Clinical Trial Report

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

ROZLYTREK®

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 O 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 according to item 1 (sub-item
1.1) of section III 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. WO40977. Comparative Analysis Of ROSI-Positive
Locally Advanced Or Metastatic Non-Small Cell Lung Cancer
Between Patients Treated In Entrectinib Trials And Crizotinib Treated
Patients From Real World Data.

6. Clinical trial phase

Study ALKA: Phase L.
Study STARTRK-1: Phase I.
Study STARTRK-2: Phase II.

7. Period of the clinical trial

Study ALKA: 19 December 2013 (enrollment date) to 2 November
2015 (enrollment end date); Clinical Data Cutoff date — 3 1st October
2018.

STARTRK-1: 23 June 2015 (enrollment date) to 5 February 2016
(enrollment end date); Clinical Data Cutoff date — 31st October2018.

STARTRK-2: 10 March 2016 (enrollment date) to 30 April 2017
(enrollment end date); Clinical Data Cutoff date — 31st October 2018.

Observational Arm (no enrollment period for the observational arm,
dates represent first and last point when patient was considered for
selection in the study): 1 January 2011 to 30 June 2018.

8. Countries where the clinical trial
was conducted

Italy, South Korea, United States, Australia, United Kingdom,
Netherlands, Belgium, Poland, Germany, France, Spain, Japan, Hong
Kong, Singapore, and Taiwan

9. Number of study participants

Planned: N/A

Actual:

Entrectinib Arm: 53 patients from three open-label trials (ALKA,
STARTRK-1, and STARTRK-2).

Crizotinib Arm or the Observational Arm: 69 patients.

10. Goal and secondary objectives of
the clinical trial

Primary

To perform a comparative analysis between crizotinib and
entrectinib among ROS1-positive NSCLC patients using time to
treatment (TTD) discontinuation as the primary endpoint.
Secondary




- To characterize the demographics, clinical characteristics, and
treatment sequences of ROSI-positive NSCLC patients in the real
world including those who have been exposed to crizotinib.

- To compare overall survival (OS) and progression-free survival
(PES) between the crizotinib population and the entrectinib
populations where appropriate.

- To describe the demographics, clinical characteristics, and
outcomes of the ROS1-positive NSCLC patients with and without
central nervous system (CNS) metastases at baseline (including time
to CNS progression).

11. Design of the clinical trial

This is a non-interventional study, with secondary use of
observational and clinical trial data.

Two arms of ROS 1-positive NSCLC patients were compared:

- Patients who have received entrectinib integrated from three open-
label single arm trials (ALKA, STARTRK-1, and STARTRK-2),
called the entrectinib arm.

- Patients who have received crizotinib, within the Flatiron Health
Analytic Database, a United States (U.S.) real-world data (RWD)
source based electronic medical record database of oncology
community centers, called the crizotinib arm.

12. Main inclusion criteria

The entrectinib arm comprised of patients with advanced or
metastatic NSCLC at time of enrollment, >18 years of age, and
Eastern Cooperative Oncology Group (ECOG) performance status of
0-2, treated with entrectinib. All patients had a documented ROS -
positive rearrangement, confirmed via next generation sequencing
(NGS) or other nucleic acid based diagnostic tests. Prior anticancer
therapy such as chemotherapy was allowed; however, the patients
were to not have received previous treatment with another ROS1
inhibitor such as crizotinib.

The crizotinib arm comprised of patients with advanced or metastatic
NSCLC, =18 years of age, and ECOG performance status of 0-2 (if
available), treated with crizotinib as monotherapy for the first time.
All patients had a documented ROSI-positive rearrangement,
confirmed via NGS, fluorescence in situ hybridization or
immunochemistry, as per U.S. clinical practice. To match the trial
arm, prior anticancer therapy was allowed, but patients exposed to
other ROS1 inhibitor investigational compounds through clinical
trials were excluded.

strength

13. The investigational medicinal
product, method of administration,

Non-interventional study.

administration, strength

14. Comparator, dose, method of

Non-interventional study.

15. Concomitant therapy

|

| No data available. j

16. Efficacy evaluation criteria

The primary endpoint for this analysis was time to treatment
discontinuation (TTD). In the entrectinib arm, TTD was defined as
date from the initiation of entrectinib to treatment discontinuation




which might have occurred due to the following reasons: death,
toxicity, withdrawal of consent, documentation of radiographic
progression or progressive disease. In the crizotinib arm, TTD was
defined as the date of the initiation of crizotinib to treatment
discontinuation, which was assumed to have occurred if there was a
subsequent line of therapy, patient died within 7 days of the last
administration of the treatment, had no subsequent line of therapy but
the duration between the last drug episode date of crizotinib and the
last visit date was >60 days, or disease progression (as per physician's
documentation).

Secondary Variables

Progression-Free Survival (PFS)

In the entrectinib arm, this was defined as the time (in months) from
the first dose of entrectinib to the first documentation of radiographic
disease progression per RECIST vI.1 assessed by blinded
independent central review (BICR) or death due to any cause,
whichever occurred first.

In the real world, scans were performed at variable intervals and
objective radiological review of the scans was not feasible. Therefore,
the date of real-world progression (rwP) in the RWD arm was based
on abstraction of the treating physician’s assessment found within
electronic health record (EHR) and was defined as a distinct episode
in which the treating physician concluded that there was evidence of
tumor growth by scans, pathology, and/or clinician determination,
loss of clinical benefit, or both.

Overall Survival (OS)

Defined as the time from the date of initiation of treatment until death
from any cause in both arms.

17. Safety evaluation criteria

H Not applicable.

18. Statistical methods

The statistical approach included descriptive statistics to compare
treatment groups, and evaluation of prognostic factors to be used for
the development of a propensity score matched population to compare
the entrectinib arm versus the RWD crizotinib arm.

All time to event analyses were performed on a propensity score
matched population, using Kaplan-Meier analyses and Cox regression
models to compare the effect of entrectinib versus crizotinib on TTD,
PFS, and OS.

Different sensitivity and subgroups analyses were conducted to
check the consistency of the primary analysis.

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

Prior to any adjustments, entrectinib patients were younger (median
age: 53 years versus 65 years) and there were more Asian patients
(36%) in the trial compared to the crizotinib arm. Other differences
were noticeable, for instance, there were more males (49% vs. 36%)
and higher reported smoking history (55% vs 42%), in the crizotinib
arm.

20. Efficacy results

Key findings of the study are:
- Treatment in the entrectinib arm resulted in longer median TTD
(with progression in trial determined by BICR) of 14.6 months (95%




CI: 8.3-21.1) compared with the crizotinib arm TTD of 8.8 months
(95% ClI: 8.2-9.9). These results showed evidence of a lower risk of
treatment discontinuation compared with crizotinib (weighted hazard
ratio [HR] = 0.65, 95% CI: 0.4-1.02).

- Using a real-world PFS in the crizotinib arm (as a proxy for
RECIST-based by BICR PFS in the entrectinib arm), the median PFS
determined by BICR in the entrectinib arm of 19.0 months (95% CI:
13.6-Not Estimated) was longer than the crizotinib arm median PFS
of 8.8 (95% CI: 8.2, 9.9). The analysis showed that entrectinib is
associated with a longer median PFS compared with crizotinib
(weighted HR = 0.4445, 95% CI: 0.2627-0.7377).

- Although the OS data are preliminary (with only 22.6% events in
the entrectinib arm and 47.8% events in the crizotinib arm), the
median OS in the entrectinib arm was not yet reached (with median
follow-up of 19.0 months), while the weighted median OS of the
crizotinib arm was 18.5 months (95% CI: 15.1-19.9).

Sensitivity analyses to assess the robustness of the primary analysis
findings were consistent. These included restriction of crizotinib
patients with varying follow-up times, analyzing exposure to targeted
therapy only, treating age as a categorical variable, restricting to
patients with non-missing ECOG values, and alternative method for
matching patients. Subgroup, and subgroup analyses by Center-
Nervous-system (CNS) metastasis status at baseline were
inconclusive.

Finally, the generalizability of the results from patients treated with
crizotinib in the real world was demonstrated through a naive
comparison of crizotinib treated patients in the study arms with similar
European and Asian arms.

21. Safety results

Not applicable.

22. Conclusion

This RWE study compares patients with ROS1-positive NSCLC
who had been treated with entrectinib within a trial and crizotinib
from the real world by applying TTD as the primary endpoint. In this
analysis, the entrectinib arm had a lower risk for discontinuing
treatment compared to crizotinib, and PFS was longer in entrectinib
compared with crizotinib. The PFS median estimates were similar
between crizotinib from the US-derived Flatiron population, with
studies from the real world, supporting the generalizability of the
crizotinib RWD arm in this study and also the plausibility of the
results reported in this study.
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3BiT npo KkJiHiYHe BHNPOGYBaHHS

1. Hassa stikapcrkoro 3aco6y (3a
HassBHOCTI - HOMep peecTpauiifHoro
MOCBiA4EHH)

PO3JIITPEK® (ROZLY TREK®)

2. 3asBHUK

@ Xoddmanu-Jls Pom JTty
I'penzaxepiutpacce 124, 4070 basess, [1IBeliuapis

3. Bupobnuk

®.Xodpdmann-JIs Pow Jita
Bypwicser, 4303 Kaiicepayrer, llIselinapis

4. TlpoBeneni nocmimKeHHs :

I o Hi SAKILO Hi, 0OIPYHTYBATH

1) Tun nikapcekoro 3acofy, 3a skum

Jlixapcekuii 3aci6 3a MOBHHUM H0ChE (aBTOHOMHE [OCKE), iHIIMI
TiKapceKuii 3aci6, HoBa iloua peyoBHHA 3riHO nyHkry 1 (mianyHkry

HE ;):01:&1;203 A0 HaEyeTECH 1.1) posniny III Topsaaky nakasy MO3 Vkpaiuu Big 23 mumms
ety 2015 poky Ne 460.

IIporokon Ne WO40977. MopieusuibHuit ananiz ROS 1-Mo3UTHEHOrO
5. IloBHa Haszea  kniniuHoro | Micuero TOIIMPEHOro ab0 METaCTaTHYHOIrO HeAPiOHOKIITHHHOTO

BUNPOOYBaHHsA, KOJOBaHMH HOMep
KIIIHiYHOTrO BUIPOOYBaHHS

PaKy Jierenb y NalieHTiB, AKi OTPUMYBAIIH JiKyBaHHs EHTPEKTUHIOOM
Y JOCHIMKEHHAX, Ta y NauieHTiB, AKi OTpUMyBamu TiKyBaHHs
KPU30THHIOOM 33 JaHMMH 3 peabHOT NPAKTHKH.

6. ®asa K1iHiYHOro BHNPOGYBaHHS

Hocnimkenns ALKA: dasza .
Hocnimxenns STARTRK-1: ®asa 1.
Hocnimkenns STARTRK-2: ®a3a II.

7. Tlepioa mpoBejieHHs KIIiHIYHOTO
BUNPOOYBaHHA

Hocnimkenns ALKA: 3 19 rpyans 2013 poky (nata BKJIIOYEHH:) JI0
2 nucromana 2015 poky (zara 3aBeplieHHS BK/IIOYEHHs); maTa
3aBEpUICHHA 300pYy KIiHiYHHX JaHKX — 31 sxkoBTHA 2018 poky.

STARTRK-1: 3 23 uepsusi 2015 poky (mata BKJIFOYEHHH) 10 5
JroToro 2016 poky (nara 3aBepIeHHs BKIIOYEHHS ); 1aTa 3aBepLICHHS
300py KiIiHIYHUX 1aHKX — 31 xkoBTHA 2018 poKy.

STARTRK-2: 3 10 Gepesns 2016 poky (nata BKJIFOYEHHA) a0 30
KkBiTHs 2017 poKy (nara 3aBeplleHHs BKIIOUEHHS); AaTa 3aBEpPLUEHHS
300py KIiHiYHMX fnaHuX — 31 sk0BTHS 2018 poky.

OGceppauiiina rpyna (nepiog  BKOYEHHS BiACYTHIH s
obcepeauiifHOl rpyry, faHi peACTaBAAIOTE NPTy | OCTAHHIO TOYKY,
KOJIM MALIEHT POSIsAjaBcs A BUOOPY IS LbOTO aochimkenns): 1
ciuns 2011 poky — 30 yepsus 2018 poxy.

8. Kpainu, pme nposogunocs
KJliHiYHe BUTIPOGYBaHHS

Itanisn, IliBnenna Kopes, CILA, Ascrpamis, Benuka bpuranis,
Hinepnauau, Beneris, [loabiia, Himeuunna, ®panuis, Icmanis,
Slnonis, INonkowr, Cinranyp ta TaitBanpb

9. KinbKicTb JociimKkyBaHuX

3ansaHoBaHO: He 3aCTOCOBHO.
DakTHYHO:

I'pyna entpekTuniby: 53 nauienTd 3 TphOX BiZKpHUT 1/DKEHb

(ALKA, STARTRK-1 i STARTRK-2). Zrpaing \
I'pyna kpusotuniGy aGo obcepsauiiina rpyna: Wﬁ%
Bigain
3 I0PUANYHAX T2
NEPERNAL BIPHH DEryNTOPHMX
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10. Mera ta BropHHHI wini
KJIiHIYHOTO BHNpoGyBaHHs

IlepBunna

Bukonatd  nopismanenmii  awamis  mi KpU30THHIOOM  Ta
CHTPEKTHHIGOM y mauientis i3 ROSI-no3uTHBHUM HJIKPJI,
BHKOPHCTOBYIOUYHM Yac /10 NPUNMHeHHs nikysauus (TTD) sk NEPBUHHY
KiHLIEBY TOYKY.

Bropunna

- Oxapaktepusyparu AeMorpabiuni i KiHiuHi XapakTepucTuky Ta
Pe3y/IbTaTH JiKyBaHHS y NawieHTiB i3 ROS1-n03uTHBHUM HAKPJI y
peanbHii TNpaKkTHLl, BKIOYAIOYU MAaUi€HTiB, fAKi OTpUMYBaIHM
KPHU30THHIO.

- IopiBHsiTH MOKa3HKUK 3araNbHOT BHKHBAHOCTI (3B) i BxkuBaHOCTI
0e3 mnporpecyeanns (BBIT) misx Nali€HTaMy, AKi OTpUMYyBamu
KPH30TUHIO, | nauienrtamu, ski oTpumysamu EHTPEKTHHIO, 1e
3aCTOCOBHO.

- OxapakrepusyBartu nemorpadiuni i kniniysi XapaKkTEPUCTHKH Ta
Pe3yIbTaTH JiKyBaHHS y mauieHTiB i3 ROS1-no3uTHBHUM HIOKPIJI 3
4H Oe3 MeTacTasiB y UeHTpalbHy HepBoBy cuctemy (LTHC) na nouatky

BKIIFOYEHHA 10 I[OCJIi,E[)KeHH}I (BKJ]}O'-lalO'-II/l qac ao nporpecyBaHHﬂ B
LTHO).

11. Hu3zaiin KJTiHIYHOTO
BUIIPOOYBaHHs

Le O6yno wueinTepeHuiiine AOCHI/DKEHHS, {3  BTOPHHHHM
3aCTOCYBAHHAM 00CepBalifiHUX JaHMX Ta J[aHMX KJIIHIYHOTO
JOCTi JIKEHHSI.

IlopiBrioBanuch aBi rpynu mnaujentie i3 ROS  1-NO3HTHBHEM
HJIKPJI:

- Tlauientu, siki oTpumyBanu eHTpekTHHIO, IHTErpoBaHi 3 TPHOX
BI/IKDHTUX OJHOTPYMOBHX J0CIiKEHD (ALKA, STARTRK-1 Ta
STARTRK-2), Ta HasuBatoThCs rpyna €HTPEKTHUHIOY.

- IauienTy, sxi otpumysanm KkpusoTunic Y peanbHiil kiiHiuHiH
npaktui (RWD) 3a nanumu aHaniTHuHoi 6a3u nanux Flatiron Health,
CLIA, Ha ocHOBi 6asu mammx CNIEKTPOHHUX MEJMYHHX KapT
CYCHIIBHMX ~OHKOJOTYHMX UEHTPIB, T4 HA3MBAIOTHCH rpyna
KPU30THHIOY.

12. OcnoBHi kpuTepii BKIOYEHHS

Mo rpynu eHTpekTHHiGy yBilmum namientd i3 NOLIMPEeHHM ab0o
meracraTiyiuM HJIKPJI Ha MoMeHT BKIOuYeHHS 10 JOCHi JKEHHS,
BiKOM > 18 pokiB Ta nokasHukoM 0—2 3arajabHOro CTaHy 3a LIKaJIOI
CxinHoi 06°eHaHOT OHKONOTUHOT rpynH (ECOG), aki otpumyBanu
JIKYBaHHSA eHTPeKTHHiGoM. Ye¢i mamieHTd manu 3aJI0KYMEHTOBaHe
ROS1-no3uTHBHE peapamKyBaHHs,  NIATBEP/KEHE  METOIOM
CCKBEHYBaHHi  HOBOrO  nokodiHHa (NGS) afo  iHmumu
AIarHOCTHYHMMH  T€CTAMH Ha  OCHOBI HYKJIETHOBUX  KHCJIOT.
JlosBonsiiock nonepeane 3acTocyBaHHs NPOTUMYXJIUHHOT Teparii,
30KpeMa XimioTeparii; o jHaK Mali€HTH He NOBMHHI Oynm oTpumyBaTH
rnonepeaHe JiKyBaHHA iHIMMM iHriGitopamun ROS1, Takumu sk
KPH30THHIO.

Mo rpynu kpusoruniby yeiliumm namientu 3 nomupeHum abo
meracratiaHuM HJIKPJI, Bikom > 18 pokiB Ta oM 0-2
¢yHkuionansHoro cranmy 3a mkanorwo ECOG ) Y?ﬂr’ﬁﬁ 1151
HAABHA), SKi OTPUMYBAIIN JIKYBAHHS KPU30THEOOM K MOH
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Briepie. Vei mauieHTH Maiu 3afokyMeHTOBaHe ROSI-mo3uTHBHe
peapamiKyBaHHs, MiaTBepKeHe MeTomoM NGS, dmoopecuenTHoT
ribpuamsauii in situ abo IMyHOXiMii, BiaNoBiZHO m0 KmiHiyHOT
npaktuku CIIA. 3 wmerow BignosigmocTi Ipymi KIiHI9YHOTO
OCTIDKEHHS  I03BOJISIACE  TONEpe/IHs NPOTHUIYXJIMHHA Tepais,
OZlHaK OyNM BHK/IIOYEHI MAli€HTH, sKi B KJIiHIYHHX JIOCTiIKEHHX
OTPUMYBAIIH iHIUI JOCiKyBaHi iHriGiTopu ROSI.

13. ocnimkyBanuil  nikapcoKuii
3acib, crmocib 3acrocyBaHHs, cuia
aif

Heintepsenuiiine nocmimxenns.

14. Tlpenapar nopiBHsHHS, j103a,
cnocib 3acTocyBaHHs, cuia aii

Heinteppenuiiine nocimkenns .

15. CynyTHs Tepanis —“;,Z[aHi BiZICYTHi.

16. Kpurepii owinku edexruHoCTI

IlepBHHHOI0O KiHLIEBOIO TOYKOI0 B IbOMY aHanizi 6yB uac 0
MpUNKHEHHs JikyBanHs (TTD). V rpyni enTpektunidy TTD 6Gys
BU3HAYEHWH K JaTa BiJl mouatky miKyBaHHs EHTPEeKTHHIOOM 10
NPUMUHEHHS NiKYBAHHS, 1O MOIIIO BiAGYTHCS 3 HACTYITHUX MPHYMH:
CMEPTh, TOKCHYHICTb, BiIKJIMKAHHS 3rONM, 3a0KyMEHTOBAHE
PEHTreHOoI0TiYHe NPOrpecyBaHHs abo NporpecyBaHHs
3aXBOprOBaHHA. Y rpyni kpusotuniby TTD 6yB Bu3HAaueHuii K 1aTa
BiJl [0YATKY JTiKyBaHHs KPH3OTHHIGOM /0 PHUIMHEHHS NiKyBaHHsI, 1110
32 NPHUIYIIEHHAM MOIJO BiAGYTHCA uYepe3 HACTYNHI NPHYMHM:
ICHYBaHHs HACTYIHOI JiHii Tepamnii, nauieHt MOMep MpOTAroM 7 JHiB
I3 JIATH OCTaHHBOrO MPUHOMY JiKAPCHKOro 3aco0y, BiAcCyTHiCTB
HAaCTYMHOI JIHIT Tepanii, 0JHAK TPUBATICTL MiJK AAaTOK OCTAHHLOIO
€Mi30/ly KpU30THHIOY Ta JATOK OCTAHHBOTO Bi3UTY cTaHoBHNa > 60
ZHIB ab0 NporpecyBaHHs 3aXBOPIOBaHHS (3a JOKYMEHTALIEr JTiKaps).

BropuuHi 3minni

Busxupanictb 6e3 nporpecyanns (BBIT)

Y rpyni enTpextuHiGy ne 6y10 BU3HAYEHO 5K yac (y Micauax) Bin
OTpUMaHHA  nepuwiol  J03M  eHTPeKTHHIGY 10 Mepuoro
AOKYMEHTYBAHHS PEHTICHOJIOTiYHOTO MPOrPecyBaHHs 3aXBOPIOBAHHS
3a RECIST Bepcii 1.1 3a He3a/1e3KHOI0 LIEHTPATI30BAHOKO OLHKOK B
ciinomy pexumi (BICR) a6o cmepri 3 Gymp-sixoi NPUYHHU, 3aJIEXHO
Bi/l TOTO, 10 BiAGYAETHCA paHille.

Y peanbHili mpakTHui jocnmimkeHHSs MeTomoM Bisyasizamii
(ckaHyBaHHs) NMPOBOMMIIOCS 3 PI3HUMM iHTEPBAIaMHU i 00’ €KTUBHHUIA
PEHTIEHONOTIYHMI  aHali3  pesyibTaTiB  CkaHyBaHHs OyB
HemoxkMBUM. Tomy nata mporpecysanns B peansHiii npaxtuii (rwP)
y rpyni RWD rpyntyBanack Ha abcTpakTHil owiii JiKYHOYOTo JiKaps
B €JIEKTPOHHIN MeanuHiii kapti (EBP) Ta 6yna BusHauena sx 4iTKuii
eMi3011, KOJIM JiKyI0uHii Jlikap 3po6HB BHCHOBOK, 1110 iCHyBaIlu 0Ka3u
IyXJIUHHOTO pocty 3a pe3ynbTaTaMu CKaHyBaHHS,
NATOriCTONIOrYHOr0 06CTE)EHHS Ta/aG0o OLIHKOIO KIiHiLMCcTa, BTpaTa
KJIiHIYHOT KOpHCTi Ui 060X.

3aranbHa BUKHBaHICT (3B)

Busnauena sx yac Bin matu mouarky nikysaHHs
AKOT IPUYMHHU B 000X rpynax.

NEPEKNAR BIP
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17. Kpurepii ouinku Gesnexu

He 3actocoBno.

18. Craructuuni metonu

CratucTuynuil niaxin Bkmouas OMHCOBY CTaTUCTHUKY 3 METOI
TNOPIiBHAHHS IPYI JiKyBaHHS Ta OL{iHKH NPOrHOCTHYHUX (aKTOpiB, sKi
OyayTh 3acTocoByBaTHCH IS po3pobku nonynauii, mixibpaxoi 3a
TOKa3HWKOM CXHMJIBHOCTI, [/1 TOPIBHAHHA IPYMH CHTPEKTUHIOy 3
rpynoto RWD kpuzortuniby.

Yci ananisu yacy 10 nogii npoBomuancs y nonynsuii, nigibpaxii 3a
MOKA3HUKOM ~CXWJIBHOCTI, i3 3acTocyBaHHsM aHanisy Kannaua-
Maiiepa Ta perpeciiinoi Mozeni Kokca mis TMOPIBHAHHA BILIMBY
EHTPEKTHHIOY NOpiBHAHO 3 Kpu3zoTHHIGOM Ha TTD, BBII Ta 3B.

Jist nepeBipKy y3roKeHOCTi MepBHHHOrO aHanisy 6ynu nposeseHi
Pi3Hi aHaNi3K YyTAMBOCTI Ta aHAI3H 110 niarpymnam.

19.  Jlemorpadiuni  nokasuuku
AOCHiKYBaHOT momynsuii (crarh,
BiK, paca, Tom1o)

Mo Gyb-AKOro  KOpUryBaHHSA mamieHTH, sKi OTPUMYBaJH
CHTPEeKTHHIO, 6y11 MosloAwmOro BiKy (cepeniii Bik: 53 POKH MpoTH 65
POKiB) i crocTepiranock 6inbie YHCIO TALIEHTIB a3iaTCBKOro
noxomxkenns (36 %) y jmochijkeHHi mopiBHAHO 3 rpynow
Kpu3oTHHIOy. Bynu momithi # imwi BigmiamocTi, HarnpHKJIa,
4onoBikiB Gyno Ginbwe (49 % mpotu 36 %) Ta Buma uacrora
MOBI/IOMJIEHOTO MasliHHA B aHamHe3i (55 % npotu 42 %) y rpymi
KPU30THHIOY.

20. Pe3ynbrati epeKTHBHOCTI

OCHOBHI pe3yJIbTaTH LBOTO JOCITIIKEHHS:

- JNIKyBaHHA Y IPYMNi eHTPeKTHHIOy mpusBeno 10 Giibu TpUBaJIOT
menianu TTD (i3 mporpecyBanHsaM y jocimkenni 3a ouinkor BICR)
14,6 micsaus (95 % JI: 8,3-21,1) nopiBHsHO 3 rPyNoK KpU30THHIOY,
ae TTD cranoeuB 8,8 micaus (95 % JII: 8,2-9,9). Lli pesyabraru
CBIiYaTh MPO JOKa3H OibI HH3BKOrO PHM3MKY nepeayacHoi BiamMiHK
JNIKYBaHHsl NIOPIBHSHO 3 KPU30THHIGOM (3BajKeHe BiHOMEHHS PHU3UKY
[BP] = 0,65, 95 % AI: 0,4-1,02).

