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Clinical Trial Report

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

EVRYSDI®

2. Applicant

F.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

3. Manufacturer

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

4. Trials conducted:

! & If not, substantiate

yes no

1) type of the medicinal product, by which
registration was conducted or planned

Medicinal product with complete dossier (stand-alone
dossier). Other medicinal product. New active substance
(AS). Original (innovative) medicinal product (the
molecule is not presented on the Ukrainian market) for
treatment of rare disease according item 10 (sub-item
10.1) of section V of the Procedure of Order of the
Ministry of Health of Ukraine dated 23.07. 2015 Ne 460.

5. Full name of the Clinical Trial, clinical trial code

Protocol No. BP29840. A single-center, randomized,
investigator/subject blind, adaptive single ascending dose
(SAD), placebo controlled, parallel study to investigate
the safety, tolerability, pharmacokinetics (including the
effect of food and the effect of itraconazole on the
pharmacokinetics of a single oral dose of RO7034067),
and pharmacodynamics of RO7034067 following oral
administration in healthy subjects.

Report No. 1073057, February 2017.

6. Clinical trial phase

Phase |

7. Period of the clinical trial

January 07, 2016 (first subject enrolled) to August 04,
2016 (last subject last visit)

8. Countries where the clinical trial was conducted

Pharmaceutical Research Associates Health Sciences,
Stationsweg 163, 9471 GP Zuidlaren, The Netherlands

9. Number of study participants

Part 1: 25 healthy male subjects enrolled, split into 6
cohorts. Cohort 1 with 5 subjects (3 active, 2 placebo);
Cohorts 2 — 6 with 4 subjects each (3 active, 1 placebo).
Part 3: the planned minimum of 8 healthy male subjects
were enrolled.

10. Goal and secondary objectives of the clinical
trial

Primary: to assess the safety and tolerability of single
ascending oral doses of RO7034067 in healthy male
subjects.

Secondary: to investigate the single dose oral
pharmacokinetics (PK) of RO7034067 (and its

metabolite(s), if appropriate), in plasma and urine; to
investigate the pharmacodynamic (PD) effect of single
ascending oral doses of RO7034067 on SMN2 mRNA

splicing modification and SMN protein increase; to




explore the PK/PD relationship of single ascending oral
doses of RO7034067 on SMN2 mRNA splicing
modification and SMN protein increase; to assess the
effect of food on the PK of a single oral dose of]
RO7034067; to investigate the effect of multiple oral
doses of itraconazole on the PK of a single oral dose of
RO7034067 in healthy male subjects; and to assess the
safety and tolerability of a single oral dose of RO7034067
in combination with itraconazole in healthy male
subjects.

11. Design of the clinical trial

Study BP29840 was a single-center study in healthy male
subjects with a three-part design as follows:

Part 1 (SAD): single-center, randomized, investigator/
subject-blind, adaptive SAD, placebo-controlled, parallel
study.

Part 2 (food effect): single-center, randomized, open-
label, two-period (‘fed — fasted’ or 'fasted — ft
crossover study. Based on an exploratory investigation of]
the effect of food on the PK of RO7034067 conducted
during Part 1, Part 2 of the study was omitted, as allowed
per protocol.

Part 3 (itraconazole interaction): single-center, open-
label, one-sequence, two-period crossover study. In
Period 1, subjects were administered a single oral dose of]
RO7034067 alone in the fed state. In Period 2, subjects
were administered a single oral dose of RO7034067 after
repeated administration of itraconazole, under fed
conditions.

12. Main inclusion criteria

|Healthy male volunteers, aged 18 — 45 years, inclusive.

of administration, strength

13. The investigational medicinal product, method

R0O7034067 oral solutions, 0.1 mg/mL (batch number:
RHE493EC/R0O7034067-0.1, Ro 703-4067/F01) and 1.0
mg/mL (batch number: RHE493EC/R0O7034067-1.0, Ro
703-4067/F02), consisted of a solvent solution contain® ~
a citrate buffer (pH 2.6), ascorbic acid and disodium
edetate.

Part 1: single oral doses of 0.6, 2, 6, 18 mg RO7034067,
as an oral solution.

Part 3: single oral doses of 6 mg RO7034067 as an oral
solution, administered alone (Period 1) or in combination
with 200 mg BID itraconazole (Period 2). Marketed oral
capsules of itraconazole were administered twice daily on
Day 1 to Day 8.

14. Comparator, dose, method of administration,
strength

Part 1: placebo oral solutions, 0.1 mg/mL (batch number:
RHE493EC/PTMO.1, Ro 703-4067/F03) and 1.0 mg/mL
(batch number: RHE493EC/PTM1.0, Ro 703-4067/F04),




0006072

consisted of the same solvent solution but with riboflavin
instead of RO7034067.

Part 3: itraconazole oral capsules, 100 mg (Sporanox®)
(batch number: FFL.9001).

Part 1: single oral doses of placebo, as an oral solution.
Part 3: 200 mg BID itraconazole oral capsules were
administered from Day 1 to Day 8.

15. Concomitant therapy

Concomitant medication (including herbal products and
vitamins, minerals, energy drinks and dietary
supplements) was not permitted within two weeks (or
within 5 times the elimination half-life of the medication)
prior to study drug administration until follow-up visit 1,
with the following exceptions:

* Medication to treat AEs.

* Paracetamol up to 2 g per day, up to 48 h prior to dosing,
and not exceeding 4 g total during the week prior to
dosing.

16. Efficacy evaluation criteria

Pharmacodynamics:

Quantitative real-time PCR was used to measure in vivo
and ex vivo splicing modification of SMN mRNA
(SMNI1, SMN2 full length, and SMNA?7) in whole blood
samples taken before and after dosing. SMN protein
concentration in whole blood samples was determined
using the Elecsys technology (Part 1 only).
Pharmacokinetics:

Plasma and urine concentrations of RO7034067 and
plasma concentrations of itraconazole (and its
metabolites) were measured by a specific validated liquid
chromatography and tandem mass spectrometry assay.
Primary PK parameters in Part 1 were maximum
observed plasma concentration (Cmax), and area under the
plasma concentration versus time curve extrapolated to
infinity (AUCry).

Primary PK parameters in Part 3 were Cunax and area
under the plasma concentration versus time curve over
120 hours after RO7034067 administration (AUCo-120).
All other PK parameters were regarded as secondary and
included:

* Time to maximum observed plasma concentration
(Tmax)

* Area under the plasma concentration over the first 24
hours after RO7034067 administration (AUCo-24n)

* Apparent terminal elimination half-life, computed as
In(2)/A; (HL)
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* Apparent volume of distribution (for RO7034067 only),
based on the terminal phase after oral administration,
computed as Dose/(A.* AUCryqs) (V/F)

 Apparent oral plasma clearance (for RO7034067 only),
computed as Dose/AUCyt (CL/F)

* Predose trough plasma concentration (for itraconazole
and its metabolites in Part 3 only) (Ciough)

* Cumulative amount of RO7034067 recovered
unchanged in urine (Ae)

* Renal clearance of RO7034067, computed as
Aco-720/AUCp-72n (CLR)

» Fraction of RO7034067 systemically available
recovered in urine, computed as Aco-72n/Dose (Fe).
Clinical genotyping:

SMN genotyping was performed in whole blood samples
taken on Day 1 (Part 1 only), to determine the copy
number of the SMN1 and SMN2 gene.

Taste questionnaire:

Taste of oral drug solution was assessed in an exploratory
fashion by completion of a taste questionnaire 1 minute
after oral administration on Day 1 (Part 1 only).

17. Safety evaluation criteria

Safety and tolerability were assessed by monitoring
adverse events (AEs), medical history, laboratory
assessments, electrocardiograms (ECGs), vital signs,
physical examinations, and  ophthalmological
assessments.

18. Statistical methods

Safety analysis
Listings, summary tables and graphs were produced for

safety and tolerability assessments, as appropriate. Safety
assessments included monitoring and recording of AEs,
serious adverse events (SAE) and non-serious AEs of
special interest; laboratory assessments; vital signs,
ECGs, recording of concomitant medications,
ophthalmological assessments and physical examination
results.

PK analysis

PK concentration data (plasma and urine) and calculated
PK parameters for RO7034067 and for itraconazole (and
its metabolites) were displayed. Individual listings and
summary tables including descriptive statistics and
graphs were created. PK parameters were estimated using
noncompartmental methods.

Part 1: To test for possible deviations of the primary PK
parameters from dose-proportionality, a one-way
analysis of variance model (ANOVA) was applied to the
logarithmically transformed dose-normalized variables
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AUCr¢ and Cpax. Least square means and 90%
confidence intervals (CI) were derived to compare the
relative bioavailability of the different feeding
conditions.

Part 3: the effect of multiple oral doses of itraconazole on
the PK RO7034067 was investigated in an exploratory
fashion. The same model formula as specified for the
food effect analysis of Part 1 was applied to the log-
transformed PK parameters Cmax and AUCq.20n for
RO7034067 alone versus RO7034067 in combination
with itraconazole.

PD analysis

PD data are graphically displayed as individual mRNA
expression levels/concentration versus time profiles.
Individual mRNA expression levels/concentrations for
SMN1, SMN2 full length (FL), SMNA7, SMNRG (SMN
reference gene) mRNA and SMN protein for each
sampling time point (or incubation treatment) are
presented in listings together with summary statistics by
treatment, including means, medians, geometric means,
ranges, standard deviations and coefficients of variation.

19.  Demographic  characteristic of study|Male volunteers, aged 18 — 45 years, inclusive.
population (gender, age, race, etc.)

Pharmacokinetic results

The in vivo results of RO7034067, Cmax and AUCp-24n,
for this first dose in humans were in very good agreement
with those predicted prior to the start of the study using
physiologically based PK modeling. Although no safety
concerns were identified at any dose level investigated,
dose escalation was stopped at 18 mg RO7034067, in
order to comply with the protocol-specified individual
exposure cap of 1500 h.ng/mL for AUCo-24. The highest
individual plasma exposure over the first 24 hours post-
dose (AUCo-24n) was 1470 h.ng/mL at 18 mg.

20. Efficacy results In Part 1, RO7034067 was rapidly absorbed with first
quantifiable concentrations observed for all subjects
between 0.5 and 1.0 hour post-dose at doses from 0.6 to
18 mg. After oral administration in the fasted state,
RO7034067 was rapidly absorbed with a median Tiax
between 2.0 and 3.0 hours post-dose. After reaching peak
plasma concentrations, a multiphasic decline in plasma
concentrations was observed. The apparent terminal
elimination halflife appeared to increase with dose, with
mean values ranging from approximately 25 to 69 hours.
Peak plasma concentrations (Cnax) and overall plasma
exposure (AUCrf) increased in a dose-proportional
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fashion over the investigated dose range of RO7034067.
Variability in plasma PK parameters was low, being less
than 30% for Cmax and for AUCryr. The statistical test
(ANOVA) provided no evidence to reject the null
hypothesis of dose proportionality for both Cmax and
AUCH¢, with p-values of 0.23 for Cmax and 0.271 for
AUCH:t. The fraction of the dose administered that was
recovered in urine was below 10% for all doses tested,
and renal clearance appeared not to change with dose.
There was good agreement between the capillary and
venous concentrations in plasma, with capillary plasma
concentrations of RO7034067 in general being higher
than the venous plasma concentrations. Overall, food had
no relevant effect on the plasma PK of RO7034067.

In Part 3, when RO7034067 was co-administered with
multiple doses of itraconazole, the mean values of
RO7034067 decreased slightly from 26.8 ng/mL to 23.5
ng/mL for Cnax and increased slightly from 925 h.ng/mL
to 1020 h.ng/mL for AUCo-120n. For Cpax the geometric
mean ratio was 0.906 (90% CI: 0.841 — 0.976) and for
AUCo-1200 1.108 (90% CI: 1.031 — 1.191). Hence,
itraconazole had a minor, not clinically relevant effect on
the PK of RO7034067.

Taste questionnaire results

The results showed a similar overall taste intensity across
the doses tested, and compared to placebo. It appeared
that the active oral solution was perceived to be more
bitter for doses from 2 mg up to 18 mg RO7034067 as
compared to the placebo oral solution.
Pharmacodynamic results

Administration of single oral doses of RO7034067 from
0.6 mg to 18 mg led to an increase in SMN2 FL. mRNA
and a decrease in SMNA7 mRNA levels in a dose-
proportional manner. The SMN2 FL/SMNA7 mRNA
ratio appears to be a sensitive biomarker to monitor the
mode of action of RO7034067. Median time to maximum
effect was reached between 4 and 8 hours post-dose,
across all dose groups. SMN1 mRNA levels remained
unaffected by treatment with RO7034067. Food appeared
to have no relevant effect on the splice modifying effects
of RO7034067. The results of the ex vivo treatment with
RO7034067 were consistent with the in vivo SMN
mRNA results in the same concentration range.
Administration of single oral doses of RO7034067 did
not lead to a change in the SMN protein concentrations
in blood. All subjects had at least two copies of the SMN 1
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gene, with one subject having three. The copy number of

the SMN2 gene was more variable (ranging from 0 to 2).

RO7034067 was well tolerated in the fasted or fed state
in healthy male subjects at single doses from 0.6 — 18 mg
in Part 1 and when co-administered with itraconazole in
Part 3 of the study. No deaths, moderate or severe AEs,
withdrawals due to AEs, or SAEs were reported. No
clinically significant treatment or dose-dependent
changes compared to baseline were observed in physical
examination, vital signs, ECGs, laboratory parameters, or
ophthalmological assessments.

Overall, in both parts of the study, a total of 27 AEs (21
21. Safety results AESs in Part 1 and 6 AEs in Part 3) were reported by 19
subjects in the time period between first study drug
administration and follow-up visit 1. All reported AEs
were of mild intensity. Two AEs were considered by the
investigator to be related to study treatment (pollakiuria
[placebo] and headache [18 mg RO7034067]); they were
limited in duration and resolved spontaneously without
sequelae. The most frequently reported AEs were
headache, diarrhea, abdominal pain, and nasopharyngitis.
There was no dose-related increase in the frequency or
severity of reported AEs.

* Single oral doses of RO7034067 from 0.6 mg to 18 mg,
were safe and well tolerated in healthy male subjects
without any clinically relevant safety concerns being
identified. No clinically relevant treatment-related
changes in physical examination, vital signs, clinical
laboratory safety parameters, ECGs and
ophthalmological assessments were observed. A
maximum tolerated dose could not be established,
because dose escalation had to be stopped at a dose of 18
mg in order to not exceed the protocol-stipulated
exposure cap.

* Cmax and AUCryf for RO7034067 increased in a dose-
proportional fashion over the dose range investigated.
Variability of the estimated PK parameters was generally
low (< 30%). Renal excretion of RO7034067 was minor
(< 10%). There was good agreement between the
capillary and venous concentrations in plasma, with
capillary plasma concentrations of RO7034067, in
general, being higher than the venous plasma
concentrations.

* RO7034067 led to a dose-dependent increase in the
SMN?2 full length over SMNA7 mRNA ratio across the

22. Conclusion
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investigated dose range, consistent with its intended
pharmacological action.

» There was a positive correlation between RO7034067
plasma exposure (AUCp-24n) and the effect on the
splicing modification expressed as the AUEq_24n of the
SMN?2 full length over SMNA7 mRNA ratio.

* Food had no relevant effect on the plasma PK of
RO7034067. RO7034067 as an oral solution can,
therefore, be administered with or without food.

* [traconazole co-administration was associated with a
minor effect on the PK of a single oral dose of
RO7034067: there was a slight increase in AUCo-120n

(geometric mean ratio 1.108) and a slight decrease in
Chax (geometric mean ratio 0.906). These results suggest
a limited contribution of the CYP3A pathway to
RO7034067 metabolism, and hence a small likelihood of
clinically significant interaction with inhibitors or
inducers of the CYP3A enzymes.

* A single oral dose of 6 mg RO7034067 alone or in
combination with itraconazole, was safe and well
tolerated in healthy male subjects, without any clinically
relevant safety concerns being identified. No clinically
relevant  treatment-related changes in  physical
examination, vital signs, clinical laboratory safety
parameters, ECGs and ophthalmological tests were
observed. :

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd

/

FW&%%R%%%&E(

International Regulatory
Basel, Switzerland
Leyla Lister

F. Hoffmann-La Roche'Ltd
International Regulatory
Basel, Switzerland
Catalina Rojas
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3BiT npo KJiHiYHe BUNPOOYBaHHs

1. Hasea nikapcbkoro 3aco6y (3a HasBHOCTI -
HOMep peecTpauiifHoro nocsijaueHHs)

EBPICAI (EVRYSDI®)

2. 3asgBHUK

@ .Xodpmann-Jis Pow Jltn
I'pensaxepwirpacce 124, 4070 Basens, Illgeiiuapis

3. BupoOuuk

@.Xopdmanu-Jis Pow Jltx
Bypwmicser, 4303 Kaiicepayrcr, Ilseiiuapis

4. TlpoBeneHi gociKeHHS:

I O Hi AKILO Hi, OOrpyHTYBaTH

1) tun aikapeskoro 3aco6y, 3a skum npoBoauaacs
abo niaHyeTbes peecTpallis

'HiKapCbKHﬁ 3aci0 3a MOBHUM JI0ChE (ABTOHOMHE JI0ChE).
[Hmit nikapeskuii 3acib.

Hosa  niroua  pewoBusa  (JIP).  Opwurinanbuuii
(inHOBaUiiiHM{) nikapchkuii  3aci6 (Monekyna mHe
MpeacTaBieHa Ha pPUHKY VYKpaiHW) Uil JiKYBaHHs
Pi/IKiCHOTO 3aXBOPIOBAHHSL 3TiHO NyHKTY 10 (nianmyHKTY
10.1) posainy V Mopsaaky nakasy MO3 Vkpainu iz 23
aunHs 2015 poky No 460,

5. IloBHa Ha3Ba KiiHiYHOrO BUNpoGYyBaHHs,
KOJI0BaHHi HOMEp KJIiHIYHOTO BUNpoGYBaHHS

[Ipotokon Ne BP29840. Oanouentpose, pangomizorane,
clime s OCHiAHMKa/IOCHiKYBaHOro, mianedo-
KOHTpPOJIbOBaHE, napajieibHe AOCHiKEHHA aJanTHBHOL
OJIHOpa30BOl Hapoctaw4doi 103u (SAD) 3 BHBYEHHS
Oesnekn, nepeHOCHMMOCTI, (apMaKOKiHETHKHU (y tomy
YMCIi  BMJIMBY TKI Ta BIUIMBY iTpakoHasony Ha
(hapmakokiHeTHKy ~0AHOpa30BOT mepopaibHOi  103M
RO7034067), ta dapmakoaunamixn RO7034067 mics

NepopaIbHOro 3aCTOCYBaHHSI 310POBUMH
JIOCJI1JDKYBAHUMM,
3BiT Ne 1073057, nrotmii 2017 poky.
I@ da3za KJIiHIYHOrO BUMPOOYBaHHS W[(Da3a |
7 ciuna 2016  poky  (BKIIOYEHO [epLIoro

7. Ilepioa npoBeieHHs KIiHIYHOrO BUNIPOGYBaHHS

JIOCiDKYBaHOTO) — 4 ceprinst 2016 poky (ocTanHiH BisuT
OCTaHHBOT'O JI0CTiHKYBAHOI0)

8.  Kpaiuu, KJiHiuHe

BUNpPOOYBaHH:A

ac NPpOBOAHIIOCS

Pharmaceutical Research Associates Health Sciences,
\Creiinwicser 163, 9471 I'TI 3yiinnapen, H iaepaaH/u

9. KinbKicTh JocnipKyBaHux

Hactuna 1: Gyno BkmouyeHo 25 370poBHX YONOBIKiB,
poszmineni Ha 6 koropr. Koropra | pkmouana 5
JOCIIKYBaHUX (3 OTPUMYBANM aKTHBHY peyoBHHY, 2 —
naaue6o); koroptu 2 — 6 BKIOYAIH Mo 4 JOCTIKYBaHUX
KOXKHA (3 OTpumyBajlM aKTMBHY pevyoBHMHY Ta | —
nianedo). Yactuna 3: Gyn0 BKIOYEHO 3aniaHoOBaHMii
MiHiMyM (8 310poBHX HOOBIKIR).

e

2y P
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A

b /!F CEE Ly




000079

[lepBunHa: ouiHMTH Ge3meky Ta MePeHOCHMICTS
OJHOPa30BHX  HApOCTAMOUMX  MEpopalbHUX /03
R0O7034067 y 310poBKX 40/10BiKiB.

Bropunna:  nocniautu  dapmakokineruky  (OK)
0/HOpa3oBol nepopaneHoi g03u RO7034067 (i iioro
MeTaboniTy(iB), AKIO 3aCTOCOBHO), B MIasMi Ta cedi;
BUBYMTH (hapmakoiMHaMiyHUi (D) BIIHB
OJHOPAa30BUX  HAPOCTAIOUUX  MEPOpalbHUX  J03
RO7034067 na moaudikauito CMIAHCHHTY MaTpU4HOT
PHK (MPHK) rena BikuBanus motonelipoie 2 (SMN2)
i 30inbwenHs piBua Giika SMN; BHBUMTH 3B'S30K
OK/®J] 0HOPa3oBHX HAPOCTAIOYMX MEPOPATBHUX 7103
RO7034067 na moaudikauito cnnaiicunry mPHK SMN2
i 36inbIneHHs piBHs Ginka SMN; ouinuTH BrMB TXi Ha
@K oaHopasoBoi mnepopansHoi no3u  RO7034067;
BUBUMTH BIUIMB 0araropa3’oBHX NepopaibHHX /103
iTpakonasony Ha ®K oxHopaszoBoi mepopaibHOi 103M
RO7034067 y 3p0poBux uomnoeikis; i ouiuuty 6e3nexy Ta
MEPEHOCUMICTh  OJIHOPA30BOi  MEpopatbHOl  J103H
RO7034067 y kombinaLii 3 itpakoHazonom y 310poBix
YOJIOBIKIB.

10. Mera Ta BTOpUHHI Wii KiiHiuHOTO
BUNPOOyBaHHS

Hocnimkenns BP29840 — oqnouenTpose mocimkerts y
3/I0POBHUX YOJIOBIKIB i3 1M3alHOM i3 TPHOX YAaCTHH:
Yactuna 1 (SAD): ogHoueHTpOBe, paHa0Mi30BaHe, ciine
A 10CIT AHMKA/ I0CITiIKYBAHOrO, aIafTUBHOT SAD,
11a1ed0-KOHTPOILOBaHE napasesbHe A0CTiKeHHS.
YactuHa 2 (BnumB Tki): 0HOLEHTPORE, paHIOMi30BaHe.
BiJIKpHTE, 3 IBOMA MepioaaMu («micas ki — HaTEe» abo
«HaTIe — micns DKi») mepexpecHe mocuimpkeHHs. Ha
MiJCTaBI NOLIYKOBOTrO JOCHi/KEHHS BIUIMBY ki Ha DK
RO7034067, BukoHaHoro mij yac yactunu |, yactuna 2
JOCNiIKeHHs:  Oyna  onmylleHa, SK  J103BONANOCEH
IIPOTOKOJIOM.

