturing Facility (ADMF):
College Business and Technology Park, Blanchardstown Road North,
Dublin 15, D15 R925, Ireland)




4. NpoBeaeHi [OCNiAMEHHA:

*TaKk Hi  AKWO Hi, 06rpyHTYBaTH

1) Tun nikapcbkoro 3acoby,
3a AKMM NpoBogunacs abo
NNaHYETLCA peeCTpauin

/likapcbKuit 3acib 3a NOBHUM [0CbE (aBTOHOMHE AOCbE). IHWwe. HoBa
/ilo4a pevoBuHa

5. MoBHa Ha3Ba KNiHIYHOTO
BMNpobyBaHHA, KOAOBAHUM
HOMEp KAiHiYHOro
BUNPO6YyBaHHA

ALXN1210-NMO-307: BaratoueHTpoBe BigkpuTe AocnigKeHHs dazm 3
i3 30BHIWHIM Nnauebo-KOHTPONEM 3 METOID OLHKK epeKTUBHOCTI Ta
Ge3MeyHOCTi 3acToCyBaHHA pasynizymaby B [0OpOCAMX NaALEHTIB i3
ONTUKOHEBPOMIENITOM 3 po3nagom cnektpy (OHMPC)

6. ®aza KniHiYyHorO
BMNpPODOYBaHHA

7. Nepioa nposeaeHHA
KNiHIYHOro BUNpoByBaHHA

3 13 rpyaHa 2019 p. (BKAKOYEHHA NEPLIOro NALiEHTa B AOCNIKEHHA)
\no 15 6epesns 2022 p. (3aBepleHHA OCHOBHOTO NepioAy NiKyBaHHA).

8. Kpainun, ne nposogunoca
KNiHiYHe BUNpobyBaHHA

Lle gocnigkeHHA npoBoaMAoCA B 36 AOCAIAHULIBKUX LEHTpax, Ao
AKkUx Byno HabpaHo 58 naujenTis B 11 kpaiHax (ABcTpania, Kavaaa,
[aHis, HimeuyuHa, Itanis, AnoHia, Pecnybnika Kopes, Monbua,
icnauis, Cnonyyexe Kopoaiscteo Ta CLLUA).

Mpyny npenapaTty nopiBHAHHA npeAcTaBnanu 47 nawjieHTis, Aki
oTpumyBanu nnauebo nig yac gocnigenHa ECU-NMO-301, wo
nposoaunnoca B 14 kpaiHax (ApreHTuHa, Asctpania, HimewuuHa,
Lanin, CnonyyeHe KoponiecTeo, FOHKOHT, XopBaria, ITania, AnoHis,
Pecny6nika Kopes, Pocis, TypeuunHa, TaitBaHb i CLUA).

9. KinbKicTb gocnigyBaHmx

3annaHoBaHo: Y gocnigeHHa ALXN1210-NMO-307 nnaHysanoca
HabpaTu npubaunsHo 55 gopocaux nauieHTis 3 NMOSD, aki
BigNOBiAANM KpuTepiam Bigbopy.

MNpoaHanizoBaHo: 3aranom y gocnigweHHi ALXN1210-NMO-307

B3ANM y4acTb 58 nauieHTis; yci 58 6ynun BkaoYeHi A0 nonynauii gna
nosHoro ananisy (NMA), ao subipku ans aHanisy 6esnexkun Ta BuBipku
ANA OUiHKKM DK/D[, a 55 nauieHTis Bynu BKAOYEHI A0 BUBIpKK
nauiexTie 6e3 BigxuneHsb Big npotokony (PPS).

l'pyna nnauebo 3 gocnigeHHs ECU-NMO-301 cknaganacs 3

47 nauienTie; 47 nauieHTis 6ynu BKAKOYEHI 40 nonyaauii ANA NOBHOMO
aHanizy, 47 — po Bubipku gns aHanisy 6e3neku, a 44 — no enbipku
PPS.
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10. MerTa Ta BTOpPUHHI Uini
KNiHiYHOTrO BUNPO6YyBaHHA

OCcHOBHa Uinb:

OuiHUTK BNAKB paBynisymaby Ha niaTeepaKeHi peunanBen nig vac
lnocnigxeHHa* y gopocanx naujiexTis 3 NMOSD.

* Peungusum nig vac A0CNigKEHHA 03HAYAIOTb PELUAUBU, BUSHAYEHI
nikapem-g0CnigHMKOM, AKI CTANUCA B Nepiod A0CNigKyBaHOro
NiKyBaHHA. YCi peuMAnBM Nig vac AOCNiAMKEHHA PO3rnafanuca
He3aneXHo eKCNnepTHO KoMicieln. TepmiH «peunams nig yac
\JoCNniaEeHHA» BUKOPUCTOBYETHLCA ANA 3a3HAYEHHA NULLE TUX ABULL,
AKi BynM niaTBEpAXKEHI EKCNEePTHOK KoMiICieto.

BTopwuHHI Lini:

- OUiHUTK BNAMB paBynisymaby Ha piuHy 4acToTy NigTBEpPAKEHMX
peuuausie (ARR) nig yac AocnigmeHHA y A0POCAUX NaLiEHTIB 3
NMOSD.

- OuiHMTK BNAKUB paBynisymaby Ha HeBPoOTiuHY GYHKLIO B
nopocnux nauientis 3 NMOSD.

- OuiHWTK BNAIMB paBynisymaby Ha akicTb xuTTa (Qol) y gopocanx
nauienTis 3 NMOSD.

- OuiHWUTK BNAMB paBynisymaby Ha NOB'A3aHY i3 3aXBOPIOBaHHAM
iHBanigHicTe y gopocaux naujieHtis 3 NMOSD.

- OuiHuTK BesneyHicTb paBynisymaby Ana 40pPOCAMX NALIEHTIB 3
NMOSD.

- Oxapakrepu3syBaTtu dpapmakokiHeTuky (PK) pasynisymaby 8
\nopocaux nauieHTis 3 NMOSD.

- OxapakTepusyeatu dpapmakoguHamiry () pasynizymaby B
\aopocnmx nauieHtis 3 NMOSD.

OxapaKTepu3yBaTh iIMyHOreHHICTb paBynisymaby B opocaunx
nauieHTis 3 NMOSD.

11. [ln3aiiH KNiHiYHOTO
BUNPOByBaHHA

Lle pocnigykeHHsA NpOBOAWUTLCA B OGHIM rpyni NiKyBaHHA, a rpyna
npuomy nnauebo 3 gocnigkeHHa ECU-NMO-301 (Homep IND:

116 207; Homep EudraCT: 2013-001150-10; nposoaunocs 3 2014 no
2018 pp.) BUKOPUCTOBYETLCA AK 30BHIWHIWA Nnauebo-KOHTPONb.
Hocnigxenna ECU-NMO-301 6yno paHaoMi30BaHUM, NOABIMHUM
CNINUM JOCNIAKEHHAM 3 OLIHKKM Yacy 40 HacTaHHA NOAIT B NayieHTiB,
paHOoMi30BaHuUX y cniBBigHOWEHHI 2:1 ANA BHYTPILWHbOBEHHOTO
BBeeHHA eKkynisymaby abo nnauebo KoxHi 2 TMxHI (K2T).
MepBUHHOIO KiHLLEBOI TOUKO ByB Yac A0 NepLIoro NiATBEPAKEHOrO
peuuausy. lochigxeHHa cknagaeTben 3 4 nepiogis: nepiog
CKPWHIHIY, OCHOBHMIA NepioA NikyBaHHA, AOBIOCTPOKOBUIA
N0AaTKOBWIA Nepiog Ta Nepios NOA4aNbLIONo CNOCTEPEXEHHA ANA
OLiHKK Be3neKn. Y nepios CKPUHIHIY TPUBANICTIO A0 6 TUKHIB
BM3HAYaNM BiANOBIAHICTL NALEHTIB KpUTEPIAM BiaBGOPY ANA y4acTi B
\;nocnigxeHHi. Mportarom nepioay AOCAILHKYBAHOTO NiKyBaHHA
NiKap-A0CNIAHWUK OLHIOBAB BUHUKHEHHA PELMANBIB Y NaLLIEHTIB.
HesanexHa ekcnepTHa KOMicia po3rnagana KoXeH BUNaaoK )
peunamnsy nig vac A0CNIAMKEHHSA, NOBIAOMIEHWNIA NiKapem- /'!
\AOCNIAHMKOM, | BUSHAYaNa, uu BiANOBIAaE BiH BU3HAYe 4 '
NpoTOKONOM KpuTepiam peunansy NMOSD. «Peumaung/nin yac
AOCNIAMEHHA» — Le peuuauB, NiATBEPANKEHUN NiCAR/PO3rnaay
eKCNepTHOIO KOMICIElD. '
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12. OCHOBHi KpuTepii
BK/IIOYEHHA

* MauieHTH YonoBiuoi abo KiHOYOT cTaTi Bikom >18 pokis i3
NO3UTUBHUM Pe3y/IbTaTOM TECTY Ha aHTUTINa A0 AQP4, aki manu
\aiarHo3 NMOSD 3a MidXHapOAHUMWM KOHCEHCYCHUMM AiarHOCTUYHUMMU
KpuTepiamu 2015 poky. OTpUMaHWI1 Y MUHYIOMY NO3UTUBHUIA
pesynbTaT TecTy Ha aHTuTina ao AQP4 ponyckaBca, AKLLLO TecT
NPOBOAMBCA 33 AONOMOTOK NPUAHATHOTO, BaNif0BaHOIO KAITUHHOIO
aHanily B akpeaMTOBaHil nabopartopii.

¢ [MpuHaiiMHi 1 peungune 3a MUHYAI 12 micauis 4o Nepiogy CKPUHIHTY.
* MoKa3HuK LLKanu ouiHKK cTyneHs inBanigusauii (EDSS) 27 6anis

e [llenneHHA NPOTU MEHIHTOKOKOBOT iHQeKLii npoTArom 3 pokis 4o
noyYaTKy 3actocyBaHHa pasynisymaby abo Ha noyaTky Horo
3aCTOCYBAHHA

» ba3oBa iMyHoCynpecMBHa Tepanisa y cTabinbHMx gosax byna
\/l03BONEHa, ane He 060B'A3KOBA

13. JochigxysaHui
inikapcobkmit 3aci6, cnocib
3aCTOCyBaHHA, CKaa aii

MpoTArom OCHOBHOTO Nepioay NiKyBaHHA NALIEHTU Y BigKpUTOMY
peXuMi oTpumMyBanm pasynisymab, AKKI nocTavasca y BuUrnagi
CTEPUNBHOTO PO34nHy 6e3 KoHcepeaHTie 10 mr/mn B 04HOPA30BMX
¢dbnakoHax. Yci 4o3u npenapary, B TOMY YACNi HaBaHTaXKyBaNbHY 403y
B AeHb 1 i nigTpMMyBanbHi 003K B AeHb 15 Ta Hagani oguH pa3 KOMHI
8 TvKHIB (K8T) BBOAWAM WNAXOM BHYTPILHLOBEHHOT iHY3il

14. NMpenapaTt NOPIBHAHHA,
\no03a, cnocib 3actocyBaHHs,
cuna aii

Nus. gocnigxeHHa ECU-NMO-301

15. CynyTHAa Tepanis

HacTKa NauieHTIB, AKIi HA MOMEHT BKNOYEHHA B A0CNIAMKEHHA
OTpUMYBanM imyHocynpecueHy Tepanito (ICT), 6yna 6inbwoto B rpyni
nnauebo nopiBHAHO 3 rpynoto pasynisymaby (72,3% Ta 48,3%
BiZANOBIAHO).

16. Kputepii oLiHKK
edeKTUBHOCTI

MepBUHHI:

¢ Yac Ao Nepworo NigTBepAXEeHOro PeunamBY Ta 3SHUKEHHS
PU3UKY peuvamnsy.

BTopuHHi:

e  PiyHa yacToTa nigTBepaKeHUX peuuanBiB nig yac
LOCNioXKeHHA

e KniHiyHO 3Hauyw_a 3MmiHa B iHAeKci xoabbu Xaysepa
(HAI) Big BuXigHOrO piBHA

*  3MiHM Bia BUXIAHOTO PiBHA B IHAEKCHOMY NOKAa3HUKY
(4) 3a EBponNeMCbKMM ONUTYBANbHUKOM ANA OLIHKM
AKOCTi MuTTA EQ-5D i B NnOKa3HMKy Bi3yanbHO-
aHanorosoi wkanu (BALL) EQ-5D

*  KniHiYHO 3HauyLe noripweHHA NOKa3HKWKa LWKanu

EDSS nopiBHAHO 3 BUXiAHWM 3HAYEHHAM




17. Kputepii ouiHku 6e3neku

*  YacroTa NnobivyHMX ABULL, LLLO BUHWKAKW NPOTATOM
nikysaHrHa (MANA), cepio3Hux NobBiYHUX ABMILL,
L0 BUHMKAM NPOTATOM NikysaHHa (CMANM) Ta
NANN, aki npussenu 4o NPUNUHEHHA
3aCTOCYBaHHA JOCNIAKYBAHOIO nNpenapary

* 3MmiHa KOHUEeHTpaUii paBynisymaby B cuposaTui
KPOBi NPOTATOM AOCNIAMKEHHA

e 3miHa KOHUeHTpaLii BinbHoro C5 y cupoBaTu
KPOBi NPOTATOM O0CNIAXKEHHA

¢ HaaBHICTb | TUTP aHTUTIN A0 NiKapcbKoro 3acoby
(AN13) npoTArom AoCNigMKeHHA

18. CraTMCTUYHI meToAM

MpoBoaunu 6araTopiBHeBY NepeBipKy NEPBUHHUX Ta KNHOYOBUX
BTOPMHHUX KiHLEBUX TOYOK epeKTMBHOCTI Big 1 Ao 6. Axwo
CTaTUCTUYHA 3HAYYLWiCTb He aocaranaca (p-3HaveHHa >0,05), To
HACTYMHI KiHLEBi TOYKM BU3HABANUCA CTAaTUCTUYHO HE 3HAYYLLMMKU, i
BCi p-3HaYeHHA, OTPMMaHI B aHanizax HUKYOro paHry, bynm
npeacTasaeHi AK HOMIHaNbHI.

19. flemorpadiuHi NOKa3HUKK
N0CNIAXYBaHOT NONyNALT
(cTaTb, BiK, paca Towo)

lemorpadiuHi nokasHukmu B 060X rpynax nikysaHHA 6ynu nofibHUMK.
BinblwicTb nauieHTis y rpynax pasynizymaby ta nnauebo signosigHo
6ynu siHovoi cTaTi (89,7% Ta 89,4%), He icnaHcbKoro abo
NaTMHOAMEPUKAHCLKOTO NnoxogKeHHs (77,6% Ta 87,2%), bynu
npeacTtaBHUKamu esponeoigHoi pacu (50,0% Ta 51,1%) abo asinuamu
(36,2% Ta 31,9%).

MOKa3HUKKU 3aXBOPIOBAHHA Ha BUXiZHOMY piBHi B 06ox rpynax 6ynu
XapaKTepHUMMU ANA NONYANALIT NALIEHTIB 3 iHBaNigHICTIO,
penpe3eHTaTMBHOI A1A 3arafbHOI nonynayii nauieHTis 3 NMOSD.
MegiaHa Biky Ha MOMEHT BBEAEHHA NepLloi 403U CTaHOBMAA

46,0 pokis y rpyni pasynisymaby Ta 44,0 poku B rpyni nnauebo; 7
(12,1%) nauieHTiB y rpyni pasynisymaby Ta 3 (6,4%) nauieHTu B rpyni
nnauebo 6ynu Bikom 265 pokis. binbwicTb (>85%) nauieHTie B 060X
rpynax nepeg AoCniayBaHUM NiKyBaHHAM OTPUMYBanu
nigTPMMyBanbHy imyHocynpecusHy Tepaniio (ICT) 3 npusogy NMOSD.
Haitbinbw nowupeHumu npenapatamu ICT gna nikysaHHa NMOSD,
AKi 3aCTOCOBYBANMUCA 40 AOCNIAXKYBAHOTO NliKyBaHHA, Byau
KOPTUKOCTepoign, putykcumab Ta asationpuH. Ha momeHT
BK/OYEHHA B gocnigmeHHa 48,3% nauieHTis y rpyni pasynizymaby Ta
72,3% naujenTis y rpyni nnauebo otpumysanu cynytHio ICT.
BiAMIHHOCTI ¥ BUXiAHWUX XapaKTepPUCTUKAX MiXK rpynamm
pasynisymaby ta nnauebo 8 gocnigkeHHi ECU-NMO-301 ouiHtoBanu
3a JONOMOrolo CTaHAapPTU30BaHOI Pi3HULI CepegHix 3HaYeHb;
BUMKOPUCTAHHA CEPeaHbOro 3BaeHOro 3Ha4YeHHA koediuieHTis
CXWAbHOCTI Ta cTabinizoBaHOi 3BOPOTHOI UMOBIPHOCTI NiKyBaHHA
(SIPTW) 3ameHWwuAun aucbanaHc y BUXigHWX XapaKTEPUCTUKAX, a OTKeE,
i ByAb-AKY NOTEHUiHHY NOXMBKY, BHECEHY Yepe3 30BHILIHIN KOHTPOAb;
Ui METOA0NO0riT 3roA0M BUKOPUCTOBYBANWUCA ONA KOHTPROAIO
NOTEHLiMHMX NOXMBOK B aHanizax yytamsocTi. Lob
OXapaKTepu3yBaTH KiNbKiCTb HEKOHTPONIbOBAHUX YMHH AKi
MOXYTb BM/IMHYTU Ha OLHKY NiKyBanbHOro edekTy, 6

po3paxoBaHo E-3HaueHHA, AK onucaHo B poboTi Va rWeele, 2017.
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20. Pe3ynbratv epeKTUBHOCTI

lNepBWHHA KiHUEBa TOYKaA:

locniaeHHA AOCATNO CBOEI OCHOBHOT METH, NPOAEMOHCTPYBaBLUK
edeKTUBHICTb paBynisymaby ana nikysaHHA A0POCAUX NALLEHTIB 3
NMOSD. Y nauieHTiB, AKi OTpUMyBanu paByniaymab npotarom
OCHOBHOTO Nepioay NikyBaHHA, He ByN0 OAHOrO NiATBEPAKEHOrO
peunansy. MpoTAroMm OCHOBHOMO NepioAy NikyBaHHA cnocTepirasca
3HAYHMIA BNAWUB Ha NEPBUHHY KiHLEBY TOYKY (Y4ac Ao nepworo
NiATBEPAMKEHOTO PeuuaMBY Nig Yac AOCNIAKEHHA Ta 3HUKEHHA
PU3UKY peuuanBy) NpM 3acToCyBaHHi pasynisymaby nopisHAHO 3
nnaye6o (p <0,0001). BiaHoweHHA pusukis (y ayxkax — 95% [lI) npu
3acTocyBaHHi pasynisymaby nopisHaHo 3 nnauebo craHosuno 0,014
(0,000; 0,103), WO 03HAYAE 3HUKEHHS PU3UKY peunansy Ha 98,6%.
Pe3ynbTaTi aHani3is YyTAMBOCTI, 30KpEMa aHani3is 3i cTpaTudikauieto
33 KoediliEHTOM CXUNBbHOCTI T 3 BUKOPUCTAHHAM 3BaXKeHUX OLIHOK,
Y3rO4XKYHOTbCA 3 pe3yNbTaTaMu NePBUHHONO aHanisy, AeMOHCTPYIOHM
CYTTEBMIA NiKyBaNbHUI edeKT paBynisymaby y 3HUKEHHI pU3nKy
peuuauBy NOpiBHAHO 3 nnauebo. AHani3aM YyTAMBOCTI BKa3ylOTb Ha
Te, Wo Byab-aKi BiAMIHHOCTI Y BUXiAHUX XapaKTepUCTUKAX, 3yMOB/eHi
\AM3aMHOM AOCNIAMEHHA, HE BNIMHYAU HA Pe3yibTaTh NePBUHHOIO
aHanisy.

Y nBOX naujieHTiB rpynu pasynisymaby nikap-A0CnigHWMK BU3HAYMB
peuunamBs nig vac AOCNIAKEHHA, AKUIA He ByB NiaTBEpAKEHUI
eKCMepTHOK KOMICIEK. Pe3ynsTaTy woao vacy Ao nepuioro
peuuauBy nig Yyac JOCNiAKeHHA, BU3HAYeHi nikapem-a0CcnigHuKom,
Y3roJ)KyBanuca 3 pesynbratamMmu NnepBMHHOIO aHaniay (p <0,0001).
CrabinbHuii BNAMB Ha Yac A0 Neploro peunanBy nig vac
NOCNIAMEHHA CNOCTEPIraBCcA NPU 3aCcTOCyBaHHI pasynizymaby
nopiBHAHO 3 nnauebo B ycix nonepegHbO BU3HAYeHMX Niarpynax,
30Kpema B nigrpynax i3 po3buekoto 3a perioHom, BikOBOH
KaTeropielo, CTaTTio, pacolo (asikui, eBponeoign), OTPUMAHHAM
cynyTHLOT ICT Ha BUXigHOMY piBHI Ta nonepeaHiM NpMioMom
puUTyKCMMaby.

BTOpPWHHI KiHUEeBi TOYKM e(DEeKTUBHOCTI:

JlocnigeHHA JOCATN0 Nepwux 2 i3 5 BTOPUHHMX KiIHUEBUX TOHOK
BigNOBiAHO 40 NonNepeaHbO BUIHAYEHOTO paHKyBaHHA (TO6TO, piuHa
yacToTa nigreepaxeHux peunausie [ARR] nig yac gocnigKeHHa Ta
KNIHIYHO 3HaYyLLi 3MiHM Bif BUMXiAHOro piBHA B iHAEKCI X0Ab6M
Xayzepa [HAI]).

PiuHa yacToTa nigTBepAKEeHMX peuuauBiB Nig Yac fOCNiOMKEHHA B




rpyni pasynisymaby craHosuna 0,00. e 3HaueHHs ARR €
CTaTUCTUHHO 3HAYYLLO HKKYMUM, HiXK 0,25 (1 nigTBeparKeHuit
peuMamB Ha piK Nig Yyac AOCNIGKEHHA Ha 4 NALEHTO-POKK)
(p<0,0001). Pe3ynbTati aHanizy 4yTAMBOCTI Byan CTaTUCTUYHO
3HAYYLLMMM Ta Y3rog)KyBaIMCA 3 pe3ynbTaTamMu OCHOBHOTO aHanisy.
Y naujenTis rpynu pasynisymaby 6yna CTaTUCTUUHO 3HAYYLLLO HMXKYa
MMOBIPHICTb KNiHIYHO BaXKNMBOTO NoripweHHA noka3Huka HAI, akui
Bigo6paae QyHKUIOHaNbHUIA CTaH | Bi3nuHy iHBanigHICTb,
NopiBHAHO 3 NauieHTamu rpynu nnauebo (p = 0,0228).

MopaibHi edekT Ha KOpUCTb paBynizymaby, xoua i He Bynu
CTaTUCTUYHO 3HAYYLWMMM, CNOCTEPIraNucA NPy aHanisi 3miH Big,
BMXiZHOTO PiBHA B iHAEKCHOMY NOKa3HUKY 33 EBPONEMCHKUM
ONUTYBaNbHUKOM ANA OUIHKK AKOCTI }KUTTA y 5 KaTeropiax (EQ-5D)
(p = 0,0567), noKkasHUKy Bi3yanbHO-aHaNorosoi Wwkanu (BALL) B
onuTyBanbHUKY EQ-5D (HomiHanbHe 3HayeHHs p = 0,0297) Ta B
NOKa3HWKY KNIHIYHO 3Ha4YyLWOro NoripweHHaA 3a wkanow EDSS
(HomiHanbHe 3HayeHHs p = 0,0588). OcKinbKK NikyBanbHUI ePeKT He
NOCAT CTaTUCTUYHOT 3HAYYLLOCTI WOA0 3MIHM iIHAEKCHOTO NOKa3HUKa
3a onutyBanbHMKomM EQ-5D Big BuXigHOTrO piBHA, NpeacTaBNeHO
HOMIHa/IbHI pP-3Ha4YeHHA ANA 3MiHU NOKa3HuKa BALL B
onuTyBanbHuKy EQ-5D Big BUXIAHOrO PiBHA Ta KNIHIYHO 3Ha4yLWOro
noripweHHA nokasHuka EDSS.

{104aTKOBI KiHLEBi TOUKM eDEKTUBHOCTI:

Y *OAHOTO NauieHTa B rpyni pasynisymaby He 6yno peunguey nig,
Mac AocnigyKeHHA (BM3HAYeHOro NiKkapem-4ocniaHUKOM), AKKiA Bu
notpebysas rocnitaniszauii. Lle 3yMOBUNO HMMKYY pidHY YacToTy
BMNaAKiB rocnitanisauii 3 npusoay peunausy B rpyni pasynisymaty
nopiBHAHO 3 rpynoto nnauebo (p < 0,0001).

PiyHa yacToTa BUNagKis HEBIQKNAAHOTO 3aCTOCYBAHHA BUCOKUX 403
nepopanbHUX CTEPOIAIB, B/B BBEAEHHA METUANPEAHIZ0N0HY Ta
nNpoBeaeHHA Nna3moobmiHy y 3B’A3Ky 3 peuuauBoM nig vac
\AOCNiAKEHHA (BU3HAYEHOTO NliKapem-aocnigHukom), Byna 3HauHo
HUXKYOI0 B rpyni pasynisymaby nopisHAHO 3 rpynoto nnauebo (BMUCOKi
103U NepopanbHux crepoigis: 0,00 npotn 0,13 y rpyni nnauebo,

p = 0,0005; 8/B meTunnpeaHizonow: 0,00 npotu 0,47 y rpyni
nnauebo, p < 0,0001; nnazmoobmin: 0,01 npotu 0,21 y rpyni
nnauebo, p = 0,0002).




21. PeaynbTaTti Besneku

3aranom nobiyHi ABMLLA, WO BUHUKAKW NPOTArOM AikysaHHs (MAM),
6ynu 3apeecTpoBaHi y 53 (91,4%) nauieHTiB rpynu pasynisymaby.
Binbwicte MAN/ He 6ynu NoB’A3aHi 3 4OCNIAKYBAHMM NPENapaToMm i
MasIn NErKWIA CTYNiHb TAXKKOCTI. XogeH nauieHT He nomep nig vac
LOCNIOXHEHHA.

Hatuactiwnmu MANA (BuHuKkAK y >10% nauieHTis) Bynu
KopoHaBipycHa xsopoba 2019 (COVID-19) (14 [24,1%)] nauieHTis),
ronoBHuit 6inb (14 [24,1%] nauienTis), 6inb y cnuni (7 [12,1%]
naujieHTie), aptpanria (6 [10,3%] nauieHTiB) Ta iHdekujn
cevoBuBiaHUxX wWnaxie (6 [10,3%)] nauieHTis).

EanHUM Knacom cuctem i opraHis (KCO), B Akomy cepito3Hi nobiyHi
ABULWA NpoTarom nikysaHHa (CNAN) BMHUKAK ¥y NoHaa 1 naujieHTa
rpynu pasynizymaby, 6ynm iHdbekuiiHi Ta napasuTapHi
3axBoproBaHHA (5 [8,6%)] nauieHTiB), 30KkpeEMa MeHIHFOKOKOBUIA
eHuedanit, iHpekuia, MixkxpebueBuin AUCUNT, MEHIHTOKOKOBUIA
CEencuc Ta NHEBMOHIA (KoXKHe 3 aBuw, BUHUKNO B 1 [1,7%] nauieHTa).
B oaHoro (1,7%) naujiexTa suHmKkno 3 MANA (6poHxiT,
MEeHIHTOKOKOBMI eHuedaniT Ta iHdekuin, cnpuuMHeHa bakTepiamu
stenotrophomonas), Wwo npu3seno o BiAMIHM AOCNIAMYBAHOTO
npenapary.

Y nBox (3,4%) nauieHTis i3 rpynu pasynisymaby byno 3apeectposaHo
no 1 BMnNagKy MeHiHrokoKoBoi iHgekLil. Obuasa nauieHTH oTpumanu
HeBiAKNagHe NiKyBaHHA Ta o4y)Kanu 6e3 HacnigKis.

IHdy3iiHi peakuii 6ynu 3apeectposaHiy 20 (34,5%) nauieHTis rpynu
pasynizymaby. Y yotmpbox (6,9%) nauieHTie cnoctepiranuca
iHY3iHi peakuii, AKi npM3BOAMNM A0 NEepepUBaHHA BBEAEHHA
npenaparty nig vac 5 indysii. MoaHa 3 umx iHpy3inHUX peakuin He
6yna Cep1o3HOI0, | B KOXXHOMY BUNAAKY Nicna BigHOBNEHHA iHPy3IiT
npenapat 6yno BBeAeHO B NOBHOMY 06’emi.

3aranbHa vacrora MNAMN ta CNAMN He 3pocTana 3i 36inbweHHAM
TPMBANOCTI 3aCTOCYBaHHA paBynisymaby; He Byno 3apeecTpoBaHo
wogHux CMANA y 21 nauieHTa rpynu pasynisymaby, AKWid oTpUMyBaB
|J1iKyBaHH$I noHag 18 micauis. He Byno 3apeecTpoBaHo KAiHIYHO
3HaYyLWMX nabopaTopHUX NOKA3HUKIB, OCHOBHMX di3ionoriyHmx
NOKA3HUKIB, AaHUX WOA0 Macu Tina abo pesynbTaris

enekTpokapaiorpam (EKT).




22. BUCHOBOK (3aKNt04eHHA)

- [locnigKeHHA A0CATN0 CBOEI OCHOBHOT METH, NPOAEMOHCTPYBaBLLIK
edeKTUBHICTb paBynisymaby gna NikyBaHHA AOPOCAUX NALLEHTIB 3
NMOSD. Y naujieHTis, AKi oTpMMyBanu pasynizymadb B oCHOBHOMY
nepiogi nikysaHHs, He 6yno niaTsepaKeHux peumamnsis nig vac
\LocnigKeHHA. NMpoTArom OCHOBHOTO Nepioay NikyBaHHA
CnocTepiraBcsA 3Ha4YHMIA BNAUB Ha Y4ac A0 NepLloro nigTeepaKeHoro
peunansy nig yac AOCNIAMEHHA Ta HA 3HUMKEHHA PU3UKY peuuauBy
npwu 3acTocyBaHHi pasynisymaby nopisHaHO 3 nnauebo. BianosigHi
nepesaru NiKyBaHHA paBynizymabom cnocTepiranmca Takox npu
OLiHIOBaAHHI PiYHOT YaCTOTH NIATBEPAMEHUX peLMAnBIB Nia vac
OCNIQKEHHA.