- Ilpn 3acrocysauni BBIT Ha ocHOBi ganux y peanbHii KiIiHiuHiHA
NpaKkTULi y rpymi Kpu3oTHHIGY (sx mokasuuk mns BBII BICR na
ocHosi RECIST y rpyni entpekTuni6y), mezniana BBII, Bu3HaueHa
BICR y rpyni enrpextuniby 19,0 micsus (95 % Al 13,6-He
BCTAHOBJICHO), OyB NOBLIOK HiX Meaiana BBIT y rpymi KPU30THHIOY
88 (95% MI: 82, 9,9). Awnanis MOKa3aB, W0 EHTPEKTHHIO
acoUilEThCA 3  TpHBaNiloOw MediaHow BBII NOPiBHAHO 3
KpU30THHIOOM (3Baxkene BP = 0,4445, 95 % Al: 0,2627-0,7377).

- Xoua gani mono 3B e nonepeaHiMu (uie 22,6 % sBHUIIL y rpyii
EHTPeKTHHIOY Ta 47,8 % siBHLL y rpyni kKpu3oTHHIOY), Meniana 3B y
rpyni  eHtpekTHHiOy me He Gyna nocsaruyta (i3 MeniaHoro
crnocTepexeHHs 19 micauis), y Toii yac sk 3BaxceHa memiana 3B y
rpyni KpU30THHIGY cTaHoBuia 18,5 micsaus (95 % JII: 15,1-19,9).

AHaJi3 4yTAMBOCTI ISl OLIHKK HadifHOCTI pesynbTaTin MEPBUHHOTO
aHanisy OyB omHopimuum. lle BKmOYaIO HacCTyIHI oOMekeHHs
MALlieHTIB, SKi OTPUMYyBamM KPHU3OTHHIG: pisHMii yac mopansoro
CIIOCTCPEIKEHHS, aHalli3 eKCIO3ULIT JTuIe TapreTHOK) i i
MKYBaHHSA SK KaTeropiiiHa 3MiHHa, o6Mexe -
HEBIJCYTHIMH 3HaueHHaMH ECOG Ta aneTep

BIZANOBIAHMX mauientiB. Pesynbratu amanisi / .
HEFERNTAR BT IR 2]

Fonopay | .€




M ATy, BAKOHAHOTO 32 CTaTycOM MeTacTasiB y LeHTpallbHy HEPBOBY
cucremy (LUHC) Ha moment MoYaTKy  HOC/iIKeHHs, Oynu
HEIEPEKOHIIUBI.

3aranoM  ysaranbHioBaHiCTE Pe3ynbTaTiB  Bin nauicHtis, ki
OTPUMYBAIIH JIIKyBaHHS KPH30THHIGOM B YMOBaXx peanbHoi KJIiHiuHOT
NPaKTHKH, Oy1a NPoJEMOHCTPOBAHA MIsIXOM IIPOCTOr0 MOPiBHAHHS
NalieHTiB, sKi OTPUMYBANM JIKYBaHHA KPH30THHIGOM y Tpymax

__|[AOCII/DKEHHS 3 IOIGHHMH €BPONEHCHKUMH Ta a3iaTCEKUM rpynamu. |

21. Pesynvratu Gesnexn He 3acTocorHo. 7

Y upoMy jocnmimkenHi nammx PeanbHOl KIiHIYHOT npakTHKH
NOPIBHIOKOTECA  MALliEHTH 3 ROS1-noszutueauM HIOKPJI, ski
OTPHMYBANH  JiKyBaHHS E€HTPeKTHHIGOM Y JOCHiUKeHHi, Ta
KPHU30THHIOOM B peanbHiii KmiHiuniif MPaKTHUI i3 3aCTOCYBaHHAM
MOKA3HHMKA «Yac 10 MPHUIMHEHHSs iKyBaHHS» K NIEPBUHHOT KiHLEBOT
TOYKH. ¥V wupomy amanisi y rpyni  e€HTpeKTHHiGY criocTepirascs
22. BucHoBok (3aKimouenHs) MEHIIHH PU3UK NPUITUHEHHS NiKyBaHHs MOPIiBHAHO 3 KpHU30THHIOOM,
a BBIT 6yna tpuanimoro NPy [IPUHOMI eHTPEKTHHIGY NOPiBHSAHO 3
Kpu3oTuHibom. Ouinku Menianu BEIT 6ynu moaibuumu y NOMyAsLiT
NKyBaHHSI KPU3OTHMHIGOM Ha OCHOBI Aauux Flatiron CILUA Ta y
JOCTIIKEHHAX B peanbHiii  KiinivHiii MpaKTUIL, o NiATpUMye
y3aranbHeHicTh rpynu RWD KpU30THHIGY B 1IOMY AOCTiIKeHHi, a
TaKOX J0CTOBIPHICTb pe3yIbTarTis, OTPHUMAaHUX B LbOMY J0CTi JUKEHHI.

3asBHHUK (BIAaCHKK peecTpauiiiHoro TMOCBiA4YEHHs)

®.Xoppmann-Jis Pow Jitn

ITigmuc ITigmuc

®.Xopdmann-JIs Pow Jitn @.Xopdmaun-JIs Pou Jity

Binnin 3 Misknapomuux PEryJIITOPHUX NUTaHE Binnin 3 miknapoaanx PEryasiTOpHUX NMHUTAHE
basens, IlIseiinapis Bazens, IlIseiinapis

Epika Exens Xap’ep Tpyruapa




Clinical Trial Report

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

ROZLYTREK®

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:

no

yes 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 accordin gtoitem 1 (sub-item
1.1) of section III 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. GP41341 (CPET). A Randomized, Open-Label, Two
Part Study to Explore the Performance of Entrectinib Prototype Mini-
Tablet Formulations and the Effect of Drug Substance Particle Size on
Entrectinib Bioavailability in Healthy Volunteers.

6. Clinical trial phase

Phase I

7. Period of the clinical trial

From 23 May 2019 (first subject enrolled) till 09 Aug 2019 (last
subject last visit).

8. Countries where the clinical trial| United Kingdom
was conducted

Planned:

Part 2: 16 subjects.
9. Number of study participants Actual:

Part 2: 16 subjects enrolled and completed; 8 subjects to each of 2
treatment sequences TR and RT.

10. Goal and secondary objectives of
the clinical trial

Primary objective

To explore the relative bioavailability of two entrectinib FO6 capsule
formulations under fasted conditions (Part 2).

Safety (secondary) objective

To explore the safety and tolerability of a single oral dose of
entrectinib in healthy volunteers.

11. Design of the clinical trial

This was a randomized, open-label, single-center, two-part study in
healthy volunteers to explore the performance of entrectinib multi-
particulate formulations (Part 1) and the effect of drug substance
particle size on entrectinib bioavailability (Part 2).

Part 2 was a randomized, open-label, two-treatment, two-period, two-
sequence, two-way crossover design.

12. Main inclusion criteria

Healthy male or female (of non-childbearing potential) subjects
between 18 and 60 years of age, inclusive, with a body mass index
range of 18.0 to 32.0 kg/m>.




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

Entrectinib FO6 HPMC Capsules 200 mg (coarse [unmilled] API);
Dose/Route: oral dose, 200 mg (test formulation; T), single dose.

14. Comparator, dose, method of
administration, strength

Entrectinib (RXDX-101) F06 hard capsules, 200 mg (fine [milled]
API) capsules (reference formulation);

Dose/Route: oral dose, 200 mg (1 x 200 mg) (reference formulation;
R), single dose.

15. Concomitant therapy

Subjects were not permitted to take any concomitant medications
with the exception of paracetamol (up to 4 g per day), medications to
treat AEs, vitamins and minerals, hormonal contraceptives and
hormone replacement therapy.

Other medications for chronic, non-clinically significant, conditions
(e.g., thyroid hormone replacement medication) were to be permitted
providing the subject was on a stable dose and dosing regimen for at
least 3 months preceding screening.

No subjects reported any concomitant medication in part 2.

16. Efficacy evaluation criteria

Pharmacokinetics

The geometric mean ratio (GMR) and associated 90% confidence
intervals (CI) of entrectinib and M5 pharmacokinetic (PK) parameter
estimates of Cmax, AUCo., and AUCo.inf.

17. Safety evaluation criteria

Incidence and severity of adverse events (AEs).
Incidence of abnormalities in physical examination, vital signs, 12-
lead ECGs and clinical laboratory test results.

18. Statistical methods

For Part 2, to evaluate the effect of API particle size distribution
(coarse vs fine), the log transformed PK parameters maximum plasma
concentration observed (Cma), area under the concentration-time
curve from time 0 to time t (AUCo.), and area under the concentration—
time curve from time O to infinity (AUCq.inf) were analyzed using a
mixed effects modelling technique, including terms for treatment,
period and sequence fitted as fixed effects and subject nested within
sequence as a random effect. The adjusted means including differences
from the pairwise comparisons and their associated 90% Cls obtained
from the model were back transformed on the log scale to obtain
adjusted GMRs and 90% Cls of the ratios.

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

Sixteen subjects aged between 22 and 60 years were treated in Part 2
of the study: the age range of subjects assigned to each treatment
sequence was similar, although the mean age of subjects assigned to
treatment sequence RT was slightly higher (6.2 years) than for
treatment sequence TR. Most (10; 62.5%) subjects were male, and 6
(37.5%) were female. Most (14; 87.5%) subjects were White, 1 (6.3%)
subject was black or African American and 1 (6.3%) subject was
Asian. The ethnicity of all subjects was Not Hispanic or Latino.

The BMI for each subject was within the required range specified in
the protocol. No subjects were current smokers or regularly consumed
>21 units (male) or >14 units (female) of alcohol per week.

20. Efficacy results

Pharmacokinetic Results of Part 2
Entrectinib PK parameters were comparable between the two API

formulations (coarse [unmilled] vs fine [milled]) following




administration of a single oral dose of 200 mg entrectinib while fasted.
Entrectinib plasma concentration vs time profiles and peak and total
entrectinib exposure parameters were similar between the two
formulations. The formal statistical analysis showed that the two
formulations gave similar exposure, with the 90% CI for the GMR
including 100% in each case. However, hi gh intra-subject variability
was observed in Part 2, which is reflected in the width of the 90% ClIs.

Variability in peak exposure also tended to be hi gher for the capsules
containing coarse (unmilled) API, although variability in total
exposure was not clearly different between formulations ).

M5 pharmacokinetics were comparable between the two FO6 API
formulations following administration of a single oral dose of 200 mg
entrectinib while fasted. M5 plasma concentration vs time profiles
were broadly similar between the two test formulations, and derived
pharmacokinetic parameters were similar for both the FO6 coarse
(unmilled) API and the F06 fine (milled) API tablet formulations. M5
exposure was generally similar between treatments with the 90% Cls
for the GMRs all encompassing unity.

21. Safety results

In Part 2, there were no SAEs, severe or life-threatening TEAEs or
TEAE: leading to death and no adverse events of special interest were
reported.

A total of 15 TEAEs were reported during the 2 study periods and the
incidence and frequency of TEAEs reported was similar for both API
formulations. All TEAEs were mild in intensity.

The only TEAEs reported by more than 1 subject per treatment were
paraesthesia oral, dysgeusia and headache.

The number of treatment-related TEAEs reported was higher for the
coarse (unmilled) API formulation (6 events; most commonly
paraesthesia oral and dysgeusia) than the fine (milled) API formulation
(1 event of paraesthesia oral).

22. Conclusion

In vivo PK performances of F06 capsule formulations containing
coarse (unmilled) and fine (milled) API with different particle size
distributions were similar in healthy adult volunteers following dosing
while fasted.

. Entrectinib peak and total exposures from capsules containing
coarse (unmilled) API were similar to the corresponding exposures
from the reference capsules containing fine (milled) API.

. M5 peak and total exposures were also similar between the
capsule formulations containing coarse (unmilled) and fine (milled)
APL

. Variability in entrectinib and M5 exposures were higher than
anticipated, meaning estimates of the difference between formulations
were less precise than expected.

In Part 2, an oral dose of 200 mg entrectinib administered in the fasted
state as capsule formulations containing coarse (unmilled) and fine
(milled) APT was generally well tolerated by healthy subjects. There
were no changes from baseline in any safety assessments that were
considered clinically significant or that represented a cause for
concern. The overall number of TEAEs reported was similar for both




formulations, however, the number of treatment-related TEAEs
reported was higher for the coarse (unmilled) API formulation
(6 events) than the fine (milled) API formulation (1 event).

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd
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F. Hoffmann-La Roche Ltd F. Hoffmann-La Roche Ltd
International Regulatory International Regulatory
Basel. Switzerland Basel, Switzerland

Erika Eckel Xavier Prugnard



3BiT Npo KJIiHiYHe BHNPOOYBaHHS

1. HasBa nikapcbkoro 3aco6y (3a
HasBHOCTI - HOMep peecTpariifHoro
NOCBI[YEHHs)

PO3JIITPEK® (ROZLYTREK®)

®.Xopdmann-JIs Pom Jita
. I'penzaxepmtpacce 124, 4070 Basens, IBeituapis
3, Tupobame @.Xodpdmanu-Jla Pom JlTx

Bypwmicaer, 4303 Kaiicepayrcr, IlIBeiinapis

4. IlpoBeneHi pocnimkeHHs:

I TaK C Hi AKILO Hi, OOTpYHTYBa

1) Tun nikapcekoro 3acoby, 3a siKim

Jlikapcbkuii 3aci6 3a MOBHUM J10Che (aBTOHOMHE JI0ChE), IHINHUI
JMKapchKui 3aci®, HOBa Jjl0¥a pPEYOBHMHA 3rimHO NyHKTY 1

HSS:TOIAEEC’I 200 mmaHyeTsca (migmynkry 1.1) posainy 111 Mopsaky Hakasy MO3 Ykpaiuu Bij
peectp 23 anns 2015 poky No 460,

[Ipotokon Ne GP41341 (CPET). Panpomizosane BiiKpUTE
5. [IloeHa  HasBa  KJIHIYHOTO | MOCIIKEHHS 3 ABOX YACTHH IS OLIHKM AKTHBHOCTI NPOTOTHITY

BUNPOOYBaHHSA, KOJOBaHMIA HOMeEp
KJIIHIYHOTO BUTIPOOYyBaHH:

dopmMu  Bunycky Mini-TabreTok EHTPEKTHHIOY Ta BIJIMB
po3Mipy 4acToK Ail040i peyoBMHM Ha biogocTynHicTh
CHTPEKTUHIOY Yy 3/J0pOBHX J0OGPOBOBLIIB,

6. ®aza KAiHIYHOrO BUNIPOOYBaHHS

®daza |

7. Ilepiox mpoBeseHHs KIiHIYHOTO
BUNPOOYBaHHA

323 tpasns 2019 poky (BK/IHOYEHHS NEPIIOro cy6’exra) 1o 09
ceprns 2019 poky (ocTaHHil BisUT ocTaHHBOTO Cy6’€eKTa).

8. Kpainu, ne nposoauiocs kiniune
BUIPOOYBaHHS

Benuka Bpuranis

9. KinpkicTs JocimKkyBaHux

3annanoBano:

Yactuna 2: 16 cy6’exriB.

DaKTHYHO:

Hacruua 2: 16 cy6’ekTiB BKIIOYEH] Ta 3aBepIIMIM y4acTb y
AocnipkenHi; 8 cy6’exktiB y KoxHil i3 2 nocnizoBHOCTEN
nikyBanus TR i RT.

10. Mera Ta BTOpHHHI mini

KIiHIYHOrO BUMPOOYBaHHS

IleppuHHa MeTa

Buuurn BigHocHY GiomocTynHicT aBOX dopm BUITYCKY
eHTpekTHHiOy FO6 B kancynax Hatme (YacTuua 2).

Iini 3 Ge3nexu (BTOpHHHI)

BuBuntn  Gesneky Ta  mepeHocuMicTh  omHOpa3oBOT
MepOpaIbHOIl 03K EHTPEKTHHIOY Y 340pOBHX 106POBOJIBIIIB.

11. Huzaitn KITIHIYHOTO

BUNPOOYBaHHsA

[le Oymo pannomisoBane, Bimkpure, OJIHOLIEHTPOBE
JIOC/I/KEHHS. 3 JIBOX YacTHH y 3/0pPOBHX J0GPOBOINBLIB 3
BUBYCHHS aKTHBHOCTI EHTPEKTMHIOY B 6araroyacTKOBHX
dopmax Bumycky (Yactuna 1) Ta BIUIMBY PO3Mipy 4acTOK
Zit040i pevyOBHHH Ha 6iOAOCTYMHICTH eHTpekTHHIOY (YacTHHa
2).

3 JBOMa  JIIKyBaHHSMH, JBOMa

NEPERNAA BIPM
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NOCTiIOBHOCTAMHM Ta TEPEeXpecHMM  Ju3aiiHOM i3 JIBOMa
BapiaHTaMH JliKyBaHHs.

12. OcHoBHI KpuTepii BKIOYeHHS

300pOBi 4YOJOBIKM Ta JKiHKM (6e3 3maTHOCTI M0 3a4aTTs
(HapoJKeHH:) AMTHHM) BikoM Bia 18 10 60 POKiB BKJIFOYHO 3
1HIEKCOM MacH Tina Bin 18,0 g0 32,0 kr/m2.

13. JlocnimxyBanuii  nikapchKuii
3aci0, crioci6 3acrocyBanus, cuna i

Entpextuni6 FO6 I'TIMI] Kancynau 200 mr (kpynHogucnepcHa
[HenoapibueHa] Gpapmakosnoriuna cybcraHisn);

Hosa/crioci6  BBenenns: mepopansha nosa, 200 wmr
(BunpoGoByBana popma Bunycky; T), onHopasosa no3a.

14. Tlpenmapar nopieusnns, n03a,
Crocid 3acTocyBaHHs, cuna il

Entpexruni6 (RXDX-101) F06 Kancymd Tteepai, 200 wmr
(apibHoaMcnepcHa [moapiGHena] hapmakonoriuna cybcraHiis)
kancynu (pepepentHa hopma Bumycky);

Jo3za/crioci6 BeieHHs: nepopaseHa fo3a, 200 mr (1 x 200 mr)
(pedrepentHa hopma Bumnycky; R), OJIHOpa3oBa J103a.

15. CynyTHs Tepanis

Cy0’extam He po3BOIsIIOCH npuiMaTH Oyab-sike CymyTHe
TiKYBaHHA 32 BHMHATKOM napaueramony (10 4 r Ha po6y),
NiKapehKi 3ac00M 114 JTiKyBaHHsA HeOaKAHIX IBUIIL, BITAMiHH Ta
MiHEpa/lbHi  PEYOBMHM, TOPMOHANBHI KOHTpALENTHBH Ta
FOPMOHAJILHY 3aMiCHY Tepamnio.

IHWi nikk A0 Xpowivnmx, kniniuxo HE3HAYylIUX CTaHiB
(Hampuknan, npenmapatv Ans  3aMicHOT Tepanii ropMoHamu
IMTOBHIHOT 3a703M) MOriM OYTH JO3BOJEHI 3a YMOBH, WIO
cy6’ekT oTpuMyBaB crabinbHy J03y Ta pPEXHUM JI03YBaHHS
NPOTATOM NPUHANHMHI 3 MiCALIB Mepe CKpUHIHrOM.

Kopmen cy6’ekt He mnoBigomisB npo Oyap-fKe CynyTHE
JIKYBaHHS B YaCTHHI 2.

16. Kpurepii ouinku edexrusrocri

PapmakoKiHeTHKa
CriBBiAHOIIEHHS CepeHLOreOMETPHYHNX BEIHUMH (GMR) i
OB’ s3aHj 90 % IOBipui iHTepBamM (D) JUISI

(hapmaxokinernunux napametpis CHTPEKTUHIOY Ta M5 Cppay,
AUCo+ Ta AUCqinf.

17. Kpurepii orinku 6e3nexu

YacToTa Ta TKKICTh HeGaaHMX SBUII (HA).

Yacrota Bigxunens npu ¢isukaneHoMy o6cTexenni, B
OCHOBHMX TMOKa3HUKAX JKUTTEAIANLHOCTI opranismy, EKI™ y 12
BIIIBE/ICHHAX Ta PE3y/IbTATaX KJIiHiYHHX 1aGOpaTOPHUX TecTax.

18. CratucTnyni MeToau

Y HacTuHi 2 3 METOI OLIHKM BIIMBY Ha posmojin posmipy
4acToK hapmakonoriuHoi cybcTanii (KkpynHoaMcHepcHa npoTu
JpibHO AMCTIEpCHOT), aHaji3yBallkCh jorapupmiuyHo
TpaHcgopMoBaHi oK napaMmeTpu MakcumalbHa
CrocTepekyBaHa KOHLEHTpALis B 11a3Mi KpoBi (Cmax), Mitoma
1iJ| KPHBOI «KOHLEHTpALif-yacy Bij yacy 0 1o yacy t (AUC,-
t), TUIOWA Miji KPHBOI «KOHIEHTpALis-yacy Bij yacy 0 5o
HeckinueHHoeTi  (AUCoinf) 3a  JOMOMOroO0 Mojeni  3i
3MIlIAHUMK eheKTaMu, BKIHOYAKOUH TepMiHN JiKyBaHHS, riepioz
i nocinoBHicTs, BCTaHORNEHI AK (ikcoBani edexTH, a cyb’exT
BKIIAZICHUH Y  NOCHIJOBHICTE SK  BHNAAKOB
CkopuroBaHi cepelHi, BKIIOYaIOUH BiAMiHHI

NEPERNAA
Fonosay 1 .€.

(i



Oynu 3HOBy mneperBopeHi Ha JorapudMiYHIl mkan s
OTpuMaHHs KopuroBanux GMR Ta 90 % JII cniBBigHOImEHS.

19.  Jlemorpadiyni  nokazuuku
AOCHiJKYBaHOT momynsilii  (ctarh,
BiK, paca, ToII0)

16 cy6’exriB Bikom Big 22 10 60 pokie OTPUMYBAIU TiKyBaHHs
B YaCTHHI 2 IOCHiPKeHHA; Aiana3on BiKy cy0’€KTiB, BiIHECEHHX
A0 KOXKHOT MOCHIAOBHOCTI NiKyBaHHs, 6yna noi6HOW0, xoua
CepeiHii Bik  CyG’eKTiB, BiHECEHMX 1O MOCNIZOBHOCTI
nikyBauus RT, GyB newo Bummm (6,2 POKY) HiX BiIHECEHUX 10
MOCTiOBHOCTI JlikyBaHHs TR. Binpmicts (10; 62,5 %)
cy6’ekriB Oynu wonosikamu i 6 (37,5 %) Oynu skiHkamu.
Binbuicts (14; 87,5 %) cy6’extin 6yau €BpOMNeEOiHOT pacw, 1
(6,3 %) cy6’ext GyB HerpoinHOi pacu abo appoamepuKaHLEeM i
1 (6,3 %) cy6’ext Gy asiarom. Eruiuna Hanexuicts yeix
cy6’extiB Oyia He TATHHOAMEPUKAHII].

IMT pns xoxHoro cy6’exta 6yB y Mexax HeoOXimHOro
AiarnasoHy, 3a3HA4€HOT0 B NPOTOKOJI. XoeH cy0’eKT Ha JaHMi
HE KypHB 4ac Ta HE CHNOXHBAaB PEryisipHO aakorojn > 21
OMHML] (4070BiKK) 260 >14 oauHKIb (3KiHKH) Ha THXKICHb.

20. Pe3ynbTaty edeKTHBHOCTI

@apmMaKoKiHETHYHI Pe3yJIbTATH YaCTHHH 2

@K napameTpu eHTpPeKTHHIGY Oy1M TOPIBHSILHUMM Mix
ABOMa  Qopmamu  BHIycKy —(apMmakonoriukoi  cyGeramuii
(kpynHomcnepeHa [HenoapiGHena] NpOTH APiIOHOMCTIEPCHOT
[moapi6uenoi]) nicais npuiiomy oaxopasosoi NEPOpabHOT 1031
200 mr enrtpextuniGy Hartme. KonueHrtparii €HTPEKTUHIOY B
I1a3Mi MOPiBHAHO 3 MpodiieM yacy i MAKCHMAabHA Ta 3araibHa
eKCIIO3MLliss EeHTPEKTHHIOY Oynu MomibHUMH  Misk JIBOMa
dopmamu  Bumycky. ®opmanbHMii cTaTMCTMUHHMEH  aHai3
fokasas, Wo ABi (opmMM BHMYCKY 3abes3nedyloTh NomiGHY
excrosuuito 3 90% JII ans GMR, Bkmouaroun 100 % B
Ko)KkHOMY  Bumaiaky. OpHak, crocTepiranach  BHCOKa
MixKCy6’exTHa BapiaGesbHiCTh Y uacTHHi 2, mo Bi0OpaxkeHo B
wupuHi 90 % JI1

BapiaGenpHicte MakcMManbHOT eKCHO3MIIT TaKoX Maia
TCHICHLIKO 10 30iNbIICHHS /a1 Kancyi, [0 MicTATb
KPYITHOUCIEPCHY (HenoppibHeny)  dapmakonoriuny
cybcTaniio, xoua BapiaGenbHiCTh y 3aranbHiil eKCrnosumii itko
He BiZipi3HAnack Mixk popmamu BUIyCKY).