Hacruna 3 (B3aemMozis 3 iTpakoHa30/10M): OJIHOLIEHTPOBE,
BiIKpHTE, OJHOMOCIIIOBHE, nepexpecHe JOCiKEHHS 3
ABOMa nepiogamu. Y nmepiogi | mocnimkyBaHuM
3aCTOCOBYBAIM OJHOPA30BY MEPOpPaNbHY 103y TilbKH
RO7034067 nicns Tki. V nepioa 2 mocnimkysanum
3aCTOCOBYBAllM  OJHOPA3OBY  MEpOpajbHy 03y
RO7034067 nicas noBropHux 103 iTpakoHa3ony mics
K.

11. Jluzaiin kainiunoro BunpoGyBaHHs

310poBi 4onoBiku-100poBonbLI Bikom 1845, pokis,

12. OCHOBHI KpuTepii BKIIOUEHHSA
BKJIKOYHO.

13. JlocnimxyBanuii nikapeekuit 3aci6, croci6 [lepopaneni pozuunn RO7034067, 0,1 mr/ma (HOMeEp
3aCTOCYBaHHA, cuaa il cepii: RHE493EC/R0O7034067-0.1, Ro 703- -4067/F01) i

/// f% Hocniige Bk
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1,0 mr/mun (Homep cepii: RHE493EC/RO7034067-1 .0,Ro
703-4067/F02), 1o cknay BXoAWTH po34MH PO3YHMHHHKA
3 uutpatHum 0ydepom (pH 2,6), ackopbinosa kiciora ta
JHHATPIIO e/IeTaT.

Yactuna 1: ogHopasosi nepopanbHi 103u 0,6, 2, 6, 18 mMr
RO7034067, y Burasai nepopansHoro posumy.
Yacruua 3: oamopasosi mepopanbHi 103 6 Mr
RO7034067 y Burnsai nepopanbHoro PO3YMHY SIK
MoHOTepanis (nepiogq 1) abo y komGimawii 3
iTpakoHasonom no 200 Mr 1Ba pasu Ha no0y (nepion 2).
Komepuianizosanuii ITpaKoHa30J1 B Karcyiax
34CTOCOBYBABC /1BA pa3H Ha 100y 3 aua | no aews 8.

Yactuna 1: nepopankhi posunnu nnane6o mo 0,1 Mr/mi
(nomep cepii: RHE493EC/PTMO.1, Ro 703-4067/F03) i
1,0 mMr/ma (Homep cepii: RHE493EC/PTM1.0. Ro 703-
4067/F04), no ckmamy sSKOro BXOAMTE AHATOrIYHMIA
PO3YMH PO3YMHHMKA, OOHAK i3 pubo(aBiHOM 3aMicTb
RO7034067.

Yactuna 3: iTpakoHaszon B mepopaibHKX Karcymnax mno
100 mr (Criopanoxc®) (Homep cepii: FFL9001).

Yactuna 1: omHopasosi mepopanbhi 103u mnaue6o y
BUIJIS/ OPAJIbHOTO PO3UMHY.

Yactina 3: iTpakoHa3onm B mepopaibHHX Karcynax o

200 mr n1Ba pa3u Ha 106y 3acTOCOBYBaBCs 3 AHs | 10 JIeHD
8.

14.  Tlpenapar mnopisHAHHA, 1033, croci6
3aCTOCYBaHHA, CHJia [il

CynyTHs Tepanist (y ToMy 4ucai pociuHHI 3acobu Ta
BITaMiHM, MiHepajibHi PeYOBHHM, eHEpreTHUHi Haroi Ta
XapuoBi 100aBKM) He J03BOJSIMCh B [epiof  Bij
NPOTATOM /IBOX TWXKHIB (abo npoTarom 5 nepiogis
HariBBUBEIEHHS JIKapChKOro 3acoby) nepej MnoyaTkom
3aCTOCYBaHHA J0CII/UKYBAHOTO JiKapchKoro 3acoby 1o
15. CynyThs Tepanis BiSUTY | MOJANBLIOrO CHOCTEPEKEHHS, 33 BHHATKOM
HaCTYIHOrO:

* Jlikapebki 3acobu wist niKyBaHHA HeGaXAHMX ABMIL
(HsD).

* ITapaneramon y 103i 10 2 r Ha 106y, Bipoaosx 10 48
O/IMH 110 103YBaHHA Ta HE NIEPEBULILYIOUH 3aralbHY 103y
4 r i yac THKHA 10 JIO3YBaHHS.

@apmMako/iMHamiKa:

Kinekicuuit Meton monimepasmoi nauuorosof peaxuit
(IIJIP) B pexumi peansHoro uacy 34CTOCOBYBABCS JJIsi
16. Kpurepii ouinku edexrusrocti BM3HAYCHHS in vivo Ta ex vivo Momubikauii craiicunry
MPHK SMN (SMN 1, nosna posxuna SMN2 i SMNA7)
Y 3paskax LIIBHOT KPOBI, B3ATHX /10 Ta Mic/st J03YBaHHS.
Konuentpauia 6inka SMN y 3paskax wuibHOT KpoBi
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BH3HAyanack 3a jonomoror texoJjorii Elecsys (nuuie
yacTHHa 1).

DapmMaKOKiHEeTHKa:

KOHueHTpauu RO7034067 y nnasmi kposi Ta ceui i
KOHLIEHTpaLlis iTpakoHa301y B MUiasmi KpoBi (Ta iforo
MeTaboiTiB) BU3HAYANKCE 33 JONOMOro cremdiuHoi
BanlioBaHoi piaMHHOI xpomatorpadii Ta TaHgeMHOT
Macc-CIIeKTPOMETpi.

[leppunnuimu @K napamerpamu B wactuni 1 Gyiw
MaKCHMallbHa CIMOCTEPEIKYBaHA KOHLEHTpALis B njasmi
KpoBi (Cmax) 1 nUOmIA Mifi KPHBOIWO  3aJI€KHOCTI
KOHLIEHTpauii B N1a3Mi KPOBi Bl uacy 3 eKcTpanosiieio
Ha 6e3KiHeyHicTh (AUC nf).

[lepsunnumu @K napamerpamu B yactuni 3 6yiu Cay i
MJI0WA il KPUBOKO 3aJIeKHOCTI KOHLEHTPALii B Mia3mi
KpoBi Bil 4acy npotsrom 120 roauH micis npuiiomy
RO7034067 (AUCq-120).

Yei inwi @K napamerpd BBaxkajiucs BTOPUHHHMHM |
BKITOYAITH:

* Hac 10 MaKcHMasbHOT COCTEPEKYBAHOT KOHLIEHTpaLil
B m1a3Mi KpoBi (Tmax)

* [Tn10111a iy KpUBOKO 3a71€KHOCTI KOHLEHTPALLIT B M1a3mi
KpOBI BijJl yacy MpOTArOM nepmux 24 roguH mic/s
npuiomy RO7034067 (AUC0-24r0x)

* OueBMAHMH TepMiHANBHUE TEpioj HaniBBUBEICHHS,
obuucnennii sk In(2)/A, (HL)

* OueBunnuii 06°em posnoainy (nuwe ans RO7034067),
Ha OCHOBI TepMiHanbHOI (asu micas nepopanbHOro
npuiiomy, o6uunciennii ak no3a/(A*AUCns) (V/F)

* OueBuaHKH KiTipeHC MIasMu pK opaibHOMY MpHitoMi
(e ans RO7034067), obuncnenuii sk n03a/AUCH
(CL/F)

* 3aqMIIKOBa KOHLEHTpAllis Mpenapaty B [Jiasui
GesnocepeaHbo nepea MpuiiOMOM HOrO HACTYIMHOT 103U
(yvie nas iTpakoHasoy Ta Horo MeTaboniTiB y yacTHHi
3) (Ctrough)

* KymynastuBna kinbkicte RO7034067, BizHOBIeHOTO
HE3MIHEHUM Y cedi (A.)

* Hupkosuii xnipenc RO7034067, ofuucienuii sk
AeU—721‘OJ1/AUCO—72I'0ﬂ (CLR)

*  Opakuis  RO7034067, cucteMHO HasBHA y
BI/IHOBJIGHOMY BHIJISIII B ceui, o6yucieHa sk
AeO—?Zmu/,ﬂOi’:a (Fe).

KniHiYyHe reHOTMNYBaHHS:
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['enotunysanns SMN Gyii0 BukoHaHe B 3paskax LiabHOT
KpOBi, B3ATHX B AeHb | (1Mme 4acTHHa 1), 3 mertor0
BHU3HA4YEHHA yMcaa Konii renis SMN1 i SMN2.
OnuTYBaHHS [I0JI0 CMAKY:

CMaKk  opajbHOTO  PO34MHY  NiKapChKOro 3aco0y
OUIHIOBABCS MOLIYKOBMM METOJOM IILIAXOM 3aMOBHEHHS
aHKETH IIOoA0 CMaKy u4epe3 | XBWIMHY micas
NEPOPasibHOro MpUHoMy B ieHs | (suie yactuua 1).

Ouinka Oesnmekn Ta MEPEeHOCMMOCTI CcKiamanacs 3
MOHITOpHHTY Ta peectpauii HeGakanux seuimy (HS1),
MEJMYHOTO ~ aHAMHE3y; BM3HA4YeHHs JabopaTOpPHUX

17. Kpurepii ouinku Gesneku NOKa3HMKIB Ta pe3yJibTaris enekrpokapiorpadii (EKI),
BU3HAYEHHA OCHOBHHMX TOKA3HHUKIB JKUTTEAIAABHOCTI
opraHismy, disukanpHOrO 00CTEIKEHHS Ta

0(TanBMOJIOr YHOTO 06CTEKEHHS.

AHasi3 0e3neku

Crincku, 38eneni Tabnuui ta rpadiku 6yau creopeni s
OLIHKK Oe3MeKkd Ta MepeHOCHMOCTI, 3a HEOOXiHICTIO.
Ouinka Oe3nexu BKJItOYaa MOHITOPHHT i
AokymentyBanHs HJI, cepitosanx HS (CHS) Ta
HECEPHO3HMX HebaKaHMX SBUILI, 110 CTAHOBIIATEH
ocoOnuBHii  iHTepec;  BU3HAYeHHS 71adopATOPHUX
MOKA3HUKIB; OCHOBHMX TOKA3HMKIB IKHTTEMLSIBHOCTI
opranismy, EKI, mokymeHTyBauHs cymyTHBOI Teparii,
pe3ysibTaTiB  odyranpMosioriyHOro  Ta  (hisMKanbHOrO
00CTeKEHHSI.

DK ananiz

bynu BinoGpaxeni nani ®K konuentpanii (y miasmi ta
ceui) Ta 06uucneni DK nmapamerpu 1i1a RO7034067 i ans
iTpaKonasony (Ta ioro wmeraGonitis). Byiu CTBOpEHI
18. CratucTnyni Mmeroau OKpeMi CITUCKH Ta 3BeIeH] Tab 1L, BKIIOYaouu OMUCOBY
CTaTMCTHKY Ta rpadiku. ®K napamertpu Gynu obuncreni
38 JOMOMOIOI0 HEKOMITAPTMEHTHOTO METO/LY.

Yacruna 1: J[ns BHBYEHHS MOMIMBOTO BiAXMIICHHS
nepBuHHMX @K napamerpis Bix mponopuiiinocti 103u
Oyno 3aCTOCOBAHO MOZie/ib  OJHO(AKTOPHOro
aucnepciitioro anamizsy (ANOVA) ans norapudmiuso
MCPETBOPEHUX HOPMAsi30BaHUX I10 103 NepeMiHHUX
AUCHf i Crax. Byn oGuucneni cepesni qani 3a Mmeto10Mm
HalMeHuX Keapatis Ta 90 % nosipuuit inrepean ()
/U151 IOPIBHSHHA Bi IHOCHOT Gi0I0CTYNIHOCTI Pi3HUX YMOB
npuitomy ixi.

Yacruna  3:  BuBuaBca  BOIHB OaraTopaszoBux
nepopaibHUX 103 iTpakoHazony Ha @K RO7034067
MOIIYKOBUM criocobom. AHazoriusa Qopmyna mojeni
JUIsl aHasli3y BIUIMBY TXKi B yacTuni 1 Gyna 3actocoBana
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s slorapudmivuHo nepetBopernx OK napametpis Coax
i AUCo120r00 st e RO7034067 nopisusHO 3
kombinauiero RO7034067 ta iTpakonasony.

@J1 ananis
O/ nani npencraseni y rpadiuHomy BUrisi K piseHs
ekcrpecii  okpemoi  MPHK/mpodine  3anesHocrti

KOHUEHTpauii BiA uacy. PiBeHs ekcrpecii okpemoi
MPHK/konuentpauii ans  SMNI1, nosHoposmipHoro
SMN2 (FL), SMNA7, MPHK SMNRG (pedepenchoro
reHa SMN) i Ginka SMN B KoKeH MOMeHT BigGopy
3pasky (abo iuKyOauiiiHoro nikyBauHs) HaBeneHi B
CMHCKAaX pa3soM i3 3BeICHUMH CTATHCTHYHUMH JaHHMH
3A/IKHO  BiAl JIIKyBaHHA, BKJIFOYAIOYM CepedHi jaHi,
MeJliaHu, reoMeTPHYHI Cepe/iHi, JianasoHu, CTaHJapTHi
BI/IXW/IEHHA Ta KoediuieHTH Bapiauir.

19. lemorpadiuni nokasuuku pocaiskysaHoi|Jlo6poBosblli  40M0BIUOT CTaTi BikoM 18-45, pokis
nonynsuii (crare, Bik, paca, Towo) BKJIFOYHO.

DapmMaKoKiHEeTHYHI pe3y IbTaTH

In vivo pesynbrati Cmax i AUCo-24r07 1715 nepLoi 103u
RO7034067 y moaunu nyxe no6pe y3romkypaucs 3
MPOrHO30BaHUMH 10 NoYaTKy AOCITKEHHS
pesyibTataMM 3 BMKOpHUCTaHHsSM  (izionoriuHo
obrpynToBaHoro MozemosanHs ®OK. Hespaxarouu Ha
BIZCYTHICTh npoGieM Ge3neky Npy 3acTOCYBaHHi Oyanb-
AKOT JOCHIKYBAHOT 03, 30iMbLICHHS 103M Oyno
npunuHeHe wHa pisHi 18 mr RO7034067 3 merorw
BIJIMOBIAHOCTI 0OMEXKEHHIO IHAMBIAyaNbHOT EKCIO3ULLIT,
BCTaHOBJICHA MPOTOKOJOM, Ha piBHi 1500 roa.ur/ma ans
AUCo-24r0n. HaliBuina inguBigyansHa ekcnosuuis B
niasMi  KpoBi nNpoTAromM nepmwmx 24 romdH  micns
npuitomy 1034 (AUCo-24r04) cTanoBUAA 1470 rom.ur/mi
20. Pesynbratu edpekruBHOCTI npH Jo3i 18 mr.

Y wactuni 1 RO7034067 wBuako BCMOKTYBaBcs, npu
UbOMY Neplli BUMIpIOBabHI KilbKICHO KOHLEHTpaLT,
O CMOCTEepiranuch y BCiX NOCIIIKYBAHMX BHPOIOBIK
0,5-1.0 roauuu nicas npuitomy RO7034067 y 21031 Bif
0.6 1o 18 wmr. Ilicns nepopansHoro npuiiomy Harie
RO7034067 mBuako BeMmokTyBaBes i3 cepemHimM Timax
Mik 2,0 i 3,0 roaumnamu nicns npuiiomy nosu. [licas
AOCATHEHHs TMIKOBOT KOHUEHTpaLil B [asMi Kpogi
criocrepiranock 6aratodyase SHUKEHHS KOHUEHTpaLlii B
miasmi - kposi. OueBuaHui  TepMiHaibHHE  nepiog
HamiBBUBEACHHA 30inblIyBaBcss 3 030K | cepejHi
3HAUCHHs BapiloBaiM Bif nmpubamsHo 25 10 69 roguH.
[TikoBi koHueHTpauii B niasmi kpoBi (Cmax) i 3araibua
eKcnosuuis B miasMi kpoBi  (AUCHs) 3poctanu
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npornopuiiino 103 npu 3acrocysanHi R0O7034067 B
AocnimKyBatoMy Aianasoni 103. BapiaGenbHicts ®K
napameTpiB y njaasmi Kposi 6ysa HM3BKOK i CTAHOBMIA
MeHie 30% Cupax i AUChe CraTucTvunuii amanis
(ANOVA) He BusBMB [JaHMX, HEOOXigHMX Ui
Bi/IXMJIEHHS Hy/1bOBOT riNOTe3M NPONOPLIHOCT 1031 A
Crmax i AUCIng, M1 LIbOMY 3Ha4eHHs p cTaHoBHIM 0,23
At Cnax 1 0,271 nnst AUChys. YacTiua npuiiHaTol 103w,
L0 BiIHOBUJIACK B ceyi, cTaHoBHIA MeHiue 10 % ans yeix
JOCII/DKYBAaHUX /103, | HUPKOBHH KITipeHC He 3MiHIOBaBCS
3a1eXHO Bia a03u. Cnoctepiranock 100pe y3romkeHHs
MizK KOHLIGHTpALisIMK B KanisApHiii Ta BeHO3HiH niasmi
KpoBi, mnpu 1BOMY KoHuUeHTpauis RO7034067 s
KaminspHid - niasmi  kposi  3araiom  Gyna  Buume
KOHLEHTpaLlii y nja3Mi BEHO3HOT KpoBi. 3arajiom ika He
Maja sHauumoro BBy Ha @K RO7034067 y nnasmi
KpOBI.

Y wvactuui 3, xonu RQO7034067 3aCTOCOBYBAaBCS 3
0araTopasoBUMM  [103aMM  iTpakoHa3ojly, cepe.Hi
3HavyeHHs RO7034067 pewo smeHmunmcs 3 26,8 Hr/mi
a0 23,5 ur/Mn g Cmax 1 gemo 36insmmmucs 3 925
rof.Hr/mi 10 1020 rop.ur/ma mist AUCo-120r0x. 1151 Crnax
CHIBBi/IHOLICHHA CEPENHIX TeOMETPHYHHX BETMUMH
cranoBuio 0,906 (90% JI: 0,841-0,976) i s
AUCo-120r0a— 1,108 (90 % AI: 1,031-1,191). 3 orasaay Ha
ue iTPaKoOHa30N MaB He3HauHMH Ta KIiHIYHO He
3Hauylui BnauB Ha ®K RO7034067.

PesynbTatu onuryBaHHs 1WO/10 CMaKy

Pesynbratu nokasanu 3aranoM noAi6Hy iHTeHCHBHICTE
CMaKy TpH 3aCTOCYBaHHI YCiX N0C/i1XyBaHUX /103 i Gynu
NOPIBHANBHUMM 3 mnauebo.  BusBuiocs,  wio
NEpopajibHUi PO3YMH aKTHBHOI PEYOBHHM CHpUHMAaBCH
Oinbin ripkum s 103 RO7034067 Big 2 mr g0 18 mr
MOPIBHAHO 3 MEPOPAILHUM PO3UMHOM MI1aLEe6o.
@apmakoaMHaMiuHi Pe3YbTaTH

[Ipuiiom oaHOpa3oBUX nepopanbHUX 103 RO7034067 3
0.6 Mr 10 18 Mr npu3BoauB 10 36i1bIeHHs pieHs MPHK
SMN2 FL i 3meHwenns pisaie MPHK SMNA7
nponopuiiino j03i. Cnispignomenns MPHK SMN2
FL/SMNA7 BusBuioch uytiuBuM Giomapkepom s
MOHITOpPHHTY MexaHismy aii RO7034067. Cepeaniit uac
A0 OTPUMaHHA MAaKCHMallbHOTO eeKTy OYB AOCATHYTHIA
y miepioa Mix 4 Ta 8 roamHamu micas npuiiomy 103u y
rpynax ycix gocniukyBanux no3. Pisenr MPHK SMN]
He 3MiHIOBaBcs Npu JikyBauni RO7034067. Bussunoce.
O KA HE Mae€ 3HAYHOIO BIUIMBY Ha Moaudikyroui
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edbektu RO7034067 wmomo cnnaicuury. Pesynbraru
nikyBauus RO7034067 ex vivo Y3rOKYHOThCA 3
pesynbTatamn  woao MPHK SMN  in  vivo npu
aHANOTIYHOMY  Jiana3’oHi  KOHLEHTpauiii. [Tpuiiom
OIHOpa30BUX  MepopainbHUX 103 RO7034067 He
NMPU3BO/MB JI0 3MiHM KOHUEHTpaLii 6inka SMN B kposi.
Yci nocnimxyBani Manu iouaiiMeHwe i komii rexa
SMNI, npu upomy oauu fociskyBanuit Mas Tpu Kot
Yucno xomiit rena SMN2 6yno Gisbin BapiabenbHuM (y
nianasoni Bijg 0 10 2).

RO7034067  pobpe MEePEHOCUBCS 3/I0POBUMH
HOJIOBIKAMM NpW mpuifomi HaTiie Ta micas i npu
3aCTOCYBaHHI B pa3oBux a03ax 0,6—18 Mr B uacTuni 1 i
MpH CyMyTHEOMY 3aCTOCYBaHHI 3 ITPAKOHA30JI0M B
vyactuHi 3 pocnmimkenns. He nosimomasiocs npo
BUMazaKu cmepreid, HA cepeanboro un sokkoro crymnens
TSKKOCTI, nepeiyacHoi BigmMinu uepes HS a6o CHS. He
CrOCTepiranocs KJIiHIYHO 3HAYMMOrO JiKyBaHHA abo
3a/IeXKHUX Bijl 103M 3MiH TIOPIBHAHO 3 BHXiAHHM CTAHOM
mpu  GisukanbHOMy 0OCTENKEHHi, 3 GOKY OCHOBHHX
MOKa3HUKIB  KUTTEISIIBHOCTI oprasiamy, EKT,
nabopaTopHUX MOKA3HMKIB abo 3a pesynbpTraraMmu
0(TanbEMOIOTIYHOr0 06CTEIKEHHS.

21. PesyabraTu Gesneku Y uinomy B 060X uyacTMHax gochimkeHHs 19
JIOCIT 1KY BAHMX [TOBI IOM UK npo saranom 27 HS (21 HA
y uyactudi 1 i 6 HS y wactuni 3) y nepiog yacy Mix
NMEPIIHM  MPUHOMOM  IOCHiUKYBAHOrO Mpenapaty Ta
Bis3uToM |  mojanblioro crnocrepexeHus.  Yci
noBizomneni HSI 6yiu sierkoro cryneHs TskKkocTi. JlBa
HA  BBawanues  mocnignmkoM  nop’ssamumu 3
JOCII/DKYBAHUM JTiKyBaHHAM (MOJIAKiypis [mnaue6o] i
roj1oBHui 6116 [RO7034067 y nosi 18 mr]); Bouu Oyau
oOMexeHi Mo TPUBAJOCTI TA 3HUKIM CHOHTaHHO Ge3
HacniakiB. HaiiGinem wactumu nosizomnenumu HS
Oyiau ronoBHuit Ginb, diapes, 6iab y JKMBOTI Ta
Hasopapuurit. He crioctepiranocs 3aneskxoro Bij 103u
30i1blIEHHA YacTOTH a60 TAKKOCTI MoBioMeHHx HSL.

