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 conduct

ed: 1 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 | (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-101-12. A Phase 1, Open-Label, Single-Center Study to Evaluate the Effect of
a Strong CYP3A4 Inhibitor (Itraconazole) and a Strong CYP3A4 Inducer (Rifampin) on the
Pharmacokinetics of Entrectinib in Healthy Adult Subjects.

6. Clinical trial
phase

Phase |

7. Period of the
clinical trial

From 27 Oct 2017 (date of first dose) till 20 Dec 2017 (date of last visit completed).

8. Countries
where the
clinical trial
was conducted

USA

i’ulj;]mber of Planned: 20 subjects (10 per cohort).
= Actual: 20 subjects (10 per cohort).
participants
Primary
10. Goal and To assess the effects of itraconazole as a strong cytochrome P450 (CYP) 3A4 inhibitor and rifampin
secondary as a strong CYP3A4 inducer on the pharmacokinetics (PK) of entrectinib.

objectives of
the clinical trial

Secondary
To evaluate the safety and tolerability of entrectinib when taken with itraconazole or rifampin in
healthy male adult subjects.

11. Design of
the clinical trial

This was a Phase 1, single-center, open-label, fixed-sequence, 2-cohort study designed to evaluate
the potential PK interactions between itraconazole and entrectinib and rifampin and entrectinib in
healthy male adult subjects.




12. Main
inclusion
criteria

The main criteria for inclusion were that subjects be healthy, nonsmoking adult males, 18 to 55 years
of age with a weight 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

Cohort 1: Entrectinib, one 100 mg capsule orally, administered once in the fasted state on day 1
during period 1 and 1 hour after itraconazole administration on day 14 during period 2.

Cohort 2: Entrectinib, three 200 mg capsules (600 mg total) orally, administered once in the fasted
state on day 1 during period 1 and concurrently with rifampin administration on day 21 during period
2

14. Comparator,
dose, method of
administration,
strength

Cohort 1: Itraconazole 200 mg (20 mL oral solution [10 mg/mL]) (Janssen Pharmaceuticals, Inc.)
was administered orally once daily on day 10 through day 19 in period 2.

Cohort 2: Two rifampin 300 mg capsules (Lannett Company, Inc.) were administered orally once
daily on day 10 through day 25 in period 2.

I3.
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 dosing or
within 5 half-lives if the drug had a long half-life (whichever was longer). Use of drugs or substances
with enzyme-inducing properties, such as St. John’s Wort, and strong CYP3A4 inhibitors were not
allowed within 4 weeks prior to the first administration of study drug. Subjects were not allowed to
take any non-prescription medication, herbal supplement, or megadose (intake of 20 to 600 times the
recommended daily dose) vitamin or herbal products within 7 days prior to dosing and for the duration
of the study, except acetaminophen, which could have been taken any time during the study for
treatment of an AE at a dose of up to 2000 mg per 24 hours.

16. Efficacy
evaluation
criteria

Endpoints for Evaluation

Pharmacokinetics:

The following PK parameters were calculated for entrectinib using noncompartmental methods:
maximum observed plasma concentration (Cmax), time of maximum observed plasma concentration
(Tmax), area under the plasma concentration-time curve (AUC) from time zero to the last quantifiable
concentration (AUC.s), AUC from time zero extrapolated to infinity (AUCng), apparent total plasma
clearance (CL/F), apparent volume of distribution (Vz/F), apparent terminal rate constant (), and
apparent plasma terminal elimination half-life (ti.).

17. Safety
evaluation
criteria

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

18. Statistical
methods

Statistical Analysis Populations:

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

Safety Analysis Ser: All subjects who were enrolled in the study and received at least 1 dose of any
study drug.

PK Analysis Set: All subjects who were enrolled in the study and had evaluable PK data.

Statistical Analyses

PK Analysis:

Plasma concentrations of entrectinib and its metabolites, as applicable, were summarized by nominal
time points, cohort, and treatment period using descriptive statistics (ie, n, arithmetic mean, CV%,
standard deviation [SD], geometric mean, minimum, median, maximum) by treatment.
Pharmacokinetic parameters were listed and summarized using appropriate descriptive statistics by
treatment period.

The effects of itraconazole (perpetrator drug) on the PK of entrectinib was assessed in cohort 1
subjects and the effects of rifampin (perpetrator drug) was assessed in cohort 2 subjects. For each




cohort, the analysis was performed using a mixed-effects model with fixed effect for treatment
(entrectinib alone or entrectinib with either itraconazole or rifampin) and subject as a random effect
on the log-transformed (natural logarithm) PK parameters Cmax, AUCNF, and AUCps. A point
estimate and 90% Cl interval were provided for the geometric least-squares mean (LSM) ratio of each
parameter. Lack of interaction between itraconazole and entrectinib was to be concluded if the 90%
CI for the geometric LSM ratio of entrectinib in the presence of itraconazole or rifampin and
entrectinib alone was fully contained within 80% to 125% for Cumax, AUCInE, and AUC) .

Safety Analysis:

Safety data were summarized using descriptive statistics. Individual and summary blood pressures,
heart rate, ECG parameters, and clinical laboratory data (hematology, serum biochemistry, and
urinalysis) and other data were presented in tabular form with mean, median, SD, and range (minimum
and maximum) as appropriate. For the laboratory safety data, out-of-range values were flagged in the
data listings and a list of clinically significantly abnormal values was to be presented. Adverse events
and treatment-emergent AEs (TEAEs) were coded to system organ class and preferred term using the
Medical Dictionary for Regulatory Activities (MedDRA) version 20.0 and summarized.

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

All subjects were male. In cohort 1, the mean age was 43.5 years (range: 28 to 55 years). Seven
subjects (70%) were White and 3 subjects (30%) were Black or African American. In cohort 2, the
mean age was 30.7 years (range: 18 to 48 years). Eight subjects (80.0%) were White, 1 subject
(10.0%) was Black or African American, and 1 subject was other African (10%).

20. Efficacy
results

Pharmacokinetic Results

Plasma Pharmacokinetics of Entrectinib (Cohort 1, Entrectinib Alone or With Itraconazole):

Entrectinib Cmax, AUClasi, and AUCir were approximately 73%, 426%, and 504% higher,
respectively, when entrectinib was coadministered with itraconazole compared with entrectinib alone.
The mean elimination ti2 of entrectinib following administration of entrectinib with itraconazole (51
hours) was longer than that of entrectinib alone (20 hours).

Plasma Pharmacokinetics of Entrectinib (Cohort 2, Entrectinib Alone or With Rifampin):
Entrectinib Ciax, AUClasi, and AUCivr were approximately 56%, 77%, and 77% lower, respectively,
when entrectinib was coadministered with rifampin compared with entrectinib alone. Entrectinib half-
life was reduced from 16.9 to 10.2 hours.

The PK results observed for entrectinib and M5 are shown in table 1 and 2.

Table 1: Mean (%CV) Plasma Pharmacokinetics of M5

Cohort Period |Treatment Tmax* Cmax |Tlast* (h) | AUCy24 | AUCLy | AUCwe [Can (nM)| t12 (h)  [MS5/Entrectinib Ratio
(Entrectinib)| (h) (nM) (nM-h) | (nM:-h) | (nM-h)
Dose)
Cohort 1 Cmax | AUCr
(100 mg) Control Mean 5.00 55.1 120 642 1520 1780 184 41.8° 0.151 0.288
Period 1 |(n=10) CV% [3.00-5.00] 319 [72.0-144| 29.1 33.1 27.0 28.6 25.0 264 28.2
Period 2 |ltraconazo| Mean 6.00 339 144 579 2860 4490¢ 244 92.1* 0.0538 0.124
le Co- CV% |(5.00-48.0( 407 142-144 348 259 305 293 332 335 29.1
administra
tion (n=9")
Cohort 2 | Period 1 [Control Mean 5.00 445 120 4960 11000 12000 145 34.1 0.234 0.337
(600 mg) n=10) CV% [4.00-5.00] 71.8 118-124 65.7 52.8 51.5 52.3 12.7 58.8 56.2
Period 2 [Rifampin | Mean 3.00 110 72.0 877 1330 1580 15.0 322" 0.136 0.187
Co- CV% |2.00-6.00| 21.1 |48.0-96.0] 24.0 294 232 28.1 29.0 233 28.0
ladministra
tion
n=10)

* Tumax and Tias are represented by median (range); * Subject 0001-0105 did not complete Period 2 (entrectinib
was not administered); © Summary statistics for ti2 are considered to be unreliable as more than half of available




data points (ti2 values) used in computation were considered unreliable; ¢ Summary statistics for AUCinr are
considered to be unreliable as more than half of the subjects have a %AUCextrap value greater than 20%.

Table 2: Statistical Assessment for the Effect of Itraconazole and Rifampin on Entrectinib PK

Cohort Test PK Geometric LSM" Geometric LSM Ratio (%)
(N)/Reference | parameter Test Control Ratio® 90% CI 90% CI
(N)* (lower) (upper)

1 Iltraconazole Crnax (nM) 615 355 173 137 218
Coadministration] AUC. 30500 5790 526 401 691
(9)/Control (9)* | (nM-h)

AUCnE 36100 5970 604 454 804
(nM-h)

2 Rifampin Crnax (nM) 807 1810 44.4 35.3 55.9
Coadministration| AUC)y 8300 35900 23.1 18.2 29.4
(10)/Control (10)] (nM-h)

AUCnr | 8440 36300 233 18.4 29.5
(oM-h) |

“ Test: With co-administration of itraconazole or rifampin, Reference: administration of entrectinib alone, N:
subject number in the analysis; ° LSM: Least Squared Mean; © Ratio of Itraconazole/Control or
Rifampin/Control; ¢ Subject 0001-0105 did not complete Period 2 (entrectinib was not administered).

21. Safety
results

No deaths or serious adverse events (SAEs) were reported during the study. One subject in cohort 1
was discontinued from the study on day 13 of period 2 due to an AE (alanine aminotransferase [ALT]
increased), which was assessed by the investigator as unrelated to entrectinib but related to
itraconazole.

There were no AEs reported during period 1 (entrectinib alone) in either cohort. Therefore, all
TEAEs reported in the study occurred during period 2 of cohort 1 (entrectinib + itraconazole) and
cohort 2 (entrectinib + rifampin). All TEAEs were assessed by the investigator as mild in severity.
All 10 subjects (100%) in cohort 2 experienced chromaturia during period 2, an expected
pharmacological effect of rifampin, which was assessed by the investigator as related to rifampin and
not clinically significant. No clinically significant trends in the clinical laboratory results, vital signs,
ECGs or physical examinations were observed.

22. Conclusion

Coadministration of a strong CYP3A4 inhibitor (itraconazole) with entrectinib increased entrectinib
exposures (AUCNg) by approximately 5-fold. Coadministration of a strong inducer (rifampin) with
entrectinib decreased entrectinib exposures by approximately 77%. These results suggest that
entrectinib is likely a sensitive substrate of CYP3A4.

Entrectinib appeared to be safe and well tolerated when coadministered with itraconazole or rifampin

in healthy adult male subjects. .

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd
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3BiT npo KJaiHiYHe BUIPOOYBaHHSA

1. Ha3Ba
NiKapCEKOro
3acoly (3a
HasBHOCTI -
HOMep
peecTpatliiiHoro
IOCBiJUEHHS)

PO3JIITPEK® (ROZLYTREK®)

2. 3a9BHUK
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3. BupoGHuk
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4. TlpoBesieHi A0CTi J)KEHHS: TaK C Hi AKILO Hi, 0OTPYHTYBATH
1) THI
NKapCBKOro n N . & o A
sacoby, 3a axuy| “LKAPCBKH 3aci0 3a MOBHUM /10Che (aBTOHOMHe. JI0Ch€), iHIIUH NiKapChKuii 3acio, HOBa Air04a

pedoBnHa 3rigHo nyHKkTy 1 (miamyskry 1.1) posainy III IMopsaaky nakasy MO3 Vkpaiuu Big 23
NpoBOAMIACS

munHs 2015 poky Ne 460.
abo IaHyerbes
peecTpatlis
5. IloBna nasea | Ilporokon Ne RXDX-101-12. Bigkpure O/IHOLEHTPOBe JociipkeHHs 1 dasu 3 ouiHKM BIIUBY
KJIIHIYHOTO cuibHoro inri6itopa CYP3A4 (itpakonasony) ta cunbHoro ingykropa CYP3A4 (pudammin) Ha
BUTIPOOYBaHHS, | (hapMakoKiHETHKY eHTPEKTHHIOY y 3I0pPOBHX JOPOCIHX cy0’exTiB.
KOJIOBaHUH
HOMep
KJIiHIYHOTO
BUIIPOOYBaHHs
6. @aza
KJIiHIYHOTO ®a3za |
BUINPOOYBaHHA
7. lepion
[POBEICHHA I3 27 sxoBtHa 2017 poky (sara oTpumanus mepmoi go3u) a0 20 rpyads 2017 poky (mara
KJIIHIYHOTO 3aBEPIICHHA OCTAHHBOTO BI3UTY).
BUIIPOOYBaHHs
8. Kpainu, ne CILIA
MPOBOIUIIOCS
KITiHIuHe
BUIIPOOYBaHHSA
9. Kinekicts 3anaanosano: 20 cy6’exris (10 y koropri).
AociipkyBanux | Paxruano: 20 cy6’extis (10 y koropti).

IlepBuHHa

10. MeTa ta OuiHUTH BIUIMB iTPaKOHA30Jy SIK CHJIBHOTO iHriGiTOpa uuroxpomy P450 (CYP) 3A4 Tta
BTOPHMHHI i | pudamminy sk cunsHoro inaykropa CYP3A4 Ha (apmakokinernky (®K) entpextunioy.
KniHIYHOrO Bropununa Teoaina |
BUNIpoOyBanHs | Ouinuth Gesneky Ta MepeHOCHMICThb eHTPeKTHHIGY npu MpUGOM] i aom  abo
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11. Tuzaitn

Lle 6yno oaHouentpose, Biakpure mocmimkenns 1 ¢asu i3 dikcoanow mocninoBHicTio Ta 2

KJIiHiYHOTO KOropTamu, pospobiieHe sl OUiHKM ToTeHUiHHMX ®K B3aemomiii Mix iTpaKoHas3oNoM Ta
BUIPOOYBaHHs |eHTpexTHHIGOM i pudamminom Ta CHTPEKTUHIOOM y 30POBHX JJOPOCIMX YOJIOBIKiB.

12. OcHoBHI OcHoeHi KpuTepii BKIIOYEHHS: 3/10POBi IOPOCITi YONOBIKM, AKi HE MajisTh, BikoM Bia 18 10 55
KpuTepil POKiB i3 Macoro Tina woHaiimenme 50 Kr Ta iHZEKCOM Mac Tina (IMT) Big 18 no 30 kr/m?
BKJIFOYEHHS BKJIIOYHO.

13. Koropra 1: Enrpextuni6 oana kancyna no 100 mr NepopajibHO OJJHOPA30BO HATLIE B AEHb |
Hocnimxysa- | Bnpogossx nepioay 1 Ta uepes 1 roluHy micna mpuiioMy iTpakoHasony B aeHp 14 BIIPOJOBMK

HUH TiKapChKuii
3aci0, criocid
3aCTOCYBaHHs,
cuna mit

nepiony 2.

Koropra 2: Entpektuni6y no tpu xamcymn no 200 mr (600 mr 3zaramom) nepopajnbHO
OZHOpa30BO HaTile y JieHb | Bripoaosk nepiomy 1 i oaHOYacHO 3 mpuiioMom pudamniHy B 1eHb
21 Bnponosix nepiomy 2.

14. Tlpenapar
MOPiBHSAHHS,
J103a, CIocio
3aCTOCYBaHH,
cuna aii

Koropra 1: Itpakonason 200 mr (opansHuii posunH mno 20 ma [10 mr/ma]) (Janssen
Pharmaceuticals, Inc.) 3acTocoBysarcs nepopasibHo omuH pa3 Ha 100y 3 aua 10 mo gews 19 y
nepion 2.