®apmakokiHeTvka M5 Gyna NOpIiBHANBHOI Mik JBOMA
dopmamu Bumycky apmakonoriusoi cy6eranuii FO6 mics
NpUAOMY 0JHOPA30BOT NMepopanbHOT 031 200 Mr €HTPEKTHUHIOY
Hatie. Kouentpauii M5 y muasmi kposi mopieusHO 3
npodizem wyacy Oynu B uizomy momibHMMM MiX jBOMA
BUNIPOOOBYBaHMMH  (OpMaMH  BMNYCKy Ta  OTpHMaHi
apmakokineTnuni  napamerpu  GynM  nogi6HuMu s
KpynHoaucnepcHoi  (HenoApiOHeHoT) tapmakosoriyroi
cybcranuii  FO6 i  api6HoamcnepcHoi (nmoapibHeHoT)
thapmakosioriunoi cyberanuii FO6 y dopwmi BHITyCKY TabJEeTKH.
Excrosuuis M5 saranom 6yna nogiGHOQZ aMmHu

NEPEKNAR BI
FonosayY |§.€.
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Y uactuni 2 we 6yno CHS, Tskkux abo 3arpo3nuBux s
KUTTA HeOaXaHMX sABMIN, 10 BHHUKIM Tifl Yac JiKyBaHHS
(TEAE), a6o TEAE, mo mnpussend 10 cMepTi, Ta He
MOBIIOMIANOCH NP0 HeGaxaHi SBMINA, [0 CTAHOBJATH
ocobnuBHii iHTEpeC.

3araniom Gyiio nosinomnero npo 15 TEAE nia uac 2 nepiois
JOCTIiUKEHHS; MOLMPEHICTh Ta 4acToTa moBimomienux TEAE
Oyna moni6Ho s 060X Qopm Bumycky (apmakooriasoi
cyberanuii. Yei TEAE Gyiiu JIErkoro CTyneHs TSKKOCTI.

TEAE, nosigomnenum Ginbine Hix 1 cy6’ekrom Ha JTiKyBaHHS,
Oymu mapectesisi pOTOBOi MOPOKHUHM, CIIOTBOPEHHS CMAKy Ta
rOJIOBHMA 6inb.

Yucio nosigomnenux nos’s3anux i3 nikysanuam TEAE 6yno
GinblmM s kpynHomucriepcHoi (Henoapi6HeHoi) dopmu
BHITyCKYy (apmakonoriynoi cyberannii (6 sBMIN; HaifuacTiiue
napecTesis pOTOBOT MOPOKHUHK Ta CHOTBOPEHHS CMaKy) Hik
juis - JpiGHomucnepcHoi  (moapiGHeHoi) — dapmakonoriqHoi
cyberanuii (1 sBuie napecresii poTOBOT OPOKHUHH).

21. Pesynbratu Ge3neku

®K xapakrepuctuxu in vivo dopm Bunycky FO6 y kancynax,
O  MICTATL  KpymHOAMCHEpCHY — (HemoapiGHeHy) Ta
ApibHoaucnepeHy (nopibHeHy) apmakosoriuny cyberaniio
3 PI3HUM pO3NOJINOM po3Mipy yacTok, Gynu nomiGHuMu y
3J0POBHX JOPOCIHX A0OPOBOBLIB Mic/s A03yBaHHA HATIIE.

. Maxcumanbha Ta 3arajibHa eKCHO3MILIS EHTPEKTHHIOY
Karcyl, IO MICTATh KPYyNHOAUCIEpCHY —(HemoapiGHeHy)
(apmaxosoriyHy cy6cTaHLiio, 6yaM noAiGHUMH 10 BiAMOBI AHOT
eKCTIO3HLiT pedepeHTHHX Karcyn, o MICTATh
ApiGHoaucniepeHy (MoapibHeHy) hapMakooriyHy cybeTaHLHo.

° Makcumanbha Ta 3arajibHa excrnosuuis M5 Takox G6ynu
noaibHUMM MK (OpMaMH BMIIYCKY Kancyl, IO MiCTHTE
KpYMHOJMCTIEPCHY (HemoapibHeny) dbapmakosioriuny
cybcTaHLio Ta ApibHomMcepcHy (monpibHeny)
(apmakonoriuny cyGeraHiio.

@ BapiabenpHicTs B ekcriosuLii eHTpekTHHi6y Ta M5 Gyna
BUIIOKO HIXK OUiKYyBanach, IO 3HAUHTE, 10 OLIHKH Pi3HHLI MiX
(opmamu BumycKy Gy MEHII TOYHMMH, HiXK OUiKYBANOCh.

Y wactuni 2 mepopanbHa n03a 200 M eHTpeKTHHIOY mpu
npuiioMi  Hatme B ¢opMmi  Kancyau, IO  MICTHTB
KPYIHOAUCTIEPCHY (HenozpiGHeHy) dbapmakonoriuny
cybOcTaH1io Ta ApibHOIHCTIEpCHY (moapibueny)
(apmakosioriyny cybcranniio 3aranom a06pe HepeHOCHIACH
310poBuMH cy0’exTamu. He criocTepiranock 3MiH Bif BUXiAHOTO
piBHA B Oy1b-KMX OLIIHKAX 3 6e3nexu, sKi BBAKAIUCH KIiHIYHO
3HAYUMUMH a0 TAKMMH, IO TIPEACTABISIOTH TPHYMHY A
3aHETIOKOEHHs. 3aralibHe 4Mcno mosigomienux TEAE Gyno
l'IOJIl6HC s 060X GopM BHITYCKY, OJIHAK YHCIIO TTOB’A3aHUX 13

22. BUCHOBOK (3aK/TI0UYEHHs)

NEPERNAA
[onogay 1.€.




(6 siBUW) HiX a5 ApiGHOAMCTIEPCHOT (noapiGHeHoT) (hopmu
BUITYCKY (apmakooriunoi cyGeranmii (1 sBuime).

3asBHUK (BIACHUK peecTpalliitHoro MOCBII4EHH:1 )

@ . Xodbdmann-JIs Pow JiTn

[Tixmuic [Tiamuc

. Xoddmanu-JIs Pom JItg @ . Xoddmann-JIa Pom JItg

Binin 3 Mi>kHapoAHHX peryisTOpHHX NUTAHb Binain 3 MiskHapoaHHX perynsTopHHX mHTaHb
basens, lIseiiuapis Basens, IlIseiinapia

Epika Exenb Xar’ep [pyraapn




Clinical Trial Report

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

ROZLYTREK®

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 e

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 according to item 1 (sub-item
1.1) of section III 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. GP41049. A Randomized, Open-Label, Two-Treatment,
Two-Period, Two-Way Crossover Study to Investigate  the
Bioequivalence of Entrectinib Polymorph Forms A and C under Fasted
Conditions in Healthy Subjects.

6. Clinical trial phase

Phase |

7. Period of the clinical trial

From 13 December 2018 (first informed consent) to 08 February 2019
(final post-study observation).

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned: 28 subjects in two periods.
Actual: 28 subjects.

10. Goal and secondary objectives
of the clinical trial

Primary

To demonstrate bioequivalence between entrectinib polymorph Forms
A and C under fasted conditions in healthy adult male and female
subjects.

Secondary

To explore the safety and tolerability of a single 200-mg oral dose of
entrectinib polymorph Forms A and C in healthy adult male and female
subjects.

11. Design of the clinical trial

This was a randomized, open-label, two-treatment, two-period, two-way

crossover study to demonstrate bioequivalence between entrectinib
polymorph Forms A and C administered under fasted conditions in
healthy male and female subjects.

12. Main inclusion criteria

Healthy male and female subjects aged between 18 and 60 years of age,
inclusive, within body mass index range 18.0 to 32.0 kg/m?, inclusive,
and in good health based upon results of medical history, physical
examination, vital signs, 12-lead electrocardiogram (ECG), and
laboratory test results.

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

The oral dose of entrectinib was 200 mg administered as one 200-mg
capsule of FO6 formulation Form C.




The dose was administered orally with approximately 240 mL of room
temperature water after an overni ght fast (minimum 8 hours).

14. Comparator, dose, method of
administration, strength

The oral dose of entrectinib was 200 mg administered as one 200-mg
capsule of FO6 formulation Form A.

The dose was administered orally with approximately 240 mL of room
temperature water after an overnight fast (minimum & hours).

15. Concomitant therapy

Subjects should not have taken any prescription or over-the-counter
medication, vitamins, or minerals from 14 days prior to Screening and
during the study, unless the Investigator had given prior consent.

Acetaminophen (paracetamol) up to 2 g per day, medications to treat
AEs, hormonal contraceptives, and hormone replacement therapy were
allowed throughout the study. Ondansetron was permitted as a treatment
for nausea for individual subjects at the discretion of the Investigator.
Other medications for chronic, non-clinically significant, conditions (e.g.,
thyroid hormone replacement medication) may have been permitted
provided the subject had been on a stable dose and dosing regimen for at
least 3 months prior to Screening.

Two subjects were administered concomitant medication of
hydrocortisone due to three TEAEs of arthropod bite, and one subject was
administered concomitant medication of bacitracin zinc, neomycin
sulfate, polymyxin B sulfate due to one TEAE of arthropod bite.

16. Efficacy evaluation criteria

Pharmacokinetics

The following pharmacokinetic parameters were derived from the
plasma concentrations of entrectinib and M5 using noncompartmental
methods: maximum observed concentration (Cmax), time to Cmax (tmax),
time of last measurable concentration (tis), area under the concentration-
time curve (AUC) from Hour 0 to the last measurable concentration
(AUCo.), AUC extrapolated to infinity (AUCo-), apparent terminal
elimination rate constant (), apparent terminal elimination half-life
(tin), apparent systemic clearance (CL/F, entrectinib only), apparent
volume of distribution during the terminal elimination phase (Vz/F,
entrectinib only), and metabolite:parent ratio based on AUCo.» (MRAuc).

17. Safety evaluation criteria

Safety and tolerability assessments included recording of adverse events
(AEs), clinical laboratory evaluations, vital signs measurements, 12-lead
ECGs, and physical examinations.

18. Statistical methods

Safety

No formal inferential statistical analyses were planned or performed for
the safety data.

Pharmacokinetics

Descriptive statistics (mean, median, minimum, maximum, standard
deviation, geometric mean, and geometric coefficient of variation) were
calculated for all pharmacokinetic parameters and pharmacokinetic
concentration data.

The primary parameters for bioequivalence testing were Cmax and AUCo-
. of entrectinib. Statistical analysis for M5 primary parameters, Cmax and
AUCq., was provided as supportive evidence. The AUCo... was also
calculated and analyzed. A linear mixed model was applied to analyze the
log-transformed primary pharmacokinetic parameters with fixed effects




for treatment, period, and sequence, and a random effect for subject
within sequence. Bioequivalence was concluded if the 90% confidence
intervals (CIs) for the entrectinib Cyay and AUC. treatment ratios fell
within the no-effect boundaries of 0.80 and 1.25.

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

The subjects were healthy males (17) and females (I11) between 21 and
57 years of age, inclusive, overall. The majority of subjects were White
(57.1%) and not Hispanic or Latino (71.4%). The mean BMI for all
subjects was 27.1 kg/m?.

20. Efficacy results

Pharmacokinetic Results

Entrectinib pharmacokinetics were comparable between Form A and
Form C F06 capsule formulations following administration of a single
200-mg entrectinib dose while fasted. The plasma concentration versus
time profiles as well as the peak and total exposure parameters were
similar between the two polymorphs. While entrectinib exposures were
approximately 10% lower on average from Form C than Form A, the 90%
Cls of the ratio between treatment means lay within the range 80% to
125% for Cinax, AUCo., and AUCy. and thereby met the standard criteria
for bioequivalence. Entrectinib exposures in Period 1 were lower on
average than corresponding exposures in Period 2, which was reflected as
a statistically significant period effect in analyses of AUCo.. and AUC,
(e.g., AUCo.» was approximately 23% lower on average in Period 1 than
Period 2).

Overall variability was similar for both formulations, with geometric
CV% for AUCs and Cmax ranging from 30.7% to 39.4% and 28.9% to
35.6%, respectively. Within-subject variability was also similar, with
geometric CV% for AUCs and Cyax from 24.6% to 24.9% and 26.9%,
respectively.

M5 exposure following administration of a single 200-mg entrectinib
dose while fasted using the FO6 capsule formulation was lower from Form
C than Form A. Although the plasma concentration versus time profiles
were broadly similar between the two polymorphs, average M5 peak and
total exposures were approximately 15% lower from Form C and the 90%
ClIs for Cmax, AUCo-, and AUCy., did not encompass unity.

There was no significant period effect in M5 exposures. Overall
variability was similar for both formulations.

21. Safety results

Single oral doses of entrectinib FO6 capsule formulations Forms A and
C were well tolerated when given to healthy male and female subjects in
this study.

There were no SAEs, no AESIs, and no severe (Grade >3) AEs. The
severity of all reported TEAEs was mild (Grade 1). No subjects
discontinued due to an AE.

Two subjects (7.1%) experienced a TEAE during this study. All reported
TEAES occurred following entrectinib Form A, though all TEAEs were
considered by the Investigator not to be related to study drug. The only
TEAE preferred term reported by >1 subject was arthropod bite, which
was reported by 2 subjects (7.1%) overall.

No clinically significant findings were noted from clinical laboratory
evaluations, vital signs measurements, or 12-lead ECGs for this study.




22. Conclusion

« Form C was bioequivalent to Form A. Although entrectinib exposures
were approximately 10% lower on average from Form C than Form A,
the 90% ClIs of the ratio between treatment means lay within the range
80% to 125% for entrectinib Cmax, AUCp-, and AUCo..

« A statistically significant period effect on entrectinib exposure was
observed, but is not considered to affect the comparisons between the two
formulations.

« Single 200-mg oral doses of entrectinib were well tolerated when
administered to healthy male and female subjects in this study, and the
F06 capsule formulations containing polymorph Forms A and C had
comparable safety profiles.

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd

F.Hoffmann-La Roche Ltd
International Regulatory
Basel Switzerland
Erika Eckel

2

F. Hoffmann-La Roche Ltd
International Regulatory
Basel, Switzerland
Xavier Prugnard




3BiT

Npo KJIiHiYHe BUNIPoOYyBaHHS

1. Haspa nikapcbkoro 3aco6y (3a
HasABHOCTI - HOMEp
peectpailiiiHoro noceiguenns)

PO3JIITPEK® (ROZLYTREK®)

2. 3asBHUK

®.Xopdpmanu-Jis Pomr Jity
I'pensaxepmrrpacce 124, 4070 Basens, HIBelinapis

3. Bupobuux

®.Xoddmann-JIa Pom JIta
Bypmicser, 4303 Kaiicepayrer, HIseiinapis

4. IlpoBeneHi gocimKeHHs:

I Tak Hi SIKIIO Hi, 06TpyHTYBaTH

1) Ttan nikapcbkoro sacoby, 3a
SIKUM NPOBOJIHIIACH abo
NJIAHYEThCA peecTparlis

Jlikapchkuii 3aci6 3a MOBHMM HOCBHE (aBTOHOMHEe J0CKE), iHIIMIA
nmikapchKuii 3aci6, HOBa JIjl0Ya PEYOBMHA 3rigHO nyHkry 1 (mignyHkry
1.1) posniny 111 Iopsiaky nakazy MO3 Ypainu Bia 23 munus 2015 poky
Ne 460.

5. [TloeHa HasBa KjiHiYHOrO
BUNIPOOYBaHHsA, KOJIOBAHMI HOMEp
KJIiHIYHOTO BUIIPOGYBaHHs

[Ipotokon Ne GP41049. Panjomizosaue BiIKDMTE IepexpecHe
AOCTi/UKEHHS 3 [BOMa [MOCJiZOBHOCTSMH, IBOMA nepiogamu, JBoma
JNKYBaHHAMM 3 BUBYEHHS 610€KBiBaICHTHOCT] nonipopmunx dopm A i C
CHTPEKTHHIOY NpM NpuHOMI HaTle y 310POBHX CY6’EKTIR.

6. ®asa KninivHOro BUNPoGyBaHHs

®aza |

7. Ilepiox npoBeieHHA KAIHIYHOTO
BUNpoOyBaHHs

3 13 rpynus 2018 poky (nepuwa indopmosana 3roaa) mo 8 mororo 2019
POKY (3aKJIFOYHE CTIOCTePEIKEHHS MiCIs JOCTIKEHHS ).

8. Kpainu, pe nposomunocs
K/liHiYHE BUIIPOOYBaHH

CIIA

9. KinpkicTs gocmimkyBaHux

3amiaHoBaHa: 28 cy6’ekTiB B IBOX nepiojax,
¢pakTHyHa: 28 cy6 eKTiB.

IepBunna
[IponemonctpyBatn  GioekBiBaneHTHiCTE  Misk noniMoppHUMHU
dopmamu A i C entpexktuniby npu npuiiomi Harie y 3I0pOBHX

10. Mera Ta BropMHHI uini|AOpPOCTHX YONORIKIB Ta KIHOK.
KIIIHIYHOTO BUIIPOOYBaHHS Bropunna
Bupuntu Gesneky i nepeHockMicTh 01HOKpaTHOT opanbHOT 1031 200 mMr
noniMmopprux Qopm A i C entpekTHHiGY y 3M0POBUX JIOPOCIIMX
YOJIOBIKiB Ta JKiHOK.
Lie 6yno pannomizoBane BigkpuTe nepexpecHe HoCHimKeHHs 3 JBOMA
11. Juzaiin KJIiHI9HOTrO | MOC/IiIOBHOCTAMH, JBOMA nepiofaMu, JBOMa JiKyBaHHAMH 3 BUBYEHHS
BUIPOOYBaHHSA bioeksiBanienTHocTi nosmigopmuux dopm A i C EHTPEKTUHIOY npu

TNpUiioMi HaTLIE y 3J0POBHX YONOBIKIB T4 KiHOK.

12. OcHoBHi KpuTepii BKIFOYEHHS

310poBi 4oNOBiKKM Ta *KiHKH Bikom Bixg 18 g0 60 POKiB BKIIIOYHO i3
iHaeKcoM macu Tina Big 18 10 32 kr/M2 BKITIOUHO Ta 3a/I0BiJIBHUM CTAHOM
3/I0POB’S Ha MiACTaBi JaHMX MEIHYHOIO aHaMHe3y, (i3ukanasHOro
06CTeKEHHS, OCHOBHHX MOKa3HUKIB KUTTE JifNBHOCTI opraHismy, EKT" B
12 BifBeIeHHsAX Ta pe3y ibTaTiB 1a60paTOPHUX 06CTENKEHD.

13. HocnimxyBauuii sikapceKuii
3acib, crnocib 3acTocyBaHHs, cuia
ait

OpaiibHa 103a eHTpekTHHIGY cTaHOBMIA 200
0/Ha Kancyna mo 200 mr gopmu Bunycky C B

MEPERAAL BiPH

Fonosay |.€




Jlosy npuiiManu opanbHO NpHOM3HO 3 240 M BOAM KIMHATHOT
TeMIIepaTypH BpaHLi HaTuie (MiHiMy™ 8 romun micms ixi).

14. Tlpenapar nopiBHSHHS, K033,
crocib 3acTocyBaHHs, cuia mii

OpanbHa J103a eHTpekTuHIGY cTaHoBHAA 200 MT | 3aCTOCOBYBAJIach AK
oana xancyna no 200 Mr dpopmu Bunycky A F06.

Mo3y npuiimanu opanbHO npu6aM3HO 3 240 MA BOZM KiMHATHOT
TeMIEpaTypH BpaHLi HaTie (MiHiMyM 8 roauu micns ixi).

15. Cynyrths Tepanis

Cy6’ektn He moeuHHi Gynn mpuiiMath Gyab-ski peuentypHi a6o
GespeuentypHi sikapcski 3aco6u, Bitaminm a6o MiHepasbHi PeYOBHHH,
NOYMHAIOYH 3 14 [OHA 10 CKPUHIHTY i BHpOmOBXK JOCHiDKEeHHs, 3a
BMHATKOM BUITA/IKIiB, KOJIH I0CTi THHK Ha/J1aB TIONEPEIHIO 3romy.

Bnponorx pocrnimkeHHs 103BoasOCH 3aCTOCOBYBAaTH aleTaMiHO(eH
(mapaueramon) a0 2 r Ha 06y, npenapard s JlikyBaHHs HSI,
FOPMOHAJIbHI  KOHTPALIEITHBH Ta 3aMicHY TOPMOHAJIBHY ~ Tepamiro.
Onpancerpon GyB 103BONeHMH s JNKYyBaHHA HYJOTH y OKpPEeMHX
cy0’€eKTiB 3a pitteHHsAM fociqHuKa. [Hu Tiku g XPOHIYHHX, KITIHIYHO
HE3HAUYIIMX CTaHiB (HanNpHKIa[, NpenapaTH AJs 3aMicHOT Teparii
FOPMOHAMH IHTOBH/IHOI 3a7103H) MOTH GYTH [03BOJIEH] 38 YMOBH, 110
Cy6’eKT OTpUMyBaB cTabinbHy 103y Ta PEXHUM J03yBaHHs NpUHAMHI 3
MICAL IO CKPHHIHTY.

/lBa cy6’€KTH OTPUMYBaIIH CYMYTHIO Tepamiio TiIPOKOPTU30HOM Uepes
Tpu TEAE ykyc uneHucTOHOrHX, i 0MH Cy6’ekT OTpUMyBaB CYMYTHi
JIKH: UMHKY GaLuTpaiuH, HeomiuuHy cyibdar, noniMikcuny B cynsgar
—uepe3 oauH TEAE ykyc unenucroHorunx.

16. Kpurepii oninku edpekruBHOCTI

DapmakoKiHeTHKA

Hactynui dapmakokinetnuni napamerpu 6ynu o6umcieHi Ha OCHOB
KOHUEeHTpauii eHTpekTHHIOy Ta M5 B miasmi 3a  J0NOMOro
HEKOMMAapTMEHTHHX ~ METONiB:  MaKCHMallbHa  CIOCTepecyBaHa
KoHUEeHTpalifs (Cmax), 4YaC 0 Cmax (tmax), YaC [0 OCTAHHBOI
CTIOCTEPEKYBAHOT KiJIbKICHO BHMIPIOBAHOT KOHLEHTpaii (tis), MUIOmA
M KPMBOK «KOHLEHTpALis-4ac» Big roguuau 0 10 OCTAHHLOI
BUMiproBaHoi koHueHTpauii (AUCos), AUC, €KCTparnoJboBaHa J10
eskineunocti (AUCo.»), OUeBH/IHA KOHCTAHTA LIBHAKOCTI TE€PMiHAJIBHOT
enimMiHauii (1), oyeBHAHMIA TepMiHaIbHHI IEpioa HAMiBHBEICHHS (tin),
oueBuHMI chcTeMHuii Kiipenc (CL/F; nuue eHTpexTHHi6), oueBuaHuii
06’em posnoziny mix yac TepmiHanbHOl dasu BuBeneHHs (VZ/F; nuime
EHTPEKTHHIO) i CriiBBiHOMEH s MeTabOIT: BUXiIHMiT NikapchKuil 3aci6
(MRAuc) Ha ocHOBI AUCq.c0.

17. Kpurepii ouinku 6esnexu

Ouinka Gesmeku Ta mepeHOCHMMOCTI BKIHOYana JIOKYMEHTYBaHHS
HeOwkannx s (HA), kniniuni naGoparopui oGcrexenns, OLIIHKY
OCHOBHMX MOKa3HWKIB JKMTTeMisnbHOCTI opramismy, EKI' B 12
BiJIBe/IEHHAX Ta (izvKanbHe 06CTEKEHH S,

18. Ctatuctruni metoau

Besneka

DopmManbuuii iHpepeHUianbHMi cTaTHCTHYHMI anai3 He IIaHyBaBCs
Ta He NPOBOIMBCA /I JaHUX 3 Oe3neKu.

®apmakoKiHeTHKA

Onucosi cratuctiuni aaui (cepemHe, MejiaHa, MiHIMyYM, Makcumym,

CTaHJApTHE BIAXWIIEHHS, CEPEJIHE reoMeTpuy I9=TR TCOMETPHYHHMIA
T TR NP0 0o\

\

&
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-
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KoediuienT Bapiauii) 6ymm pospaxosaui s Beix (hapMaKOKiHETHYHHX
napameTpiB Ta JaHuX GapMakoKiHeTHYHOT KOHLIEHTpalLi1.

IlepeuHHMMY napameTpamu 11 aHaNi3y Gi0eKBiBaNEHTHOCTI OynH Cax
1 AUCo- + eHTpexTHHiGy. CTaTcTUuHMI aHai3 MEepBUHHMUX NapaMeTpis
M5, Cmax i AUCo. 6yB Hanauuii sk 101aTKOBI MiATBEPPKYBANbHI J1aHi.
Takox Gy o6umcienuit Ta npoananizoanmit AUCo... Jliniiina MOJenb
31 3MilIaHuMK edekramu Gyna 3aCTOCOBAHA IS aHajizy gorapudmiuno
TPaHC()OPMOBAHMX NEPBHHHUX NapaMeTpiB (apmakokinernku. Mozens
nepenbayana ¢ikcopani edextd amA  niKyBaHHs, nepiony Ta
MOCMIZAOBHOCTI, @ TAaKOX BMNAAKOBMH edexT ans cy0’exkra BcepeauHi
nocnigoBuocti. BioekBiBaneHTHICTE Oyna nigrBepkeHa, akmo 90%
noBipuuii intepsan (1) anst BigHOmeHHs Cmax Ta AUCo4 €HTPEKTHHIOY
3HaxoJuBcs B Mexkax 6e3 BrumuBy 0,80 i 1,25.

19.  Jlemorpadiuni  nokasHuku
AOCHiKYBAHOT MOMyNsAUii (cTaTh,
BiK, paca, Tomio)

Cy6’exramu Gymm 3m0poBi yonosiku (17) i xinku (11) Bikom Bim 21 o
57 pokie BkmouHo. BinbmicTe cy6’exris Oynu eBponeoigHoi pacu
(57,1%) i ve narmnoamepukanuamu (71,4%). Cepenniii IMT B ycix
Cy0’€eKTiB cTaHoBuB 27,1 Kr/M2.