* OaHopasosi nepopaibhi n03u RO7034067 pix 0,6 mr 10
18 Mr Oyan Gesmeunumu Ta n0Gpe NEPEHOCHIIMCE
310POBMMM  YOJIOBIKAMHM, TIpM UBOMY He Oy
inenTudikopaHi aki-nebyap KAiHIYHO 3HAYHMI npo6aemMu
Oesnexkun. He crocrepiranuch KAiHIYUHO  3HAYMMI
MOB’A3aHI 3 JiKyBAaHHAM 3MiHM npH (isukansHOMY
o0CTeXkEeHHI, 3  GOKY  OCHOBHMX  MOKA3HHKIB
PKMTTENSIEHOCTI OpraHismy, KiIiHIuHMX J1abopaTopHUX

22. BHCHOBOK (3aKIIIOYEHHS)
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nokasHukis 3 Oesnmexu, EKI' Ta 3a pesymbratamu
odraneMoOridHOro  06CTEKEHHS. MakcumanbHa
NEPEHOCHMA /1032 HE MOKEe OyTH BCTAHOBJIEHA OCKIJIBbKH
MiABMILEHHA 1031 GYJI0 NPUNMHEHe Ha piBHi 1031 18 Mr
3 METOK0 HE MepeBHIIEHHs OOMEeKEeHHs eKCIO3MLIT,
nepej10ayeHoro NpoToKoJIOM.

* GCmax i AUCwe RO7034067 36inburyBanucs
nponopuiiHo 103i y aocnimkysaHoMmy aianasoni 103.
BapiabenbHicts pospaxopanux ®K napameTpiB 3araiaom
Oyma Hu3pkol (< 30 %). HupkoBa ekckpelis
RO7034067 6yna  MmiHiManbHO0 (< 10 %).
Crnocrepiranocs Jo6pe Y3roJ/DKEHHS MixK
KOHLICHTPALSIMH B 1171a3Mi KaniJspHOT Ta BEHO3HOT KPOBi,
npy  0boMy KoHueHtpauis RO7034067 y nnaswmi
KamniiapHOT KpoBi 3aranom Gy/ia BHIE KOHLEHTpawii y
1J1a3Mi BEHO3HOT KPOBi.

* 3actocysanHa RO7034067 npusBeio 10 3a1€3KHOrO Bin
JI03H 301bLIEeHHS CI1iBBiJHOLIIEHHS MPHK
noBHoposmipHoro SMN2 Tta MPHK SMNA7 aas
JOCIIiIXKYBAHOTO /ianasoHy 03, 10 ChiBNagae 3 Horo
04iKYBaHO (DapMaKoJIOriuHOI Ji€k0.

* Crocrepiranacs  Mo3WTHBHA  KopessLis — Misk
excrnosuuieo RO7034067 y nunasmi kposi (AUC(-2401)
Ta BILIMBOM Ha MOAMQIKaLlil0 CNUIAMCHHTY, BUPAKEHOTrO
B AUEo-24r0x criiBBigHomenus MPHK MOBHOPO3MipHOTO
SMN2 ta MPHK SMNA?7.

* [ka He mMana 3uaunmoro BBy Ha @K RO7034067 y
naasmi  kpoei. Tomy RO7034067 sk nepopaibHUi
PO34HMH MOXE 3aCTOCOBYBATHCh HE3ATICXKHO Bijl MpUitoMy
K.

* CynyTHe 3aCTOCYBaHHS 3 ITPAKOHA30JI0M acOLiKOBAJIOCH
i3 He3HauYHUM BrMBOM Ha OK oHOpasoBoi nepopaibHOT
103U RO7034067: crioctepiraiaocs HE3HayHe
30i/1bLIEHHSA AUCo-120r0a (criBBigHOLIEHHS
CePEIHLOreOMETPUYHMX BeanuuH 1,108) i HesHauue
3MEHIIEeHHS Cinax (cniBBiAHOLIEHHS
cepeanboreomMeTpuyHuX Beanuun 0,906). Li pesynsraru
CBif4aTh Mpo obmexenult Bkmag wasxy CYP3A Ha
merabonism  RO7034067, i sBinzcu — mpo mainy
BIPOMi/IHICTE  KIIHIY4HO  3HauMMoOi  B3aemonii 3
inribitopamu abo inaykTopamu pepmentis CYP3A.

* OnnopasoBa nepopanbHa 103a 6 Mr RO7034067 B
MOHOTepanii abo B komOiHauii 3 iTpakonasonom Gyna
Oesmeynowo Ta J00pe nepeHocHiack 3J0pPOBMMHU
YonmoBikamu  6e3  sKuX-HeOymb  iseHTH]iKOBaHMX
KIiHIYHO  3HAYMMHX  mpobneM  Gesnekw. He
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CMOCTEpiranuch  KJIiHIYHO  3HA4YUMi MOB’s3aHi 3
MKYBaHHAM 3MiHH npu QisuKanbHOMY oGCTeXeHHi, 3
OOKY OCHOBHHUX MOKa3HUKIB HKUTTE A STBHOCTI OpraHismy,
KJIiHIYHKMX TabopaTOpHUX MOKa3HUKiB 3 6esneky, EKI Ta
34 pesysnbTaTaMi o TalbMOJIOTIYHOrO 00CTEIKEHHS,

3asABHMK (BJACHUK peecTpaLliiiHOro NocRiueHHs)

@.Xobpmauu-JIs Pour JItn

[Tianuc [Mianuc
Jleiina Jlictep Karanina Poxac
Binnin 3 Mi>kHAPOTHMX perynaTOpHUX MUTaHE Binuin 3 MiskHapoHUX peryJasTopHUX nuUTaHsb
@ . Xoddmanu-JIs Pow Jltg @ . Xobpmann-JIs Powr Jltn
basess, [lpeiinapis Basens, 1lIBeiiuapis
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Clinical Trial Report

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

EVRYSDI®

2. Applicant

F.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

3. Manufacturer

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

4, Trials conducted:

l yes Z no

If not, substantiate

1) type of the medicinal product, by which
registration was conducted or planned

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

(AS). Original (innovative) medicinal product (the
molecule is not presented on the Ukrainian market) for
treatment of rare disease according item 10 (sub-item
10.1) of section V of the Procedure of Order of the
Ministry of Health of Ukraine dated 23.07. 2015 Ne 460.

5. Full name of the Clinical Trial, clinical trial code

Protocol No. BP39122. Open-Label Study Investigating
The Excretion Balance, Pharmacokinetics and
Metabolism of A Single Oral Dose of ['“C]-Labeled
R0O7034067 In Healthy Male Subjects.

Report Number 1078092, January 2018

6. Clinical trial phase

lI[

7. Period of the clinical trial

First Patient Screening Visit: 29 November 2016
First Patient First Visit (FPFV): 03 January 2017
Last Patient Last Visit (LPLV): 07 March 2017

[&Countries where the clinical trial was conducted||This study was conducted in The Netherlands

—

9. Number of study participants

Planned: 6
Enrolled: 6

10. Goal and secondary objectives of the clinical
trial

The primary objectives of this study were:

* To characterize mass balance, routes and rates of]
elimination of ['C]-labeled RO7034067, using
conventional analytical methods (and accelerator mass
spectrometry [AMS] if necessary).

* To assess the pharmacokinetics of total drug related
['*C]-radioactivity, RO7034067 and its metabolite(s) as
appropriate, using conventional analytical methods (and
AMS if necessary).

The secondary objective was:

* To identify and quantify the metabolic profiles of]
RO7034067 in plasma, blood pellet (if appropriate), urine
and feces, based on ['*C]-radioactive metabolic profiling,
and characterize any major metabolite(s), using
conventional analytical methods (and AMS if necessary).
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* No points for Az: number of points used for
determination of Az

* R%-ujusted: goodness of fit statistic for the terminal
elimination phase, adjusted for the number of points used
in the estimation of Az

* CL/F. apparent oral plasma clearance (for [!2C]-
RO7034067 only), computed as dose/AUCq¢

In addition, the blood-to-plasma ratio was calculated for
['*C] radioactivity.

The safety outcome measures for this study were as
follows:

17. Safety evaluation criteria * The incidence and severity of adverse events.

* The incidence of laboratory abnormalities based on
hematology, clinical chemistry, and urinalysis test

* Individual concentrations at each sampling time point
for non-radiolabeled-RO7034067 in plasma and
individual [14C]-radioactivity in plasma, urine and feces
and its metabolite(s) as appropriate were presented by
listings and descriptive summary statistics, including
means, geometric means, ranges, standard deviations and
coefficients of wvariation. Individual and mean
concentrations versus time data thereof were plotted on
linear and semi-logarithmic scales, as appropriate.

* The safety and tolerability data were listed and
presented in summary tables and plots as appropriate.

* No formal statistical analyses were performed.

19.  Demographic  characteristic of study|Male subjects between 35 and 65 years of age (inclusive).
population (gender, age, race, etc.)

18. Statistical methods

* Mean overall recovery of total [*C]-radioactivity was
81.4% (x 13.4%) of the dose administered, with
individual values ranging from 60.3% to 89.6%.

* Most of the [*C]-radioactivity was found in feces
(53.2% % 14.0% of the dose on average) and 28.2% +
23.9% of the dose was recovered in urine.

* During the 14-day collection period (Day 15), the
average recovery of ['*C]-radioactivity in urine and feces
20. Efficacy results was 25.8%, ranging from 14.1% to 31.8%, and 50.6%,
ranging from 43.8% to 58.8%, respectively.

* After single oral dose administration of an oral solution
of 18 mg ["*C/"?C]-RO7034067, peak [*C]-radioactivity
concentrations were reached between 1.00 to 4.50 hours
post-dose in plasma and with a slight shift to a later Tumax
in blood.

* ["“CJ-radioactivity levels in plasma and blood were
close to the limit of detection and started to fall below the




—
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However, the presence of circulating metabolite(s) is
indicated by higher levels of total “C-labeled drug
related material compared to '2C-RO7034067 levels.

* Metabolic characterization of drug-related material in
plasma, urine, feces and blood (if appropriate) samples is
currently ongoing and will be reported separately.

* A single oral dose of 18 mg of [“C/'2C]-RO7034067
was well-tolerated and without any safety signal in
healthy male subjects.

F.(H’oﬂffjr‘n-gn-i_a Roche

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd

i
International Regulator
Basel, Switzerland

Leyla Lister

ﬁt ' CJJ{L L .

F. Hoffmann-La Roche Ltd
International Regulatory
Basel, Switzerland
Catalina Rojas
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3BiT Mpo KJiHiYHe BUNPOOYBAHHS

1. Hasea nikapcskoro 3aco0y (3a HasiBHOCTI -
HOMEP peecTpalifHOro NOCBiI4eHHs)

EBPIC/II (EVRYSDI®)

2. 3asiBHUK

@ . Xopdmann-JIs Powr Jitx
'pensaxepiurpacce 124, 4070 Basenn, LIpeiinapis

3. Bupobuuk

@ . Xodpmanu-Jis Pour Jita
Bypwmicser, 4303 Kaiicepayrcr, Llgeiinapis

4. TIpoBeseHi gocimKeHHs:

I rax Hi AKLLO Hi, 00IpyHTYBATH

1) Tun nikapcbKoro 3aco0y, 3a AKMM NPOBOIMIACH
abo nnaHyeThes peecTpaiis

Jlikapcekuii 3aci6 3a MOBHWUM 10CHE (ABTOHOMHE [0CKE).
[HmMIH nikapcbkuii 3aci6.

Hosa  npiroua  pewoBuna  (JIP).  Opurinanbuuii
(iHHOBauiknmii) nikapcekuit  3aci6 (Monekyna He
NpeACTaBIeHa HAa PHUHKY YKpaiHu) [ JiKyBaHHs
piaKicHOro 3aXBOPIOBAHHS 3riIHO TyHKTY 10 (mianyHkry
10.1) posginy V Tlopsaky nakazy MO3 Vkpainu Big 23
nunHa 2015 poky Ne 460.

5. lloBHa Ha3zea KJIiHiYHOro BUMPOOYBAHH,
KOJIOBaHHI1 HOMEP K/IiHIYHOTO BHMPOGYBaHHs

[Iporoxon Ne BP39122. Bigkpute nociuimkeHHs 3
BUBYEHHs OamaHc eKckpeuii, (apmakokiHeTMkn Ta
MeTaboisMy ©0aHOpa3oBoi nepopansHoi jo3u [4CJ-
miveHoro RO7034067 y 310poBHX 4OJIOBIKIB.

3sit Ne 1078092, ciuens 2018 poky

6. ®asa kiniuHoro BHIPOOYBaHHs

! |

7. llepion nposeieHHs KIiHIYHOTO BUNIPOOYBaHHS

CkpuninroBuii Bi3sUT nepioro namienra: 29 nucronaaa
2016 poky

[lepumii BizuT nepuoro nauienra (FPFV): 3 ciuus 2017
POKY

Ocrauniif BisuT ocrannboro mnauienta (LPLV): 7
Oepesns 2017 poky

8. Kpainu, ne  npoeoamnocs  kniniume|Lle mocaimkenns npoeouiocek y Hizeprangax
BUNPOOYBaHHs
9. KinbKicTh 10ocaimpKyBaHux SaIIaHOBaHa; 6
' Y DakTHyHa: 6
TTepBUHHUMM LiNAMU 1IBOTO AOCHIKEHHS GyJ1u:
* Oxapakrepu3yBaTy Ganancu Mac, LJIAXH Ta WBHIKOCT
BuseaeHHs ['*C]-mivenoro RO7034067 3a 1onoMoromo
10. Mera Ta BTOpMHHI WLini KIIHIYHOIO|THIIOBHX AHANITHUHMX METOIHK (i mac-ciekTpomerpii 3
BUIIPOOYBaHHS npuckopiosaueM [AMS] 3a HeoOxianicTIO).
* Ouinnt (apmMakoKiHETHKY 3arajabHOT MOB’s3aHOi 3
nikapcbkum  3acoGom  ['“Cl-pajioaktusHocti A
RO7034067 Ta iforo merabonity(iB) 3a HeobXignicTIO, 32
— CF el o & ‘/ i —
- L & A cee)
G | L
yﬁé,:f}/,/{ Y 2 AN 4 5/4
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JOTIOMOTOK0  THIOBUX AHAITHYHUX MeTomuK (i Mac-
CHEKTpOMETpil i3 mpuckopioBadem [AMS] 3a
HeoOXimHiCcTIO).

Bropunnoio meToro 6yio:

* laenTndikypaTi Ta BU3HAUUTH KilbKicHO MeTabosiumi
npodini  RO7034067 y  nmnasmi,  ocamkeniii
LEHTPUYryBaHHAM KpoBi (3a HeobXiaHicTio), ceui Ta
Kani Ha migcrasi ["*C]-pagioakTuBHOrO MeTaboiuHOro
npoinioBaHHs  Ta  OXapaKTepU3yBaTH  Oyb-sKHii
OCHOBHHH meTaboJiT(M) 3a [IONOMOrol  THIOBMX
aHAMTHYHUX ~ MeToAMK (I mac-criekTpomeTpii 3
nprcKoproBayeM [AMS] 3a HeoOxinHicTIO).

11. Tusaiin kniniyHOro BHIpo6yBaHHs

Le Bimpute, HepaHIOMi30BaHE NOCTIIKEHHS 3 BUBUEHHS
Oanancy exckpeuii, ®K i meraGonismy oaHOpa3oBoi
nepopaneHoi  103u  ["*C]-miuenoro RO7034067 vy
3JI0POBHX YOJIOBIKIB.

\2. OCHOBHI KpuTepii BKIIOYEHHS

H3;10p013i 4YOJIOBIKH BIKOM Bifi 35 10 65 poKiB (BK/IIOYHO). |

13. JlocnimpkyBanuii jikapchkuii 3aci6, croci6
3aCTOCYBaHHs, cuia il

['*C/2C]-RO7034067 nepopanbiuii posaun 1,0 Mr/m.
Howmep cepii: RPU215EC/14C-R0O7034067/2 ciuns 2017
pOKY.

OnuopasoBa mepopansha no03a 18 wmr [M4C/12C-
RO7034067 i3 npubmusuo 0,75 MBq (20 uCi) [4C/12C]-
miveHoro RO7034067 3acrocoByBanack y BHIIsA
MUTHOIO PO3YHHY HATIIE B JEHb 1.

14.  Ilpenapar mnopiBHAHHS, croci6

3aCTOCYBAHHs, cHJIa il

J103a,

He 3acrocosHo.

15. CynyTHs Teparnis

Sk 3aranbHe npaBuIIo, CYIyTHS Tepanis He J03BOJISIACE,
38 BMHATKOM JIiKapChKMX 3acoGiB uis  jikyBaHHs
HeOakanux spuiy (HS), 3a BUHATKOM BUNAmKiBs, Ko
OOIPYHTYBaHHA BHHATKY OyJ0 OBrOBOpPeHO Ta 4YiTKO
3aIOKYMEHTOBAHO Mk JOCHIZIHUKOM Ta KJIiHIYHUM
dapmakonorom Poru,

16. Kpurepii oninku edekruBHOCTI

IlepBUHHUMY 3MIHHUMM JOCIi JKeHHS GYITH BHBEACHHS 3
CeUerd Ta KaJiOM 3arajibHOi paaioakTuBHOCTI Ta DK
NapamMeTpu  3arajibHOTO MOB’A3aHOTO 3  JIKApCHKHUM
3acobom marepiany (BKIITOYAKOUH 3arajbHy
pazioakTusHicTs) i RO7034067 npu HeobximHocTi. Vei
immwi  ®K  napamerpu i MeraGoniummii  npodine
BBAYKAJIMCSl BTOPHHHUMHM.

[loxasuuky y nnasmi quis ['2CJ-RO7034067 i nokasHuku
y mnasmi Ta kpoBi A [“C] pagioaktusHOCT
3aCTOCOBYBAIMCE JuUld  oOuucieHHs HacTynHux ®OK
rapameTpiB 3a HeOOXiAHOCTI:

( ) V/QZJE’-({(’?;KV ié‘»/(}é'géz’(;,-
i
%/ "’C‘%— (e p £t a8 &, /g "
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* Cmax! MaKcHMasnbHa CHOCTEPE)KyBaHa KOHLUEHTPALis y
na3Mmi Y4 Kposi

* Cuast OCTaHHA  CrOCTEpe)KyBaHa  BUMipIOBaHa
KOHLIEHTpallis

* Tmax: uac J0 MakcHManbHOI CHOCTEPEKYBAHOT
KOHIIEHTpALlii B 11a3Mi Y KpoBi

* Thast! 4ac 10 OCTAHHLOT CIIOCTEPEKYBAHOT BUMipIOBaHOT
KOHLIEHTpaLlii

* AUCust: mioma niz hapMakoKiHETHUHOIO KPUBOIO, 1110
OIIHCYE 3aJICKHICTh KOHLEHTpauUis/yac y mmiasMi 4w
KPOBi, TOpIBHSHO 3 KpPHBOIO 4Yacy J0 OCTAHHBOT
BMMipIOBAHOI KOHIEHTpALLiT

* AUCq: mtomma nij papMakoKiHETHUHOKO KPUBOIO, 1110
OIMHCYE 3ajIeKHICTh KOHLEHTpalis/uac y muasMi 4u
KpOBIi, MOPiBHAHO 3 KPUBOI) YaCy, EKCTPAIOILOBAHOT Ha
OeskineunicTh, o6uncnena sk AUCHks + (Ciast_obs/A)

* AUCY%extra: BIICOTOK €KCTpPanoJyibOBAHOT IO ITiJ
(papMakoKiHETHYHOIO KPHBOIO, IO OMMCYE 3aNEKHICTH
KOHUEHTpALlif/4ac y Maa3Mi 4u KpoBi, eKCTPamnoboBaHo|
Ha Oe3KiHeuHicTh

. HL: OUYEBH/IHUH TepMiHaNbHHUi nepioa
HaMiBBMBEAEHHS, 00UMCIeHni ik In(2)/Az

* Az: OYEBM/IHA KOHCTAHTA LIBMJKOCTI TEPMiHANBLHOIO
BUBEJCHHS

* Hemae Touok jns Az: KijbKicTh TOYOK, SKi
BMKOPHCTOBYIOThCS JUTA BH3HAYEHHSA \Z

*  R?-ciopurosane:  CTATHCTMKA  BimmoBigHocTi s
TepMiHaNbHOT  (basH  BHBEJEHHA, CKOPHIOBaHAa 3a
KIBKICTIO  TOYOK,  AKi  BHKOPHCTOBYIOTECS  I1PH
BU3HAYEHHI Az

* CL/F: oueBuaHHil nepopanbHUil MmiiasMoBuii KiipeHc
(mmme g [2C]-RO7034067), obumcnenuii sk
n03a/AUCns

Okpim Toro, 6y10 oGuHCIeHe CIiBBiAHOMWIEHHS BMicTy
JKapchKOro 3acoby B HiNbHIN KPOBi Ta nnasMi Kposi s
[4C] panioakTuBHOCTI.

Y upomy gociimkeHHi OylM HacTyNmHi NOKasHUKM 3
Oe3nexu:

* YacToTa Ta TSKKICTh HeDa)KaHMX SBHIL

* Yacrora BigxuieHHs 1aGopaTOpHHX NMOKA3HHKIB, 110
IPYHTYIOTLCA Ha pe3ybTaTax KiIiHiYHOTO aHali3y KpoBi,
GioxiMiuHOTrO aHai3y KpOBi Ta 3arajbHOro aHajisy ceui.

17. Kputepii oninku 6e3nexu

* Okpemi KOHLEHTpaLii B KOKEH MOMEHT 4acy Bifbopy
3paskis ans HemideHoro RO7034067 y nmasmi Ta
okpemoi [14C]-panioakTHBHOCTI y miasMi, ceui Ta xasi
Ta Horo MetabouiTy(iB) 3a HeoOXixHOCTI OyiIM HaBeneHi

18. CtaTHCTHYHI MEeTOaH

4 & ’ A I/-
ol ./ §
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Y BUIJISIII CIMCKIB Ta OMHCOBOI 3BeEHO CTATHCTHKH,
BKIIOYAIOYHM CEPe/Hi 3HAYEHHs, CepelHi reoMeTpuyHi
3HAYCHHs, Jliana3’oHM, CTaHJapTHI BiAXWJIEHHS Ta
koediuientn Bapiauii. Bynu no6ynosani rpadiku
OKPEMHX Ta CepeiHiX KOHLEHTpauill mnopiBHAHO 3
AaHMMH LOJI0 Yacy Ha NiHiHHIl Ta HanisaorapuMiuHiii
IIKaJi 3a HeoOXiaHicTIO.