- Kpim TOro, peaynbTatom NikyBaHHA paBynisymabom 6yno 3HUKEHHA
MMOBIPHOCTI KNIHIYHO 3HAYYLWLOro NOripWeHHA QYHKLIOHaAbHOTO
cTaHy Ta Qi3nYHOI iHBaNiAHOCTI (WO BU3HAYANOCA 32 MOKAZHUKOM
HAI) nopiBHAHO 3 Nnauebo, a TAKOX IHMMKEHHA YaCTOTU BU3HAYEHMX
nikapem peunausis i BUNaaKis rocnitanisauii nig yac gocnigKeHHa
nopiBHAHO 3 nnhauebo.

- JlikyBaHHA pasynizymabom pobpe nepeHocunocs, Npo LWo CBiAYUTL
mMana Kinbkicte CMAMJ Ta yacTKa NauieHTIB, AKI NPUNUHUAK
3aCTOCYBaHHA A0CNIAMYBAHOMO NpenapaTty Yepes BUHUKHeHHA 1 abo
Kinbkox MAMNA. [BO€E NauiEHTIB, AKI NepeHec/In MeHIHFOKOKOBY
iHpeKLilo, OTPMManK HeBigKkNaAHe NiKyBaHHA Ta oAywanu 6e3
Hacnigkis.

- besneyHicTb paBynizymaby B nauieHTie 3 NMOSD, saka
cnocrepiranaca B LUboMy AOCNIAMEHHI, Y3roAKYETLCA 3 TOYHO
BCTaHOBNEHUM npodinem besneku pasynizymaby npu 3acTocyBaHHi
33 NOKa3aHHAMM, ONA AKUX BiH yXKe CXBaneHul (napokcMamanbHa
Hi4Ha remornobiHypia, aTMNOBUIA reMONITUKO-YPEMIYHUIA CUHAPOM i
reHepanizoBaHa MiacTeHis rpasic).

- Y naujieHTis 3 NMOSD nikyBaHHA paBynisymabom 3abesneuyBano
WBWAKE, MOBHE Ta CTilKe iHribyBaHHA KiHLEBOro KOMMNOHEHTa
cMcTemMu KomnaemeHnTy (BinbHoro C5 y cupoBarui KpoBi) npoTarom
YCbOro nepioay NikyBaHHA.

- Mpw 3acTocyBaHHi pasynizymaby B nauieHtis 3 NMOSD He
CNOCTepiranoca 03HaK IMyHOreHHOCTI, Wo 3’ ABMAKCA Nig Yac
NiKyBaHHA.

3anBHUK (BNACHMK
peecTpaujidHoro
noceigYeHHn)

/nignuc/

(nignuc)
raim Mimpi (Ghaith Mitri)

(NIB)
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Annex 30

to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-
Registration) and for Expert Evaluation
of Materials about Introduction of
Changes to Registration Materials during
the Validity Period of Registration
Certificate (item 4 section ['V)

Clinical study report Ne6

1. Name of medicinal
product (registration
certificate Ne, if available)

ULTOMIRIS®
(INN-ravulizumab)

2. Applicant

ALEXION EUROPE SAS
103-105 rue Anatole France, 92300 Levallois-Perret, France

3. Manufacturer

Batch release of finished product

Alexion Pharma International Operations Limited

[Alexion Dublin Manufacturing Facility (ADMF): College Business and
Technology Park, Blanchardstown Road North, Dublin 15, D15 R925, Ireland

4. Studies conducted:

*Yes no if no, please justify

1) type of medicinal
product, which has been
or will be registered

Medicinal product with complete dossier (stand-alone dossier). Other,
[New active substance

5. Title of clinical trial,
code number of clinical
trial

ALXN1210-PNH-304: A Phase 3, Open-Label Study of ALXN1210 in
Children and Adolescents with Paroxysmal Nocturnal Hemoglobinuria
(PNH)

6. Phase of clinical trial

)]

>

7. Period of clinical trial

From 22 Feb 2018 (first patient treated) till 25 Aug 2022 (last patient last
visit).

8. Countries, where
clinical trial has been
conducted

Patients were entolled at 9 sites in 6 countries (United States, United
Kingdom, France, Netherlands, Russia, and Norway).

9. Number of trial subjects

Planned: Approximately 13 patients, from birth to < 18 years, were
planned to be enrolled to ensure at least 10 evaluable patients would
complete the 26-week Primary Evaluation Period.

Analvzed: 13 treated patients

10, Objective and
secondary endpoints of
clinical trial

Objective:

The objectives of this study were to assess the. pharmacokinetics (PK),
pharmacodynamics (PD), safety, and efficacy of ravulizumab in pediatric
patients with paroxysmal nocturnal hemoglobinuria (PNH).

Primary Endpoints

» PK/PD parameters (trough and peak) at Baseline and Weeks 2, 10, 18,
and 26 — PK: maximum observed serum concentration (Cmax), trough
serum concentration (measured at the end of the dosing interval;
Ctrough), accumulation ratio




— PD: change in free C5 concentrations and in chicken red blood cell
{cRBC) hemolytic activity over time Secondary endpoints:

» Percentage change in LDH from Baseline to Day 183 (Wecek 26)

» Transfusion avoidance (TA), defined as the proportion of patients who
remain transfusion-free and do not require a transfusion through Day 183
(Week 26)

» Change in quality of life (QoL), as measured by Pediatric Functional
Assessment of Chronic Iliness Therapy (FACIT) Fatigue questionnaire
(patients > 5 years of age), from Baseline to Day 183 (Week 26)

* Proportion of patients with stabilized hemoglobin, defined as avoidance
of a> 2 g/dL decrease in hemoglobin level from Baseline in the absence
of transfusion through Day 183 (Week 26)

* Percentage change in free hemoglobin from Baseline to Day 183 (Week
26)

= Proportion of patients with breakthrough hemolysis (BTH), defined as at
least one new or worsening symptom or sign of intravascular hemolysis
(fatigue, hemoglobinuria, abdominal pain, shortness of breath [dyspnea],
anemia, MAVE [including thrombosis], dysphagia, or erectile
dysfunction) in the presence of elevated LDH as follows:

o For patients who enter the study naive to complement inhibitor
treatment, elevated LDH > 2 x ULN after prior LDH reduction to < 1.5 x
ULN on therapy

0 For patients who enter the study stabilized on eculizumab treatment,
elevated LDH > 2 x ULN

11. Clinical trial design

ALXN1210-PNH-304 was a Phase 3, open-label, single-arm multicenter
study to evaluate the PK, PD, safety, and efficacy of ravulizumab in
complement inhibitor treatment-naive and eculizumab-experienced
pediatric patients (< 18 years of age) with a documented PNH diagnosis.
The study planned to enroll approximately 13 patients to ensure at least
10 evaluable patients would complete the Primary Evaluation Period. The
study consisted of a 4-week Screening Period, a 26-week Primary
Evaluation Period, and an Extension Period until the product was
registered or approved (in accordance with country-specific regulations)
or for up to 4 years (with the exception of any country-specific mandates),
whichever occurred first

12. Main inclusion criteria

1. Male and female patients < 18 years of age and weighing > 5 kg at the
time of consent

2. Documented diagnosis of PNH, confirmed by high-sensitivity flow
cytometry evaluation (Borowitz, 2010) of RBCs and white blood cells
(WBCs), with granulocyte or monocyte clone size of > 5%

For patients not currently treated with eculizumab, presence of 1 or more
of the following PNH-related signs or symptoms within 3 months of
Screening: fatigue, hemoglobinuria, abdominal pain, shortness of breath
(dyspnea), anemia, history of a major adverse vascular event (including
thrombosis), dysphagia, or erectile dysfunction; or history of packed red
blood cell (pRBC) transfusion due to PNH

4. Lactate dehydrogenase values at Screening as follows: a. For patients
not currently treated with eculizumab, LDH level > 1.5 x ULN

b. For patients who are currently taking eculizumab, LDH < 1.5x ULN
(sample must be obtained on a scheduled eculizumab-dosing day prior to
dose administration [ie, at trough eculizumab level] and analyzed by the

central laboratory)




5. To reduce the risk of meningococcal infection (Neisseria meningitidis
[NV meningitidis]), all patients must have been vaccinated against
meningococcal infections within 3 years prior to, or at the time of,
initiating study drug. Patients who initiate study drug treatment less than
2 weeks after receiving a meningococcal vaccine must receive treatment
with appropriate prophylactic antibiotics until 2 weeks after vaccination.
Patients who cannot be vaccinated must receive antibiotic prophylaxis for
the entire treatment period and for 8 months following last dose.

6. Patients must have been vaccinated against Haemophilus influenzae
type b (Hib) and Streptococcus pneumoniae (S pneumoniae) according to
national and local vaccination schedule guidelines, as appropriate

7. Female patients of childbearing potential (ie, had achieved menarche)
and male patients with female partners of childbearing potential must
have been willing to follow protocol-specified guidance for avoiding
pregnancy while on treatment and for 8 months after last dose of study
drug

8. Patient's legal guardian must have been willing and able to give written
informed consent and the patient must have been willing to give written
informed assent (if applicable as determined by the central or local
[RB/IEC) and comply with the study visit schedule

13. Investigational
medicinal product, mode
of administration, strength

Ravulizumab (ALXN1210) drug product was supplied for this clinical
study as a sterile, preservative-free 10 mg/mL solution in single-use vials
and is designed for infusion by diluting into commercially available saline
(0.9 % sodium chloride injection; country-specific pharmacopeia) for
administration via intravenous (IV) infusion

14. Reference product,
dose, mode of
administration and
strength

Not applicable

15. Concomitant therapy

The following concomitant therapies were allowed under certain
circumstances at time of study entry:
+ Anticoagulants were allowed if the patient was on a stable dose
regiment for at least 2 weeks prior to the first administration of
ravulizumab

The following concomitant therapies were prohibited during the study:
+ Complement inhibitors other than the study treatment

16. Criteria for evaluation
efficacy

Primary endpoint:
PK/PD parameters (trough and peak) at Baseline and Weeks 2, 10, 18,

and 26

- PK: maximum serum concentration (Cmax), trough serum concentration
(measured at the end of the dosing interval; Ctrough), accumulation ratio
- PD: change in free complement component C5 (C5) concentrations and
in chicken red blood cell (cRBC) hemolytic activity over time

Secondary endpoints:

» Percentage change in LDH from Baseline to Day 183 (Week 26)

* Transfusion avoidance (TA), defined as the proportion of patients who
remain transfusion-free and do not require a transfusion through Day 183

(Week 26)




» Change in quality of life (QoL), as measured by Pediatric Functional
Assessment of Chronic [{lness Therapy (FACIT) Fatigue questionnaire
(patients > 5 years of age), from Baseline to Day 183 (Week 26)

» Proportion of patients with stabilized hemoglobin, defined as avoidance
of a > 2 g/dL decrease in hemoglobin level from Baseline in the absence
of transfusion through Day 183 (Week 26)

* Percentage change in free hemoglobin from Baseline to Day 183 (Week
26)

» Proportion of patients with breakthrough hemolysis (BTH), defined as at
least one new or worsening symptom or sign of intravascular hemolysis
(fatigue, hemoglobinuria, abdominal pain, shortness of breath [dyspnea],
anemia, MAVE [including thrombosis], dysphagia, or erectile
dysfunction) in the presence of elevated LDH as follows:

o For patients who enter the study naive to complement inhibitor
treatment, elevated LDH > 2 x ULN after prior LDH reduction to < 1.5 x
ULN on therapy

o For patients who enter the study stabilized on eculizumab treatment,
elevated LDH > 2 x ULN

EOS endpoints:

* PK: ravulizumab serum concentrations through EOS

» PD: change in free C5 concentrations and in cRBC hemolytic activity
over time and total C5 concentrations through EOS

» Percentage change in LDH from Baseline to EOS

» TA through EOS

* Change in QoL from Baseline to EQS

» Proportion of patients with stabilized hemoglobin through EOS

» Percentage change in free hemoglobin from Baseline to EOS

» Proportion of patients with BTH through EOS

17. Criteria for evaluation
safety

Safety Endpoints:

The safety and tolerability of ravulizumab was evaluated from Baseline to
Week 26 and throughout the Extension Period by physical examinations,
vital signs, physical growth, electrocardiograms (ECGs), laboratory
assessments, and incidence of adverse events (AEs) and serious adverse
events (SAEs). The proportion of patients who develop antidrug
antibodies (ADAS) was also assessed.

18. Statistical methods

All analyses were performed through EOS.

Efficacy:

The efficacy analyses were performed on the Full Analysis Set (FAS) (N
= 13), which included all patients who received at least 1 dose of
ravulizumab and had at least 1 postbaseline assessment. Continuous
variables were summarized using descriptive statistics, including number
of observations and mean, standard deviation (SD), median, minimum,
and maximum values. Categorical variables were summarized by
frequency counts and percentage of patients. Analyses were conducted
separately for complement inhibitor treatment-naive and eculizumab-
experienced patients.

Pharmacokinetics/Pharmacodynamics:

Pharmacokinetic and PD (free C5) samples were collected over the course
of the ongoing study according to the schedules of study visits and
assessments. Pharmacokinetic analyses were performed on the PK
Analysis Set (N = 13), defined as all patients who received at least | dose
of ravulizumab and who had evaluable PK data. Graphs of mean serum

concentration-time profiles were constructed. Graphs of serum




concentration-time profiles for individual patients were also generated.
Actual dose

administration and sampling times were used for all calculations.
Descriptive statistics were calculated for serum concentration data at each
sampling time, as appropriate.

Pharmacodynamic analyses were performed on the PD Analysis Set (N =
13), defined as all patients who received at least 1 dose of ravulizumab
and who had evaluable PD data. Descriptive statistics were presented for
all ravulizumab PD endpoints at each sampling time. The PD effects of
ravulizumab administered IV were evaluated by assessing the absolute
values and changes and percentage changes from Baseline in total and
free C5 serum concentrations and change from Baseline in cRBC
hemolysis over time, as appropriate. Analyses were conducted separately
for complement inhibitor treatment-naive and eculizumab-experienced
patients.

Safety:

All safety analyses were performed on the Safety Set, defined as all
patients who received at least 1 dose of ravulizumab. The incidence of
treatment-emergent AEs (TEAEs) was summarized by System Organ
Class (SOC) and preferred term overall, by severity, and by relationship
to treatment. Observed values and changes from Baseline (last assessment
prior to ravulizumab) in ECGs, vital signs, and laboratory assessments, as
well as presence of ADA, were summarized. Shifts from Baseline in
laboratory assessments were summarized for all study visits.

19. Demographic indices
of studied population (sex,
age, race, etc,)

Eight of the 13 patients were female, and the mean age at the time of first
study drug infusion was 14.4 years. Two patients were < 12 years of age
at the time of first study drug infusion: One patient was 11 years old and
one patient was 9 years old; all other patients were 12 to 17 years of age
at the time of first study drug infusion

20. Efficacy results

Primary Evaluation Period

Results for the entire study (Primary Treatment Period + Extension
Period) are as follows:

» Mean percent change from Baseline in LDH on Day 183 and Day

91 1was —47.91% and —60.15%, respectively, in the complement inhibitor
treatment-najve cohort. In the eculizumab-experienced cohort, the mean
percent change from Baseline in LDH remained generally stable during
the entire study period.

» Three of the 5 complement inhibitor treatment-naive patients remained
transfusion ftee; 1 patient received 3 blood transfusions (each 1 unit of
pRBCs) during treatment for multiple SAEs (including device- related
thrombosis and septic shock), and 1 patient had a transfusion on Day 1.
All 8 eculizumab-experienced patients remained transfusion free in the
Primary Evaluation Period. During the Extension Period, 4 of 5
complement inhibitor treatment-naive patients and 6 of 8 eculizumab-
experienced patients remained transfusion free; 2 patients (1 each from
complement inhibitor treatment-naive and eculizumab-experienced
cohorts) received blood transfusions (4 blood transfusions for treatment of]
anemia and § blood transfusions for treatment of aplastic anemia,
respectively). One patient from the eculizumab-experienced cohort
discontinued during the Extension Period due to lack of efficacy and was
counted as a nonresponder and in the group receiving transfusions.

* On Day 183, mean (SD) improvement of 3.40 (6.107) points from
Baseline in Pediatric FACIT-fatigue score was observed in the

complement inhibitor treatment-naive cohort. A mean (SD) improvement




of 1.28 (5.235) points was observed in the eculizumab-experienced
cohort. On Day 911, mean (SD) improvement of 3.75 (5.560) points from
Baseline in Pediatric FACIT-fatigue score was observed in the
complement inhibitor treatment-naive cohort. The eculizumab-
experienced cohort had a mean (SD) change in Pediatric FACIT-fatigue
score of -1.60 (10.831) compared to Baseline.

* Hemoglobin stabilization was achieved by 3 of 5 patients in the
complement inhibitor treatment-naive cohort and 6 ot 8 patients in the
eculizumab-experienced cohort in the Primary Evaluation Period.
Hemoglobin stabilization was achieved by 4 of 5 patients in the
complement inhibitor treatment-naive cohort and 4 of 8 patients in the
eculizumab-experienced colort in the Extension Period. One patient from
the eculizumab-experienced cohort discontinued during the Extension
Period due to lack of efficacy and was counted as a nonresponder and in
the group that did not achieve hemoglobin stabilization.

* Mean free hemoglobin decreased in the complement inhibitor treatment-
naive cohort and remained stable in the eculizumab-experienced cohort in
the study.

* One patient in the eculizumab-experienced cohort experienced BTH in
the Extension Period. The event of BTH was not associated with free
serum C5 of > 0.5 pg/mL and there were no temporally associated AEs of
infections or other potential complement amplifying conditions.

21. Safety results

» Ravulizumab was safe and well tolerated in this during the Primary
Evaluation Period and throughout the Extension Period. The overall
safety profile of ravulizumab in pediatric patients with PNH was
consistent with the known safety profile of ravulizumab in adults as well
as with that of eculizumab in pediatric patients with PNH.

* During the entire study period 13 (100%) patients experienced at least 1
AE. The most frequent AEs were abdominal pain, abdominal pain upper,
nausea, COVID-19, nasopharyngitis, and headache experienced by 3
(23.1%) patients, each.

* Four patients experienced 1 or more SAEs (device-related sepsis,
staphylococcal infection, multiple organ dysfunction syndrome, septic
shock, and device-related thrombosis in | patient; influenza A viral test
and BTH in 1 patient; aplastic anemia in 1 patient, and viral upper
respiratory tract infections [URTI] in | patient). The SAE of BTH was
assessed as possibly related to study drug by the Investigator. The event
of BTH was not associated with free serum C5 of > 0.5 pg/mL and there
were no temporally associated AEs of infections or other potential
complement amplifying conditions. None of the other SAEs were
assessed as related to study drug. The SAE of device-related thrombosis
met the criteria for MAVE.

* No patients died or discontinued study drug or withdrew from the study
due to AEs during the study.

* No meningococcal infections were reported.

* No immunogenicity was observed.

22. Conclusion (summary)

This analysis of data from the Primary Evaluation Period and through
EOS for 13 pediatric patients with PNH, demonstrates that weight-based
ravulizumab treatment met PK/PD objectives and provided immediate,
complete, and sustained inhibition of terminal complement regardless of
prior experience with eculizumab. These results confirm that pediatric
patients with PNH can be initiated on ravulizumab or switched from
eculizumab to ravulizumab safely and with continued efficacy from

terminal complement inhibition.




The favorable benefit/risk profile in this study demonstrates that pediatric
patients with PNH may be safely and effectively treated with
ravulizumab.

Applicant (registration
certificate holder) Full Name: Masayo Ogawa

Signature: ﬂh/"ﬁ/ J/.




ALXN1210-PNH-304

Jopaatok 30

50 MopagKy NnpoBeAeHHA eKCNepTusu
peecTpauiitHKMX matepianis Ha NikapcbKi
3acobu, Wo NoAalTLCA HA AepiKaBHY
peecTpauiio (nepepeecTpauiio), a Takox
eKCnepTU3n maTepianis Npo BHECEHHA
3MiH 40 peecTpauiMHux martepianis
NPOTArOM Aji peecTpauinHoro
nocsigyeHHn (NyHKT 4 po3ainy V)

3BiT Npo KniHiyHe BuNpobyBaHHA N2 6

1. HasBa nikapcbKkoro 3acoby
(3a HanBHOCTI — HOMep
peecTpauiiHoro
NOCBiAYEHHA)

YNbTOMIPIC (ULTOMIRIS®) (MmikHapoaHa HenaTeHTOBaHa Ha3Ba —
paBynizymab)

2. 3aABHUK CnpouweHe akujioHepHe ToBapucteo AJIEKCIOH HOPON
(ALEXION EUROPE SAS)
103-105 py AHaTonb ®panc, 92300 Nlesannya-Neppe, PpaHuisa
(103-105 rue Anatole France, 92300 Levallois Perret, France)

s BupobHuK Bunyck cepii 20moso2o nikapceko2o 3acoby:

AnekcioH ®@apma IHTepHewHn OnepeiwH3 Nlimiten
(Alexion Pharma International Operations Limited)

BupobHuyi noTyHocTi Anekciox 8 [ly6aiHi (ADMF):
Konepx bisHec eHg TexHonomki Napk, branyapacrayH Poya Hopr,
Ly6nin 15, D15 R925, IpnaHgia

(Alexion Dublin Manufacturing Facility (ADMF):
College Business and Technology Park, Blanchardstown Road North,
Dublin 15, D15 R925, Ireland)

B

flepexn ﬁ/ L*);J

baxyH A.O.

[ Tlignuc

rYNAYOPHUX m:f
20 p.




4. MpoBeaeHi fOCNifMKeHHA:

eTaK Hi  AKWO Hi, 06rpyHTYBaTH

1) Tvn nikapcekoro 3acoby,
33 AKMM nposoaunaca abo
NAAHYETLCA PEECTpaLia

Nikapcbkuit 3acib 3a noBHUM JoCkE (aBTOHOMHeE Aocke). IHwe. Hosa
Aio4a peyoBMHa

5. MoBHa Ha3Ba KNiHIYHOro
BunpobyBaHHA, KOAOBaHWIA
HOMEP KNiHIYHOro
BUNpobyBaHHA

ALXN1210-PNH-304: sigkpute pocnigeHHa ¢asu 3 3 ouiHKK
3actocyBaHHA npenapaty ALXN1210 y gite#t i nigniTkis i3
NapoKCU3MaNbHOK HiYHOW remornobinypieto (MHT)

6. ®a3a KniHivHoro
BUNpobyBaHHA

3

7. Nepioa npoBegeHHA
KniHiyHOro BunpobyBaHHA

3 22 nwotoro 2018 p. (neplwmii NauieHT po3noyae NikyBaHHA) Ao 25
cepnHa 2022 p. (OCTaHHIH BI3UT OCTaHHBOTO NaLieHTa).

8. Kpainu, ge nposoaunocs
KniHiuHe BunpobyBaHHA

MauieHTie Habupanm y 9 AOCAIAHNLBKUX LeHTpax Y 6 KpaiHax (CLUA,
Cnonyuere Koponiscteo, ®paHuin, Higepnanam, Pocis Ta Hopseris).

9. KinbKicTb AOCNIAMYBaHUX

3annaHoBaHo: MaaHyBanoca BKAYUTY B A0CAIAKEHHA 13 nauieHTis
BIKOM BiJ HapoaXKeHHA A0 <18 pokis, Wwob rapaHTyBaTH, WO
npuHaiimHi 10 nayienTis, AKi BiANOBIAAIOTL KPUTEPIAM BKIOUYEHHSA,
npoiayTh 26-TUXKHEBWIA Nepios NOYATKOBOIT OLiHKK.

MpoaHanizoBaHo: 13 nayieHTiB, AKI OTPMMYBaANM NiKyBaHHA

10. MeTa Ta BTOPUHHI Lini
KNiHiYHoro BunpobysaHHA

Mera:

MeTa gocnigyKeHHa nonsrana B Tomy, Wwob ouiHUTH
dapmarokiHeTuky (PK), papmakogunamiky (®L), 6esneunictsb Ta
edeKTUBHICTb paBynizymady B NaLiEHTIB AUTAYOrO BiKy 3
NapoKCU3IMaNbHOK HiYHOW remornobiHypieto (MHT).

MNepBUHHI KiHUEBI TOUKK
e MapameTtpu OK/D/ (MiHimanbHa Ta MaKCMMabHa KOHLEHTpaLiA
npenapary) Ha BUXigHoOMYy piBHi Ta Ha TWXKHAX 2, 10, 18 i 26.

— ®K: makcMmanbHa BUABNEHA KOHLUEHTPALLIA npenapaTy B CMpoBaTui
KpoBi (Cmax), miHimanbHa KOHUEHTpaLia npenapaTty B CMpoBaTLi
KPOBi (BMMipAHa HaNPUKIHL iHTepBany MiX BBeAeHHAMW Npenapary;
Ctrough), koedilieHT HaKoNUYeHHA

— ®/1: 3MiHa KOHUEeHTpaLii BinbHoro C5 Ta reMONITUYHOT aKTMBHOCTI
KypAa4Yux eputpoumTie (cRBC) y yacogii anHamili BTOpUHHI KiHLEBI
TOYKMU:

¢ BiacoTkoBa 3miHa KoHueHTpauji AT Big BuxigHoro pisHa ao

AHA 183 (TvxkaeHb 26)

* YHUKHeHHA TpaHcdysii (YT), o BU3HAYaETLCA AK YaCTKa NaLLiEHTIB,
AKMM He NPOBOAW/IOCA NepenmMBaHHA KPOoBi Ta AKi He noTpebyBanu
nepenusaHHA A0 AHA 183 (TuxaeHb 26)

® 3MmiHa AKOCTI *KUTTA (QoL), L0 OLHIOETLCA 3@ NOKa3HUKOM BTOMM Y
MeaiaTpMyHOMY ONUTYBANILHMKY ANA OLHKKU GYHKUIOHANbHOIO CTaHy
NPy NikyBaHHi XpoHiuHKMX 3axBoploBaHb (FACIT) (y nauieHTiB Bikom
25 pokis) Big BMXigHOro pieHA A0 AHA 183 (TaeHs 26)

* YacTka naujieHTis 3i ctabinisoBaHum pisHem remornobiny, wo
BM3HAYAETbCA AK YHUKHEHHA 3HWKEHHA pPiBHA remornobiny Ha
22 r/an 3a BigcyTHOCTI TpaHcdy3ii A0 AHA 183 (TMxAEHDb 26)
* BiacoTkoBa 3miHa KOHLeHTpaUii remornobiHy Big BuxigHoro pi
00 aHA 183 (TKaeHb 26) ‘

AK noABa abo noriplweHHA NpUHaUMHI 0OgHOro CUMNTOMY 4K
BHYTPILHbOCYAMHHOTO remonisy (8Toma, remornobinypis, 6i

nani




0 Y NauieHTIB, AKi paHille He OTPUMYBANU NiKYBAHHA iHribiTopamu
KOMMIEMEHTY — NiABuLLeHHA pisHa NAI 22 x BMH nicna
nonepeaHboro 3HmxeHHa pisHa JIAI go <1,5 x BMH nig yac repanii
0 Y naujieHTiB, CTaH AKMX Ha MOMEHT BKIIOYEHHA B A0CAIAKEeHHA ByB
ctabinisoBaHuii 3aBAAKK NiKYBAHHIO eKyNizymabom — niaBULLEHHA
NAr 22 x BMH

11. In3aitH KNiHiYHOrO
BUNpobyBaHHA

LNocnigxeHHs ALXN1210-PNH-304 6yno 6araToueHTpoOBUM,
BiOKPUTUM, OQHOTPYNOBUM A0OCNIKEHHAM $a3n 3 3 MeTOK OLLIHKK
@K, ®[1, 6e3neuHocTi Ta epekTMBHOCTI paBynizymaby B nauieHTis
AUTAYOTO BiKY (<18 poKiB) i3 AOKYMEHTaNbHO NiATBEPAMKEHUM
AiarHozom MHF, Aaki paHiwe He OTPUMYBaNK NiKyBaHHA iHribiTopamu
KOMMAEMEHTY Ta AKi paHilwe oTpumMyBanu ekynisymab. Nnanysanoca
BKNIOYNTH B A0CNiaKeHHA npubaunsHo 13 nauieHTis, wob
rapaHTyBaTy, Wo npuHainmMHi 10 nauieHTis, AKI NigNAraloTb KpUTEPIAM
Binbopy, NpoiayTb Nepios, NOYaTKOBOIT OLHKK. JoChifyKeHHA
CKNaaanoca 3 4-TMXHEBOro NepioAy CKPUHIHIY, 26-TUXKHEBOTO
nepioAy NOYaTKOBOI OLiHKM Ta A0AATKOBOrO nepioAy, AKUA Mas
TPUBATU 40 PeECTpaLiii UM cxBaneHHA npenaparty (3rigHo 3
NPaBoOBMMKM HOPMaMK B KOHKPETHIi KpaiHi) abo npotarom
woHaibinbwe 4 pokKis (3a BUHATKOM TUX UM iHLUMX PO3NOPALKEHD Y
KOHKPETHII KpaiHi), 3aneHo Big Toro, wo Bigbyaersca paHiwe.

12. OcHoBHI KpuTepii
BKNKOYEHHSA

1. MauieHTn 0box cTaTei Bikom <18 poKiB Ta Barow 25 Kr Ha MOMEHT
HafaHHA 3roiM Ha y4acTb Y AOCNIAPKEHHI.

2. 3ap0KymeHTOBaHUMA aiarHo3 MHT, niaTsepayKeHui
BMCOKOYYT/IMBOIO NPOTO4HOI uuTOomeTpielo (Borowitz, 2010) gns
BU3HA4YEHHA PiBHA epUTPOLMTIB (YePBOHUX KNiTUH KpoBi — RBC) Ta
nelikouuris (6inmx knituH kposi — WBC); po3mip KnoHy
rpaHynouuTis abo MOHOUMTIB MaB CTaHOBUTU 25%.