Koropra 2: Jli kancynu pudamniny no 300 mr (Lannett Company, Inc.) 3actocoByranuch
NepopabHO OIMH pa3 Ha 100y 3 aHs 10 no news 25 aens y nepiox 2.

15. Cynyrhs
Tepanis

[TpuiioM CTaHIapTHOrO MEIMYHOrO JiKyBaHHS, sKe CYO KT OTPHMYBaB MpH BKJIIOYEHHI 10
JOCIIiIDKEHHS, MPOJIOBKYBABCH BNpoaoBK pocnimkenHs. Cy6’ektam He H03BOISIIOCH npuiiMaTH
Oyae-siki peuentypHi npemapatu npotsrom 14 amis Ao3yBaHHs abo BOPOJOBK 5 mepiojis
HaMiBBUBE/IEHHSI, AKIIO JiKapChKHii 3aci6 Mas TPHBAIMil Nepio HaNiBBUBEJEHHS (3a]€XHO Bil
TOTO, IO JI0BIIIE). 3aCTOCYBaHH JiKapChKUX 3aco6iB a6o cy6cTaHuiii i3 (bepMeHT-iHAYKYIOUnMH
BIIaCTMBOCTAMH, TaKUX AIK 3BipoGili Ta cuiibHi inriGitopu CYP3A4, He 103BOJISIOCH npotarom 4
TIDKHIB [Iepej]i NepuiuM NPUHOMOM  J0CIiKYBAHOTO jnikapcpkoro 3aco0y. Cy6’extam He
AO3BONIANOCE MpuiiMaTh Oyab-Aki GespeuenTypHi Nikapebki 3aco6H, pociauHHI n06aBKM a6o
Meraosu (1034, wo Bix 20 10 600 pasis nepeBUILYIOTH peKoMeH0BaHy 1000BYy 103Y) BiTaMmiHiB
abo pOCIMHHKX MpenapaTiB NPoTArom 7 JHIB Mepes A03yBaHHAM Ta NPOTArOM JOCIIiIKEHHs, 3a
BUHATKOM alleTaMiHodeny, akuii MoxHa GyJ10 npuiiMaTi B 6yIb-sKuii uac mij uac JOCITi KEHHS
ans nikyeanusa HA y nosi go 2000 Mr 3a 24 roguumu.

16. Kpurepii
OLIIHKH
edekTUBHOCTI

Kinuesi Toukn ans ouinku:

DapMakokiHeTHKA:
Hactynni ®K napamerpu 6yau o6uncneni wis SHTPEKTHHIOY 3a JOMOMOror0 HEKOMMAPTMEHTHHX
METOJIiB: MaKCHMajlbHa CTOCTepexKyBaHa KOHLEHTpALIis JNiKapchKoro 3acoby B muasMi Kposi
(Cinax), 9ac 710 JOCATHEHHS MAKCUMAJBHOT CrocTepexyBaHOT KOHLEHTpaLii y miuasMi KpoBi (Tmax),
MIOLIA MMiJ KPUBOK «KOHLeHTpauis-uacy (AUC) Bix Hqacy HyJdb 10 OCTaHHBOI KiJIbKICHO
BUMIpIOBA/IbHOT  KOHUEHTpauii  (AUChy), AUC Bia qacy Hyllb, €KCTpalnoJiboBaHa Ha
HecKiHYeHHiCTh (AUCINF), 04eBHAHMI 3araNlbHUil KITIPEHC i3 MIasMu kpoBi (CL/F), oueBuaauii
06’em posnoniny (Vz/F), o4eBHAHA KOHCTAHTA LIBMIKOCTI TepMiHanbHOT eniminauii (A;) i
OYEBHMAHMH TEPMiHANLHUIA MEPio/| HaNiBBUBEACHHS 3 [Ia3MH KpOBi (t1/2).

17. Kpurepii
OLIIHKH Oe3reKku

OuintoBaHuMK 3MiHHUMH 3 Gesneku Gynu HeBaxaHi sBMIIA (HS51), pesynbraru nabopatopHux
TECTIB i3 O€3MeKH, OCHOBHI MOKA3HUKH SKUTTEMISIBHOCTI opranismy, EKI" y 12 Binsenennsx,
pe3ynbTaTh (isuKanbHOro 06CTekEHHS Ta O TATLMONONYHOr0 06CTEKEHHS.

18.
CratuctiyHi
METOIH

llomynsuis cTaTHCTHYHOrO aHaNi3y:
Honynayis nosnozo ananisy: Yci cy6’extu, siki 6y BKIFOUEH] 10 LLOTO JIOCITi JUKEHHS.
Honynayis ananisy Gesnexu: Vci cy6’extn, aki 6ynu BKmOueHi 10 i
OTPUMAJIK NpUHalMHI 1 103y 6yAB-KOro 10CIiKYBAHOTO JTiKapch
lonynayin ananisy ®K: Yci cy6’exru, ski 6ynu BKIOYEHi
OLiHIOBaHI 1aHi 3 K.

NEPERAAS




CrarucTHuHHMI aHATI3

@OK ananis:

Konuentpauii entpextuniGy ta , y pasi notpe6u, itoro merabonitis y IU1a3sMi KpOBi HaJICXKHHUM
YHHOM OYJIH Pe3toMOBaHi 32 TOYKaMH HOMIHAJILHOTO Yacy, KOrOPTOIO Ta MepioioM NiKyBaHHA 3a
AAOTIOMOTOK) OMHCOBOT CTATHCTHKH (30Kpema, n, cepejiHe apudmeTHuHe, Koedilient Bapiauii %
(KB%), crannaprthe inxuneuus [CB], reomeTprune cepesie, MiHiMyM, Me/iana, MakCcUMyM) 3a
JikyBaHHAM. DapMaKOKiHETH4HI napameTpu Gynu 3a3Hadeni Ta pe3roMOBaHI 3a J0MOMOIO
BI/IMOBIIHOT OMUCOBOT CTATHCTHKM 32 MEPIOZIOM JiKYBaHHS.

Brnue itpakonasony (npenapat-iniuiatop) na @K eHTpekTHHIGY OLiHIOBaBCS y cy0’ekTiB
Koropru 1 i Bnnus pudamniny (mpenapat-ininiatop) ouinroaecs y cy6’ekTis Koroptu 2. V
KkoxXHii Koropri ananis BukoHyBaBcs 3a JONOMOrO MOieNi 3Mimanux edexTis i3 dikcoraHUM
e(exToM 1 NiKyBaHHs (JMIle eHTPeKTHHIG a60 eHTPeKTHHIB 3 iTpaKoHasosoM abo pudammninom)
i Cy6’€KTOM 5K BUNAKOBUM e(heKTOM Ha JiorapudMidHO mepeTBopeHi (HaTypaibHUi norapudm)
®K napamerpn Cmax, AUCINe Ta AUChst. Bynn Hanani ToukoBa owuinka ta 90 % I s
BIIHOIIEHHS TE€OMETPHYHOIO CEPEAHBOrO, PO3PAXOBAHOIO METOAOM HAHMEHIIHX KBaJIpaTiB
(LSM) nns koxHoro mnapamerpy. [Ipo BiacyTHicTh B3aemomii Mik iTpakoHa30J0M Ta
CHTPEKTUHIOOM poOuIM BUCHOBOK, akio 90 % JII 1is BigHOIIEHHS reomerpuynoro LSM s
EHTPEKTHHIOY B PUCYTHOCTI iTpakoHa30.1y UK prudamniny Ta JIHIIe eHTPEKTHHIGY 3HAXOAMIUCS
MOBHICTIO B Mexkax 80—125 % st Cmax, AUCINF Ta AUC jast.

Ananis Gesnieku:

Mlani 3 Gesnexu Gynn pe3toMOBaHi 3a J0MOMOTOK OMMCOBOT CTATHCTHKH. JlaHi o0 OKpeMHX
MOKa3HUKIB Ta PE3lOMe JaHUX MO0 apTepiajbHOr0 THCKY, YacTOTH CEPLEBHUX CKOPOYEHb,
napametpie EKI' Ta kniniunux naGopatopHux aHux (3aranbHuii aHanis Kposi, Gioximiunmii
aHalli3 CMpOBaTKH KPOBI Ta 3araibHui{ aHai3 ceui) Ta iHmi nani Gy HaBeaeHi B TabnuuHiit dopmi
3 TOKa3sHWKaMM CEPEJHBOIO 3HAYEHHS, MEJiaHM, CTaHJAPTHOTO BiIXWJIEHHS Ta Miala3zoHy
(MiHiMyM i MakcumyMm), 3a HeoOXigHOCTI. Jlng naGopaTOpHUX NaHUX 3 GE3IeKH 3HAYEHHS, 110
BUXO/IATH 33 MeXIi JianmasoHy, Gy/lo MO3HAYEHO y CNHMCKAX JAHWX, | TIOBUHeH OyB GyTH
Mpe/ICTaBNEeHUH CITUCOK KIIHIYHO 3HAUYIHUX BiAXWIeHb Big HopMH. Hebaxani apuma ta H, ski
BUHUKamM mif 4yac nikysanna (TEAE), Gynu 3akoloBaHi Ta pe3lOMOBaHi 3a KJI4COM CHCTEMH
OpraHiB Ta TEPMiHOM MNEPEBAKHOrO BHUKOPUCTAHHS Me[MYHOrO CNOBHHKA TEPMiHONOMT ams
perynsropHoi aisasHocTi (MedDRA) Bepcii 20.0.

19.
Jemorpadiuni
NOKa3HUKH
JOCJ1i JPKYBaHOT
nomynsauii
(crars,
paca, To1o)

BIK

]

Yei cy6’exun Gyan yonosikamu. ¥V Koropri 1 cepejniii Bik cTaHOBHB 43,5 pOKy (nianazoH: 28—
55 poki). Cim cy6’exris (70 %) 6yiu eBpomneoinHoi pacu ta 3 ¢y6’extu (30 %) — HerpoiHoi pac
un adpoameprkanusmu. Y Koropri 2 cepenniii Bik cranosus 30,7 poky (miamason: 18-48 POKiB).
Bicim cy6’exriB (80 %) Gynu espomeoimoi pacu, 1 cy6’ext (10 %) — HEerpoimHoi pacu 4u
adppoamepukaueM i | cy6’ ekt — iHimoro agpukancskoro noxomkenns (10 %).

20. Pesynbratu
e()eKTHBHOCTI

PDapmMaKoKiHeTHYHI pe3yabTaTH

®apMakoKiHeTHKa eHTpeKTHHIOy B nmasmi kposi (Koropra 1, nume eHTpexkTHHI6 aGo 3
ITpaKoHa30JI0M):

Cinax, AUChast Ta AUCINF 17191 eHTpekTHHIOY 6yiu npubinsuo na 73 %, 426 % ta 504 % Briumu,
BIZMOBI/IHO, KOJIM EHTPEKTHHIO 3aCTOCOBYBANM CYMYTHBO 3 ITPAKOHA30JIOM MOPIBHAHO JMIIE 3
eHTpekTHHiOOM. Cepenniii eniMiHaliitHuit tin eHTpekTHHIGY mMicas MpuioMy eHTpeKTHHIGY 3
iTpakoHasooM (51 ropuna) 6yB IOBIMM HiX NPUAOMI JHIle eHTPeKTHHIBY (20 roauH).

dapMaKoKiHETHKA EHTpeKTHHiOy B mmasmi kposi (Koropra 2, 1
pudamninom):

NEPEKNAR BI
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Cunax, AUCrast Ta AUCINF U1 eHTpeKTHHIOY Gy npu6ausHo Ha 56 %, 77 % Ta 77 % HUKUMMM,
BIZMOBIZHO, KOJIM EHTPEKTHHIO 3acTOCOBYBalM pa3oM i3 pudammiHOM MOPIBHAHO 3 JIHINE
eHTpekTuHiOom. [lepion HaniBBHBeAeHHS eHTPeKTHHIOY 3HMKYBaBes 3 16,9 10 10,2 roguHu.
DapMaKOKIHETHYHI Pe3YNbTATH IS eHTPEKTHHIOY Ta M5 Haeeseni B Tabauuax 1 i 2.

Tabmnug 1: Cepenni (%KB) dapmakokineTnuni nokasauku M5 y niasmi kposi

Koropra | TIlepion [Jlikysauns Tinax®  [Conax (M) Tip?® (rom)| AUCp24 | AUChs | AUCKr |Cogn (BM)] 112 (ron) |BignowenHs M5/
(no3a (rox) (#M-rox) | (kM- rox) | (HM-rox) EHTPEKTHHIO
EHTPEKTH-
Hiby)
Koropta 1 Cmax | AUCr
(100 mr) [Koutpons | Cepen-| 5,00 §5,1 120 642 1520 1780 18,4 41,8¢ 0,151 | 0,288
Mepion 1 (n=10) Hili
KB% [3,00-5,00 319 |72,0-144| 29,1 33,1 27,0 28,6 25,0 264 | 282
INepion 2 (CynyrHiii | Cepen- 6,00 339 144 579 2860 44904 244 92,1° 0,0538 | 0,124
npuiiom Hil
iTpakona- | KB% |5,0048,0| 407 | 142-144 | 348 259 30,5 273 332 335 | 29,1
Bony
n=9"
Koropra 2 | Ilepion 1 [Koutpons | Cepen- | 5,00 445 120 4960 11000 12000 145 34,1 0,234 | 0,337
(600 mr) n=10) Hil
KB% [4,00-5,00 71,8 118-124 65,7 52,8 51.5 52,3 1257 58,8 56,2
Tlepioa 2 [CynyThif | Cepen-| 3,00 110 72,0 877 1330 1580 15,0 322° | 0,136 | 0,187
npuiom Hii
pudamni- | KB% |2,00-6,00( 21,1 [48,0-96,0| 24,0 294 232 28,1 29,0 233 28,0
Hy (n=10)

* Tmax 1 Tiast HaBezieHi 3a Menianoto (mianasonom); ® Cy6 ekt 0001-0105 ne 3asepmup Tepiox 2
(He OTpUMYBAB eHTPEKTHHIO); © 3BelieHa CTAaTHCTHKA /7IA t1/2 BBAXKAETHCA HEHA/IHOK, OCKIIBEKHU
Ginblle  MOJOBMHM  HAsBHMX  BMMIDIOBAIbHHX  NapamerTpiB  (MOKAa3sHHKH  tip),  SIKi
BUKOPHCTOBYBAIMCh /11 OOYMCIEHHS, BBa)Kaluch HeHamiliHumu; ¢ 3BejleHa CTATMCTHKA Jis
AUCKNF BBajka€ThCs HEHALIMHOIO, OCKiJBKM OiNble TIOJOBUHU Cy0’€KTiB MalOTh TMOKA3HUK
%AUCextrap, wo nepesuiiye 20 %.

Tabauus 2: CraTucTHYHA OLiHKA BIUIMBY iTpakoHasoy Ta pudamniny Ha @K eHTpekTHHIGY

Koropra Tecr (NY/ @K napamertp I'eomerpuyne LSMP I'eomerpuune BigHouienHs LSM (%)
Cranpapr (N)? Tect Konrtpons | BigHowmenns® 90 % M1 90 % A1
(HUKHIH) (BepxHiif)

1 Cynythe Cmax (HM) 615 355 173 137 218
BACTOCYBAHHSA AUC)ast 30500 5790 526 401 691
irpakonazony (9)| (uM-rox)

KoHTpOE (9)* AUCe 36100 5970 604 454 804
(sM-ron)

2 ICynyThe Crmax (HM) 807 1810 444 35,3 55,9
BAacTOCYBaHHA AUClast 8300 35900 23,1 18,2 294
puamniny  (10)] (aM-rox)

KKonTpotk (10) AUCnr 8440 36300 233 18.4 29,5
(M -rox)

# Tect: i3 cymyTHiM 3acTocyBaHHAM iTpakoHasosy abo pudamIminy, cTaHgapT: mpuioM THIIe
eHTpekTHHiOy, N: uncio cy6’ekris B ananisi; ® LSM: MeTo HalMeH X KBaJpaTiB; ¢ BiTHOLIEHHS
ITpaKoHa30J/KOHTpob abo pudammin/kourpois; ¢ Cy6’ext 0001-0105 ne 3apepmus [lepiox 2
(eHTpeKTHHIO He 3aCTOCOBYBABCS).