* by 3a3naueni nani mono Gesneku Ta nepeHOCHMOCTI,
a TAKOXK HaBeleHi Yy 3BeJIeHUX Tabnuusgx Ta rpacdikax 3a
HeoOXimHiCTIO.

* QopMmalibHHI CTATHCTHYHHMI aHA3 He MPOBOUBCS.

19. Jlemorpadiuni nokasHuku pocimxysanoi|Yonosiku Bikom Big 35 10 65 POKiB (BKJIKOYHO).
noryJisuii (cTaTe, Bik, paca, Too)

* Cepemne cymapHe BuBemeHHs 3aranbHoi [14C]-
pamioakTuBHOCTI  cranoBuio  81,4%  (+ 13,4 %)
MPUAHATOT 103, NPH LILOMY OKPeMi 3Ha4yeHHs GYIH B
nianasoni Bijx 60,3 % 10 89,6 %.

* Binbwa yactuna [*C]-pagioaktusHocti 6y1a BusiBiena
y kani (53,2 % + 14,0 % no3u B cepeanbomy) Ta 28,2 %
+ 23,9 % no3u 6y/10 BUBOAMIIOCH i3 CEUErO.

* [Tix wac 14-nenHoro nepioay 360py (neHs 15) cepejiHe
BuBesieHHs ['*C]-pamioakTHBHOCTI i3 ceuero Ta Kaaom
cTaHoBMIIO 25,8 % (niamason Bix 14,1 % no 31,8 %) ta
50,6 % (niamasoH Bij 43,8 % 10 58,8 %) BianosiaHo.

* Ilicna npuitoMmy ojaHopazoBol [IEPOPANIbHOI  J103U
nepopansHoro posumny 18 mr [#C/2C]-RO7034067,
mikoBa koHuentpauis [*C]-pagioakrusnocti y miasmi
KpoBi Oyna focsrayrta mix 1,00 mo 4,50 rogunu nicns
NPUAOMY [I03H Ta 3 HE3HAYHHUM 3CYBOM 0 OCTAHHBOI'O
Timax Y KpOBI.

* Pigni [*C]-pagioakTuBHocTi y nnasmi kposi Ta Kposi
HaO/MMKaAMCA O MeXi BH3HAYEHHS Ta MOYMHAIH
3HHXYBATHUCA HHKYE MEXKi KiIBKICHOrO BH3HaYeHHS
uepes 48 rofuH micis npuiomy I03H y KpoBi Ta uepes
120 roaus y nnasmi kposi.

* CriBBiHOIIEHHS CePEHBOrEOMETPUYHHX MOKA3HHKIB
['*Cl-panioakruBrocTi y KkpoBi Ta mmasmi  Kkposi|
BapitoBao Bij 0,691 10 0,925,

* ChiBBiIHONIEHHS CepeHBOreOMETPHIHHX NIOKA3HUKIB
(% xoediuienra BapiaLii reOMETPUUHOTO CEpeAHBOrO)

20. PesynbraTu edpeKTUBHOCTI

115 OYEBHUJIHOTO TEPMIHATBHOTO nepiony
HaniBeueeJeHHs: RO7034067 craHoBuiIo 78,8 romuHu
(26,5 %).

* Tleomerpuune cepemne (% koediuienra Bapiauii
FEOMETPUYHOrO  CepefHbOro) g Cumax | AUCis

i ) o
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RO7034067 y nmasmi kposi crtanoBuno 70,0 Hr/mi
(17,0 %) Ta 2,990 roa.ur/mn (31,7 %) BiAmnosigHo.

* Yei 6 pmocmimkysanux (100 %), siki OTPHUMYBAJH
JOCTIJKYBAHMI Ipenapar, Majd MoHaliMeHIe oaHe
HZl, npu upomy 3aranom Gymo nosizomueno 18 HSI;
HaHOINBI YacTMM moBizomienum HS Oyna cyxicte
wKipy (3 gocimKyBaHnX).

* 413 18 HA (22,2 %) y 3 10cHimKyBaHHX BBAXKATHCH
JIOCTIZIHUKOM  [OB’A3aHUMH 3 JOCITIKYBaHHUM
MiKyBaHHAM, i uumu HSI 6ynu posnanu chy (2 NalieHTH),
3aNaMopoveHHA Ta Hya0Ta y 1 manjienra.

* Binbwicte HS Gynm serkoro crymens TsokkocTi sa
BUHATKOM 4 HJl (2 nauiewta), siki Gymm cepeanboro
cTyneHs Tsukkocti. HS Tsokkoro crynmens Tspkkocti He
MOBiIOMJISLITUCE.

* YV JocnifkeHHI He NOBIIOMJANOCH TPO BHOAIKM
cMepTei,

* Y oanoro natienta possunynocs CHS nueemonis Ha
JeHb 32 NOC/IiKEHHS, [0 BBAXKANOCS AOCHiAHHKOM He
TOB’SI3aHUM i3 JIOC/Ii/UKYBaHUM NiKyBaHHAM. [ [HeBMONis
3HMKJIA TIC/IA JIKYBaHHS aMOKCHLIMITIHOM.

* XKomen npocnmimkysanmii nepenuacHo He BUOYB 3
HOCITiIDKEHHS 3 IPUYHHH Oe3eKu.

* He cnocrepiranock KiiHiYHO 3HAYMMMX BiAXHICHD
N1abopaTOpHUX MOKA3HHMKIB, NP OQTaNLMOOriUHOMY
obcTexeHHi Ta pesynsratis EKT.

21. Pesynpratu 6e3nexu

* CepesiHe 3aranbHe BHBEJEHHS 3arajbHO! BBEICHOT
[**C]-panioakTuBHOCTI CTAHOBHJIO 81,4 % i3
BapiroBaHHAM Bifl 60,3 % 10 89,6 %. OCHOBHUM LLLISIXOM
BuBe/ieHHs ['“Cl-panioaktusHocTi 6yno BuBemeHHS 3
KaJloM y cepeHboMY 53,2 % BBeAEHOT 103K, BUBEACHHS
i3 ceweto ['“C]-pamioakTuBHOCTi  cTamoBMiO B
cepeHbomy 28,2 % BBeIEHOT 103M.

* [1nasmosa excnosuuis [12C]-RO7034067 Gyna saranom
MOPIBHAIBHOIO 3 JaHUMHU 3 JOCIIKEHHS 0JIHOpa3oBoOT
22. BHCHOBOK (3aK/1t04eHHs) HapocTaioyol 1031 (BP29840) mpu 3actocypansi Tiel x
J103H.

* Konuentpauis 3aransHoro nos’sisaHoro 3 NiKapChbKUM
3aco00M Marepiajny, IO OLIHIOBANaCh 3a AOIOMOIOIO
['*C]-panioaxTiBHOCTi y mnasmi kposi Ta KpoBi 6ya
BHLLE KOHLEHTpaLii, Bu3HaueHoi s ['2C]-RO7034067 B
YCIX 4acOBMX TOYKAX BH3HAUYEHHS. AMpOKCHMALLis
nepiofly — HamiBBHBENEHHS  LyMpKymolouoi  [4C]-
PajioaKTHBHOCTI HEMOXIIMBO AOCTOBIPHO OL{HMTH s
nopisuanuA 3 ['*C]-RO7034067. Onnak Ha npucyTHicTs

£
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LMPKYJIIO0YOro MeTaboliTy(iB) BKa3yloTh BHMILi piBHI
3arajibHoro '*C-Mi4eHOro M0B’sI3aHOTO 3 JiKapCHKAM
3ac000M Marepiany TOpiBHSHO 3 piBHamu  '2C-
RO7034067.

* OnucanHst MeTabonisMy MOB’S3aHOTO 3 JIIKAPCHKUM
3aco0oM MaTepiany B 3pa3kax IU1a3MH KpOBi, ceui, Kaiy
Ta KPOBi (3a HEOOXi/HICTIO) Ha JlaHMil Yac TpUBae i npo
1e Oy/ie NoBiJOMJICHO OKPEMO.

* Opnopasosa nepopaneHa nosa 18 wmr [MC/2C]-
RO7034067 nobpe nepenocunacs 6e3 Oyab-ATKHX
CHUIHaJB i3 6€3MeKH Y 3/I0pOBHX YOJIOBIKIB.

3asBHUK (BJACHUK peecTPalifiHOTO NOCBiTUeHHS)

©.Xoddmanu-JIa Pom Jitn

[Tignumc [Tignuc

Jleiina Jlictep Karanina Poxac

Binain 3 MiBKHAPOAHHX PETYIATOPHHX MHUTAHD Biaain 3 MbKHAPOAHHX perysTOpHUX MUTAHb
. Xoddmanu-Jls Por JItx @ . Xodpmann-Jls Pom Jity

bazens, LBelinapis baseuns, llpeiinapis
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Clinical Trial Report

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

EVRYSDI®

2. Applicant

F.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

3. Manufacturer

FHoffmann-La Roche Ltd

]

Wurmisweg, 4303 Kaiseraugst, Switzerland

|

==
4. Trials conducted:

If not, substantiate

C no

I o
i

1) type of the medicinal product, by which
registration was conducted or planned

Medicinal product with complete dossier (stand-alone
dossier). Other medicinal product. New active substance
(AS). Original (innovative) medicinal product (the
molecule is not presented on the Ukrainian market) for
treatment of rare disease according item 10 (sub-item
10.1) of section V of the Procedure of Order of the
Ministry of Health of Ukraine dated 23.07. 2015 Ne 460.

5. Full name of the Clinical Trial, clinical trial code

Protocol No. BP40995. An Open-label, Single-dose,
Parallel-group, Two-part Study to Evaluate the
Pharmacokinetics and Safety of Risdiplam in Subjects
with Mild or Moderate Hepatic Impairment Compared to
Subjects with Normal Hepatic Function.

Report Date: 21 May 2020

[ECIinical trial phase

J@nical Phase I

7. Period of the clinical trial

30 April 2019 (date of first informed consent) to 04
January 2020 (date of final poststudy observation).

8. Countries where the clinical trial was conducted

o

Clinical Pharmacology of Miami, LLC, Miami, Florida
33014, US

Orlando Regional Medical Center Clinical Laboratory,
Orlando, Florida 32809, US

9. Number of study participants

It was planned to study up to a total of 32 subjects: 16
subjects with hepatic impairment (8 subjects with mild
impairment and 8 subjects with moderate impairment, per
Child-Pugh classification) and 8§ to 16 subjects with
normal hepatic function.

Eight subjects with mild impairment, 8 with moderate
impairment, and 10 with normal hepatic function were
enrolled (total 26 subjects). Data for all subjects entered
into the study were included in the PK and safety
analyses.

—

10. Goal and secondary objectives of the clinical
trial

IPrimary objective

* To determine the effect of mild or moderate hepatic
impairment on the plasma pharmacokinetics (PK) of a
single oral dose of risdiplam compared to matched

healthy subjects with normal hepatic function.




r Secondary objective

« To determine the effect of mild or moderate hepatic
impairment on the safety and tolerability of a single oral
dose of risdiplam compared to matched healthy subjects
L o ||with normal hepatic function.

This was a Phase I, multicenter, open-label,
nonrandomized, parallel-group, 2-part study to evaluate
the effect of hepatic impairment on the PK and safety and
tolerability of a single oral dose of risdiplam compared to
matched healthy subjects with normal hepatic function.
In Part 1, 8 subjects with mild hepatic impairment (per
Child-Pugh Class A [score of 5 to 6]) and 8
demographically matched healthy subjects with normal
hepatic function were assigned to the study treatment.
In Part 2, 8 subjects with moderate hepatic impairment
(per Child-Pugh Class B [score of 7 to 9]) and up to 8
demographically matched healthy subjects with norm
hepatic function were assigned to the study treatment.
One healthy subject could be used to match one subject
11. Design of the clinical trial with hepatic impairment in Part 1 and one subject in Part
2.
In Parts 1 and 2, each subject received 5 mg risdiplam
orally as a drinking solution on Day 1 after an overnight
fast of at least 8 hours.
Preliminary PK and safety and tolerability data from a
minimum of 4 subjects with mild hepatic impairment and
4 matched subjects with normal hepatic function were
reviewed prior to the start of Part 2.
In Parts 1 and 2, each subject with normal hepatic
function was demographically matched (1: 1) by sex, age
(£10 years), body mass index (BMI; £15%), and smoking
status to the hepatic impairment subject(s). One healthy
subject could be used to match one subject with hepatic
= _|limpairment in Part | and one subject in Part 2.

T

Male and female subjects aged between 18 and 70 years}
(inclusive) with a BMI between 18.0 and 36.0 kg/m®
(inclusive) and body weight >50 kg. Subjects were in
good health except for specific inclusion criteria related
to the status of hepatic impairment.

12. Main inclusion criteria Females were neither pregnant nor lactating and of]
nonchildbearing potential.

All subjects were selected according to the inclusion and
exclusion criteria listed in the protocol.

- _|
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Single dose of 5 mg risdiplam (batch number 1 160820),
13. The investigational medicinal product, method|(given orally as a 1 x 5-mg solution on Day 1 after an
of administration, strength overnight fast of at least 8 hours.

Subjects received a single dose of 5 mg risdiplam.

14. Comparator, dose, method of administration, |[Not applicable
strength

All subjects were instructed to refrain from the use of any
cytochrome P450 (CYP)3A, organic cation transporter-2
(OCT-2), or multidrug and toxin extrusion (MATE)
substrates within 30 days prior to study drug
administration and throughout the study (until after the
Follow-up visit). Subjects were not allowed to use any
drugs or substances known to be sensitive substrates or
strong inhibitors or inducers of CYP3A4 enzyme or
Flavin mono-oxygenase within 30 days prior to study
drug administration and throughout the study (until after
the Follow-up visit).

All subjects were instructed to refrain from the use of any
medication known to be toxic to the lens, retina or optic
nerve from 30 days prior to study drug administration and
throughout the study (until after the Follow-up visit).

All subjects were to refrain from the use of any
medications/products known to alter drug absorption,
metabolism, or elimination processes, including St.
John’s wort, within 30 days prior to dosing.
Paracetamol/acetaminophen (2 g/day for up to 3
consecutive days) was an acceptable concomitant
medication.

Females were to refrain from use of HRT during the study
until the Follow-up visit.

Subjects with normal hepatic function were to refrain
from use of any prescription or nonprescription
medications/products during the study until the Follow-
up visit, unless the Investigator (or designee) and/or
Sponsor had given their prior consent.

For subjects with hepatic impairment, treatment with
chronic stable medications that were necessary for
maintaining a subject’s clinical status was permitted if
prescribed by the subject’s personal physician and
approved by the Investigator (or designee), Sponsor, and
Covance Medical Monitor. The subject was to have been
on a stable dose for a minimum of 3 months prior to study
drug administration. The use of new medications or
changing of doses of current medication was to be
avoided from 3 months prior to study drug administration
and throughout the study (until after the Follow-up visit),

15. Concomitant therapy




unless required for the treatment of an AE. On Day 1,
administration of medications was withheld for at least 2
hours predose and 4 hours postdose as clinically
appropriate.

16. Efficacy evaluation criteria

[Blood samples were collected for the analysis of
risdiplam and its metabolite M1 during the study.

The PK parameters determined for risdiplam (and
metabolite M1, if applicable) were:

Primary PK parameters:

« area under the plasma concentration-time curve (AUC)
from time zero to infinity (AUCiaf)

« area under the plasma concentration-time curve from
time zero to the last measurable concentration (AUCiast;
was to be used for PK comparison if AUCinf could not be
estimated with sufficient accuracy)

« maximum observed plasma concentration (Cmax).
Secondary PK parameters:

« time of the maximum observed plasma concentration
(Tmax). )

« apparent plasma terminal elimination half-life (ti12)

« percentage of area under the plasma concentration-time
curve due to extrapolation (% AUCexirap)

» terminal elimination rate constant (Az)

« adjusted coefficient for determination of exponential fit
(R%-adjusted)

« apparent total clearance (CL/F; risdiplam only)

« fraction of drug unbound (risdiplam and metabolite
[M1], as appropriate)

« molecular weight-adjusted metabolite-to-parent ratio
for AUCint, Cmax, and AUCl (if appropriate).

=

17. Safety evaluation criteria

Safety assessments included recording of adverse events
(AEs), clinical laboratory evaluations (hematology,
clinical chemistry, coagulation, and urinalysis), vital sign
measurements, 12-lead electrocardiograms (ECGs), and
physical examinations.

-

18. Statistical methods

Pharmacokinetics:

Summary statistics and statistical analyses were
performed for subjects included in the relevant analysis
populations.

The PK parameters and concentrations of risdiplam and
metabolite M1 were listed and summarized by study parts
and hepatic function.

The primary PK parameters were AUCinf and Cmax for
risdiplam and metabolite M1; all other PK parameters

were regarded as secondary and were not subject to
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inferential statistical analysis. Data from Part 1 and Part
2 were analyzed separately. An analysis of variance was
used to estimate the effect of hepatic impairment on the
primary PK parameters (AUCinf and Cmax) including
the factor ‘hepatic impairment’ (ie, mild, moderate, or
none). The PK parameters were log transformed prior to
analysis. The data from subjects with mild or moderate
hepatic impairment and their matched control subjects
were included in the analysis. Geometric mean ratios and
the corresponding 90% confidence intervals (CIs) of
AUCinf and Cmax of risdiplam between the groups of
hepatically impaired subjects and healthy subjects with
normal hepatic function were calculated.

Plasma concentrations were presented graphically for all
subjects (linear and semilogarithmic scales).

Safety:

All AEs were listed. Treatment-emergent adverse events
(TEAEs) were summarized by part, hepatic function,
severity, and relationship to the study treatment. The
frequency of TEAEs were summarized by part, hepatic
function, and Medical Dictionary for Regulatory
Activities system organ class and preferred term. The
frequency TEAE tables were presented for all causalities
and for TEAEs considered related to the study treatment.
Serious TEAEs were tabulated separately. For any AEs
that changed severity ratings, the AE was included only
once under the maximum severity rating in the
summaries.

Clinical chemistry, hematology, coagulation, vital signs,
and ECG data, together with changes from baseline, were
summarized by part, hepatic function, and timepoint. In
addition, all clinical chemistry, hematology, coagulation,
urinalysis, vital signs, and ECG data outside the clinical
reference ranges were flagged and listed by part, hepatic
[ function, parameter, and timepoint.

Male and female subjects aged between 18 and 70 years
(inclusive) with a BMI between 18.0 and 36.0 kg/m2
(inclusive) and body weight >50 kg. Females were
neither pregnant nor lactating and of nonchildbearing
L potential.

19.  Demographic characteristic of study
population (gender, age, race, etc.)

Following administration of a single oral dose of 5 mg,
the risdiplam concentration versus time profiles for
subjects with normal hepatic function were characterized
by a steady absorption phase (median Tumax 4.00 hours for
both parts of the study). Subjects with mild hepatic
impairment had similar steady absorption (median Tpax

20. Efficacy results




4.00 hours), while subjects with moderate hepatic
impairment had more rapid absorption (median Tmax 2.00
hours), but with overlapping ranges. In Part 1, risdiplam
geometric mean t1/2 was longer for subjects with normal
hepatic function (55.0 hours) than for subjects with mild
hepatic impairment (41.3 hours). In Part 2, subjects with
normal hepatic function had slightly longer geometric
mean t1/2 compared to subjects with moderate hepatic
impairment (49.9 hours versus 45.6 hours, respectively).
Based on inferential statistical analysis, risdiplam
parameters AUCinr and Cmax were approximately 20%
and 5% lower, respectively, in subjects with mild hepatic
impairment compared to subjects with normal function
after administration of 5 mg risdiplam. The AUCin and
Cuax parameters were approximately 8% and 20% higher,
respectively, in subjects with moderate hepatic
impairment compared to subjects with normal hepatic
function. The differences were deemed not statistically
significant as all 90% Cls spanned unity. Caution should
be used when interpreting results from the statistical
analyses conducted in this study because the sample size
is not based on power calculations.

The exposure parameters for unbound risdiplam were, in
general, comparable between subjects with normal
hepatic function and mild or moderate impairment, and
in line with the PK of the total concentrations of
risdiplam.

The metabolite M1 appeared slowly in plasma, with a
median Tumae of 10.00 hours and 11.00 hours in Parts 1
and 2, respectively, for normal hepatic function subjects,
10.00 hours in subjects with mild hepatic impairment,
and 24.00 hours in subjects with moderate hepatic
impairment. The geometric mean ti/2 of M1 was in the
same range across all groups. Similar to parent risdiplam,
exposure parameters for the metabolite M1 were slightly
higher for normal hepatic function subjects than for mild
impaired subjects (approximately 16% for AUCinr and
5% for Cmax), but the ratios for these parameters were
very close to 1 for moderate impaired subjects versus
subjects with normal function. The differences were
deemed not statistically significant as all 90% CIs
spanned unity.

Metabolite ratios for AUChs, AUCi, and Cmax
(MRAUC a5, MRAUCss, and MR Cax) Were very similar

between normal hepatic and mild hepatic impairment
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groups in Part 1, and between normal hepatic and
moderate hepatic impairment groups in Part 2.

21. Safety results

InPart 1, in the mild hepatic impairment group, 5 subjects
(62.5%) experienced 7 AEs in total; of those, 4 subjects
(50%) experienced 5 AEs in total that were considered
related to the study drug. There were no AEs in the
normal hepatic function group. There were no deaths,
withdrawals from the study due to AEs, or serious
adverse events (SAEs). All AEs occurring in Part 1
recovered or resolved by the end of the study. In Part 2,
in the moderate hepatic impairment group, 1 subject
(12.5%) experienced 1 SAE in total; the SAE of upper
gastrointestinal haemorrhage was considered to be mild
in intensity and not related to the study drug, and resolved
by the end of the study.

There were no findings of clinical concern in clinical
laboratory evaluations, vital signs, ECGs, or physical
examinations.

22. Conclusion

* Following oral administration of 5 mg risdiplam,
plasma risdiplam parameters AUC; and Cmax were
approximately 20% and 5% lower, respectively, in
subjects with mild hepatic impairment compared to
subjects with normal function; AUCi¢ and Cju
parameters were approximately 8% and 20% higher,
respectively, in subjects with moderate hepatic
impairment compared to subjects with normal hepatic
function,

However, the differences were deemed not statistically
significant as all 90% CIs for geometric least squares-
means ratios spanned unity.

* A single dose of 5 mg risdiplam was well tolerated in
subjects with mild and moderate hepatic impairment and
normal hepatic function in this study.

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd

/

F.&?o mann-La Rtoghé Ltd

International Regulatory
Basel, Switzerland
Leyla Lister

F. Hoffmann-Lg Roche Ltd
International Regulatory
Basel, Switzerland
Catalina Rojas
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3BiT npo kainiune BHIIPOOYBaHHSA

5 = ==
E. Hasga JIKApCHKOro 3ac06){ (3a HasiBHOCT] - EBPIC/Il (EVRYSDI®)
HOMEp peecTpaliiHoro noceiauenns) |

©.Xoddmann-Jls Powr Jita
["pensaxepirpacce 124, 4070 baseus, [1Beiinapis

®.Xobdmauu-JIs Powr Jitg
Bypwmicger, 4303 Kaiicepayrer, [llseituapis

4. ITpoBeneni nocimkenus: 1 Tak Z i AKLIO Hi, 06IpyHTYBATH

L

2. 3asABHUK

3. Bupo6Guux

Tﬂixapcwnﬁ 3aci0 32 NOBHUM JI0CkE (aBTOHOMHE JIOCBE).
IHwKi nikapebkuit 3aci6.