[nA NauienTiB, AKi H3 NOTOYHMIA MOMEHT HE OTPMMYBANW NiKYBaHHA
eKynisaymabom — HaaBHICTb NpMHaiMHI 1 3 nepeniveHux 03HakK abo
cumnToMmiB, nos’Aa3aHux 3 MHI, npotarom 3 MicALIB [0 CKPUHIHIY:
BTOMa, remornobiHypia, 6inb y }uUBOTI, 3aaMWKa (AUCNHOE), aHeMis,
HaABHICTb B aHamMHe3i cepio3Horo nobiyHOro cygMHHOro ABMULLA
(3okpema TpomBo3sy), aucdaria abo epekTabHa AUChYHKLIA;
BMNagku TpaHcdysii eputpountapHoi macu (pRBC) y 38'a3Ky 3 MHT.
4. MNoKa3HWKK NaKTaTAerigporeHasu Ha MOMEHT CKPUHIHry: a. [na
NaLieHTIB, AKI HA NOTOYHMUIA MOMEHT He OTPUMYBANN NiKYBaHHA
eKkynisymabom — pisenb /1Al 21,5 x BMH

b. [lna nauieHTiB, AKIi HAa MOTOYHMIA MOMEHT OTPUMYBaNK
ekyniaymab, piseHb NIAI 1,5 x BMH (3pa3ok mas 6yTv B3aTuit y
3annaHoBaHWiA AeHb 3aCTOCYBAHHA eKyni3ymaby 40 BBeAeHHA 403U
[TobTOo, Npu MiHiManbHIi KOHLEHTpaUi ekynisymaby B Kposi] Ta
NpoaHanizoBaHUi y UeHTpanbHii nabopaTtopii)




5. LLLo6 3MEeHWWNTH pU3MK MeHIHTOKOKOBOI iHdeKuii (Neisseria
meningitidis [N meningitidis]), yci naLieHT1 manu oTpumaTu
LienNeHHA NPOTU MEHIHFOKOKOBOI iHdeKuii npoTtarom 3 pokis Ao
noyYaTKy 3aCTOCYBaHHA AOCAIAMYBaHOro npenapaTy abo Ha no4aTky
oro 3actocyBaHHA. MaLUieHTH, AKI PO3NOYMHAIOTb NiKYBAHHA
AOCNIAMKYBAHUM NPEnapaTom MeHLU HiXX Yepes 2 THXKHI nicnAa
BaKUMHaLii NpOTH MEHIHIOKOKOBOI iHdeKLii, NOBUHHI OTPUMYyBaTH
npodinakTuyHe NikyBaHHA BiANOBIAHMMKM aHTUBIOTUKAMK, JOKK He
MUHE 2 TWXHI 3 MOMEHTY BaKuuMHauil. MauieHTu, AKi He MoxyTb byTH
BaKLUMHOBaHi, NOBMHHI OTPUMYBaTK NpodinakTuuHy
aHTMbBioTMKOTEPaNilo Nig Yac ycboro nepioay NikyBaHHA Ta NPOTArom
8 micauis nicna BBeAeHHA OCTaHHLOI A03M.

6. MaujieHTn MaoTb ByTHM BaKUMHOBaHI NPOTU remodinbHOro rpuny
(Haemophilus influenzae) Tuny b (Hib) Ta ctpenTokokosoi NHEBMOHIT
(Streptococcus pneumoniae [S pneumoniae]) BignosigHo Ao
HaUiOHaNbHUX i perioHanbHUX peKomeHaauiin woao rpadika
wenneHb

7. NaujeHTKM 3 giTopogHUM noTeHuianom (TobTo, AiByara, y AKUX
B)XKE NOoYaZIMCA MEHCTpyaLii) Ta nauieHTU YON0BIYOI CTaTi, NAPTHEPKK
AKUX MAIOTb AIiTOPOAHUIA NOTEHLian, Manu AOTPUMYBATUCA BKA3iBOK,
BU3HAYEHUX NPOTOKONOM, AN1A YHUKHEHHSA BariTHOCTI Nig vac
NiKYBaHHA Ta NPOTArom 8 micaLiB Nicna BBEAEHHA OCTaHHLOI 403U
AOCNIAMKYBAHOTO Npenapary

8. 3aKOHHMI1 NpeACTaBHUK NaLieHTa noBuHeH Bys maTu BaxaHHa

Ta CNPOMOMKHICTb AaTW NMCbMOBUIA IHPOPMOBaHMWIA [O3BIN Ha
Y4acTb AUTUHM B JOCNIAMEHHI, @ NaUiEHT MaB ByTh roToBMiA faTtu
NUCbMOBY iHGOPMOBaHY 3rofy Ha y4acTb Yy AOCAIMKEHHI (AKLWO Ue
[OUiNbHO, 3rigHO 3 BU3HAYEHHAM LieHTpanbHOoi abo micuesoi
ExkcnepTHOI pagu opraniszauii [EPO]/He3anexHoro Komitery 3
nuTtaHb eTukK [HKE]) Ta goTpumysaTuca rpadika Bi3UTIB y MerxKax
[OCNIfKEHHA

13. focnipRyBaHuit
nikapcbKKUii 3acib, cnocib
3acToCyBaHHA, cuaa Al

Nikapcbrui 3acib pasynisymab (ALXN1210) nocrayasca Ana uboro
KNiHIYHOrO AOCAIMKEHHA Y BUrNAA] CTEPUNBHOTO po34nHy 6e3
KoHcepsaHTis 10 mr/mn B ogHOpa30Bux GaakoHax, AKUNIA
PO3BOAMTBLCA KOMEPLIMHO A0CTYNHUM di3ionorivHMm po34YnHOM
(HaTpito xnopug 0,9% ana iH'eKuin; BU3Ha4YaeTbCA GapmaKkonee
KOHKPEeTHOI KpaiHW) Ta BBOAMTLCA LWAAXOM BHYTPILLHbOBEHHOT
(8/B) iHDys3ii

14. NMpenapat NOpiBHAHHA,
[03a, cnocib 3acTocyBaHHA,
cuna aii

He 3acTocoByerbea

15. CynyTHAa Tepania

Ha MOMeHT BKNIOYEHHA B AOCNIAPKEHHA A03BONANOCA 33 NEBHUX
obcTaBUH OTPUMYBATU CyNyTHI NiKapcbKi 3acobum:
* [IPUINOM aHTUKOATYNAHTIB LONYCKABCA, AKLLO NALEHT
OTPMMYBaB NliKyBaHHA cTabiIbHUMK [03aMK NPOTATOM
LOHaMeHLWe 2 TUXKHIB A0 NepLIoro BBeAeHHA
pasynizymaby
Nip yac pocnimxeHHna 6ys 3a60poHEHUIA NPUAOM TaKUX NiKAPCbKUX
3acobis:
e |HribiTOpK CUCTEMM KOMMNAEMEHTY, 38 BUHATKOM
[OCNiAXYBAHOMO Npenapary




16. Kputepii oyiHKK
edeKTUBHOCTI

[lepBMHHA KiHLLIEBA TOYKA:

MapameTpu ®K/D[ (MiHimanbHa Ta MaKCMMaibHa KOHLEHTPaLA
npenaparty) Ha BUXiAHOMY piBHI Ta Ha TxHAX 2, 10, 181 26

- ®K: makcumanbHa KOHLEHTpalia npenaparty B CMpoBaTLi KpoBi
(Cmax), miHimanbHa KOHLEHTpaLLA NnpenapaTy B CUPOBaTL, KPOBI
(BUMipAHa HaNPUKiHLI iHTEpBany MiXK BBEAEHHAMMU Npenaparty;
Ctrough), koediuieHT HaKoNUYeHH:

- ®[1: 3miHa KoHUeHTpauii BinbHoro C5 (C5) Ta remonityHoi
aKTUBHOCTI Kypauux eputpouuTie (CRBC) y 4acosiii guHamiui

BmopuHHI KiHUes8i moYKu:

¢ BigcoTkoBa 3miHa KoHuUeHTpauii 1[I Big BUXiAHOro pisHA A0

iAHA 183 (TMAaeHb 26)

* YHUKHeHHA TpaHcdysii (YT), wo BU3HAYAETLCA AK HACTKa MaLLiEHTIB,
AKUM He NPOBOAMNOCA NepeMBaHHA KPOBI Ta AKi He noTpebyeanu
nepenuBaHHA Ao AHA 183 (TuxkaeHb 26)

e 3miHa AaKocTi xuTTa (QoL), WO OLHIOETLCA 3@ NOKAa3HUKOM BTOMM Y
MegiaTpUyHOMY ONUTYBANbHUKY ANA OLiIHKKM QYHKLIOHANBHOrO CTaHy
nNpu NiKyBaHHI XpoHiYHKUX 3axBoptoBaHb (FACIT) (y nauieHTiB Bikom
>5 pokiB) Big BMXigHOro pieHA Ao aHA 183 (TmkaeHb 26)

¢ YacTka nauieHTis 3i ctabinisosaHum pisHem remornobiny, wo
BU3HAYAETLCA AK YHUKHEHHA 3HMMKEHHA piBHA remornobiHy Ha

>2 r/pn 3a BiacyTHocTi TpaHcdy3ii Ao aHA 183 (TxkaeHb 26)

¢ BiacoTKOBa 3MiHa KOHUEHTpauii remornobiny Big BUXiAHOTO piBHA
0o aHs 183 (TuxKaeHb 26)

* YacTka nauyieHTiB i3 npopuBHUM remonizom (M), wo BU3HAYaAETLCA
AK noAsa abo noripweHHA NPUHaMMHI O4HOr0 CMMNTOMY YW O3HAKM
BHYTPILLHbOCYAUHHOrO remonisy (BToma, remornobinypia, 6inb y
YKMBOTI, 3aMLWKa [anucnHoe], aHemin, cepitozHe nobiyHe cyguHHe
aBuLle [B Tomy umcni Tpombos), aucdaria abo epexkTuibHa
\AMcdyHKLif) 3a HaaBHOCTI nigsuwweHoro pisHa /T, AK 3a3Ha4yeHo
nani:

0 Y nauieHTiB, AKi paHile He OTPUMYBANM NiKYBaHHA iHribBiTopamu
KOMNAEeMeHTY — NiABuLLeHHA pisHA NI 22 x BMH nicna
nonepeaHbLOro 3HMxeHHs pisHa JIA o <1,5 x BMH nig vac repanii
0 Y Naui€HTIB, CTaH AKUX HA MOMEHT BKNHOYEHHA B AOCNIoeHHA byB
cTabinisoBaHuit 3aBAAKKU NiKYBaHHIO eKyNi3ymabom — niaBULLEHHA
NAr 22 x BMH

KiHuyesi mo4ku 00 3asepweHHA docnionceHHa (34):

* OK: KoHUeHTpauji paBynisymaby B cupoBaTyi kposi go 3

e ®[1: 3MiHU KOHUEHTpaWii BinbHoro C5 Ta reMoNiTUMHOT aKTUBHOCTI
cRBC y yacosiit gMHaMmili Ta 3MiHM KOHUEHTpauiin 3aransHoro C5 Ao
30

* BigcoTkosa 3miHa koHueHTpauii AT sig BuxigHoro pisHa ao 3

* YHUKHEeHHA TpaHcdysin go 3/

® 3MiHW NOKA3HMKIB OLLIHKM AKOCTI }KUTTA Bif, BUXiAHOrO piBHA a0 3/
* YacTka naujiexTis 3i ctabinizosaHum pisHem remornobiny ao 3/

* BiacoTkoBa 3miHa KOHUEHTpauii BiibHOro remornobiny Big,
BUXigHOro pieHa go 34

* YacTtka naujieHTis i3 NpOpuBHUM remonizom ao 34




17. KpuTepii oyiHkK 6e3neku

KiHueBsi Touku Besneku:

BesneyvHicTb | NnepeHoCMMICTL paBynisymaby ouiHioBanu Bij
BUXiQHOrO PiBHA 40 TUXKHA 26 Ta NPOTATOM YCbOro AOAATKOBOro
nepiogy Ha OcHOBI Qi3MKaNbHUX 0BCTEKEHb, OCHOBHUX
¢izionoriyHMx NOKa3HKUKIB, OLIHKK Gi3MUHOro pocTy, AaHuX
enektpokapaiorpadii (EKI), pesynbtaTie nabopaTopHux aHanisis,
YacTOTWU BUHUKHEHHA NobBiuHux asuly (MA) i cepio3HMx nobivHMUX
asuuy (CMNA). Tako BU3SHAYANM YACTKY NALIEHTIB, Y AKUX
PO3BMHYNMCA aHTUTINA A0 NiKapcbKoro 3acoby (AN13).

18. CtaTuCcTUYHI meToAM

Yci aHaniau npoBoAUNKCA 3a BEChb Nepiog, AOCAIAXKEHH:A aXK A0 WOro
3aBEepLIEHHS.

EdexTusHicTb:

AHani3z epeKTMBHOCTI NPOBOAWAK B NONYAALIT A41A NOBHOTO aHanisy
(MNA) (N = 13), po AKoi BXOAWAM BCi NaLiEHTH, AKI OTpUManu xo4a 6
1 po3sy pasynizymaby ta npoitwnm xoua 6 1 ouiHIOBaHHA nicna
BK/IIOYEHHA B A0CNIAXKeHHA. HenepepBHi 3MiHHI Byno y3aranbHeHO
33 ONUCOBUMM CTATUCTUMHUMMU JaHUMK, 30KpPEMa NpeaCcTaB/eHo
KiNbKICTb CNOCTEPEKEHD Ta CEPEAHE 3HAYEHHA, CTaHAapTHe
Bigxunenna (CB), megiaHHe, MiHiMasibHe Ta MaKCMMaNbHE 3HAYEHHA.
KaTeropiitHi 3miHHi 6yn0 y3aranbHeHO 3a YMCeNbHUMM Ta
BiZLCOTKOBMMM 3HAYEHHAMM YaCTOTHOCTI 417 KOXHOI KaTeropii
NawuieHTiB. AHani3u NPOBOAUNMCA OKPEMO ANA NALLIEHTIB, AKI paHiwe
He OTPUMYBaM iHriBITOpU KOMNAEMEHTY, Ta NaLEHTIB, AKI paHiwe
OTPUMYBaNU eKkynizymab.

dapmarokiHeTuka/papmakoguHamika:

3pa3ku ana aHanisy ®K ra ®[1 (Bu3HaueHHa BinbHoro C5) 6panu
NpPOTArOM AOCNIAMEHHA BigNOBIAHO A0 rpadikis Bi3uUTIB Ta
obcTexeHb y mexax focnigrkeHHA. AHanis papMaKkoKiHeTUKM
npoBoauau y Bubipui ana aHanisy ®©K (N = 13), ao akoi Bxoaunum Bei
nauieHTk, AKi oTpumanu xo4a 6 1 o3y pasynisymaby Ta manu HasasHi
AaHi ana ouiHku OK,

Bynu nobynosani rpadikv npodinie «cepeaHa KOHUEHTPaLiA
npenapaTty B CUPOBaTLi KPOBi —4ac». Tako Bynu cTBopeHi

rpadikm npodinis «KOHUEHTPaLiA NpenapaTy B CUPOBaTLi KPOBi —
Yac» ANA KOXMHOIo OKpemoro nauieHTa. Npu BCix po3paxyHKax
BMKOPUCTOBYBaIN GaKTUYHE BBEAEHHA A03M NpenapaTty Ta Yac
Biabopy 3paskie. ONUCOBI CTaTUCTUYHI AaHi po3paxoByBanu Ana
NOKa3HUKIB KOHUEHTpaUii npenapaTy 8 CMpoBaTLi KpoBi nig vac
KOM{HOTO B3ATTA 3pa3Ka Yy BCTAHOBNEHOMY NOPALKY.

AHani3 ¢papmakogmHamikn nposogunu y eubipui ana aHanisy 7 (N
= 13), Ao AKOI BXOAUNM BCi NALLIEHTH, AKI OTpUManu xo4a 6 1 o3y
pasynisymaby Ta manu HaaBHI gaHi ana ouiHkn ®f1. Onucosi
CTAaTUCTUYHI gaHi Bynu npeacTaBneHi 41 BCiX KIHLUEBUX TOHOK
ouiHkn @[] pasynizymaby nip, 4ac KOXKHOro B3ATTA 3paskis.
®apmakoguHamivHi edpekTH pasynisymaby npu BHYTPilIHbOBEHHOMY
BBE/leHHI OLiHIOBANK WNAXOM BU3HA4YEHHA abCONOTHUX 3HAYEHD, @
TaKOMX YMCeNbHMX i BIACOTKOBMX 3MiH KOHLEHTpaUji 3araibHoro i
sinbHOro C5 y cMpoBaTLi KpoBi Ta 3MiH y remonisi cRBC y 4acosin
AUHAMIL BIiAHOCHO BUXIAHOTO PiBHA, Y BCTAHOBAEHOMY NOPAAKY.
AHanian NnpoBOAUNUCA OKPEMO ANA NALIEHTIB, AKI paHiwe He
OTPUMYBanM iHribiTtopu KOMNAEMeHTy, Ta NauieHTIB, AKi paHile
OTPUMYBANU ekynisymao.




besneka:

Yci aHanizun 6e3nekun BUKOHyBanuca y Bubipui ana ouiHku 6esnexm,
[0 AKOT BXOAWNK BCi NALiEHTH, AKI oTpumanu xo4a 6 1 gosy
paBynizymaby. YactoTy noBiuHMX ABULL, O BUHWUKAAU NPOTATOM
nikysaHHa (MANA), 6yno npeacraBneHo 3a KNacamu CUCTEM | OpraHis
(KCO) y TepmiHax nepeBaKHOro BUKOPUCTAHHA 3araiomM, a TaKoX i3
po36UBKOIO 32 CTYNEHEM TAMKKOCTI Ta HAaABHICTIO NPUYUHHO-
HacNifKoBOro 3B'A3KY 3 NiKyBaHHAM. byno npeacrasneHo
CNoCTepexyBaHi 3Ha4YeHHA Ta 3MiHU Bif, BUXigHOro piBHA (OCTaHHE
OUiHIOBAaHHA Nepej NoYaTKOM 3aCTOCYBaHHA pasynisymaby) B AaHWX
EKT, ocHoBHMX ¢i3ionoriyHMx NOKasHUKaX i pesynbrartax
nabopaTopHWUX aHani3is, a TaKOXK HaaBHicTL AJ13. Byno HaBeaeHo
3MiHK B NabopaTOpHUX NOKa3HUKaX BIAHOCHO BUXIAHOIO pPiBHA Nig
Yac BCixX Bi3UTIB y MeXax AoCNiayKeHHA.

19. lemorpadiuHi NOKa3HUKHK
AochipxysaHol nonyaauii
(cTaTb, BiK, paca Towo)

Bicim i3 13 naujieHTis Byau KiHOYOI cTaTi, cepeaHiit Bik nauieHTiB Ha
MOMeHT nepol iHndy3il AochiaKyBaHOro npenapaTy CTaHOBUB

14,4 poky. [1BOM NayuieHTam Ha MOMEHT nepLuoi iHgys3ii
[ocnipKysaHoro npenapaty 6yno meHwe Hix 12 pokis: ogHomy 3
Hux 6yno 11 pokis, iHWOMY — 9 POKiB; pelTa NauieHTiB HA MOMEHT
nepwoi indysii gocnigrKysaHoro npenapaTty manu Bik 8ig 12 oo

17 pokis.

20. Pe3ynbTatu eeKTUBHOCTI

Mepioa NOYaTKOBOI OUIHKK

Pe3ynbTaTi 3a Becb Nnepiod AocniAxKeHHs (OCHOBHMIA nepiog,
NiKyBaHHA + OAATKOBUIA Nepios) € TaKUMM:

e Y KOropTi NaLieHTIB, AKI paHille He OTPUMYBAIU NiKYBaHHA
iHribiTopamu KOMNAEMEHTY, CEpeAHA BiACOTKOBA 3MiHa
KoHueHTpauii 1Al Big euxigHoro pisHa 4o AHa 183 1a go aHa 911
cTaHoBuna -47,91% 1a -60,15% BignoBigHO. Y KOropTi nauienHTis, Aki
nikyBanuca ekynisymabom, cepeaHn BiACOTKOBA 3MiHa KOHUEHTpauii
NAr sip BUXiAHOrO piBHA 3aranom 3anuwanaca ctabinbHoo
NPOTArOM YCbOro nepioay AOCNiaKeHHs.

* Tpbom i3 5 NauieHTiB, AKI paHile He OTPUMYBANU iHriBiTopK
KoMNnemMmeHTy, TpaHcdy3ii He npoBogunuca; 1 NaLieHTy NPOTArom
NikyBaHHa bys0 npoBeAeHO 3 nepenuBaHHA KPOBi (KOXHOIo pasy no
1 ognHuui pRBC) yepes mHoxuHHI CMNA (B TOMy uncni tpombos,
NoB’A3aHUIA i3 3aCTOCYBAHHAM MeAMYHOTO NPUCTPOIO, Ta CENTUUHUMN
wokK), a 1 nauienty 6yno nposeaeHo TpaHcdysito B geHb 1. oaHomy
3 8 nauieHTis, AKi paHiwe nikyBanuca ekynisymabom, npotarom
nepioAy No4aTKoBOI OLiHKKM TpaHcdy3ii He BUKOHyBanu. MpoTarom
A00aTKOBOro Nepioay HOTMPLOM i3 5 nauieHTiB, AKi paHilwe He
OTPUMYBaANU iHriBITOPU KOMNAEMEHTY, Ta LWICTLOM i3 8 NaLieHTIB, AKi
paHiwe oTpumyBanu ekynisymab, TpaHcdysiit He NPoBOAMNOCS;

2 naujeHTam (No oAHOMY 3 KOrOPT NAaLEHTIB, AKI paHile He
OTpMMYBanK iHribiTopu KOoMNAEMEHTY, Ta AKi OTpUMyBanu
ekynisymab) 6yno nposegeHo nepenusarHa KpoBsi (4 TpaHcdysii ana
NiKyBaHHA aHeMmii Ta 8 TpaHcdy3iit Ana NikyBaHHA annacTUYHOT aHemii
BiAnoBiaHO). OAUH NaUEHT i3 KOrOPTU NALEHTIB, AKI paHiwe
OTPUMYyBanu ekynizymab, nig yac 40AaTKOBOroO nepiody NPUNMHUB
NiKyBaHHA Yyepes BiACYTHICTb edeKTUBHOCTI Ta ByB 3apaxoBaHuii 10
KaTeropii nayiexTis, AKi He BiANOBINW Ha NiKyBaHHA, Ta 4O KaTeropii
nauieHTiB, AKUM NpoBoaMAUCA TpaHCchysii.

* CraHom Ha AeHb 183 y koropTi nauieHTis, Aki paHiwe He
OTPUMYBaNM NiKyBaHHA iHriGiTopamu komnnemeury:_éh'dc:repi 3

LS

NOAINWEHHA cepeHbLOro NOKasHUKa BTOMM (y ,u,yniugx — CB)3a




NeaiatpuuHoto wranow FACIT Ha 3,40 (6,107) 6ana nopiBHAHO 3
BUXiAHWUM 3HAYeHHAM. Y KOropTi NauieHTIB, AKI paHiwe oTpumyBanu
eKynisymab, cnoctepiranoca noainiweHHs cepeaHboro NoKasHuka (y
AyxKax — CB) Ha 1,28 (5,235) 6ana. CraHom Ha aeHb 911 y koropTi
nawuieHTiB, AKI paHiwe He OTPUMYBAM NiKYBaHHA iHribiTopamu
KOMMIEMEHTY, CNOCTEPIranocs NoAinwweHHA cepeAHboro NOKasHKUKa
sTomu (y ay»kax — CB) 3a NegiatpuuHoio wkanoto FACIT Ha 3,75
(5,560) 6ana NOpiBHAHO 3 BUXIAHWUM 3HA4YEHHAM. Y KOropTi NaLi€HTIB,
AKi paHilwe oTpUMyBanu ekynisymab, cnocrepiranocs noninweHHA
cepeAHbLOro NokKasHuka sBTomu (y ay»xkax — CB) 3a MNepgiatpuyHoio
wkanot FACIT Ha -1,60 (10,831) 6ana nopiBHAHO 3 BUXiAHUM
3HAYEHHAM.

* [lpoTArom nepioay No4aTKoBoi OuiHKK cTabinisauii piBHa
remornobiny 6yno gocardyto y 3 i3 5 nauieHTis, AKi paHiwe He
OTPUMYBanM iHribitopu KomnaemeHTy, Ta y 6 i3 8 nauieHTiB, AKI
paHilwe oTpumysanu ekynisymab. Mportarom AoaaTKoBOro nepioay
crabinizauii pisHa remornobivy 6yno gocarHyTo y 4 i3 5 naujieHTiB, AKi
paHiwe He OTpUMyBanMu iHribiTopu komnaemeHTty, Tay 4 i3

8 naujieHTiB, AKi paHiwe oTpumyBanu ekynisymab. OguH navienr i3
KOrOpTH NALEHTIB, AKI paHille oTpumyBanu ekynisymab, nig yac
A0AaTKOBOro nepioay NPUNUHUB NiKyBaHHA Yepes BiACYTHICTb
edeKkTMBHOCTI Ta ByB 3apaxoBaHKUit A0 KaTeropii NauieHTIB, AKi He
BiANOBINW Ha NiKYBaHHA, Ta A0 KaTeropii NauieHTiB, AKI He A0CATAN
crabinizauii pisHa remornobiny.

* CepeaHA KOHUEHTPaLis BinbHOro remornobiHy 3Hu3unaca B
KOrOpTi NaWieHTIB, AKi paHiwe He OTpUMYBanM iHribitopu
KOMNAEMEHTY, Ta 3a/11LaNaca He3MIHHOIO B KOTOPTI NALEHTIB, AKi
paHile oTpuMmyBanu exkynisymao.

* B 04HOro naujieHTa 3 KOropTy NaLLIEHTIB, AKI paHille OTPUMYBaNKU
eKynizymab, nig Yac 404aTKOBOrO nepioay BiabyBCcA NPOPUBHUIA
remoni3. Asuwe MM He cynpoBogKyBanoca NigBULLLEHHAM PIBHAM
BinbHoro C5 y cMpoBaTLi KpoBi 4o 20,5 MKr/mM, a TakKoX He
cnocrtepiranoca no6ivHMX ABMLL, NOB'A3aHMX y Yaci 3 NI, y Burnagi
iHpeKLi abo IHWKUX NOTEHLIMHKMX CTaHIB, WO MOMYTL amnaidikysaTu
KOMMNAEMEHT.

21. PesaynbtaTy 6e3neku

e Pasynizymab bys 6e3neyHum i 4obpe nepeHOCUBCA NPOTAroM
nepiogy NO4aTKOBOI OLIHKKM Ta NPOTArOM 4043TKOBOrO nepioay.
3aranbHuit npodinb 6esnekn pasynisymaby B nayieHTiB AUTAYOroO
Biky 3 MHI Bianosigas sigomomy npodinto 6e3neku pasynizymaby B

AOPOCAUX, OCKiNbKK /Hepo3bipauso/




e [poTarom ycboro nepiogy gocnigkeHHa y 13 (100%) nauieHTis
cnoctepiranoca npuHaimHi 1 NA. Hatuactiwmmm MA Byam 6inb y
YKUBOTI, Binb y BepxXHilA 4acTuHI XuBoTa, HyaoTa, COVID-19,
Ha30GapUHriT i ronoBHMIA Binb. KoXKHE 3 UMX ABULL, BUHUKNO Y 3
(23,1%) naujeHris.

¢ Y 4 naujeHTis BUHUKAO WoHaimeHwe 1 CNA (cencuc, nos’s3aHui i3
3aCTOCYBaHHAM MeAUYHOro NpUcTpoto, ctadinokokosa iHdekuis,
CMHAPOM NOAIOPraHHOT AUCHYHKLT, CENTUYHKIA WOK | TPOMBO3,
nos’A3aHuUM i3 3aCTOCYBaHHAM MEAUYHOTO NPUCTPO — B 1 NauieHTa;
NO3UTUBHMIA pe3ynbTaT TECTY Ha Bipyc rpuny A Ta NPOPUBHUIA remonis
— B 1 nauieHTa; annacTM4Ha aHemia — B 1 nawieHTa Ta BipycHi
iHdeKUil BepxHix guxanbHux waaxis [IBAL] — 8 1 naujieHTa).
JocnigHuk ouiHue CMNA y BUrnagi npopuMBHOro remonisy AK Take, Wo
moxxe byTu nos’asaHe 3 AocnigKyBaHMm npenapatom. Asuwe Ml He

| CYNpOBOAMYBANOCA NiABULLEHHAM piBHAM BinbHOro C5 y cupoBaTLui
KpoBi A0 20,5 MKI/MA, a TaKoX He cnocTepiranoca nobivuHux asuL,
nos’asaHux y 4aci 3 Nl, y surnaaji iHpekuin abo iHWKUX NOTEHLiMHMX
CTaHiB, WO MOXYTb amnnidikyBaTu komnnemenT. MogHe 3 iHwwmx CNA
He Byno po3uiHeHe AK TaKe, Wo NoB’'a3aHe 3 AOCAILKYBaHUM
npenapaTtom. CMA y Burnaai pombosy, nos’azaHoro i3
3aCTOCYBaHHAM Me4UYHOro NPUCTPOID, BiANOBIAAN0 KpUTEPIAM
cepio3Horo nobiyHoro cyauHHoro saeuwa (CNCA).

e [TpoTArOM AOCNIAMKEHHA OLEH NALIEHT HEe NOMep, HE NPUNUHUB

| NPUIAOM LOCNIAKYBAHOIO Npenaparty Ta He BUOYB i3 AOCNIAXKEeHHA
yepes BUHUKHEHHA M1,

* BunapgKie MeHIHTOKOKOBOI iHdeKUii 3apeecTpoBaHo He byno.

e O3HaK iMyHOreHHOCTI He cnocTepiranocsa.