21. PesynbraTti
Oesneku

Y 1pOMY JOCHIi/DKEHH] He MOBiJOMIIANIOCH MPO BUMAKH CMEPTI UM Cepiio3Hi HebakaHi ABMIIA.
Opun cy6’ext y Koropri 1 nepeauacHo BubyB 3 mociimkeHHs B aeHb 13 mepioay 2 uepes HSI
(nigBuIEeHHsA piBHA anaHiHamiHoTpaHcdepasu [AJIT]), mo 6y10 po3liHeHe AOCIIIHUKOM SIK He
MOB’si3aHE i3 32CTOCYBAHHAM EHTPEKTHHIOY, O/IHAK OB’ 13aHe 3 NPUIIOMOM iTpakoHa301y.

IIporsirom mepiogy 1 e noeigomnsnock npo HA (npuifoM nuine eHTpexTHHIOY) B KOXKHil
Koropri. Tomy Bei nosizomneni TEAE y pocnimkensi BinGynucs npotsrom nepioay 2 Koroprtu
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pudamminy, Ta Gyra posuiHeHa [OCHIAHMKOM $K MOB'S3aHa 3 pudaMiHOM Ta KiiHiyHO
HesHauymow. He cnocrepiramuce kinidiuHo 3Hauymi TenpeHuii B pesynbrarax KIiHIYHMX
nabopaTOPHUX TECTiB, OCHOBHMX MOKA3HMKAX KUTTENiATbHOCT opraHismy, pesyiasrarax EKI" aGo
(i3uKanbHOrO 06CTENKEHHS.

CynyTHe 3acTOCYBaHHS CHMJIBHOTO inribitopa CYP3A4 (itpakomasony) 3 EHTPEKTHHIOOM
MPHU3BOAMIO 110 3pOCTAaHHSA eKCnosuuil eHTpekTHHiOy (AUCF) npubnusno B 5 pasis. CynyThe
3aCTOCYBaHHs CHJIBHOTO iHAyKTopa (pudamiiH) 3 eHTpeKTHHIGOM NPU3BOAUIIO [0 3HMKEHHs
eKCro3uLii eHTpeKTHHIOY mpubauzHo Ha 77 %. Lli pe3ysbTaTH CBifuaTh, 110 EHTPEKTUHIO,
BiporijiHo, € uyrnuBuM cyGerpatom CYP3A4.

EntpexTuHi® BusBUBCS Ge3neunum Ta Ao0pe MepeHOCHMMMM TIPH CYMyTHBOMY 3aCTOCYBaHHi 3
ITpaKkoHa30710M 260 pudamniHOM 310pOBHM JOPOC/IMM YOJIOBIKaM.

22. BucHOBOK
(3aKsroueHHs)

3asBHUK (BJACHHK PeeCTpaLiiiHOro NocsigueHHs)

. Xopdmann-Jls Pow JItg

[Tigmuc ITimmuc

O . Xoddmanu-Jls Pom JIta ©.Xoddmanu-JIa Pom JItn

Binnin 3 MixkHapoHHX peryisSTOpHHX NHTaHb Binain 3 MiskHapoOHHX peryasTOPHUX MUTAHb
bazesns, I1Iseiiuapis basens, I1IBeiiuapis

Epika Exens Xas’ep [Ipyruapn

NEPERNAA
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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 No 460.

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

Protocol No. RXDX-101-09. An Open-Label, Randomized, 2-Period,

Single-Dose Study to Assess the Relative Bioavailability of F06
Entrectinib Formulation When Administered With or Without a
Proton-Pump Inhibitor in Healthy Adult Male Subjects.

6. Clinical trial phase

Phase [

7. Period of the clinical trial

From 7 Nov 2017 (date of first enrollment) till 12 Jan 2018 (date of
last completed).

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned: 20 subjects (10 per treatment sequence).
Actual: 20 subjects (10 per treatment sequence).

10. Goal and secondary objectives of
the clinical trial

Primary

To assess the relative bioavailability of a single dose of entrectinib
FO6 formulation under fasting conditions, when administered with or
without multiple daily doses of lansoprazole in healthy adult male
subjects.

Secondary

To evaluate the safety and tolerability of a single oral dose of
entrectinib when administered with or without multiple daily doses of
lansoprazole in healthy adult male subjects.

11. Design of the clinical trial

This study was an open-label, randomized, 2-period, 2-way crossover

study under fasting conditions conducted to assess the relative
bioavailability of entrectinib FO6 formulation (hereafter referred to as
entrectinib) under fasting conditions, when administered with or
without multiple daily doses of lansoprazole in healthy male
volunteers.

12. Main inclusion criteria

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




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

Entrectinib (RXDX-101) FO6 lot A, 200 mg capsule.
Subjects received the entrectinib dose of three 200 mg capsules orally
in the fasted state on day 1 of treatment A and day 5 of treatment B.

14. Comparator, dose, method of
administration, strength

Lansoprazole delayed-release capsules USP, 30 mg (manufactured
by Teva Pharmaceuticals USA, Inc.).

Subjects received one lansoprazole 30 mg delayed-release capsule
orally in the fasted stated on study days 1 through 9 of treatment B.

15. Concomitant therapy

Concomitant medications were prohibited as listed in the exclusion
criteria. After randomization, acetaminophen (up to 2 g 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.

During the study one subject on treatment B received Garlic Pill for
elevated blood pressure.

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 0 to up to 24 hours postdose (AUCq24), area under the
concentration-time curve from time O to time of last measurable
concentration (AUCs), area under the concentration-time curve from
time zero to infinity (AUCF), apparent total clearance (CL/F),
maximum plasma drug concentration (Cumax), analyte concentration in
the plasma measured at 24 hours postdose (Ca4n), time to last observed
quantifiable plasma concentration (Tis), time to reach maximum
plasma concentration (Tmax), halflife (t), apparent volume of
distribution (Vz/F), apparent first order terminal elimination rate
constant (A;), and percent AUCnr that is calculated by extrapolation
from AUC st (% AUCextrap)-

17. Safety evaluation criteria

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

18. Statistical methods

Statistical 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
cither study drug (entrectinib or lansoprazole) were included in the
safety evaluations.

Statistical Analyses

PK Analysis:

PK parameter data were analyzed and reported in a separate PK report
by Ignyta according to a separate PK SAP.

Entrectinib PK data were reported as individual and summary
descriptive statistics.

The AUCjust, AUCINE, and Cmax for entrectinib were analyzed using a
linear mixed effects model to calculate the geometric least-squared
mean (LSM) ratio using natural log (In)-transformed data. A 90% CI




was constructed around the ratio of the geometric LSM for the PK
parameters.

Lack of interaction effect was concluded if the 90% Cls for the ratios
of LSM of the In-transformed AUC 1ast, AUCInE, and Cmax of entrectinib
fell within 80% and 125%.

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

All 20 subjects were male. The majority of subjects were white (95%)
and were of Hispanic or Latino (70%) ethnicity. The mean age of
subjects was 35.6 years and the mean body mass index (BMI) was
27.695 kg/m?.

20. Efficacy results

Pharmacokinetic Results
Twenty subjects received lansoprazole but only 19 received
entrectinib. Thus, the final enrolled population consisted of 19 healthy
male subjects. There were no dosing deviations observed in this study.

Statistical assessments showed that the entrectinib AUClast,
AUCINF, and Cmax were decreased by approximately 26%, 26%, and
24%, respectively, when entrectinib was coadministered with
lansoprazole compared with entrectinib alone under fasted conditions.
In the presence of 30 mg lansoprazole, median Tmax of entrectinib was
delayed to from 3 to 5 hours. M5 AUCINF exposure was
approximately 29% and 33% of parent in the absence and presence of
lansoprazole, respectively.

21. Safety results

No deaths or serious adverse events (SAEs) were reported in this
study. One subject was discontinued from the study due to the AE of
elevated blood pressure that was considered not treatment emergent as
it occurred prior to entrectinib administration. Overall, AEs were
reported by 11 (57.9%) subjects in this study, with more subjects
reporting events following treatment A (52.6%) than treatment B
(36.8%). The most frequently reported AE was oral paresthesia,
reported by 26.3% of subjects overall and with all events considered
by the PI to be related to entrectinib but not related to lansoprazole. No
mean serum chemistry and hematology laboratory values were
clinically significant at the assessed time points, and no remarkable
trends were noted in vital signs, ECG, or ophthalmic assessments in
this study with regard to treatment.

22. Conclusion

In the presence of lansoprazole, entrectinib plasma exposures (Crmax
and AUC) decreased by approximately 24% to 26% compared with
entrectinib alone under fasted conditions. These results indicate that
changes in gastric acid secretion or gastric pH have the potential to
alter the PK of entrectinib through changes in entrectinib absorption.

Single doses of entrectinib (formulation FO6) administered alone or
in combination with oral lansoprazole, appeared to be safe and




generally well tolerated by the healthy male subjects in this study. No
deaths or SAEs were reported in this study. One subject was
discontinued from the study due to an AE of elevated blood pressure
that was considered not treatment emergent, as it occurred prior to
entrectinib administration.

Overall, TEAEs were reported by 11 (57.9%) subjects in this study.
The most frequently reported TEAE was oral paresthesia, reported by
26.3% of subjects overall and considered by the PI to be related to
entrectinib but not related to lansoprazole. No mean serum chemistry
and hematology laboratory values were clinically significant at the
assessed time points, and no remarkable trends were noted in vital
signs, ECG, or ophthalmic assessments with regard to treatment.

Applicant (Marketing Authorization Holder)

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

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




3BiT npo KJIiHiYHe BUNIPOOYBaHHS

1. Hasga nikapcekoro 3aco0y (3a

HasIBHOCTI - HOMep peecTpailiiinoro PO3JIITPEK® (ROZLYTREK®)
MOCBIT4EHHS)

@ . Xopdmann-Jls Pour Jitxa

L I'penzaxepmitpacce 124, 4070 Bazens, I1IBeiinapis
@.Xodpmanu-JIa Pow JItg
= BHpRONaR Bypwicser, 4303 Kaiicepayrcrt, IlIsetinapis
4. IlpoBeneHi H0CiPKEHHS: : TaK O Hi AKIIO Hi, 0OIrpyHTYBa

Jlikapcbkuii 3aci6 3a MOBHMM 10Che (ABTOHOMHE J10ChE), iHIIMI
nikapchKuid 3aci6, HoBa JAil0ua peYOBMHA 3riIHO MYHKTY 1
(mizmynxry 1.1) po3ainy I1I [opsaxy Hakazy MO3 Vkpainu Bij
23 nunus 2015 poky Ne 460.

1) Tun nikapcekoro 3aco0y, 3a AKUM
nposojuiacs  abo  TUIaHyeThCs
peecTpallis

IIporokon Ne RXDX-101-09. Biakpure paunnomizoBaHe
5. TloBHa  HasBa  KJIiHIYHOTO |JOCIiPKEHHS OJHOPA30BOI J03M 3 2-Ma NEpiofiaMy 3 OLHKH
BUNPOOYBaHHs, KOJOBaHMii HOMep |BiTHOCHOT GiosocTynHoCTi Gopmu BunycKy eHTpekTHHIOY FO06
KJiHIYHOTO BUNPOOYBaHHS Mpu 3acTocyBaHHi 3 abo Oe3 iHribitopa MPOTOHHOrO Hacocy y
30POBUX JOPOCIHX YOJIOBIKIB.

6. ®asa KniHiuHOro BUNpoOyBanns | ®aszal

3 7 nucronmana 2017 poky (mata BK/IIOYEHHs MEPIIOTO
cy6’exra) mo 12 ciuna 2018 poky (mara 3aBepiueHHs y4acti y
JOCJIiPKEHHI OCTAHHBOTO CY0’€KTa).

7. Ilepion npoBefeHHs KIiHIYHOTO
BUIIPOOYBaHHs

8. Kpainu, ne nposoaunocs kiiniune | CLIA
BUNPOOYBaHHS

3annanoBano: 20 cy6’exkrie (10 Ha mociifOBHICTB
9. KinbKicTh 0CTiHKYBaHHUX JiKyBaHHS).
DaxTuyno: 20 cy6’extis (10 Ha noc/i IOBHICTD JIiKyBaHHS).

IlepBunHa

Ouinnty BiIHOCHY 6i0f0CTYNHICTE OJJHOPA30BOI 103U GOPMH
Burycky FO06 entpektuniOy mnpu npuitomi Hatiie, npu
3acTOoCyBaHHI 3 abo 0Oe3 6araTopa3oBHX ULIOAEHHUX 03
JIAHCOTIPa30J1y Y 3J0POBUX JOPOCIIUX YOJIOBIKIB.

Bropunna

Ouinuty Ge3nexy Ta NepeHOCUMICTh 0JIHOPa30BOi 1031 hopMU
eHTpeKTHHIOY npu 3acTocyBaHHi 3 abo Ge3 GaraTtopa3oBHX
IIOACHHHX /103 JTAHCOIIPa30J1y Y 3J0POBUX AOPOCIUX YOJIOBIKIB.

10. Mera Ta BTOpHUHHI  Wijdi
KJIiHIYHOrO BUNPOOYBaHHS

Lle Oyno BimkpuTe, paHAOMi30BaHe IOCHI/KEHHS 3 ABOMA
nepiojaMyM Ta NepexpecHUM Ju3ailHOM i3 BOMa BapiaHTaMu
NiKyBaHHS NPH NMPUHOMI HaTLIE, IO MPOBOAUIOCS /IS OLIHKH
BifHOCHOT GiogocTynHocTi dopmu Bunycky FO6 entpekTuHiGy
(nani iMmeHOBaHMi1 AK eHTPeKTUHIO) NMpu mpuiiomi HaTmie, Npu
3acTocyBaHHi 3 abo 6e3 OararopazoBux 03

11. Ju3aiin KJiHIYHOTO
BUNPOOYBaHHs
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12. OcHoBHI KpuTepii BKIIOYEHHS

OCHOBHHMH KPHTEpiIMH BKTIOYEHHs OyIu: 3JI0pOBi 3
ME/IMYHOT TOUKH 30py OPOCHi YOJOBIKH, sIKi He KYpsTh, BIKOM
BiZ 18 10 55 pokiB BK/IIOYHO, fAKi 34aTHI KOBTATH BEJIHKE YHCIIO
Karncyi.

13. JlocnmimkyBanuii  JnikapchKuit
3aci6, cnoci6 3acTocyBaHHs, cuna il

Entpextini6 (RXDX-101) F06 cepis A, kancynu mo 200 mr.
Cy6’exTr oTpUMYBaIH eHTPEKTHHIG y 103i TpH Kancyu mo 200
MI' TI€pOpaibHO HATINE B JA€Hb 1 JIIKyBaHHA A Ta B J€Hb 5
niKyBaHHs B.

14. Tlpemapar nopiBHsHHs, j03a,
croci6 3acTocyBaHHs, cuna il

Jlanconpason y kancynax i3 BiACTpOYeHMM BHBIiTbLHEHHAM
USP, 30 mr (Bupo6HuiTea Teva Pharmaceuticals USA, Inc.).

Cy6’exTh OTpUMyBaIH OfHY Kamncysy nanconpazony 30 mr i3
BIICTPOYEHHM BHBINBHEHHAM MEPOPANbHO HaTiie B AHi 1-9
AOCTIKEeHHs JIiKyBaHHs B.