Hosa  nitoua  peuosuua (AP).  Opurinansuuii
1) Tun nikapcekoro 3ac00y, 3a AKMM NPoBOAUIACS (iHHOBauiiHuii) mikapcbkuii  3aci6 (Monekyna He
abo niaHyeTbes peectpatis MPEACTaBICHa HA pUHKY Ykpaiuu) s JNIKyBaHHs
PiAKICHOTO 3aXBOPIOBAHHS 3riHO nynkty 10 (nignyukry
10.1) pozainy V [Topsiaky nakasy MO3 Vkpaiuu sig 23
JmnHs 2015 poky Ne 460,

[lpotokon Ne BP40995. Binkpure  nocnimkenns
O/IHOPa30BOI /I03H 3 MapanelbHUMH rpynamu ta 3 gBOX
HaCTMH 3  OUIHKH (apMakoKiHETMKM Ta Gesmeky
PHCAMIIAMY y Nalli€HTIB i3 nopymeHHsam byHkuii
MEYiHKHU JIETKOTO 4u MOMIPHOrO CTyIeHs NOpiBHSAHO 3
0C0DaMH 3 HOPMAIBHOIO (hYHKILIEIO MeUiHKEL.

@ra 3BiTy: 21 TpaBus 2020 poKy

E@ma KIiHIYHOrO BUNpoGyBaHHs j&niﬁi%e Aocimxennst 1 dazu j

30 keitns 2019 poky (mata mignucanus nepofi
7. lepion nposenenHs KiiHiuHOro BUNPoOyBaHHs indopmoBaHOi 3romu) — 4 ciuns 2020 poKy (nmara
\pinansHoro CIIOCTEPEIKEHHA Mic/s AOCTiPKEHHS ).

'TOB Kniiuna tapmaxonoris Masmi, Masmi, @nopupa,
8.  Kpainu, e MpoBoAnIoca  Kiiniune|[33014, CIIIA

BUMPOOYBaHHA Kniniuna  naGoparopis perioHanbHOro  mMeauunoro
\EeHpr Opnanzto, ®aopuma 32809, CILA

Y nocnipkenni nianysanack y4acTs 3arajiom 32 oci6: 16
ocib i3 nopyienusm (ynkuil nevinku (8 oci6 i3
MIOPYIIEHHAM (QYHKUIT NeviHKu nerkoro CTyrneHs ta 8
0Ci0 i3 mopyleHHam OyHKUiT neyinku NoMipHOTro
9. Kinbkicts nocnimiysanux CTyneHs, 3a knacudikauieio Yaiina-ITho) i gig 8 a0 16
0cCi0 i3 HOpMaIBHOW BYHKLIEIO eYinKy.

Mo nocnimkenns Gyan Bkmioueni micim MauieHTiB i3
NopyleHHsamM QyHKUIT neviHkd nerkoro CTyneHs, 8|
| [TALIEHTIB i3 nOMipHUM NOpYLWEeHHAM PYHKLIT neuinku Ta|

5. TloBHa Ha3Ba kniniyHOroO BUNpoOyBaHHS,
KOJIOBaHHH HOMep KJIiHIUHOTO BU npodyBaHHs

R
-2 S/ L
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10 0ci6 i3 HopmanbHOO dyHKUiE nevinkn (3aranom 26
Y4acHuKiB). Jlani qis ycix BiIOueHux 10 JAOCIIi IKEHHS
oci6 Gynu BKiIIOUeHi B aHanizu K Ta Gesneky.

'OcHOBHA 11iJIB

* BceraHoButu BmiMB nopymens (yHKUiT neinku
JIETKOr0 YM MOMIPHOTO CTYNeHs Ha dapmakokineTuxy B
niasmi  Kposi OIHOPa3oBOI  mepopanbHOiT 103K
pUCIMIIaMy MOPIBHAHO 3 BiAMOBiAHMMM 310POBHUMHU
10. Mera Ta sBropummi wuini kininiuHOrO 0c00aMH 3 HOPMAITbHOIO (DYHKLIEIO e iHKH.
BHIIPOOYBaHHs Bropunsa uine

* Bcranosutu Bnmms nopyuienns GyHKUiT neuinku
JICTKOTO  4M  MOMIPHOrO CTymeHs Ha Gesmeky Ta
NIEPEHOCHMICTE  OZIHOPAa3OBOT  MepopaibHOT 103U
PUCIUIIAMY MOPIBHSHO 3 BiANOBIIHUMM 3/10pOBUMH
0CO0aMH 3 HOPMATLHOK (YHKILIEIO MeYiHKH,

Lle 6yno Gararouentpose, BiJIKDHTE, HEPaHIOMi30BaHe
Aocnikenns | dasu 3 napanensuumu rpynamu Ta i3 2-x
YaCTHH i3 BMBYCHHS BIIUBY NopyleHHs  QyHKLiT
neyinku Ha DK, Gesneky ta NepPeHOCUMICTh 0AHOPa30BO}
MCPOPANLHOI 103U pHCAMMIAMy MOPiBHAHO 3
BiJINOBI AHUMH 30pPOBHMH  0CO0aMH 3  HOPMAaJBHOIO
(byHKLi€w medinkwy.

Y wactuni | BockMM ocoGam i3 nerkum NOpYLIEHHSIM
$yHKuiT nevinku (knac A 3a knacudikauicro Yaiina-I1'to
[Bin 5 o 6 Ganis]) i 8 AeMorpadiyHo BianoBigHUM
310pOBHM 0CO0aM i3 HOpMaNbHOIO (YHKLIEK MeyiHKU
OyI10 npusHayeHe focimKyBane NiKyBaHHs.

Y uacTuHi 2 BockMH 0coBaM i3 MOMIPHUM HOPYLIEHHSIM
(knmac B 3a knacudikariero Yaiina-IT1o [Bin 7 1o 9 Ganis])
i 10 8 nemorpadiuno BigmosigHuM 3/I0pOBUM 0cobam i3
I'1. Tu3aiin kniniunoro BUNPOOYBaHHS HOPMAjbHOW  QyHKUiE medinku Gy NpU3HaYeHe
JOCHijKYBaHe nMikyBanHs. Onna 310poBa ocoba morua
BUKOPHCTOBYBATUCH [UIA 3iCTaBIEHHS 3 OHICI0 0COBOIO 3
NOpYIeHHAM GyHKUIT nedinku B yacTuhi | Ta 3 oxnieio
0co6010 B yacTuHi 2.

Y uactunax 1 i 2 koxen aocnimpiyanmii OTPHMYBAB 5 Mr
PHCIHILIaMy NEpopallbHO y BUMMIAAL MUTHONO PO34MHY B
AeHb 1 i3 TpuBanicTio nepioay watie micis Houj
NpOTAroM WoHaiMeHIe 8 romun.

[lonepenni ®K naui, gani 3 6esneku ta MEePEHOCHMOCTI
MiHIMYM 115 4 oci6 i3 NOpYWEeHHAM (YHKLIT nevinku
JIErKOro cTymneHs Ta 4 BiINOBIAHUX 0Ci6 3 HOPMAaJIBHOK
dyHKuieio neyinku Gymu NpoaHai3oBaHi 10 nouarky
YACTHHM 2.

Y yactunax 1 i 2 koxna ocoba 3 HOPMabHOK (YHK i€
neYiHku Oyna AeMorpadiyHo criBcTaBHOW (1:1) =za

(Lt ee e é{ /,.4e(<f;/
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cTaTTio, BikoM (£ 10 pokis), inaekcom macu Tina (IMT;
+15%) Ta craTycoMm TIOTIOHOMANHHA 3 ocobamu 3
nopyueHHsaM (yHkuii nedinku. OjHa 3a0poBa ocoba
MOrjla BUKOPMCTOBYBATHCh ISl 3ICTABJICHHS 3 OJHIEH0
0cob010 3 nopyimeHHAM QyHKLUIT neviHKy B yacTuHi 1 i 3
0/IHi€r0 0c00010 B YacTHHI 2.

Yonosiku Ta xiHku BikoM Bia 18 10 70 pokis (BKJIIOYHO)
i3 IMT Bin 18 g0 36 kr/mM? (BK/IHOYHO) Ta Macolo Tina
= 50 kr. Ocobu manu no0pe 370poB’s 38 BHHATKOM
creuMiyHUX KpUTEPIiB BKIIOUCHHS, MOB’A3aHUX 31
12. OcHOBHI KpuTepii BKIKOYEHHS CTaTYCOM NOpylueHHs QyHKILIT MeuiHKu.

JKinku He Oy1M BariTHUMH, He rOLyBaJIM TPy 10 Ta 6yiu
He3JaTHi J10 AiTOHAPOKEHHS.

Yei pocnimkysani 6ynu obpaHi BiANOBIAHO 10 KpUTEPiiB
BKJIFOUEHHS Ta BUK/IIOUEHHS, 3a3HAUSHUX Y POTOKOJII.

OnuopazoBa j03a 5 Mr pucaumiamy (Homep cepii
1160820) nepopansHo y Burasai 1 x 5-mr posuuHy B
13. Jlocnimkysanuii nikapcbknit 3aci6, crnociG|nens 1 i3 TpuBanicTio nepiogy HaTwe micias Hodi

3aCTOCYBaHHA, CHa aif NpOTAroM LOHaikMeH1e 8 roauH.
HocnikyBani  OTpMMYBaNd OJHOPA3OBY 03y S5 Mr
pHCIUILIaMY.

14.  Ilpenapatr nopiBHsHHA, j03a, cnoci6|[He 3acTocoBHO.
3aCTOCYBaHHS, cuna il

Yci  pocnimkyBani  OyaM  mpoiHCTPYKTOBaHi  mpo
HeOOXi/HiCTh YyTpUMATHCS BiJl 3aCTOCYBAaHHS OYIb-SKHX
cybcrparie  uuroxpomy P450 (CYP)3A, Ginka
TpaHcrnopTepa-2 opraHiuHux aHioHiB (OCT-2) aGo Ginka
MHOYKHHHOT PE3MCTEHTHOCTI Ta BHBEJEHHS TOKCHHIB
(MATE)  nporarom 30  guiB g0  npuiiomy
J0CTIPKYBAHOTO Mpenapary Ta BIpOJOBIK A0C/IiKEHHs
(1o BisuTy micas MOANBLIONO  CHOCTEPEKEHHS).
JlocnimxKyBaHUM He 103BOJANOCHE NpUAMaTH Oy ab-siKi
nikapceki 3aco0u abo cyGcTpaTd, SKi € 4yTIMBUMH
cyOctparamu  abo  cuAbHMMM  iHriGiTopamu  aGo
iHAYKTOpamMH (pepMeHTYy CYP3A4 abo
(napinmoHooKkcurenasu npotsarom 30 auiB 10 npuiiomy
NIKapceKOro 3aco0y Ta BHPOAOBIK AOCHIKEHHA (10
BI3UTY MiCJIst MOJAJIBLIOTO CMIOCTEPEKEHHS ).

Yei  pmocnimkyBaHi  OyaM  MpOiHCTpYKTOBaHi  mpo
HeOOXiHiCTE yTpUMaTHCA Bix mnpuiloMy 6yab-IKOro
NiKapcbKoro 3aco0y 3 BiIOMHM TOKCHYHMM BIUIMBOM Ha
KPHMLITAIMK, CITKIBKY 44 30pOBHii HEPB, MOYHHAIOUYH 3 30
AHA Tepejl NPUIOMOM JIOCHIKYBAHOrO npenapary i
BINPOJIOBIK J0C/IUKEHHs (10 Bi3HTY Mic/s M04albLIOro
CITOCTEPEKEHHA).

15. CynyTtHs Tepanis
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Yci cy0'ekTn NOBUHHI Gyiu YTpUMATHUCs BiJ npuiiomy
Oyab-SKHX NiKapchKux 3acO0IB/MPOAYKTIB 3 BigoMum
BIJIMBOM Ha rmipouecu abcopbuil, MeTabonisMy abo
eiMiHauil nikapcekoro 3aco0y, BKmMoOYaloun 3BipoGiii,
npotsarom 30 gHiB g0 JIO3YBaHHS.
[apaueramon/aueraminoden (2 r/noBy nporarom o 3
JIHIB MOCTIiNB) GyB MPUAHATHMM CYMYTHIM JliKapChKUM
3aco00M.

KiHKH noBuHHI Oynu yTpumaTucs Big 3aCTOCYBaHHsA
FOPMOHAILHOT 3aMicHOT Tepanii mij yac JOCTi IKEHHA J10
BISHTY MOJIaNBIIOrO COCTEPEIKEHHS,

Ocobu 3 HopMabHOW (YHKLEI NeYiHKN MOBMHH] Oynu
YTPUMATHCS Bl 3aCTOCYBaHHA Gy Ib-IKUX peLenTypHux
abo  GespeLenTypHuX JTiKapchKux 3acobiB/npoayKTiB
BMPOLOBIH JOCTIIKEHHS Ta [0 Bi3MTY NOZANbLIOrO
CHOCTEpeKEHH, 32 BUHATKOM BUMAIKIB, KOJH J0CTI AHHK
(abo ynosHOBakeHa ocoda) Ta/abo CIIOHCOp Haalu
MONEPETHIO 3ro1y.

Hocnimkysanum i3 nopyiuennsm GyHKuii  neuinku
AO3BOANOCE  cTabinkHe  JiKyBaHHs XPOHIYHHUX
3aXBOPOBaHb, 110 Oy10 HEOOXiAHWUM /s MiATPUMaHHs
K/liHIYHOrO  cTany JOCI/UKYBAHOTO, 33  YMOBM
MPU3HAYCHHA  OCOOMCTHM  JliKapeM |  cXBajieHHs
JOCITi THUKOM (abo YHNOBHOBAa}KEHOM oco6o10),
CIIOHCOPOM | MeMYHUM MOHITOpOM KommaHii Covance.
Hocnimkysanuii nosuxen OyB OTpumyBaTH CTabifbHY
A03y TMPOTATOM MNpHHakMHI 3 wmicsauis g0 nmpHiiomy
Jl0CITiIKYBaHOTO npenapaty. Heo6xiamo Oyn0o yHukaTu
NPUAOMY HOBUX NiKapChKHMX 3acOBiB a60 3MiHM 2103
MOTOYHOTO JIiKapChKOro 3acoby, NOYHHAKOYH 3 3 MicsLs
10 NPUHOMY J0CTiKYBaHOrO MKapcekoro 3acoby Ta
BIPOJOBK JOCAIKEHHS (10 Bi3UTY micas Momansuioro
CHOCTEPEIKEHHS ), 32 BUHATKOM BMNAKIB, KOJH Lie Oyno
HeoOXiHo ans mikyeanus HSL V nens 1 3aCTOCYBaHHA
nmikapcbkux 3aco6is Gyno BiakiageHe npuHaiMHi Ha 2
FOAMHU 10 NPUHOMY J03M J0C/iIKYBaHOTO npenapary
Ta 4 ToaMHM nicas npuitomMy H03M JOC1KYBAHOTO
npenapary, sKILO KJIiHIYHO A0UiIBLHO.

3pasku Kposi 6ynu 3iGpani ais aHallisy pucIurniIamy Ta
Horo metaGonity M1 mig yac mociimkenns.
@apMaKoKiHETHYHHUMH (PK) napameTpamu,
BU3HAYCHUMU 171 pucauniamy (i meraboaity M1, skimo
3aCTOCOBHO), Oy1u:

[lepBunni ®K napamerpu:

* TUIOMIA [1i/1 KPMBOIO KOHLEHTPALS B MIa3Mmi KpoBi-uac
(AUC) Bia Hyns 10 HeckiHyeHHOCT (AUCins)

16. Kpurtepii ouinku epexrusnocti
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* MUIOLLA T1i/1 KPMBOK KOHUEHTPAL(S B niasmi KpOBi-yac
BIl HYIS [0 OCTaHHBOI BHMIPIOBAHOT KOHLEHTpaLlji
(AUChst; moBunna Gyina BUKOPHCTOBYBaTHUCh i1 DK
nopiBHAHHA, Ko AUCis He MOHa Oyno BUpaxyBaru
i3 I0CTaTHBOIO TOYHICTIO)

* MAaKCHMaJlbHa CMOCTePeIKyBaHa KOHLIEHTPALLis B 11a3M]
KpOBi (Crax).

Bropunni ®K napamerpu:

* Hac 10 MaKCHMMabHOI CroCcTepesKyBaHO KOHIIEHTparii
B 1171a3Mi KPOBi (Timax)

* OYCBUIHHWI TepMiHaNLHUI Nepioj HamiBBUBEICHHS 3
TJ1a3MH KpoBi (ti/2)

* BIACOTOK miowi mifg Kpusoro KOHLEHTpallis B naasmi
KPOBi-4ac yepes eKcTpanosiio (YAUCextrap)

* KOHCTAHTA LIBUAKOCTI TepMiHaNbHOT eniMinauii ()

* CKOpMroBaHWii  koe(iuieHT 1%  BuU3HAuEHHS
CKCIMOHEHiaNbHOro HaGIHKEHHS (R2-ckopurosanuii)

* OueBMAMMH saranbHuit  kimipenc (CL/F;  nuwme
pucauniam)

* bpaxuis He3B's3aHOr0 Nikapcskoro 3aco0y (pucaunnam
i MmeTabonit [M1], 3a HeOOXiAHICTIO)

* BIIHOIICHHS CKOPUTOBAHOTO 33 MOJIEKYJISIPHOK Macoro
MeTaboiTy-BUXiAHOrO NiKapchKOro 3aco0y ansg AUCng
Cmax T8 AUClast (32 He0GXiHOCTI).

Ouinka Ge3neku Brmoyana AOKYMEHTYBaHHS HEOAKAHUX
apuil  (HS), kainiune naboparopHe  o6cTeHEHHS
(3aranbuuit aHanis KpoBi, KiHiuHa Gioximisi, mapamerpu
Koaryiauii Tta 3aranbHMi  aHanis cedi), OCHOBHi
MOKa3sHUKH SKUTTEAIANLHOCTI OpraHismy, 12-kaHanbHy
enekTpokapaiorpamy (EKID) i disukanshe o6cTexenns.

T ®apmakokiHeTHKa:

byna Bukonana 3Besena cratvcrTuka Ta cratucTHYHMiL
aHanis AnA 10CHiIKYBAHUX Yy BiMOBIAHIX NOMmyaauisgx
aHanisy.

OK napametpu Ta KOHLeHTpauii pucauramy |
metabonity M1 Gynu nepepaxosani Ta pe3loMOBaHi 3a
HaCTMHAMH JOCIIKEHHs Ta PYHKL{i€l0 Neyinky,
[TepBunnuvu ®K napamerpavu Oynu AUCint i Crnax 1151
pucauniamy i merabonity M1; yei inmi ®K napameTpu
BBKATUCH BTOPMHHHMHM Ta HE OylId 06’ €KTOM
IH(epeHLiaTEHOro  cTaTHCTHYHOTO avanizy. Jlaui,
OTpuMaHi B uyactuHax | i 2, aHaJli3yBaJlUCh OKpPEMo.
Bapiauiiinuii ananis BMKOPHCTOBYBABCS /ISl BU3HAUEHHS
BILIMBY MopylienHs GyHKuUii neyinkn Ha nepsunni K
napameTpu (AUCins i Cmax), BKIOYAIOYH (akrop
«nopywieHHs QyHKLii meyinku» (TOBTO, Jerkoro yu

17. Kputepii ouinku 6esneku

18. Cratuctuuni metoam
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noMipHoro ctyneus a6o Bincytre). ®K napamerpu Gy
morapumiuHo nepeTsopeni 10 ananisy. Jlani, orpumai
Y JOCIHIIKYBaHUX 3 MNOPYIEHHAM (YHKIIl Meyinku
Nerkoro abo MoMipHOTO CTyMeHs Ta BiANOBIAHMX 0Ci6
KOHTpO/It0, Oy/nu BKJIIOYEHi B aHanis. Byau oGuucieni
CHIBBIHOIIEHHA CEPEAHBOrEOMETPHYHHX BEIHYMH i
Bianosinui 90 % nosipui intepani (JII) AUCint i Crnax
PUCAMIIIAMY MIXK IpynaMH ocib i3 nopyieHssm QyHKiii
MeYiHKK Ta 3/0pPOBUX OCI0 3 HOPMANBLHOK (YHKLi€H
TMEeYiHKH,

Konuentpauii y nnmasmi kposi 6ynu npencrasieni
rpagiuHo  ana  ycix jgocnmimkysanux  (nimiiina  Ta
HarniBrorapudmivHa mKasm).

besneka:

Bynu nepepaxosani yci HSl. HeGaxanui siBuwa, ski
BUHMKAIW B XOJi JiKyBaHHs, OyiM pe3stoMoBaHi 3a
HaCTHHOK JOCTIIKEHHS, (DYHKLIEI NeuiHKu, TIKKICTIO
Ta 3B’S3KOM i3 J0CHIIKYBaHMM JiKyRaHHsM. Yacrora
HeDaKaHUX SIBUILL, SKi BUHMKAIU B XOi niKyBaHHs, Oyia
PE3IOMOBaHa 3@ YaCTHHOW JOCIiKeHHs, (QYHKIi€rO
MeYiHKM Ta KJIAacOM CHCTeMH OpraiB i TepMiHOM
MEPEBaxHOr0 BHKOPUCTaHHA MeJuuHOro ClOBHHKA
perynaTUBHOl  AisnbHocTi. Tabauui 3 wactoToro
HebaxaHMX SABMIL, AKi BUHUKAIH B XO/Ii NiKyBaHHs, Oy
HaBeleHI /Uil yCiX NPUYMHHMX 3a/NeXKHOCTeH Ta s
HeDaKaHMX ABMIN, AKI BHHMKANM B XOAi JiKyBaHHS i
BBAKAIUCS MOB’A3aHUMH 3 IOC/IIUKYBAHUM JiKyBaHHSIM.
Tabnuwi ans cepitosnux HebaxkaHUX SBUIL, AKi BAHMKAIU
B XOZi JiKyBaHHs, Gyn1u cTBOpeHi okpemo. s Oynb-
skux HS, g saxux 6ymno smineno crynine tsokkoceti, HS
Oynmd BKIIOYEHI JMWIE OAMH pa3 i3 MaKCHMAIbHUM
CTYNEHEM TAKKOCTI B pE3HOME.