20. Pe3ynbTatn edeKTHBHOCTI

®apMakoKiHeTHYHI pe3yIbTaTH

DapmakoKiHeTHKa eHTPeKTHHIOY Gyna MopiBHIOBAHOW Mix thopmamu
Bunycky A i C FO6 B xancynax micis npuitoMy OJIHOKpaTHOI a03u 200
MT eHnTpexTnHiby Hatie. KonuenTtpauii B niasmi nopisnsno 3 npoginem
4acy, a TaKox napameTpy MaKCHMMaJIbHOT Ta 3arajbHOl eKCro3uLii 6yau
NofiOHUMK Mix nBoMa mnoniMopdavu. YV Toil wac, sk eKcrosuiis
eHTpeKTUHIOy Gyna mpubnuzno Ha 10% MeHIoOIO B CepeHbOMY 115t
¢opmu C mopiBusHo 3 popmoio A, 90% JII ans criBRigHOWEHHS Mix
Cepe/iHiMHU 3a yMoBaMH BUNPoOYBaHHs GyB B Meskax Bix 80% mo 125%
Anst Cmax, AUCo. i AUCo- i Takum YMHOM Binmosinap CTaHJAPTHUM
KpuTepisam s OioeksiBanenTHocti. Ekcriosuuis entpextiui6y B nepiozn
1 Oyna Hwkye cepeiHbOi MOPIBHAHO 3 BiAMOBIAHOK eKCHO3MIIEI B
nepion 2, mo 6yno Bifo6paxeHO SK CTATHCTUYHO 3HAYMMMIL edexr
nepioay B aHanizi AUCo.. Ta AUC (30kpeMa, nokasuuk AUCq. OyB
nMpubM3HO Ha 23% MeHIUM B nepion 1 Hixk B mepiog 2).

3aranbHa BapiaGenbHicTs 6ys1a nogiGHoIO 115 060X GopM BHIyCKY, i3
reoMeTpuyHUM CV% mnsa AUC Ta Cuax B Aianasosi eig 30,7% 1o 39,4%
Ta Bin 28,9% mo 35,6% BimnoeiaHo. BuyTpimnboinauBiayansna
BapiaGenbHiCTL Takox Gyna noaiGHoIO i3 reometpuunM CV% s AUC
Ta Ciax BiZ1 24,6% 10 24,9% i 26,9%, BianosiaHo.

Excriosuuis  MS micns  mpuifomy ogmokpatHoi go3m 200 wr
eHTPEeKTHHIOY HaTiie i3 3actocyBanHAM (popmu FO6 B Kancymax Oyna
MeHmok 1t popmu C ik s hopmu A. Xoua koHUEHTpauii B mnasmi
MOPIBHAHO 3 mnpodinem uacy Gyiu B IHJOMY CXOKi MiK JBOMA
noniMopgam, cepeiHs MaKcMMasbHA Ta 3araibHa eKCrno3uis M5 Oynu
npuOI3HO Ha 15% menmumu s popmu C i 90% JI1 uist Coax, AUCo4,
Ta AUC)- HEe 0XOILTIOBAB OIMHULIO.

He crnocrepiranocs cyrreporo edexry mepiomy B excrosuuii MS.
3araneHa BapiaGinbHicTs Gyi1a noaiGHow 115 060X hopm BUITYCKY.

Ontoxpathi opanbHi 1031 enTpexTHHIGY F06 sapunycky A i C B
21. PesynbTath 6e3neku KarncyJiax 1o00pe nepeHOCHIIUCE Y 310POBHX YA OKTRQK B LILOMY
JOCIIIKEHH. NN 1T
ITEFERTA ¥
fonosay |.€




He 6yno CHS, weGakauux siBMmI, MO NpejcTaBAsioTh 0coGIUBHMiL
inTepec Ta TKKEX (cTynens >3) HSl. Takkicrs yCIX MOBiIOMIEHHX
TEAE Gyna nerkoro crynens (ctyneus 1). Xogen cy0’ekT He BHOYB 3
nocimpKeHns yepes HA.

Y mBox cy6’exris (7,1%) Bunukio TEAE min uac Jocnimkenss. Yei
noBiomneni TEAE BuHuKIH mics npuiiomy popmu A eHTpeKTHHIOY,
xoua yci TEAE Gymu posuiHeHi JOCHiZHHKOM $K He MOB’s3ami i3
AOCHIIKYBAHUM  NpenapaToM. €auHuM TEPMiHOM  MEPEeBaKHOTO
sactocyBanHs TEAE, mnopinomnenum >1  cy6’exrtom, OyB yKyC
IEHUCTOHOrMX, MpO AKMHA noBifomusnock 2 cy6’exramu (7,1%)
3aranoM. B upomy pocnmimkeHHi He croctepiranuch komHi KiiHiuHO
3HAQYMMI  3MiHM 32  pe3yAbTaTaMH  KIJiHIYHOTO nabopatopHoro
O0CTEKEHHS, OCHOBHMX MOKA3HMKAX JKHUTTEMifIbHOCT] OpraHisMy uu
EKI B 12 BinBenenusx.

22. BHCHOBOK (3aKJIIOUYEHHS)

* ®opma C Oyna 6i0eKBiBaIEHTHOIO M0 Bi AHOMIEHHIO 10 dopmu A. Xoua
eKCTO3HLis eHTpeKTHHIOy Oyna npubimsHo Ha 10% MeHWIOK y
cepeaneomy s dopmu C mopiBHsSHO 3 dopmor A, 90% Al
CIIiBBIIHOIIEHHS MK CepejHiMM 33 yMOBaMH BUIIpoOyBaHHs
3HaxXoJunack B Mexkax Bija 80% no 125% mis eHTPeKTHHIOY Crmax, AUCy.
t1 AUCpc.

* CriocTepirasest CTaTMCTHYHO 3HAUNMMI edeKT MepioLy Ha EKCMO3MIIII0
CHTPEKTUHIOy, 0JJHAK BBAXAETHCA, 110 HE BIUIMBAE HA TIOPiBHSAHHSA Mik
ABoMa opmMamu.

* OHoKpaTHi opanbHi 1031 200 Mr eHTPEKTHHIOY 106pe nepeHocHIUChH
NpU 3aCTOCYBaHHI 3JOPOBMMH 4YOJIOBIKAMH Ta JKIHKAMM B LBOMY
pocnmiokenHi, i dopmu Bunycky B kKancynax FO06, mo MicTATE
noniMopdHi Gopmu A i C, manu nopisHroBani npodini Gesnexy.

3aABHUK (BJIaCHHK PEECTPaLifiHOro MocBiTueHHs)

@ . Xoddmann-JIs Pour Jitn
[iamuc

® . Xoddpmann-JIs Powr Jitn

ITianuc

. Xoddmanu-JIs Pom JItg

Bignin 3 MiKHApOAHUX PETyNATOPHUX MHTAHE Biain 3 MiskHapoHHX peryisTOpHHX MHTAHb

basens, [lsefiuapis
Epika Exens

Basens, llgeiinapis
Xap’ep [Ipyruapn

[ onoBAY i.€.




Clinical Trial Report

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

ROZLYTREK®

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:

no

yes 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 according to item | (sub-item
1.1) of section III 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. GP41048. A Randomized, Open-label, Two-treatment,
Two-period, Two-way Crossover Study to Investigate the Relative
Bioavailability of Entrectinib Capsule Formulations F1 and FO6 Under
Fed Conditions in Healthy Subjects.

6. Clinical trial phase

Phase |

7. Period of the clinical trial

From 12 December 2018 (first informed consent) to 04 February 2019
(final post-study observation).

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned: 14 subjects in 2 treatments periods.
Actual: 14 subjects.

10. Goal and secondary objectives of
the clinical trial

Primary

To investigate the relative bioavailability of entrectinib F1 and F06
capsule formulations under fed conditions in healthy adult male and
female subjects.

Secondary

To explore the safety and tolerability of a single 600-mg oral dose of
entrectinib F1 and FO6 capsule formulations in healthy adult male and
female subjects.

11. Design of the clinical trial

This was a randomized, open-label, 2-treatment, 2-period, 2-way
crossover study to investigate the relative bioavailability of entrectinib
F1 and F06 capsule formulations under fed conditions in healthy male
and female subjects.

12. Main inclusion criteria

Healthy male and female subjects aged between 18 and 60 years of age,
inclusive, within body mass index range 18.0 to 32.0 kg/m?, inclusive,
and in good health based upon results of medical history, physical
examination, vital signs, 12-lead electrocardiogram (ECG), and
laboratory test results.

13. The investigational medicinal
product, method of administration,

strength

The oral dose of entrectinib was 600 mg administered as 3 x 200-mg
capsules of F1 capsule formulation.




In each treatment period, subjects received a single oral dose of
entrectinib after a standardized light meal, which contained 250 Kcal,
12 g of protein, 37 g of carbohydrate, and 7 g of fat; approximately 25%
of the calories were from fat.

14. Comparator, dose, method of
administration, strength

The oral dose level of entrectinib was 600 mg administered as 3 x 200-
mg capsules of FO6 capsule formulation.

Subjects received this treatment after a standardized light meal (as
described in section 13.

15. Concomitant therapy

Subjects should not have taken any prescription or over-the-counter
medication, vitamins, or minerals from 14 days prior to Screening and
during the study, unless the Investigator had given prior consent.

Acetaminophen (paracetamol) up to 2 g per day, medications to treat
AEs, hormonal contraceptives, and hormone replacement therapy were
allowed throughout the study. Ondansetron was permitted as a treatment
for nausea for individual subjects at the discretion of the Investigator.
Other medications for chronic, non-clinically significant, conditions
(e.g., thyroid hormone replacement medication) may have been
permitted provided the subject had been on a stable dose and dosing
regimen for at least 3 months prior to Screening.

Two subjects received concomitant medications. One subject received
Benadryl (25 mg, once) for the treatment of an AE (paresthesia oral) and
another subject received Levonorgestrel (intrauterine device)
prophylactically as contraception.

16. Efficacy evaluation criteria

Pharmacokinetics

The following pharmacokinetic parameters were derived from the
plasma concentrations of entrectinib and M5 using noncompartmental
methods: maximum observed concentration (Cmax), time t0 Cmax (tmax),
area under the concentration-time curve (AUC) from Hour O to the last
measurable concentration (AUCo.), AUC extrapolated to infinity
(AUCo..), apparent terminal elimination rate constant (A;), apparent
terminal elimination half-life (ti»), apparent systemic clearance (CL/F;
entrectinib only), apparent volume of distribution during the terminal
elimination phase (Vz/F; entrectinib only), and metabolite:parent ratio
(MR uc) based on AUCo.-o.

17. Safety evaluation criteria

Safety and tolerability assessments included recording of adverse
events (AEs), clinical laboratory evaluations, vital signs measurements,
12-lead ECGs, and physical examinations.

18. Statistical methods

Safety

Descriptive statistics were calculated on the safety parameters. No
formal inferential statistical analyses were planned or performed for the
safety data.

Pharmacokinetics

Descriptive statistics (mean, median, minimum, maximum, standard
deviation, geometric mean, and geometric coefficient of variation) were
calculated for all pharmacokinetic parameters and pharmacokinetic
concentration data.

The primary parameters for analysis were Cmax and AUCq.» of
entrectinib and M5; AUCy. was also calculated and analyzed. A linear




mixed model was applied to analyze the log-transformed primary
pharmacokinetic parameters. The model assumed fixed effects for
treatment, period, and sequence, and a random effect for subject within
sequence. Estimates of geometric mean ratios on the original scale,
together with the corresponding 90% confidence intervals (ClIs), were
derived for the comparisons between Test and Reference treatments.

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

The subjects were healthy males (7) and females (7) between the ages
of 23 and 56 years of age, inclusive, in each treatment sequence. The
majority of subjects were White (85.7%) and Hispanic or Latino
(71.4%). The mean BMI for all subjects was 26.6 kg/m>.

20. Efficacy results

Pharmacokinetic Results

Entrectinib pharmacokinetics were comparable between the F1 and
FO6 capsule formulations following administration of a single 600-mg
entrectinib dose with a light meal. The plasma concentration versus time
profiles were similar for both capsule formulations. Although
entrectinib absorption from the F06 capsules appeared to be slightly
slower compared with the F1 capsules (median time to last observed
concentration [tig] of 0.5 versus 0.0 hours; median tms of 5.0 versus
4.0 hours), plasma concentration versus time profiles were otherwise
similar between the two formulations.

Entrectinib peak and total exposures were similar between the Fl and
FO6 capsule formulations and, although this study was not designed to
demonstrate bioequivalence between the two formulations, the 90% Cls
of the ratio between treatment means were within the range 80% to
125% for both Cax and AUCy... and thereby met the standard criteria
for bioequivalence.

Entrectinib exposures in Period 1 were lower on average than
corresponding exposures in Period 2, which was reflected as a
statistically significant period effect in analyses of AUCy.. and AUCy.
(e.g., AUCo.. was 16% lower in Period 1 than in Period 2):

Overall variability was similar for both formulations, with geometric
CV% for AUCs and Cpax values ranging from 48.5% to 52.0% and
37.6% to 49.4%, respectively. Within-subject variability was also
similar, with geometric CV% AUCs and Cpax values of 14.7% to 15.4%
and 18.8%, respectively.

M5 pharmacokinetics were similar between the F1 and F06 capsule
formulations following administration of a single 600-mg entrectinib
dose with a light meal. Plasma concentration versus time profiles of M5
were comparable between the two formulations with a median tma, of
5.0 hours observed for both formulations and exposures were similar
between the F1 and FO6 formulations based on the statistical analysis
results.

Overall variability was similar for both formulations, with geometric
CV% for AUCs and Cpax ranging from 48.2% to 51.9% and 50.6% to
60.8%, respectively. Within-subject variability was also similar, with
geometric CV% for AUCs and Cmax from 18.1% to 21.0% and 23.1%,
respectively.

21. Safety results

Single oral doses of entrectinib formulations F1 and F06 were well
tolerated when given to healthy male and female subjects in this study.




All treatment-emergent AEs (TEAEs) were mild in severity and were
considered related to the study drug by the Investigator. The only TEAE
preferred terms reported by >1 subject were headache, paraesthesia, and
paraesthesia oral, which were reported by 2 subjects each. No clinically
significant findings were noted from clinical laboratory evaluations,
vital signs measurements, or 12-lead ECGs for this study.

22. Conclusion

« Entrectinib peak and total exposures were similar between the F1 and
F06 capsule formulations.

» Although this study was not designed to demonstrate bioequivalence
between the two formulations, the 90% Cls of the ratio between
treatment means lay within the range 80% to 125% for both Cmax and
AUC... and thereby met the standard criteria for bioequivalence.

« A statistically significant period effect on entrectinib AUCs was
observed but is not considered to affect the comparisons between the
two formulations.

« M5 peak and total exposures were also similar between the F1 and
F06 capsule formulations.

+ Single 600-mg oral doses of entrectinib were well tolerated when
administered to healthy male and female subjects in this study, and the
Fl and FO6 formulations had comparable safety profiles with regards to
frequency, relationship, and intensity of adverse events.

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd

F. Hoffmann-La Roche Ltd
International Regulatory
Basel, Switzerland
Erika Eckel

F. Hoffmann-La Roche Ltd
International Regulatory
Basel, Switzerland
Xavier Prugnard




3BiT npo kJiHiYHe BANPOGyBaHH

1. Hasga nikapcbkoro 3aco6y (3a
HasBHOCTI - HOMEp peecTpaLliiiHoro
TMOCRBi14EeHHS)

PO3JIITPEK® (ROZLYTREK®)

2. 3asBHUK

®.Xopdmann-JIs Pow Jita
I'pensaxepmtpacce 124, 4070 Bazens, [Iseiinapis

3. Bupobuuk

. Xodpdmauu-JIs Pomr Jitx
Bypwmiceer, 4303 Kaiicepayrcr, I1Ipeiinapis

4. IpoBeaexi gocniKeHHS:

l TaK Hi AKIIO Hi, 00TpyHTYBa]

1) Tun nikapcekoro 3acofy, 3a sKuM

Jlikapcbkuii 3aci6 3a IOBHUM 0ChE (aBTOHOMHE JI0CBE), THIIHIA
JiKapcekuii 3acif, HoBa Airoua peyoBMHA 3rimHO NYHKTY 1

"5 :::1];?303 460  maaHyetses (mignmynkry 1.1) posainy 111 opsaxy Hakazy MO3 Vipaiuu Big
FSteil 23 nunns 2015 poky Ne 460.

[Ipotokon Ne GP41048. Pannomizosane BiJIKPUTE MEpexpecHe
5. TloBna wHasga  KjiHiuHOro JOCNIHKEHHs 3 IBOMa TIOCIIIIOBHOCTAMH, [BOMA MepiofamH,

BUNIPOOYBaHHsA, KOJOBaHHI HoMep
KJiHIYHOrO BUMPOGYRaHHS

JABOMa JIiKYBaHHSMH 3 BHUBYEHHs BiJIHOCHOT GiomoctynHocTi
eHTPEKTHHIOY B Karicynax y ¢opmax sunycky F1 i FO6 micns
NpUHOMY TXKi y 310pOBHX Cy0’ €KTIB.

6. ®aza KiinidHOrO BUNPOGYRaHHS

daza |

7. Tlepion mpoBemeHHs KimiHi4HOrO

3 12 rpyans 2018 poky (nepma inpopmosana 3roga) no 4

mororo 2019  poky (3aKkmo4He —cCHOCTEpeXEHHS  michs
BUIIPOOYBaHHS .

JOCHIIKSHHS ).
8. Kpaiuu, ne nposoaunocs kiiniune | CILIA

BUNPOOYBaHHs

9. KinbkicTb focnimkysanmux

3anuaHoBaHa: 14 cy6’exTiB i 2 nepioau ikyBaHHs,
tbaxTHuHa: 14 cy6’exTiB.

IlepBunna
Busunty BigHocHy GiogocTynHicTs CHTPEKTHHIOY B KamcyJjax y
¢opmax Bunycky Fl Tta FO06 mnicns npuiioMy ki y 310poBHX

10. Mera Ta BrOpHHHI Wi |KOPOCIHX YONOBIKIB TA KIHOK.
KJIiHIYHOro BUNpoOYBaHHA Bropuuna
Busuntn Ge3neky i nepeHocuMicTh OHOKPATHOI OpanbHOT 1031
600 mr enTpexTHHiOy B Karicynax y gopmax Bunycky F1 ta FO6 y
3/I0POBHX JIOPOCJIUX YOJOBIKIB Ta XkiHOK.
Lle 6yno pannomizoBane BifKpuTe mepexpecHe A0CHiKEHHS 3
" - BOMa [10CJ1i IOBHOCTAMH, IBOMA MepioJaMu, 1BOMA JTiKYBaHHIMHU
11. Huzaiin Kniniunoro | * “ Pk P piskRE Y
3 BUBYEHHS BI/IHOCHOT 610/I0CTYTHOCTi €HTPEKTHHIOY B Kancynax
BUIIPOOYBaHHSA

y dopmax umycky F1 i FO6 nicas mpuiiomy ixi y 3[0pOBHX
JIOPOC/IMX YOJIOBIKIB Ta XKiHOK.

12. OcHOBHI KpuTepil BKIIOYEHHS

3710poBi 4OIOBIKHM Ta XKiHKM Bikom Biz 18 10 60 POKIB BKJIKOYHO

i3 ingekcoM Macu Tina Big 18 1o 32 kr/m? BKmMOYHO Ta
38JI0BiIbHUM CTaHOM 3[0pPOB’S Ha MiAcTaBi na
aHaMHe3sy, (i3HMKalIbHOrO OOCTEKEHHS, OCH

3 opuanynmx 1a
s\ perynstopuix
nurafis

NEPEKNARA BiPHY
Fonosay | MG

€ 6*\6




KUTTENisIbHOCTI  opranismy, EKI' B 12 BigBeneHmsx Ta
pe3ynbTarTiB 1ab0paTopHUX 06CTEKEHD.

13. ocnimkyBanuii  nikapcbkuid
3aci6, cnocib 3actocysanHs, cuna il

OpaneHa f03a  eHTpekTHiGy cramoBuna 600 wmr i
3acrocoByBanack Ak 3 kancyau x 200 mr ¢popmu Bunycky F1 B
Karncynax.

Y koxeH nepiont nikyBaHHs Cy6’€KTH OTPUMYBAIH OJTHOKpaTHY
OpajibHy /103y CHTPEKTHHIOY micis cTaHpapTHOl Nierkoi Dk 3
BMictom 250 Kkan, 12 r 6inky, 37 r ByriesomiB i 7 r XKUPY; HHp
Oye pkepenom npubausHo 25% Kamopiii.

14. Tlpenmapatr mnopiBHAHHS, 103a,
Crocid 3acTocyBaHHs, cUia il

OpanbHa  103a  eHTpekTHHIGY cramoBmaa 600 wr i
3acTocoByBanack Ak 3 kancynu x 200 mr dgopmu Bunycky F1 B
KarcyJax.

Cy6’exTn OTpUMYBaH 1ie MiKyBaHHS Mic/s CTaHJapTHOT Jerkoi
ki (sK omucaHo y poszini 13).

15. CynyTHs Tepanis

Cy6’extn ne nosuHHi Gynu npuiiMaTi Gyb-ski peuentypHi abo
OespeuenTypHi Jikapceki 3aco0u, BiTamiuum a6o MiHepanbHi
PCHOBHHH, MOYMHAIOYM 3 14 [HA 10 CKPHHIHIY i BHpPOZOBIK
JOCTI[DKEHHS, 33 BUHATKOM BHNAJKiB, KOMH AOC/iAHHK HaJaB
NONEPEHIO 3TOLY.

Briponosx  nocniikeHHs  J03BOJISIOCK 3aCTOCOBYBATH
aueramiHoQen (napaueramon) Ao 2 r Ha 106y, npenapaTti s
nikysauHs HSl, ropmoHansHi KkoHTpauenTHBM Ta 3aMicHy
rOpMOHallBHY Tepaniro. OHgaHceTpoH OyB J03BONCHMH s
MKYBAHHA HYJIOTH Yy OKpPeMHX CyG6’eKkTiB 3a pillIeHHAM
Jpociaianuka, Ixmi niku s XPOHIYHHX, KJIIHIYHO HE3HAYyIUX
CTaHiB (HanpyKJIaj, TIpenapary s 3aMicHoi Teparii rOpMOHaMH
IUTOBUAHOT 3a/I03M) MOrnM OyTH I0O3BONEHi 3a YMOBH, LIO
Cy0’eKT OTpMMYyBaB CTabilbHy 103y Ta peXuM JO3yBaHH:A
NpUHAAMHI 3 MicALl 10 CKpHHIHTY.

[Ba cy6’exTn oTpuMyBamM cynyTHe HikyBanHs. OauH cy0’exT
otpuMyBaB benanpin (25 mr, ouH pa3 B ieHs) ans nikysaus HSI
(mapectesis poTOBOI NOPOXKHMHM), a iHIMIT Y6’ eKT OTPUMYBaB
JleroHoprecTpes (BHYTpilIHBOMATKOBA cripas)
NpOQiNaKTHYHO K KOHTPALEMLIO.

16. Kpurepii ouitku edexrusHocTi

PapmaKoKiHeTHKA
Hactynni ¢papmakokinernuni napamerpu Gynau oGumcieni na
OCHOBI KOHULEHTpallil eHTpekTHHI6y Ta M5 B mnasmi 3a
JAOTIOMOI'OK)  HEKOMIIAPTMEHTHUX  METOJiB:  MAaKCHMaJibHa
criocTepexysana KOHUEHTPAUs (Crmax), 48C 10 Crax (tmax), M0
Ml KPHBOIO «KOHLEHTpaLif-yacy Big roamuu 0 JI0 OCTaHHBLOI
BHMIipIOBAHOT KOHIIEHTpallii (AUCy.), AUC, ekcTpanonsoBana o
Oeskineunocti (AUCo.n), OYEBMIHA KOHCTAHTA IIBHIKOCTI
TepMiHabHOT eniMiHaLii (Az), oueBHIHMIT TepMiHATBHMIL nepioj
HANBUBEAEHHS (t12), OYEBHIHMI cHCTeMHMiT KimipeHc (CL/E;
JIMIIE  eHTPeKTUHI0), oueBMAHMI 06’eM posmozj i
TepMiHanbHOT (asu BuseneHns (Vz/F; nu
CHIiBBiJHOINEHHA  MeTabONIT: BUXiAHMI
(MR auc) Ha ocHOBI AUC 0.

NEPERNAA B1PHK
Fonosay |.6.




17. Kputepii ouinku 6e3nexu

Ouinka Ge3nexu Ta nepeHOCUMOCTI BKIOYANa JOKYMEHTYBAHHS
HeGaxanux ssum (HS), wninivmi nabopatopHi oOCTEKEHHS,
OLIHKY OCHOBHMX IOKA3HHKIB JKHUTTE JiANBHOCTI opranismy, EKT’
B 12 BiiBeIeHHAX Ta (izuKanbHe 0BCTEKEHHS.

18. Cratuctiyni metoau

Be3neka

3a napamerpamu GesnexH po3paxoBaHO OMHCOBY CTaTUCTHKY.
Q@opmanbhuii  iHdepeHuianbHuii  craTHCTMUHME  aHANi3  He
NJIaHYBAaBCs Ta HE NPOBOIUBCS JUIsl JAHHX 3 Oe3MeKH.

PapmakokiHeTHKa

Onucosi cratucrnuni  nmami  (cepenme, MelliaHa, MiHIMyMm,
MaKCUMYM, CTaHJapTHE BiAXWIEHHS, Cepe/IHE reOMeTpUYHE Ta
FeOMEeTpUUHMH KoedilieHT Bapiaii) Gyau pospaxoBani ams Beix
(apMakoKiHETHYHHX TlapamMeTpiB Ta JaHMX dbapmakokiHETHUHOT
KOHLEHTpallii,

ITepBuHHMMY napameTpamu Ans aHamizy 0y Cpax i AUCo.0
CHTpeKTHHIOY Ta MS5; Takokx Oye  obuucienuii Ta
npoaHanisoeanuii nokasuuk AUCo. Jlimilina wmogenb 3i
sMillaHuMn  eektamu  Gyna  3acTOCOBaHa  UIA aHanizy
norapuMiyHO  TpaHCOPMOBAHMX  MEPBUHHUX napaMeTpiB
(apmakokinernku. Mozens nepeaGauana dikcoeani edextu ns
JNiKyBaHHSA, Mepiogy Ta MOCTiIOBHOCTI, a Takoxk BUIIAKOBHHH
edext s cy6’ekTa BeepeuHi nocaigoBHOCTI. OLiHKH cepeaHix
TEOMETPUYHMX KOedilieHTiB y BuXimHill mkani pasom i3
BianosiaHumu 90% nosipunmu intepranamu (1) Oynu oTpuMaHi
AN NOPIBHSHHA MiX BHIPOGOBYBAHMM Ta pedepeHTHHM
NiKyBaHHSM.