22. BUCHOBOK (3aKntoueHHa) |AHani3 paHux 13 nauiexTie gutavoro Biky 3 MHI 3a nepioa
NMO4aTKOBOI OLiHKK Ta 33 BECb Nepiog A0CAiAKEeHHA AeMOHCTPYE, Wo
NiKyBaHHA paBynisymabom 3 403yBaHHAM Ha OCHOBI Baru
BiANOBIAaN0 uinam 3 ouiHkn ®K/P[ i 3abezneyysano HeraiiHe,
NOBHE Ta CTiliKe iHribyBaHHA KiHLUEBOro KOMMNOHEHTa CUCTEMM
KOMMNNEMEHTY He3a/ieXHOo Big nonepeaHbOro 3aCToCyBaHHA
ekynizymaby. Lli pesynbtaTti NiaTBEpAMKYIOTh, WO AiTH 3 MHI MoXyTb
NOYMHATK NiKyBaHHA paBynizymabom abo nepexoauntu 3
eKkynisymaby Ha pasynisymab 6esneuHo Ta 3i 36epexeHHAM edekTy
iHribyBaHHA KiHLLEBOro KOMMNOHEHTa CUCTEMMW KOMIMAEMEHTY.
Cnpuatanemnii npodinb KOPUCTI/pU3KKy Npenaparty B Lbomy
AOCNIAMEHHI CBIAYMTL NPO Te, WO NauieHTiB AuTAYOro Biky 3 MHI
MoHa be3neyHo Ta epeKTUBHO NiKyBaTH pasynizymabom.

3aABHUK (BNaCHUK
peecTpaujiitHoro /nianuc/
NOCBigYeHHs) (nignuc)

Macatio Ozaea (Masayo Ogawa)

(NiB)




ALXN1210-aHUS-312

Annex 30

to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products Submitted
for the State Registration (Re-Registration)
and for Expert Evaluation of Materials about
Introduction of Changes to Registration
Materials during the Validity Period of
Registration Certificate (item 4 section IV)

Clinical study report Ne7

1. Name of medicinal
product (registration
certificate No, if available)

ULTOMIRIS®
(INN-ravulizumab)

2. Applicant

ALEXTION EUROPE SAS
103-105 rue Anatole France, 92300 Levallois-Perret, France

3. Manufacturer

1Batch release of finished product

Alexion Pharma International Operations Limited

Alexion Dublin Manufacturing Facility (ADMF): College Business and
Technology Park, Blanchardstown Road North, Dublin 15, D15 R925,
[reland

4. Studies conducted:

*Yes no ifno, please justify

1) type of medicinal
product, which has been or
will be registered

Medicinal product with complete dossier (stand-alone dossier). Other.
[New active substance

5. Title of clinical trial,
code number of clinical
trial

ALXN1210-aHUS-312: A Phase 3, Open-label, Multicenter Study of
ALXN1210 in Children and Adolescents With Atypical Hemolytic
Uremic Syndrome (aHUS)

6. Phase of clinical trial

3

7. Period of clinical trial

From 01 Sep 2017 (first patient treated) till last patient last visit 20 Dec
2022

8. Countries, where clinical
trial has been conducted

Patients were enrolled at 20 sites in 8 countries (Belgium, Germany, Italy,
Japan, Korea, Spain, United Kingdom, and the United States).

9. Number of trial subjects

Number of patients (planned): Approximately 23 to 28 pediatric (< 18

vears of age) patients with documented aHUS were planned. The
minimum number of patients for each age category is as follows:

- Birth to < 2 years: 4 patients

- 2 to < 0 years: 4 patients

- 6 to < 12 years: 4 patients

- 12 to < 18 years: 8 patients

Cohort 2 patients must have been 12 to < 18 years of age, except in Japan
where patients < 12 years of age were permitted.

10. Objective and
secondary endpoints of
clinical trial

Objective:

Primary: The primary objective of the study was to assess the efficacy of
ALXNI1210 in complement inhibitor treatment-naive pediatric patients (ie,
Cohort 1) with atypical hemolytic uremic syndrome (aHUS) to inhibit
complement-mediated thrombotic microangiopathy (TMA) as

characterized by thrombocytopenia, hemolysis, and renal impairment.




Secondary: The secondary objectives for complement inhibitor treatment-
naive patients (ie, Cohort 1) and eculizumab-experienced patients (ie,
Cohort 2) were as follows:

- To characterize the safety and tolerability of ALXNI1210

- To evaluate the efficacy of ALXNI1210 by additional efficacy measures
- To characterize the pharmacokinetics (PK)/pharmacodynamics (PD) of
ALXN1210 To evaluate the long-term safety and efficacy of ALXN1210
- To evaluate the long-term safety and efficacy of ALXN1210

11. Clinical trial design

Study ALXN1210-aHUS-312 is a Phase 3, single-treatment arm,
multicenter study to evaluate the safety, efficacy, PK, and PD of
ALXN1210 administered by intravenous (IV) infusion to pediatric
patients, from birth to < 18 years of age, with confirmed diagnosis of
aHHUS. The study has 2 cohorts: Cohort 1 includes complement inhibitor
treatment-naive patients; Cohort 2 includes eculizumab-experienced
patients. The study planned to enroll approximately 23 to 28 patients.

12. Main inclusion criteria

1. Patients from birth up to <18 years of age and weighed > 5 kg at the
time of consent who:

a. For Cohort 1 patients, had not been previously treated with
complement inhibitors.

b. For Cohort 2 patients, were between 12 and < 18 years of age (non-
Japanese sites) or < 18 years of age (Japanese sites) and had been
treated with eculizumab according to the labelled dosing
recommendation for aHUS for at least 90 days prior to screening.

2. For Cohort 1 patients, evidence of TMA, including thrombocytopenia,

evidence of hemolysis, and kidney injury, based on the following

laboratory findings:

a. Platelet count < 150,000/pL during the Screening Period or within
28 days prior to the start of the Screening Period, and

b. Lactose dehydrogenase > x ULN during the Screening Period or
within 28 days prior to the start of the Screening Period and
hemoglobin < lower limit of normal (LLN) for age and gender
during the Screening Period or < 28 days prior to the start of the
Screening Period, and

c. Serum creatinine level > Serum 97.5th percentile for age at
screening (patients who required dialysis for acute kidney injury
were also eligible regardless of serum creatinine level).

3. For Cohort 2 patients, documented diagnosis of aHUS including:

a. Increase in LDH > ULN and creatinine > ULN, and decrease in
platelets < LLN documented by local laboratories at the time of]
the TMA event.

4. For Cohort 2 patients, clinical evidence of response to eculizumab

indicated by stable TMA parameters (via central laboratory results) at

Secreening, including:

a. LDH < 1.5 ULN, and
b. Platelet Count > 150,000/pL and
c. eGFR > 30 mL/min/1.73 m2 using the Schwartz formula.

5. Among patients with a kidney transplant:

a. Known history of aHUS prior to current kidney transplant, or

b. No known history of aHUS, and persistent evidence of TMA at least

4 days after modifying the immunosuppressive regimen (eg,

suspending or reducing the dose) of calcineurin inhibitor ([CNI]; eg,

cyclosporine, tacrolimus) or mammalian target of rapamycin inhibitor

([mTORi}; eg, sirolimus, everolimus).




6. Among patients with onset of TMA postpartum, persistent evidence of
TMA for > 3 days after the day of childbirth.

7. To reduce the risk of meningococcal infection (Neisseria
meningitidis), all patients must have been vaccinated against
meningococcal infections within 3 years prior to, or at the time of|
initiating study drug. Patients who received the meningococcal vaccine
less than 2 weeks before initiating ALXN1210 treatment must have
received treatment with appropriate prophylactic antibiotics until 2
weeks after vaccination, Patients who had not been vaccinated prior to
initiating ALXN1210 treatment should have received prophylactic
antibiotics prior to and for at least 2 weeks after meningococcal
vaccination. Patients who could not be vaccinated must have received
antibiotic prophylaxis for the entire treatment period and for 8 months
following last dose.

8. Patients must have been vaccinated against Haemophilus influenzae
type b (Hib) and Streptococcus pneumoniae according to national and
local vaccination schedule guidelines.

9. Female patients of childbearing potential and male patients with
female partners of childbearing potential must have been willing to
follow protocol-specified guidance for avoiding pregnancy while on
treatment and for 8 months after last dose of study drug.

10. Patient’s legal guardian must have been willing and able to give
written informed consent and the patient must have been willing to
give written informed assent (if applicable as determined by the central

: or local IRB/IEC) and comply with the study visit schedule.

13. Investigational Ravulizumab was supplied as a sterile, preservative-free 10-mg/mL

medicinal product, mode offsolution in single-use vials, designed for administration vis infusion by

administration, strength  |diluting into commercialy available saline. (0.9% sodium chloride)

14. Reference product, Not applicable

dose, mode of

| administration and strength

| 15. Concomitant therapy  |Patients were prohibited from receiving any of the following medications
and procedures at anytime after the first dose of study drug for all patients
in the study (even those who discontinued

ALXN1210 treatment in the Extension Period, but remained in the study)
until completion of the study or early termination of the patient from the
study:

e Eculizumab or other complement inhibitors

e Use of any other investigational drug or device as part of a clinical
trial

* Intravenous immunoglobulin (unless for an unrelated medical
need.eg, hypogammaglobinemia)

* Rituximab

¢ Plasma exchange/plasma infusion

¢ New dialysis within the first 48-hour period following the first
dose of ALXN1210 unless there was a compelling medical need as
assessed by (1) hypervolemia unresponsive to diuretics, (2)
refractory electrolyte imbalance, or (3) new-onset uremic
encephalopathy. Exceptions must have been approved prior to
administration of dialysis on a case-by-case basis by Alexion




The following concomitant medications and procedures were allowed
under certain circumstances and with the following restrictions:

e Use of other immunosuppressive therapies (such as steroids,
mTORI [eg, sirolimus,everolimus], CNI [eg, cyclosporine or
tacrolimus]) during the study were not allowedunless: a) part of an
established post-transplant antirejection regime, or b) patient had
confirmed anti-complement factor antibodies requiring
immunosuppressive therapy,or c) steroids were being used for a
condition other than aHUS (eg, asthma), or d) steroids initiated
empirically prior to enrollment and were being tapered as standard
of care.

Any patients receiving other complement inhibitors (including
eculizumab) or undergoing plasma exchange/plasma infusion after the first
dose of study drug were required to be

withdrawn from the study.

16. Criteria for evaluation
efficacy

Primary-Complete TMA Response during the 26 week Initial Evaluation
Period (Cohort 1 only)

» Secondary:

- Time to Complete TMA Response (Cohort 1 only)

- Complete TMA Response status over time (Cohort 1 only)

-TMA parameters in patients who discontinue treatment in the Extension
Period, but remain in the study

- Dialysis requirement status {{for patients requiring

dialysis within 5 days prior to ALXN1210 treatment

initiation)

- Observed value and change from baseline in estimated glomerular
filtration rate (eGFR)

- Chronic kidney disease (CKD) stage, as evaluated by eGFR at select
target days and classified as improved, stable (no change), or worsened
compared to baseline

-Observed value and change from baseline in hematologic parameters
(platelets, LDH, hemoglobin)

- Increase in hemoglobin of > 20 g/L. from baseline, (Cohort 1 only)
-Change from baseline in quality of life (QoL),

- TMA parameters in patients who discontinue treatment in the Extension
Period, but remain in the study

17. Criteria for evaluation
safety

The long-term safety and tolerability of ALXN1210 was evaluated by
physical examinations, vital signs, electrocardiograms (ECGs), laboratory
assessments, and incidence of adverse events (AEs) and serious adverse
events (SAEs). The proportion of patienis who developed antidrug
antibodies (ADASs) was also assessed.

18. Statistical methods

All data collected were presented using summary tables, figures, and data
listings. Planned summaries were

presented overall and by age groups when applicable. Per protocol,
tabulated summaries do not include a direct

comparison between Cohort 1 and Cohort 2.




19. Demographic indices
of studied population (sex,
age, race, etc.)

Cohort 1

In the FAS, mean age at the time of first infusion was 5.9 years and 60%
of patients were female. Four patients in the FAS were <2 years of age,
and 2 additional patients < 2 years of age was included in the Safety Set.
Most of the patients in the FAS were either White (55.0%) or Asian
(25.0%; 1 patient was of Japanese descent). The overall mean weight at
baseline was 21.2 kg; slightly more than half of the patients were in the
baseline weight category 10 to <20 kg.

Cohort 2

In the FAS, 9 of the 10 patients were male and the mean age at the time of
first infusion was 11.0 years. One patient in the FAS was <2 years of age.
Five patients were White,

4 patients were Asian and of Japanese descent, and 1 patient was Black or
African-American.

20. Efficacy results

EFFICACY RESULTS FOR COHORT 1:
[nitial Evaluation Period

-Fifteen of the 20 patients in the FAS (75.0% [95% CI: 50.9 %, 91.3%])
achieved the primary efficacy endpoint, Complete TMA Response, during
the 26-week Initial Evaluation Period.

-Nineteen of 20 patients in the FAS achieved platelet count normalization;
18 patients achieved LDH normalization and 16 patients achieved renal
function improvement {defined as >25% reduction in serum creatinine
from baseline) during the Initial Evaluation Period.

Results for secondary endpoints are as follows:

- The median time to Complete TMA Response was 30 days and the
earliest response occurred by 15 days following the first dose of
ALXNI210.

- For the 14 patients with data at baseline and Day 183 and who achieved
Complete TMA Response status during the Initial Evaluation Period, these
responses were sustained through the end of the 26-week Initial
Evaluation Period. After achieving Complete TMA Response, some
patients had transient periods during

which not all components of response continued to be met.

-Hematologic normalization, defined as normalization of both LDH and
platelets, was observed in 18 of 20 patients (90.0% [95% CI: 68.3%,
08.8%]).

-Seventeen of the 20 patients in the FAS (85.0% [95% CI: 62.1%, 96.8%])
had an increase in hemoglobin of >20 g/L compared to baseline with a
confirmatory result.

-Dialysis was discontinued in 6 of the 7 patients in the FAS who had been
receiving dialysis at baseline; all 6 of these patients discontinued dialysis
within the first 36 days of exposure to ALXN1210. No patients initiated
dialysis after starting treatment with ALXN1210.

-Renal function, as assessed by eGFR, improved from a mean of 27.5
mL/min/1.73 m2 at baseline to 108.5 mL/min/1.73 m2 at the end of the
[nitial Evaluation Period. Most patients (88.2%, 15/17) had

improvement of at least 1| CKD stage compared to baseline.

-Three (33.3%) of 9 patients (ie, > 5 years of age) had at least a 3-point
improvement in FACIT-Fatigue total score from baseline at Day 8; 7

(77.8%) patients had at least a 3-point improvement from baseline at Day




29; and all 9 patients had at least a 3-point improvement from baseline by
Day 71.

Extension Period

Results from the Extension Period demonstrated continued improvement
or maintenance of stable disease:

-As of the data cutoff date, Complete TMA Response was achieved by 18
of the 20 patients in the FAS (90.0% [95% CI: 68.3%, 98.8%]). In
addition to the 15 patients who achieved Complete TMA Response

during the Initial Evaluation Period, 3 more patients achieved Complete
TMA Response during the Extension Period.

-Hematologic normalization was observed in 19 of 20 patients (95.0%
[95% CI: 75.1%, 99.9%]) as of the data cutoff date.

-Dialysis was discontinued in 1 additional patient during the Extension
Period, such that all 7 patients in the FAS who were receiving dialysis at
baseline had discontinued by the data cutoff date. No new patients were
started on dialysis during the Extension Period.

-Mean eGFR remained stable (> 100 mL/min/1.73 m2) from the end of the
Initial Evaluation Period to the Day 407 visit (n = 14). All patients with
available baseline and 52-week data had an improvement in CKD stage.

- All 9 patients (ie, > 5 years of age) who had at least a 3-point
improvement in FACIT-Fatigue score from baseline by Day 71 maintained
this improvement as of the data cutoff date; mean improvement in FACIT-
Fatigue score from baseline to Day 351 was 16.67 (n=9).

EFFICACY RESULTS FOR COHORT 2:
Initial Evaluation Period

-Hematologic parameters in Colort 2 patients remained stable throughout
the Initial Evaluation Period.

- None of the 10 patients initiated dialysis after starting treatment with
ALXNI1210.

- Kidney function, as assessed by eGFR, remained generally stable and the
majority of patients (7/10) had no change in CKD stage score at the end of
the Initial Evaluation Period compared to baseline. Three patients had
fluctuations in eGFR resulting in transient worsening in CKD stage.
-Quality of life, as measured by the Pediatric FACIT-Fatigue score, was
maintained during the Initial Evaluation Period for the 8 treated patients
who were > 5 years of age.

Extension Period

Results from an additional 26 weeks or more of ALXN 1210 treatment in
the Extension Period demonstrated continued maintenance of stable
hematologic parameters and kidney function.

21. Safety results

- ALXN1210 was well tolerated as of the data cutoff date, with no
unexpected safety concerns in the 24 complement inhibitor treatment-
naive (Cohort 1) and 10 eculizumab-experienced (Cohort 2) pediatric
patients with aHUS.

- In Cohort 1, the most frequently reported AEs (reported in 5 patients)
were pyrexia, abdominal pain, vomiting, hypertension, headache, diarrhea,
nasopharyngitis, constipation, and cough. In Colort 2, the most frequently
reported AE was upper respiratory tract infection (reported in 4 patients)
followed by oropharyngeal pain (reported in 3 patients).

- No meningococcal infections (prespecified as AEs of special interest)
were reported in either Cohort 1 or Cohort 2.

- No patients died as of the data cutoff date in either Cohort 1 or Cohort 2.




- In Cohort 1, 15 patients experienced SAEs, most common of which were
gastroenteritis viral and abdominal pain (reported in 2 patients). In Cohort
2, 1 patient experienced 5 SAEs of upper respiratory tract infection (3
events), pneumonia, and bronchitis.

- In Cohort 1, 2 patients discontinued study drug due to SAEs of
proteinuria, glomerulonephritis membranoproliferative, anemia, and
hypertensive crisis. In Cohort 2, none of the patients discontinued study
drug or withdrew from the study as of the data cutoff date.

- No treatment-emergent immunogenicity was observed in either Cohort 1
or Cohort 2.

22. Conclusion (summary)

This analysis of interim data for the 24 patients enrolled in Cohort 1
demonstrates that ALXN1210 provided immediate, complete, and
sustained inhibition of terminal complement in this complement inhibitor
treatment-naive pediatric aHUS population. During 52 weeks or more of
treatment, Complete TMA Response was achieved in 90.0% of patients,
with consistent results observed for individual response components as
well as other secondary efficacy endpoints of CKD stage and dialysis
requirement. After the Initial Evaluation Period, patients continued to
benefit from ALXN1210 treatment during the Extension Period.
Decreased disease burden was also evident based on the reduced need for
dialysis and improved QoL scores.

Following body weight-based dosing with ALXN1210, immediate and
complete terminal complement inhibition was achieved and sustained
throughout the treatment period for complement inhibitor-naive and
eculizumab-experienced pediatric patients. No treatment-emergent
immunogenicity was observed in either complement inhibitor-naive or
eculizumab-experienced pediatric patients.

Data for the 10 patients enrolled in Cohort 2 show that switching patients
from eculizumab to ALXN1210 results in complete and sustained
inhibition of terminal complement. The efficacy results demonstrate
maintenance of TMA parameters and kidney function as well as additional
benefits in QoL.

ALXN1210 was well tolerated in both complement inhibitor treatment-
naive pediatric patients and eculizumab-experienced pediatric patients,
with no unexpected safety concerns. The data in this interim analysis
support the favorable benefit/risk profile of ALXN1210 and its use for the
treatment of pediatric patients with aHUS regardless of experience with
prior complement inhibitor treatment.

Applicant (registration
certificate holder)

Full Name: Katherine Garlo
-
Signature: . 4‘/




ALXN1210-aHUS-312

HopaTok 30

po MNopsaky npoBeAeHHA eKCNepTr3n
peecTpayifiHux maTtepianis Ha NiKapCbKi
3acobu, WO NOAAITLCA Ha AepHKaBHY
peecTpauiio (nepepeecTpauiro), a Takox
eKCnepTU3n maTepianis NPo BHECEHHA
3MiH A0 peecTpauiiHux maTepianis

NPOTATroM Ail peecTpauiftHoro nocsiaYeHHA

(nyHkT 4 po3giny IV)

3BiT Npo KniHiuHe BunpobysBaHHa Ne 7

1. Hasea nikapcbkoro 3acoby
(3a HaABHOCTI — HOMEp
peecTpauiiHoro
NOCBigYEHHA)

YNbTOMIPIC (ULTOMIRIS®) (mixkHapogHa HenaTeHTOBaHa Ha3Ba —
pasynizymab)

2. 3aABHUK CnpouweHe akuioHepHe TosapucTso AJIEKCIOH HOPOM
(ALEXION EUROPE SAS)
103-105 py AHaTtonb Ppanc, 92300 Nlesannya-Meppe, PpaHuin
(103-105 rue Anatole France, 92300 Levallois Perret, France)
3. BUpobHUK Bunyck cepii 2omogoeo nikapcekoz2o 3acoby:

AnekcioH ®apma IHTepHewHN OneperwHs Jlimiteg
(Alexion Pharma International Operations Limited)

BupobHuyi noTyKHocTi AnekcioH B [lybniHi (ADMF):
Konepx bisnec enp TexHonomki Napk, bnanyapacrayH Poya Hopr,
Ay6nin 15, D15 R925, Ipnanain

(Alexion Dublin Manufacturing Facility (ADMF):
College Business and Technology Park, Blanchardstown Road North,
Dublin 15, D15 R925, Ireland)

4. MNposeaeHi goCniaKeHHs:

®TaK Hi  AKWO Hi, 06rpyHTYBaTH

1) Tun nikapcbKoro 3acoby,
33 AKMM NpoBogunaca abo
NNAaHYETbCA PEECTpaLA

/likapcbkKii 3acib 3a NOBHUM A0CbE (aBTOHOMHE A0CbE). IHWe. HoBa
lAiloya pevyoBuHa

5. MNoBHa Ha3Ba KNiHiYHOTO
BMNPoOYyBaHHA, KOAOBAHUA
HOMep KNiHIYHOTO
BUNPO6YBaHHA

ALXN1210-aHUS-312: Bigkpute BaraToueHTPOBE A0CAILKEHHA
ba3n 3 3 oujiHKKM 3acToCcyBaHHA npenapaty ALXN1210 vy ajtei i
NigNITKIB 3 aTUNOBUM FreMONITUKO-YPEMIYHUM CUHAPOMOM (a C)/
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6. Pa3a KniHiuHOro
BUNpoBYBaHHA

3

7. Nepiog npoBegeHHn
KNiHiYHOro BUnNpobysaHHA

3 01 BepecHa 2017 p. (nepwuii nayieHT po3noYas NikyBaHfA) oo
OCTaHHbOTIO Bi3UTY OCTAHHLOTO NaujieHTa 20 rpyaHa 20,2/2’" ¢

8. KpaiHu, ae nposoaunoca
KNiHIYHe BUNpobyBaHHA
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Koponisctso Ta CLUA).

9. KinbKicTb AocnigysaHmx

KinbKicTb nauieHTiB (3annaHoBaHo): MaaHyBanoca Habpatu

npubnusHo 23-28 nauieHTie AUTAYOro Biky (<18 pokis) i3
3a40KyMmeHTOBaHUM alYC. MiHimasibHa KinbKiCTb NALEHTIB Y KOXKHIN
i3 BIKOBUX KaTeropiu:

- Bifi HAPOAKEHHA A0 <2 POKiB: 4 NaUiEHTH

- Big 2 po <6 pokiB: 4 nauieHTH

- Big 6 0o <12 pokis: 4 nauieHTH

- Big 12 po <18 pokis: 8 nauyjeHTis

1o Koropty 2 Habupanuca nauieHTH Bikom Biag 12 o <18 pokis, 3a
BUMHATKOM ANOHII, Ae fOoNyCcKanaca yvacTb NALIEHTIB Bikom <12 pokis.

10. MeTta Ta BTOpPUHHI Wini
KANiHiYHOro sunpobyBaHHA

Merta:

OcHoBHa meTa: OCHOBHa MeTa AOCAIKEHHA nonsarana B Tomy, wob
ouiHUTK edekTUBHICTL NnpenapaTy ALXN1210 y naujieHTiB AMTAYOrO
BiKY 3 aTMNOBMUM reMoNITUKO-YpemidHum cnHapomom (alYC), aki
paHile He OTPUMYBANKU NiKyBaHHA iHriGiTopamu KoMmnaemeHTy
(KoropTa 1), B iHribyBaHHiI KOMNAeMeHT-onocepegKoBaHol
TpomboTUUHOT MmikpoaHrionaTii (TMA), AKa XapakTepu3yeTbea
TpoMmbOUMTONEHIED, FEMONI30OM | NOPYLWEeHHAM bYHKUIT HUPOK.
‘BTOQMHHi uini: BropuMHHi wini woao nauieHTis, AKi paHiwe He
OTPUMYBaANK NikyBaHHA iHribitopamu komnaementy (Koropra 1), Ta
NauieHTIB, AKI paHilwe oTpumyBanu ekynizymab (Koropta 2) nonaranm
B TOMY, Wo6:

- OxapakTepu3yBaTu 6e3neyHicTb i nepeHoCUmIcTL Npenaparty
ALXN1210

- OuiHuTu edekTnBHicTL ALXN1210 33 40AaTKOBMMM NOKA3HUKAMM
edeKTUBHOCTI

- Oxapaktepu3syBaTtu papmakokiHeTury (PK)/bapmakoguHamiry
(@A) npenapaTty ALXN1210 OuiHuTi A0BrocTpoKoBy 6e3neyHicTs Ta
edekTuBHiCTL ALXN1210

- OuiHKMTK QOBrocTpoKoBY Be3neyHicTb Ta edpeKTUBHICTL ALXN1210

11. l13aitH KniHiuHorO
sunpobysaHHA

JocnipkenHa ALXN1210-aHUS-312 — ue 6aratoueHTpoBe
pnocnipkeHHna ¢asm 3 6e3 3acTocyBaHHA Npenapary NopiBHAHHA, AKe
NPOBOAMUTBLCA 3 METOIO OLiHKK BeaneyHocTi, edpekTusHocTi, PK ta ©f]
npenapaty ALXN1210, AkuiA BBOAWAM LINAXOM BHYTPILWHLOBEHHOI
(8/B) iHdysii giTAm Bikom Big HapoaXKeHH:A Ao <18 pokis i3
nigreepaxeHum giarHozom alYC. [locnifpkeHHA BKAKOYAE 2 KOrOpTH:
Koropra 1 cknapaerbea 3 NaLieHTIB, AKI paHilwe He oTpumyBanu
nikyBaHHA iHribiTopamu KomnnemeHTy; Koropra 2 cknafaeTben 3
navieHTiB, AKi paHile nikysBanuca ekynisaymabom. Nnavysanocs
HabpaTtu B gocnigkeHHA npubausHo 23-28 naujieHTis.




12. OcHOBHI KpuTepii
BK/IKOYEHHA

MaLjieHTH BiKOM BiA HapoMKeHHA A0 <18 pokiB Ta Baroto 25 Kr Ha
MOMEHT HaZlaHHA 3roAM Ha y4acTb Y AOCNIAMEHHI, AKi:

a. [lna nauienTis Koroptn 1 — paHiwe He OTPUMYBaNM NiKyBaHHA

iHribiTopamu KomnaemeHTy.

b. Ana nauienTis Koroptu 2 — 6yau Bikom Big 12 ao <18 pokis

(mocnigHWMUbKI LEHTPK, OKPIM ANOHCLKMX) abo <18 pokis

(ANOHCBKI AOCNIAHWULBKI LLEHTPK) T2 OTPUMYBANW NiKYBaHHA

eKkynizymabom npotarom woHainmeHwe 90 aHIB A0 CKPUHIHTY

BiANOBIAHO A0 333HAYEHOrO B IHCTPYKLIT A03YBaHHA NpK

nikyBaHHi alYC.

Ona nauieHTie Koroptu 1 — o3Haku TMA, 30Kkpema

TpomBouMuTONEHIA, O3HAKKU FEMONI3Y Ta YParKEHHA HUPOK, Ha

OCHOBI TaKkux NabopaTopHUX AaHUX:

a. KinbKicte TpomboumTie <150 000/mkn npoTarom nepioay
CKpUHiHry abo npoTarom 28 AHiB A0 NoYaTKy nepioay
CKPUHIHTY, @ TAaKOX

b. piseHb naktatgerigporeHasu 2 x BMH (BepxHa mexa Hopmu)
NPOTArom nepioay cKkpuHiHry abo npotarom 28 aHis Ao
noYaTKy nepioay CKPUHIHTY, pieHb remornobiny < HMH
(HWXHA MeXka HOpMKU) AnA BIANOBIAHOrO BiKy Ta cTaTi
NPOTArOM Nepioay CKpUHiHry abo €28 aHiB A0 noYaTky
nepioay CKpuHiHry, Ta

C. piBeHb KpeaTUHiHy B CMPOBATLi KpoBi nepeBuilye 97,5-i
NPOLEeHTUNb ANA BIANOBIAHOIO BiKY HA MOMEHT CKPUHIHTY
(kpuTepiam Binbopy BIANOBIAANM TAKOMXK NALLIEHTH, AKI
notpebysanu gianisy 3 npuBoAy rocTPOro yparKeHHa HUPOK,
He3aneHo Bif, PiBHA KpeaTUHiIHY B CMPOBATLi KPOBi).

[na naujenTis KoropTtv 2 — 3a40KyMeHTOBaHMI giarHos alyC,

30Kpema:

a. niasuweHHA pisHa 146 > BMH i kpeatuHiHy > BMH, a
TAKOM 3HWKEHHA piBHA TpombouuTie < HMH,
3a/l0KyMeHTOBaHi micuesumu nabopaTopiamu nig yac
enisoay TMA.