15. CynyTHa Tepanis

Cynyrths Tepanisi Gyna 3a60poHeHa, OCKiJbKM 3a3HaueHa B
KpuTepisx BukaoueHHs. [Ticas panaomisanii aneraminoden (10
2 r BOpOJOBXK 24 TOAMH) Mir 3aCTOCOBYBaTHCA 3a PilLEHHSM
FOJIOBHOIO J0CIiAHHKA a60 yIOBHOBAXKEHOT 0COOH. [Tpenapatu
TOPMOHIB IIMTOBK/IHOT 3a7103H /15t 3aMiCHOT Tepanii Moru 6y Ty
JI03BOJIEH], SIKIIO CYG’eKT OTPUMYBAB aHAJOTiuHy CTabiibHY
03y MPOTArOM OCTaHHiX 3 MicALiB mepen aHem 1 nepioay 1.

Ilporsirom pocnimkeHHs omuH cy6’ekT Ha nikyBaHHI B
OTPHMYBAaB YacHHK y TabneTkax i3 NPUBOAY MiJBMILEHOTO
apTepianbHOIO THCKY.

16. Kpurepii ouinku edekTuBHOCTI

Kinuesi Touku mis ouinku:

PapmakokiHeTHKA

Hactynni @K napamerpu ouiHoBanuch ams EHTPEKTHHIOY B
Mia3Mi KpORi, 3aeKHO Bil CHTyauii: Mo Iij KpHBOIO
«KOHLEHTpaLis-4ac» Bia yacy 0 1o 24 roauu micis 103yBaHHS
(AUCo-24), rmomwa n1iji KpMBOIO «KOHLiEHTpallisi-uacy Bij yacy 0
JI0 ¥acy OCTaHHbOI BUMiprOBaibHOT KOHUEHTpauil (AUCHas),
niowa Ml KPUBOK «KOHLEHTpauis-yac» Bin wacy 0 go
HeckiHueHHocTi (AUCINF), OYeBMAHHMIT 3aranbHuii KITipeHC
(CL/F), makcumanbHa KOHLEHTpaLlisi JiKapchkoro 3acoly B
miasMi KpoBi (Cmax), KOHLEHTpALlis aHaniTy B MiasMi Kpoei,
BU3Ha4YeHa yepes 24 rojaunu micns no3ysauHs (Casn), yac 10
OCTAaHHBOI ~ CIOCTEPEKYBAHOI  KiJBKICHO  BMMipIOBaIbHOT
KOHIleHTpauii B riasmi KpoBi (Tist), Yac 10 JOCATHEHHs
MaKCHMaJIbHOT KOHUEHTpalii B mmasmi KpoBi (Tmax), mepion
HarniBBUBeNeHHsA (1), OYEBMOHMI 00’eM poznoainy (Vz/F),
OYEeBHJIHA

KOHCTaHTa IIBU/KOCTI TEPMiHabHOI emiMiHauii nepmoro
npoxo/pkeHHs (Az) Ta Biacotok AUCKNF, mo 06GYHCIIHOETHCS
uiIXoM ekerpanosauii 3 AUC kst (%AUCexirap).

OuinloBaHUMM 3MiHHMME 3 Gesneku Oynu HebaxkaHi sBuiIa
(HS1), pesymbrat  KIiHIYHMX nabopaTopHuX  TecTiB,

17. Kpurepii ouinku 6e3neku ¢izukanbHOro 00CTexEHHS, OCHOBHI OKAa3HUKH
KUTTEAIsIBHOCTI  opranismy, EK[ y 12 _pifise Ta
. \)
odraneMonoriyHe 06CTeKEHHS. ¢.*~‘11
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18. CtatucTUYHI METOOU

Homynauis, 10 aHami3yeThCs:

DK nonynayia: yci cy6’extn 3 ouinroBanum ®K npodinem
Oynu BmoueHi B @K nonynswio.

Honynayis 6esnexu: yci cy6’ekTH, AKi OTpUMANH MOHANMeHIIe
OfHY 103y  Oyap-AKOro  JOCHDKYBAHOrO  Mpenapary
(enTpexTuniOy abo naHcompasony), Gy BKIIOYEHI B OL{HKY
Oe3neku.

CraTucTHuHMIi aHATI3:

@K ananis:

Jani mono ®K napamertpis ouiHIOBANKCE i MOBIIOMISINCH B
okpemomy @K 3BiTi Kommanielo Ignyta BignmoBigHo 10
OKPEMOro MjiaHy ctaTucTuyHoro axainizy (CAIT) K.

OK pmaHi ang eHTpeKTHHIOY TNOBIZOMISIMCH Yy BUIIAZ]
OKpeMMX  CTaTHCTHYHMX JaHMX Ta pe3lOMe  OIHCOBOT
CTATHCTHKH.

AUChst, AUCINF Ta Crnax 1011 €HTPEKTHHIGY aHanizyBamuch 3a
JOTIOMOTOK JIiHiHHOT Mozeni 3i 3mimanumu edexkramu 114
00YHCIIEHHS FeOMETPHYHOTO CEPEAHBON0 METOAOM HaMEHIINX
kpajpaTiB (LSM) 3a nomoMorow aaHux, TpaHc(OpMOBaHUX 3
BUKOPUCTaHHAM HatypansHoro jorapugma (In). 90 % JII 6ys
noOy10BaHMit HABKOJO CTIBBiJHOIIEHHs reoMeTpuuHoro LSM
s OK napamerpis.

BincyrHicTe edekty B3aemonil miaTBepmKkyBanu, ko 90 %
1 s CMiBBiAHOIIEHHS LSM JorapuMiyHo
TpaHchopMoBaHUX AUCHst, AUCINE T8 Cmax /1151 €HTPEKTHHIOY
3HaxoauBcs B Mexax Bij 80 % 10 125 %.

AmHani3 Ge3nexu:

Vei nani 3 kainigHOT Ge3nekn Ta MepeHOCHMMOCTI, OTpUMaHi y
BKIIOYEHHX B JOCHiMKeHHs cy0’ekriB, Oynum 3a3HayeHi 3a
Cy0’€KTOM i XPOHOJIOTIUHO 38 YACOBMMM TOYKAMH BHKOHAHHS
ouinku. lle BKMOYaNO MOBTOPHI TNeEpeBipkH, MNO3aMIaHOBI
OLIHKM Ta J0CTPOKOBe npunuHeHHs. Cy6’exTH B momynsuii
ananisy Gesnexu Oynu BKIIOYEH] B y3arajibHeHHs G€3MeKH.

IndepenitianbHa craTucTHKa HE MPOBOAMIACK.

19.  JlemorpadiuHi  noOKasHHKH
JOCHiKYBAHOT TOMynAmii  (cTars,
BiK, paca, TOILO)

¥Y¢i 20 cy6’exrie Gynu yonoBikamu. Binbuicts cy6’exrin 6ymu
eBponieoinoi pacu (95 %) i Oymm narMHOAMEpUKAHLAMH
(70 %). Cepenniii Bik cy6’ekTiB cTaHOBHB 35,6 poKy, cepeHiii
iHaeke Macu Tina (IMT) — 27,695 xr/m?.

20. Pesynbrati epeKTHBHOCTI

®apmakoKiHeTHYHI pe3yJibTaTH
20 cy0’exTiB OTpUMyBalM JIAHCOMPA30J, OJHAK jume 19
cy0’€eKTiB OTpUMYBaIM eHTPeKTUHIO. TakuM YMHOM, 3aK/IrOuHa
MOy AL BKIIOYEHUX 10 JOCIi/DKEHHS MALicHTIB CKIafanach
i3 19 3popoBux uonoBikiB. B uboMy JocnikeHHi He
CIOCTEPIranoch BiIXUJIEHb Y 103yBaHHI.

CratuctnuHa ouinka nokasana, mo AUClast, AUCINF Ta
Cmax s eHTpe}c'rm-uGy 3MEHIIYBaJIUCh an6
26 % Ta 24 %, BiINMOBiHO, KOJIK EHTPEKTH

OJHOYaCHO 3 HaHCOHﬁ?ﬁﬂor{\i’{}}OplBﬁUi
/n

C€HTPEKTUHIOY HaTIie pﬂcyTH
[QROBAY |




JNlaHcomnpasony Meiana Tmax €HTPEeKTHHIOY Gyna BifcTpoueHa 3
3 mo 5 roauH. Ekcnosuuis AUC|e ang M5 craHoBuna
npubn3HO 29 % i 33 % Bij BUXiAHOTO NiKapchkoro 3acoby npu
Bi/JICYTHOCTi Ta MPUCYTHOCTI JTAHCOMPA30Y, BiIMOBiIHO.

21. Pesynbratu Oe3nexu

Y 1poMy J0CHiKEHH] HE OBIOMIISIOCH PO BUNAIKH CMEpTi
4d cepiosHi Hebaxcani sBuma. OpuH CyG’eKT mepenyacHo
BUOYB i3 nocnimkenns yepes HS nigBuimenns aprepianbHoro
THCKY, 10 Oy10 po3liiHeHe K Take, IO HE BMHMKIIO MijJ 4ac
MKYBaHHS,  OCKiNBKM  crocrepiranocs 10  mpuifomy
eHTpexTunidy. 3aranom mpo HS noeizomasnocs y 11 (57,9 %)
Cy0’eKTiB y LIBOMY JIOCIIi/PKEHHI, IPH LbOMY 6inble cy6’ eKTiB
MOBIIOMIUIA MPO fABHIIA Micas JikyBaHHS A (52,6 %)
NopiBHAHO 3 JjikyBaHHAM B (36,8 %). Haii6inem wacto
nosigomiaenum HS Gyna napecresis poToBoi MOpoXKHHHH, 1O
BUHHMKJIA 3arajoM y 26,3 % cy6’ekTiB i npu 1poMy Bci sBuIa
Oynu posliHeHi TrOJOBHHM JOC/TiIHUKOM fK NOB’s3aHi i3
3aCTOCYBaHHAM  €HTPeKTMHIOy Ta He mnoB’sA3aHi i3
3aCTOCYBaHHAM JjaHcompasony. JXonaHi cepeaHi nokasHUKH
0i0XiMi4HOTO aHaNi3y CHPOBAaTKH KPOBI Ta 3arajbHOTO aHami3y
KpOBi He Oy/M KJIiHIYHO 3HAYMMHMMHM B YACOBHX TOUKAaX OLHHOK
Ta HE CTIOCTEPiranycs OMITHI TEHAEHUIT B pe3y/IbTaTax OlLiHKH
OCHOBHHUX TMOKa3HMKIB JKUTTEisNbHOCTI opranizsmy, EKT uu
pe3yibTartax O(TaIbMONIONIYHOrO OOCTENKEHHS 3a1eKHO Bijl
NIKyBaHHS Y LbOMY JOCIIiKEHH.

22. BUCHOBOK (3aK/IH04eHHs)

Y NPUCYTHOCTI JIaHCONIPa30Ily EKCIO3MLs EHTPeKTHHIOY B
nnasmi KpoBi (Cmax Ta AUC) 3MeHIIyBanaca npubansHo Ha 24—
26 % TOpIBHAHO i3 NpuHOMOM JHILe eHTpekTHHIGY HaTime. Lli
pe3y/IbTaTH CBi/14aTh, 110 3MiHa CEKPELii TYHKOBOro COKy abo
pH mnyHky mawoTh noreHuian 3MiHroBatn ®K EHTPEKTHHIOY
LIJISIXOM 3MiHW BCMOKTYBAHHS €HTPEKTHHIGY.

OnHopasosi no3u entpekTHHiGy (dopma Bumycky F06) y
pexknmi  MoHOTepamii a6o B komGiHauii i3 mepopanbHUM
JIAHCONPa30/10M, BHABUINCH Ge3neyHHMMM Ta 3aranoMm noGpe
NEPeHOCHIHCA 310POBMMH YOJIOBIKAMU Y LILOMY A0CIiKEHHI.
Y 1bOMY NOCHiKEHHI He TOBiJOMIISUIOCH PO BUNAAKH CMepTi
4 cepiosHi HeGakai sBuia. OQuH Cy6’eKT mepepyacHo
BUOYB 3 jociipkenns yepes HS miasuwenns aprepianbHoro
THCKY, 110 Oy10 po3liHeHe fK Take, 0 He BHHMKIO IIij Yac
MKyBaHHs,  OCKilbkM  CHOCTepiraiock 10  mpuifomy
EHTPEeKTHUHIOY.

3araiom npo HS, wmo BUHMKIM mig uac TiKyBaHHs,
nosigomasnock y 11 (57,9 %) cy6’exriB y upoMy A0ci KEHH.
Haiibinbw yacto nopimommoeawnm HS 6yna napecresis
pOTOBOI MOPOKHWHM, IO BHHUKIA Yy 3aranom y 26,3 %
cy0’ekTiB i npu ubomy BCi ABMIIA OYIM PO3L[iHEHI TOJOBHUM
AOCII AHUKOM HK HOB A3aHi i3 3aCTOCYBaHHAM eHTpeKTHH16y,
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4aCOBHX TOYOK OLLIHOK Ta He CTIOCTepirantucs MOMiTHI TeH e i
B pe3y/ibTarax OLiHKM OCHOBHHMX MOKA3HMKIB KUTTELiSILHOCTI
opranismy, EKI" u4m pesynpratax odransmonorigsoro
00CTEKEHHS! 3aIeXKHO Bifl JIIKYBAHHS Y UBOMY JOCITiIXKEHHI.

3asBHUK (BJIACHUK PEECTPALIIHHOIO MOCBiTYEHHS)

®.Xoddpmann-Jls Powr JItg

Ilignuc [Tiamuc
. Xoddmanu-JIa Pour JIta ©.Xoddmann-Jls Pour Jltn
Binain 3 MizkHApOAHHX PeryJsSTOPHUX MHTAHb Binmin 3 MiskHAPOAHHUX PETYIATOPHUX NUTAHD
Basens, Lseiinapis Basens, Llreiinapis
Epika Exens Xaw’ep [Ipyraapn
NEPERNAA
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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 No 460.

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

Protocol No. RXDX-101-08. An Open-Label, Randomized, 2-Period,
Single-Dose Study to Assess the Influence of Manufacturing Scale on
the Relative Bioavailability of FO6 Entrectinib in Healthy Adult Male
Subjects.

6. Clinical trial phase

Phase [

7. Period of the clinical trial

From 12 Oct 2017 (date of first enrollment) till 14 Dec 2017 (date of
last completed).

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned: 24 subjects (12 per treatment sequence).
Actual: 24 subjects.

10. Goal and secondary objectives of
the clinical trial

Primary

To assess the relative bioavailability of a single oral dose of
entrectinib formulation FO6 lot A versus FO6 lot B under fasting
conditions in healthy adult male subjects.

Secondary

To evaluate the safety and tolerability of a single oral dose of
entrectinib FO6 lot A and F06 lot B in healthy adult male subjects.

11. Design of the clinical trial

This was an open-label, randomized, 2-period, 2-way crossover study
under fasting conditions conducted to assess the relative
bioavailability of entrectinib formulation FO6 lot A (manufactured in
1/6 scale) with FO6 lot B (manufactured at registration scale) in healthy
male volunteers.

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 who were
able to swallow multiple capsules.

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

Entrectinib
Entrectinib formulation FO6 lot A and F06 lot B were supplied as 200
mg capsules.




All entrectinib doses were administered orally following an overnight
fast for at least 10 hours with approximately 240 mL of water. Subjects
were instructed not to crush, split, or chew the entrectinib capsules.

Entrectinib doses for each treatment included the following:

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

Treatment B: Entrectinib 600 mg (3 x 200 mg F06 lot B capsules) at
hour 0 on day 1.

Ondansetron

Ondansetron (manufactured by Sandoz Private, Ltd.) was supplied as
8 mg orally disintegrating tablets (ODT).

In order to reduce the potential for nausea and vomiting induced by
entrectinib, all subjects were given a single dose of ondansetron 16 mg
(2 x 8 mg ondansetron ODT) without water approximately 30 to
45 minutes prior to each entrectinib dosing. An additional dose of
ondansetron may also have been administered approximately 8 to
12 hours after entrectinib dosing at the 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 2 g 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.

No concomitant medications were given during the study.