19.  Jlemorpadiudi  nokasHuKu
AOCHiIKyBaHOT monynsuii  (crat,
BiK, paca, ToIo)

Cy6’extn Gynu 310poBuMH YosoBikamMu (7) Ta KiHKamu (7)
BiKOM Bin 23 10 56 pOKiB BKIIOYHO B KOXHIiii MOCIiJOBHOCTI
nikyBauus. Binewicte cy6’extie Gymm  eBponeoimHoi pacu
(85,7%) i narunoamepukanusmu (71,4%). Cepenniii IMT s
YCiX cy6’€eKTiB cTaHOBUB 26,6 Kr/m2.

20. Pesynbraty edekTHBHOCTI

®apmakoKiHeTHYHI pe3yIbTATH

®apmakoKiHeTHKa EHTPeKTHHIOy 6yna NOpPIBHIOBAHOK Mid
(Gopmamu Bunycky B kancynax F1 i F06 micns npuitomy
OHOKpaTHOT 1031 600 Mr eHTpeKTHHIOy i3 Jerkor iKero.
Konuenrpauii B mnasmi mopisuano 3 mpodinem yacy Oynu
noaibHuMu s obox QopM Bumycky B Kamcyidax. Xoua
abcop6uis entpekTHHIOY 3 karncyn F06 6yna gewo noeinbHimow0
nopiBHAHO 3 Kancynamu F1 (megiana 4yacy [0 OCTaHHBbOT
CMOCTEepeXkyBaHOT KOHLIEHTPALiT [tig] 0,5 npoTu 0 roauu; Meiana
tmax 5 NMPOTH 4 roAMH), KOHUEHTpauii B MiasMi MOPIBHAHO 3
npodinem yacy B iHmomy 6ynu NomiGHHMHU Mix 1BOMA rpynaMmu
BHITYCKY.

MakcumanbHa Ta 3arajpHa €KCroO3MIis €HTPEKTHHIOY Oyiu
NoAiGHUMHU Mix opmamu Burycky B kancynax F1 ta FO6 i, xoua
ue JOCHiukeHHs He O6yio pospobieHe s Tpauii
bioekBiBaseHTHOCTI Mik ABOMa (OpMaMH Bu
CHiBBIIHOILEHH: MK Cepe/IHIMH 32 yMOBa

NEPERNAL BIPHHUI
lonosay | .€




B Mexax BiJ 80% 10 125% 118 Cmax i AUC )0 i TOMY BiJNOBi1aB
CTaH/IAPTHUM KPHUTEpiaM s GioeKBiBaIeHTHOCTI.

Excnosnuis entpexruniGy B nepion 1 Gyna B CepeIHbOMY
HHKYOK HIXK BiANOBiIHA eKcrosuuis B mepiox 2, wmio 6yno
BiZIOOPaXKEHO SIK CTATUCTHYHO 3HAYHUMMIL eekT mepiogy npu
ananizi AUCo- i AUCq.(30kpema, nokasuuk AUCq.. OyB Ha 16%
MEHLINM B niepioz 1 Hix B mepion 2).

3aranom BapiaGenbHicTh Oyna nomiGHo m 060X tdopm
BUITYCKY, MPpH LboMy reomeTpuunuii CV% mis nokazuukis AUC
i Cmax BapitoBaB Bin 48,5% 10 52% i Bin 37,6% nmo 49,4%
BIANOBiAHO. BHyTpilnboinaueiayamsna BapiabeNbHICTh TaKox
Oyna nozibuoto, i3 reomerpuunnm CV% st nokasuukie AUC Ta
Cunax Bint 14,7% 10 15,4% i 18,8% Binnosimo.

DapmakokiHeTHka M5 Gyna nofiGHO0 Mik ¢popmamu Bummycky
B Kanicynax F1 i F06 micna npuitomy oanokpatHoi 1o3u 600 mr
eHTPeKTHHIOY i3 nerkolo iiketo. Kouuentpauii B muasmi
TNOPiBHAHO 3 npodisem yacy a1 M5 6y1u OAIGHUME MiX TBOMA
(opmamu BUITyCKY i3 MEZIAHOIO tmax 5 TOAMH, 10 criocrepiragcs
Ana 060x (opm BHUMycKy, Ta eKcnosuiis Gyna moiGHO0 Mixk
¢opmamn  Bunmycky F1 Ta F06 mHa ocHOBI pe3yJbTaTiB
CTATHCTUYHOTO aHaNi3y.

3aranom BapiabenbHicTh 6yna nogiGHOW s 060X dhopm
BUITYCKY, NIpH LiboMy reomeTpuuHuii CV% mis nokazuukize AUC
Ta Cmax BapitoBae iz 48,2% 10 51,9% Ta Bix 50,6% mo 60,8%,
BiANOBiNHO. BHyTpilHboinauBinyantsHa BapiabesIbHICTh TaKOMK
Oyna nozi6Horo, i3 reomerpuyrnmM CV% mmss AUC Ta Cumax Bix
18,1% no 21% i 23,1% Bignosimxo.

21. Pesynbratu 6e3neku

OnHoKpatHi opanbHi 1031 GopM BUITyCKY eHTpeKTUHiIOy F1 Ta
FO6 nobpe nepenocunucs npu npuiiomi 310poBMMH Y0NOBIKAMH
Ta )KIHKaMu B LbOMY JocuTipkenni. Yci HSI, siki Bunukanm nin yac
nikyBanns (TEAE), GyJiu Ierkoro cTyNeHs TSKKOCTI i BBAYKAIHCE
JOC/IHUKOM MOB’A3aHAMH 3  J0CiKYBaHHM NiKapCbKUM
3aC000M. €IMHMMM TepMiHAMH MePEeBaXHOrO BUKOPUCTaHHA
TEAE, nosizomnennmu >1 cy6’ektom, Gymu ronosHuii Oinb,
MapecTesis i mapecresis pOTOBOT NOPOKHUHHM, PO KOKHE 3 AKX
nosigomnanu 2 cy6’ektu. B LBOMY JOCTIIKEHHI He
CTIOCTEPIirainuch }O/HI KIHIYHO 3HAYMMI 3MiHu 33 pesynLTaTamu
KJIIHIYHOTO 1aBOpaTOpPHOro 0GCTEKEHHS, OCHOBHMX MOKA3HUKAX
XKUTTEAisbHOCTI opranismy un EKT B 12 BinBeneHnsx.

22. BUCHOBOK (3aK/II0O4Y€HHs)

* MakcumanbHa Ta 3aranpHa eKCHO3HMILT €HTPeKTUHIOy Oynu
nogibHuMu Mix popmamu Bunycky B kancynax F1 ta F06.

* Xoua ue aocimkenHs He 6y10 po3pobiene as JeMOHCTpawii
bioekBiBaNeHTHOCTI M /BOMa (opmamu BUIycKy, 90% JII
CMIBBIAHOUIEHHS MiXK CepejHiMM 3a ymoBamm BUITPOOYBaHHs
3HaxoauBes B Mexkax Bif 80% 10 125% a1 Cimax Ta AUCo0 i
TOMY Bi/lNOBia€e CTaHJaPTHUM KPHTEpiM ISt
0i0eKBIBaIEHTHOCTI.

MEPERNAR Bi
Fonogay | .€



* CrocrepiraBesi CTaTHCTHYHO 3HAYMMMUIL eexr nepiogy Ha
AUC enTpekTHiOy, 0JHaK He BMJMBABR Ha TIOPIBHSIHHA MiX
ABOMa ()OPMaMH BHITYCKY.

* MakcumaneHa Ta 3aranbHa ekcniosuiis M5 Takosk Oymu
MopiGHAMHU Mix popMamu BUMyCKY B kancynax F1 ta FO6.

* OnHokpaTHi opaneHi n03u 600 mr EHTPeKTUHIOY m00pe
NEPEHOCHIIUCH IIPU NMPUHOMI 3I0POBUMM YOIOBIKAMM Ta KIHKAMHE
B LLOMY JocHifkeHHi, i dopmu Bumycky F1 ta F06 Mmamu
nopiBHIOBaHi mpodini Gesneku mwoOKO YacToTH, 3B’A3Ky Ta
IHTCHCHBHOCTI HeGa)XKaHNX SBMIIL

3asBHUK (BIACHHK peecTpalliiiHoro MOCBI IYEHHS )

®.Xopdmann-Jla Pour Jita

[Tignuc [Tigmumc

®.Xoddmann-Jla Pow Jita @ . Xoddmanu-JIa Pour Jitn

Binain 3 MiskHapoaHux perynaTopuux mutass Binain 3 Mi>kHapoIHUX PerynaTOpHUX MUTAHE
basens, IllBeiiuapisa basens, lseiiuapis

Epika Ekens Xas’ep [pyruapn




Clinical Trial Report

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

ROZLYTREK®

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:

no

yes 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 according to item 1 (sub-item
1.1) of section III 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. RXDX-101-15. A 2-Part, Open-Label, Randomized, 2-
Period, Single-Dose Study to Assess the Relative Bioavailability of 2
Entrectinib Formulations Under Fasting Conditions and the Effect of
Food on the Entrectinib FO6 Formulation in Healthy Adult Male
Subjects.

6. Clinical trial phase

Phase |

7. Period of the clinical trial

From 16 Feb 2018 (first screening) till 06 Jun 2018 (date of last
completed).

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned: 96 subjects (48 per part; 24 per treatment sequence).
Actual: 83 subjects (48 per study part; 13 subjects from part 1 enrolled
into part 2).

10. Goal and secondary objectives of
the clinical trial

Primary

Part 1: to assess the relative bioavailability of a single oral dose of
entrectinib FO6 versus entrectinib F2A under fasting conditions in
healthy adult male subjects.

Part 2: to assess the effect of a high-fat meal on the PK of a single oral
dose of entrectinib FO6 in healthy adult male subjects.

Secondary

Part 1: to evaluate the safety and tolerability of a single oral dose of
entrectinib FO6 and entrectinib F2A under fasting conditions in healthy
adult male subjects.

Part 2: to evaluate the safety and tolerability of a single oral dose of
entrectinib FO6 under fed and fasting conditions in healthy adult male
subjects.

11. Design of the clinical trial

This study was a phase 1, 2-part, 2-way crossover study conducted to
assess the relative bioavailability of entrectinib FO6 commercial
formulation (hereafter referred to as entrectinib FO6) compared with
the entrectinib F2A clinical-use formulation (hereafter referred to as
entrectinib F2A) (part 1) and to assess the effects of a high-fat, hi gh-




calorie meal on the PK profile of entrectinib FO6 (part 2). Each part
was conducted as an individual, 2-period, open-label, randomized
study. Study parts were conducted sequentially.

12. Main inclusion criteria

The main criteria for inclusion were that subjects be healthy,
nonsmoking adult males, 18 to 55 years of age inclusive, and able to
swallow multiple capsules.

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

The entrectinib formulations tested in this study were FO6 oral
capsules, 200 mg each and F2A oral capsules, 200 mg each.

All entrectinib was administered orally with approximately 240 mL
of water.

Part 1 (Entrectinib Formulation Comparison)

Treatment A: Entrectinib 600 mg (3 x 200 mg F06 capsules) at hour
0 on day 1 following an overnight fast.

Treatment B: Entrectinib 600 mg (3 x 200 mg F2A capsules) at hour
0 on day 1 following an overnight fast.

Part 2 (Food Effect Assessment)

Treatment C: Entrectinib 600 mg (3 x 200 mg FO6 capsules) at hour
0 on day 1 following an overnight fast.

Treatment D: Entrectinib 600 mg (3 x 200 mg F06 capsules) at hour
0 on day 1, administered 30 minutes after the start of a high-fat, high-
calorie breakfast.

Ondansetron

Ondansetron as Zofran® (or generic equivalent) was supplied as 8 mg
orally disintegrating tablets

On day 1 of each period, a single dose of 16 mg ondansetron was to
be administered without water approximately 30 minutes prior to
entrectinib administration as a prophylactic antiemetic agent. An
additional dose of ondansetron may also be

administered approximately 8 to 12 hours post-entrectinib dosing at
the principal investigator (PI) or designee’s discretion.

14. Comparator, dose, method of
administration, strength

Not Applicable

15. Concomitant therapy

Concomitant medications were prohibited as listed in the exclusion
criteria. After randomization, acetaminophen (up to 2g per 24 hours)
may have been administered at the discretion of the PI or designee.
Thyroid hormone replacement medication may have been permitted if
the subject had been on the same stable dose for the last 3 months prior
to day 1 of period 1.

In Part 1, two subjects received concomitant therapy. One subject
received acetaminophen, and the other received acetaminophen,
ondansetron, diphenhydramine, metoclopramide, and ibuprofen,.

In Part 2, a total of 4 subjects received concomitant medications: one
subject received topical tolnaftate, one subject received cannabidiol oil
and whey protein, one subject received acetaminophen, and one subject
received a combination cold and flu medication.

16. Efficacy evaluation criteria

Endpoints for Evaluation:
Pharmacokinetics




The following PK parameters were evaluated for entrectinib in
plasma, as appropriate: area under the concentration-time curve from
time O to up to 24 hours postdose (AUCq.4), area under the
concentration-time curve from time 0 to time of last measurable
concentration (AUClg), area under the concentration-time curve from
time zero to infinity (AUCing), apparent total clearance (CL/F),
maximum plasma drug concentration (Cmax), analyte concentration in
the plasma measured at 24 hours postdose (Caqp), time to last observed
quantifiable plasma concentration (Ti.), time to reach maximum
plasma concentration (Tuma), halflife (ti5), apparent volume of
distribution (Vz/F), apparent first order terminal elimination rate
constant (A,), and percent AUCnr that is calculated by extrapolation
from AUChast (%AUCexirap).

In order to assess the bioequivalence of a single oral dose of
entrectinib FO6 versus entrectinib F2A under fasting conditions (part
1) and the impact of a high-fat, high-calorie meal on F06 exposures
(part 2), comparisons of treatments in each respective study part were
conducted. Bioequivalence assessment was performed on Chas,
AUCust, and AUCing parameters of entrectinib for each study part.

17. Safety evaluation criteria

The safety variables evaluated included adverse events (AEs), clinical
laboratory tests, vital signs, 12-lead electrocardiograms (ECGs), and
ophthalmic examinations.

18. Statistical methods

Analysis Populations

PK Population: All subjects with evaluable PK profiles were included
in the PK population.

Safety Population: All subjects who received at least one dose of
entrectinib were included in the safety evaluations.

Statistical Analysis

PK Analysis

PK parameters were evaluated and reported in a separate PK report
by Ignyta according to a separate PK statistical analysis plan (SAP).

The plasma PK parameters were derived using validated Phoenix
WinNonlin® software version 6.4.0.768 (Pharsight Corp., CA).

The PK parameters Cmax, AUCHg, and AUCng for entrectinib were
analyzed using a linear mixed effects model to calculate the geometric
least-squares mean (LSM) ratio using natural log (In)-transformed
data. A 90% confidence interval (CI) was constructed around the ratio
of the geometric LSM for the PK parameters.

Bioequivalence criteria were met if the 90% Cls for the ratios of LSM
of the In-transformed Cuax, AUCs, and AUCive of entrectinib fell
within 80% and 125%. PK data on the metabolite, M5, were provided
as supportive information only.

Safety Analysis

All clinical safety and tolerability data collected on enrolled subjects
were listed by subject and chronologically by assessment time points.
This included rechecks, unscheduled assessments, and early
termination. Subjects in the safety population were included in safety
summarization. No inferential statistics were performed.




-

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

All 83 subjects were male. In part 1, the majority of subjects were
white (88%) and Hispanic or Latino (73%). In part 2, the majority of
subjects were white (88%) and Hispanic or Latino (71%). In part 1, the
mean age of subjects was 37.8 years and the mean body mass index
(BMI) was 26.680 kg/m?. In part 2, the mean age of subjects was 39.1
years and the mean BMI was 26.938 kg/m”.

20. Efficacy results

Pharmacokinetics

Both entrectinib FO6 and entrectinib F2A formulations were readily
absorbed with detectable entrectinib at 0.5 hour postdose following a
single oral 600 mg dose of entrectinib F06 and entrectinib F2A under
the fasted condition in part 1 and entrectinib FO6 under fasted and fed
conditions in part 2. The median Tmax of entrectinib ranged from 3 to
5 hours postdose across treatments. Entrectinib declined with an
average half-life ranging from 18 to 19 hours, supporting a once daily
dose regimen. In both parts 1 and 2, entrectinib was partially converted
to its active metabolite (MS3), with M5 exposures measuring
approximately 30% of entrectinib exposures following a single oral
entrectinib dose.

In part 1, entrectinib FO6 was determined to be bioequivalent to
entrectinib F2A with geometric mean ratios and 90% Cis within 80%
to 125%.

In part 2, the statistical assessments of Cmax, AUChs. and AUCNF
showed that food had no impact on entrectinib FO6 exposures with
geometric mean ratio and 90% CI bounds of geometric mean ratio
within 80% to 125% when entrectinib FO6 was administered in a fasted
state and following a high-fat, high-calorie meal.

21. Safety results

No deaths or SAEs occurred in this study. Overall, a total of 108
treatment-emergent adverse events (TEAEs) (105 mild [grade 1], 2
moderate [grade 2] and 1 severe [grade 3]) were reported by 33 of 48
(69%) subjects in part 1 of this study. A total of 60 TEAEs (58 mild
[grade 1] and 2 moderate [grade 2]) were reported by 31 of 48 (65%)
subjects in part 2. The majority of TEAEs in both study parts were mild
in severity.

Two subjects were discontinued due to laboratory TEAEs associated
with out-of-range laboratory values in part 2 including mild (grade 1)
increased blood creatine kinase (CK) in 1 subject and mild (grade 1)
increased blood CK and increased aspartate aminotransferase (AST) in
| subject. No clinically significant trends were noted in laboratory
assessments, vital signs, or ECGs following treatments in either part 1
or part 2.

22. Conclusion

« Entrectinib FO6 was determined to be bioequivalent to entrectinib
F2A with geometric mean ratios and 90% CI within 80% to 125%.

« Food had no impact on entrectinib FO6 exposures with geometric
mean ratio and 90% CI bounds of geometric mean ratios  for Cmax
and AUC within 80% to 125% when entrectinib FO6 was administered
in a fasted state versus following a high-fat, high-calorie meal.

« A single oral dose of entrectinib FO6 and entrectinib F2A under
fasting conditions, and a single oral dose of entrectinib FO6 under fed




and fasted conditions, were generally safe and well tolerated by the
healthy adult male subjects in this study.

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd

4 ttﬁ/c%d,w[’l M

F. Hoffmann-La Roche Ltd P Hoffmcjmn-La Roche Ltd
International Regulatory International Regulatory
Basel. Switzerland Basel, Switzerland

Erika Eckel Xavier Prugnard




3BiT npo kJiHiYHe BUNPOGYBaHHS

1. Hasea nikapcekoro 3aco6y (3a
HasBHOCTI - HOMEP peecTpaliifHoro
MOCBIi/T4YEHHs)

PO3JIITPEK® (ROZLYTREK®)

2. 3aaBHUK

®.Xoddpmann-JIs Pow Jita
'pensaxepuirpacce 124, 4070 Basens, ILIseiiuapis

3. Bupobuuxk

®.Xoppmann-JIs Powr Jitx
Bypwmicger, 4303 Kaiicepayrer, lIseiinapis

4. [IpoBeneni gocnimKeHHs:

l Tak C Hi SAKINO Hi, 0OOTPYHTYBATH

1) Tun nikapcbkoro 3acoby, 3a KM

Jlikapcekuii 3aci6 3a noBHMM J0Che (aBTOHOMHE J0ChE), THIIMA
niKapchKuii 3aci6, HOBa JiF0¥a PeYOBHHA 3riAHO nyHKTy 1 (migmyskTy

ng :;:J;m;:ca aall 1.1) pospiny III Tlopsiaky nakasy MO3 Vkpaiuu Big 23 numss
peecTpan 2015 poky Ne 460.

Ilporokon  Ne  RXDX-101-15.  Bigxpure, paHoMi3oBaHe
5. lloBHa Hasea  kmiHiuHOro | mocnimKeHHs O/IHOKpPATHOT 11034 3 2 YaCTHH Ta 2 NepioiB 3 ouiHKH

BUNPOOYBaHHSA, KOJOBaHMI Homep
KJIIHIYHOTO BUTIPOGYBaHHSA

BiIHOCHOT GiomocTynHocTi 2 gopm Bumycky EHTPEeKTHHIOY HaTie Ta
BIUIMBY iki Ha Qopmy sumycky F06 CHTPEKTUHIOY Yy 310poBHX
JOPOCJIMX YOJIOBIKIB.

6. ®a3za KJiHiYHOTO BUNPOOYBaHHS

®aza |

7. Ilepion mpoBeneHHs KIiHiYHOTO
BUIIPOOYBaHHS

3 16 motoro 2018 poky (nepuuii ckpuHinr) 10 6 4epBHs 2018 poky
(maTa 3aBepIeHHs yYacTi B JOCII HKEHHI OCTAHHBOTO cy6’ekra).

8. Kpaiuwu, ne nposoaunocs kininiyHe
BUIIPOOYBaHHA

CIIA

9. Kinbkicts gocnimkyBaHux

3annaHoBaHa: 96 cyG’extie (48 Ha vacTuHy nocnimkenHs; 24 na
TOC/II JOBHICTE JiIKyBaHHs),

baxTruna: 83 cy6’exru (48 Ha yacTuHY jocTimKeHHS; 13 cy0’exTiB
3 YaCTHHM 1 BKJIIOYEHi B YacTHHY 2).

IepBunna

Hactuwa 1: ouiHuTH BigHOCHY GiomocTynHicTs  OHOKpATHOT
OpailbHOT 11034 eHTpekTuHiOy FO6 mopieHsAHO 3 eHTpekTHHIGOM F2A
NpH NPUHOMI HaTIIE y 30POBUX JOPOCIUX YOJIOBIKIB.

Yactuua 2: oUiHWUTH BIUIMB TKi 3 BUCOKHM BMicTOM #upy Ha ©OK
OJHOKPATHOT OpaJIbHOT 1034 eHTpeKTHHIOY FO6 y 310poBHX J0pociux

10. Merta Ta BTOPHHHI  LiJi|40/IOBIKIB.
KIIHIYHOTO BUTIPOOYBaHH Bropuuna
Hacruna 1: ouinutu OGesnmeky i nepeHocHMicTh OJIHOKpaTHOT
OpalbHoOT 1031 eHTpeKTHHIOY FO6 Ta entpextuniby F2A npu npuiiomi
HaTILe Yy 3/I0POBHX JOPOCIHX YOJIOBIKIB.
Yactuna 2: ouiHutH Gesneky i nepeHOCHMicTb OJTHOKPATHOT
OpanbHOT 1034 eHTpekTHHIOY FO6 npw npuitomi micas ki Ta narme y
3/IOPOBHX JIOPOCIUX YOJIOBIKiB.
1. it T S — Lle ,IlOCI.iiI[)KEHHH 0yJI0 nepexpecHuM JIBOCTO ' CHHAM
1 asu, i3 2 yactun, ske mpoBoAMIOCH 3 OCHOI
BUIIPOOYBaHHs

NEPERNAL BIPHW/
Fonopay | .€




(nani mig Haseoto entpekTnHi6 FO6) nopisusuo i3 dopmoto Bumycky
SHTPeKTHHIOY A1 3aCTOCYBaHHA B KJIIHIYHMX J0CTiDKeHHSX F2A
(nani nix Ha3Bowo eHTpekTHHIG F2A) (uacThHa 1) i ouiHkH BrMBY
BHCOKOKANOPiHOT T%i 3 BUCOKMM BMicTOM xupy Ha OK npodins
eHTpekTuHiOy F06 (uyactuna 2). Koxna uyacTHHa NpoBOJAUIACE 5K
OKpeMe BiJIKpHTe paH0OMi30BaHe HOCIiIKEHHS 3 2 nepiofis. YacTuuu
JOCIHIDKEHHS MPOBOAMITKCH TIOC/IiI0BHO.

12. OcHoBHi KpuTepii BKTIOUEHHS

OcHOBHI KpuTepii BKTIOUEHHS: 310pOBi IOPOCIi YOMOBIKH, 5IKi He
KypsiTb, BikoM Biz 18 /10 55 pokiB BKIOYHO, i siKi 37aTHi IIPOKOBTHYTH
KiJlbKa Karncyii.

13. IocnimxyBaHWH — miKapchKuid
3acib, crnocid 3acTocyBaHus, cuna aii

Bunpo6osysanumn Qopmamu Bumycky CHTPEKTHHIOY B LBOMY
AocrimKeHHi Oynu opanbhi kancynu F06, mo 200 Mr KokHa i opalbHi
kancynu F2A no 200 mr.

YBech eHTPEKTHHIG 3aCTOCOBYBABCS OPANBHO i3 npubauzHo 240 Ma
BOJIH.

Yactuna 1 (nopiBHsiHHS hopM BUMyCKy EHTPEKTUHIOY)

JlikyBanns A: eHtpektuni6 600 mr (3 Karicynu x 200 mr F06) B
roguny O nHs 1 BpaHii HaTie.

JlikyBannsa B: entpextuni6 600 mr (3 kancynu % 200 mr F2A) B
roauny 0 aus 1 Bpanui Hare.

Yacruua 2 (ouinka BBy ixi)

JlikyBanus C: enrpektuni6 600 mr (3 kancynu x 200 mr F06) B
roauHy 0 nus 1 BpaHui HaTie.