Pestome panux kniniunoi GioXiwmii, saransHoro auamizy
KPOBi, napameTpiB Koarynsuii, OCHOBHMX MOKa3HHKIB
KMTTENiIBHOCTI opraHismy Ta EKT, pasom 3i 3minamu
BiZl BMXIiZHOrO piBHA, Oy/JO HaBENEHO 3a YAaCTHHOWO
JOCITIIDKEHHSA, (DYHKLIEH NEYiHKM Ta YaCOBMMH TOUKAMM.
OkpiM Toro, yci mnokasHukM KniHiuHOT Gioximi,
3araJbHOrO  aWanisy KpoBi, mapameTpis koarymsuii,
3arajlbHOro  aHajlizy cedi, OCHOBHMX MOKa3HHKIB
KUTTEAISANLHOCTI  opradisMy Ta jpaux EKD,  sxi
BUXOIMIIM 332 MEXi KIIHIYHUX pedepeHTHUX 3HaueHb,
Oynu mosHavyeHi Ta mnepepaxoBaHi 3a  YACTHMHOI
JOCHIUKCHHS,  (DYHKII€I0 MeuiHKd, napameTpoMm |
4acoBOI TOYKOIO.
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Hounosiku Ta sxinku Bikom Bia 18 g0 70 pokis (BKJIFOUHO)
19. Ilemorpadiuni nokazuuxu nocnimkysanoi|z IMT Big 18 o 36 kr/m2 (BKJIIOYHO) i Macow Tina
nonyJisuii (crath, Bik, paca, To1o) > 50 kr. XKinku He Oynu BariTHUMMU, He rO/1yBaju rPyAIO
Ta OyJIM HE3JATHI JI0 AITOHAPOKEHHS.

[Ticas npuiiomy omHOpasosoi mepopamsHoi 103M 5 Mr
Mpodini KOHUEHTpaLlis IPOTH Yacy s pucaumIamy s
oci6 3 HOpManBHOI  (YHKLiEH NediHky Oynu
OXapakTepusoBaHi 3a (aszor piBHOBaxHOT aGcopOuii
(Mexiana Tmax 4,00 roaunu a8 000X  uYACTHH
nocaimkenns). JlocnipKkyBani 3 jerkum MOPYLIEHHAM
(yHKUiT nevinku Mau noaiGuy piBHOBaxcHy abcopOiiiro
(Meniana Tmax 4,00 romunw), npu LEOMY y ocif i3
MOMipHHUM NOPYLICHHAM GyHKuit MeviHKH
crocrepiranack Ginbil wBKaKa abcop6iis (Meaiana T s
2,00 roaunk), ogHak i3 JianazoHamu, 110
NEpeKpUBAIOTLCA. Y uvacTHHi | cepesiHe reometpuuHe
3Ha4YeHHA ti2 A1 pucauniamy Oyno gosiue y ocib i3
HOPMaJIBHOIO (DyHKILi€r0 nedinky (55 roaun), Hix y ocid
i3 IErKUM MopyLeHHaM GyHKUIT neuinky (41,3 ropunn).
Y yacTuHi 2 nauieHTH 3 HOpMaIBHOK GyHKUiE Medinku
MajM JIe1o Oinblie cepeiHe reoMeTpuuHe 3HaYeHHS t1)
MOPIBHSHO 3 0COOAMH 3 [IOMiPHUM MOPYILEHHAM byHKuii
nevinku (49,9 rogun nporu 45,6 rogunu BiANOBIIHO).
Ha ocuoBi iHdepenuiansHoro cratucruunoro aHaizy
MokasHUKkM AUCins i Cmax A8 pucaunIaMy Oynu
MEHILUMH NpuOIn3HO Ha 20 % i 5 %, Bianosiauo, y oci6
i3 NerkuM mopyueHHsaM (yHKUii nedinky NOPIiBHAHO 3
ocobamMi 3 HOPMANbHOI (DYHKLIEIO MeYiHKu micis
npuiomy 5 mr pucaunnamy. [okasuukn AUCint i Cox
Oyau BulMMH npubau3Ho Ha 8% i 20%, BianosiamHo, y
oci6 i3 moMipHMM nopyleHHAM GyHKIIT neviHku
NOPIBHAHO 3 0COGaMH 3 HOPMAIbHOIO (byHkuiero
meyiHkd. PisHWMus we  BBawkamack  cTaTHCTHUHO
3HAYMMOIO, OCKUIBKM Yei 90 % JII oXonmoBanyu chijibHi
3HaueHHA. CTil BUSBASTH 00EPEXKHICTE NPU TAyMadeHHi
Pe3y/bTaTiB CTATHCTHYHONO aHaMi3y, NPOBEIEHOrO B
UBbOMY JIOCHII3KEHHI, OCKIIBKM BeJMYMHA BUOIpKM He
IPYHTYETBCA Ha PO3PAXYHKY CTATHCTHYHOT MOTYKHOCTI.
[lokasHuKH eKcrosuiii a1 Hess’s3aHOro pucauniamy
3araioM  OyiM MOPIBHSILHUMU MK ocobamu 3
HOpMallbHOKO  (DYHKILI€H TeYiHKM Ta ocobaMu 3
NOpYIICHHAM (QYHKIIT MeYiHK1 nerkoro yu NOMipHOTO
CTyneHs, Ta  y3rojukyBasucs 3 DK  saranpHoi
KOHLEHTpauii pucaumiamy.

MeTabonitT M1 3’sBasBCA NOBIIBHO B mtasmi i3 cepeliHim
Tmax Ha piBHi 10,00 rogun i 11,00 roaun y YacTHHax 1 i

20. Pe3yseraTi epexTHBHOCTI
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2, BiANOBiZHO, y oci6 i3 HOpMasibHOI  (hyHKILierO
neyinku, 10,00 roaus y oci6 i3 nerkum NOPYLIEHHAM
dyHkuil newinkm Ta 24 romunm y oci® i3 nomipHum
nopyweHHs M GyHkuii neuinku. Cepeane reoMeTpuyHe
3HaueHHA ti2 ana M1 sHaxogumocs B aHaloriyHoMy
Mianasoni B ycix rpynax. IToaiGuo 10 BHXiagHOrO
NiKapCchEKOro 3aco0y  (pucauniam), napameTpu
EKCIIO3ULIT 115 meTabonity M1 6ynu aewo BUILIUMH B
oci0 i3 HopMankHO ByHKIiEKO MEeYiHKH, Hixk y ocif i3
MIETKUM - MOpyLIEHHAM  QYHKIIT nedinku (npu6Iu3HO
16% mnma AUCie i 5% s Cmax), oaHak
CMiBBIJHOLICHHS 1IMX MOKA3HUKIB Oyno ayxe 6AM3bKUM
10 1y ocib 3 nomipaum nopyiennsm GyHKUIT nevinku
MOPIBHSIHO 3 ocobamu 3 HOPMAJIbHOKW  (hYHKILIEH
neuinkd. PisHnua we  BBaanacs CTaTUCTHYHO
3HAYMMOIO, OCKiNbKH yei 90 % JII oxommorany criibyi
3HAuYEHHS.

BinHowenns ans Metabonity mono AUCs, AUCiy Ta
Cmax (MRAUC)s, MRAUC;s i MRCrax) Oynu ayue
NOAIOHUM MiXK rpynamu 3 HOPMabHOW (yHKLieH
NMEYiHKH Ta MOPYIIEHHAM GyHkuii newinku nerkoro
CTYNeHA B 4YacTWHI | mocnmimkeHHs, i mix rpynamu 3
HOPMajlbHOKO  (YHKLI€I0 medinku Ta MOMipHUM
MOpyWeHHAM  QyHKUii mewinku B vactumi 2
OCITL IIKEeHHS,

Y wuactuni 1 y rpyni NOpyweHHs QyHKLIT nedinku
JIETKOro cTynens y 5 oci6 (62,5 %) 3araqoM BUHUKIO 7
H51; i3 nux y 4 oci6 (50 %) 3aranom Bunmio 5 HAL, saxi
BBAKAJHCA 110B’A3AHAMM 3 JI0CITIJKYBAHMM JTiKapchKiM
3acoboM. YV rpyni oci6 3 HopmanbHO (yHkuicro
NeviHKM He crnocrepirannce HS, He Oyno BuMajkis
CMEpTeH, nepeayacHoro BUOYTTA 3 10Ci KeHHS uepes
HS a6o cepiiosni HS (CHS). Vi HA, saki Bunukau B
YacTHHI | J0ChiIpKeHHs, 3HUKIH a6o pospilmuauce 10
KiHug focnimkenns. Y uactuni 2 Y Ipyni nomipHoro
NOpyuweHHs  PyHKIIT nedinku y 1 ocoGu (12,5 %)
3arajom BuHMkJI0 1 CHS; CHH KpOBOTEYa 3 BEpXHix
BIILITIB LLJIYHKOBO-KHIIKOBOTO Tpakty Oysia posuinena
AK JICTKOrO CTYNEHs TAXKKOCTI Ta HE MOB’S3aHOI i3
3aCTOCYBaHHAM JI0C/IIKYBAHOTO J1iKapChKOro 3ac00y i
po3pilmiack 10 KiHIg 10Ci ke HHS.

He Gyno Bussneno osmak wiiniummx npobsiem 3 Goky
KIiHIYHUX  1aGopaTopHux pe3ysbTaTiB, OCHOBHMX
NOKa3HHUKIB IKHTTE LiTBHOCTI opranismy, EKI" a6o npu
dizukansHOMy 06CTEKEHH].

21. Pesynbratu Gesneku
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« Tlicns mepopanbHOro MPUHOMY 35 MI pUCAMILIAMY
nokasHukd AUCint Ta Cmex 1151 pUCAMILIAMY B TUIa3Mi
kpoBi Oynu wmenme mnpubausHo Ha 20% i 5%,
BiAMOBINHO, Y OCi0 i3 mopymeHHAM (GyHKUiT neviHku
NErkoro CTYIEHs MOPiBHAHO 3 0c00aMH 3 HOPMAabHOK
dyuxuieto neuinku; nokasHUkd AUCine i Crax Oyan
BUIMMH npu6u3Ho Ha 8 % Ta 20 %, BiANoBiAHO, ¥ ocid
i3 moMipHUM nopyIeHHAM QYHKLUIT MediHKy NOPiBHSAHO 3
22. BHCHOBOK (3aK/II0USHHS) 0co6aMu 3 HOPMabHOK (PYHKII€0 NEYiHKH.

Oanak  BiAMIHHOCTI He BBa)ajach CTATHCTHUYHO
3HauylMMH, ockiabkd Bei 90 % I ms BIIHOLLIEHHS
CepelHiX T[COMETPHYHMX, PO3PaXOBaHHX  METOJIOM
HailMEHLIMX KBAPATiB, OXOIUIOBANM CMiJbHI 3HAYEHHS.
« V upOMY JOCHI[DKEHHI OJHOpa3oBa /03a S5 Mr
pucauniamy — 06pe  nepeHocuiack  ocodamu 3
nopyueHHaM (QYHKUIT HUPOK JIETKOro Ta [OMIpPHOTO
CTYINEHs TAKKOCTI Ta 3 HOPMATbHOK (QYHKLIEIO MEUIHKH.

3asiBHUK (BJIACHUK PEECTPALIiiHOrO NOCBIIUYEHHS)

@ . Xohdpmanu-JIa Powr Jita

[Tianuc [Tianuc
Jlefina Jlictep Karanina Poxac
Biytis 3 MiDKHAPOAHHUX PETYIATOPHHUX MHTAHb Bimain 3 Mi>KHaApOAHUX PETYAATOPHHUX MUTAHb
®.Xodpdmann-JIa Pow Jlta @ . Xohdmann-Jis Powr Jita
Basens, llIBeiinapis Bazens, [1IBeiiapis
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Clinical Trial Report

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

EVRYSDI®

2. Applicant

F.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

3. Manufacturer

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

4. Trials conducted:

I yes

no If not, substantiate

—
[—

1) type of the medicinal product, by which
registration was conducted or planned

Medicinal product with complete dossier (stand-alone
dossier). Other medicinal product. New active substance
(AS). Original (innovative) medicinal product (the
molecule is not presented on the Ukrainian market) for
treatment of rare disease according item 10 (sub-item
10.1) of section V of the Procedure of Order of the
Ministry of Health of Ukraine dated 23.07. 2015 Ne 460.

5. Full name of the Clinical Trial, clinical trial code

Protocol No. BP41361. A Phase I, 2-Part, Open-Label
Study to Investigate the Safety, Tolerability, and
Pharmacokinetics of Multiple Doses of Risdiplam and
the Effect of Risdiplam on the Pharmacokinetics of]
Midazolam Following Oral Administration in Healthy
Participants.

Report Date: 10 February 2020

6. Clinical trial phase

-

Clinical Phase 1 —|

7. Period of the clinical trial

23 May 2019 (date of first informed consent) to 29
September 2019 (date of last observation)

8. Countries where the clinical trial was conducted

The study was conducted at the Covance Clinical
Research Unit, Inc. in the United States.

9. Number of study participants

It was planned that up to 40 healthy participants were to
be enrolled in the study: 8 participants in Part 1 (to
achieve at least 6 evaluable participants) and
approximately 28 participants in part 2 (to achieve at least
26 evaluable participants). The additional 4 participants
were planned to participate in the study if the dropout rate
in Part 2 was higher than expected. Participants enrolled
in Part 1 of this study would not be enrolled in Part 2.

In Part 1, 8 subjects were enrolled and completed the
study. In Part 2, 27 subjects were enrolled; of those, 26
subjects (96.3% of subjects) completed the study and 1
subject was withdrawn due to other reason. Two subjects
did not complete all doses. Data for all 8 subjects in Part
1 and all 27 subjects in Part 2 were included in the Safety
and PK Populations.




10. Goal and secondary objectives of the clinical
trial

The primary objective was:

« To investigate the effect of multiple oral doses of]
risdiplam on the pharmacokinetics (PK) of a single oral
dose of midazolam in healthy participants.

The secondary objectives were:

« To assess the safety and tolerability of a single oral dose
of midazolam alone and in combination with multiple
oral doses of risdiplam in healthy participants.

« To assess the safety and tolerability of multiple oral
doses of risdiplam administered once daily (QD) for 14
days.

« To assess the PK of risdiplam (and its metabolite[s] as
appropriate) following multiple oral doses of risdiplam
QD for 14 days.

11. Design of the clinical trial

This was an open-label, non-randomized, Phase I, 2-part
study to investigate the safety, tolerability, and PK of a
QD multiple-dosing regimen of risdiplam (Part 1) and the
effect of risdiplam on the PK of midazolam (Part 2)
following oral administration in healthy adult male and
female participants.

In Part 1, participants received an oral dose of 5 mg
risdiplam QD for 14 consecutive days. Prior to the start
of Part 2, the risdiplam dose was determined based on the
safety, tolerability, and PK data obtained in Part 1 and
agreed upon at a dose-escalation/decision meeting
between the Sponsor study team and the Investigator.

In Part 2, participants received a single oral dose of 2 mg
midazolam on Day 1. On Day 3, the 14-day QD treatment
period with risdiplam began, with single-dose
administration of 2 mg midazolam again on Day 15 (1
hour after the 13™ dose of risdiplam).

12. Main inclusion criteria

Healthy male and female (non-childbearing potential)
participants aged 18 to 55 years, inclusive, and with a
body mass index (BMI) between 18.0 and 32.0 kg/m?,
inclusive.

13. The investigational medicinal product, method
of administration, strength

Part 1: Single oral dose of 5 mg risdiplam (oral powder
for solution) QD for 14 consecutive days.

Part 2: Day 1: Single oral dose of 2 mg midazolam
(solution); Days 3 to 14: 8 mg risdiplam (oral powder for
solution) QD; Day 15: 2 mg midazolam and 8 mg
risdiplam; Day 16: 8 mg risdiplam.

Participants were fasted overnight (at least 8 hours) prior
to dosing on Day 1 (Part 1) and on Days 1, 3, and 15 (Part
2) and refrained from consuming water from I hour
predose until 2 hours postdose, excluding the amount of]
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water consumed at dosing. Food was allowed from 4
hours postdose. At all other times during the study,
participants could consume water ad libitum.

The risdiplam lot number was BS1512SA02. The
risdiplam lot number was GMP0401. The midazolam
NDC number was 0054-3566-99

14. Comparator, dose, method of administration,|[Not applicable.
strength

No concomitant medication was permitted, except
15. Concomitant therapy acetaminophen, hormone replacement therapy for post-
menopausal women, and medication to treat AEs.

Pharmacokinetics:

The PK endpoints were midazolam concentrations and
thereof derived PK parameters for midazolam (and its
metabolite 1-hydroxy-midazolam as appropriate) alone
and in combination with risdiplam (primary endpoint)
and concentrations and thereof derived PK parameters for
risdiplam and metabolite 1 of risdiplam (M1) as
appropriate (secondary endpoint).

In Part 1, the following PK parameters were determined
from the plasma concentrations of risdiplam and M1 on
Days 1 and 14, as appropriate, using non-compartmental
methods.

AUCq,: area under the plasma concentration-time curve
from time zero to the end of the dosing interval (Days 1
and 14 for risdiplam and metabolites, as applicable, only)
Cmax: maximum observed plasma concentration

Ctrough: trough observed plasma concentration (risdiplam
and metabolites, as applicable, only)

Tmax:  time of the maximum observed plasma
concentration

ti2: apparent plasma terminal elimination half-life (where
possible)

A;: apparent terminal elimination rate constant

Cussr: apparent total plasma clearance at steady state
(Day 14, risdiplam only)

ARauc: accumulation ratio for AUC (risdiplam only)
ARCrax: accumulation ratio for Cmax (risdiplam only)
MR auc: metabolite:parent ratio of AUC (as applicable)
MRcmax: metabolite:parent ratio of Cmax (as applicable)
In Part 2, the following PK parameters were determined
from the plasma concentrations of risdiplam (Days 3 and
16, i.e., the first and last day of risdiplam administration)
or midazolam (Days 1 and 15) and respective metabolites
B as appropriate (i.e., only I-hydroxymidazolam was

16. Efficacy evaluation criteria




measured for midazolam and M1 was measured for
risdiplam), using non-compartmental methods.

AUC.: area under the plasma concentration-time curve
from time zero to the time of last quantifiable
concentration (tlast) (midazolam and metabolites, as
applicable, only)

AUC,: area under the plasma concentration-time curve
from time zero to the end of the dosing interval (Days 3
and 16, i.e., the first and last day of risdiplam
administration, for risdiplam and metabolites, as
applicable, only)

AUCis: area under the concentration-time curve from
time zero extrapolated to infinity (Days 1 and 15 for
midazolam and metabolites, where possible)

Cmax: maximum observed plasma concentration

Crrough: trough observed plasma concentration (risdiplam
and metabolites, as applicable, only)

Tmax: time of the maximum observed plasma
concentration

tus: time of last quantifiable plasma concentration
(midazolam and metabolites, as applicable, only)

ti/2: apparent plasma terminal elimination half-life (where
possible)

Az: apparent terminal elimination rate constant (where
possible)

CL/F:. apparent total plasma clearance after oral
administration (Days 1 and 15, midazolam only) (where
possible)

CLsyr: apparent total plasma clearance at steady state on
Day 16 (risdiplam only)

ARauc: accumulation ratio for AUC (risdiplam only);
Day 3 corresponds to the first dose of risdiplam in Part 2
ARCax: accumulation ratio for Cmax (risdiplam only);
Day 3 corresponds to the first dose of risdiplam in Part 2
MR auc: metabolite:parent ratio of AUC (as applicable)
MR cmax: metabolite:parent ratio of Cmax (as applicable)

17. Safety evaluation criteria

Safety endpoints included incidence and severity of
adverse events (AEs); changes in vital signs, physical
findings, electrocardiogram (ECG) parameters, and
clinical laboratory test results during and after midazolam
administration alone and in combination with risdiplam
and during and after administration of multiple doses of
risdiplam (secondary endpoints).

18. Statistical methods

The primary analysis was the evaluation of the PK of
midazolam in combination with risdiplam (‘Test’ group),
compared to midazolam alone (‘Reference’ group). No
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formal statistical analyses were planned or performed for
Part 1. In Part 2, the effect of multiple oral doses of
risdiplam on the PK of a single oral dose of midazolam
(and its metabolite[s] as appropriate) were explored using
an analysis of variance applied to the log-transformed PK
parameters Cmax, AUCin, and AUCps. The model
included treatment as a fixed effect and subject as a
random effect. From the model estimates, the geometric
mean ratios (midazolam in combination with risdiplam
versus midazolam alone) were derived together with
corresponding two-sided 90% confidence intervals (CIs).

Male and female (non-childbearing potential)
19. Demographic characteristic of study||participants aged 18 to 55 years, inclusive, and with a
population (gender, age, race, etc.) body mass index (BMI) between 18.0 and 32.0 kg/m?,
inclusive.

The midazolam plasma concentration versus time
profiles were overall similar when midazolam was
administered alone or with risdiplam. The elimination
half-life was not changed with risdiplam
coadministration. The ratios of the geometric least-
squares mean (90% CI) of midazolam coadministered
with risdiplam compared to midazolam alone were 1.08
(0.93, 1.26), 1.11 (1.02, 1.20), and 1.16 (1.06, 1.28) for
AUCint, AUCust, and Crax, respectively. This statistical
analysis indicates that coadministration of multiple oral
doses of risdiplam may have slightly increased the
exposure of midazolam (a sensitive cytochrome P450 3A
substrate) in healthy subjects, but the extent of this drug-
drug interaction is not considered clinically relevant.

For the metabolite 1-hydroxy-midazolam, the ratios of
the geometric least-squares mean (90% CI) of midazolam
coadministered with risdiplam compared to midazolam
alone were 1.12 (0.99, 1.27), 1.20 (1.11, 1.30), and 1.27
(1.14, 1.41) for AUCinf, AUCast, and Crmax, respectively.

Risdiplam was steadily absorbed in Part 1 after
administration of 5 mg QD as oral solution for 2 weeks,
with maximum plasma concentrations occurring between
2 and 4 hours postdose on Days 1 and 14. The mean
apparent elimination half-life was approximately 37
hours on Day 14. Steady state was achieved by
approximately Day 7. The actual accumulation of
risdiplam after multiple doses, based on ARauc and
ARcmax, was 3.15 and 3.04, respectively, on Day 14. This
indicates there was an approximately 3-fold
accumulation of risdiplam over the course of the study.

20. Efficacy results




000120

For M1, the main metabolite of risdiplam, maximum
plasma concentrations occurred at a median Ty of
approximately 10 hours postdose on Day 1 and
approximately 3 hours postdose on Day 14 in Part 1. The
mean apparent elimination half-life was approximately
32 hours on Day 14. The metabolite ratio, based on
MRauvc and MRcmax, was 0.188 and 0.160, respectively,
on Day 1, and 0.282 and 0.233, respectively, on Day 14.
This indicates there was an approximately 1.5-fold
accumulation of M1 relative to risdiplam over the course
of the study.