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 0 to
up to 24 hours postdose (AUCo.24), area under the concentration-time
curve from time 0 to time of last measurable concentration (AUC ),
area under the concentration-time curve from time zero to infinity
(AUCnF), apparent total clearance (CL/F), maximum plasma drug
concentration (Cmax), analyte concentration in the plasma measured at
24 hours postdose (Casn), time to last observed quantifiable plasma
concentration (Tas), time to reach maximum plasma concentration
(Tmax), half-life (tw), apparent volume of distribution (Vz/F), apparent
first order terminal elimination rate constant (A.), and percent AUCinr
that is calculated by extrapolation from AUCast (%0 AUCextrap).

17. Safety evaluation criteria

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

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 Analyses:

PK Analysis:

PK parameter data for entrectinib were reported as individual and
summary descriptive statistics.

The PK parameters AUCrsi, AUCINF, and Cmax for entrectinib were
analyzed using a linear mixed effects model to calculate the geometric
least-squares means (LSM) ratio using natural log (In)-transformed
data.

A 90% CI was constructed around the ratio of the geometric LSM for
the PK parameters.

Bioequivalence criteria were met if the 90% CIs for the ratios of LSM
of the In-transformed AUCps, AUCNE, and Crmax of entrectinib fell
within 80% and 125%. PK data on the entrectinib metabolite, RXDX-
101-M5 (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 analysis population were included
in safety summarization.

No inferential statistics were performed. -

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

All 24 subjects were male. The majority of subjects were white (92%)
and were Hispanic or Latino (79%). The mean age of subjects was 35.4
years and the mean body mass index (BMI) was 28.034 kg/m?.

20. Efficacy results

Pharmacokinetic Results

Following a single oral dose of entrectinib 600 mg under fasted
conditions, entrectinib FO6 lot A and F06 lot B were shown to have
similar exposure profiles. Entrectinib was readily absorbed and was
detectable at 0.5 hours postdose. A median Tmax of 3.5 hours was
observed. Plasma concentrations of entrectinib declined with an
average ty; of approximately 19 hours, supporting a once daily dosing
schedule. Mean CL/F of entrectinib was approximately 21 L/hr to
22 L/hr and mean Vz/F for entrectinib was approximately 550 L.

Following oral administration, entrectinib was partially converted to
its active metabolite M5 with a median M5 Tuax Occurring at 5 hours
postdose. The mean t,, of M5 was estimated to be approximately
37 hours. The M5 AUCnk exposure was approximately 32% to 35%
of entrectinib exposure.

Statistical assessments showed that entrectinib FO6 lot B and F06 lot
A were bioequivalent under fasted conditions with geometric mean
ratio and 90% CI bounds of geometric mean ratio within 80% to 125%.

21. Safety results

No deaths, serious adverse events (SAEs), or subject discontinuations
due to AEs were reported in this study. Overall, a total of 17 mild AEs
were reported by 9 subjects in this study. AE incidence was similar
between treatments. The PI considered 10 AEs to be related to study
drug and 7 AEs not related. No trends were noted in vital signs, ECG,
or laboratory assessments in this study with regard to treatment.




22. Conclusion

Following evaluation of a single oral dose under fasted conditions of
entrectinib 600 mg from formulation FO6 lot B, manufactured at
registration scale, and FO6 lot A, manufactured at 1/6th of the
registration scale, FO6 lot B was found to be bioequivalent to FO6 lot
A. These results indicate that manufacturing scale has no impact on
entrectinib formulation bioavailability and performance.

A single oral dose of entrectinib FO6 lot A and F06 lot B was
generally safe and well tolerated by the healthy adult male subjects in
this study.

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd

- f ) N/

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

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




3BiT npo KaiHiYHe BUNIPOOYBaHHS

1. Hasea nikapcpkoro 3aco6y (3a
HasIBHOCTI - HOMep peecTpariifHoro
NOCBITUEHHS)

PO3JIITPEK® (ROZLYTREK®)

2. 3agBHHUK

®.Xoddmann-JIa Pow JIta
['pensaxepurpacce 124, 4070 Bazens, I1IBetinapis

3. BupobHuk

®.Xopdmann-JIs Pom JIta
Bypwmicger, 4303 Kaiicepayrcr, I1Ieelinapis

4. IlpoBejieHi DOCIiKEHHS:

: § TaK Hi SAKIIO Hi, 0OTPyHTYBaTH

1) Tun nikapcskoro 3aco6y, 3a AKUM

Jlikapcbkuii 3aci6 3a MOBHMM J0Che (aBTOHOMHE JOChE), IHIIHIH

MiKapceKuii 3aci6, HOBa Airoua peyoBHHa 3rigHO nyHKTy | (mignyHkTy

ng:;oz;u?zcs 200 TUREYETECK 1.1) posainy TII Tlopaaxy nakasy MO3 Vkpaiuu Big 23 numus
peectpall 2015 poky Ne 460,
5  lowm em wSnin [Iporokon  Ne  RXDX-101-08. Biakpure, paHjoMi3oBaHe

BHIPOOYBaHHA, KONOBAaHWI HOMep
KJIIHIYHOTO BUTIPOOYBaHHs

JOCIIDKEHHS OIHOKPATHOT 1034 3 2 TepiofaMi 3 OLiHKH BILTUBY
06’eMy BUpOOHMLITBA Ha BiHOCHY GiogocTynHicts FO6 €HTPEKTHHIOY
Y 3I0POBHX JOPOCIHX Y0JIOBIKiB.

6. @asa KNiHIYHOro BUMPOOYBaHHs

®aza |

7. Tlepion mpoBejueHHs KJIiHIYHOTO
BUIPOOYBaHHA

3 12 xoeTHs 2017 poky (naTa BKIOYEHHS nepiioro cy6’exta) 1o 14

rpyans 2017 poky (nata 3aBepuieHHs yyacTi B JOCTiOKEHHI
OCTaHHBOrO cy0’eKTa).

8. Kpaiuu, ne nposoaunocs kniniune
BUNPOOYBaHHs

CIIA

9. KinskicTb gociimpKyBaHux

3aniaHoBaHa: 24 cy6’exty (12 Ha noCIIi JOBHICTE NiKyBaHHS),
dakTHYHA: 24 Cy(’eKTH.

10. Mera Ta BropuMHHI uini

KJIIHIYHOTO BUTIPOOYBaHHSA

Iepeunni
OuiHuTH BiftHOCHY G6iOZOCTYNHICTH OTHOKPATHOI OpaibHOT A03M

cepii A dopmu Bunycky entpektuniGy FO6 nopieHsHO 3 cepiero B
¢opmu Bunycky FO6 mpu npuiiomy HaTime Y 3J0pOBHX JI0OPOCIHX
YOJIOBIKIB.

Bropunni
OuinnTy Gesnexy i nepeHOCHMICTb 0IHOKPATHOT OpabHOT 103U cepii

A dopmu BunycKy eHTpekTHHIOY FO6 nopisusuo i3 cepicio B dopmu
Bunycky FO6 npu npuitomi HaTIle y 310pPOBHX AOPOCIHX HOIOBIKIB.

11. Huzaiin KJIiHIYHOrO

BUINIPOOYBaHHSA

Lle Gyno Bigkpute, paHIOMi30BaHe mepexpecHe AOCITiKeHHs 3 2

MOCJII/IOBHOCTAMM Ta 2 mepiojamv Mpu NpUiioMi HATINE 3 METOH
OLIHKK BiAHOCHOT GiogocTynHocti cepii A dopmu BUITYCKY
eHTpekTiHiOy FO6 (BupoGHuuTBO 32 MaciiTaGom 1/6) nipu nopiBHAHH
i3 cepieto B gopmu Bumycky F06 (Bupo6HuuTBO 32 peecTpauiitHuM
MacuTabom) y 310pOBHX 4OJI0BiKiB-106pOBOIBLB.

12. OcHoBHI KpuTepil BKJIKOYEHHS

KYpsiTh, BIKOM BiJi 18 10 55 pokiB BK/IIOUHO, i
KilbKa Kancyi.

OcHoBHI KpuTepii BKIIOYEHHS: 3[0pOBi A0pOCHi YOIOBIKH, SKi He

SKi 3 i-IPOKOBTHYTH
delinee ey
/;yzpama
ey YEPg b 2
[2)” L
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13.  JocnimkyBaHuii  JTiKapchKui
3acib, crocib 3acrocyBaHHs, cuna aji

EHTpekTunio

Cepis A Qopmu Bunycky FO6 entpextuniby i cepis B dopmu
Bunycky FO6 entpektuniby nocrauyarorscs B Kancyax 1no 200 mr.

Vei nosu enTpekTHHIOY 3aCTOCOBYBANM OpaqbHO BpAHI( HATIIE
oHaimMeHme yepes 10 roaus micas ki npubansHo i3 240 Ma BoaM.
CyG6’€exTiB NpoiHCTPYKTYBaIN He MOAPIGHIOBATH, He PO3INATH Ta He
’KYBaTH €HTPEKTHHIO B Karicynax.

Jlo3u eHTpeKTHHIOY 111 KOXKHOTO JiKyBaHHs BKJIKOYAIN HACTYIIHE:

Jlikysanua A: entpextuni6 600 Mr (cepis A, 3 xamcymu x 200 mr
dopmu Bunycky F06) B roguny 0 aust 1.

Jlikyanns B: enrpextuni6 600 mr (cepis B, 3 kancymu x 200 mr
dopmu Bumycky F06) B rogquny 0 nus 1.

OHjanceTpoH
Onpancetpon (BupoOHuuTBa Sandoz Private, Ltd.) nocrauascs

BUTJIAI TabneToK A poscMokTyBanHs (ODT) mo 8 mr.

3 METOI0 3MEHIIeHHs NMOTEHI[ialy BAHUKHEHHS HYJOTH i GIIIOBaHHA,
IHIyKOBaHUX €HTPEKTHHIGOM, yci cy0’eKTH OTpUMYBAIH OIHOKPATHY
Ao3y oHZaHceTpoHy 16 mr (2 x 8 mr onaaHcetpony ODT) 6e3 Boau
npubnuzHo  3a  30-45 xBWIMH 710 NpHHOMY  KOXKHOT  03M
eHTpeKTHHiOy. JlomaTkoBa [03a OHJAHCETPOHY TAKOXK MOTJIA
3aCTOCOBYBaTHCh MPUOJIW3HO uepe3 8—12 roaWH TiciA A03yBaHHS
CHTPEKTHHIOY 3a  pilleHHAM TrOJOBHOTO  JOCHIAHMKA  abo
YIOBHOBaKEHOT 0COOH.

14, Tlpenmapar mnopiBHAHHS, [03a,
crnocib 3acTocyBaHHs, CHia il

He 3actocoBHO.

15. CynyTHs Tepanis

CynyTHs Tepanis 6yma 3a60poHeHa, OCKI/IbKH 3a3HaY€Ha B KPUTEPIsX
BUKIIFOYEHHA. [Ticna panaomisawii aneraminoen (10 2 r BOPOIOBK
24 rojiMH) Mir 3aCTOCOBYBATHCH 32 PillIEHHSM TOJIOBHOTO JOCTi JHHKA
abo ymoBHoBaxeHoi ocobu. [lpemapatm ans 3aMiHM TOPMOHIB
IMTOBU/IHOT 3aJ1031 MOTJIH OyTH J103BOJIEHI, IKIIO CYG’ €KT OTPHUMYBAB
aHajIoriyHy ctabinbHy 403y MPOTATOM OCTaHHIX 3 MicAuwiB 0 aHs 1
nepioay 1.

CynyTHsi Teparisi He 3aCTOCOBYBAIACh MPOTATOM HOCIiKEHHS.

16. Kputepii ouinku edeKTHBHOCTI

KiHueBi ToYKky 11 OLiHKH:

®apmMaKoKiHeTHKA

Hactynni @K napamertpu ouinroBanuch [1jis eHTpeKTHHIOY B miuasmi
HaJICHKHUM YHHOM: TLIOLIA IMiJ] KPHBOK KKOHLEHTpALlis-yacy Bijl yacy
0 no 24 romuu micna nosysanHs (AUCy.24), Iuoma mia KpHBOIO
«KOHLEHTpaLif-4acy Bi yacy 0 10 yacy OCTaHHLOT BMMipHOBANIbHOT
koHIEeHTpauii (AUC,st), NIOLIA NiJ KPUBOK «KOHIEHTPALis-4acy Big
yacy 0 o Geskineynocti (AUCINE), O4eBHAHHM 3aranbHuil KIipeHe
(CL/F), makcumanbHa KOHLEHTpaLllis JiKapchKoro 3acoby B miasmi
KpoBi (Cmax), KOHUEHTpALliA aHANMiTy B Niasmi, BU3HaveHa uepes 24
rofunu micns nosyBanHs (Ca4n), 4ac 10 OCTAHHEOT CMIOCTEPEKYBAHOT
KiIbKiCHO BMMipioBaHOi KoHueHTpauii B miasMi_(Ths), ¥ac o
JIOCATHEHHS! MaKCUMAJILHOT ‘]{“0]-‘1‘]__lieHTpaui'-1' Jas \ , niepion
HariBBMBEICHHS (IDJ'; %néhﬁﬂmﬂ'@tﬁkﬂw woaDy-(V2/F ) eONeBuaHa

lonosay | .€,




KOHCTaHTa  IUBMAKOCTI  TepMiHajbHOI  eniMiHaLii  mepioro
npoxo/pkenns (Az) i Bigcotrok AUCINE, AKMIT 0GYHMCITIOETECS WIIAXOM
ekctpanonAlii 3 AUChast (%AUCextrap).

17. Kputepii oninku 6e3nexn

OuinioBanuvy 3minnuMyu Gesneku GynM pesyibTaTi KIHIYHHX
nabopaTopHuX TecTiB, 0(TAILMOJIOTIUHOTO O0GCTEKEHHS, OCHOBHUX
MOKa3HMKIB JKHUTTEAIsIBHOCTI opranismy, EKT B 12 Bigsenennsx ta
Hebaxani siBua (HA).

18. CratucTiuHi MmeTou

Homynsuis, mo aHanisyerbes:

@K nonynsyis: yci cy6’exty i3 ouinrosanum ®K npodinem Oynu
BKJIFOYEHi B nonyisiiio OK.

Hlonynayis 6esnexu: yci cy6’exTH, AKi OTpUMAIK WOHAMEHIIIE OIHY
103y €HTpeKTHHIOY, Oy/M BKIOYEH B OLIHKY Ge3meKH.

CraTuctuunuii ananis:

OK awnaniz:

Hani wono @K napameTpie s eHTPeKTHHIOY MOBiZOMIIAIMCE SIK
OKpeMi JlaHi Ta Y BUTJIAl PE3FOME OMUCOBOT CTATHCTHKH.

@K mapamerpy AUChs, AUCINF Ta Cmax [N €HTPEKTHHIOY
aHajizyBajMCh 3a JONOMOIOIO INiHiifiHOT Mopenmi 3i 3MimaHuMu
epekramMun A1 OGUMCNIEHHS ~ TEOMETPUYHOTO  CepeHbOro,
00YHMCIICEHOIO METOIOM HAlMEHIIUX kBazparie (LSM) 3a ngonomoroso
JlaHHX, TPAaHCHOPMOBAHHX 32 JIONOMOrOI0 HATYPATBLHOTO Jorapudma
(In).

90% JII 6y noGymoBaHWii  HABKOJO  CHiBBiAHOLIEHHS
reomerpuyHoro LSM s ®K napamerpis.

Kpurepii 6ioekpiBanenTHocTi 6ynu pocarayri, akmo 90% I mns
criBBigHowens LSM norapudmiuno TpanchopmoBanux AUCks,
AUCKF i Cmax eHTpekTHHIOY moTpamisiu B mexi 80—125%. lani
wono ®K merabonity entpextuniby, RXDX-101-M5 (MS5), Gy
HaJlaHi JMIIe K J0JaTKoBa iHhopMallis.