[Ona nauienTie Koroptu 2 — KniHivHi goKa3u Bignosiai Ha

NiKyBaHHA eKynisymabom, Npo Wwo cBig4aTh NOKa3HUKK

crabinisauii TMA (3a peaynbTatamu ueHTpanbHoi nabopartopii) Ha

MOMEHT CKPUHIHTY, 30Kpema:

a. piseHb /AT <1,5 BMH,

b. kinbkicte TpombBoumTie 2150 000/mKn Ta

C. po3paxoBaHa WBMAKICTb kKnyboukosoi dinbTpaii (pLUKD)
>30 mn/xe/1,73 m? 3a dopmynoio LLisapua.

Cepep nauieHTiB i3 NnepecagyeHo HUPKOID:

a. Biaoma HaaBHicTb alYC B aHamHesi A0 NOTOYHOI

TpaHcnnaHTauii HUpKK, abo

b. BiacyTHicTb BigomocTei npo al'YC B aHamHesi Ta CTiliKi 03H

TMA woHaiimeHwWwe Yepes 4 AHi NiCAA 3MIHA peXxumy /|
" - wes / (
iMmyHOCynpecuBHOI Tepanii (Hanpuknag, NpusynuHeHHA npuiiomy




10.

npoTarom >3 AHiB Nicha AHA NONOTIB.

o6 3MeHIWUTH pU3nK MeHIHroKOKoBOI iHdekuii (Neisseria
meningitidis), yci nawieHT manu oTpUMaTH WENNEeHHA NPOTH
MEHIHFOKOKOBOI iIHpeKUii npoTArom 3 pokie Ao novaTky
3aCTOCYBaHHA AOCNIAXKYBAHOro npenapaty abo Ha noyaTky “oro
3acTocyBaHHA. MayieHTn, aki 6ynun BaKUMHOBaHI npoTH
MEHIHrOKOKOBOT iHpEKLii MeHL HiXK 33 2 TWXKHI A0 NoYaTKy
NikyBaHHA npenapaTtom ALXN1210, manu oTpumysaTtu
npodinakTuyHe NiKyBaHHA BiANOBIAHMMMU aHTUDIOTMKAMK, AOKM 3
MOMEHTY BaKUMHALT HE MUHE 2 TWXKHI. MauieHTH, aki He Bynu
BaKLUMHOBaHI A0 NOYATKY NikyBaHHA npenapatom ALXN1210,
Manu oTpumyBaTu npodinakTuyHy aHTMbioTUKOTEpaniio A0
BaKLUMHALi T2 NPOTATOM LWOHaMMEHLUEe 2 TUXKHIB NicNA WenneHHA
NPOTHM MEHIHrOKOKOBOI iHdeKui. MauieHTu, AKi He mornu byTu
BaKUMHOBAHI, Manu oTpumyBaTth NpodinakTuIHy
aHTubioTMKOTEpaniio Nig Yac ycboro nepiogy NikyBaHHA Ta
npoTArom 8 micauis nicna BBeAEHHA OCTaHHLOI A03M.

MNauieHTn manu 6yTH BaKLMHOBAHI NpoTK remodinbHOro rpuny
(Haemophilus influenzae) Tuny b (Hib) Ta ctpenTokokosoi
nHeBMoHii (Streptococcus pneumoniae) signosigHo ao
HaUioHaNbHUX i perioHaNbHUX peKoMeHZau i wopao rpadika
LwenneHb.

MNauwieHTKM 3 AITOPOAHKUM NOTEHLIANOM Ta NALIEHTH YONOBIYOI
CTaTi, NAapTHEPKK AKMX MAKOTb AITOPOAHMI NOTEHLIAN, Manu
LOTPUMYBaTUCA BKA3iBOK, BU3HAYEHUX NPOTOKOAOM, ANA
YHUKHEHHA BariTHOCTI Nif Yac NikyBaHHA Ta NpoTarom 8 micauis
nicna BBeeHHA OCTaHHbOI 403U AOCNIAXKYBAHOrO Npenapary.
3aKOHHWIA NpeACTaBHUK NaLLiEHTa NoBUHEH ByB maTu BaKaHHA Ta
CNPOMOXKHICTb AaTU NUCbMOBUWI iIHGOPMOBaHMIA 03BN Ha
Yy4acTb AWTUHM B LOCNIAMKEHHI, @ NaLieHT MaB 6yTK roToBuiA Aatu
NUCbMOBY iHGOPMOBaHY 3roZy Ha y4acTb Yy A0CAISKEHHI (AKLWO
Lie AOUiNbHO, 3ri4HO 3 BUIHAYEHHAM LeHTpanbHOi abo micuesoi
ExcnepTHoi paau opranizauii [EPO]/He3anexHoro komiteTy 3
nuTaHb eTukn [HKE]) Ta goTpumyBsaTtuca rpadika BisuTie y memax
LOCNIAXKEHHA.,

13. flochigyyBaHuin
nikapcbKuit 3acib, cnocib
3aCTOCYBaHHA, cuna Aii

PaBynizymab nocravasca y BUTNALI CTEPUABHOTO po34nHy Bes
KoHcepBaHTie 10 mr/mn B o4HOpa30Bux hakoHax, AKUI BBOAUTLCA
LUNAXOM BHYTPILLHBOBEHHOI iHY3ii nicha po3seaeHHA KOMepPUiMHO

pocTynHum ¢isionorivHMm po3unHom (Hatpito xnopug 0,9% ans

iH' eKLiiA).

14. MNpenapat NOPIBHAHHA,
n03a, cnocib 3actocyBaHHAa,

cuna aii

He 3acTtocoByeTbeA




15. CynyTHa Tepania

Ycim nauieHTam (HaBiTb TUM, XTO NPUNWHMB NiKYBAHHA NpenapaTom
ALXN1210 nig 4ac 4OAaTKOBOro nepioay, ane 3aiulumnBCa B
nocnigKerHi) 3abopoHANOCA OTPUMYBaTH ByAb-AKi 3 HABEAEHUX
HUMYE NiKapcbkux 3acobis i npoueayp y byab-akuia vac nicna
BBEAEHHA NEpPLIOT 403K AOCNIANYBAHOrO NPENapaTy ax Ao
3aBeplueHHs A0CNiAKeHHA abo nepeadacHoro BMByYTTA nauieHTa 3
NOCNIPKEHHA:
e Ekynizymab abo iHwi iHribitopu KomnaemeHTy
e 3acTtocyBaHHA BYAb-AKOro iHWOro eKCcnepuMeHTaNbHOro
npenapaty abo NpUCTPOIO B MEXKax TOro Yu iHWOro
KNiHIYHOrO AOCNIAMEHHA
e BHyTpilWHbLOBEHHE BBEAEHHA IMYHOTN00YNiHY (32 BUHATKOM
MeauYHMX NoTpeb, He NOB'A3aHMX i3 AOCNIAKEHHAM,
Hanpwuknag, y pasi rinorammarnobyniHemii)
e Putykcumab
e [lnazmoobmin/iHdy3ia nnasmu
e [lpoBeneHHs npoueaypw Aianisy npoTaArom nepnx 48 roamH
nicna BBeAeHHA nepoi Ao3u npenapaty ALXN1210, 3a
BUHATKOM BUHUKHEHHA HaranbHolI MeanyHoi notpebu, a
came: (1) rinepsonemii, Aka He pearye Ha AiypeTuky, (2)
pedpaKkTepHoro enekTponitHoro gucbanaucy, (3) Hosoro
enizogy ypemidHoi eHuedanonartii. BUHATKM manu Bytn
niaTBEPAMKEHI KOMNAHIE ANeKCIOH nepea NPOBEAEHHAM
[ianiay B KOXKHOMY OKPEMOMY BUNAKY.
3a3HaueHi gani cynyTHi nikapcobKi 3acobu Ta npoueaypu 6ynu
0,03BONEHI 38 NEBHUX OBCTaBUH i 3 AEAKUMMU OBMEMEHHAMMU:
¢ [lig yac pocnigKeHHA He A03BOIANOCA 3aCTOCOBYBATH iHLWI
iMyHOCynpecuBHi npenapatu (AK-0T cTepoiam, iHribitopu
mTOR-peuenTopis [Hanpuknag, cuponimyc, eseponimyc], IKH
[Hanpuknag, umknocnopuH abo Takponimyc]), 3a BUHATKOM
BMNAZKiB, Konu: a) ue 6yN0 CKNaa0BOK YaCTUHOK
npu3HaYeHol Tepanii NpoTHU BiATOPrHEHHA TpaHCNAaHTaTa,
abo b) y naujiexTa 6yno nigTBEpAKEHO HAABHICTb aHTUTIA A0
dakTopa KomnaemeHTy, Wo notpebye iMmyHoCynpecusHol
Tepanii, abo c) cTepoian BUKOPUCTOBYBANUCA AN NiKYBaHHA
iHLWOro 3axBOPKOBaHHA, Hixk alYC (Hanpuknaga, actmu), abo d)
npuiom ctepoigis 6yno po3noyato emnipuyHo A0
BK/IIOMEHHA B JOCAIMKEHHA 3 NOCTYNOBUM 3MEHLLIEHHAM
0,031 BIANOBIAHO A0 CTaHAAPTY NiKYBaHHA.
MNauieHTy, AKi nicha BBeAEHHA NepLIOT 403K AOCNIAKYBAHOIO
npenapaTy OTPUMYBaNM iHLWI iHriBiTopu KomnaemeHTy (B TOMY Yuchi
ekynisymab) abo npoxoannu npouenypy nnasmoobminy/indysii
naasmu, Manu ByTH BUKNKOUEHI 3 AOCNIAMKEHHA.




16. Kpurepii ouiHKK
epeKTUBHOCTI

MepBMHHI: NoBHa BignoBigb TMA Ha nikyBaHHA NpoTArom 26-
TUMKHEBOrO Nepioay NOYaTKoBOI OUIHKK (nwe ans KoropTu 1)

¢  BTOpWHHI:

- Yac go noeHoi Bignosiai TMA Ha nikyBaHHA (nuwe ana Koroptu 1)
- CraTyc noBHoI Bignosigi TMA B Yacosiit guHamiui (nuwe ans
Koroptu 1)

-Moka3Huku TMA B nauieHTI8, AKI NPUNMHWUAK NiKYBaAHHA Nig Yac
0,0AaTKOBOTO nepioay, ane 3aAUWUAKUCA B AOCNIOKEHHI

- Cratyc notpebu B gianisi (ona nauieHTis, Aki notpebysanu gianisy B
5-A€HHUI Nepiod A0 No4YaTKy NikyBaHHA npenapaTom ALXN1210)

- CnocTepe)kyBaHe 3HaYeHHA PO3paxoBaHOl WBUAKOCTI KNy6o4YKoBOI
dinbTpauii (pLLUK®) Ta ioro 3miHa Big BUXIAHOTO piBHA

- CTapia XxpoHiuHOi xBOpobu HUPOK (XXH), ouiHEHa 33 NOKA3HUKOM
pLUK® y BubpaHi uinboBi AHI Ta kKnacupikoBaHa Ak noninwexa,
ctabinbHa (6e3 3miH) abo noripweHa BiAHOCHO BMXiAHOTO PiBHA
-CnocTepeyBaHi reMaTonoridHi nokasHuku (tpombouuti, NAr,
remornobin) Ta ix 3miHa Big, BUXiAHOTO PiBHA

- MigsuuieHHs pisHa remornobiny Ha >20 r/n Big BUXiAHOrO piBHA
(nmwe ana Koroptu 1)

-3MiHa NOKa3HMKIB OLiHKK AKOCTI }uTTA (QoL) Big BUXigHOrO piBHA

- Moka3Huku TMA B NaLieHTIB, AKI NPUNMHUAKW NiKYBaHHA Nig 4Yac
N0AATKOBOTO nepiogy, ane 3aAuWKnAnCA B A0CNIAMKEHHI

17. Kputepii ouiHku 6esnexu

[loBrocTpokoBy be3neyHicTb i nepeHocumicTb npenapaty ALXN1210
OUIHIOBAAWN Ha OCHOBI Qi3MKanbHUX 06CcTeKeHb, OCHOBHUX
dizionoriuHnx nokasHuKiB, gaHnx enektporapaiorpadii (EKT),
pe3ynbTaTis 1abopaToOpHMUX aHaNi3iB, YACTOTU BUHMKHEHHSA NOBIYHUX
asuwy (MA) i cepitoznmnx nobivumx asuuy (CMA). TakoyK BU3Ha4YaNM
HACTKY NALLIEHTIB, Y AKMX PO3BUHY/NINCA aHTUTING A0 NIKAPCLKOro
3acoby (A/13).

18. CratucTnyHi metoam

Yci oTpumaHi gaHi bynu HasepeHi y Burnagi 3segeHux tabnuub,
PUCYHKIB i CNUCKIB NaujieHTiB. 3annaHoBaHi pestome Bynu
npeacTaseHi 3aranom Ta, 3a A0UiNbHOCTI, 3 po30MBKOIO 33 BIKOBUMM
rpynamu. 3rigHo 3 NpoTOKONOM, 3BeAeHi TabiuLi He MICTATb
nNpAMOro nopisHAHHA mixk Koroptoto 1 i Koroptoio 2.

19. flemorpadiuHi NOKazHUKK
0,0CNIAXKYBAHOT nonyAa Ll
(cTatb, BiK, paca TouL0)

Koropta 1

Y nonynauii ana nosHoro aHanisy (MMA) cepeaHii Bik Ha MOMEHT
nepwoi iHdy3ii ctaHosuB 5,9 poky; 60% naujieHTie Bynu KiHovoi cTaTi,
Yotupw nauientn 8 MNIMA 6ynu BiKom <2 poKiB, We 2 NaLiEHTU BIKOM
<2 pOKiB

Hynu BratoueHi no Bubipku ana aHanizy 6esnekn

(tabnuua 14.1.1.1.2.c1).

Binbuwictb naujienTis y MMA 6ynu npeacTaBHUKaMM EBPONEOiAHOI
pacu (55,0%) abo asiituamu (25,0%; 1 nauieHT mas AnoHcbke /|
noxogpkeHHn). CepeHa maca Tina 8 3aranbHii nonyasuji
AOCNIPKEHHA HA BUXiAHOMY PiBHI CTaHOBMANA 21,2 Kr; TPOXM " we
NOAOBMHMW NALEHTIB HA BUXIAHOMY PiBHI Hanexanu Ao Kart ;f

Big 10 A0 <20 kr. // /
Koropra 2 /




Y MNMA 9 i3 10 naujeHTis 6yaun 4ON0BIYOI CTaTi, cCepeaHiit Bik NaLieHTIB
Ha MOMeHT nepuwoi iHdy3ii ctaHosue 11,0 pokis. OguH nauienT y MMA
6yB Bikom <2 pokie. ['ATb NaujeHTis Bynun eBponeocigamu,

4 nauieHTy BynM a3iMCbKOro Ta ANOHCHKOro NOXOAMEHHA, @ 1 nauieHT
6yB TEMHOLKIpUM (appoamepuKaHLem).

20. PesynbtaTt epeKTUBHOCTI

PE3YNbTATU E®QEKTUBHOCTI B KOTOPTI 1:
Mepioa NO4aTKOBOI OLLIHKK

- MatHaguaTe i3 20 nauienTis y MNA (75,0% [95% Al: 50,9%; 91,3%])
[[OCArNW NEePBUMHHOI KIHUEBOT TOUKM edeKkTUBHOCTI, To6TO nosHOI
Bignosigi TMA Ha nikyBaHHA, NnpoTArom 26-TUXHEBOro nepioay
NOYaTKOBOI OLLiHKM.

- [eB’aTHaguATk i3 20 nauienTis y NMNA gocarnu Hopmanisauji
KinbKocTi TpomBouuTie; 18 nauieHTiB Aocarnn HOpmanisauii piBHa
NAr i 16 nauiexTie gocarnu noninweHHa GyHKUT HUPOK (wo
BM3HAYAETLCA AK 3HMKEHHA PIBHA KPeaTUHIHY B CMPOBaTLi KPOBi Ha
>25% Big BUXiQHOrO 3HAaYEHHA) NPOTATOM Nepioay NoOYaTKOBOI
OLHKM.

P93yanam 3d BTOPUHHWUMW KiHLI,EBHMM TOYKamK:

- MegaiaHa 4acy Ao nosHoi sBignosiai TMA craHosuaa 30 gHis, a
Hanbinblw paHHA BiANOBIAbL cnocTepiranaca yepes 15 AHie nicna
BBeAeHHA nepwoi ao3n ALXN1210.

- Y 14 naujieHTiB i3 HAABHUMMU JAHUMM HA MOMEHT BK/IIOYEHHA B
|LOCNiAXKeHHA Ta Ha AeHb 183, aKi AocArau cTaTycy NOBHOI Bignosigj
TMA npoTarom nepiogy NoYaTKOBOI OLiHKK, Ui Bignosiai 3bepiranuca
1,0 3aBeplUeHHA 26-TWXKHEBOro nepioay NoYaTkoBOi OLIHKM. Mican
lAocarHeHHs nosHoi Bignosiai TMA aeaki nauieHtn nepebysanm B
nepexigHomy nepiogi, NpoTArom skoro pesynbrat 36epirasca He 3a
BCiMa KOMMNOHEHTaMM BiANoBiAaj.

- Hopmanisauia remaTtonoriyHMx NoKasHUKIB, L0 BU3Ha4Yanaca ak
Hopmanisauia pisHa AT i TpombouuTie, cnocrepiranacb y 18 i3

20 naujeHTis (90,0% [95% A: 68,3%; 98,8%]).

- ¥ 17 i3 20 nauienTis y NNA (85,0% [95% [I: 62,1%; 96,8%])
Bif3Havanoca nigBulLeHHA piBHA remornobiHy Ha 220 r/n Big
BUXiQHOrO PiBHA 3 NigTBEPAKYBANIbLHUM PE3YNLTATOM.

- AOiani3 Byno npunuHeHo y 6 i3 7 nauienTie y MMA, aki oTpumyBsanm
\Aianis Ha BUXiAHOMY PiBHI; yCiM LWECTU NauieHTam Aianis npunuHuIKn
npoTArom nepuux 36 aHis 3acrocyBaHHA npenapaTty ALXN1210.
oaHomMy nauieHTy He Byno posnoyaTo Aianis nicns novaTry
NiKyBaHHA npenapatom ALXN1210.

- QYHKLIA HUPOK, AKY OLIHIOBANK 33 NOKasHUKOM pLLKD,
noninwKAacs Big cepeaHboro 3HavyeHHa 27,5 ma/xs/1,73 m? Ha
BUXiAHOMY piBHi A0 108,5 ma/x8/1,73 m* HanpukiHLji nepioay
No4YaTKOBOI OUiHKK. BinbwicTb nauieHTis (88,2%, 15/17) manu
noninweHHa XXH npuHalimHi Ha 1 cTaaito NOPIBHAHO 3 BUXIAHUM
CTaTyCoM.

- Y Tpbox (33,3%) i3 9 naujienTie (Bikom 25 poKiB) CTaHOM Ha AeHb
cnocTepiranoca NoAiNWeHHA 3arabHOro NOKa3HWUKa BTOMM 3a
LIKanoto ouiHKkK GYHKLIOHANbHOTO CTaHy NPU NiKYBaHHI XPOHI
3axsoptosaHb (FACIT) woHaiimeHwe Ha 3 6anu NOPIBHAHO
BUXiAHUM 3HaueHHAM; ¥ 7 (77,8%) nauieHTiB noninweHH




neHb 29; 0o aHA 71 y BCiX 9 NaLieHTIB NOKa3HUK NONINWKBCA
WoHalimeHwWwe Ha 3 banu.

[lonaTKoBuiA nepios

PesynbTati, OTPUMaHI NPOTArOM A04aTKOBOIO NEPIoAY,
npoAeMOHCTPpYBanu TpuBane noainweHHa abo crabiniszauito
3aXBOPHOBAHHA:

-CTaHOM Ha AaTy npunuHeHHa 36opy AaHux nosHoI BignosiAl TMA Ha
nikysaHHa Byno pocarnyto y 18 i3 20 nauienTis y MMA (90,0% [95%
[11: 68,3%; 98,8%]). Okpim 15 nauieHTiB, AKi 4OCATIM NOBHOI BiANOBIAj
TMA npoTtarom nepiofy NOYaTKOBOT OLiHKM, WE 3 NALIEHTH AOCATAN
noBHoI Bignosiai TMA npotarom A0A3TKOBOrO nepioay.
-Hopmani3zauis remaTonoriyHMx NOKa3HUKIB cnocrepiranaca y 19 i3
20 nauienTis (95,0% [95% AI: 75,1%; 99,9%]) cTaHOM Ha aaTy
NpUNUHEeHHs 36opy gaHuXx.

-MpoTArom 404aTKOBOro nepioAy Aiania Byno npunUHEHo we B

1 naujeHTa, oTKe, 7 nauienTi y MMA, aki oTpumyBanu gianis Ha
BUXiZAHOMY PiBHi, NPUNUHUAM MOrO A0 AaTK NPUNMHEHHA 36opy
naHUX. YKogHOMY HOBOMY NaLieHTy He byno posno4arto gianis
NPOTATOM A0AATKOBOrO nepioay.

-CepepHa plLUK® 3anuwanacs crabinbHotw (>100 mn/xe/1,73 m?) Big
3aBeplieHHA nepioAy NOYaTKOBOI OLHKK A0 Bi3uTy B AeHb 407 (n =
14). Y BCiX NALJEHTIB i3 HAABHUMM AaHWMKM HA BUXiAHOMY PiBHI Ta
uepes 52 TUXKHI CNOCTepiranoca noainweHHA ctaaii XXH.

B ycix 9 nauienTie (Bikom 25 poKiB), y AKUX NOKA3HWK BTOMM 3a
wranow FACIT noninwmeca woHanmeHwe Ha 3 6anu Bijg, BUXigHOTO
piBHA A0 AHA 71, ue noninweHHa 36epiranoca cTaHOM Ha Aaty
NpUNUHeHHA 360py AaHUX; cepeHE NONINWEHHA NOKa3HUKa BTOMM
3a wkanot FACIT Big euxigHoro pieHs ao aHa 351 craHoBuno

16,67 6ana (n=9).

PE3YNBTATWU EQEKTMBHOCT! B KOIMOPTI 2:
MNepio NOYaTKOBOI OLHKM

-lpoTArom nepioay NOYaTKOBOI OLiIHKKM reMaToIori4YHI NnapameTpu B
naujieHTis Koroptv 2 3anuwanuca ctabinbHUMM.

- MoaHomy 3 10 nauienTie He Byno po3noyaTo Aiani3 nicas noyaTky
NikyBaHHA npenapatom ALXN1210.

- ®YHKLIA HUPOK, AKY OLIHIOBANYU 32 NOKa3HUKOM pLLUK®,
3anuwanacs 3aranom crabinbHoto, i 8 Ginbwocri nauieHTis (7/10) He
ByN0 HOAHWMX 3MIH B OLiHL cTaail XXH HanpukiHui nepioay
NOYaTKOBOI OLHKM NOPIBHAHO 3 BUXiAHWM CTaTycOM. Y TPbOX
NaLieHTIB CNOCTEPIrannca KoNMBaHHA 3HaveHb pLUK®, wo npusseno
10 TUMYACOBOro NoripweHHs craaii XXH.

-Y 8 nauieHTiB BIKOM 25 POKIB AKICTb MKUTTA, AKY OLHIOBANM 3a
NoKa3sHWKOM BTOMM Y lNeaiaTpuyHOMy onuTyBanbHUKy FACIT,
3bepiranaca NnpoTArom nepiogy NOYaTKOBOT OLLIHKM.
JloaaTKoBMiA nepioa

Pe3ynbTaTti 3acTtocyBaHHA npenapaty ALXN1210 npotarom
10[1aTKOBOTO Nepioay TPMBANICTIO WOHANMEHLLE 26 TUMKHI
NPOAEMOHCTPYBanW TpuBany crabinisauio rematonoriuu

NOKa3HUKIB | GYHKLIT HUPOK.




21. PesynbtaTu 6esneku

- CTaHOM Ha Aaty npunuHeHHs 36opy gaHux npenapat ALXN1210
nobpe nepeHocuscs, 6e3 HecnogisaHux npobnem besneku, y

24 nauieHTiB AUMTAYOTO BiKY, AKI paHilWe He OTPUMYBANKW NiKYBaHHA
iHribitopamu komnnemenTy (Koropra 1), Ta y 10 nauieHTis AuTa4oro
BiKy 3 al'YC, AKi paHilue oTPUMYBaANM NiKyBaHHA eKynisymabom
(Koropra 2).

- Y Koropti 1 HaWvactiwmmu M5 (3apeecTpoBaHumu y 5 naLieHTis)
6Gynu rapsayka, 6inb y »KuBoTi, 6110BAHHA, FiNepTeH3iA, roN0BHUlA Binb,
niapen, Ha3ohapuHriT, 3aKpen i Kawenb, Y KoropTi 2 HanyacTiwmm
MA byna iHpeKuia BEPXHIX AMXaNbHUX WAAXIB (3apeecTpoBaHa y

4 nauieHTis), gpyre micue 3a yactoToro nocigas binb y potornoTui
(3apeecTpoBaHuil y 3 NnauieHTiB).

- AHi B Koropri 1, aHi B KoropTi 2 He By/0 BUNaZKiB MeHIHFOKOKOBOI
iHdekuii (BM3HaueHol 3a3aaneriab ak M, Wo cTaHoBuTL ocobnunemit
iHTepec).

- CTaHOM Ha AaTy npunuHeHHA 360py AaHUX KOAEH NALEHT He
nomep aHi 8 Koropri 1, aHi 8 Koropri 2.

- Y Koropri 1y 15 naujentie cnoctepiranuca CMNA, HanyacTiwmmu 3
AKWUX ByNW BipyCHWIA racTpoeHTepMT i Binb y KUBOTI (3apeecTpoBaHi y
2 nauieHTis). ¥ KoropTi 2 B 1 nauieHTa BuHukno 5 CMNA: indekuii
BEPXHIX AMXaNbHUX WANAXIB (3 ABMLLA), NHEBMOHIA Ta BPOHXIT.

- ¥ KoropTi 1 ABOE NAUEHTIB MPUNUHUAN NPUAOM AOCNIAKYBAHOIO
npenaparty 4yepes ClA y Buraagi npoteinypii,
membpaHonponidbepaTUBHOro rnomepynoHedpuTy, aHemii Ta
rinepToHi4HOro Kpusy. Y Koropti 2 ctaHOM Ha AaTy NpUNUHEHHA
360py AaHWUX MOAEH i3 NALEHTIB HE NPUNUHUB NPUIKOM
A0OCNIAXKYBAHOTO NpenapaTy Ta He BubyB i3 AoCNiAKeHHA.

- AHi B KoropTi 1, aHi B KoropTi 2 He cnocTepiranoca 03Hak
IMYHOTE@HHOCTI, CMPUYMHEHOT NiKYBAHHAM.




22. BUCHOBOK (3aKNH0ueHHA)

AHani3 NPOMIKHUX AaHMX, OTPUMaHMX y 24 nauieHTis Koroptu 1,
noka3sas, wo npenapat ALXN1210 3abe3neuyysas HeraiiHe, NOBHe Ta
CTiMKe IHrByBaHHA KIHLEBOTO KOMNOHEHTA CUCTEMWU KOMNNEMEHTY B
noCNipKyBaHii nonynsauii aitei 3 alYC, aki paHiwe He oTpumyBanu
NikyBaHHA iHribiTopamu KomnaemeHTy. NpoTArom wWoHaimeHLwe

52 TMXHIB NiKyBaHHA NOBHOI Bignosiai TMA Ha nikyBaHHa byno
pocarHyTo y 90,0% naujieHTis, Npu LboMmy cnocTepirannca ctabinbHi
pe3ynbTaTh 3@ OKPEMMMMK KOMMOHEHTAMM BIANOBIAI, @ TAKOX 33
IHLWMMK BTOPUHHUMU KiHUEBUMU TOUKamK edeKTUBHOCTI (cTagia XXH
Ta notpeba 8 gianisi). Micna nepiogy NOYATKOBOT OLLIHKK NALLIEHTK
NPOAOBKYBANM OTPUMYBATH KOPUCTL Big NiIKYBaHHA NpenapaTom
ALXN1210 npoTarom goaatkosoro nepiogy. Kpim Toro, byno
OUYEBUHUM 3MEHLLEHHA TATapA 3aXBOPHOBAHHA, BPaX0BYyO4n
3IMEHLLEeHHA NoTpebu B Aianisi Ta NnoninWeHHA NOKa3HWKIB OLIHKK
AKOCTI KUTTA.

Mpw po3yeaHHI ALXN1210 Ha OCHOBI MacK Tina B NALLEHTIB AUTAYOrO
BiKy, AIKI paHille He OTPUMYBANW NiKYBAHHA iHriBITOpamu
KOMNAEMEHTY Ta AKi paHille OTPUMYBANU NiKYBaHHA ekynizymabom,
1OCATraNnoca HeranHe Ta NoBHe iHribyBaHHA KIHLEBOro KOMNOHeHTa
CMCTEMM KOMNAEMEHTY, AKe 36epiranocs NPoTArom ycboro nepioay
NikyBaHHA. MNPOTArom NikyBaHHA 03HAK IMYHOTEHHOCTI He
CNOCTepiranoca aHi B AiTeN, AKi paHile He OTPMMYBANU NIKYBAHHSA
iHribiTopamu KOMNAEMEHTY, aHi B TUX, AKI paHille oTpumyBanm
ekynizymab.

[1aHi, oTpumani y 10 nauieHTiB Koropti 2, cBiagyaThb, WO NpU nepexoa,i
naujieHTiB 3 ekynizymaby Ha ALXN1210 Big3Ha4uaeTbca nosHe 1a
CTiiKe iHribyBaHHA KIHLEBOro KOMNOHEHTA CUCTEMM KOMNAEMEHTY.
Pe3ynbTaTH OUiHKM eeKTUBHOCTI 4eMOHCTPYIOTL 36epeeHHs
nokasHuKiB TMA Ta GyHKLiT HUPOK, a TAKOX A0AaTKOBI NepeBaru
WOA0 AKOCTI MMUTTA.

Mpenapat ALXN1210 pnobpe nepeHOCHBCA AK AiTbMM, AKI paHille He
OTPUMYBANM NiKYBAHHA iHrBITOpaMU KOMNAEMEHTY, TaK | TUMU, XTO
paHiwe oTpumyBaB ekynisymab, 6e3 HeouikyBaHux npobnem
6e3nekn. PesynbTaTi Lboro NpomiXKHOIO aHanizy NigTBe pAMKyOTL
cnpuAaTABKUIA Npodinb KopucTi/pu3nky ALXN1210 Ta gouinbHicTb
MOro BUKOPUCTaHHA ANA NiKYBaHHA NaLEHTIB AUTAYOrO Biky 3 alYC,
He3aneHo Big AOCBiAy NoONepeaHbOro 3acToCyBaHHA iHribiTopis
KOMMAEMEHTY.