In Part 2, risdiplam was steadily absorbed after
administration of 8 mg QD as oral solution for 2 weeks,
with maximum plasma concentrations occurring at a Trax
of approximately 3 hours postdose on Days 3 and 16 (i.e.,
the first and the last day of risdiplam treatment). The
actual accumulation of risdiplam after multiple doses,
based on ARauc and ARcma, was 2.76 and 2.58,
respectively, on Day 16. This indicates there was an
approximately 3-fold accumulation of risdiplam over the
course of the study. Risdiplam steady-state exposure
(AUCay) increased slightly less than proportional to the
increase in dose from 5 to 8 mg daily with a 1.6-fold
increase in dose yielding a 1.4-fold increase in AUCq,.
The observed geometric mean AUC. of 1730 h*ng/mL
on Day 16 was slightly less than the a priori 2000
h*ng/mL exposure target, but overall the targeted
risdiplam exposure was reached and considered
appropriate for the midazolam drug-drug interaction
assessment in Part 2.

For M1 in Part 2, maximum plasma concentrations
occurred at a median Tmax of approximately 8 hours
postdose on Day 3 and approximately 4 hours postdose
on Day 16. The mean apparent elimination half-life was
approximately 37 hours on Day 16. The metabolite ratio,
based on MRauc and MRCrax, was 0.209 and 0.166,
respectively, on Day 3, and 0.303 and 0.260, respectively,
on Day 16. This indicates there was an accumulation of
MI relative to risdiplam over the course of the study.
Similar to parent, M1 steady-state exposure increased
slightly less than proportional to the increase in dose from
5 to 8 mg daily.

21. Safety results
L

Based on the data obtained following multiple oral doses
of 5 mg risdiplam in Part 1, a dose of 8 mg risdiplam was
selected for Part 2. Overall, risdiplam administration QD
for 2 weeks, alone and coadministered with midazolam,
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was safe and well tolerated by the healthy males and
females (non-childbearing potential) in this study. In
general, the frequency of AEs was low, although the
incidence of AEs was higher in Part 2 than in Part 1. All
AEs were mild in severity and recovered/resolved by the
end of the study. There were no deaths, withdrawals from
the study due to AE, or serious AEs (SAEs). In each part,
there was 1 subject with an unrelated, mild, non-serious
AE (extrasystoles, blood pressure increased) for which
drug was withdrawn; both subjects that withdrew from
treatment went on to complete the study. There were no
findings of clinical concern in clinical laboratory
evaluations, vital signs, ECGs, or physical examinations.

22. Conclusion

L

Pharmacokinetic conclusions

* For midazolam, the ratios of the geometric least-squares
mean (90% CI) of midazolam coadministered with
risdiplam compared to midazolam alone were 1.08 (0.93,
1.26), 1.11 (1.02, 1.20), and 1.16 (1.06, 1.28) for AUCjys,
AUCpst, and Cp, respectively, indicating that
coadministration of risdiplam  may have slightly
increased the exposure of midazolam in healthy subjects.
The observed magnitude of this effect js however not
considered clinically relevant.

Safety conclusions

* Overall, risdiplam administration QD for 2 weeks, alone
and coadministered with midazolam, was safe and well
tolerated by the healthy males and females in this study.
* All AEs were mild in severity and recovered/resolved
by the end of the study.

* There were no deaths, withdrawals from the study due
to AE, or SAEs.

* In each part, there was 1 subject with an unrelated AE
for which drug was withdrawn; both subjects that
withdrew from treatment completed the study.

* There were no findings of clinical concern in clinical
laboratory evaluations, vital signs, ECGs, or physical

examinations.
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3BiT npo kainiyne BHIIPOOYBaHHHA

1. Ha3Ba nikapcekoro 3ac00y (3a HasABHOCTI -

i ; EBPIC/II (EVRYSDI®)
HOMEp peeCTpauiiiHoro nocpiaueHHs)
®.Xodpdmanu-JIa Pow JItx
2. JasBHHK ['pensaxepmtpacce 124, 4070 Basens, [lIgeiinapis
®.Xopdmann-JIa Pour JTta
Pl G Bypwicser, 4303 Kaiicepayrer, HIBeiinapis
4. Tposeaeni gocnimkeHHs: I Z Hi SIKLIO Hi, 06IpyHTYBaTH

Jlikapchkmit 3aci6 3a noBHUM 10ChHE (aBTOHOMHE J0CKE).
[nmnit nikapebkuit 3aci6. ;

Hosa  nitoua  peuosuna ([AP).  Opwurinansumii
1) Tun nikapcekoro 3aco6y, 3a skum NpoBOAMNacs | (iHHOBaUilHMH)  ikapchkuii  3aci6 (Monekyna He
abo nnanyeTbes peecTparis NpeICTaBieHa Ha pUHKY VYkpaiHu) mns nikyBaHHs
PIAKICHOTO 3aXBOPIOBAHHS 31 AHO nyHkty 10 (mianyukry
10.1) posainy V TMopsanxy Hakasy MO3 Vkpaiuu Big 23
nunusg 2015 poky Ne 460.

[Iporokon Ne BP41361. Bigkpure nocnimkenns | basu 3
ABOX HaCTHH 3 BUBYCHHS OE3MEKH, MEpPeHOCHMOCTI Ta
(hapmakoKiHeTHKH GaraTopasoBux 103 pucauniamy Ta
BILIHBY puCAunIamy Ha (apMakoKiHeTHKy Mifasonamy
micis NEPOPaILHOTO npuiiomy 310POBUMH
JOCITIKYBAHUMH 0cOGaMu.

@Ta 3BiTy: 10 moToro 2020 poky

. [ a’ iy .
L6. ®Pasa kiiHiYHOro BUNpoGyBaHHs 1@1}11qu Aocnipkenns | daszu

5. TloBHa Hasea xaiHiuHOrO BUNpPOOYBaHHS,
KOJI0BaHWH HOMEP KIiHIYHOro BUNpoGyBaHHs

23 tpasHa 2019 poky (mara minmicanus nepuioi
7. llepion npoBenenHs KiiniuHOro BUNpoOyBanHs |iHhopMoBaHOT 3roam) — 29 BepecHsa 2019 poky (mara
OCTaHHbOI'O CIIOCTEPEIKEHHS)

8.  Kpainu, ae nposoauiocs  KaiHiune| JocipkeH s npoeoaunock B Covance Clinical Research
BUIIPOOYBaHHS \Unit, Inc., CIIIA

Mo fochikeHHs naanyBanock BKIHOUMTH a0 40
3110pOBHX 0Ci0: 8 yuacHUKIB y yacTHHy | (10 KOCATHEHHS
NpuHalMHI 6 ocib, skux Gyno MokaMBO OLLIHUTH) i
npubmusno 28 oci6 y HacTHHY 2 (10 [JOCSATrHEHHs
npuHaiMHI 26 0cib, skux 6yJ10 MOKINBO ouinuTH). Byjo
9. KinbkicTs nocnimpxyBannx 3allIAHOBAHO NOJIATKOBMX 4 yyacHMKA JOCHiKEHHs,
AKLIO yacToTa BUOYTTA y uacTuHi 2 Gyma 6 suie
O4iKyBaHOI. YuacHMKM, BKIIOYEH] B yacTuHy | jaHoro
LOCTIIKEHHSA, He OyayTh BKIKOYATHCE Y 4acTHHy 2.

Y uactuny 1 Gyno BkmoueHo 8 ocib, siki 3aBepIIHIH
AOCITiKeHHS. V yacTHHY 2 Oyn0 BkaoueHo 27 oci6: 3

/,Z:/é’////é < 7’«-’»'('7{-7’ ég‘{/?/ LeLl ol
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HUX 26 0ci6 (96,3 % oci6) 3aBePUIMIIM JOC/IKEHHS Ta |
AOCTiKYBaHHUH Mepea4acHo BMOYB 3 10CTi I)KeHHS uepes
iHWy npuuuny. JIBi ocobu He 3aBEPLIMIN OTPUMAHHS
Yyeix 103. [lani Beix 8 oci6 y wactuui 1 Ta Beix 27 ocid y
4acTuHi 2 Oynu BKIOYEHI B nonynAuii Gesneku Ta
apmakokineruku (OK).

[lepBHHHOI MeTO Gyo:

* BuBuutd Bname Garatopasosnx MepopaibHUX /103
pucuniamy Ha ¢apmakokinetuky (PK) 0JIHOpa30BO|
epopanbHOi 1031 Mifasonamy y 3I0POBHX 0CiD.
BropunuuMu uinsgmu 6yau:

* Ouinutu Gesneky Ta nepeHOCHMICTb 0ZIHOpa30Bol
NepopanbHOl 103M Mijasonamy B MoHOTepamii Ta B
NMOE/HAHHI 3 6araTopasoBUMH MEPOPAILHUMH 103aMMU
PUCAUILIAMY Y 3[J0POBHX OCi0,

* OuinuTu Gesreky Ta nepeHOCHMicTb DararopazoBux
NEPOPAJILHUX /103 PHCIMIIIAMY NPU NpUOMi 01MH pa3 a
100y (QD) nporsarom 14 auis.

* Ouinntu ©K pucaunnamy (ta fioro Mmertadonirty[iB], 3a
HeoOXxigHocTi)  michs npuiioMy  GaratopasoBux
ICPOpAILHMX 1103 pucauriamy QD nporsrom 14 auis.

10. Mera ta BTopuHHi wimi  KiiHiYHOro
BHIIPOOYBaHH:A

Lle 6yno Biakpure Hepanomizopane nocaimkerns |
a3k 3 2 yacTun i3 BuBueHHs Gesnekw, NEPEHOCUMOCTI Ta
®K GaratopazoBoro pesumy AO3YBaHHA pHUCIUMIAMy
QD (uactuma 1) i BIUIMBY pucauniaamy Ha OK
Mijasonamy (uactuua 2) micis NEpopanbHOro npuiomy
Y 310POBHX YOJIOBIKIB Ta KiHOK.

Y vactuni 1 yyacHuku OTPUMYBAIlH MEPOpanbHY 103y 5
MT pucauniamy QD npotsirom 14 nocti goBHUX JHIB. Ho
MOYaTKy 4aCTHHU 2 103y pMCAHIUIaMy 6YI0 BH3HAYEHO
11, Tuzaita kniniynoro BUIPOOYBaHHS Ha TiAcTaBi JaHuX 3 Gesnexw, nepeHocumocti Ta @K,
OTPUMaHMX y YacTuHi | Ta y3romkeHo mix yac 3ycTpiyi
Mi3K KOMaH/010 1OC/IiAHUKIB CIIOHCOpA Ta JOCIiTHUKOM,
NPUCBAYCHI PILIEHHIO 100 MiIBHINEHHS 1031,

Y uactuHi 2 yyacHuKu OTPHMYBAJIH  OJHOPA30BY
MepopanbHy 103y 2 Mr mMigasojamy B aeHs 1. B jgens 3
posnouascs 14-neHHuil nepion NPUAOMY pUCaUILIaMY
OZMH pa3 Ha 100y 3 OAHOPa30BUM npuiiomom 2 wmr
Mijfas3ojamy B JieHb 15 (uepe3 1 roguny nicss npuiomy
13-1 1031 pucaunnamy).

310poBi  YONOBIKM Ta  KiHKM (He3paTHicTL 510
AITOHApODKEeHHs ) BikoM Big 18 10 55 POKiB (BKJIFOUHO) i
3 iHgekcom macu tima (IMT) Bin 18 1m0 32 kr/m?
(BKJIHOYHO).

12. OcHoBHi KpuTepii BK/tOUeHHS

—
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YactuHa 1: oaHopaszoBa nepopaidbHa H03a 5 Mr
pucauniamy (opaJeHHM MOPOLWIOK i posuuny) QD
npoTarom 14 nocnigoBHUX [IHIB.

YactuHa 2: nens 1: ogHOpa3oBa nepopasibHa 1033 2 Mr
Migazonamy (posuuH); ani 3—14: 8 mr pucaumiamy
(opanbuuii nopoiok aas posuuny) QD; aeHs 15: 2 mr
Migaszonamy Ta 8 Mr pucauniamy; AeHb 16: 8 wmr
pUcaUIIaMy.

Y4acHMKH He 1M TpoTAroM Houi  (mpoTsarom
13. Jocnimkysanuit sikapebkuii 3aci6, crnoci6|ionaiiMeniue 8 roauH) 10 J03yBaHHS B AeHb | (yacTuHa
3aCTOCYBaHHA, cuaa il 1) i ani 1, 31 15 (vactuna 2) Ta yrpuMyBanKch Bif
npuioMy Bojau 3a 1 roauHy 10 npuitomy i jio 2 roguH
Mic/is NpUHOMY, 32 BUHATKOM KiJIbKOCTI CIMOKUTOT BOAM
nia 4ac npuiiomy npenapary. [Ipuitom ki 103BonsBCA,
NOYMHA4K 3 4 TOAMHM Micns npuitomy npenapaty. B
YBECh iHIUMI Yac mij yac J0CHiIKeHHs YYaCHUKM MOTITH
CMOKHMBATH BOJY 3a Oa)KaHHSM.

Ne cepii pucaunnamy craHoeue BS1512SA02. Ne cepii
pucaumiamy craHoBus GMP0401. Ne NDC s
Migasosnamy craHoBuB 0054-3566-99

14. Ilpenapar mnopiBHsiHHs, 1033, cnoci6||He 3acTocoBHo.

3aCTOCYBaHHsA, CHIA i

He no3Boasnock 3actocyBaHHs CymyTHBOT Tepanii, 3a
BUHATKOM aueramiHodeHy, ropMOHalbHOT 3aMicHOT
Teparnii J1s JKiHOK Y NMOCTMEHOMNay3aabHOMY Iepioi Ta
nikyBaHua HA.

15. CynyTHs Tepanis

®apmakokiHeTHKa:

@K KiHleBMMH TouKaMy OyJ11 KOHLEHTpaLlii Mizazonamy
Ta OTpuMaHi Ha ocHoBi HUX @K napamerpu ans
Mijazonamy (ta ioro  metaGonity  l-rigpokcu-
Mijazonam, 3a HeOOXiAHICTIO) y pexuMi MOHOTeparii Ta
y MOEHAHHI 3 pUCAUNIaMOM (NIePBHHHA KiHIIEBA TOYKA)
i KoHLeHTpauii Ta orpumaHi Ha ocHOBi Hux OK
napameTpu IS pucauniaMmy Ta  Mmerabonity |
pucauniaamy (Ml), 3a HeoOXiaHICTIO (BTOPMHHI KiHLEBI
TOUKH).

Y uactuni | nHactynHi @K nmapameTpu BM3HAYanMCh Ha
OCHOBI KOHLIEHTpaLiii pucaumnamy i M1 y niasmi kposi
B aHi 1 i 14, 3a HeoOxigHicTiO, 3a J0OMOMOro
HEKOMITapTMEHTHUX METOiB.

AUCuu: mioma niJ KpUBOK KOHLEHTpalis B miasMi
KpOBIi-4ac BiJl HyJA 10 KiHLS iHTepBaiy A03yBaHHs (1Hi
1 Ta 14 ans pucaunnamy ta mMeTaGoJiTIiB, JMIIE SAKLILO
3aCTOCOBHO)

16. Kpurepii ouiHku edexkTuBHOCTI
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Crmax: MaKcuManbHa criocTepeikyBaHa KOHLIEHTpalis B
niaasmi Kposi
Ctrough: MiHiManbHa CMOCTEPEKYBaHA KOHLEHTpALis B
nnasMi Kpoei (pucaumiam Ta mertaGosiiti, nuume 3a
HeoOXiHicTIO)
Trmax:  uwac 10  MakcumanbHOT CTIOCTEPEKYBAHOT
KOHLEHTpauii B nia3mi kposi
(12} OUEBMHNH TepMiHaNbHUIA Nepio ] HaniBBUBE IEHHS 3
MAa3MH KpOBi (JIe MOMKJIMBO)
Az KOHCTAaHTa WIBMAKOCTI OYERMIHOI TepMiHaIBEHOT
enimMiHanii
CLsyr: OYEBMAHMI 3aranbHUl MIA3MOBHIL KJipeHe y
PiBHOBaYKHOMY cTaHi (aeHs 14, nuie pucauniam)
ARauc: koediuient nakonmuenns mia AUC (Juwe
pucauIIam)
ARCrax: KOCDiUieHT HakomuueHHS 115 Coay (e
pHCaunIam)
MRauc: crmisBigHowenns AUC  meraGoniT-suxigmuii
nmiKapebkuii 3aci6 (SKIIO 3acTOCOBHO)
MRcpax:  cniBBigHOWEHH Cpyax MeTaboIiT-BUXiAHMIH
JniKapcekuii 3aci6 (Ko 3aCTOCOBHO)
Y wactuHi 2 HactynHi ®K napaMeTpu BU3HAYaJUCH Ha
OCHOBI KOHLIEHTpaLii pucAUNIaMy B miasmi KpoBi (aHi 3
i 16, To6ro mepwmii Ta ocTauuiii N€Hb MpHilomMy
pucauniamy) abo Ha OCHOBI KOHUEHTpaLji MiJazonamy B
niasmi kposi (aHi 1 i 15) Ta Bianosiauux MetaGonitis 3a
HEOOXi/HICTIO  (30kpema  BusHauanucs smme |-
rilpoKcHMinazonam s mizasonamy Ta M1 g
pHCIHIIAMY), 33  JOMOMOrOK)  HEKOMIAPTMEHTHMX
METOiB.
AUCpst: nioma nig kpusowo KOHLEHTpallis B MJa3Mi
KPOBI Bil Hyms [0 4Yacy OCTAHHBOI KiBKiCHO
BUMIDIOBAHOT ~ KOHLEHTpawii (ths) (Mizasonam Ta
METa0O0JIiTH, JIMIIE AKILIO 3aCTOCOBHO)
AUCuu: miowa nig kpuporo KOHIEHTpalis B ruiasmi
KPOBI BiJl Hy/A 10 KiHLs iHTepBany J03yBaHHA (1Hi 3 i
16, T06TO nNepwmii Ta ocranmiii ACHb npuiiomy
PUCLHILIAMY: A pUCAMNIAMY Ta MeTabosiTis, mume
AKIIO 3aCTOCOBHO)
AUCixe: nuioma nia kpueoro KOHLEHTpaLis B masmi
KPOBI BiJl HyJIsl, EKCTPANONbOBaHA HA Oe3KiHeYHICTE (aHi
1115 ans migasonamy Ta MeTaboJIiTiB, e e MOKINBO)
max: MAKCHMAaJbHa CIMOCTEpPeKyBaHa KOHUEHTpALlis B
11a3Mi KpoBi

[l ec s e cedy
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Cirough: MiHIMalbHa CMOCTEPEKYBaHA KOHLEHTpALlis B
naasmi KpoBi (A0 pucaumniaMmy ta metabouiTie, nuiue
SIKIII0 3aCTOCOBHO)

Tmax: 4ac JOCATHEHHA MAKCHMMAalIbHOI CIOCTEPEKYBAHOT
KOHLEHTpallii B nja3mi Kposi

tiest:  4Yac JI0 OCTaHHBOI KINBKICHO BHUMipHOBaHOT
KOHLEHTpaLii B nia3Mi kposi (Migasonam i merabouity,
JIULIE AKIIO 3aCTOCOBHO)

t1/2: O4EBHAHMI TepMiHANBHHUI MIEPio/ HANliBBUBEAEHHS 3
MJIa3MH KPOBi (e MOKIHBO)

Az: KOHCTAaHTa IUBMIKOCTI OYEBMAHOI TepMiHATBLHOT
esliMiHauii (1e MOXKIHBO)

CL/F: oueBuanuii 3arajbHuil 11a3MoBMil KilipeHe micis
nepopasneHoro npuilomy (aui 1 i 15, nuwe minazonam)
(ne MOXIHBO)

CLssr: OueBMIOHMH 3arajlbHU M1a3MOBHI KIipeHC B
PiBHOB2)KHOMY CTaHi B jieHb 16 (JIMILE pUCIUILIam)
ARauvc: koediuient Haxonuuenus s AUC (nuime
pucauniam); fAeHp 3 BiAnoBizae nepuiii  g03i
pHCAMILIaMy B HacTHHI 2

ARCnax: koediieHT HakonuueHHs Uit Cmax (IHIIE
pucauniaM); JAeHp 3 BianoBimae mepuwiii  03i
pHCIMIUIaMy B YaCTHHI 2

MRauc: cniBBigHomenns AUC meraboaiT-BuXigHUi
NiKapcbKuii 3aci0 (AKILO 3aCTOCOBHO)

MRcmax: cmiBBigHOWEHHS! Cmax MeTabOMIT-BUXiIHMI
NiKapchKuii 3acid (SKIILO 3aCTOCOBHO)

KiHuLeBi Touku 3 6e3nexy BKIHOYAIH YaCTOTY Ta TAKKICTb
HeOakanux spuwy (HS); 3MiHM OCHOBHMX NOKa3HMKIB
JKUTTEAISIIBHOCTI OpraHiamy, pe3yyibTatd (i3sHKajibHOro
oOcTexeHHs, napamerpu enexrpokapaiorpamu (EKI) i
17. Kpurepii ouinku Ge3neku pe3y/IbTaTH KIiHIYHHUX J1abopaTOpHUX TECTIB Mij yac Ta
nicas npuiiomMy Mmizasonamy sK MOHOTepamii Ta B
MO€JHAHHI 3 pUCOMIIAMOM 1 mnig uac Ta michs
3aCTOCYBaHHs  0araTopas’oBUX  JI03  PUCIWILIAMy
(BTOpUHHI KiHILIEBI TOUKH).

[lepsunnuii ananis nondras B ouinui ®K minasonamy y
noeaHanHi 3 pucauniaamom  («Tecrosa»  rpyna)
NopiBHAHO 3 e Migasonamom («KoutponsHay» rpyna).
@opmaneHuii  cTaTUCTMYHMIE  aHanis  He  OyB
3allJIaHOBAHUI Ta HE MPOBOAUBCA Aas uvacTHHH 1. V
4acTHHi 2 BMJMB 0araTtopas’oBMX MNEPOPANBHUX 103
pucaunnamy Ha ®OK  pasoBoi mnepopainbHoi 103M
Miznazoznamy (ta ioro merabonity[iB], sAKu10 HeOOXiaHO)
BMBYABCA 332 JIOMOMOTOK  BapiauiiiHoro awuanisy.
3aCTOCOBAHOrO g Jiorapudmiuno nepersopenux @K

18. CrarucTuuHi MeToau
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napametpiB Cmax, AUCint i AUChst. Mojiens BKIIOUaT
NiKyBaHHA K dikcoBanuii edexr i JOCKYBaHy 0c00y
AK BUMaakoBuit edext. Ha ocHoBi pesynbTartie owuinku
mojeni Oynu obuuceHi BiJHOLIEHHS
CCPCAHBOrCOMETPUYHMX  BEJMYMH  (Migazonam  y
KoMOiHauii 3 pucauNIaMOM y nopiBHAHHI nMme 3
Ml,ZlHSOJIaMOM) a TaKoXK BIANOBIAHI ABocTOpoHHI 90 %
10Bipyi iHTepsau ([II).

Honosiku i winku (He3aaTHi 10 ,Ll,lTOHE:lpO,IDKCHHH) BiKOM
Bif 18 10 55 pokiB BK/IOUHO Ta 3 iHAEKCOM MacH Tina
(IMT) Biz 18 1o 32 kr/m2, BKIIOYHO.