Ananiz besnexu:

Yei pani 3 kniHiuHOT Gesneku Ta MepeHOCMMOCTI, OTpuMaHi y
BKJIFOYECHHX B JI0CTII/KEHHS Cy6’ €KTiB, OyJiu 3a3HaueHi 3a cy6’ekToM i
XPOHOJIOTIYHO 3a 4YacOBUMH TOYKAMH BMKOHAaHHA ONiHKH. Lle
BKJTIOYAJIO MOBTOPHI MEPEBIpKH, M03aMIaHOBI OLIHKH Ta JIOCTPOKOBE
npunuHenns. Cy6’extn B nonynsuii ananisy 6esneku Gyiu BKIHOYEH]
B y3arajbHeHHs Oe3neku.

lHepennianpHa cTaTHCTHKA HE TIPOBOAMIACE.

19.  Jlemorpagiuni  mokazsHMKH
JOCIIKYBAHOT MOMyasuii  (cTaTh,
BiK, paca, ToIo)

Yei 24 cy6’extu Gynn yonmoBikamu. Binbmicts cy6’extiB Gy
esponeoifHol pacu (92%) i Gynu natuHoamepukanusmu (79%).
Cepenniit Bik cy6’exTiB cTaHOBHB 35,4 pOKiB i cepe/Hiii iHxeKc Macu
tina (IMT) cranosus 28,034 kr/m?.

20. Pesynbrati eeKTHBHOCTI

PapmakoKiHeTHYHI pe3ybTaTH

Ilicnst mpuitomy oHOKpaTHOT OpaIbHOT 1034 eHTpeKTHHIGY 600 Mr
Harme Oyno mnokasaHo, mo cepit A ¢opmu Bumycky F06
eHTpeKTuHiOy i cepia B dopmu Bunycky F06 enrpextuniby maiors
noaibui npodini ekcrosuuii. EHTpekTHHIG mB beQpOyBaBcs i
BUABNABCA 4epe3 0,5 roauH micas no3yBayh TOPY

NEPERNAR BIiPHH
[onogay | .€

MeniaHa Tmax 3,5 roguun. Kouuewtparis
o
: %
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KpOBI 3MeHINyBanach i3 CepelHiM tx NpuOMM3HO 19 roauH, IO
MiATPHUMYE PEKMM JIO03yBaHHS OJMH Pa3 B JEHb. Cepenniit CL/F
CHTPEKTUHIOY CTAaHOBUB MpUOIH3HO Bix 21 /roguny 1o 22 N/TOUHY
i cepenniii Vz/F 1ist entpextuniby cranoBuB npu6Gmnsno 550 1.

[Ticna opanbHOrO NpHiiOMY €HTPeKTHHIG YacTKOBO [IEPETBOPOBABCS
Ha Horo akTHBHUI MeTaboiT M5 i3 Meaianoio M5 Tmax yepes 5 rogud
nicis j1o3yBaHHs. Byno obGuucieHo, mo cepenniii t, M5 cranoBuR
npuGau3Ho 37 rogun. Excnosunis M5 AUCnr cTanoBHIa npuOIU3HO
32-35% excno3uuii eHTpeKTHHIbY.

Cratucruyna ouinka mokasana, wo cepis B i cepis A (dopmu
Bunycky FO6 entpexruniby 6ynn GioexkBianeHTHMMM NpH npuiioMi
HATIUE i3 BiIHOWIEHHAM CepelHBOreOMETPHYHUX BemuunH i 90% JII
M3 Bi/IHOLIEHHS CepeHbOreOMETPHUHMX BeandnH 80—125%.

Y upoMy AOCHi/UKeHHI He MOBiZOMIISIOCH MPO BMNAAKM CMEpTi,
cepiiosHi HeGaxani sBuma (CHS) un nepenuacuy sigminy npuiiomy
cy6’exToM mociiixKyBaHoro sikapeskoro 3acoby uepes HS1. 3aranom
Bcporo 17 HSl nerkoro crynens moimomuasnucs 9 cy6’exramu B
upoMy gociipikenHi. Yacrora HSI 6yna noai6Ho Mixk pisHOBHaaMuU
niKyBanHa. I'onoBHui pocniguuk posuinue 10 HS sk nos’ssaui i3
JOCiIKyBaHUM TipeniapatoM i 7 HSI — sk He mor’ssani. B LBOMY
NOCTIDKEHHI He CIOCTepiralkch TEHAEHUIT IMOJAO0 OCHOBHHX
MOKA3HUKIB KMTTeAiAMbHOCTI opranismy, EKI a6o pesyisrartis
nabopatopHHUX 00CTeNEHb BiIHOCHO NiKYBaHHS.

21. Pesynbratu Oe3neku

ITicist ouinku npuiiomy ogHOKpaTHOT OpabHOT 1034 cepii B opmu
BuIycKy FO6 entpextuniGy 600 Mr HaTie, BUroTOBIEHOT B MaciuTati
3 PpeecTpauiiHol MeTolo, Ta cepii A dQopmu Bunycky FO6,
BUIOTOBJIEHOI B MaciuTabi 1/6 Bix maciiTaby 3 peectpaiiinoro MeToro,
OyJi0 BUsABEHO, 1O cepis B popmu sunycky FO6 € GioeksiBanenTHOH0O
22. BUCHOBOK (3aKITIOY€eHHs) cepii A dpopmu Bunycky F06. Lli pesynsraty cBiguaTs, 1o mMacmrad
BUPOOHMIITBA HE Ma€ BIUIMBY Ha GiOJOCTYNHICTH Ta AKTHBHICTE
(opmHu BUNYCKY €HTpeKTHHIOY.

OxnHoxparHa opanbHa 103a cepii A Ta cepii B dpopmu unycky F06
CHTPeKTHHIOY 3arajom Oyna GesmedHolw i 100pe NePeHOCHMORO
3JI0POBMMH IOPOCIMMH Y0JI0BIKAMH B LILOMY J0CTi [PKEHHI.

3asBHUK (BJIACHUK PEECTPALIIHHOrO NOCBiAYEHH )

®.Xohdmaunu-JIs Pom JiTa

Mignuc [ligmuc

. Xoddmann-Jia Pow Jitn ®.Xohdpmann-JIa Pow Jita

Bianin 3 MbKHapoAHHX PerynaTOPHHX NUTAHb Binain 3 MibXKHApPOAHKX PEryNsTOPHUX MUTAHb
bazens, [IIBeituapis bazens, lllgeituapis

Epixa Exens Xap’ep IlpyrHapn

NEPEKNAR B

FonoBay |.€




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 C If not, substantiate

yes no

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

Medicinal product with complete dossier (stand-alone dossier), other
medicinal product, new active substance 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-101-07. An Open-Label, Comparative,
Randomized, Single-Dose, 5-Period Study to Assess the Relative
Bioavailability and the Effect of Food on 3 New Entrectinib
Formulations and the Entrectinib F2A Formulation in Healthy Adult
Male Subjects.

6. Clinical trial phase

Phase I

7. Period of the clinical trial

From 16 February 2017 (date of first enrollment) till 28 June 2017
(date of last completed).

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned: 48 subjects (12 subjects randomized to each sequence).

Actual: a total of 48 subjects were enrolled in the study and 47
subjects completed the study. There were 48 subjects included in
safety analyses.

10. Goal and secondary objectives of
the clinical trial

Primary

To assess the relative bioavailability of a single oral dose of
entrectinib formulations (FO5, F06, or FO7 versus F2A) under fasting
conditions in healthy adult male subjects.

Secondary

To evaluate the safety and tolerability of a single oral dose of
entrectinib formulations (F05, FO6, FO7, and F2A) in healthy adult
male subjects.

Exploratory

To assess the effect of food on a single oral dose of entrectinib
formulations (FO5, FO6, FO7, F2A) administered under fasting or fed
(high-calorie, high-fat) conditions.

11. Design of the clinical trial

This was an open-label, randomized, 4-sequence, 5-period study
conducted under fasting and fed conditions.

12. Main inclusion criteria

1. Healthy, adult, male, 18-55 years of age, inclusive, at screening.




2. Weighed at least 50 kg and was within the normal range according
to accepted normal values of the body mass index (BMI) >18.5 and
<32.0 kg/m? at screening.

3. Medically healthy with no clinically significant medical history,
physical examination, laboratory profiles, vital signs or ECGs, as
deemed by the PI or designee.

4. A non-vasectomized subject agreed to use a condom with
spermicide or abstain from sexual intercourse during the study until 90
days beyond the last dose of study drug (no restrictions were required
for a vasectomized subject, provided his vasectomy had been
performed 4 months or more prior to first dose of entrectinib).

5. Subject agreed not to donate sperm from the first entrectinib dose
until 90 days after the last entrectinib dose.

6. Able to swallow multiple capsules/tablets.

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

The test products were entrectinib FO5, FO6, and FO7 supplied as
200 mg entrectinib capsules. Ondansetron was also supplied as
Zofran® (or generic equivalent) 8 mg ondansetron orally disintegrating
tablet (ODT).

All entrectinib doses were administered orally with approximately
240 mL of water. All entrectinib doses in Periods 1-4 were
administered following an overnight fast. The entrectinib dose in
Period 5 was administered orally under fed conditions (administered
30 minutes after the start of a high-fat, high-calorie meal).

In order to reduce the potential for nausea and vomiting induced by
entrectinib, all subjects were given a single dose of 16 mg ondansetron
(2 x 8 mg ondansetron ODT) without water approximately 30 to
45 minutes before each entrectinib dosing. An additional dose of
ondansetron may also have been administered approximately 8 to
12 hours post entrectinib dosing at the PI or designee’s discretion.

14. Comparator, dose, method of
administration, strength

The reference product was entrectinib F2A supplied as 200 mg
entrectinib capsules.

The entrectinib F2A dose was administered orally with
approximately 240 mL of water. The entrectinib F2A doses in Periods
1-4 were administered following an overnight fast. The entrectinib
F2A dose in Period 5 was administered orally under fed conditions
(administered 30 minutes after the start of a high-fat, high-calorie
meal).

15. Concomitant therapy

No subject may take any medication (including over-the-counter
products, antacids, and proton-pump inhibitors [PPIs], and
serotonergic drugs, such as selective serotonin reuptake inhibitor
[SSRIs], serotonin and norepinephrine reuptake inhibitors [SNRIs],
and monoamine oxidase inhibitors [MAOIs]), herbal products or
vitamin supplements for 14 days prior to Day 1 of Period 1 (or 28 days
for CYP and/or P-gp inducers, including St. John’s Wort) and
throughout the study.

During the study, acetaminophen (up to 2 g per 24 hours) may have
been administered at the discretion of the PI or designee. Thyroid
hormone replacement medication may have been permitted if subject




had been on the same stable dose for the last 3 months prior to first|
study drug administration.

During the study, a total of 3 subjects received concomitant
medications. 1 subject received acetaminophen (paracetamol), 1
subject received lidocaine 2% with epinephrine 1:100,000,
amoxicillin, ibuprofen (all in one subject), 1 subject received
guaifenesin.

16. Efficacy evaluation criteria

Pharmacokinetics

The PK report is provided by Ignyta, Inc.

The following plasma PK parameters were determined for
entrectinib: Tmax, Cmax, AUCo.24, AUCast, AUCNF, Caan, CL/F, Vz/F,
tisz.

The following plasma PK variables for M5 were calculated: Tomax,
Cmax, AUCD-24, AUClast, AUClNF, C24h, tl[z, and ratio of Cmax and
AUCNF to parent.

17. Safety evaluation criteria

Safety was evaluated by clinical laboratory tests, physical
examination, vital signs, ophthalmic examinations, 12-lead ECGs, and
adverse events AEs.

18. Statistical methods

Pharmacokinetics

PK parameters were, determined from the plasma using
noncompartmental (NCA) procedures.

- Levels below the limit of quantification (LLOQ) of the assay
(BLOQ) were taken as zero before Trax and taken as missing after Tmax
for all calculations but were listed as BLOQ on concentration tables.
The standard deviation (SD) and coefficient of variation (%CV) are
regarded as values not calculated (NC) when concentrations from more
than half of the subjects are BLOQ. The statistical mean, median,
minimum, and maximum are regarded as BLOQ when all of the
subjects are BLOQ. SD and %CV were not reported for N <2
observations.

- PK parameters were calculated using a single-dose NCA model.

- Values of A, were calculated from a minimum of three data points.

- All calculations were made using precision of provided final
bioanalytical data.

- For all calculations requiring corrections for molecular weight,
560.65 g/mol was used as the molecular weight for entrectinib and
546.62 g/mol was used as the molecular weight for M5.

Bioequivalence was evaluated in the form of geometric mean ratio
(90% confidence interval [CI]). Statistical assessment was performed
using Phoenix® WinNonlin® bioequivalence wizard on log-
transformed (natural logarithms) variables (Cmax, AUClast, AUCINE).

Safety
No inferential statistics were performed.

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

All 48 subjects were male. The majority of subjects were white (96%)
and were Hispanic or Latino (77%). The mean age of subjects was 37.7




years (range 22-55) and the mean body mass index (BMI) was
27.392 kg/m>.

20. Efficacy results

Pharmacokinetic Results

Entrectinib was readily absorbed with detectable entrectinib at
0.5 hour post-dose and a median Tmax of 3-5 hours was observed.
Plasma concentrations of entrectinib declined with average half-life of
approximately 17-20 hours, supporting a once daily dosing schedule.
Entrectinib was partially converted to its active metabolite, M5, with a
median M5 Tmax occurring between 4 and 6 hours post-entrectinib-
dose. The M5 AUCNF exposure was approximately 25% to 28% of
entrectinib exposure and the mean elimination t; 2 of M5 was estimated
between 35—45 hours.

The statistical assessments showed that F2A and the three
formulations (F05, F06, or F07) are bioequivalent under fasted
condition with geometric mean ratio and 90% CI bounds of geometric
mean ratio within 80 to 125%. The assessments between F2A and the
three formulations (F05, F06, or FO7) under fed condition were
designed for exploratory information. Exposures (AUCwr) were
comparable between F2A and the three formulations under fed
condition with relative bioavailability at 92%, 118%, and 105% for
F05, FO6, and FO7, respectively.

Administration with a high-fat, high calorie meal resulted in no food
effect for F2A and FO7 and minimal food effect for FO5 and FO6 when
compared to the fasted state. For all formulations tested, time to reach
maximal concentration (Tmax) appeared to be delayed by 2 hours
following the consumption of a high-fat meal, but statistical
significance of this apparent delay was not assessed.

21. Safety results

There were no deaths, serious adverse events (SAEs), or subject
discontinuations due to AEs during this study. Overall, a total of 154
treatment-emergent AEs (TEAEs) were reported by 35 (73%) subjects,
with 18 subjects following Treatment A, 25 subjects following
Treatment B, 23 subjects following Treatment C, 16 subjects
following Treatment D, 5 subjects following Treatment E, 2 subjects
following Treatment F, 4 subjects following Treatment G, and 3
subjects following Treatment H. The most common AEs reported
across all treatments were mild oral hypoesthesia and mild oral
paresthesia, reported by 16 (33%) subjects each, followed by
dysguesia (14 [29%] subjects), and diarrhea and headache (5 [10%]
subjects each). A total of 149 AEs were mild in severity and 5 were
moderate. The PI considered 106 AEs to be likely related to the study
drug, 10 probably related, 11 possibly related, and 27 either unlikely
related or unrelated.

22. Conclusion

 All three evaluated new entrectinib formulations (F05, FO6 and FO7)
are bioequivalent to F2A under fasted condition.

» The exploratory analyses indicate that exposures were comparable
between F2A and the three formulations (FO5, FO6, or FO7) under the
high-fat, high-calorie fed condition.

« No or minimal food effect (< 15% exposure change) was observed
for all formulations.




* Single oral doses of entrectinib formulations (FOS, F06, FO7, and

F2A) appeared to be safe and generally well tolerated in healthy adult
male subjects.