3anBHUK (BN1aCHUK
peecTpaLiiHoro
noceigyeHHs)

/nignuc/

(nignuc)
Katapina lapno (Katharine Garlo)

(NIB)




Annex 29

to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration
{Re-Registration) and for Expert
Evaluation of Materials about
Introduction of Changes to Registration
Materials during the Validity Period of
Registration Certificate (item 4 section
V)

Preclinical study report

1. Name of medicinal product  |ULTOMIRIS® INN-ravulizumab
{registration certificate Ng, if any
1) type of medicinal product Medicinal product with complete dossier (stand-alone dossier).
according to which registration |Other. New active substance

has been conducted or is
planned to he conducted

2) studies conducted e yas no if no, please justify

2. Pharmacology: ALXN1210 is a derivative of eculizumab that was engineered to
have a lenger in vivo half-life relative to eculizumab. Tc ensure
the same specificity of ALXN1210 binding to C5, residues in the
variable region that make direct contact with C5 were not
altered from eculizumab. However, in order to provide a [onger
in vivo half-life than eculizumab, ALXN1210 was modified to
have amino acid substitutions in the CDRs and the heavy chain
constant region of eculizumab that impart pH-sensitivity to C5
and FcRn binding.

The substitutions were intended to attenuate antigen-mediated
clearance and increase the fraction of antibody recycled from
the early endosome back into the vascular compartment, thus
increasing the half-life relative to eculizumab. A number of
studies were conducted to characterize the primary and
secondary pharmacology of ALXN1210 in vitro and in vivo.

1) Primary pharmacodynamics |[Effects of pH on ALXN1210 binding to €5 and FcRn

The effects of 4 amino acid substitutions on in vitro binding to
human C5 and FcRn were tested {RTR-0003v1.0). The two amino
acid substitutions in the first and second CDRs of the heavy
chain variable region, Y27H and S57H, were introduced to
destabilize binding to C5 in the acidified environment of the
early endosome (~ pH 6.0) while maintaining enough binding
affinity for C5 in the vascular compartment (pH 7.4) to ensure
full antagonism of terminal complement pathway. Incorporation
of these histidine substitutions was intended to significantly
attenuate antigen-mediated clearance by increasing the
percentage of dissociation of antibody-C5 complexes to free
antibody in the acidified environment of the early endosome
after pinocytosis. Two amino acid substitutions in the heavy
chain constant region {M428L and N434S) increase the affinity
of ALXN1210 for FcRn at pH 6.0 by ~10-fold compared to




eculizumab. These changes in binding to both C5 and FcRn are
predicted to significantly attenuate antigen-mediated clearance
by increasing dissociation of antibody:C5 complexes in the
acidified environment of the early endosome after pinocytosis,
increasing the available fraction of antibody recycled from the
early endosome back into the vascular compartment via FcRn.
Importantly, ALXN1210 still maintains a high affinity binding to
CS at pH7.4 that is sufficient to deliver complete terminal
complement inhibition equivalent to eculizumab. Direct
comparisons have shown that, at saturating concentrations,
eculizumab and ALXN1210 deliver equivalent terminal
complement inhibition in vitro (RTRO006v1.0).

Epitope mapping to assess cross-reactivity to €5 from other

species
Epitope mapping studies were conducted in order to confirm

the binding site of ALXN1210 on human C5 and predict
ALXN1210 cross-reactivity with €5 from nonhuman species (RTR
0006v1.0). Similar to eculizumab, 4 residues in the MG7 domain
of human C5 were identified to be important for ALXN1210
binding (K879, K882, R885 and W197); sequence alignments
with C5 protein sequences from ten different nonhuman
primate species and thirteen non-primate mammalian species
show that out of the 4 critical residues identified, W917 was
unique to human C5 (917 is a serine in nonhuman C5).
Subsequently, in vitro binding studies and hemolytic activity
assays were conducted using recombinant human C5 variants
containing a serine substitution at W971. The data from the
studies confirmed that ALXN1210 did not display any detectable
specific binding to the recombinant C5 W917S variant, nor did
ALXN1210 block in vitro hemolysis in reactions containing the
W917S variant. Additional studies confirmed that ALXN1210
showed no pharmacologic inhibition of complement-mediated
hemolysis in sera from 4 nonhuman primates and 5 non-primate
species. The results also suggested that ALXN1210 binding to
nonhuman C5 Ts insufficient to study the toxicology, PK and PD
of ALXN1210 in preclinical settings.

Comparison of PK/PD of ALXN1210 and eculizumab in an in

vivo NOD-scid mice model

The proof-of-concept that ALXN1210 have the extended half-life
in vivo relative to eculizumab was established in PK/PD studies
using a NOD-scid mouse model in the presence of human C5
(RTR-0008v1.0). This strain was chosen because NOD-scid mice
are genetically deficient in C5 and cannot mount an immune
response against exogenous' proteins due to deficient adaptive
immune compartments. In order to simulate steady-state
expression and model antigen-mediated clearance human C5
was continuously administered to mice throughout the study.
Results from this study show a significantly longer half-life of
ALXN1210 in this mouse PK model compared to eculizumab in
the presence of human C5, suggesting that antigen-mediated
clearance of ALXN1210 was attenuated. In addition, the
extended exposure of ALXN1210 corresponded to extended
duration of PD effect relative to eculizumab.




2) Secondary
pharmacodynamics

Assessment Fc effector functions of ALXN1210 in vitro

Similar to eculizumab, ALXN 1210 contains a chimeric human
lgG2-G4 Fc that combines the stable disulfide bond pairing of an
IgG2 with the effector-less properties of an IgG4. To assess the
potential effector function of ALXN1210, direct measurements
of ALXN1210 or eculizumab binding to complement component
C1q and Fc gamma receptors (FcyRs) were performed.
ALXN1210 displayed no detectable binding to Clg, FcyRI,
FcyRlIb/c, FeyRllla or FeyRINb, and a 4-fold to 8-fold weaker
association with FeyRlla than an IgG1 isotype control. Having
both a soluble antigen and weak binding to effector molecules,
ALXN1210 is unlikely to be capable of initiating complement-
dependent cytotoxicity (CDC) or antibody- dependent cell-
mediated cytotoxicity (ADCC) in vivo.

3) Safety pharmacology

In Vitro Safety Pharmacolopy

No in vitro safety pharmacology studies have been performed.
As the pharmacological target of ALXN1210, human C5 is only
functional outside of the cells; therefore, in vitro testing with
human cell lines would not be relevant. Additionally, clinical
experience with use of eculizumab for long-term C5 blockade
has not shown any increased risk for central nervous system
(CNS), cardiovascular, or respiratory effects.

In Vivo Safety Pharmacology
No in vivo safety pharmacology studies have been performed.

As ALXN1210 is specific for human €5 and no other relevant
toxicological specles exist, in vivo safety pharmacology testing
would not be predictive of human toxicity. Additionally, clinical
experience with use of eculizumab for long-term C5 blockade
has not shown any increased risk for CNS, cardiovascular, or
respiratory effects.

4) Pharmacodynamic
interactions

No PD drug interaction studies have been performed. ALXN1210
was engineered from eculizumab and shares the same exclusive
target, i.e, human C5. No other targets have been identified for
eculizumab. Additionally, clinical experience with use of
eculizumab for long-term C5 blockade has not shown any
increased risk for CNS, cardiovascular, or respiratory effects.

3. Pharmacckinetics:

1) Analytical Methods and
validation reports

e Insupport of non-GLP study 1727-009, ALXN 1210 was
quantitated in monkey plasma using an
electrochemiluminescent (ECL) immunoassay.

e Insupport of GLP Toxicology study {1727-050), ALXN
1210 was quantitated in rabbit serum using an ECL
immunoassay

2) Absorption

Pharmacckinetics of ALXN1210 was evaluated in monkeys and
rabbits following a single 1V (monkeys) or SC (rabbits)
administration. After a single 2-hour IV infusion in monkeys
mean £ SD total CLs were 0.103 £ 0.0191 and 0.141 + 0.0377
mL/h/kg and mean apparent t¥% of 537 + 81.7 and 240 + 346
hours, respectively, for the 60 and 150 mg/kg groups. Mean Vss
+ SD values were 64.3 + 7.53 and 59.7 £ 22.0 mL/kg,
respectively, for the 60 mg/kg and 150 mg/kg, which
approximates the plasma volume in monkeys (Davies, 1993).
Presence of ADA was observed by Day 56 for both dose groups
with an incidence rate of developing ADA of 87.5% (7/8). The




appearance of ADA may be associated with increased clearance
and decreased systemic exposures of ALXN1210 in menkeys.
Following a single SC administration to rabbits at 30, 60 or 100
meg/kg, systemic exposure (Cmax and AUCD-168h) of ALXN1210
increased in a dose proportional manner. Observed median
tmax ranged from 48 to 72 hours suggesting a slow absorption
of ALXN1210 from injection site.

There were no PK differences by sex.

3} Distribution

No tissue distribution studies were conducted due to the
absence of animal species that is pharmacologically responsive
to ALXN1210 as a result of lack of binding of ALXN1210 to non-
human C5. However, the mean £ SD Vss value following a single
IV infusion to cynomolgus monkeys at 60 mg/kg (Study No 1727
009) was 64.3 * 7.53 mL/kg. This value is approximately
equivalent to total plasma volume in monkeys (Davies, 1993),
indicating limited distribution beyond the intra-vascular
compartment.

4 & 5) Metabolism & Excretion

Consistent with guideline ICH S6, a designated nonclinical
metabolism study was not performed for ALXN1210.

The elimination of ALXN1210 is expected to be similar to that of
endogenous IgG antibodies which involves fluid-phase
endocytosis or receptor mediated endocytosis followed by intra
cellular lysosomal catabolism in endocthelial cells or cells of the
re ticuloendothelial system (Lobo, 2004), The binding of
IALXN1210 to C5 followed by intracellular uptake and catabolism
is an important pathway of ALXN1210 elimination. At low
exposures, target-mediated drug disposition (TMDD) may also
play a role in the metabolism and excretion of monoclonal
antibodies. TMDOD is a capacity limited or saturable process due
to fixed expression of the target. However, as seen following
results from a NOD-scid mouse model {Module 2.6.2; RTR-
0008v1.0), antigen-mediated clearance of ALXN1210 was
attenuated. As such, ALXN1210 is not subject to TMDD.

A significant portion of endocytosed IgG is protected from
metabolism via binding to FcRn

(Brambell receptor) followed by pH-dependent release of intact
molecule to the extracellular fluid. ALXN1210 was derived by
introducing 4 unique substitutions into the heavy chain which
favor its dissociation from C5 and association with FcRn, which
may contribute to its long half- life. Ultimately 12Gs are
catabolized to small peptides and/or amine acids leading to
reutilization of amino acids for de novo protein synthesis.

Renal elimination is unimportant for 1gG, including ALXN1210 as
its size is greater than the molecular weight cutoff {>60 kDa) for
glomerular filtration (Miebohm, 2012).

Neither placental transfer nor milk secretion studies were
performed. However, since it is known that immunoglobulin
antibodies do cross the placental-fetal barrier via the FcRn-
mediated mechanism (Firan, 2001), offspring may be exposed to
ALXN1210 following administration to pregnant women.
Likewtise, since immunoglobulins transfer into human milk,
ALXN1210 may excrete into mother’s breast milk.

6) Pharmacokinetic Interactions
{preclinical)

No nonclinical PK drug interaction studies were perfermed for
ALXN1210. The clearance pathways of therapeutic proteins

differ from those of small molecules. The latter are usually




metabolized by oxidation via cytochrome P450s and/or
conjugation. Therapeutic proteins are not metabolized via these
pathways. Therefore, ALXN1210 is unlikely to affect PK of co-
administered small molecules. Similarly, co-administration of
small molecules is unlikely to affect the PK of ALXN1210.
Cytokines such as TNF and IL6 can suppress cytochrome P450
expression and drug-drug interactions (DD!) of anti-cytokine
antibodies with substrates of cytochrome P450s have been
reported. ALXN1210 is neither a cytokine nor a ligand for a
cytokine. Available safety data on ALXN1210 and long term
safety data on another anti-C5 antibody, eculizumab, have not
identified any drug-drug interaction-related concerns.

7) Other Pharmacokinetic
Studies

No other nonclinical PK studies were performed for ALXN1210.

4. Toxicology:

1} Single-Dose Toxicity

No single-dose toxicity studies were performed due to the
intended chronic administration regimen of the drug in humans.
However, Study 6709-109, a 4 week dose-range finding study in
mice administered the murine surrogate, found nao indication of
acute toxicity in CD-1 female mice administered BB5.1 mAb IV
either once, twice, or 3 times weekly for 4 consecutive weeks to
provide dose levels of 30, 60, and 80 mg/kg/week, respectively.

2) Repeat-Dose Toxicity

No repeat dose toxicity studies were performed with ALXN1210
because it does not display detectable anti-C5 activity in
nonhuman serum and therefore no relevant species for toxicity
testing exist. Instead, a repeat-dose toxicity study in mice was
performed using BB5.1, a murine anti-mouse C5 surrogate
antibody.

The No- Observed-Adverse-Effect Level {NOAEL) for BB5.1 mAb
administered to CD-1 mice via IV injection twice weekly for 26
weeks was determined to be 60 mg/kg/week, the highest dose
tested.

3) Genotoxicity:
in vitro

No genotoxicity studies were performed with ALXN1210. The
ICH S6 {R1) guidance indicates that nonclinical genotoxicity
studies are not generally considered relevant to biotechnology
products. Antibodies, in general, do not interact directly with
DNA, and therefore are unlikely to have any genotoxic potential.

in vivo (including supportive
toxicokinetics evaluation)

N/A

4} Carcinogenicity:

No carcinogenicity studies were performed. The ICH S6 {R1)
guideline indicates that nonclinical carcinogenicity studies are
not generally considered relevant to biotechnology products.
ALXN1210 does not display detectable anti-C5 activity in serum
from species normally used for such testing {(mice and rats) and
pharmacological profile of ALXN1210 does not show any
proliferative, or growth factor like activities. Nonclinical studies
utilizing the murine surrogate molecule of C5 blockade, BBS.1
were perfarmed; in these studies no specific carcinogenicity
risks were observed. Additionally, approximately 15 years of
clinical use of eculizumab to effect long-term C5 blockade has
not shown any increased risk of carcinogenicity.

Long-term studies

N/A

Short- or medium-term studies

N/A




O

Additional studies

N/A

5) Reproductive and
Developmental Toxicity:

No reproductive and developmental toxicity studies were
performed with ALXN1210 because it shows no detectable anti-
C5 activity in nonhuman serum, therefore there is no relevant
species for toxicity testing, Instead, reproductive toxicity studies
in mice were performed using BB5.1, a murine anti-mouse C5
surrogate antibody.

Fertility and early embryonic
development

Embryo-fetal development

Study 6709-104: Fertility and Early Embryonic Development in
Mice (Segment [) with BB5.1 mAb

The GLP-compliant fertility and early embryonic development
study in mice {Segment |} with BB5.1 mAb evaluated the
adverse effects of BBS.1 mAb when administered by IV injection
to male and female mice prior to mating and until termination
(males) or through early gestation (females). Male and female
Crl:CD-1%® (ICR) BR mice were assigned to 3 groups
(25/sex/group). The control group was dosed twice weekly with
20 mM tris-buffered saline, while the high-dose group (Group 3)
was dosed twice weekly with BB5.1 mAb at 30 mg/kg/dose (60
mg/kg/week). The low-dose group (Group 2) was dosed once
weekly and received BB5.1 mAb at 30 mg/kg/dose (30
mg/kg/week). Based on the results of this study, the NOAEL for
male toxicity was determined to be 60 mg/kg/week, while the
No Observed Effect Level (NOEL) for female toxicity, male and
female fertility, and emhbryo-fetal viability was determined to be
= 60 mg/kg/week.

Study 6709-105: Embryo-fetal development toxicity Study
(Segment 11) With BB5.1 mAb

The GLP-compliant mouse development toxicity study
{Segment Il) with BB5.1 mAb evaluated the maternal and
embryo-fetal toxicity and teratogenic potential of BB5.1
mAb when administered by IV injection to pregnant mice
during the pericd of crganogenesis. Premated female
Crl:CD-1® {ICR) BR mice were assigned to 3 groups
(25/group). The control and high-dose groups were dosed
by IV infection with tris-buffered saline (0 mg/kg/dose) or
BB5.1 mAb at 30 mg/kg/dose (Groups 1 and 3,
respectively) on GDs 6,9, 12, and 15 (0 and 60
mg/kg/week, respectively). The low-dose group (Group 2)
was dosed with BB5.1 mAb at 30 mg/kg/dose on GDs 6
and 12 (30 mg/kg/week). A single incidence of umbilical
hernia and 2 fetal incidences of retinal dysplasia (one fetus
from 2 separate litters) were observed in mice treated
with BB5.1 mAb at the dose of 60 mg/kg/week. No
treatment-related fetal malformations were observed in
mice treated with 30 mg/kg/week. The NOEL for maternal
toxicity and embryo-fetal toxicity was determined to be 2
60 mg/kg/week, based on the lack of maternal and
cesarean section findings at 60 mg/kg/week (ie, the
highest dose tested). Based on the observed fetal soft

tissue malformations at 60 mg/kg/week, the NOEL for




developmental toxicity was determined to be 30
meg/kg/week.

An independent toxicology consultant was contracted to
evaluate the findings of malformations in the 60 mg/kg/week
dose group. Following a critical review of the report data and
the teratology literature, the consultant concluded that the fetal
malformations were unlikely to be treatment-related due to
presence of umbilical hernia in one histaorical control database
and the possibility of the malformations occurring by artifact
during necropsy or processing. Therefore, the NOAEL for
maternal toxicity and embryo-fetal toxicity was considered to be
> 60 mg/kg/week

Prenatal and postnatal toxicity

Study 6709-107: Mouse Pre- and Postnatal Develgpmental

Toxicity Study (Segment Ill} with BB5.1 mAb

'The GLP-compliant mouse pre- and postnatal developmental
toxicity study (Segment [ll) with BB5.1 mAb evaluated the
toxicity of BB5.1 mAb administered by IV injection on maternal
function and offspring development. Female Crl:CD-1® (ICR) BR
mice were assigned to 3 groups (37/group). The control group
received 20 mM tris-buffered saline, while the low- and high-
dose groups were dosed with BB5.1 mAb 30 mg/kg/dose and
received approximately 30 and 60 mg/kg/week, respectively.
The control and high-dose groups (Groups 1 and 3, respectively)
were dosed on GDs 6, 9, 12, 15, and 18 and on Lactation Days
{LDs) 2, 6,9, 12, 15, and 18. The low-dose group (Group 2) was
dosed on GDs 6, 12, and 18 and LDs 6, 12, and 18. FO dams in
each dose group were bled on LD 14 to determine BB5.1 mAb
activity via hemolysis analysis.

Clinical observations, body weight changes, food consumption,
and general health were monitored throughout the study.
Reproductive outcomes from dams in the FO and F1 generations
'were monitored. During lactation and postweaning, F1 litters
were evaluated for growth and development. Necropsies were
performed on FO and F1 adults and F2 offspring, as appropriate.
Blood samples were taken on LD 14 for determination of
hemolytic activity. Mean levels were only slightly [ower in
treatment groups.

There were no compound-related mortalities or clinical
observations. Gestational and iactational body weights and
gestational food consumption were unaffected by BB5.1 mAb.
There were no compound-related necropsy findings. Natural
delivery and litter data from the F1 offspring were
unremarkable. Survival indices and means for all maturation
landmarks were similar across groups. Exploratory activity and
learning and memory of the F1 offspring were unaffected by
BB5.1 mAb treatment. There were no compound-related
mortalities or clinical observations during the maturation phase.
BBS.1 mAb had no effect on body weight or body weight gain in
F1 maies {maturation phase) or females {maturation and
gestational phases), or overall reproductive performance in the
F1 generation. The NOEL for maternal toxicity and F1 pup

development and reproductive performance through to




parturition of the F2 generation was determined to be 2 60
meg/kg/week.

6) Local Tolerance

Local tolerance studies were not performed with the current [V
formulation of ALXN1210. However, no adverse injection site
reactions were noted in the single dose IV PK study that was
conducted with ALXN1210 in cynomolgus monkeys. In addition,
local tolerance was evaluated within the repeat-dose toxicity
study in mice using BB5.1, the mouse surrogate antibody
(Section 3), and no adverse injection site reactions were noted
either grossly or by histopathology.

A GLP-compliant study was conducted to evaluate local
irritation following acute and subchronic SC injections of a
new formulation of ALXN1210 potentially suitable for SC
administration in a future clinical trial. The test article was
formulated at a higher concentration (100 mg/mL) with
different excipients than the current IV formulation {10
mg/mL}) being studied in human trials. The SC formulation
was administered to NZW rabbits at doses of 0, 30, 60, or 100
mg/kg. The study had 2 phases: a single dose phase (Phase A)
in which rabbits were dosed on Day 1 and necropsied on Day
2 or Day 15, and a repeat-dose phase (Phase B} in which
rabbits were dosed on Days 1 and 8 and surviving animals
were necropsied on Days 24 or 25. Rabbits in Phase B were
intended to be dosed weekly for 4 weeks, but dosing was
stopped after Day 8 due to the onset of clinical signs.

A single SC injection of ALXN1210 in rabbits was well tolerated,
with na evidence of local reaction. Repeated SC injection of
ALXN1210 caused a severe immunological reaction in rabbits,
indicative of a systemic, type Il hypersensitivity response with
an immune complex etiology. Immunological reactions are
common in animals administered human protelns. A systemic
immune response to human proteins in rabbits and other
species is generally not considered to be relevant to
immunogenicity risks in humans. For these reasons, the findings
from this study after multiple doses are not considered relevant
to human safety of ALXN1210.,

7} additional Toxicity Studies:

Antigenicity (praduction of N/A
antibodies)

Immunotoxicity N/A
Mechanistic studies N/A
Dependence N/A
Metabolites toxicity N/A
Impurities toxicity N/A

Other

Tissue cross-reactivity studies were conducted using
fluoresceinated ALXN1210 on both normal human tissues (Study
20039106) and normal cynomolgus monkey tissues (Study
20039107}, In summary, no specific cross reactivity of
ALXN1210-FITC staining in human tissues was observed that
would lead to the expectation of treatment-related toxicity. In
monkey tissues, ALXN1210-FITC staining pattern was overall less

intense and less frequent than that observed in the human




tissue panel. Because ALXN1210 has been shown to be specific
for human C5 (and is not cross reactive with C5 from nonhuman
primates), it is likely that the limited binding observed in
monkey tissue panel was due to nonspecific binding with an
unidentified cross-reactive material.

5. Preclinical study conclusions

ALXN1210 is a derivative of eculizumab to provide immediate
and complete inhibition of C5 thereby blocking terminal
complement pathway. The targeted substitutions of 4 amino
acids in ALXN1210 were designed to provide extended half-life
relative to eculizumab through 2 distinct mechanisms: reducing
antigen-mediated clearance, and increasing the efficiency of
FcRn-mediated antibody recycling, while preserving the ability
to fully inhibit terminal complement activity under physiclogical
conditions. The longer haif-life of ALXN1210 relative to
eculizumab has enabled longer dosing intervals in the clinic.
ALXN1210 and eculizumab share the critical binding sites to
human €5 which include a human specific amino acid residue
(W916). As a result, neither ALXN1210 nor eculizumab is
expected to bind to nonhuman C5 and displayed no activity in
vitro from any nonhuman sera tested. The lack of cross-
reactivity limits the in vivo nonclinical evaluations of ALXN1210.
However, some preclinical in vivo studies were conducted in a
mouse model of antigen-mediated clearance in the presence of
human C5. These non-GLP preclinical studies were conducted in
NOD-scid mice, which are genetically deficient in C5 and cannot
mount an immune respense against exogenous proteins.
Human C5 was administered throughout the experiment to
simulate steady-state expression of C5 and model antigen-
mediated clearance of antibody. Results from these studies
showed that ALXN1210 has a significantly longer half-life and
duration of activity in this mouse PK model, compared to
eculizumab, supporting the hypothesis that the amino acid
substitutions introduced in the ALXN1210 CDR regions will
confer a longer half-life in humans, relative to eculizumab. A
secondary in vitro PD study assessed the potential effector
functions of the Fc portion of ALXN1210, which contains a
chimeric human 1gG2-G4 Fc. Similar to eculizumab, ALXN1210
displayed neo detectable binding to Clg, FcyRl, FeyRIlb/c, FoyRllla
or FcyRIllb, and a ~4-fold weaker affinity for FcyRla than an
IgG1 isotype control. The results indicate that in the absence of
IALXN1210 binding, FcyRs and Clg cannot mediate ADCC or CDC,
respectively. Following a single IV administration in cynomolgus
monkeys (non-GLP}, geometric mean Cmax and AUCeo
increased with increasing dose, The geometric mean dose-
normalized Cmax values were similar between the two doses
(60 and 150 mg/kg) indicating a dose proportional increase in
Cmax with anincrease in dose. However, the geometric mean
dose-normalized AUCe= values were different between the dose
groups with the difference likely due to a CAHA-mediated
increase in clearance of ALXN1210 in the 150 mg/kg dose group.
ALXN1210 is immunogenic to monkeys with the incidence rate
of developing ADA ranged from 75% to 100% across the doses
studied. Following a single SC administration in New Zealand
White rabbits (GLP), mean Cmax and AUC0-168h increased in a
dose proportional manner. The observed median tmax ranged

from 48 to 72 hours suggesting slow absorption of ALXN1210
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from the injection site. There were no PK differences by sex.
IALXN1210 is immunogenic to rabbits with the incidence rate of
developing ADA ranging from 83% to 100% across the doses
studied. As per ICH S6 (R1), metabolism studies of
biotechnology-derived pharmaceuticals are usually not
performed because the metabolic pathways are generally
understood. Similar to other humanized mAbs, ALXN1210 is
expected to be eliminated through catabolism into peptide
fragments and amino acids. As part of the overall safety
assessment, GLP tissue cross-reactivity studies were performed,
using a standard set of human and cynomolgus monkey tissues.
These studies were consistent with a lack of cross-reactivity in a
non-human primate and demonstrated the pattern of human
binding for ALXN1210. To study the potential toxicity of long
term inhibition of C5, and to evaluate the influence of such
inhibition on reproductive function, a 26-week, repeat-dose,
toxicity study in mice, and Segments |, II, and Ill reproduction
studies in mice, were performed using BB5.1, a murine
surrogate antibody administered intravenously. Like ALXN1210,
the BB5.1 surrogate antibody binds directly to and prevents the
cleavage of C5, thereby inhibiting generation of both C5a and
C5b-9 in the mouse (Wang, 1996; Wang, Rollins, Madri and
Matis, 1995). These studies showed no adverse effects at doses
that block C5 for an extended period of time. Additionally, a
high concentration SC formulation of ALXN1210 was used in a
rabbit SC local tolerance study. ALXN1210 showed no local
adverse effects when administered subcutaneously as a single
dose, however repeated SC administration in rabbits led to
severe immune response-related adverse events (due the
formation of rabbit anti-human drug antibodies) which are not
considered relevant to human safety of ALXN1210. In
conclusion, the safety profile of BB5.1 in mice suggests that C5
blockade will not cause notable adverse effects in humans.
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A0 [NopAARY NPOBEAEHHA eKCNepTU3n
peecTpauinHMx maTepianis Ha NiKapCbKi
3acobu, WO NoAanTLCA HA AEPIKABHY
peecTpauiio (nepepeecTpauiio), a TakoK
eKCnepTU3n maTtepianis NPo BHECEHHA
3MiH A0 peECTpauiMHux maTepianis
NPOTArom Aii peecTpauiiHoro
nocsigueHHs (nyHKT 4 po3ainy 1V)

3BIT npo pokAiHiYHI gochigKeHHn

1. Ha3ssa nikapcbkoro 3acoby Y/IbTOMIPIC (ULTOMIRIS®) (MixHapoAHa HenaTeHToBaHa Ha3sa —
i(32;1 HaABHOCTI — Homep pasyniaymab)

‘peecmau,iﬁHoro ‘ ‘
nocsiguennn) Sk g ; .- T o
1) TMn nikapcbkoro 3acoby,  JlikapcbKuii 3acib 3a NOBHUM A0ChE (aBTOHOMHE A0CkE). IHWwe. HoBa Ajloua
3a AKWM nNpoBoannaca abo  peyosuHa ‘
NN3HYETLCA PEECTPALLn |

e ]

(2) NPOBEAEH] AOCIKEHHS e Ak [Hi |$II<IJJ,0 Hi, 0BrpyHTYyBaTH JHE 5 24
2. Ddapmakonoria: Mpenapat ALXN1210 € noxiaHum ekynizymaby, Akuid po3pobnaBca Takum
YMHOM, LWOO NOAOBKUTY Nepios HaNiBBUBEAEHHSA iN VIVO NOPIBHAHO 3 |
ekynisymabom. LW o6 3abesneunTn Taky camy cneumndivuHicTh 38"A3yBaHHA
ALXN1210 i3 komnoHeHTOM 5 cuctemu KomnaemeHTy (C5), 3anuwkm y

| BapiabenbHin AginaHui, aki be3nocepeAHbLO KOHTaKTYIOTb i3 C5, He Byau |
‘ 3MiHeHi B NOPIBHAHHI 3 ekynizymabom. OgHaK ana 36inblweHHA TprMBanocTi|
inepioay HanisBMBeAEHHA in vivo NOPIBHAHO 3 ekynisymabom, ALXN1210
6yn0 MoAUGIKOBAHO TAKUM YNHOM, W6 3AIMCHUTA aMIHOKMCAOTHI 3aMiHM|
B AiNAHKAX, WO BM3HAUYaOTb KOMNaemeHTapHicTb (CDR), Ta B KOHCTaHTHIN '
MaCTMHI BaXKKOro NaHulora ekynisymaby, aki 3ymosniooTs pH-uyTamusicts |
€5 Ta 38’'A3yBaHHA 3 peuentopom FcRn.