JlikyBanns D: entpexktuni6 600 mr (3 Kancynmu X 200 mr F06) B
roauny 0 1Hs 1, mo 3actocoByBanu yepes 30 XBHIMH mics MoyaTKy
BHCOKOKAJIOPIHHOTO CHIIAHKY 3 BUCOKHM BMiCTOM KUDY.
OnpaHcetpon
OnpnanceTpoH sik npenapat Zofran® (abo exsipaneHTHUI F€HEPUK)
TIOCTA4aBCsl y BUIJISI TabNETOK AMIsl PO3CMOKTYBAHHS 110 8 MT.,

Y nienb 1 koxkHOTO nepiofy opHOKpaTHa 103a 16 Mr OH/JIaHCETPOHY
3aCTOCOBYBAJIack 6€3 BOJW NpubIIM3HO 3a 30 XBHIMH 110 npuiiomy
EHTPEKTUHIOY Y AKOCTI MpodiNaKTHIHOrO POTHGIIIOBOTHOTO 3aco0y.
HonaTkoBy 103y OH@HCETPOHY TAKOXK MOTIIH 3aCTOCOBYBATH
NpuOMH3HO Yepe3 8—12 roauH nicns npuiiomy €HTPEeKTUHIOY 3a
PiLIEHHSM T'OJIOBHOTO JOCIiAHHKA abo YIOBHOBaKeHOT 0COOH.

14. Ilpenapar mopisHsAHHA, n03a,
cnioci6 3acTocyBanHs, cuia aii

He 3actocoBHO.

15. CynyTHs Tepanis

CynyTHs Tepanis 6y.1a 3a60poHeHa, OCKiNbKH 3a3HaYeHA B KpUTEpisix
BUK/IHOYeHHS. [Ticns pannomisanii aueraminoden (1o 2 r BIIPOJIOBXK 24
TFOJMH) MIT 3aCTOCOBYBATHCh 3a PilIEHHAM FOJIOBHOTO I0C/TiHHKA 260
YHOBHOBakeHOT 0co6u. [Ipenmapaty 115l 3aMiHM rOPMOHIB IUTOBHIHOT
341031 MOTIIH OYTH N03BOJIEHi, AKILO CY6’€KT OTPUMYBaB aHaJIoTiuyHy
CcTabilbHY 03y MPOTArOM OCTaHHIX 3 MicsiiB 1o qus 1 nepiony 1.

Y uwactuni 1 1Ba cy6’eKTH OTPUMYBAIM CYMyTHIO Tepanito. OnuH
Cy0’eKT  oTpuMyBaB  aueTamiHodeH, a  iHmmii OTPUMYBaB
aueTamMiHOMeH, OHJAHCETPOH, AMMEHTIIPaMiH, MeFox jonpamia Ta

i6ynpoger. Von



Y yacTuni 2 3aranom 4 cy6’extu OTPHUMYBAIIM CYMYTHIO TEpAIiio.
Onun  cy6’ext OTpUMyBaB TONHA(TAT MiCLEBO, OAMH CY6’ KT
OTpHMYBaB Macio KaHHaliniony Ta NaKTONPOTEiH, OAMH Cy6’eKT
OTPUMYBAB aneTaMiHOGeH i oauH Cy6’eKT OTpUMYBaB KoMGiHOBaHi
JIKM BiJl 3aCTYy/I Ta FPHUy.

16. Kputepii ouinku edekruBHOCTI

KiHueBi Touky n1s oLinKy:

D®apmakokiHeTHKA
Hacrynni ®K napamerpu owuintoeanucek ans €HTPEKTUHIOY B muasmi
HaJIEKHUM YMHOM: MJIOMIA I1i/{ KPHBOKO «KOHLEHTpaLis-4acy Bi yacy
0 no 24 romuu micns mo3yBaHHS (AUCo.24), nowa mig kpusoro
«KOHLEHTpalig-yac» Bif 4Yacy ( 10 yacy oCTaHHBOT BUMiprOBaHOT
KoHLeHTpauii (AUCus), miomma nij Kpueoro «KOHLIEHTpAIlif-yacy BiJ
uacy 0 no Geskineunocti (AUCINF), OUeBHAHMIA 3araibHMit KJipeHe
(CL/F), makcumanbHa KOHUEHTpaIlis JiKapchKoro 3aco0y B muaswmi
KpoBi (Cmax), KOHLIEHTpaLis aHamiTy B Mia3mi, BU3HAYEHA uepes 24
TO/IMHH Tic/s fo3yBanHs (Caan), Yac 10 OCTAHHBOT CIOCTEPEIKYBAHOT
KibKICHO BMMIpIOBaHOT KOHIEHTpauii B Miasmi (Thast), vac go
IOCATHEHHA MaKCMManbHOI KOHUeHTpauii B mmasmi (Tmax), nepiox
HariBBUBEIEHHS (ty), OueBMAHMI 06’ em posnoainy (Vz/F), oueBunna

KOHCTaHTA  IIBMAKOCTI  TepMiHaibHOI  ediMiHaUil  mepmoro
npoxo/ukeHHsl (Az) i BincoTok AUCNE, KMl 0GYHCIIOETHCS MUISXOM
exctpanonsuii 3 AUCst (%AUCextrap).

3 MeTO OLIHKUTH Gi0eKBiBaJEHTHICTH OJZIHOKPATHOI OpajbHOI J03H
eHTpeKTHHIOY FO6 nopiBusaHo 3 enTpekTuniGom F2A Hatme (yacTyHa
1) i BNIMB BHCOKOKANOpi#tHOT i 3 BMCOKHM BMiCTOM KHUpPY Ha
excriosuuiro FO6 (yactuna 2), Gy1o BUKOHaHe MOpiBHsAHHS TKYBaHHS
B KOXHIA  BigmoBiaWiii  wactumi  mocnimkenss.  Ominka
6i0eKBiBaIEHTHOCTI MPOBOAMIIACK HA OCHOBI niapaMeTpiB Ciax, AUC st
Ta AUCiNF EHTPeKTHHIOY B KOXKHii YacTHHI 10CTimKeHHS.

17. Kpurepii ouinku 6e3nexu

OuinioBannMu 3MiHHUME Oesnexu Gynu HeGaxani sBmima (HsD),
pesyibTaTH  KIiHIYHHX  abOpaTopHMX — TecTiB,  (hi3MKaIbHOrO
0OCTEXEHHSA, OCHOBHHMX TOKA3HHKIB IKHTTEMiANLHOCT] oprasismy,
EKI B 12 BigBenennsx ta o(ranbMooriyHe obcTEHKEHHS.

18. Cratuctiuni metoau

[onynsuis, mwo aHa3YEThCA:

DK nonynayia: yci cy6’ektu i3 ouiHioBanum ®K npoginem Oyiau
BKJIFOUEHI B nony.suiro OK.

Honynsyis 6esnexu: yci cy6’exTn, ki OTpUMAH WOHaMeHIIe OJIHY
103y €HTPEKTHHIOY, Oy/IM BKITIOYEH] B OLIHKY Ge3rekH.

CraTuctuunuii ananis:

DK ananis:

@K napaMeTpH OL{iHIOBAINCH | MOBI IOMJISIMCE B okpemomy @K 3giTi
KOMMNaHiero Ignyta BiMOBIZHO 10 OKPEMOro MIaHy CTATHCTHYHOIO
ananizy (CAIT) @K.

Ilapamerpu @K B nuasmi 6ynm  oTpumani 3a  Jomomoroo
BaJIiI0BAHOrO MporpamMHoro 3aGesneyenns Phoenix WinNonlin®
Bepcii 6.4.0.768 (Pharsight Corp., CA).

ITapamerpu @K (Cimax, AUChst i AUCF)
aHaji3yBallUCh 3a JOMOMOTOI0 JHHIWHOT e
ebexktamMmu  ans QG‘-]H.CJ}BE{EH i

[§

fEPERHAs—O

Fonosay |.€.




00YHCIIEHOT0 METOIOM HAMEHIIHX kBazparis (LSM) 3a nonomororo
JlaHUX, TPaHCHOPMOBAHHMX 33 JOMOMOTOI0 HaTypaJlbHOTO Jlorapudma
(In).

90% I 6yB noGynoBauuii HaBKOIO criRBiTHOMEH S FeOMETPHYHOT0
LSM ans ®K napamerpis.

Kpurepii GioeksiBasentnocti Gynm HocarnyTi, sxumo 90% JI1 ans
cniesigHomens LSM norapudmiuno TpaHchopMoBaHux AUCjg,
AUCNF i Cmax eHTpeKTHHIGY moTparisnu B mexi 80—125%. Hani
mono @K meraGonity eHtpekTuHiby M5 Oynnm Hajmaui nume sk
JI01aTKOBA iHhopMalLis.

Ananiz 6esnexu:

Vei pani 3 kuiniyHOT Gesmeku Ta NEPEHOCHMOCTI, OTpHMaHi y
BK/IOUCHHX B JOC/I/UKEHHS Cy6’eKTiB, Gy1u 3a3HaueHi 3a cy0’ekToM i
XPOHONONYHO 3a YACOBMMHM TOYKAMHM BHKOHAHHS OLIHKW. Lle
BKJIFOYAJIO TIOBTOPHI NEPEBipKH, M03arIaHoBI OLIHKH Ta JIOCTPOKOBE
Npunutenns. Cy6’exti B nonynawuii ananisy Gesneku 6yJin BKIIOYeHi
B y3arajbHeHHs Oe3nekH.

Ingepenniansua cratucruka He npoBogmUacs.

19.  Jlemorpadiuni  nokasuukm
AOCHIKYBaHOT nomynauii  (ctars,
BiK, paca, Tomio)

Yei 83 cy6’extn Gynu wonosikamu. B yacTuni 1 6ibwmicrs cyb’exTiB
Oynu eBponeoinHoi pach (88%) i naTHHOaMepHKaHLsMuU (73%). B
YacTuHi 2 GinbimicTs cy6’ekTie Gynu eBponeoinHoi pacu (88%) i
JlaTHHOaMepUKaHUAMHU (71%). B wactuni 1 cepenniii Bik cy6’extip
craHoBHB 37,8 pokiB i cepenniit ingexc mMacu Tina (IMT) cranoBuB
26,680 kr/m?. B yacTuni 2 cepeaHiii ik cy6’exTiB cTaHOBUB 39,1 pokiB
i cepenniit IMT craHoBHB 26,938 Kr/m2.

20. Pesynbrati edexTuBHOCTI

DapMaKkoKiHeTHYHI pe3yaLTaTH

®opmu BuIycKy eHTpekTuHiIOy FO6 i F2A meuako abcopOyBanuce i3
BUABJICHHAM €HTPEKTHHIOY yepe3 0,5 roaMHu micis JO3YBAaHHS Mic/Is
NPUHOMY OJJHOKPATHOI OpanbHOi 103U 600 Mr eHTpekTHHIOY F06 i
eHTpeKTHHIOy F2A Hatuie B yacTuni 1 ta eHTpeKTUHIOY FO6 Hare Ta
micns mpuiiomy ki B wacTuHi 2. MegiaHa Tumax €HTPEKTHHIOY
BapiroBasa BiJl 3 110 5 roAuH nicas 103yBanHs YCIX THIIB JIIKYBaHHS.
EnTpexTuni6 snmkysases i3 nepiogoM HamiBBHBeIeHHS B Jliana3soHi
Bin 18 no 19 romun, wo nigrpumye pexum A03YBaHHA OIWH pa3 B
AeHb. B uactunax 1 i 2 enTpexTuni6 yacTKoBO NEPETBOPIOBABCS Ha
Horo axtuBHMii MmeraGomit (MS5), npu UbOMY eKcrosuilis M35
CTaHOBHJ1A MPHOIN3HO 30% eKcro3uLii eHTpeKTHHIGY mics npuiimy
OJIHOKPATHOT OpaibHOT 1031 EHTPEKTHHIOY.

Y wactwhi 1 Gymo BHSIBJIEHO, 1O eHTpekTHHi0O F06 ¢
OioekBiBaneHTHUM  eHTpekTHHIOY  F2A i3 BigHOweHHSM
CEPEIHBOreOMETpHYHMX Bes4nH Ta 90% JII B mexax Big 80% mo
125%.

Y yacTuni 2 cratucTHuHa oiHKA Cimax, AUCast i AUCNrF nokasaina,
o0 1Ka He BIUIMBAJA HA EKCO3MILIO eHTpekTuHiOy F06 i3
BiJHOLIIEHHIM CEpeNHBOrEOMETPHYHUX  BelM4MH Ta  90% JII
BI/IHOIIEHHS CePeAHbOreOMETPHYHHX BEIA AT BoMekax Bijg 80% 10




21. Pesynsraru 6e3neku

Y 1boMy J0CTiMKEHH] He MOBiOMIAIOCE NPO BUMAJKH CMEPTi YK
cepiosHi Hebaxkaui sBuIIa. 3aranoM Bcroro 108 HebakaHMX ABULLL, 5K
BUHHKaIH Mij yac nikysauus (TEAE) (105 nerkoro CTyneHs [cTyneHs
1], 2 cepennboro crynens [crynens 2] ta 1 Tskke [ctynens 3]) 6ynu
nosizomeHi y 33 i3 48 (69%) cy6’ektiB B wactmHi 1 uporo
nocnimkenns. 3aranom 60 TEAE (58 nerkoro CTyneHs [crynens 1] i
2 cepenHbOro CTynens [crymens 2]) 6ynu nosimomneni y 31 i3 48
(65%) cy6’extiB B yactuni 2. Binsmicts TEAE B 060x 4acTHHAX
JOCTiJKeHHs 6YIH Nerkoro CTYMEHs TAXKKOCTI.

JlBa cy(’ekTH nepepuacHo BUOYIM 3 A0CHimKeHHS yepes TEAE 3
Ooky nabopatopHux obcTexeHb i3 nabopaTOpPHUMK 3HAYECHHAMM 3a
MeXaMH JianasoHy B YacTHHi 2, BKJIIOYAIOYM MiABHINCHHS piBHs
kpearnudocdokinasn (KOK) nerkoro crymeus (ctymens 1) y 1
cyb’exra i migBumenHs pisus KOK B kposi nierkoro cTynens (CTynens
1) Ta miguenus pipus acnapraramidotpaucepasu (ACT) y 1
cy0’ekra. He crnocrepiramuch KiiHi4HO 3HAYMM] TEHAeHUii B
pesynbTarax 1abopaTopHOro 06CTENKEHHS, OCHOBHHX TMOKA3HMKAX
JKUTTEAIANBHOCTI opranismy 4u EKT micns nikyBaHus B uactusi 1 a6o
YacTHHI 2.

22. BucHOBOK (3aK/IH0ueHHs)

* byno Bcranoeneno, wo entpektuni6 FO6 € GioeksiBaieHTHUM
eHTpekTuHiOy F2A i3 BigHOmeHHsIM CEepe/IHbOreOMETPUYHUX BETHYHH
Ta 90% [I B mexax Bix 80% 10 125%.

« Dka we BrumBama wa eKCMO3HUIIII0  eHTpekTHHIOY F06 i3
BIIHOLICHHSAM Cepe/IHbOTCOMETPUYHNX BEMHYMH Ta Meskamu 90% pill
BiIHOLUEHHS CEpeIHBOreOMETPHYHHIX BeduuuH Ams Cmax 1a AUC B
mMexax Bin 80% a0 125%, xonm eHTpeKkTHHIG FO6 3acTtocoBysamu
HaTIE TNOPIiBHAHO 3 mpUiioMOM micis BUCOKOKAJIOpiitHOT TKi 3
BHCOKUM BMICTOM JKHpY.

* OnHoKpaTHa opasibHa 103a eHTpekTuHiby FO6 i entpextuniby F2A
HaTIle i OHOKpATHA OpasbHa 103a eHTpeKTHHiOy FO6 micis npuitomy
K Ta HaTmie 3aranoM Gyna Ges3neyHol0 Ta nobpe nepeHocHiack
3A0POBUMH IOPOCIMMHU YOJIOBIKAMHU B LILOMY JOCIiIKEHH].

3asBHUK (BIACHHUK peecTparliiiHoro TMOCBiI4E€HHA)

®.Xoddmann-JIs Pow Jitx
ITigmuc

. Xoddmauu-JIa Pour JItg

Ilinnuc

. Xoddhmann-JIs Pom Jltg

Binzin 3 MixkHapoaHUX perynsTopHEX nuTaHs Binain 3 MixkHapoaHuX perynaTopuux mutass

baszens, llIBeiinapis
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Clinical Trial Report

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

ROZLYTREK®

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:

no

yes 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 according to item 1 (sub-item
1.1) of section III 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. RXDX-101-14. A Phase 1 Study to Evaluate the
Potential Pharmacokinetic Interaction Between Entrectinib and
Midazolam in Cancer Patients.

6. Clinical trial phase

Phase I

7. Period of the clinical trial

From 14 Nov 2017 (date of first enrollment) till 16 Jul 2018 (clinical
data cutoff — study ongoing).

8. Countries where the clinical trial
was conducted

USA (3 study centers)

9. Number of study participants

Planned: 15 patients.
Actual: 15 patients.

10. Goal and secondary objectives of
the clinical trial

Primary

To evaluate the effect of multiple doses of entrectinib on the single-
dose PK of midazolam and the pharmacologically active midazolam
metabolite 1-hydroxymidazolam.

11. Design of the clinical trial

This study is an ongoing phase 1, open-label, multicenter study in
patients with advanced solid tumors evaluating the effect of multiple-
dose entrectinib on single-dose midazolam PK and any of its
pharmacologically active metabolites.

12. Main inclusion criteria

1. Histologically or cytologically confirmed diagnosis of advanced or
metastatic solid tumors not responsive to standard therapies or for
which there is no effective therapy. Patients enrolled prior to protocol
amendment 1 (06 Nov 2017) were required to have advanced or
metastatic solid tumors harboring NTRK1/2/3 (subsequently referred
to as TRK), ROS1, or ALK molecular alterations. Following protocol
amendment 1, patients were no longer required to have tumors
harboring TRK, ROS1, or ALK molecular alterations, although it was
preferred.

2. Atleast 2 weeks or 5 half-lives, whichever was shorter, must have
elapsed after prior chemotherapy or small molecule targeted therapy,
respectively, at the time of the start of midazolam administration.




3. At least 4 weeks must have elapsed since prior antibody-directed
therapy treatment before the start of midazolam administration.

4. Prior radiotherapy was allowed if more than 14 days had elapsed
since the end of treatment. Patients who received brain irradiation must
have completed whole brain radiotherapy at least 14 days prior and/or
stereotactic radiosurgery at least 7 days prior to the start of midazolam
administration.

5. Age =18 years.

6. ECOG performance status score of <I.

7. Adequate hematologic, liver and renal function.

8. Was able to swallow entrectinib intact without chewing, crushing,
or opening the capsules.

9. Was able to provide prior genomic testing results.

10. Females of childbearing potential were to have a negative serum
pregnancy test during screening and could not be breastfeeding or
intending to become pregnant during the study.

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

Entrectinib (RXDX-101) was formulated as oral 200 mg hard gelatin
capsules (formulation F06).

Patients were administered once daily oral entrectinib (600 mg;
3 x 200 mg capsules) with approximately 240 mL of water under
fasted conditions on study days 8 and 21, and under fed conditions on
study days 9 and 22. On study day 10 through day 20, patients self-
administered oral entrectinib within 30 minutes of consuming a full
meal, at the same time each day.

Midazolam was formulated as 2 mg midazolam hydrochloride
(equivalent to 1 mL of 2 mg/mL) oral syrup.

On study days 1, 8, and 21, patients were administered a single dose
of midazolam (2 mg midazolam hydrochloride oral syrup) under
fasting conditions (defined as no food from at least 2 hours before
dosing until 4 hours after dosing) in the investigative site’s Drug
Development Unit.

14. Comparator, dose, method of
administration, strength

Not applicable.

15. Concomitant therapy

All 14 patients in the safety analysis set took one or more concomitant

medications during the study. The most commonly used concomitant
medications were ondansetron (35.7%), acetaminophen (35.7%),
acetylsalicylic acid (28.6%), biotin (28.6%), lorazepam (28.6%),
colecalciferol (21.4%), docusate sodium (21.4%), oxycodone (21.4%),
pantoprazole  sodium  sesquihydrate  (21.4%), pyridoxine
hydrochloride (21.4%), sodium chloride (21.4%), ascorbic acid
(14.3%), atorvastatin calcium (14.3%), baclofen (14.3%), calcium
(14.3%), calcium carbonate (14.3%), hydrocodone/paracetamol,
levothyroxine (14.3%), levothyroxine sodium (14.3%) and lidocaine
(14.3%).

16. Efficacy evaluation criteria

Endpoints for Evaluation

PK endpoints were calculated for midazolam and its metabolite 1-
hydroxymidazolam when possible, using noncompartmental methods:
area under the concentration-time curve (AUC) from time zero to the




last quantifiable concentration (AUCrs), AUC from time zero
extrapolated to infinity (AUCiyr), maximum observed concentration
(Cinax), time of maximum observed concentration (Timax), and apparent
terminal half-life (ti/2) following oral administration. Plasma may also
have been assayed for entrectinib and other metabolites, but the results
from these assays were reported in order to confirm adequate plasma
concentrations of entrectinib and M5 and no formal non-
compartmental analysis was performed.

17. Safety evaluation criteria

Safety endpoints were evaluated by incidence of AEs and serious AEs
using NCI CTCAE v4.03 as well as changes in clinical laboratory
values, vital sign measurements, and ECG parameters.

18. Statistical methods

Safety data, including adverse events (AEs), clinical laboratory
parameters, and ECGs, will be summarized by treatment period
(midazolam alone or midazolam with entrectinib) using descriptive
statistics.

Analysis Populations:

- Enrolled analysis set consists of all patients who enrolled into the
study.

- Safety analysis set consists of all patients who received at least
1 dose of study drug (midazolam or entrectinib).

- PK analysis set consists of all patients who were enrolled in the
study and had evaluable PK data.

The safety analysis set includes all safety data collected during the
PK portion of the study, including AEs, clinical laboratory parameters,
and ECG, summarized by treatment period (day 1 through day 7) with
day 1 midazolam alone and midazolam with entrectinib (day 8 and day
21) using descriptive statistics. Safety data collected during the
continued access portion of the study was summarized separately.

The PK analysis includes Cmax, Timax, AUCls, AUCins and t;» for
midazolam and 1-hydroxymidazolam and the molar AUC;qs ratio of 1-
hydroxymidazolam to midazolam, all summarized by descriptive
statistics.

Individual patient and group median plasma concentration-time
profiles (linear and semi-logarithmic scales) were generated for each
analyte and treatment. A mixed effects model with fixed effect for
treatment (midazolam alone or midazolam in the presence of
entrectinib) and a random patient effect were used to analyze the
logarithms of AUCiy, AUCLg, and Cma. For each treatment
comparison (midazolam in the presence of entrectinib relative to
midazolam alone), a point estimate and 90% confidence interval were
provided for the geometric mean ratio.

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

Of the 14 patients receiving 1 dose of entrectinib, 9 patients (64.3%)
were female and 5 patients (35.7%) were male. The majority of
patients were Caucasian (92.9%), and 1 patient (7.1%) was African
American. The median age was 64.5 years (range: 50 to 79 years). At
baseline, 9 patients (64.3%) had an ECOG performance status of 1
(restricted in physically strenuous activity) and 5 patients (35.7%) had
an ECOG performance status of 0 (fully active).




20. Efficacy results

Pharmacokinetics

- A single oral dose of entrectinib 600 mg did not affect midazolam
exposure (AUC). These observations were based on PK data from
12 patients in which the geometric mean ratio of the midazolam PK
parameters when coadministered with entrectinib versus midazolam
alone were 100% (90% CI: 86.8—116) and 66.1% (90% CI: 55.8-78.3)
for AUCinf and Cmax, respectively.

- Multiple oral doses of entrectinib 600 mg increased the exposure
(AUC) of midazolam. These observations were based on PK data from
10 patients in which the geometric mean ratio of the midazolam PK
parameters when coadministered with entrectinib versus midazolam
alone were 150% (90% CI: 129-173) and 78.6% (90% CI: 65.9-93.7)
for AUCins and Crax, respectively.

21. Safety results

The median duration of entrectinib treatment was 15 days during the
PK portion (for 12 of 14 patients; 85.7%) and the median number of
entrectinib treatment cycles was 2 (with a median duration of 33 days)
during the continued access portion.

Of the 14 patients in the study, 12 patients (85.7%) experienced at
least 1 treatment-emergent adverse event (TEAE), of which
11 patients (78.6%) experienced TEAEs considered to be related to
entrectinib and 2 patients (14.3%) experienced TEAEs considered to
be related to midazolam.

TEAEs occurring in >2 patients were than dysgeusia, fatigue, gait
disturbance, diarrhea, anemia, confusional state, peripheral sensory
neuropathy, muscle spasms, muscle weakness, arthralgia, myalgia,
ascites, constipation, vomiting, dehydration, rash, and hypotension.
Overall, 1 patient experienced maximum grade 1 TEAEs, 7 patients
experienced maximum grade 2 TEAEs, and 3 patients experienced
maximum grade 3 TEAEs. No grade 4 TEAEs were reported.

Two patients experienced SAES:

- One patient experienced SAEs considered to be related to treatment
(grade 2 muscular weakness, grade 3 hypoxia, and grade 3 orthostatic
hypotension) leading to dose reduction, and experienced grade 5
pneumonia unrelated to study drug during the continued access portion
of the study.

- One patient experienced an SAE that led to interruption of
entrectinib (grade 3 dehydration) and an SAE of grade 3 urinary tract
infection that was considered unrelated to study drug.

No AEs occurred during the PK portion of the study that led to
discontinuation of midazolam or entrectinib.

Three patients (21.4%) required entrectinib dose modifications
during the PK portion, and 7 patients (50%) required entrectinib dose
modifications during the continued access portion of the study.