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd

.C- \%\ ™ M
F. Hoffmann-La Roche Ltd
International Regulatory
Basel, Switzerland

Erika Eckel

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




3BiT Npo KiainiuHe BHIPOGYBaHHS

1. Ha3pa nikapcekoro 3aco6y (3a
HasIBHOCTI - HOMep peecTpauiiHoro
MOCBiTUEHHS )

PO3JIITPEK® (ROZLYTREK®)

2. 3agBHUK

@.Xoddmann-Jls Pow Jitx
['pensaxepiurpacce 124, 4070 Basens, Lliseiinapis

3. BupobHuk

@.Xoppmann-Jla Porr JIty
Bypwmicser, 4303 Kaiicepayrer, [lIseiinapis

4. [IpoBeneHi pociimKeHH:

TaK O Hi

AKILO Hi, 00TpYHTYBATH

1) Tvn nikapcekoro 3acofy, 3a sKMUM

Jlikapcbkuit 3aci6 3a MOBHHM 10ChE€ (aBTOHOMHE J0ChE), iHIIMii
NiKapceKuii 3aci6, HOBa Aliroya peYOBHHA 3111HO MyHKTY 1 (migmyHKTY

ngg;:z;u?icsl 400 mREyETeo 1.1) posminy III Tlopsinky wakasy MO3 Vkpaiuu Big 23 numms
Heserpal 2015 poky Ne 460.

ITporokon  Ne RXDX-101-07. Binkpure, MOpiBHAJBHE,
5. [IloBHa HasBa  KIiHIYHOTO|paHIOMi30BaHe AOCIiIKEHHS OJHOKPATHOI 103H i3 S nepiozis 3

BUNPOOYBaHHS, KOJOBaHUI HOMep
KJIIHIYHOTO BUNPOOYyBaHHS

OL{HKM BiJIHOCHOI GiOZOCTYMHOCTI TPHOX HOBHX (OPM BHIYCKY
eHTPeKTUHIOy Ta QopMu Bunycky eHTpekTHHIOY F2A, a Takox
BILIMBY [3Ki Ha HUX, Y 3/I0POBHX JOPOC/IMX YOJIOBIKIB.

6. ®a3za KJIiHIYHOr0 BHIIPOOYBaHHs

®dasza |

7. Tlepion mpoBeaeHHS KIiHIYHOIO
BUIIPOOYBaHHS

3 16 motoro 2017 poky (mara BKIOUeHHs nepmoro cy6’ekra) 10 28
uyepBHa 2017 poky (nara 3aBepiieHHs Y4YacTi B JOCHIKEHHI
OCTaHHLOI'O Cy0’€KTa).

8. Kpainu, ae npoBogunocs kiinHiune
BUIIPOOYBaHHA

CIIA

9. KinbkicTs JocmipKyBaHHX

3annaHoBaHa: 48 cy6’exTiB (12 cy6’exTiB paHAOMI30BaHO B KOKHY
NOCJiJOBHICTE).

(daxTuyna: 3aranom 48 cy6’ekTiB Oy/IM BKIKOYEH] B 1OCITIKEHHS i
47 cy6’eKTiB 3aBepLIMIN JOCTiKeHHs. 48 cy6’ eKTiB 6yIM BKIIOUEH]
B aHaui3 6e3nekH.

10. Mera Ta BrOpWHHI wuini

KJIiHIYHOTO BUMPOOYBaHHs

IlepBunHa

OuiHutH BigHOCHY 6i0JOCTYMHICTH OJAHOKPATHOI OpanbHOI 103M
(opm Bunycky entpexruniby (FO5, FO6 a6o FO7 nporu F2A) npu
MpUiioMi HaTIIE Y 30POBUX JOPOCIIHX YOJIOBIKIB.

Bropunua

Ouinntn Gesneky Ta NepeHOCHMICTh OJHOKPATHOI OpanbHOI 03M
Gopm Bunycky entpektunioy (F05, F06, FO7 ta F2A) y 310poBHX
JOPOCIIHX YOJIOBIKIB.

IomykoBa

OuinnTy BrUMB Ki Ha OJHOKpATHY OpanbHy 103y (GOpM BHIYCKY
entpextunidby (F05, F06, FO7, F2A) npu npuiiomi Hatme a6o mics
19Ki (BUCOKOKA/IOPiHHOT 3 BUCOKMM BMIiCTOM 3KHpY).

N - e Oyno Bigkpure aHIOMI30BaHe iz 4
14 Ju3aiin KJTIHIYHOTO 1 b i R i
MOCTIIOBHOCTSAMH Ta 5 nepiofiaMu B yMOBaX j npuioMy
BUIPOOYBaHHs . s I e -
DKL, NEFEHIAR dIPHHB A
o
S R oW
Fonosay |.€ Is
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12. OcHOBHI KpuTepil BKIIOYEHHSA

1. 3popoei mopocii 4onoBiku Bikom 18-55 pokiB BKIIOYHO Ha
MOMEHT CKPHHIHTY.

2. Maca Tina wonaiimenme 50 kr i B Mekax JianazoHy HOPMH
BIJINOBIZHO /10 MIPUIHSATHHX HOPMAILHHUX TOKA3HHKIB iHAEKCY MacH
tina (IMT) >18,5 Ta <32 kr/m? nig yac ckpuHinry.

3. 310poBi 3a MeJUYHMM CTaHOM 0e3 KIIHIYHO 3HAYHUMHX JaHMX
MEIUYHOI0 aHaMHE3y, pe3yJbTaTiB (i3HKaIbHOIO O0OCTEKEHHS,
nabopaTtopHux NpodiniB, OCHOBHMX MOKA3HHKIB MKUTTEiSILHOCTI
opranismy uu EKI, 3a oOLiIHKOIO TONOBHOrO HOCHigHMKA abo
YIOBHOBa)KEHOT 0COOM.

4. Yonosiku, AKHUM He MPOBOAMIACH Ba3eKTOMisl, AKi MOTOMUIIKCH
3aCTOCOBYBAaTH Mpe3epBaTHB i3 CHepMilMAOM abo yTpuMaTHcs Bif
CTATEBUX KOHTAKTiB MPOTATOM OOCHi[KeHHs n0 90 AHiB micis
OTPUMaHHsA OCTAHHBOI AO03M JIOCIi/KYBAHOTO JIKApChKOro 3acoby.
(KonHux obMexeHb He BUMAarauocs AJs YOJIOBIKa i3 Ba3eKTOMIEHO 3a
YMOBH, LIO Horo BasekTomis Oyna BUKOHaHa 3a 4 micawi abo Ginblue
110 IPUHOMY TEPILOT 103U EHTPEKTHHIOY).

5. SIKwo 4onoBiK MoroguBcs He GYTH JOHOPOM CIEpMM Bij yacy
JAozyBaHHs 10 90 pHiB micas  OTpUMaHHA OCTaHHBOI 03U
€HTPEKTHHIOY.

6. 3naTHUI MPOKOBTHYTH KiJIbKa KarcyJl i TabneTox.

13.  JlocnimkyBanuii  JiKapchKuii
3aci0, croci6 3actocyBaHus, cuna aii

Bunpo6opypani npenapari euntpektuni6y F05, F06 i F07
NoCTayanch AK eHTPeKTHHi6 B Kancynax no 200 mr. OHpaceTpoH
Takox rnocrauases K  3o¢ppaH® (abo reHepHK-eKBiBaneHT)
OHZIACETPOH Mo 8 MI y BUIJIAAi TabIeToK 1715 po3cMokTyBanHs (ODT).

Yei 1034 eHTpeKTHHIOY 3aCTOCOBYBAMCE OPaJIbHO MPUOTH3HO i3 240
MJ BOAW. Vi 031 eHTpekTHHIOYy B mepioau 1-4 3acTocoByBamuch
HaTwie micas Hodi. Jlo3a eHTpekTHHIOY B nepioj 5 3acTOCOBYBanach
OpalbHO nic/s npuiomy ki (mpuitoM Yepes 30 XBUIMH MicA OYATKY
NpHIIOMY BHCOKOKAJIOPiiHOT 1Ki 3 BUCOKHM BMICTOM KUpY).

3 METOK 3HMIKEHHS TMOTeHLlialy BUHMKHEHHS HYIOTH i GJIOBaHHS,
iHlyKOBAaHHX EHTPEKTHHIOOM, yci Cy6’€KTH OTPUMYBAIH OJIHOKPATHY
nosy 16 Mr oupaHcerpoHy (2 TabneTkM OHOAHCETPOHY i
po3cMoKTyBaHHs X 8 mr) 6e3 Boau npubausno Bia 30 10 45 XBUIIMH
N0  KOXHOrO  J03yBaHHA  eHTpekTHHiOy. JlomaTkoBa  mo3a
OHJIAaHCETPOHY TaKOX MOIJIa 3aCTOCOBYBAaTHCh MPUOIM3HO uepes 8 —
12 ropun micns 103yBaHHS €HTPEKTHHIOY 3a PIilIGHHAM TOJIOBHOTO
JIocITiTHMKaA ab0 yIIoBHOBaXKEHOT 0co0u.

14. Tlpenapatr mnopiBHAHHSA, 103a,
cnoci6 3acTocyBaHHs, cHia i

Pedepentnum nikapcekuM 3acobom 6yB entpektuHi6 F2A, wio
MocTayaBcs K eHTPeKTUHIO B Kancynax rno 200 mr.

Jlosa enrpektuniGy F2A 3acTocoByBanach opanbHO MPHOGIM3HO i3
240 wmn Boau. [losu entpektuHi6y F2A B nepiogn 1-4
3aCTOCOBYBAJIMCh BpaHLi HaTile. Jloa eHTpekTuHiOy F2A B nepion 5
3aCTOCOBYBANACk OpabHO Micis Tki (mpuiioM yepes 30 XBUIMH micis
TOYaTKY MPUAOMY BUCOKOKAJIOPIHHOT ii 3 BACOKUM BMIiCTOM KHpY).

15. CynyTtHs Tepanis

XKonen cy6’ekt He MaB mpuiiMaTH Oyrsesic
OespeuenTypHi dikapchKi 3acobu, agf i
Hacoca [I[TH] Ta ce OIOEiiH,

iHriGiTopu 3opothoro- saXofinepyiin
FOnoORAY :




3BOPOTHOTO 3aXOIUICHHS CEPOTOHIHY Ta HopaipeHadiny [SNRI] ta
1HF161T0pH MOHOaMiHOKcuaasu [MAOI)), pocnpmm Mpenaparu uu
BiTaMiHU mpoTsroM 14 auiB no mug | nepioay 1 (a6o 28 guiB ans
inaykropie CYP Ta/uu inmykropie P-gp, Brmouaioun 3ipo6iii) Ta
BIIPOJOBXK JOCIIIKEHHS.

IIporsrom pocrimkenHs Ha poscya nikaps abo YNOBHOBAXeHOT
ocobu MoskHa Oyno 3acTocoByBaTH aineramiHoden (1o 2 r 3a 24
rogunu). [lpenapatu ans 3aminu FOPMOHIB IIHMTOBHUIHOT 3aJI03H
MOriM OyTH [03BOJIEHI, SKIIO cy6 €KT OTpHMYBaB aHajoriyny
CTabinbHy 103y MpPOTArOM OCTAaHHIX 3 MicAliB 40 mepmoro
OTpUMaHHs llOCHllI}KyBaHOFO NiKapchKOro 3acofy.

HpOTHI‘OM HOCITIDKEHHS 3aranoM 3 cy6’eKTH OTpUMyBaiy cynyTHe
nikyBaHHs. 1 cy6’exT OTpUMYBaB aueTammor];)eH (napaueTaMOJl),
cy0’ext oTpumyBaB nimokaiH 2% i3 ampenaminom 1:100000,
aMOKCHLMIIH, i0ynpoden (yci oTpuMyBankck ogHuM cy6’exktom), 1
Cy0’€KT OTpUMYBaB raaiideHesuH.

16. Kpurepii oinku eekTHBHOCTI

®apmMakoKiHeTHKA

38i3 3 @K nanaunuii Ignyta, Inc.

Hacrynni ®K mnapamerpu B mnasmi Gyam  BusHaueHi juis
eHTPEKTHHIOY: Tmax, Cmax, AUC024, AUClast, AUCNg, Coan, CL/F,
Vz/F, tin.

Hacrynui @K 3minni B nasmi 6ymnu o6uncieni 1ag M5: Tmax, Cumax,
AUCo24, AUCpst, AUCiNE, Coan, ti2 1 chiBBigHOmEeHHS Cmax T4
AUCKF 10 BHXiZHOTO JiKapcbKOro 3acofy.

17. Kpurepii ouinku 6Ge3nexu

besneky ouiniopany 3a pesynbTaraMu KJIiHIYHHMX NaGOpaTOPHUX
TecTiB,  (isMKanbHOro  OOCTEXKEHHS, OCHOBHHX  [OKAa3HHKIB
KUTTENIANBHOCTI  opradismy, EKI' B 12 BiggeseHHsx Ta 3a
HebaxaHumu aBuinamu (HS).

18. CrarucTHYyHI METOIH

PapMaKoKiHETHKA

@K napamMeTpy BHM3HauyanuCh B I1a3Mi KPOBi 3a JIONOMOro
HekomnapTMeHTHUX (NCA) npouenyp.

- PiBenb MeHuwie mesxi KinbkicHoro Busnauenns (LLOQ) aamisy
(BLOQ) 6yB B3aTHit sk Hy/1b 10 Tmax i K BiacyTHiit micas Tmax A
ycix obuncnens, onHak Oye 3asHauenuii sk BLOQ B Tabamui
KoHleHTpauii. Crannaptre Biaxunenns (CB) i koediuient sapiauii
(%KB) BBaxkaauch 3HAYEHHAMM, OJHAK He OOUMCIIOBAJIUCH (NO),
KONW KOHUeHTpauii y Oinbie mnonoBuHu cyG’extiB € BLOQ.
CratucTuyHi cepejiHe, MefiaHa, MiHiMyMm i MaKCHMyM BBayKalluCh
BLOQ, koau yci cy6’exktn € BLOQ. CB i %KB He noBizoMIsiuch s
N <2 cnocrepexeHs.

- OK napametpu Oynu obuucieni 3a gornomoroo mMozeni NCA s
OHOKPATHOI JO3H.

- 3HaueHHs A, Oyau oOuMcleHi Ha OCHOBI MiHIMyM TpLOX
BUMipIOBaJIbHUX NapaMeTpiB.

Vci obuucnenHs Oymu 3poGieHi, BMKOPHUCTOBYIOYM TOYHICTh
HaJJaHUX KiHLEeBUX GioaHATI THYHHMX AaHU —

- Jlns BCix po3paxyHkiB, siKi moTpe(y KOPE KT \Mone}cynﬂpﬂm

macH, 560,65 r/mons Gyiio Bukopugfar ]

NEPERNAA
TonoBAY 1.9




EHTPEKTHHIOY i 546,62 r/mM0Jib 6YI0 BUKOPUCTAHO SK MOJIEKYJISIPHY
macy s Ms.

Bioeksisanentnicth  ouinioBanu B ¢opmi  BiaHOuIEHHs
CePE/HBOrEOMETPUUHIX BeTHYMH (90% poBipumii intepsan [[I1]).
CraricTuyna oOUiHKAa NPOBOAMIACH 3a JOMOMOTOI  EKCIEpTHOT
cucremu Phoenix® WinNonlin® jns  6ioeksianeHTHOCTI Ha
norapudmivHii Tpancdopmanii (HaTypanbHi norapudMu) 3MiHHHX
(Cmax, AUC]ast, AUCINI")

Besnexa
Indepenuianpa craTucTHKa He NPOBOIUIACE.

19.  Jlemorpadiuni  nokasHuKu
JOCTIKYBAHOT TOMyALii  (crarTs,
BiK, paca, To110)

Yci 48 cy6’exris Gynm uomosikamu. Bimbuiicts cy6’ekTiB 6yiu
eBponeoinHoi pacu (96%) i Gynu natuHoamepukanuamu (77%).
Cepenniii Bik cy6’exTiB craHoBuB 37,7 pokis (aiamason 22-55) i
cepeaHiii inaexe macu tina (IMT) cranoBue 27,392 kr/m2.