19. Jlemorpadiuni nokasnuku JOCITi JXKYBaHOT
nomynsiuii (cTath, Bik, paca, Tomio)

Kouuenrpauii mizasonamy B niasmi kposi 3aiexHo i
npoclnmo yacy sarajiom Oyau noaiGHUMU npu npuiiomi
Mlnasonamy B MOHOTepanii abo 3 pucauriamom. [lepios
HalliBBMBEJEHHA He 3MiHIOBaBCA MpH CYIyTHBOMY
npuiiomi i3 pucaunnamom. Bignoienns F€OMETPHUYHHX
CepelHiX,  pO3PaxOBaHUX  METOAOM  HANMEHLIHX
kBajparis, (90 % JI) wmigasonamy fpH  CYMyTHBOMY
3aCTOCYBaHHI 3 PUCMIIIAMOM MOPIBHIHO 3 MiIa301aMOM
Y pexuMi MoHoTepanii cranosuau 1,08 (0,93, 1 ,26), 1,11
(1,02, 1,20) i 1,16 (1,06, 1,28) ans AUCins, AUCq Ta
Crmax Bianosiaxo. Leit cTatueTnunuil ananis CBII4YMTh,
Lo CymyTHE 3aCTOCYBaHHs 6araTopa3oBUX MepopaibHHUX
A03 PUCIIMITIAMY MOJKE N0 30iIbIYBaTH eKCIO3HULIiK
Mifasonamy (4yTauBuit cyGeTpar LMTOXpOMY P450 3A)
Y 3I0pOBUX 0cCi, OAHAK CTymiHb wiei B3aeMOAil MK
MIKAPCRKUMM  3aco6amMu  He  BBaKaBCA  KIHIUHO
3HAUUMHM,

Jns metaGonity 1-rigpokcu-mizasonam RigHOLICHHS
FEOMETPHYHMX  CEPEAHIX, pPO3PAXOBAHUX METO,10M
HallMeHLINX KBazparig, (90% JII) s Miﬂaaonar\ay npu
CYNYTHBOMY 3aCTOCYBAHHI 3 PUCAMIIAMOM MOPIBHSHO 3
MigazonamMom y pexumi MOHOTepanu craHoBuiu 1,12
(0,99, 1,27), 1,20 (1,11, 1,30) i 1,27 (1,14, 1,41) nns
AUCint, AUClast Ta Cinax BimosiznHo.

Pucaunnam craGineno BemoxTyBaBes B uacTuni 1 micis
npuiomy 5 mr QD y Burmaai opanbHoro PO3UHHY
MPOTATOM 2 THIKHIB i3 MAKCHMaJIBHOIO KOHLEHTPALLEIO B
niuasMi KpoBi y neplon MDK 2 i 4 roguHamu micas
Ao3yBaHHs y aHi 1 i 14. Cepenniit ouesuanwmii nepioz
HalliBBUBEICHHS CTAHOBUB NPUGIM3HO 37 rOAMH B JCHb
14. PiBHoBakuuii cran 6ys nocarnyTuii npudausHo a0 7
AHA. @akTHYHE HAKOMUYEHHS pucauniaMy  micis
npuiiom GaratopasoBmx 103 Ha migctasi ARAuc i AR cima
cranoBuiio 3,15 i 3,04, sigmnosiznxo, y Jenb 14, Lle

20. Pe3ynsratu edekTUBHOCTI
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CBIYMTL 1Ip0 NPUOJM3HO 3-KpaTHe HAaKOMMUYEHHS
PHCAMIINAMY BIIPOAOBIK AOCIIIDKEHHS.

it M1,  ocHoeHoro MetaGonity pucauniamy,
MaKcMManbHa  KOHUEHTpalia B  [IasMi  Kposi
criocrepiranacs 3 MeaiaHo Tmax npubauztHo 10 roauu
micsis 103yBaHHS B JieHb | i npubausHo 3 roauuwm mics
J103yBaHHA B JieHb 14 B yacTuHi 1. Cepenniii oueBuaHuii
nepio/| HaniBBHBE/IGHHs CTAHOBMB NPUOIN3HO 32 roauHu
B neHb 14. BigHowenus meraGoiTy Ha niactaBi MR auc
i MRcmax cTanoBuno 0,188 i 0,160, BigmosiaHo, y JIeHb |
Ta 0,282 10,233, BignoeiaHo, y nens 14. Ie cBigunts npo
Te, mwo Oyna npubnusHo 1,5-kpatHa kymynsuis Ml
CTOCOBHO PHCAMILIAMY BMPOIOBIK JOCTIAKEHHS.

Y wactuni 2 pucauniam crabiibHO BCMOKTYBABCS Miciis
npuiioMy 8 mr QD sK opadbHOro po3umHy npoTarom 2
THXKHIB, i3 MaKCMMAlbHOK KOHLEHTPALI€l0 B rUasMi
KPOBi HA MOMEHT Tmax NPUOAN3HO Yepe3 3 roAuHH mics
103yBaHHA B AHI 3 i 16 (TO6TO Mepioro ta 0cTaHHBOTo
AHsA J1iKyBaHHA puciumiamy). PakTHYHE HAKOMUYEHHS
pucmuruiamy micns rnpuiioMmy 6aratopazoBuX 103 Ha
niacraBi ARauc i ARcmex cranoBumo 2,76 i 2,58,
BiNOBiAHO, B jeHb 16. Lle cBiguute npo Te, wo
Bi0ynacs npu6/IM3HO 3-KpaTHa KyMyJIallis pUCMIaMy
BIPOJOBK AOC/iKeHHs. Excnosuuia pucauniamy B
piBHOBaskHOMY cTaHi (AUCiwy) 3pocTana femo MeHiie
HIK NPOMOPLiHHO 10 30iAbIIEHHS 1031 3 5 10 8 Mr Ha
2100y i3 1,6-kpaTHUM 36i/BLIEHHSM 103K 3 OTPUMAHHAM
l.4-xpatHoro 36inbmwenns AUCu. CnocrepexyBane
cepeane reomeTpruute 3HauYeHHA AUCwy 1730 roa*ur/mi
Yy JAeHb 16 Oyno nemo MeHwe anpiopi uinboBol
excrnosuuii 2000 rom*Hr/mi, oAHaK 3arajoM IibOBa
eKCTO3HLisA pucaunIamy Gyia A0CATHYTA Ta BBaXKAIach
HaJleXKHOK [N OLIHKM B3aeMOJii Mizasonamy 3
PHCAMIIAMOM Y YacTHHi 2.

Ans M1y wactuni 2 MakcuMmanbHa KOHLEHTpaLis B
nnasMmi - KpoBi crioctepiramacs 3 MemiaHOK T
NpUONM3HO 8 TOAMH micis [103yBAHHA B ACHb 3 i
NpuONIM3HO 4 TOAMHM TMcis J03YBaHHA B JieHb 16.
Cepenniii oueBuHKIT Mepiof HAMiBBHBEACHHS CTAHOBUB
npubausso 37 roauHn B aeHs 16, Bianowenuns
metabonity Ha miactaBi MRauc i MRCiax CTAHOBHIIO
0,209 i 0,166, pixnoeiaHo, y neus 3 ta 0,303 i 0,260,
BIANOBIHO, y geHb 16. Ile cBimuuts, 1o BiA0Y10ChH
HakomnueHHss M1 BiZHOCHO pHcaMIIaMy BRIPOJORIMK
pocnikenns. ITlonibHo 10 BuxiaHoro nikapehkoro
3aco0y excnosuiis M1 y piBHoBaxkHomy cTani 3pocia
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ACLLO MEHIIE HDK NPOMOPUiHHO 10 36ibLIeH s /1034 3 5
A0 8 Mr Ha 106y.

21. Pe3yasraTy Gesnexu

Ha nigcrasi  namux, OTPUMAHUX micAs  mnpuiiomy
OararopaszoBux 103 5 mr pucaumiamy B yactuni 1, gosy
8 Mr pucaunnamy Oyu10 06paHo A1 yacTuuy 2. 3araiom
npuiioM pucauniaamy QD npotsirom 2 TiikHis B pexuMmI
MOHOTepamii afo CcynmyTHO 3  Mizasonamonm OyB
Oesneunum i no6pe MEPEHOCHUBCH  3/I0pPOBHUMHU
YOJIOBIKAMM  Ta  JKiHKaMu (He3gaTHUMU  j10
AITOHAPO IKEHHs) Y UBOMY JochimxkeHHi. 3arajgom
4actora H Oyna Husskolo, xoua yactora HSI Oyna Buiie
Y 4acTuHi 2, HiXk y vactuni 1. Yei HS Oynu nerkoro
CTYNEHA THKKOCTI Ta 3HUKIW/PO3pimauck 1o KiHLs
JLOCTi I3KEHHS He Oyno BUIAKIB cMmepreit,
MEPEIYAaCHOr0 BUMOYTTA 3 A0CHiKEeHHS uepes HJ abo
cepiosHux HA (CHS). V koskuili yacrumi Oyna oana
J10C1i/LKYBaHa 0co0a 3 HenoB’ i3aHuM Hecepiio3sHum HS
JIETKOTO CTYNEHS TAKKOCTI (€KCTPacuCToM, 36ibIenns
piBHS apTepianbHoro THCKY), Yepe3 sKe 10CITiKyBaHHit
niKapehKuii 3aci6 6ys NepefyacHo BiAMiHeHMIT; 06 Bi
0co0H, y SIKHX NTiKyBaHHs Gy.10 MEPeAYaCHO NPHUIHHEHE,
3aBEPLIMIN  nocnimkenHs. He  6yno  pussieno
MiATBEPIKEHD  KITIHIYHIX npobiaemM npu  KiiHiyHux
nabopatopuux  obcTexkeHHAX, 3 00Ky  OCHOBHHX
TNOKA3HUKIB JKHUTTE AiANBHOCT] opratismy, EKI" abo npwu

dizukanbHOoMy obcTexkenHi.

22. BucHoBok (3aKmouenns)

BUcHOBKH 10110 dhapmakokineTHKH

* s Mizasonamy, BigHOmeHHs reOMETPHYHUX
CEePe/HIX,  pPO3PaxoBaHOro  MeTOLOM HaliMeHInx
kBazparis, (90 % JII) qas Migasonamy npu CYMYTHLOMY
3aCTOCYBAHHI 3 pHUCAMMIAMOM MOPIBHSIHO 3 JMiIe
pHCIHMIamMoM cranosuio 1,08 (0,93, 1,26), 1,11 (1,02,
1,20) i 1,16 (1,06, 1,28) a1 AUCint, AUChgt i Conax,
BIATOBIZHO, 110  cBimumThH npo Te, WO CYNyTHE
3aCTOCYBaHHA PUCAMIIAMY MOXE Jello 301IbIIYyBaTH
CKCMO3ULIIO  Mifasonamy vy 310poBUX  0cib. Opnak
CMOCTEPEIKYBaHA BEMUNHA L1LOTO e(eKTY He BBAKAETHCS
KIiHIYHO 3HAYUMO}0.

BucHOBKH 1110710 Gesneku

* 3araoM, y usomy mociimkenni NpUHOM pucaumnIamy
QD nporsrom 2 TwxkHIB sk MOHOTepanii a6o npu
CYNyTHbOMY  3aCTOCYBaHHI 3  Mizazonamom OyB
Oesneunum  Tta  n0Gpe IEPEHOCHBCA  3/10POBUMH

YOJIOBIKAMH Ta JKiHKaAMHU.
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* VYci H Oymum nerkoro crynmeHs TskkocTi Ta
3HUKJIK/PO3PIIHINCE A0 KIHLA J0C/T JUKEHH.

* He Oyno0 Bunajakis cmepreld, nepeayacHoro Buxomy 3
nocnimkerHs yepes HI abo CHAL

* Y KoxHill yacTuHi Gyna ogHa ocoba 3 HEMOB’ A3aHUM
H51, uepes skuit nikapcekuit 3aci6 Gyno mepenuacHo
Bi/IMiHEHO; OOMIBI JocHiaKyBaHi 0cOGH, y  SAKMX
nikapcekuit  3aci6  6yno nepeguacHo  BiaMiHeHo,
3aBEPLUMIIM Y4acTh Y J0C/iDKEHHI.

* He yno Busineno nigreeppkens KiiHiuHuX mpobiem
Mpu KIHIYHUX 12a60paTopHUX 0OCTeKeHHAX, 3 GOKy
OCHOBHMX MOKAa3HHKIB JKUTTELiANBHOCTI opranismy, EKI”
abo npu disrkarEHOMY 06CTEKEHHI.

3asABHUK (BIACHMK PeeCTpaLiifHOro nocBigyeHHs)

®.Xoppmann-Jls Powr Jlty

[Mignuc [Mianuc

Jleiina Jlicrep Karanina Poxac

Biazin 3 MizkKHapoJHUX PeryJIsTOPHUX MTHTAHb Bianin 3 MixkHapOAHMX PeryasTOPHUX MHTAHE
@ . Xoddmanu-JIa Pow Jita @ . Xobdmanu-JIs Pow JIty

basens, IlIBeiitapis basens, llreitnapis
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Clinical Trial Report

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

EVRYSDI®

2. Applicant

F.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

3. Manufacturer

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

4. Trials conducted:

I yes

no If not, substantiate

1) type of the medicinal product, by which
registration was conducted or planned

Medicinal product with complete dossier (stand-alone
dossier). Other medicinal product. New active substance
(AS). Original (innovative) medicinal product (the
molecule is not presented on the Ukrainian market) for
treatment of rare disease according item 10 (sub-item
10.1) of section V of the Procedure of Order of the
Ministry of Health of Ukraine dated 23.07. 2015 No 460.

3. Full name of the Clinical Trial, clinical trial code

Protocol No. NP39625. An investigator/subject blind,
randomized, placebo-controlled study to investigate the
safety, tolerability, pharmacokinetics and
pharmacodynamics of single doses of RO7034067 in
healthy Japanese subjects.

Report No. 1078093 June, 2018

EClinical trial phase

i

Phase [

7. Period of the clinical trial

First Subject Enrolled: 22 February 2017
Last Subject Last Visit: 02 October 2017

8. Countries where the clinical trial was conducted

|

Collaborative Neuroscience Network, LLC
2600 Redondo Ave., Long Beach, CA 90806

9. Number of study participants

Planned: 24 subjects (18 on RO7034067; 6 on placebo)
Enrolled: 24 subjects (18 on RO7034067; 6 on placebo)

10. Goal and secondary objectives of the clinical
trial

Primary Objectives

* To characterize the pharmacokinetics (PK) of single
oral doses of RO7034067 in healthy Japanese subjects.

* To investigate the safety and tolerability of single oral
doses of RO7034067 in healthy J apanese subjects.
Secondary Objectives

* To investigate the pharmacodynamics (PD) effects of]
single oral doses of RO7034067 on SMN?2 mRNA
splicing modification.

* To explore the PK/PD relationship of single-ascending
oral doses of RO7034067.

11. Design of the clinical trial

Investigator/subject  blinded, randomized, placebo-
controlled study to assess safety, tolerability, PK, and PD




of single oral doses of RO7034067 in healthy Japanese
subjects

’TZ. Main inclusion criteria

Healthy male or female Japanese subjects from 18 to 60
years of age and BMI between 18 and 30 kg/m?

13. The investigational medicinal product, method
of administration, strength

20 mg US PGB: Batch GEX0061-01

120 mg US PGB: Batch GEX0062-01

120 mg US PGB: Batch GEX0117-01

Oral drinking solution containing 2, 6, or 12 mg
RO7034067 administered under fasting conditions as a
single dose

14. Comparator, dose, method of administration,
strength

|

15. Concomitant therapy

—

Placebo for 20 mg US PGB: Batch GEX0077-01
Placebo for 120 mg US PGB: Batch GEX0078-01
Placebo oral drinking solution

As a general rule, no concomitant medication was|
permitted, with the exception of medications to treat AEs,
unless the rationale for the exception was discussed and
clearly documented between the Investigator and the
Roche Clinical Pharmacologist.

Pharmacokinetics:

-

Plasma and urine concentrations of RO7034067 were
measured by a specific and validated liquid
chromatography—mass  spectrometry (LC-MS/MS)
method. Primary PK parameters of RO7034067 were
Cmax and AUCins. All other PK parameters were regarded
as secondary and included: Tmax, AUCunst, AUCo.24n,
AUCo.72n, half-life, CL/F, CLx, Ae, and Fe.
Pharmacodynamics:

16. Efficacy evaluation criteria

Quantitative real-time PCR was used to measure in vivo
and ex vivo splicing modification of SMN mRNA
(SMN1, SMN2 full length, and SMNA?7) in whole blood
samples taken before and after dosing.

Clinical genotyping

SMN genotyping was performed in whole blood samples
taken on Day 1 to determine the copy number of the
SMN1 and SMN2 gene.

Taste questionnaire

Taste of oral drug solution was assessed in an exploratory
fashion by completion of a taste questionnaire 1 minute
after RO7034067/placebo administration on Day 1.

—

17. Safety evaluation criteria

Safety and tolerability were assessed by monitoring
adverse events (AEs), medical history, laboratory safety
assessment, electrocardiogram (ECGs), vital signs,
physical ~ examinations, and  ophthalmological

assessments.
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Safety Analysis

Listings, summary tables and graphs were produced for
safety and tolerability assessments, as appropriate. Safety
assessments included monitoring and recording of AEs,
serious adverse events (SAE) and non-serious AEs of
special interest; laboratory assessments; vital signs,
ECGs, recording of concomitant medications,
ophthalmological assessments and physical examination
results.

PK Analysis

No formal sample size calculation was performed.
Individual and mean plasma concentrations at each
sampling time-point for RO7034067 were presented by
listings and descriptive summary statistics, including
means, geometric means, ranges, standard deviations and
coefficients of variation. Individual and mean
concentration-versus-time were plotted on linear and
semi-logarithmic scales.

Statistical analysis on the PK parameters (AUCins and
Cunax) was performed to explore dose-proportionality. PK
were evaluated for any differences due to ethnicity.
Furthermore, it was tested whether the inter-subject
variability is different in the Japanese and Caucasian
(study BP29840) populations.

PD Analysis

All individual PD data and parameters were presented by
listings and descriptive summary statistics by dose group
or cohort. PD data were graphically displayed as
individual mRNA expression levels/concentration versus
time  profiles.  Individual mRNA  expression
levels/concentrations for SMN1, SMN2 FL, SMNA7,
SMNRG (SMN reference gene) mRNA and SMN protein
for each sampling timepoint are presented in listings
together with summary statistics by treatment, including
means, medians, geometric means, ranges, standard
deviations and coefficients of variation.

19.  Demographic characteristic of study (Male or female Japanese subjects from 18 to 60 years of
population (gender, age, race, etc.) age and BMI between 18 and 30 kg/m>

Pharmacokinetic results

Following single doses of RO7034067 in J apanese
subjects, peak plasma concentrations (Cmax) and overall
plasma exposure (AUCiy) increased in a dose-
proportional fashion from 8.50 ng/ml (14.1%) for the 2
mg dose to 54.6 ng/ml (17.6%) for the 12 mg dose, and
332 h-ng/ml (12.8%) for the 2 mg dose to 2180 h-ng/ml
(17.5%) for the 12 mg dose, respectively.

18. Statistical methods

20. Efficacy results
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Dose-normalized PK parameters Cmax and AUCins, and
t1/2, were generally similar across doses and between
Japanese and Caucasian subjects.

The fraction of the dose administered (Fe) recovered in
urine as RO7034067 over 72 hours post-dose was low,
with geometric mean values ranging from 3.39% to
5.10% across the dose range investigated.

The cumulative percentage of the dose administered
recovered unchanged (Fc)and the renal clearance (CLr)
in Japanese subjects were, overall, similar compared to
the results observed in Caucasian subjects in study
BP29840, thus indicating that race has no relevant effect
on the urinary excretion of RO7034067.
Pharmacodynamics results

In vivo SMN mRNA

Administration of single oral doses of 2 mg to 12 mg
RO7034067 did not have an effect on SMNI mRNA
levels. SMNA7 mRNA levels decreased with increasing
dose, with a maximum decrease on average of
approximately 20% at 2 mg, approximately 53% at 6 mg,
and approximately 64% at 12 mg, respectively, whereas
SMN2 FL mRNA increased with a maximum increase on
average of approximately 24% at 2mg, 28% at 6 mg, and
70% at 12 mg, respectively.

The PD effects of RO7034067 in Japanese subjects
matched the results observed in Caucasian subjects,
including the area under the effect curve (AUE)o-24n of
SMN2 FL/SMNA7 mRNA ratio vs AUCpasn
relationship.

SMN Protein

No relevant change in SMN protein concentrations in
blood compared to baseline or between dose groups could
be observed after single oral dose administration of
RO7034067 in Japanese and Caucasian subjects.

Taste questionnaire results

Regardless of the dosing cohort, subjects tended to find
the test preparation as having a moderate to intense taste,
pleasant tasting, and moderately to strongly sweet but not
metallic, or sour. Some subjects indicated intense
(score=4) bitterness of taste in the 6 mg and 12 mg
RO7034067 dose cohorts. Bitterness was less intense in
the 2 mg dose cohort. No subjects in the placebo cohort
indicated any bitterness

21. Safety results

Single oral doses of RO7034067 were well tolerated in
all cohorts. There were no severe AEs, deaths, SAEs, or
withdrawals from the study due to AEs. Overall, 12 AEs
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N

were reported by 7 subjects. The most frequently reported
AEs were Eye Disorders (10 events in 6 subjects) which
included reduced visual acuity (5 subjects), cataracts (2
subjects), and vision blurred (1 subject) and were
observed in subjects on both active and placebo
treatment. All AEs were mild except for the AEs of
moderate gastroenteritis and bilateral cataract (of which
the right eye cataract was of moderate intensity). No
AESI were reported. A total of 6 AEs in 5 subjects were
considered, by the Investigator, to be related to study
treatment and included visual acuity reduced (4 subjects
[2 subjects in the 12 mg RO7034067 dose group and 2
subjects on placebo]) and cataract (bilateral;1 subject in
the 6 mg RO7034067 dose group). Overall, visual events
occurred in both active and placebo subjects and OCT
evaluations were normal throughout this study in all
subjects. Thus, the visual events reported are not
considered to be indicative of retinal toxicity previously
observed in the preclinical monkey study or of any drug-
related increased risk for eye disorders. Based on the first
reported case of bilateral cataracts in 1 subject in the 6
mg dose group, the IRB agreed with the Investigator’s
opinion to not escalate the dose of RO7034067 in Cohort
3 beyond 12 mg.

22. Conclusion

* Single oral doses of RO7034067 were safe and well
tolerated.

* Plasma and urine PK parameters were found to be
similar between Japanese and Caucasian subjects.

* The PD effects of RO7034067 on SMN mRNA and
SMN protein were in good agreement between Japanese

subjects and Caucasian subjects.

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd

International Regulatory
Basel, Switzerland
Leyla Lister
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F. Hoffmann-La Roch# Ltd
International Regulatory
Basel, Switzerland
Catalina Rojas