The most frequent entrectinib-related AEs were gait disturbance,
fatigue, dysgeusia, peripheral sensory neuropathy, diarrhea,
confusional state, muscular weakness, arthralgia, muscular spasms,
myalgia, and rash.

There were no clinically significant changes in hematology and
clinical laboratory assessments. There was no suggestion of liver




injury or clinically significant QTcF interval changes with entrectinib
treatment during the study.

Entrectinib did not increase midazolam exposure (AUC) following a
single dose; however, following multiple doses, entrectinib increased
midazolam exposure by 50% with the 90% confidence interval
22. Conclusion excluding an increase of two-fold. Therefore, entrectinib is considered
to be a weak inhibitor of CYP3A. Entrectinib was well tolerated in
both the PK and continued access portions of the study, with
predominantly grade 1 or 2 TEAES reported.

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd

O(cfgéa ﬁ@,uLL C(EL«.(’

F. Hoffmann-La Roche Ltd F. Hoffmann-La Roche Ltd
International Regulatory InternatlonaF_ReguIatory
Basel. Switzerland Basel, Switzerland

Erika Eckel Xavier Prugnard



3BiT npo kaiHiYHe BHNPOGYBaHHSN

1. Haspa nikapcekoro 3aco6y (3a
HasIBHOCTI - HOMep peecTpaliifHoro
NOCBiI4YEHHs)

PO3JIITPEK® (ROZLYTREK®)

2. 3agaBHUK

@.Xodpdpmanu-Jla Pom Jita
['pensaxepiurpacce 124, 4070 Bazens, 11peiinapis

3. Bupo6uux

©.Xoddmanu-JIa Pow Jitn
Bypwmicaer, 4303 Kaiicepayrer, IlIseiiuapis

4. IlpoBeeHi K0CITiIKEHHS:

: § TaK Hi SKIIO Hi, 00rpyHTYBaTH

1) Tvn nikapceskoro 3acofy, 3a AKHM

Jlikapcbkuii 3aci6 3a moBHMM Joche (aBTOHOMHe JI0ChE), IHLIMHA

JikapceKuii 3aci6, HoBa Jiir0Ya peyoBMHA 3TiAHO nyHKTy | (migmyskTy

nsg::;;m;;cﬂ 400 mnanyerses 1.1) posniny TII Tlopaaky nakasy MO3 VYkpaiuu Bim 23 aunus
peseiEEn 2015 poxy Ne 460.
5. TloBHa Ha3Ba  KIiHIYHOrO Ilporokon Ne RXDX-101-14. ocnimkenns 1 dba3u 3 OLiHKK

BUNPOOYBaHHA, KONOBaHWii HOMep
KIIiHIYHOTO BUTIPOGYBaHHS

MOTEHLiHOT papMakOKiHETHYHOT B3aeMoJii Mik eHTpeKTHHIGOM Ta
Mi1a30J1aMOM Y HALi€HTIB i3 paKoMm.

6. ®aza KAIHIYHOrO BUNIPOOYBAHHS

®daza

7. Ilepiox npoBepeHHs KJiHiYHOTO
BUINPOOYBaHHS

I3 14 nucronana 2017 poky (jata BKIIOUEHHS NEPIIOro y4acHHUKa)

no 16 numnns 2018 poky (nata 3aBepuieHHs 360py KIHIYHUX JaHHX —
JOCITi JUKEHHS TPUBAE).

8. Kpainu, 1e npoBoaunocs kiiniune
BUIPOOYBaHHS

CIIA (3 ueHTpu mociimKeHHs)

9. Kinekicts pociimKkyBaHux

3annanoBaHo: 15 nauieHTis.
DaxkTHYHO: 15 nanieHTiB.

IepBunHa
10. Meta Ta BropunHi uini| OuiHuTH BHIMB GararopasoBux 103 eHTpekTuHiIOY Ha @K
KIIiHIYHOTO BUNpOOYBaHHS OHOpa30BOl 103M MifasonaMy Ta (HapMaKoJOTiYHO aKTHBHOTO
MerabouiTy Migasonamy — 1-rigpokcuminasonamy.
Lle Binkpure 6ararouentpose pocnimkenns 1 dasu, mo tpusae, 3a
" 5 g Y4acTIO MALIEHTIB i3 MOUMPEHHUMH COMIIHUMH yXTMHAMH, B IKOMY
11. Juzaiin KIiHiYHOrO |7 . ;
OUIHIOETECA BIUIMB  GararopasoBMX 103 eHTpeKTHHiOy Ha @K
BUIIPOOYBaHHA

OHOpa30BOi 103u Minasonamy PK Ta Gymb-skoro 3  ioro
(hapmakoOriyHO aKTUBHUX MeTabOMITIB.

12. OcHoBHi KpHTepil BKIHOYEHHS

nepesary.

1. Ticronoriuno a6o wuMTONOriYHO MiATBEpMKEHWH miarHO3

MOMHKPEHUX ab0 MEeTacTaTHYHMX CONIAHMX TYXJMH, SKi He
BI/NOBIIAlOTE HA CTAHJAPTHY Tepamito, abo IS SKMX He icHye
eexTrBHOT Tepanii. Bix nauienTis, BKmOueHHX 10 KOCTiIKEHHS 10
nonpasky B rmpotokon Ne 1 (6 nucronaga 2017 poky), BUMaranocs
MaTH TOIMMpeHi ab0 MeTacTaTHuHi MyXJMHM 3 MOJNEKYISIPHAMH
sminamu NTRK1/2/3 (y nonansiomy nosnauatorsest sik TRK), ROS1
abo ALK. Tlicns BHecewns mnompaeku mo mporokony Ne 1 Bin
Naui€eHTiB Oijblle He BUMArajioch MaTH Iy i

MOJIEKYJIAPHUMHU

NEPERNAR B

Fonosay 1.t

3 I0pHAUYHKY Ta
perynaropuux




2. llonaiiMeniue 2 TikHi abo 5 NepiojliB HAMiBBUBEIEHHS, 3aJIEHKHO
Bl TOrO, IO € KOPOTIUAM, MOBMHHO MHHYTH Micjs nonepeaHLoi
XimioTepanii a6o Tapretnoi Tepamii Mamumu MOJIEKYJ1aMH,
BIINOBIIHO, Ha Yac MoYaTKy NpuioMy MiZazoamy.

3. lllonaiiMene 4 THKHI OBMHHO MHHYTH 3 4acy MnonepeaHboil
AHTUTIJIO-CIIPSIMOBAHOT Tepamii 10 N0YaTKy NpUHOMY Mijaszonamy.

4. Ilonepenns mpomeHeBa Tepamis J03BONSNACK, SKIIO NpoHIILIO
Oinbime 14 aHiB i3 natw 3aBeplIeHHsA JiKyBaHHs. IlauieHTam, ski
OTPUMYBAIIM ONIPOMiHEHHS FOJIOBHOTO MO3KY, HE0OXiHO 3aBepLIMTH
ONPOMIHEHHs BChOTO TOJIOBHOTO MO3KY IIOHaiimenme 3a 14 mmis
Ta/abo cTepeoTakcuuHy XiMioTepamilo moHaiiMenwe 3a 7 AHiB 10
noyarky npuiiomy Mizazonamy.

5. Bik > 18 pokis.

6. Ouinka pyHkuioHansHoro crany 3a ECOG < 1.

7. HanexHi QyHKuioHa bHI IOKA3HUKM KPOBI, e4iHKK Ta HHUPOK.

8. Bynu 3/1aTHI KOBTATH €HTPEKTHHIO IHTAKTHUM He PO3KOBYIOUH,
noapiGHro0YK ab0 BiAKPHUBAIOUM KATCYIIN.

9. bynu 3patni HajaTH pesynbTaTH MONEPEIHBOTO T'EHOMHOTO
TeCTYBaHHsI.

10. JKinku niTopoaHOro BiKy MOBMHHI MaTH HeraTMBHMIl TecT Ha
BariTHICTb CMPOBATKM KPOBi [iJ Yac CKPUHIHIY Ta He MOBMHHI
rOQyBaTH rpyaao abo 3aBariTHITH i yac 10Ci IKEHHS.

13. JlocnimxyBanuit  nikapcbkuii
3aci0, criocib 3acTocyBaHHs, cuia il

Entpekruni6 (RXDX-101) Gys y dopmi TBepamx KenaTHHOBMX
kancyn no 200 mr 415 nepopasibHoro npuiiomy (hopma Bumycky F06).

llanienTn npuitManu eHTpeKTHHIO OxuH pa3 Ha 100y nepopaibHO
(600 mr; 3 kancynu x 200 Mr) npu6u3HO 3 240 MII BOJM HATIIE y JHi
pocaimkenns 8 i 21 ta micns npuitoMy ki B aHi AocTimKenHs 9 i 22.
YV nmui  pocnmimkenns 10-20 nauieHTM caMmocTiiiHO npuiimManu
CHTPEKTHHIO NepopabHO BIPOAOBK 30 XBUIIMH MIC/Is TOBHOIIHHOT
NPUHOMY TKi KOJKHOTO JIHSl B OJTMH 1 TOM e yac.

Minasonam Gye y dopmi opaibHoro CHpOny Migazonamy
riapoxaopuy 1o 2 mMr (exsiBaneHT: 1 M1 cupomny 2 Mr/mi).

Y nui nocnimkenss 1, 8 i 21 nauientn otpumysanu OJIHOPa3OBY 103y
Mizazonamy (2 Mr minzasonamy TiIPOXJIOPUTY y BUIIISII OpajbHOrO
CHPOIY) HaTiie (BM3HAYEHO 5 BiACYTHICTH mpuiiomy i NPOTATOM
LOHaiMeHIe 2 TOAWH mepej J03yBaHHAM Ta 4 romvu micig
/A03yBaHHs) y MiAPO3AINi 3 po3pobku Jikapekkoro 3acoby B LEHTpi
JOCITi JUKEHHS.

14. TIlpenapar mnopiBHAHHSA, 103a,
crocib 3acTocyBanHs, cuia il

He 3actocogHo.

15. CynyTHsa Tepanis

Yei 14 nauientiB y nonynsuii ananizy 6esnexu OTPUMYBAJIU OJIHE YU
Oinblue cynyTHe TiKyBaHHs NPOTArOM 0cimkenns. Hai6inpm yacto
3aCTOCOBYBAaHMMHU  JIiIKAPCbKUMM  3acobamu  Gyiiu OHJIAHCETPOH
(35,7 %), aueraminoden (35,7 %), KucioTa aueTHICANILMIOBA
(28,6 %), GioTun (28,6 %), nopasenam (28,6 %), onekanbsiudepon
(21,4 %), matpito mokysar (21,4 %), _okemko (21,4 %),
NaHTOMPAa30Jil  HATpil0  CecKBirigpar
rigpoxnaopun (21,4 %), Harpiio
ackopbinosa (14,3 %), atopsacraru
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(143 %), xamsuiii (14,3 %), kambLio kapbonar (14,3 %),
ripOKO/IOH/TIapaLieTaMolN, JIeBOTHPOKCHH (14,3 %), neroTHpoKcHH
Hatpiio (14,3 %) Ta nigokain (14,3 %).

16. Kpurepii oninku edexruBHoCTI

KiHueBi Touky a5 orinku

Bynu obumcneni ®K kinueei Touku g MiJla3zonamy Ta Horo
merabomity  1-rizpokcumizazonamy, komu e MOXIIHBO, 3a
AOTIOMOrOI0 HEKOMNAapTMEHTHUX METOMAIB: IIoma g KPHUBOI)
«koHIUeHTpauis-yacy (AUC) Bix yacy Hyadb 10 OCTAHHBOT KiBKICHO
BUMipioBasbHOT  koHueHTpauii (AUChs), AUC Bix 4yacy HyJb,
CKCTpanonboBaHa 10 HeckiH4eHOCTi (AUCif), MakcHMalbHa
cnocrepexyBaHa KOHLUECHTpaUil (Cmax), Yac [0 JOCATHEHHS
MaKCHMaJIbHOT CTIOCTEPEKYBaHOT KOHLIEHTPALiT (Tmax) TA OUEBMAHMIL
TEPMiHaJIbHUI Tepio] HaniBBHBeAeHHS (ti2) micns nmepopanbHOro
npuiiomy. I1nasma Takox Morna omiHoBaTHCh 11 €HTPEKTUHIOY Ta
IHIMX MeTaboiTiB, OgHAK PE3yAbTaTH LUMX aHajli3iB MOBiAOMIISIHCS
3 METOO MiATBEPJMTH Halle)KHY KOHLEHTPALIiI0 €HTPEeKTUHIOY Ta M5
y Tiasmi KpoBi, Ta (opMalbHuii HEKOMNAPTMEHTHMil aHani3 He
MIPOBOIMBCSI.

17. Kpurepii ouinku 6e3nexu

KiHuesi Touyku 3 Gesneku ouiHioBamich 3a uyactororo HS Ta
cepiiosnux HS 3 Bukopucrannsm NCI CTCAE Bepceii 4.03, a Takox
33 3MIHOO MOKA3HHKIB KIiHIYHMX a6OPaTOPHIX TECTIB, BU3HAYECHUX
OCHOBHMX IMOKa3HHKIB JMTTEMiAILHOCTI OpraHisMy Ta napameTpiB
EKT.

18. CtaTtucTiyni MeToau

Haui 3 Gesnekw, Bkioyarounm HeGaxkani ABMINA (HA), xniniuni
naboparophi nokaskuku ta EKT, 6ynyTs pestomosani 3a nepiojaom
NiKyBaHHA (uie Mizasonam a6o Migasonam 3 €HTPEKTUHIOOM) 3a
JOTIOMOI'00 OMHUCOBOT CTATHCTHUK,

IMonynauis ananizy:

- llonynsyin Ona ananisy exmovenux nayicnmie CKIIAZIA€TECA 3 YCiX
NalieHTIB, BKIKOUYEHUX B IOCDKEHHS.

- llonynayis ons ananisy 6esnexu cKIauacThes 3 yCiX nauieHTis, Aki
OTpUMaH WoHaHMeHIe 1 103y J0CIi ukyBaHOrO JTiKapchKoro 3aco6y
(Mizasonam abo eHTpeKTHHIG).

- Honynayisn onn ananisy @K cknamaetbes 3 ycix NauiexTiB,
BK/IIOYEHHX /10 NOCTI/UKEHHs, ki MaoTh ®K naHi, mo nijsraoTs
OLIIHII.

[omynsauis ans ananisy Gesnexu BKIouae yci jaHi 3 6e3nexu mij yac
@K yacTuHM nocnimikeHHs, BKmodaoun HS, nokasHUKH KTiHiuHEX
nabopatopHux tectis Ta EKT', pesiomosani 3a NepioIoM JiKyBaHHs (3
aus 1 mo gewb 7) i3 amem 1 nmime mimasonamy Ta MiJazonamy 3
CHTPEKTHHIOOM (neHb 8 Ta geHs 21) 3a JOMOMOrOI OMHMCOBOL
CTaTUCTHKHU. [{aHi 3 Ge3neku, OTpUMAaHi Mijl Yac YaCTHHM AOCIiPKEHHS
3 OesriepepBHOro 10CTYMy, GyIIH pe3tOMOBaHi OKPeMO.

OK ananis Bkmo4a€ Cmax, Tmax, AUChs, AUCins Ta ti2 and
Mifazonamy Ta l-rigpokcmmizasonamy, a  Takox MOJIsIpHE
criBgiiHomeHHss AUCins 1-ripokcumMinazonamss a3071aMy — yci




HATBJIOrapudMiYHa WIKAMH) IS KOMKHOIO aHanTy Ta NiKyBaHH:.
Mozens 3mimanux edpekrie n1a nikysanus (nume mimasonam abo
MiZIa30/1aM Y NpPHCYTHOCTI eHTpeKTHHIOY) Ta BUmanKoBuii edekr
MALi€HTa BUKOPHCTOBYBATHCH MNA aHamizy norapudmie AUCiy,
AUClast Ta Crnax. [t KO3KHOTO TOPIBHAHHS JTiKyBaHHs (MigazonaMm y
NPUCYTHOCTI €HTPEKTHHIOY BiZHOCHO nHILe MiZasoniamy) To4koBa
ouinka ta 90 % noBipunii inteppan Gynu Hamami ms BiJJHOIIEHHS
reOMETPUYHHX CEpPe/IHiX.

19.  Jlemorpadiuni  nokasuuku
JOCHIUKYBaHOI monynauii  (cTars,
BiK, paca, ToIo)

I3 14 nauienis, siki orpumysami 1 103y CHTPeKTHHIOY, 9 mauieHTiB
(64,3 %) 6ynu xiHkamu Ta 5 nauieHTIB (35,7 %) Gynu yonoBikamu.
BinbiwicTs nauienrie 6yau eBponeoinoi pacu (92,9 %) ta 1 naujieHr
(7,1 %) 6yB adpo-amepukanuem. Cepenniii Bik CTaHOBUB 64,5 poky
(mianason: 50-79 pokie). Ha MoYaTKOBOMY piBHi 9 nauientis (64,3 %)
Manu ouiHKy | QyHkuioHaibHOTO cTany 3a ECOG (oOmexenHs y
(i3nuHOMY HaBaHTaxeHHi) Ta 5 naiieHTiB (35,7 %) manu ouinky 0
dyHKuionaneHOro cTany 3a ECOG (nosHicTio aKTHBHi).

20. PesynbTaté ed)eKTUBHOCTI

®apmakokiHeTHKa

- 0O/IHOpa30Ba nepopaibHa /103a eHTPeKTUHIOY 600 Mr He BrIHMBana
Ha excnosuwio (AUC) minasonamy. Li crioctepesxenns IPYHTYBAJIMCh
Ha OK nanux Bix 12 nauienris, Y SIKHX BiJIHOIIEHHS reOMeTPHYHHX
cepeaHix @K napamerpie Mizasonamy npu CYNYTHBOMY 3aCTOCYBaHHi
i3 eHTPEKTHHIBOM IIPOTH 3aCTOCYBAHHS JTHLIIE MiJazoamy, CTaHOBHIIH
100 % (90 % [I: 86,8-116) i 66,1 % (90 % JII: 55,8-78,3) ans AUCjns
i Crnax, BiAMOBIHO.

- MHOJKHHHI NEpOpanbHi 1034 eHTPeKTHHIGY 600 mr NPHU3BOIUIIH JI0
3poctanns  ekcnosuuii (AUC) wminasonamy. Lli crnocrepexenus
IpyHTyBanuck Ha ®K nanux Bix 10 mauientis, Y SKUX BiJIHOLICHHS
FEOMETPUYHKX cepesHix ana @K napamerpis minasomamy npu
CynyTHBOMY 3aCTOCYBaHHi i3 €HTPEKTHMHIOOM NPOTHM 3acTOCYBaHHS
nmie Mifasonamy craHoBuin 150 % (90 % JII: 129-173) i 78,6 %
(90 % JII: 65,9-93,7) nna AUCiysTa Cinax, BiZIMOBIAHO.

21. PesynbTaru 6e3nexu

Cepenus TpuBanicTs NiKyBaHHsS €HTPEKTHHIGOM CTAHOBHIA 15 JIHIB
MPOTATOM HYaCTUHHM JOCIHI/DKEHHS 3 BMBYeHHa OK (mis 12 iz 14
nauieHTis; 85,7 %), cepeiHe YMCIO UMKITIB JTiKyBaHHS €HTPEKTUHIOOM
CTaHOBHUJIO 2 (i3 CepeaAHbOIO TPHBANCTIO 33 IHI) NPOTATOM YacTHHH
JOCII/DKEHHSA 3 IPOJOBIKEHUM JOCTYIIOM.

I3 14 nauienris y mpomy nocnimkenni y 12 narientin (85,7 %)
PO3BHHYJIOCH lOHAHMEHIE | HebaxaHe sBuIlE, 0 BUHUKIIO I1iJ] Yac
nikyBanus (TEAE), 3 vux y 11 nauientis (78,6 %) BuHukI0 TEAE,
sKke OyJI0 po3LiHeHe MOB’A3aHUM i3 NiKyBaHHSM €HTPEKTUHIOOM Ta y
2 naujenris (14,3 %) Bunukau TEAE, siki BBaXanuch OB’ S3aHUMHE 3
Mifa301aMoM.

TEAE, ski BMHHKIM y >2 nauieHTis, Oynu mopylieHHs cMaky,
CIaOKiCTh, TMOpYIWIEHHA XOAM, Jiapes, aHemis, CIIYTaHICTh
CBiOMOCTi, mepud)epuyHa ceHcopHa Heiponartis, M's30Bi crasmu,
M'sa30Ba ciabkicTh, aprpanris, Mjasai CLHMT, 3amop, O0BOTA,
3HEBOJHEHHs, BUCHI i Mo ouif | MallieHTa BUHMKIO
TEAE makcumanbHorg , ¢ sifauientie — TEAE
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MaKcumalibHOro crynens 2 ta y 3 nauientis — TEAE MakcHMAaJIbHOTO
crynens 3. [Ipo TEAE 4 crynens He noBioMnsiocs.

CHSI BuHHKIIM y IBOX MALli€HTIB:

- ¥ oanoro nauienra sunukiao CHS, mo Braxasnocs MOB’A3aHUM i3
JiKyBaHHSM (M’s130Ba crnabkicTs 2 CTYNeHs, rinokcis 3 cTynens Tta
OPTOCTATHYHA TiMOTEH3is 3 CTymeHs), MO NPH3BENO 10 3HMKEHHS
AO3H, a TaKOXK BHHMKJIA IHEBMOHIA 5 CTyNeHs, He NoB’s3aHa i3
JIOCJIiDKYBAHHM TIpENapaToM, MpOTATOM YaCTHHM IOC/iUKEHHS 3
MPOJOBKEHUM JIOCTYIIOM.

- ¥ opHoro nauienra Bunukno CHS, sike NIPU3BEJIO 10 MEepEepUBaHHSA
NpUHOMY eHTpeKTHHIOY (meriapaTaris 3 crynens), Ta CHS indekuis
CeYOBHMBIZHMX WIIAXIB 3 CTymNeHs, po3iiHEHa K He MOB’s3aHa i3
JOCIIiI)KYBaHUM TPENapaToM.

Ilin yac yacTunm pocnimkenHs 3 BuBueHHs ®K He BHHUKIO KOJHe
HA, wo npuseeno 1o nepemuacHoi Bimminu Mifaszonamy abo
€HTPEKTUHIOY.

Tpeom mnaujentam (21,4 %) Gyna Heobximma mMoaudikauis 103u
eHTpekTHHIOY B ®K wactuni nocnimkeHus Ta 7 nauientam (50 %)
Oyna wueobXinHa mommdikanis nosu EHTPEeKTUHIOY B wvacTHHi
JOCIDKEHHS 3 TIPOJIOBKEHHM JI0CTYTIOM.

HaiiGinpm yacTuMu, now’s3aHumMu 3 eHTpektHibom HS Gynm
MOPYIICHHA  XOlH, CIabKicTh, MOpyWIEHHs cMaky, nepudepnuna
CEHCOpHAa HeHpomaTis, Jiapes, CIUIyTaHiCTh CBiZOMOCTI, M’s30Ba
cnabKicTh, apTpanrisi, M S30Bi CIIa3Mu, Miaris Ta BHCHIAHHS

He cnocrepiranoc knidiuno 3Hauymmx 3min y pesyabTartax
3arajlbHOrO aHali3y KpoBi Ta pesysbTaTax KiliHiuHHX nabopaTopHUX
ouinok. Ilin wac mocnimkeHHs He Gyn0 KOAHUX NPHUITYIIEHD MPO
YPaXKEHH medinku abo KiiHiuHO 34y 3minu inteprany QTcF min
4ac JIiKyBaHHS EHTPEKTUHIOOM.

EntpekTuni6 He 36ibl1yBaB excrnosuiio Migazonamy (AUC) micns
NPUHAOMY OHOPa30BOI JO3M; OJHAK, MiCIs npuiiomy 6araTopasoBux
A03 EHTPEKTHHIO 36inblTyBaR eKcrosuLilo Mizasonamy Ha 50 % i3
90 % moBipuuM iHTepBanOM, MO BHKIIOYAE 361/1bIICHHS y IBa pasu.
Tomy enTpekTuni6 BBaxaeTscs crabkum iHri6iropom CYP3A.
EnTpexTnni6 nobpe nepeHocuBcs B uacTMHAaX NOCHiUKeHHS i3
BuBueHHA @K Ta NponoBKeHHs AOCTYIy, MpH LLOMY MEPEBaXHO
noeigomisiock mpo TEAE 1 a6o 2 crynens.

22. BUCHOBOK (3aKJIFOYEHH1)

3asBHHK (BJIACHHK PEECTPALiiHOTO MOCBIi I4EHHS1)
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Clinical Trial Report

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

ROZLYTREK®

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:

! 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 according to item 1 (sub-item
1.1) of section III 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. RXDX-101-13. A Phase 1 Single-Center, Fixed-
Sequence, Open-Label Study to Evaluate the Effect of Oral Doses of
Entrectinib on the Pharmacokinetics of Oral Digoxin in Healthy
Subjects.

6. Clinical trial phase

Phase 1

7. Period of the clinical trial

From 27 Sep 2017 (date of first dose) till 13 Oct 2017 (date of last
completed).

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned: 10 subjects.
Actual: 10 subjects.

10. Goal and secondary objectives of
the clinical trial

Primary

To evaluate the effect of entrectinib on
pharmacokinetics (PK) of digoxin.

Secondary

To assess the safety and tolerability of the concomitant administration
of entrectinib with digoxin.

the single-dose

11. Design of the clinical trial

This was a phase 1, single center, open-label, fixed sequence study
designed to evaluate the effect of entrectinib on the PK of oral digoxin
in healthy subjects.

12. Main inclusion criteria

The main criteria for inclusion were that subjects be healthy,
nonsmoking adult males or females, 18 to 55 years of age with a wei ght
of at least 50 kg and body mass index (BMI) between 18 and 30 kg/m?,
inclusive.