‘,METa LMX 3aMiH nonarana B Tomy, Wwob ocnabut aHTureH-
lonocepeaKoBaHUM KNipeHC i 36inbWwKTH GppaKLLilo aHTUTIA, WO
NOBEPTAIOTLCA 3 PAHHLOI €HAO0COMM HA3a4 Yy CYAMHHUI KOMNApPTMEHT,
TaKMM YMHOM 36inbLUYIOUM Nepioa HaniBBUBEAEHHA NOPIBHAHO 3
lekynisymabom. Byno nposeneHo pag A0CAIAXKeEHD, Wob

1 OoXapaKTepM3yBaTW NepBMHHY Ta BTOPUHHY GapMakonorito npenapary
} ALXN1210 in vitro Ta in vivo.
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i) hepBri;HHé
dapmakognHamika

Bnnue pH Ha 38’s3yBaHHA ALXN1210 3 C5 i FcRn

Byno nepeBipeHo BNAMB 4 aMiHOKMCNOTHUX 3aMiH Ha 3B"A3yBaHHA in vitro
3 C5 1a FcRn ntoguHu (RTR-0003v1.0). 18I 3MIHOKMCAOTHI 3aMiHW B nepLuin
Ta Apyrin AinaHui CDR BapiabenbHOi YaCTUHKM BaskKoro navuiora (Y27H i
1557H) b6ynu BeeaeHi ana Toro, wob aectabinizysaty 38'a3yBaHHA 3 C5y
NiAKMUCAEHOMY CEpeaoBULL paHHBLOT eHaocomm (~ pH 6,0), 36epiratoum |
AOCTaTHIO aiHHICTb 38’A3yBaHHA 3 C5 y cyAMHHOMY KOoMnapTmeHTi (pH
7,4) ans 3abe3neyeHHA NOBHOIO aHTaroHi3My CUrHaNbHOTO WAAXY
KiHLLEBOrO KOMNOHEHTa CUCTEMM KOMMNEMEHTY. BBeAeHHA LMX 3amilleHb
ricTMAMHY Mano Ha MeTi CYTTEBO NOCNabUTh aHTUreH-onocepeaKoBaHui
KnipeHc, 36iNbLWKMBLLIM BIACOTOK AMcoLiaLLi Komnaekcis aHtutino-C5 ao
BMICTY BiNbHOTO aHTMTING B NiAKMCNEHOMY CEPeAOBULLI PAHHbLOT
eHA0COMM NicNA NiIHOUMTO3Y. [18i aMIHOKMUCNOTHI 3aMiHW B KOHCTaHTHIN
YaCTUHI BaXkkoro naHutora (M428L ra N434S) niasuwyioTs adiHHICTL
ALXN1210 po peuentopis FcRn npw 3HaveHHi pH 6,0 npubnnsHo 8

10 pasis nopisHAHO 3 exynizymabom. Mepeabavaerbea, WO Wi 3MiHK y
3B8°A3yBaHHI AK i3 C5, Tak i 3 FCRn 3HauyHo nocnabnaTb aHTUIEH-
onoCepeAKoBaHMI KNIPEHC, NOCUNIOIOUM AMCOLIaLLI0 KOMNAEKCIB
aHTUTINO:C5 y niAKMCheHOMY cepeaoBULL PaHHbLOT eHA0COMM NicNA
nNiHOUMTO3Y Ta 36inbluyouM HanBHY GPaKLItO aHTUTING, LLLO NOBEPTAETLCA 3
PaHHbLOT eHAOCOMM Ha3aa Yy CYAMHHMI KOMNAPTMEHT Yepes peuentopu |
FCcRn. BaxnuBo 3a3Ha4yuTH, Wo npu 3HavyeHHi pH 7,4 ALXN1210 ece we
36epirae BUCOKY adiHHICTL 38'A3yBaHHA 3 C5, LOCTATHIO ANA NOBHOIO
iHrBYBaHHA KIHLEBOTO KOMMNOHEHTA CUCTEMM KOMANIEMEHTY EKBIBANEHTHO
ekynisymaby. Mpami NOPIBHAHHA NOKA3aNM, WO NPU HACKUYBANbHMUX
KOHUeHTpauiax ekynisymab ta ALXN1210 3abe3neuyloTb EKBIBANEHTHE
iHriByBaHHA KiHLLEBOro KOMMOHEHTA CUCTEMUW KOMINIEMEHTY in vitro
(RTRO006v1.0).

KapTyBaHHA eniTonis Ana OUiHKK NepexpecHol peakTUBHOCTI iHLWKWX
6ionoriudmnx Bugis Ha C5

bynun npoBeaeHi AochiAXKeHH: i3 KapTyBaHHAM eniTonie, wob
nigTBEpANTH AiNAHKY 3B'A3yBaHHA ALXN1210 i3 C5 nioanHM Ta
CNPOrHO3yBaTh NepexpecHy peakTueHicTb ALXN1210 npwu 3acrtocysaHHi C5
iHWwux BionoriuHunx Buais (RTR 0006v1.0). NMoaibHo oo ekynizymaby,

4 3annwkn B aomeHi MG7 noacskoro C5 bynum igeHTMdiKoBaHI AK Taki, WO
BifirpaloTb BaXNMBy ponb y 38'A3yBaHHi ALXN1210 (K879, K882, R885 i 1
W197); eupiBHOBaHHA nocnigoBHocTen Binka C5 y AECATU pi3HMX BUAIB
HenoAMHONOAIBHMX NPUMATIB | TPDUHAAUATH BUAIB CCABUIB, AKI He €
npUMaTamu, NOKasano, Wo 3 4 ifeHTUGIKOBaAHUX KPUTUUHO BaXKAMBUX
3anuKiB came W917 6ys yHikanbHum ans Ginka C5 moannm (917 — ue
cepuH y HenacsKomy Binky C5). 3roagom bynv npoBeaeHi AOCNIAKEHHA
38’A3yBaHHA in Vitro Ta aHaniam remoNiTMUHOT aKTUBHOCTI 3
BUKOPUCTaHHAM PeKomBIHaHTHWUX BapiaHTiB noacebkoro C5, wo mictate |
;3aMiHy cepuHy B 3annwky W971. [lani nocnigxeHb nigTsepannm, Wwo

e aas Sty = e

ep 7p,sipuo
BakyH A.O.
v n;u-mc

Paxineub 3 PeRYNATOPHUX NUTaHE

2 0% .09 20 p.
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iALXf\lelO r;e ,D,EMO-HCTpVE BUABNIOBAHOIO cneuﬁﬁbiﬁoro 3B’ﬂ3vBéHHé 3
pekombiHaHTHUM BapiaHTom C5 W917S Ta He Baokye remonis in vitro y
peakuisax, Wo micTaTe sapianT W917S. [loaaTKoBi 40CAiAKeHHA
inimsep,qnnu, 1o ALXN1210 He AemoHCTPYE papmaKkonorivHoro
fiHriﬁyBaHHn KOMMNNIEMEHT-ONOCEPEAKOBAHOIO reMoni3y B CMPOBaTLi KPOBI

i4 NPUMaTIB | 5 BUAIB, AKI HE € NnpumaTamu. Kpim Toro, oTpuMaHi

[He € AOCTaTHIM ANA BUBHEHHA TOKCUKONOTii, papmakokiHeTnkn (PK) i
‘cbapmaxo,qmuamixn (@) npenapaty ALXN1210 y AOKAIHIYHMX yMOBaX.

Il1c:tpi13|-m|-u-m ®K/®/[ npenapaty ALXN1210 ta ekynisymaby B muiuei
ninii NOD-scid in vivo

NigTeepaeHHn rinoTeau, wo ALXN1210 mae poswuii nepios
HanNiBBMBEAEHHA iN VIVO NOPIBHAHO 3 ekynisymabom, Byno oTpumaHo B
\nocnigmennax ®K/®[ y nabopatopHux muiweit nidii NOD-scid y
[npucyTHocTi nroackkoro binka C5 (RTR-0008v1.0). Liei Bug 6ys obpaxnit
TOMY, WO MmuLi NiHii NOD-scid reHeTnuHo matoTb gediunt C5 i HEe MoXYThb
[CTBOPUTYM IMYHHY peakuilo Ha ek3oreHHi 6inkm yepes aediunT aganTUBHMX
IMYHHUX KOMNapTMeHTiB. [Ana moaentoBaHHA eKcnpecii B piBHOBAXHOMY
CTaHi Ta aHTUreH-o0NoCepeAKoBaHOT0 KnipeHcy Noacbkui Binok C5
besanepepsHO BBOAWAM MULLAM NPOTATOM YCbOr0 A0CHIAXKEHHA.
Pe3ynbTaTv LbOro AOCAIMKEHHA AEMOHCTPYIOTb 3HAYHO A0BLIKWIA nepioa
lHaniseueegeHHA ALXN1210 y aocnigxysaniit moaeni @Ky muweit
[nopisHAHO 3 ekynisymabom y npucyTHocTi moacebkoro C5. Lie cBigunts npo
Te, L0 aHTUreH-onocepeKoBaHmii kaipenc ALXN1210 6ys nocnabneHnii.
[Kpim Toro, noaoeeHHA 3acTocysaHHa ALXN1210 signosiaano
noposskeHHto Tpusanocti @l edekty NOPIBHAHO 3 ekynisymabom.

BaxkyH

. i Mignmuc
Qaﬂaouing%'_g&wpuux nYTaHL
02, 2045 p.

pesynbTaTy cBiguaTh NPo Te, Wwo 38'Aa3yBaHHAa ALXN1210 3 Henloacbkum C5|




2) BTopuHHa
dapmakognHamika

|
|3) dapmakonorin 6enekn

! - o 5
4) dapmakoguHamiuHi
B3aemoaii

3. dapmakoKiHeTuKa:

1) AHaNITUUHI METOAMKK Ta
[3BITM WOA0 IXHLOT Banipauii

OuiHka edektopHux dyHKLIW Fc-pparmenta ALXN1210 in vitro

MopaibHo po ekynizymaby, ALXN 1210 mictuTb xumepHuin Fc-pparmeHt
imyHOrnobyniHie 1gG2—G4 noanHK, AKWMIA NOEAHYE CTabinbHi AncynbdiaHi
38’A3KK 1gG2 3 GezedexkTopHumu Bnactueoctamu IgG4. LLob ouiHnTh
NOTeHUiHY epexTophy gyHKuUilo ALXN1210, 6yno nposegeHo npami y
BUMipIOBaHHA 38’A3yBaHHa ALXN1210 abo ekyniszymaby 3 KOMNOHEHTOM
iClq CUCTEMMW KOMMNAEMEHTY Ta 3 ramma-peuentopamu Fc-gpparmenTta
|(FeyR). ALXN1210 He npoAeMOHCTPYBaB BUAB/IOBAHOMO 38'A3YBaHHA 3
C1q, FeyRI, FeyRllb/c, FeyRllla a6o FeyRllib, a 38'asysanna 3 FeyRlla Gyno & \
14-8 pasis cnabwmm, HiX y KOHTponbHoro izotuny IgG1l. OckinbKku npenapat
IALXN1210 ma€ po34nMHHWUIA aHTUIeH | cnabro 38'A3YETLCA 3 ederTOpHUMHK |
IMonekynamm, BiH HaBPAL UM 3IMOKE THILIIOBATH KOMMNIEMEHT-3a/1eKHY ‘
!U,MTOTOHCMHHICTI: (CDC) abo aHTUTINO-3aNeMHY KNITUHHO-ONOCEPEAKOBaHY \
UMTOTOKCMUHICTL (ADCC) in vivo.
dapmaronoria 6esnexu in vitro
(dapmakonoriyHi gocnigeHHa 6esneku in vitro He nposoaMnUCh. AK ‘
dapmakronoriyuHa milweHb npenapaty ALXN1210, nioacbkuin binok C5 \
IbYHKLIOHYE MLIE 1033 MEXAMMU KAITUH; OTHE, TECTYBAHHA in Vitro 3
KMTUHHUMM NiHIAMK NIOAWHKU He byae pesynbTaTueHMMm. Kpim Toro,
KNIHIYHWIA [0CBIA 3acTOCYBaHHA ekynizymaby ana fOBrocTpoKOBOI
6rokaam C5 He NOKa3as NiABULLEHHA PU3MKY BNAWMBY Ha LEHTPaNbHY
‘Hepaoay cuctemy (LLHC), cepueBo-cyauHHy abo AuxanbHy cuctemy.

@Papmakonoria 6e3neku in vivo
‘dDapmakonorivyHi gocnigxeHHa 6esneku in vivo He NPpoBOAUNMUCS.
Ockinbku npenapat ALXN1210 € cneumdivHum ana noacbkoro C5, i He
iCHYE iHWMX BionoriyHUX BUAIB, AKI NIAXOAATE ANA TOKCUKONOTIYHUX
lnocnigkeHb, nepesipka gapmaxonorii 6eaneku in vivo He byae
jl’lpOFHOCTM‘-IH UM GakTOpOM TOKCUUHOCTI ANns NoAuHW. Kpim Toro,
ikniHiqnnﬁ A0CBIA 3aCTOCYBAHHA eKynisymaby Ans A0BrocTpoKosoi
6rokaan C5 He Nokasas NiABULLEHHA pu3uKy Bnausy Ha LIHC, cepueso-

|cyamnHy a6o guxansHy cactemy. !

|NocnigmeHHn dapMakoaMHaMIYHOT B3aEMOAIT 3 iIHWMMM NiIKAPCbKMMM
‘33C063MH He npoBogunuca. MNpenapat ALXN1210 6ys po3pobnenuii Ha |
locHOBI ekynizymaby Ta Mmae Ty camy EAuHY milleHb, TO6TO NoacbKkuin Binok
(C5. IHWMX MilweHel Aii ekynizymaby He BuasneHo. Kpim Toro, KAiHiYHMiA
/A0CBiA 3acTOCyBaHHA eKkynizymaby ana nosroctpokosoi 6nokaau CS He
incmaaas nigBULLEHHA pU3nKy Bnamey Ha LIHC, cepueBo-cyamHHy abo

JAEebHY CheTemy, - o S B el

* Ha nigtpumry gocnigykenHna 1727-009, ake nposoaunocs be3
AOTPUMaHHA NPUHLMNIB HAaneXHoi NnabopaTopHOT NPaKTUKK

1 (GLP), npoBogunum KinbkicHe BuaHaueHHAa ALXN 1210 y nnasmi

‘ KPOBI MaBn 3a A0NOMOrol0 enexkTpoxemintominecueHtHoro (ECL)

: iMyHOaHanisy.

1 ¢ Ha niaTpumKy TOKCUMKONOTIMHOTO AochiaxeHHa 1727-050, ake

NPOBOAMNOCA 3 AOTPUMAHHAM NpuUHUMNiB GLP, nposoaunum

KinbkicHe BU3HaueHHsa ALXN 1210 y cupoBaTui Kposi Kponis 3a

ponomoroio ECL imyHoaHanisy.




2) BCMO-K.TyBaHHﬂ

Ttbap;;kdxine}muy ALXN1210 ouiHioBanu V-MBBH i Kponis nicna |
:o,n,uopa3oaoro BHYTPILHLOBEHHOTO BBeAeHHA (MaBnam) abo nigwkipHoro
BBeAeHHA (Kponam). Micna oaHiel 2-roamHHol 8/8 iHdY3il y maBn cepeaHi
3HaYeHHA + cTaHAapTHI BiaxuneHHa (CB) 3aranbHOro KNipeHcy cTaHoBUAK
0,103 + 0,0191 7a 0,141 + 0,0377 mn/roa/kr, a cepeaHii yasHui nepion,
HanisBuBepeHHA (%) ctanosme 537 + 81,7 1a 240 £ 346 roamH y rpynax
BeaeHHA 103 60 Ta 150 mr/kr BignoeiaHo. CepeaHi 3HaYeHHA
pieHoBaxHoro o6’emy po3nogainy (Vss) + CB ctanosunm 64,3 £ 7,53 1a

59,7 + 22,0 ma/kr npu po3ax 60 mr/kr i 150 mr/kr 8ig4nosiAHO, WO
npubausHo Bignosigae 06’emy npenapary 8 nnasmiy masen (Davies, 1993).
[0 aHs 56 B 060X A4030BMX rpynax cnocTepiranaca HaaBHICTb aHTUTIA A0
nikapcbKoro 3acoby (AJ13); uactoTa BUNaAKis po3suTry AJ13 cTaHoBUa
87,5% (7/8). Pozeutok A/13 moe 6yTu noB’A3aHui i3 NiABULLEHHAM
KNIpEHCY Ta 3HUMKEHHAM cucTeMHOl ekcno3uuii ALXN1210 y masn. lNicna
0/IHOPa3080ro N/W BEEAEHHA Kpoaam y ao3i 30, 60 abo 100 mr/kr
cucTemHa ekcnosmuia ALXN1210 (Cmax ta AUCO-168roa) 36inbwysanaca
nNponopuiiHo A03i. CnocTepekyBaHe cepeaHE 3HaYeHHA tmax KonmBanoca
Bia 48 oo 72 roguH, WO CBIAYNUTL NPO NoBinbHe BCMOKTYBaHHA ALXN1210 3
micuga iH eruji.

BiamiHHOCTe y nokasHukax @K mix TBapuHamu pisHoi cTati He 6yno.

ﬁP_oano,qin

JocnimKreHHa po3noainy npenapary 8 TKAHWHAX HE NPOBOANNKCA Yepes
BiZ\CYTHICTb BUAiB TBAPWH, AKi papmakonorivHo pearyoTb Ha ALXN1210,
oCcKinbKkM ALXN1210 He 3B'A3y€eTbeA 3 HenAcbkum Binkom C5. OgHak
cepefHE 3HaueHHn Vss + CB nicna oaHopa3080i B/B iHdy3ii ABaHCbKMM
maKakam y ao3i 60 mr/kr (gocnigkenna Ne 1727-009) craHoBuno

64,3 + 7,53 ma/kr. Ue 3Ha4yeHHA € npubaKM3HO eKBIBANEHTHUM 3aranbHoOMY
06’emy npenapary 8 nnasmiy masn (Davies, 1993), wo c8igumTb Npo
obmereHM po3noAiNn No3a MexamMmu BHYTPILUHbOCYAMHHOTO
womnapsmewry.

4) i 5) Meta6onismi

BUBEAEHHA

BianosigHo go HacTaHoBM S6 MixHapoAHOI KOHdepeHUii 3 rapMmoHi3auji
(ICH), cneujanbHe nokniHiuHe pocnigkenHs metaboniamy ALXN1210 He
NPOBOAMNOCA.

OuiKy€eTbCA, WO BMBeAeHHa ALXN1210 byae noaibHum Ao BuseneHHA
EeHO0TEeHHUX aHTUTIN 1gG, WO BKNIOYAE piAMHHO-da3HUK eHaoumnTos abo
onocepeAKoBaHMI peLenTopamm eHA0LUTOS i3 NoAanblmnm
BHYTPILUHBLOKAITUHHUM Ni30COManbHUM KaTaboniamom 8 eHAOTENIANbHUX
KNiTMHax abo KAITMHaxX peTUKyNoeHAoTenianbHoi cuctemu (Lobo, 2004).
%3B'ﬂ3yBaHHH ALXN1210 3 6inkom C5 i3 noaanblwmm BHYTPILWHBOKAITUHHUM
NOrNMHAHHAM | KaTaboNI3MOM € BAKNUBUM LUNAXOM BUBEEHHA
ALXN1210. Npy HA3bKIN eKCno3unLii milleHb-0nocepeakoBaHuii posnogin
npenapaty (MOPTI) Tako MOXe Bigirpasatv nesHy ponb y metabonismi
Ta BUBEAEHHI MOHOK/IOHaNbHUX aHTUTIN. MOPI — ue npouec 3
obmexeHum 06’emom abo HacMUyBaHICTIO 3 ornaay Ha iKCOBaHY
eKcnpecito miweHi. OAHaK, AK BUAHO 3 Pe3ynbTaTtie, OTPUMAHUX Y MULIEN
iniHii NOD-scid (moaynb 2.6.2; RTR-0008v1.0), aHTUreH-onocepesKoBaHmnii
lkniperc ALXN1210 6yB ocnabneruit. Takum uuHom, ALXN1210 He
nignarae MOPTI.

3Ha4yHa YacTUHa eHgouMTOBaHoro IgG 3axumule
38'A3yBaHHA 3 FCRn
(peuentop Bpambenna) 3 noganbwum pH-3as
iHTaKTHOI MONEKYNN B NO3AKNITUHHY Pian
OTPMMAHWIA WAAXOM BBEAEHHA Y BAMKUW
3YMOBAIOKOTL MOro aucouiauito Big C5 1a
3YMOBMTM TPUBAAMIA Nepioa HaniBBueese
kaTabonizyloTbca 40 Manux NenTuais
NPU3BOANTL A0 NOBTOPHOF6-6 :

a|sig metaboniamy yepes

KHWUM BUBINbHEHHAM
penapat ALXN1210 bys
WIOT 4 YHIKaNbHUX 3aMiH, AKi ‘
ddouiauito 3 FcRn, wo moxke
HFI. 3pewrToto IgG

O aMIHOKUCNOT, WO
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6) PapmaKoKiHETUYHI
B3aemoAii (A0KNIHIUHI)

7) IHwi ¢apr@a¥ouiﬁemwi
AOCNIKEHHA
4. TOKCUKONOriA:

1) ToKcuuHicTb y pasi
04HOPA30BOr0 BBEAEHHSA

2) TOKCUYHICTb Y pasi
[NOBTOPHWX BBEAEHD

koAHuMX npobnem, Nos A3aHUX i3 MiXNIKapCbKOIO B3aEMOIEI0.

__|ALXN1210 He npoBoauaoch.

__BignosigHo.

~ (NOAEL), byna Haitsnuwia 3 npoTecToBaHux 403 — 60 mr,

cuHTe3y binka.
BuBeAEHHA HUPKaMM HEe MAE 3HaYeHHA Ana IgG, B TOMY YMCHi AnA
ALXN1210, OCKiNbKK PO3MIP MO0 MONEKYNM NEPEBULLYE MEKY
monekynapHoi macu (>60 kfla) ana knyboukosoi dinbtpauii (Miebohm, |
2012). l
He nposoananca AocnifiXeHHA aHi nepeTuHaHHA nnaueHtapHoro 6ap’epa,|
‘aHi NOTpanAaHHA Npenapary B MONIOKO camulb. MpoTe, ocKinbKku Biaomo,
o imyHornobyniHoBi aHTUTING 34aTHi gonati deTonnaueHTapHuii bap’ep |
{qepe3 FcRn-onocepeakoBaHui mexariam (Firan, 2001), naig moske
3a3HaBaTv Bnamey ALXN1210 y pasi BBefjieHHA npenapaTy BaritTHUm
pRiHKaM. NoAiOHUM YMHOM, OCKINbKKM iIMYHOTN0BYNIHW BUAINAIOTLCA B
rpyaHe MoNoKo NloanHKn, ALXN1210 moe noTpannaTi B rpyaHe MONOKO
mayepl. e L0 0w Medeall 05
LﬂomiHqui pocnipKeHHa papmaKkokiHeTMuHoT B3aemogii ALXN1210 3
IHWKMM NiKapcbKMmK 3acobamm He nposoaunucek. Linaxu knipeHcy
g \Tepanesmqﬂmx 6inkis BiAPI3HAIOTLCA Bif WAAXIB KAIPEHCY Manux
“M0neuyn. OcTtaHHi 3a3814ai meTabonizyloTbCA WAAXOM OKMCHEHHA
depmenTamu uutoxpomy P450 Ta/abo KoH'torauii. TepaneBTUYHI 6inku He
MeTaboni3ylThea UMMK Wwaaxamu. Tomy manolmoBipHo, wo ALXN1210
[BnAMBaTMME Ha DK Manux MONEKYN NPy CYMICHOMY 3aCTOCYBaHHi
[nikapcbkux 3acobis. Tak camo ManoWMOBIPHO, L0 CYMICHE 3aCTOCYBaHHA
[HU3BKOMONEKYNAPHUX Npenaparis snaneatume Ha PK npenapary
'ALXN1210. Untokinm, Hanpuknag TNF Ta IL6, MOXYTb NpUrHiuysaTH
lekcnpeciio yutoxpomy P450; NOBIAOMAANOCA NPO MKAIKaPCbRY
lB3aEMO A0 AHTULMTOKIHOBMX aHTUTIN i3 cy6cTpaTamm hepmeHTis
umutoxpomy P450. MNpenapar ALXN1210 He € aHi UMTOKIHOM, aHi airaHgom
lana umtokiny. HansHi aani woao 6eaneynocti ALXN1210 i 108rocTpoKoBi
\AaHi WoA0 6e3nedHOCTi IHWOoro aHTUTINg Ao C5 (erynisymaby) He BuaBMAM

IHWKUX AOKNTHIMHUX G3PMAKOKIHETUYHUX AOCNIAXKEHb Npenapary

},El,ocnip,meHHﬂ TOKCMYHOCTI B pasi 0lHOPa30BOTro BBEAEHHA He
NPOBOAWMAMCA, OCKINLKK Npenapar Nnpu3HayeHn N8 TPUBanoro
3acTocyBaHHA y moaen. OaHak y gocnigxkenHi 6709-109, 4-TuxKHese
AOCNIAMKEHHA 3 BU3HAYEHHA Aiana3oHy 403 Y MULLEH, AKMM BBOAWUN
MMLLZYMIA cyporaT, He Byno BUABNEHO 03HAK rOCTPOT TOKCMYHOCTI Y
camulb Mmulen nidii CD-1 npu B/B BBeAEHHI MOHOKAOHANLHOTO aHTUTING
(mAT) BB5.1 oauH, aAga abo 3 pa3u Ha TUKAEHb NPOTAFOM 4 TUMKHIB
[nocnine, wob 3abesneuntu pisHi 403 30, 60 i 90 Mr/Kr/TWKAEHb

HocnipmenHa TokemyHocTi ALXN1210 y pasi noBTOPHUX BBEAEHD He
NPOBOANNMCA, OCKIZIbKW NPEenapaTt He BUABNAE aKTUMBHOCTI npoTu C5 y
HENOACHKINA CMPOBaTL|, OTXKe, He iCHyE BionoriyHux BUAIB, AKI NigX0aATb
ANA TOKCUKONOTIYHKUX AoCnigKeHb. HaTomicTb Byno nposeaeHo
A0CNIAMKEHHA TOKCUYHOCTI B pa3i NOBTOPHMX BBEJEHb Ha MULIAX i3
BUKOpUCTaHHAM BB5.1 (Muwayoro cyporatHoro aHtutina 4o C5 muwi). ‘

byno BcTaHoOBAEHO, WO Npw BBeAeHHI MAT BB5.1 muwam ninii CD-1 [
WAAXOM B/B iH'€KUIT ABIYI HA TMXKAEHb NPOTArOM 26 THK
MaKCUManbHOIO 403010, AKA HE CNPUYMHAE BUAUMUX LW




3) TeHOTOKCHUYHICTD!
in vitro

in vivo (BKAOYHO 3
[L0A3TKOBOIO OLIHKOID
[TOKCMKOKIHETMKN)

4) KaHU,GDOFEHHiCTbT i
|

iﬂoaroupouosi Aochi,u.me;ﬁﬁ; H]?

[KopoTkocTpokosi
\nocnipxeHHa abo

[OCNIMKEHHA cepeHboi

TpuBanocTi

—!ﬂDCHiAHEHHR reHoTOKCMYHOCTI ALXN1210 He npoBoaAnNKCh. Y HAcTaHOBI
|!CH S6 (R1) 3a3HaueHo, Wo AOKAIHIYHI AOCNIAMEHHA TEHOTOKCUMYHOCTI |
|3a3BMYaN HE BBaXKAIOTLCA AOUINbHUMM Ana BIOTEXHONOTIMHWX Npenaparis.

AHTUTING, AK NPaBUNO, He B3aemoajtoTe Geanocepearbo 3 IHK, Tomy

[HaBpAL YK MAIOTH reHOTOKCHMUHMIA NOTeHLian.

H/3

!
i ikt |

[oCniAMKEeHHA KaHUeporeHHOCTi He npoBoAMaucs. ¥ HacTaHosi ICH S6 (R1)
33a3HAYeHo, WO AOKNIHIYHI AOCNIAKEHHA KAHLLEPOreHHOCTI 3a3BMYal He
BBAXalOTbCA A0UINbHUMU AnA BioTexHonorivHMx npenapatis. ALXN1210
He MaE BUABNKOBAHOI akTMBHOCTI npoTk C5 y cMpoBaTLi KPOBi TBApWH, AKI
333BMYaIN BUKOPUCTOBYIOTBCA ANA TAKOTO aHanisy (Muwi Ta wypw), a
dbapmaronorivHui npodine npenapaty ALXN1210 He ageMmoHCTpYE
InponidepaTusHoi akTMBHOCTI abo akTMBHOCTI, NoAibHOI 4o pakTopa pocTy.
Bynu nposeAeHi AOKANIHIYHI AoCNiAMEHHA 3 BUKOPUCTAaHHAM MULWIAYO0I
cyporaTHoi monekynu BBS.1, wio 6nokye C5; y UMx A0CNIAKEHHAX HE
cnocTepiranoca ocob61MBUX PU3MKIB KaHLeporeHHocTi. Kpim Toro,
NprMBAM3HO 15 poKiB KNIHIYHOIO BUKOPUCTaHHA eKynizymaby 3 meToto
TpuBanoi bnokagu C5 He BUABUAK NIABULLEHOTO PU3MKY KaHUEPOreHHOoCTI. |

H/3

Pekfag sipHo
Bakyw/A.0.
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|5) Penpo4yKTUBHa
TOKCUUYHICTL Ta TOKCUYHWIA
BMNAKMB Ha PO3BUTOK
[noTomcrsa:

|

e N
|Bnaue Ha GepTUnbHICTL i i
ipauﬂiﬁ embpioHanbHWiA
‘possnrox

%Poasmox embpioHa Ta

H/3 ! |
ﬂ,ocnamﬂeHHn penpo,ﬂ,yumsﬁm Ta omoreHeTnuHot TOKCW{HOCTI ALXN1210 |
,He NPOBOAMANCA, OCKINbKM NPenapaTt He BUABAAE aKTMBHOCTI npoTn C5 y
HeNoACHKIN CMpOoBaTLI, OTXKe, He icHyE BionoriuHux BMAIB, AKI NIAX0AATL |
|,st| TOKCMKONOTYHMX A0ChiaxeHb. HatomicTe Byno nposeaeHo
Igocnlp.menun pPenpoAyKTMBHOI TOKCMYHOCTI Ha MULLAX I3 BUKOPWUCTaHHAM '
BBS 1 (MMLUGHOI'O cyporaTtHoro aHmnna Ao CS Mmul)

ﬂocmnmeuun 6709-104: dJepmnbmt:'rb i paHHiK emﬁpuouanbuuu
‘lgosamou y muwei (cermenT I) npu 3actocysanHi mAT BB5.1

AocnigeHHi GepTUALHOCTI Ta paHHLOro embpioHaNbHOTO PO3BMTKY Ha
MuLwax (cermenT |) i3 3acTocyBaHHAM MOHOKAOHANbLHOTO aHTuTina BBS5.1,
i-u.l,o NPOBOAMNOCA 3 AOTPUMAHHAM NPUHUMNIB GLP, ouiHioBanKu nobivHi
edexkT MAT BB5.1 npu BBEACHHI WAAXOM B/B iH €KL camuam i camuuam
MULIEI Bif NOYaTKy 40 3aBeplleHHA nepiogy cnapiosaHHa (camui) abo ao
paHHix TepmiHis BariTHocTi (cammu). Camui Ta camumui muwei ninii Crl:CD-
1%® (ICR) BR 6ynu po3nogineHi Ha 3 rpynu (no 25 ocobuH KoKHOI cTaTi Ha
rpyny). KOHTpoAbHIM rpyni ABiYi Ha TMKAEHL BBOAWAM TpUC-BydepHuia
}izpo3unH 20 mM, a rpyni BUcoKoi fo3u (rpyna 3) ABivi Ha TUKAEHb
‘Baop.mnm MAT BB5.1y A03i 30 mr/kr (60 mr/kr/TvakaeHb). Tpyni HU3bKOI
N031 (rpyna 2) oAuH pas Ha TWXAEHb BBoAWAW MAT BB5.1 y n0o3i 30 mr/kr
(30 mr/kr/TuaeHs). 3a pesyabTaTamu UbOro AochiaerHs 6yno
BCTaHOBAEHO, Wo A033 NOAEL wWoa0 TOKCUMUYHOCTI ANA CaMLLIB CTAHOBUTL
60 Mr/Kr/TWHKAEHL, TOA] AK MakCUManbHa 103a 6e3 BuanMux edekTis
(NOEL) wono TOKCUYHOCTI ¥ CamMULb, a TaKOXK GepTUAbHOCTI CamuiB i
camuLLb Ta embpiodeTanbHOi KUTTE3LATHOCTI CTAHOBUTL 260
MF/KE/TUKAEHD.