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

Entrectinib (formulation F2A), three 200 mg capsules (600 mg total)
orally, administered once in fasted state on day 11 one hour
(= 10 minutes) prior to digoxin administration.

14. Comparator, dose, method of

administration, strength

Digoxin (Impax Laboratories, Inc), two 0.25 mg tablets (0.5 mg total)
orally, administered once in the fasted state on day 1 and day 11.




15. Concomitant therapy

Standard medical treatment(s) taken by the subject upon study entry
were maintained throughout the study. The subjects were not allowed
to take any prescription medication within 14 days of study drug
dosing. Subjects were not allowed to take any non-prescription
medication or megadose (intake of 20 to 600 times the recommended
daily dose) vitamin within 7 days prior to entrance into the clinical
research facility and for the duration of the study, except
acetaminophen, which could be used at any time in the study for
treatment of an AE at a dose of up to 2000 mg/24 hours.

No concomitant medications were given during the study.

16. Efficacy evaluation criteria

Endpoints for Evaluation.

Pharmacokinetics:

Blood PK samples for digoxin concentration were collected prior to
dosingand at 0.5,1,2,3,4,5,6,8, 12, 24, 36,48, 72,96, 120, and 144
hours postdose on study days 1 (digoxin only) and 11
(digoxin + entrectinib).

The following PK parameters were calculated for digoxin (periods 1
and 2) using noncompartmental methods: Crmax, time of maximum
observed concentration (Tmax), AUC from time zero to the last
quantifiable concentration (AUCus), AUC from time zero extrapolated
to infinity (AUCing), apparent oral clearance (CL/F), apparent volume
of distribution (Vz/F), and apparent terminal half-life (ti.2).

Urine samples for determination of digoxin concentration were
collected over the intervals 0 to 4 hours, 4 to 8 hours, 8 to 24 hours, 24
to 48 hours, and 48 to 72 hours after digoxin dosing on study days 1
and 11. Urine parameters for digoxin included amount excreted in
urine over 72 hours (Aeo.72), fraction of the dose excreted in urine as
unchanged drug over 72 hours (Feo.72), and renal clearance (CLR).

17. Safety evaluation criteria

The safety variables evaluated were adverse events (AEs), 12-lead
electrocardiograms (ECGs), vital signs, physical examinations,
ophthalmic examinations, and clinical laboratory assessments.

18. Statistical methods

Statistical Analysis Populations:

Full Analysis Set: All subjects who were enrolled in the study.

Safety Analysis Set: All subjects who were enrolled in the study and
received at least 1 dose of study drug (digoxin or entrectinib).

PK Analysis Set: All subjects who were enrolled in the study and had
evaluable PK data. The PK Analysis Set is further defined in a separate
PK statistical analysis plan (SAP).

Statistical Analyses:

PK Analysis:

To assess the effect of entrectinib on the PK of digoxin, the primary
PK parameters, AUCinF, AUClast, and Cumax 0f digoxin from period 1
(digoxin alone) and period 2 (digoxin + entrectinib) were statistically
analyzed using a mixed-effects model. Following natural log (Ln)
transformation, Cmax, AUCINE, and AUChg for digoxin were analyzed
using a mixed-effects analysis of variance model, with treatment
within period as fixed effects and subject as a random effect. The point
estimate and 90% CI for the difference between treatments
(digoxin + entrectinib versus digoxin only) was constructed. Lack of




interaction between entrectinib and digoxin was to be concluded if the
90% CI for the ratio entrectinib + digoxin/digoxin alone was fully
contained within 80% to 125% for Cpay, AUCNF, and AUC .

Safety Analysis:

Safety data were summarized with descriptive statistics. Laboratory
data were graded according to the National Cancer Institute (NCI)
Common Terminology Criteria for Adverse Events (CTCAE); values
outside of the normal reference ranges were flagged in the data listings
and a list of clinically significantly abnormal values was to be
presented. Adverse events and treatment-emergent adverse events
(TEAEs) were mapped to system organ class (SOC) and preferred term
(PT) using the Medical Dictionary for Regulatory Activities
(MedDRA) version 20.0 and summarized.

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

All 10 subjects were male. The mean age was 35.6 years (range: 24
to 53 years). Eight subjects (80.0%) were White and 2 subjects (20.0%)
were Black or African American.

20. Efficacy results

Pharmacokinetic Results

Digoxin Plasma PK: digoxin Cmax, AUClast, and AUCINF were
approximately 28%, 19%, and 18% higher when digoxin was
coadministered with entrectinib than digoxin alone, respectively.
Entrectinib coadministration delayed the oral absorption of digoxin.
Following a single oral dose of digoxin alone, a median T of 1 hour
was observed. The median Tmax was delayed to 2 hours when digoxin
was administered with a 600 mg oral dose of entrectinib. The mean
CL/F of digoxin was 14.7 and 12.5 L/h for digoxin alone and with
entrectinib, respectively. The mean ti/2 of digoxin was estimated to be
approximately 36 hours when administered alone and 41 hours when
administered with entrectinib.

Digoxin Urine PK: The Aeg.72 and Feq.7> were slightly higher (~10%)
when digoxin was coadministered with entrectinib compared to
digoxin alone. The CLg of digoxin was similar between treatments.

21. Safety results

No deaths, serious AEs, or withdrawals due to an AE were reported
during the study. No TEAEs were reported during period | (treatment
with  digoxin alone). During period 2 (treatment  with
entrectinib + digoxin), 4 subjects (40.0%) experienced at least |
TEAE. All reported TEAEs were within the gastrointestinal disorders
and nervous system disorders SOCs. Each of the TEAEs was assessed
by the investigator as mild in severity. Three subjects experienced 5
TEAE:S that were assessed by the investigator as related to entrectinib.
No clinically significant laboratory, vital signs, physical examination,
or ECG results were observed during this study.

22. Conclusion

Following a single oral dose, entrectinib coadministration with
digoxin increased the digoxin exposures by 28% for Cyax and 18% to
19% for AUClst and AUCNg. In addition, oral absorption of digoxin
was delayed with entrectinib. The results indicate that entrectinib is a
weak P-gp inhibitor. Entrectinib coadministration with digoxin had
minimal effect on digoxin renal clearance, suggesting a minor role of
renal P-gp inhibition by entrectinib.




Entrectinib 600 mg appeared to be safe and well tolerated when
coadministered with digoxin 0.5 mg in healthy subjects in this study.

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd
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Xavier Prugnard

F. Hoffmann-La Roche Ltd
International Regulatory
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3BiT npo kjiHiuHe BHNPOGYBaHHSN

1. Haspa nikapcekoro 3acoby (3a
HasBHOCTI - HOMEp peecTpariiiHoro
NOCBIJUEHHs1)

PO3JIITPEK® (ROZLY TREK®)

2. 3asBHUK

@.Xopdmanu-JIs Pow Jita
I"pensaxepmrpacce 124, 4070 basens, HIseiinapis

3. Bupobuuk

®.Xopdmauu-JIs Pomr Jitx
Bypwmicer, 4303 Kaiicepayrer, IlIselinapis

4. TIpoBeneHi 1oCiKeHHS:

: | TaK Hi AKILO Hi, 00IpyHTYBaTH

1) Tun nikapcekoro 3aco6y, 3a sKHUM

Jlikapcbkuit 3aci6 3a NOBHMM 10Che (aBTOHOMHE JI0CBE), THUIMH
niKapcheKuii 3aci6, HOBa JiiF0Ya peyOBHHA 3riAHO nyHkTy | (migmyskry

HS Sf:iﬂﬂam M0 IMERYERHON 1.1) posminy Il Ilopaaxy nakasy MO3 VYkpaiuu Bim 23 mumus
peectp 2015 poky Ne 460.
| T RN — IIpotokon Ne RXDX-101-13. BigkpuTe 01HOLEHTPOBE A0C/Ti IHKEHHS

BUNpPOOYBaHHS, KOJOBaHHI HOMmep
KJIiHIYHOTO BUNIPOOYBaHHs

1 da3su 3 ¢ikcoBaHO TNOCHIZOBHICTIO 3 BMBYEHHS BIUTUBY
TepopaibHUX 1103 eHTPeKTHHIOY Ha apMaKOKiHETHKY mepopaibHOro
AUIOKCHHY Y 37I0POBUX CYO’€KTIB.

6. ®aza KNiHIYHOrO BUMPOOYBaHHS

Daza |

7. Ilepion mpoBeneHHs KiiHi4HOTO
BUNPOOYBaHHS

327 Bepechs 2017 poky (nata npuiomy nepimoi 103u) 10 13 5x0BTHS
2017 poky (naTa 3aBepIIEHHS Y4acTi OCTAHHBOTO y4acHMKa).

8. Kpainu, ne npoBoaunocs kniniune
BUIIPOOYBaHHA

CILIA

9. Kinbkictb 10ociimKyBaHUX

3anunanoBano: 10 cy6’exTiB .
DakTnuno: 10 cyb’exTiB .

IlepBuHHa

Ouiunuty BHIMB  eHTpPeKTHHIOY Ha (apmakokinetuky (PK)
10. Mera Ta BropuHHI wuiji|oAHOPa30BOT 103K JUTOKCUHY.
KJIiHIYHOro BUNPpoOYBaHH: Bropunna

OuinuTi Oesneky Ta MEPEHOCHMICTB CYMYTHBOTO 3aCTOCYBaHHA

CHTPEKTHHIOY Ta IUrOKCHHY.

Lle 6yno Biakpure oaHOLEHTpOBe jocHimKeHHs | dasu 3
11; Huzaiin KIIiHI4HOTrO | hiKCOBAHOIO TOC/iJOBHICTIO 3 BHUBYEHHS BIIJIMBY NEpPOpalbHUX 03
BUIPOOYBaHHA EHTPEKTUHIOY Ha (apMaKOKIHETHKY TMepopaIbHOro JUTOKCHHY Yy

3JI0pOBHX CY0O €KTIB.

12. OcHOBHI KpuTepii BKIIOYEHHS

OCHOBHMMH KpHUTEpisIMi BKIIOYEHHA Oynm: 3MOpOBI 3 MemM4HOT
TOUYKH 30py JOPOCIi YOJIOBIKH Ta KIiHKH, SKi HE NaNiATh, BIkoM Bij 18
10 55 poKiB Ta Macolo Tina moHaiMeHe 50 KT Ta iH1eKcoM MacH Tina
(IMT) Bix 18 10 30 Kr/mM? BKIHOYHO.

13. JlochimxyBaHuit nikapchbKuit
3aci0, cnoci6 3acrocysaHHs, cuna aji

Entpektuni6 (popma Bumycky F2A), tpu kancynu no 200 wmr
(3arajom 600 wmr) mepopaibHO, 110 3aCTOCOBYBABCS OJIHOPA30BO

Hatie B faeHb 11 3a ogny roauuy (+ 10 xBH ATos uiiomy
| 8
JAHTOKCHHY. * ‘; YKP4p 2

a [opnp,HHHHx Ta
perynsTopHuX
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14. Tlpenapar nopisusiHHA, 1033,
crocib 3acTocyBaHHA, cuia i

Hurokenn (Impax Laboratories, Inc), a8i Ta6netku mo 0,25 mr (0,5
MI" 3araJioM) MepopakHo, 110 3aCTOCORYBABCS O/JIHOPa30BO HATILE B
nenb 11 gens 11.

15. CynyTHna Tepanis

[Ipuitom cranpapTHoro MemuuHoro NiKyBaHHs, sKe Cy0 eKT
OTPMMYBaB Ha MOMEHT BKIIOYEHHs 10 AOCITiKEHHS, POIOBKYBABCSH
BIPOJOBXK JociikenHs. Cy6’ekTy He 103BOJIAIOCH npuiiMat Oy an-
SIKi - peuenTypHi sikapebki 3acobum mpotsirom 14 jHiB JI03YBaHHs
MOCTI/UKYBAHOTO JIIKAPCHKOTO 3aco0y. Cy6’ekraM He N03BOJIAIOCH
npuiiMati Gyab-ski GespeLienTypHi nikapchki 3acobu a6o Merazosu
(mo3u, mo Biz 20 10 600 pasis NEPEBHILYIOTh PEKOMEHI0BaHY 1060BY
7103y) BiTaMiHiB mpoTsAroM 7 AHIB mepex 1o BXOLY 10 KJiHIYHOTrO
AOCIIIHALBKOTO 3aKNajly Ta MPOTArOM JOCIIDKEHHS, 33 BHHATKOM
auetaminodeHy, skuii MoxHa 6y10 npuiiMaTy B Oyab-sikuil yac mig
yac JOCIiKEHHS s JTikyBaHHs HS y o3i mo 2000 mr/24 rogunm.
CynyTHe JiKyBaHHS He 3aCTOCOBYBAJIOCH I1i/l YaC NOC/I UKSHHS.

16. Kpurepii ouinku eekTuBHOCTI

KiHuesi Touku 1715 ouinku:

DapmakokiHeTHKA:

©OK 3pa3sku KpoBi 118 BU3HAYECHHS KOHLIEHTpaLil JIMrOKCHUHY
OTpHMYBaJIH epeal n03yBaHHAM Ta vepes 0,5, 1, 2, 3,4, 5, 6, 8, 12, 24,
36, 48, 72, 96, 120 i 144 roauuu micis JI03YBaHHA B JHI JOCTiKeHHS
1 (nmumie aurokcuu) i 11 (qurokcus + EHTPEKTHHID),

Hactynni ®K napamerpu 6ynu o6umncieni ns OUTOKCHHY (TIepioiu
1 i 2) 3a gonomoroio HEKOMIMapTMEHTHUX MeToliB: Cmax, 4ac 10
MaKCHMalbHOI COCTepekKyBaHOT KOHLUEHTPalliT (Tmax), AUC Bin qacy
Hylb 10 OCTaHHLOI KiNBKICHO BHMipIOBAIBLHOT KOHLIeHTpauii
(AUCrast), AUC Bij yacy Hysib, eKCTpanons0BaHuii Ha HecKiHUeHHICTS
(AUCINF), oueBMIHMIA mepopanbhuii KiipeHc (CL/F), oueBuaHuii
o0’em posnoginy (Vz/F) Ta oueBummumii TepmiHanbHMii nepio
HaniBBUBEICHHA (t1/2).

3pasku ceui /1l BUSHAYEHHS KOHIEHTpALi JAUrOKCHHY OTPUMYBAIH
NpOTAroM iHTepBaiB Bia 0 10 4 roaun, Big 4 1o 8 rOJuH, Bij 8 no 24
roauH, Bia 24 no 48 roauu i Big 48 10 72 roguu micis JI03yBaHH:A
AMrOKCHHY B IHi jocnimkenns 1 Ta 11. Ilapamerpu ceui aus
AUTOKCHHY BKJIKOYATH KiJIbKICTh €KCKPETOBAHOT Ceui MpoTsirom 72
ronuH (Aeo-72), 4acTHHA J03M, INO BHBOAMTHCA I3 Cevero y
HE3MIHEHOMY BHIJISAI MpoTAroM 72 ToauH (Feo-72) i HupkoBmii
kiipeHc (CLg).

17. Kpurepii ouinku 6e3nexu

OuiHroBaHuMK 3MiHHUMHU 3 Gesneku 6yiH HeGaxaHi sBHIA (HA),

EKI" B 12 BiJBeneHHAX, OCHOBHI MOKA3HUKH JKUTTEISIBHOCTI
OpraHismy, pesynbTaTd (i3MKaTbHOrO 0GCTEKEHHS, pe3yiabTaTH
0(TanEMONIOTiYHOrO  O6CTEKEHHS Ta pe3yNbTaTH  KJIiHIYHHX
J1abOpaTOPHHX TECTIB.

18. Cratucrryni metoau

llonynAuis cTaATHCTUYHOTO aHAi3Y:

Honynayia noenozo ananizy: Vci cy6’exru, sxi Oynu BKIHOUEHi 10
LILOTO JOCTiDKEHHS.

Tonynayia ananizy 6esnexu: Yeci cy6’exru, ski Oynu BKIFOUEHi 10

LBOr0  JOCHIKEHHS Ta OTpHUMald [IOHaiMeH 103y
JIOCIIi JDKYBAHOTO JIIKapChKOTo 3ac06y (IUIOKCHH O eHTPEKTURIG).
AT o et 4'? re)

NEPERNAR Bif
Fonosay 1€
C (0t eaN <)

& <
Pl s
Ulrig ooWs




Honyﬂﬁqm ananizy @K: Yci cy6’exty, ki 6y1d BKIIOYEH] 10 1bOrO
AOCIIiJDKEHHS Ta MaJli OLLiHIOBaHi fani 3 QK. Homynauis ananisy ®K
JiaJli 0XapaKTepH30BaHa SK OKPEMMIA [1/1aH CTATHCTHYHOTO ananizy ®K
(SAP).

CraTHcTHyHMiE aHAJI3:!

DK aHanis:

Ouinuty BrMB eHTpEKTnHiGy Ha @K purokcuny, HepBldHHi OK
napaMmeTpH, AUCINF, AUClst i Cmax mUToKcHHy 3 mepiony 1 (wwme
,unroxcnﬂ) I mepiogy 2 (AMrokcuH + eHTpeKTHHIG) CTaTUCTHYHO
aHai3yBaluch 3a JIOMOMOTOI0 MOJENi 3MilllaHHX edekris. ITicas
NEPETBOPCHHS 32 [IONIOMOTOI0  HaTypaibHoOro Jsorapudmy (Ln)
aHanizyBanuch Cmax, AUCnNr Ta AUCug mis JUTOKCHHY 33
JIONIOMOrOK0  aHanli3y 3MillaHuMx edekriB Momeni mucmepeii, i3
JIKYBaHHAM NPOTATOM Mepiofy Ak pikcoBaHi eexTy Ta cy6’eKTOM K
BHI1aJKOBHI etl)eKT Byno Bikonane ToukoBe ouintoBanus ta 90 % I
A7 Pi3HULL MidK JTIKyBaHHAM (JUrOKCHH + eHTpeKTHHI6y MIPOTH JIMLIE
JMTOKCHHY). BHCHOBOK 1po  BiACyTHiCT  B3aemomii  Mix
EHTPEKTHHIOOM Ta JOUrOKCHMHOM pobumn, saxmo 90% I ans
CNiBBiHOLIIEHHSI €HTPEKTUHIO + AMroKCUH/nuIe JUTOKCHH
3HaXOJMIIHCS MOBHICTIO B Mexax 80-125 % mnst Cmax, AUCINF Ta
AUClaste

AHani3 Ge3nexu:

Hani 3 Gesneku Oyau pestoMoBaHi 3a JONMOMOIOK OMHCOBOT
cratuctuku. JlaGopatopni Jani Oynum ouiHeHi BigmoBizHo 10
3arajbHUX TEPMIHOJIOTYHUX KPUTEPIIB 715 OLIHKH HeBaKaHHX ABULI
(CTCAE) HauionansHoro incruryry paky (NCI); 3HA4YEHHA, IO
BUXOJATh 3a MeEKi HOpMaJIbHHX pedepeHTHHX HianasoHiB, 6ymd
TNO3HAYeH] B CNMCKaX JaHHX, i [OBUHEH GyB 6YTH HazaHwuii nepeixk
KJIiHIYHO 3HaYyIIMX aHOMAalbHUX 3HauyeHb. HeGaxani apuma ta HA,
AKI BUHMKATM MiJ 4yac JiKyBaHHs (TEAE) Oynu 3akojoBaHi Ta
pestoMoBaHi 3a KnacoM cuctemu opranis (KCO) Ta TEPMiHOM
NepeBaXHOr0 BUKOPUCTaHHSA MeMuHOro CII0BHHKA TEPMiHOJIOTIT A5
peryasitopHoi gisineHocTi (MedDRA) Bepeii 20.0.

19.  Jlemorpadiuni  mokazHuKH

AOCTIKYBaHOT  MOMysiuii
BiK, paca, To1o)

(cTathb,

Yei 10 cy6’extiB Gynn yonosikamu. CepeaHiii Bik craHoBHB 35 6
poxky (mianason: 24-53 poku). Bicim cy6’extie (80 %) Oyuu
eBponeoinHoi pacu i 2 cy6’extn (20 %) 6ynu HerpoimHOi pacu abo
adpoamMepHKaHLIAMH.

20. Pe3ynbrati edeKTMBHOCTI

®apMaKoKiHETHYHI pe3yILTaTH

OK jvroxkcuHy B miasmi KpoBi: Cmax, AUChst Ta AUCINF JUISA
JUrOKCMHY TIpH  CyNmyTHBOMY  3aCTOCYBaHHi JMrOKCHHY 3
SHTPEKTHHIOOM Oymu BHILMMH npubmu3HO Ha 28 %, 19% i 18 %,
BiJMOBIIHO, TOPIBHAHO i3 3aCTOCYBaHHs JMIe IMroKcuny. CynyThe
3aCTOCYBaHHA CHTPEKTHHIOY BiJCTPOUyBano nepopaisHy abcopbLio
aurokcuny. Ilicns npvmomy JUIIe OJHOPA30BOI MEPOpaNbHOI 03U
JMrOKCHHY, criocTepiranack MejiaHa Tmax Ha piBHi 1 rogunu. Memiana
Tmax Gyna BincTpoueHa 10 2 TOJMH KOMM AMIOKCHH npuiiMaBcs 3
nepopanbHoI0 103010 600 Mr eHTpekTHHIOY. Cee;miﬁ CL/F pans
JUrOKCUHY CTaHOBHB 14ﬂé{]{- 25 n/ro;mu ‘ MHeMY JHLIe
JAUTOKCHHY Ta JUTOKCHHY : BiA :

3 I0PHANYHKX Ta
perynsTopHux

5 o b"o)! HI{‘IH‘A\Q
Ub']g 010




MUIOKCHHY CTaHOBMB MpPHOIM3HO 36 roJuH NMpH 3acTOCyBaHHi Oe3
EHTPEeKTUHIOY Ta 41 roIMHy NMPH 3aCTOCYBAHHI 3 EHTPEKTHHIGOM.

OK aurokcuny B ceui: Aeo-72 i Feo-72 Oymu memo Bummmu (~ 10 %)
MpH  CYNYTHBOMY 3aCTOCYBaHHi JMFOKCHHY Ta €HTPEKTHHiOy
MOPiBHAHO JIMIIE 3 AUroKCHHOM. CLR AMrokcuHy 6YB MOmiGHUM Midx
rpylamu JliKyBaHHSI.

21. Pesynbrarn Ge3neku

Y 1pOMy J0CTiIPKEHHI He MOBiJOMIAIOCH PO BMMAIKH CMEpTi,
cepiio3Hi Hebakawi sBMINA uuM nepeayacHe BMOYTTs uepes HSI.
Ilporsrom nepiogy 1 He noeigommsiiock nmpo HeGaXkaHi SABUIIA, FKi
BHHMKAJIM i yac jtikyBaHHs (TEAE) (nikyBaHHs auie JUTOKCHHOM).
[Iporsirom nepioay 2 (J1iKyBaHHs eHTPEeKTHHIOOM + AMroKCHHOM) y 4
cy6’extiB (40 %) Bunukio monaiivenue 1 TEAE. Vi nosigomneni
TEAE 6ymu 3 6oky KCO «IlopymenHs 3 Goky TpaBHOI CHCTEMU» Ta
«Ilopymenns 3 60Ky HepBoBOI cHcTeMm». Kosxue TEAE 6yo oniHene
AOCIIIHUKOM SIK JIErKOTO CTYMeHs TKKOCTI. Y TpeoX cy6’eKTiB
BUHUKIM 5 TEAE, axi 6ynu posuineHi nociigHukoM K moB’si3aHi 3
CHTPEKTHHIOOM. TIpOTAroM 1BOTO AOCIIKEHHS HE CNOCTEPiranoch
KIiHIYHO 3HAYyIIMX pe3yNbTaTiB  nabopaTOpPHHX  OBGCTEKeHb,
OCHOBHHX TMOKa3HMKIB JKHTTE/isIbHOCTI Opranismy, ()i3uKanbHOro
obcrexenns un EKT,

22. BHCHOBOK (3aKJIFOYEHHS )

Ilicns  npuiioMy 01HOPa30BOi  MepOPaNLHOT  JI03M  CYIMyTHE
3aCTOCYBAaHHS €HTPEKTHHIOY i3 JUrOKCHHOM MNpHM3BOAHIO [0
3pOCTaHHs €KCTO3MLIT AMrokcHHy Ha 28 % a1 Cmax Ta Big 18 % 1m0
19 % nns AUCpg Ta AUCINr. Okpim TOro, nepopansia a6eop6iis
JMroKCcHHy Oyna BiACTpOYEHAa MNPH NPUIHOMi i3 eHTpPeKTHHIGOM.
PesynbTaty cBiguate, mo eHTpekTnHi6 € cnabkum inriGitopom P-gp.
CynyTHe 3acTOCyBaHHS €HTPEKTMHIOY 3 JIMFOKCHHOM  Maso
MiHIMAJIbHU# BIIMB HA HUPKOBHI1 KJIipEHC IMTOKCHHY, 110 CBIIYHTH
Mpo HE3HAYHY POJIb MPUTrHIYEHHA eHTPEKTHHIOGOM HupKoBoro P-gp.

Entpextuni6 y n0si 600 mr BusBuBes Oe3neunum Ta moOpe
NEPEHOCUMUM TIPH CYMYTHBOMY 3aCTOCYBAaHHI 3 JUIOKCMHOM Y J03i
0,5 MI' y 3/10pOBHX CY0’€KTIB y LIbOMY J0CiIKEHH].

3asBHMK (BIACHUK peecTpauifiHOTo NOCRiqueHHs)

. Xoddmanu-Jls Powr Jitg
[Tiamuac

©.Xopdmaus-Jla Powr JItn

[Tigmuc

®.Xopdmann-JIa Pour Jitn

Binain 3 Mi>KHapOAHHX peryisSTOpHUX MHTAHb Binain 3 MbKHApOAHUX perynsSTOPHHX MUTaHB

bazens, LlIpeiinapis
Epika Exens

bazens, Llpeituapis
Xap’ep INpyruapn

NEPEKNAA BIE
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