JocnipkenHa 6709-105: JocaigkeHHsa embpioderanbHOT TOKCUYHOCTI
(cermeHT Il) npu 3acTtocyBaHHi mAT BB5.1

Y AoChiAMeHHi TOKCMYHOT AT Ha BHYTPILWHBOYTPOBHWIA PO3BUTOK Y
muLen (cermenT Il) npu 3actocysanHi MAT BBS.1, ake npoBoannoca 3

embpiodeTansHy TOKCUUHICTL | TepaToreHHuit noTexuian mAT BB5.1 npu

‘B/B BBEAEHHI BariTHMM MULIAM NPOTATOM nepiody opraHorexHesy. Camuui |
|muiwein ninii Crl:CD-1% (ICR) BR po cnaproBanHa 6yau po3nogineHi Ha 3
erynn (no 25 0cobuH Ha rpyny). KOHTPOALHIK rpyni Ta rpynam BMCOKOI
|no3u BBOAUNM WnAXOM B/B iH ekl Tpuc-BydepHuin pizposumn (0 mr/kr)
abo mAT BB5.1 y go3i 30 mr/kr (rpynu 1 i 3 BignoBiAHO) y rectauiiHi gHi
(rd) 6,9, 12 1a 15 (0§ 60 mr/kr/TvxaeHb 8ignosigHo). Mpyni HXU3bKOI
n03u (rpyna 2) BBoamnu mAT BB5.1 y 103i 30 mr/Kr y rectauiiHi aHi 612
(30 mr/Kkr/TvRAaEHDb). Y TpyNi MULLen, Ak oTpumyBanu MAT BB5.1 y ao3i
60 Mr/Kr/TUXAEHbL, CNOCTEPIraBcA OAWH BUNAAOK NYNKOBOI FPMXKi Ta

2 BUN3AKW gUCnnasii CiTKiBKKW y naoaa (no oaHoMy naoay 3 2 OKpemmx

nocnigis). ¥ rpyni muwei, aki otpumysanu 203y 30 mr/kr/TUxAEHb, He
icnomepiranocn Ba/f, PO3BUTKY NN0AE, NOB A3AHMUX i3 3aCTOCYBAHHAM

|npenapaTy Byno BctaHosneHo, wo NOEL ana MaTgPUHCHKOI TOKCUUYHOCTI

|

!,EI,OSi 60 Mr/Kr/Twm;J,eHb (Hawawu.l,a 3 npOTECTOBa

s B =R =

Ta embpioderanbHOI TOKCUYHOCTI CTaHOBUTL 260 /TUNAEHD,

BI/IXD,'J,R'-IM 3 pesynbrans OTPUMAHUX nig yac Kecg BOro po3TuHy npu

£[03). 3 ornaay Ha

\] Tian
b 3 pery. Topnux”: TaHb

20 p.
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AOTPUMAHHAM NpuHUMNIB GLP, OUiHIOB3aNM MaTepPUHCbKY Ta i



| CNOCTepesKyBaHi BaAW PO3BUTKY M AKMX TKAHUH NA0AA NPU 403
60 mr/kr/TumaeHs, byno BuaHavero, wo NOEL gaa embpiodeTansHoi
TOKCUUYHOCTI CTAaHOBUTL 30 Mr/Kr/TUMHAEHD.

‘ bByno 3anyyeHo He3aneMHoro KOHCYNbLTAHTa 3 TOKCMKONOTIT ANA OUIHKK

- BUABNEHMUX Ba/ PO3BMTKY B rpyni 3acToCyBaHHA 403K 60 Mr/Kr/THIKAEHD.

| Micha KPUTUYHOrO aHanisy AaHWX 3BIiTY Ta niTepaTypwu 3 Tepatonorii

| KOHCYNbTaHT AiMWOB BUCHOBKY, WO BaAW PO3BUTKY NA0A3 HABPAL UM

' nos’a3aHi i3 3acToCcyBaHHAM A0CNIAKYBAHOTO Npenapary, BpaxoByioum

‘ BUNAA0K NYNKOBOT rPMIKI, 3aPEECTPOBAHMIA B O/HIN i3 Ba3

| PETPOCNEKTUBHUX KOHTPONbHUX AaHWX, @ TAKOMK MOMIUBICTL
HEHAaBMUCHOTO NOWKOAMKEHHA TKAHWH Nij Yac po3TMHY abo 06pobKu.

[Takmm unHom, nosoro NOAEL ana matepuHcbKoi Ta embpioderansHoi

|\ [ToKcWuHOCTi BBaanaca no3a 260 mr/kr/Tawpens.
lMpeHaTanbHa i nocTHaTanbHa JocnigerdHa 6709-107: [locnifyKeHHA npe- Ta NOCTHATaAbHOT
TOKCUUHICTH lrokeuyHoCTi Y muweit (cerment II1) npu 3acTocyBaHHi MAT BB5.1

iy L0CAIAMEHH] Npe- Ta NOCTHATaAbHOT TOKCUUYHOCTI y Mmuwen (cermen 1)

npw 3actocyBaHHi MAT BB5.1, ake nposogunoca 3 O0TPUMaHHAM

NpuHumnnie GLP, ouiHIOBaNM TOKCUYHICTL MAT BB5.1, AKe BBOAWNW LWWAAXOM

B/8 IH'€KLI, Ha GYHKLIT MaTEPUHCHKOro OPraHiamy Ta pO3BUTOK

!I'IOTOMCTBa. Camuui muwen ninii Crl:CD-1® (ICR) BR bynun posnogineHi Ha 3

‘ [rpynu (no 37 ocobuH Ha rpyny). KOHTpPOAbLHA rpyna oTpUMyBana TpMUc-
bydpepHuis Gisposumn 20 MM, a TBapuHaMm i3 rpyn HU3bKOI Ta BUCOKOT A03

\‘ BBOAMAKM MAT BBS5.1 y 403i 30 MI/Kr TakMM YnMHOM, Wob6 oTpUMyBaHa fo3a

! cranosuna npubamsno 301 60 mr/kr/TvKaeHb BignosigHo. KOHTPOAbHIN
rpyni Ta rpyni Bucokoi Ao3u (rpynu 1 i 3 BignosigHo) no3y npenaparty

‘ BBOAWMAW B recTauindi gui (FA) 6,9, 12, 151 18 1a B nakTauinni axi (N4) 2,

‘ 6,9, 12, 151 18. 'pyni HU3bKOT A03K (rpyna 2) no3y npenapaty BBOAWAW B

T4 6,12i1871a A 6, 12 18. Y camuub nokoniHKA FO B KOXHI 4030Bii
rpyni bpanu Kpos Ha 14-1 fneHb nepioAy NAKTaLii ANA BU3HAYEHHA
[AKTMBHOCTI MAT BB5.1 Wwnaxom aHaniay remonisy.

l ‘ KniHiuHi cnoctepekerHa, 3MiHW MacK Tina, CNOMKUBAHHA i Ta 3aranbHuUiA
CTaH 340pOB’'A KOHTPONOBANM NPOTArOM YCbOro AOCNIAMKEHHA.

L Biactemysanu penpoAyKTUBHY QYHKLIIO camuub Yy nokoniHHax FO Ta F1.

‘ OuiHIOBaNM pICT | pO3BMTOK NOTOMCTBA NokoAiHHA F1 npotarom nepioay
nakTauii Ta nicna BignyueHHn 8ig matepi. Hekponcilo nposoguan y
nopocnnx ocobuH nokonidb FO | F1 Ta y noToMmcTea noKoniHHa F2 y
BcTaHoBneHomy nopaaky. Ha 14-i genb nepioay naktaujii 6panu 3pazku
'uposi ANA BU3HAYEHHA reMOoNiTUYHOT aKTUBHOCTI. Y rpynax 3acTocyBaHHA

\ [aKTUMBHOrO Npenapary cepe/iHi piBHi OyAn AULIEe TPOXK HMKYMMM,

I

iBMna,aHiB cmepTi abo KNiHIYHMX CnocTepeXeHb, NoB' A3aHMX i3
3aCTOCYBAHHAM A0CNIAKYBAHOT pedoBUHM, He Byno. 3acTocyBaHHA MAT
BB5.1 He BNAMBaNo Ha macy Tina NpoTArom nepioAis BariTHOCTI M nakTauii,
3 TAKOMK Ha CNOMUBAHHA DXi B nepioa saritHocTi. OcobAMBMX pesynbTaTis
Hekponcii, No8’A3aHMX i3 33CTOCYBAHHAM AOCAIAMYBAHOI PEYOBUHM, HE
Byno. flaui npo NPUPOAHI NONOTK Ta NOTOMCTBO Bif, 0COBMH NOKONiIHHA F1
6ynun 6e3 ocobamBocTei. MOKAZHUKM BUKMBAHOCTI Ta CEPEAHI 3HAYEHHA
ANA BCiX NOKa3HWKIB A03pisaHHA Byau noai@Hmm B ycix rpynax.
;3aCTOC\/83HHR MAT BB5.1 He BnanBano Ha AOCHiAHUUBKY aKTUBHICTb,
HaBUYaHHA Ta Nam’ATb NOTOMCTBA NOKoNiHHA F1. MpoTarom ¢asu
[A03piBaHHA BUNAAKIB cmepTi abo KNiHIYHWMK €nocTepereHb, NoB A3aHmX i3
‘ 33CTOCYBAHHAM A0CNIAKYBaHOI peqoBuHUHe Byno. 3acTocyBaHHA MAT
‘ BB5.1 He BnAuBano Ha macy Tina abo HaBif Macu Tina y camuis (pasa
AO3piBaHHA) Ta camuub (basu A03pis; 4,BariTHOCTI) NOKONiHHA F1, a
\ ~ TaKOX Ha 3aranbHy penp, 4 i
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[BCTAHOBNEHO, WO NOEL ans matepuHCbKOI TOKCUYHOCTI, @ TAKOX ANA

PO3BUTKY | PENPOAYKTUBHOT PyHKLi TBRPMH NOKONIHHA F1

|@)K 40 HAPOAMKEHHA NOTOMCTBA NOKONIHHA F2 CTaHOBUTD

260 mr/kr/TuaeHb. CE ol

6) Mlcu,eaa nepeHocmnmcrb |,D,ocm,n,me+mﬂ M1cu,eao: nepEHOCHMOCTI npm 3aCTOcyBaHH| ﬂ!HapCbKOI
¢0pMM ALXN1210 pna 8/B BEEAEHHA HE NPOBOAUAUCL. TUM HE MEHLLE,

i |mp, vyac PK gocnifykeHHn 3 oaHopasosum 8/8 BeeaeHHAaMm ALXN1210
|ABAHCLKMM Makakam nobiuHmx peakuiin y micui iH'exuii He cnocrepwanocn

} |Kp|M TOro, MiCLLeBY NEPEHOCUMICTb OLIHIOBAAM Nij YaC AOCNIAKEHHA |
TOKCWMYHOCTI ANA MULLEN y pa3i NOBTOpHUX BBeAeHb BBS.1, wo asnse

‘ ‘coﬁono MMLIaye cyporatHe aHTuTino (po3sain 3). NobiuHnx peakuiit y micui |

iiH" €KLl He cnocTepiranoca aHi MakpoCKONiYHO, aHi Npu

‘I’iCTOﬂBTOJ’IOI’iHHOMY aHanisi. ,

i Lﬂ.ocnip,menHﬂ NpoBOAMNCCA 3 AOTPUMAHHAM NpUHUMNIB GLP i3 meToio |
|OLHKW roCTPOro Ta cybXpoHiuHOro noapasHeHHa Nicna NiAWKIPHOTo

\ ‘BBEAEHHFI ALXN1210 y HOBI nikapcbkiin Gopmi, NOTEHUiIHO NpKMAaTHIA |

‘ AnA N/w BBeAEHHA B MaitbyTHLOMY KAiHIYHOMY A0CAIAMKEHHI.
Lﬂ,ocnip,myBaHmP‘l npenaparT 3acToCoBYBaNN Y BULLIA KOHUEHTpaUi
(100 mr/mn) Ta 3 IHWMMMK ZONOMIKHUMM PEYOBMHAMM, HIXK Y NOTOUHIN

i il inikapCbHiﬁ dopmi ans B/8 BBegerHa (10 mr/mn), AKka AOCNILKYETLCA Y
BMNpoByBaHHAX 3a yuacTio nogei. MNpenapat gna n/w BBeAeHHA BBOAMAK
lHoBO3ENaHACLKUM Binum Kponsam y ao3sax 0, 30, 60 abo 100 mr/kr. 5
;ﬂ,OCﬂip,H'(EHHﬂ CKNaganoca 3 2 etanis: etany 04HOpPa3oBoOro BBeAEHHA
[(eTan A), Ha AkoMy KpONAM BBOAWAW NpenapaT y AeHb 1, a Hekponciio
[nposoannu B geHb 2 abo peHb 15, Ta eTany NOBTOPHKUX BBEAEHDL (eTan B), |

| Ha AKOMY KDONAM BBOAWAW NPenapaty AHi 11 8, a TeapuHam, Wo BUmKUIM, |

NPOBOAMAM HEKPONCItO B AeHb 24 abo 25. MNnaHysanoca Ha eTani B

/BBOAMUTM NPenapar pas Ha TUKAEHb NPOTATOM 4 TUXKHIB, ane Moro

13acTocyBaHHA ByN0 NPMNMHEHO Nicaa AHA 8 Y 38'A3KY 3 NOABOIO KNIHIYHUX ‘

| |
O3HaK,

} - NS S T ]

OpaHopa3sosa n/w iH ekuia ALXN1210 aobpe nepeHocunaca kponamm, bes 1
‘osnax micuesoi peakuii. MosTopHi N/w iH ekuii ALXN1210 cnpuuunHanu y
KPOANiB TAMKY IMYHONOTIYHY PEaKLilo, L0 BKA3YE Ha CUCTEMHY peakLiio
rinepuytausocTi lll TUNY, AKa YTBOPIOETLEA B IMYHHOMY KOMIINEKCI.
IMyHONOTIYHI peaKLuii 4acTo BUHMKAIOTb Y TBAPMH, AKUM BBOAATL NIOACHKI

‘ Binkn. CuctemHa iMyHHa BIANOBIAL Ha NOACLKI BiNKK y KPONiB Ta IHWKX

‘ GionoriyHKUx BUAIB 3a3BMYal HE BBAXKAETLCA NPOTHOCTUYHMM HAKTOPOM

| PM3MKY iIMYHOTEHHOCTI y Atoaen. Tomy pe3yabTaTv NOBTOPHUX BBEJEHb
npenaparty B LbOMY AOCAIAKEHH] HEe BBAXKAIOTHCA PENeBAHTHUMM ANA
iouiHHH besneuHocTi ALXN1210 ans moaen.

7) [LopaTKoBI AOCAIAKEHHA |

TOKCUYHOCTI:
AHTMreHHICTb (yTBOpEEHHFl |H/3— ME I T o - !
aHTmm} :

I|MVH0T0KCM‘4HICTb 'LHE S L L P R ' !
,ﬂ,OC-nlAN{EHHFI MexaHBMiBIiI H/3 o e S TR 1 '
'ﬂu(ap(:br{a 3aNEMHHICTb .H/é XS S TR 3 K
Toncuumcmmeratiomne i H/3 N R

TOKCW-!H!CTI: LOMIWOK - 'H/3 T T ST e S i )

epekfian BipHoO
BakyH A.O.
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NocnigKeHHA TKAHWHHOI NepexpecHol PeakTUBHOCTI NPOBOAMAN 3 |
[BUKOPUCTAHHAM pAyopecleHTHO MiveHoro ALXN1210 Ha 3g0poBux [
i1r:<am«max noguumn (nochigrenns 20039106) Ta Ha 340pPOBUX TKAHUHAX \
|ABaHCLKOTO Makaka (gocnigwerHsa 20039107). Y niacymRry 3a3HaYaEThCA,
|u.|,o B TKAHWHAX NIOAWHU He cnocTepiranocs cneundiuHoi nepexpecHoi ‘
ipeaxmsnocri MiveHoro ¢payopecueHTHUM isoTonom ALXN1210, aka 6
\Aana niacraBu OYiKYBaTU TOKCMYHOI Aii, NOB A3aHOI i3 3aCTOCYBAHHAM
|npenapa1’y. Y TKaHWHax masn GpapbysBanHa GayopecueHTHO MiYeHuMm
iALXN 1210 6yn0 3aranom MeHwW IHTEHCMBHUM | CNOCTEPIranoca piatue, Hix
IV TKAHUHax A auHK. OcKinbku Byno NnpogemMoHCcTpoBaHo, Wwo ALXN1210 €
!cneumbiquum ana nacekoro C5 (i He BUABNAE NepexpecHoi peakTUBHOCTI
ia C5 HentAMHONOAIOHUX NPUMaTIB), IMOBIpHO, WO 0bmexeHe
[38’A3yBaHHA, AKE CNOCTEPIranoca B TKaHUHax masnu, 6yno aymosnexe
gHecneu,nd)inuuM 3B'A3YBaAHHAM 3 HeigeHTUIKOBAHUM NepexpecHo-
ipeakmsumm maTepianom.

5. BUCHOBKM WoA0
|,::,0KniHquoro BMBYEHHA

Mpenapat ALXN1210 € noxigHum ekynizymaby, akuit 3abe3neyye HeranHe
Ta NoBHe iHribysaHHA C5, TUM camum BNOKYHOUM CUTHANBLHUIA WAAX
KiHLLeBOr0o KOMNOHEHTa cucTemu KomnaemeHTy. Llinbosi 3aminn

4 amiHoKMCNOT y npenapati ALXN1210 6ynu 3pobneHi ans Toro, wob
3abe3neunTy NoAO0BKEHHA Nepioay HaniBBMBEAEHHA NOPIBHAHO 3
eKkyNnisymabom 3a 10NoMOoroto 2 pisHUX MEXaHI3MIB: 3HUKEHHA aHTUreH-
onocepeaKoBaHOro KnipeHcy Ta niasuueHHa edekTueHocTi FcRn-
onocepeaKoBaHOro aHTUTING, 3i 3bepeKeHHAM 34aTHOCTI NOBHICTIO
iHriByBaTK aKTUBHICTbL KiHLLEBOIr0 KOMMNOHEHTa CUCTEMMW KOMNAEMEHTY Y
disionoriunmnx ymosax. [loswuii nepioa HanissmeeneHHa ALXN1210
NOPIBHAHO 3 eKkyNi3ymabom A03BONMB 3DINbLWINTY IHTEPBANM MiXK
BBEAEHHAM Npenapary B8 KNiHiyHux ymosax. lNpenapat ALXN1210 Ta
|leKkynizymab matoTb CNiNbHI KPUTUHHO BaXK/IWBI AiNAHKK 38'A3yBaHHA 3 C5
IJ'IIOAMHM, AKI BKAOYEIOTL cneundivHui Ana NI0AWHU 331U 0K
amiHOKMCAoTK (WI16). Ak Hacniaok, o4ikyeTbes, Wo aHi ALXN1210, ani
ekynisymab He byayTe 38°A3yBatuca 3 HenoAcbkum C5 i He BUABNATUMYTL
AKTMBHOCTI in vitro npu aHanisi byab-AKoi HENHOACLKOT CMPOBATKM KPOBI.
BiACYTHICTb NEpexpecHoil peakTUBHOCTI 0OMEKYE AOKNIHIYHY OLIHKY
ALXN1210 in vivo. MpoTe Aeaki A0KNIHIYHI AoCNiAMEHHA in vivo Byan
!npoee,qeﬂi Ha MULLBYIA MOAENI aHTUTeH-0NOCEePeKOBaHOT0 KNipeHcy B
IanIC\/THOCTi C5 noagunHn. Ui gokniHiuHi gochigkeHHa nposogmanca bes
AOTPUMaHHA NpuHUKMNIB GLP Ha muwax niHii NOD-scid, AiKi reHeTUYHO
lmamrb Aediunt C5 i He MOXYTb CTBOPUTH IMYHHY BiZANOBIAb NPOTH
!euaoreHHux binkis. Nlioacbkuit 6inok C5 BBOAMAN NPOTATOM YCbOTO
‘eacnepmmenw AN MOAENIOBAaHHA PIBHOBaXKHOT ekcnpecii C5 Ta aHTure-
lonocepeaKoBaHOro KAIPeHCy aHTUTING. Pe3ynbTaTi A0CNigKeHb
noKasanw, Wo B Lt muwadin ®K moaeni npenapat ALXN1210 mae 3HauHO
AOBLIWIA Nepiod HaNIBBUBEAEHHA Ta TPUBANICTh aKTUBHOCTI NOPIBHAHO 3
eKkynizymabom. e niaTeepaskye rinoTesy, Wo amiHoOKMCAOTHI 3amiHn,
|sBeneHi B CDR-ainankax ALXN1210, 3abe3nevats A0BWMIA Nepiog,
iHaniBBuBegeHHn y noAen NopisHAHO 3 ekynizymabom. Y goaatkoBomy
!,B,OC}'IiAH{EHHi ®f in vitro ouiHOBanu noteHuinHi eperTopHi GyHKui Fc-
i¢paxu.i’i ALXN1210, fika MiCTUTb XMepHuh Fc-dparmeHT 1gG2-G4 MoauHM.
Noai6bHo Ao exkynizymaby, ALXN1210 He npoaeMOHCTPYBaB BUABNKOBAHOIO
|3B‘93ysanan 3 C1q, FeyRI, FeyRllb/c, FeyRIllg afo FeyRllib, a adinHicTs no
chyRIIa 6yna npnbansno B 4 pasm cnabwo 13X Y KOHTPONLHOrO i30TUNY
!IgGl. Pe3synbTaTti cBig4ath npo Te, wo Fcy C1q 3a BiagcyTHOCTI
38’A3yBaHHA ALXN1210 He moskyTb onocepgnrosysatu ADCC abo CDC
isip,nosi,qno. MNpw ogHopa3oeomy B/B BBeAPHHI ABAHCLKMM MaKaKkam (6e3 |
[AOTpuMaHHa npuHumnis GLP) cepeaHgTeomeTpuyuHe 3HayeHHa Cmax Ta
IAUCeo 3pocTano 3i 30inbweHHam 4e3n. HopmanizosaHi 3a 403010 cepesHi |

epekn@n BipHO
Bakyt A.O.
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[3ansHUK (BAACHMK
|peecTpauiiiHoro
!nocsi,a,quHﬂ)

|
e

6nokysaHHA C5 He CNPUYNHUTL CYTTEBMX AC

reomeTpuuHi 3HaueHHA Cmax 6ynu noaibHMMKM Npw 3acToCyBaHHI 403 601 |
150 mr/kr. Ue cBigunTb Npo Te, wo 3i 36inbweHHam go3mn Cmax ‘
NiABULLYETHCA NPONOPLINHO A03i. NpoTe, HOpMani3oBaHi 3a 403010 ‘
cepeHi reomeTpuyHi 3HadeHHa AUCee 6ynu pisHUMUN B Pi3HWMX A030BMX
rpynax; piaHuus, imoeipHo, byna noe’asana 3 CAHA-onocepeaKkoBaHum ‘
nigsMweHHam knipeHcy ALXN1210 y rpyni 3actocyBaHHa A03m 150 mr/kr.
Mpenapat ALXN1210 € imyHOreHHUM A1A Magen, NpUYomy 4acroTta ‘
po38uUTKY AJ13 Npu 3aCTOCYBaHHI AOCAIAXKYBaHUX 403 KONWBanaca Big 75%
10 100%. Nicha ogHOpa30B80ro n/W BBeAEHHA HOBO3ENaHACLKUM Binnum
kponam (i3 goTpumMaHHAM NpuHuMniB GLP) cepeaHi 3HadenHa Cmax 1a ‘
|IAUCO-168rop 36inbwyeanuca nponopuiiHo fo3i. CnoctepekysaHe ‘
(cepeaHe 3HayeHHA tmax Konnsanoca Big 48 A0 72 roAuH, WO CBIAYMTD |
INpo nosinbHe BCMOKTYBaHHA ALXN1210 3 micus iH exuii. BigmiHHocTeln y L
nokasHukax ®K mix TBapuHamu pizHoi cTaTi He Byno. MNpenapat ALXN1210
le IMyHOreHHUM ANA KPOoAis, NPUYOMY H4acToTa po3suTKy AJ13 npu
3aCTOCYBaHHI 4OCNIAKYBaHWUX A03 Koausanaca sig 83% no 100%.
!Bi,ﬂ,nOBiAHO [0 HacTaHoBu ICH S6 (R1), pocnigykeHHa meTaboniamy
BioTexHoNOoriuHMX hapMaLesTUYHKX NpenapaTis 3a3snyail He
!npOBOpﬂTbCﬂ, OCKiNbKKU MmeTaboniyuHi WAAXM 3aranom 3posymini.
OuikyeTbeA, Wo ALXN1210, nogibHo 40 iHWKWX ryMaHi30BaHMUX
IMOHOKNOHANBHWX HTUTIN, BUBOAUTUMETLCA WAAXOM KaTabonismy A0
nenTuAHUX GParmeHTiB Ta aMiHOKMCAOT. Y pamKax 3aranbHol OLiHKK
besnexkun Byaun nposeneHi A0CNIAKEHHA TKAHUHHOT NepexpecHol
PEaKTUBHOCTI 3 AOTPUMaHHAM npuHumnis GLP, y AKMx BUKOpUCTOBYBanu |
CTaHAAPTHMIA HAbip TKAHWH NIOAWMHW Ta ABAHCLKOrO MaKaKka. Pe3ynbTaTy ‘
yx AOCNIAMEHD Y3roAKyBaNWuCa 3 BiACYTHICTIO NepexpecHoi peaKmsHocﬂi
Y HENAMHONOAIBHMX NPUMATIB | NPOAEMOHCTPYBaNM MOLENb \
38’A3yBaHHA ALXN1210 y niogunum. LLLo6 BUBYUMTU NOTEHLIMHY TOKCUYHICTb l
npv TpuBanomy iHribysaHHi C5 Ta OLiHUTK BNAUB TaKoro iHribyBaHHA Ha
penpoAyKTUBHY ¢yHKUilo, Byno nposeaeHo 26-TUHEBE A0CAIAKEHHA ‘
TOKCMYHOCTI B pa3i NOBTOPHUX BBEAEHDb Y MULLEN, 3 TAKOX A0CNIAMEHHA
cermenTis |, Il Ta lll 3 OUiHKK penpoAyKTUBHOT GYHKLIT Y MUwen. Y
L0CNIAXKEHHAX BUKOPUCTOBYBANM MULIAYe CyporaTHe aHTuTino BB5.1, ake ‘
[BBOAWMAW BHYTPilWHbLOBEHHO. MoaibHo ao ALXN1210, cyporatHe aHTuTino '
BBS.1 38’A3yeTbea Oe3nocepeHbo 3 C5 Ta 3an06irae MOro poswenneHHio,
TUM CAMUM NPUTHIYYIOYKM yTBOPEHH:A Ak C5a, Tak | C5b-9 y muwein (Wang,
1996; Wang, Rollins, Madri and Matis, 1995). ¥ umx AocnigeHHAxX He |
byno 3apeecTpoBano nobiuHnx edeKTiB npu fo3ax, Akl 6aokyoTh C5 Ha |
TpuBanuit nepioa vacy. Kpim Toro, B A0CNiAMKEHHI MicLesoi
nepeHocumocTi y Kponie npu n/w BeeaeHHi ALXN1210 sukopucTosysanm
Nikapcbry dopmy ANA NIAWKIPHOro BBEAEHHA Y BUCOKIN KOHLEHTpaLi. \
Mpwn oaHopa3sosomy NiAWKIPHOMY BBeAeHHI ALXN1210 micuesmx

nobiuHMx peakuii He CNOCTepiranocs, O4HaK NPW NOBTOPHMX N/
BBEJEHHAX Y KPOANIB BiA3HAYaNWCA TAXKI Nobiuni peakuii, nos’a3axi 3 ‘
IMYHHOO BiZNOBIAAID (BHACNIAOK YTBOPEHHA KPONAYMX aHTUTIN A0
NikapcbKkoro 3acoby ANA NIOAWHK), AKI HE BBAXKAIOTLCA pefeBaHTHUMK ans |
oujiHku besneyrocti ALXN1210 ana nioguHKn. Y niacymky cnig 3asHaumti, |
wo npodint 6eanekn BB5.1y muwen aae ni,qf:rasw NPUNYCTUTK, WO [
DIYHNX peakuji y nlaei.
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