20. Pesynbrati edeKTHBHOCTI

®apMaKoKiHeTHYHI pe3ybTaTH

EnTpexTHi6O nerko abcopOyBaBcss i3 MOMIMBICTIO BH3HAUEHHS
EHTPEeKTUHIOY Yepes 0,5 roauHM Ticis JO3yBaHHs, i cnocTepiranach
MestiaHa Tmax 3-S5 roaun. KonuenTpauis eHTpekTuniOy B nuiasmi kposi
3MCHIIMJIACK i3 CEpeNiHiM Mepio/lomM HamiBBUBEAEHHS NpUGIHM3HO 17—
20 roauH, WO MiATBEPIKYE PEXKHUM JI03YBaHHA ONMH pa3 B JIEHb.
EHTpeKTHHIO 4YacTKOBO MeEpeTBOPIOBABCS HAa HOTO  aKTHBHHIA
metabonit M5, i meniana M5 T criocTepiranace B nepio Mixk 4 ta
6 roaMHaMK MicnA OTPUMAaHHs 1034 eHTPeKTUHiOy. Excriozuiis M5
AUCwr cranoBuna npubnmsuo Big 25% mo 28% excnoswuii
eHTpeKTHHIOY i cepeHii eniminauiiinmii yac ti2 M5 6yB oLiHeHuil Ha
piBHi 35-45 roauH.

CraticTHYHa olliHKa nokasana, mo F2A i tpu popmu sunycky (FO5,
F06 abo F07) e GioekBiBaJleHTHUMM HaTIie i3 BiJHOIIEHHIM
CepPEHBOrCOMETPHUYHHMX BeNMYMH | Mexxamu 90% JII BigHOIIEHHS
CEpEIHBOr€OMETPUYHUX BENMYMH Ha piBHI 80-125%. IMopiBHsHHSA
Mix F2A i tproma dopmamu Bunycky (FO5, FO6 a6o FO7) micis
mpuiiomy ki Oyno pospobnene mns nourykoBoi iHdopmalii.
Excnosuuiss  (AUCinr) Gyna mopiBHioBaHowo Mik F2A i Tphoma
¢opmamu BUNycKy micis npuifomy ki i3 BiAHOCHOO GiogocTyMHICTIO
Ha piBHI 92%, 118% i 105% ansa FO5, FO6 ta FO7 Bianosiano.

Ilpuiiom BHCOKOKasOpiiiHOT TKi 3 BHCOKMM BMicTOM Xupy He
[poJieMOHCTPYBaB BIUIMBY TKi Ha F2A i FO7 Ta MiHIManbHuii BILIMB
ki Ha FO5 i FO6 npu nopiBusHHi i3 npuifomom nartme. J{na yeix
BUNPoOOBYBaHUX (hOPM BHITYCKY Yac 0 JOCATHEHHS MaKCHMAJbHOT
KOHUEHTpaUii (Tmax) BUABMBCA BiACTPOUEHHWM Ha 2 TOOMHM TiCIs
NpUHAOMY 13Ki 3 BUCOKMM BMIiCTOM JKHpY, OTHAK CTATHCTHYHE 3HAYEHHS
1iei OYEeBUIHOT BIACTPOUKH HE OL[IHIOBAJIOCH.

21. Pesynbratu 6e3nexu

He cnocrepiranock BUnajkiB cMepri, cepiio3Hux HeGasKaHUX SBHII
(CHs)  abo nepenqaCHo'f BIAMiHH npuifxomy cy6’eKT0M
JOCTIiIKYBAHOTO JTIKapchKOro 3acoby uepes HS nul Hac IlOCJ'Il,I[}KeHHH

nikysanns (TEAE), 6yino TIeBIROMIEHO

ubomy 18 cyb’exkramu mg;m JIKYBaHHg

IF'UIVBANY 1




nikyBaHHsA B, 23 cy6’exramu nicns nikyBauns C, 16 cy0’exTaMu micns
nikyBanHs D, 5 cy6’exramu nicas nikysauns E, 2 cy6’exramu nicns
nikyBanus F, 4 cy6’exramu nicns nikysauus G i 3 cy6’exramu micns
nikyeanHs H. Haii6inem nomupennmu HS, nosigomnennmu as yeix
rpyn JjikysauHsa, GynM rimectesis poToBOi MOPOKHUHM JIErKOrO
CTyNeHs i TapecTesis POTOBOI NOPOXKHMHHM IIETKOTO CTYMEHd, Mpo
KOXKHE 3 fAKHX rnoBijomisanock 16 (33%) cy6’ektamu, a Takox
CNOTBOpeHHA cMaky (14 [29%] cy6’exTiB), miapes Ta rojoBHuit 6inb
(koxue y 5 [10%] cy6’exriB). 3aranom 149 HSI 6yau nerkoro crynens
TKKOCTI i 5 HA Oynu cepennboro crynens Tsxkocti. [onoBaMi
mocnifHuMk  posuimuB 106 HS sk BiporigHo moB’ssami i3
AOCIIDKYBaHNM JiKapchKuM 3aco6oM, 10 — imMoBipHO mos’s3aui, 11 —
MOJIMBO MOB’s13aHi i 27 ManoiMoBipHO NMoB’A3aHi a60 He MoB’A3aHi.

22. BUCHOBOK (3aK/Ir04eHHsl)

* Yci Tpu olliHoBaHi HOBi hopMu BunycKy enTpexTuni6y (FO5, FO6
i FO7) € GioekBiBaneHTHMMHU MO BigHOWEHHIO 10 F2A npu npuiomi
HaTIIE.

* IowmykoBuii ananis cpi4uTh, 1110 eKCIO3ULIs Gya NOPiBHIOBAHOIO
mik F2A i Tpoma dopmamu Bumycky (FO5, FO6 aGo F07) micns
NPUAOMY BUCOKOKANIOPiiHOT 1Ki 3 BHCOKMM BMiCTOM %HpY.

* CmoctepiraBes BincyTHili aGo MinimanbHmii BrMB Pxi (3MiHa
ekcnosuuii < 15%) ms yeix ¢popm sumycky.

* OnHOKpaTHi opasbHi 1031 hopM BHIycKy enTpexTHHiby (FO5, FO6,
F07 i F2A) BusiBumch Ge3neyHUMH Ta 3arajioM 106pe nepeHOCHMUMH
y 3/I0POBUX JOPOCIIMX YOJIOBIKIB.

3asBHUK (BIACHUK PEECTPALIIHHOIO MOCBiT4YEHHS)

®. Xoddmanu-JIs Powr Jitg
[Migmuc

@ . Xoddmann-Jls Pow Jita

Binain 3 MikHapOAHHUX PEryIsTOPHUX NMUTAHD

bazens, ll1geiinapisa
Epika Exens

Ilignuc

@.Xodpmann-Jla Pow Jitn

Binin 3 MbKHapOJHHX peryaTOpPHHX MHTAHb
bazens, ll1geiinapis

Xar’ep IlpyrHapn

NEPERNAR
FonoBAY |

19

Hineid)
Jo g o®

o




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-101-05. A Phase 1, Absorption, Metabolism,
and Excretion Study of ['“C]Entrectinib Orally Administered to
Healthy Adult Male Subjects.

6. Clinical trial phase

Phase I

7. Period of the clinical trial

From 04 March 2016 (date of first enrollment) till 14 April 2016 (date
of last completed).

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned: 7 subjects.
Actual: 7 subjects. The study completed with a target of 6 subjects.

10. Goal and secondary objectives of
the clinical trial

Part 1

Primary

Objective 1: To investigate the route(s) of elimination and mass
balance of entrectinib after oral administration of a single 600 mg
(~200 puCi) dose of [*Clentrectinib in healthy, adult, male subjects.

Objective 2: To quantitate the total radioactivity concentration
equivalents in plasma, whole blood, urine, and feces and entrectinib
concentrations in plasma and urine after oral administration of a single
600 mg (~200 pCi) dose of [*Clentrectinib in healthy, adult, male
subjects.

Objective 3: To examine the metabolic profile of entrectinib in
humans and to identify major metabolites in biological specimens.

Objective 4: To determine the percentage of ['*C] radioactivity
associated with cellular components in whole blood over time (e.g.,
whole blood:plasma partitioning ratio).

Secondary

To evaluate the safety and tolerability of a single 600 mg (~200 pCi)
dose of ['*Clentrectinib in healthy, adult, male subjects.

11. Design of the clinical trial

This was an open-label, single-dose, 1-period study conducted under
fasting conditions.

12. Main inclusion criteria

1. Healthy, adult, male 19-55 years of age, inclusive, at screening.




2. Body mass index (BMI) >18.5 and <32.0 kg/m? at screening.

3. Had a minimum of 1 bowel movement every 2 days.

4. Medically healthy with no clinically significant medical history,
physical examination, laboratory profiles, vital signs or ECGs, as
deemed by the PL

5. A non-vasectomized subject agreed to use a condom with
spermicide or abstain from sexual intercourse during the study until 90
days beyond the last dose of study drug. (No restrictions were required
for a vasectomized male, provided his vasectomy had been performed
4 months or more prior to dosing of study drug).

6. Agreed not to donate sperm from dosing of study drug until 90 days
after dosing.

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

The test products are ['*CJentrectinib (0.337 mCi/g), Betaine HCL
and Betaine Hydrochloride 82 mg and ['*C]entrectinib 200 mg powder
in Capsule (PIC), 67.4 pCi capsules.

The study drug was administered at Hour 0 on Day 1 as three 200 mg
capsules providing a 600 mg total dose with approximately 240 mL of
water after an overnight fast of at least 10 hours.

A dietary supplement capsule containing 246 mg betaine
hydrochloride was administered orally, 15 minutes prior to dosing with
study drug.

14. Comparator, dose, method of
administration, strength

Not applicable.

15. Concomitant therapy

During the study, 2 subjects were administered ~Milk of magnesia
(Magnesium hydroxide) orally once for lack of stool.

16. Efficacy evaluation criteria

Pharmacokinetics

The following PK parameters were determined from individual
concentrations of radioactivity (plasma and whole blood), entrectinib,
and metabolite RXDX-101-M5 (MS5) using non-compartmental
procedures: AUCo.24 (area under the concentration- or concentration
equivalent-time curve, from time 0 to 24 hours), AUCus (area under
the concentration- or concentration equivalent-time curve from time
zero to last measurable concentration for entrectinib radioactivity),
AUCo, (area under the concentration- or concentration equivalent -
time curve from time zero to last measurable concentration for plasma
entrectinib and M5), AUCwr (area under the concentration- or
concentration equivalent-time curve time from time zero to infinity),
CL/F (total plasma clearance after oral administration — entrectinib
only), Cmax (maximum plasma concentration), Tius (time of the last
observed quantifiable concentration or concentration-equivalent), Tmax
(time of Cmax), Az (apparent terminal elimination rate constant), tip
(observed terminal elimination half-life), and Vz/F (apparent volume
of distribution during the terminal elimination phase after oral
administration — entrectinib only).

The following PK parameters were computed from urine data: Ae
(amount excreted in urine as unchanged drug), F. (fraction of the dose
excreted in urine as unchanged drug), CLR (renal clearance), CLRo-24




(renal clearance from 0 to 24 hours), CLRo.o6 (renal clearance from 0
to 96 hours), and CLRo-216 (renal clearance from 0 to 216 hours).

Individual and cumulative percent of radioactivity entrectinib dose
recovered in urine and feces for each collection intervals were
computed.

17. Safety evaluation criteria

Safety was evaluated by clinical laboratory tests, physical
examination, vital signs, 12-lead ECGs, and AEs.

18. Statistical methods

Pharmacokinetics

No inferential statistical analysis was performed in this study.

The following descriptive statistics were computed using Phoenix®
WinNonlin® software, Version 6.4.0.768 or Microsoft® Excel
worksheet for whole blood and plasma entrectinib radioactivity,
plasma, urine, and feces entrectinib and M5.

Descriptive statistics listed in concentration tables include the number
of subjects used towards statistical calculations (N), arithmetic mean
(mean), standard deviation (SD), minimum (Min), median, maximum
(Max) and coefficient of variation (CV%).

Additionally, the following descriptive statistics were calculated for
PK tables: Geometric mean (Geomean), lower 95% confidence
interval (CV) around the geometric mean (95% CI lower), and upper
95% CI around the geometric mean (95% CI upper).

Safety

All AEs were coded with the Medical Dictionary for Regulatory
Activities (MedDRA®), Version 18.1 and graded according to the
National Institutes of Health — National Cancer Institute (NCI)
Common Terminology Criteria for Adverse Events (CTCAE) v4.03.
All AEs were listed by subject, including verbatim term, coded term,
severity, relationship to study medication, and action. AEs were
tabulated by System Organ Class (SOC) and Preferred Term.

All concomitant medications recorded during the study were coded
with the World Health Organization (WHO) Drug Dictionary Version
01 Sep 2015 and listed. Descriptive statistics (sample size [n], mean,
SD, median, minimum, and maximum) were reported for numeric
clinical laboratory results by time point. Change from baseline was
also summarized similarly. In addition, a shift table describing out-of-
normal range shifts was provided for clinical laboratory results. Out-
of-normal range, early termination results, and clinically significant
laboratory values were listed by subject. All laboratory results were
listed in by-subject data listings.

Summary statistics (n, mean, SD, minimum, median, and maximum)
were provided for vital sign variables and change from baseline by
time point. All vital sign results were listed in by-subject data listing.
Summary statistics (n, mean, SD, median, minimum, and maximum)
were provided for ECG variables and change from baseline by time
point. All ECG results were listed in by subject data listing.

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

All 7 subjects were male. The majority of subjects were white (71%)
and were Not Hispanic or Latino (71%). The mean age of subjects was
28.7 years (range 21-38) and the mean body mass index (BMI) was
27.833 kg/m?.




20. Efficacy results

Pharmacokinetic Results

A total of approximately 86% radioactivity was recovered in urine
and feces following the oral administration of a single oral dose of
[“Clentrectinib to healthy male volunteers over the 312-hour
collection period. Recoveries in 6 subjects ranged from approximately
72% to 91%. A mean of 3.06% of the dose was recovered in urine and
82.9% was recovered in feces through the last collection interval. With
the exception of Subject 5, most fecal excretion occurred within 120
hours. Subject 5, however, had the majority of dose excreted through
feces from 144 to 264 hours postdose.

Following a single oral dose of ['*Clentrectinib, radioactivity was
readily absorbed with detectable radioactivity at 30 minutes with
median Tpax occurring at 4 and 3 hours postdose in blood and plasma,
respectively. Mean blood-to-plasma ratio of AUC and Crax Was close
to 2, indicating that the majority of ['*Clentrectinib-derived
radioactivity was associated with red blood cells. Mean ti2 values for
radioactivity in plasma and whole blood were 24.3 and 22.5 hours,
respectively.

Entrectinib was readily absorbed with measurable concentrations in
plasma at 30 minutes and median Twmax occurring at 3 hours postdose.
After absorption, entrectinib showed a moderate clearance of 36.1 L/h
(approximately 40% of 90 L/hr hepatic blood flow rate). The mean
volume of distribution was 961 L, suggesting extensive distribution of
the drug. Mean terminal half-life of entrectinib was approximately
18.5 hours postdose. Mean AUCo.24, AUCINF, and Cpax values in
plasma were 22600 nMeh, 36600 nMeh, and 1810 nM, respectively.
Mean entrectinib-toradioactivity ratio of Cmax and AUCnr in plasma
was 0.605 and 0.364, respectively, indicating that the majority of
circulating radioactivity in plasma at Tmax was attributable to
entrectinib but overall metabolites exposures were greater than parent
compound.

Median Tmax of desmethyl metabolite M5 was observed at 4 hours
postdose in plasma, which occurred 1 hour after the observed
entrectinib plasma Tmax median value, indicating that MS was quickly
formed following the absorption of entrectinib. Terminal half-life of
M5 was approximately 43.9 hours, suggesting higher accumulation
potential for M5 compared to entrectinib following multiple doses.
The ratios of M5 to plasma radioactivity for Cmax and AUCr were
0.122 and 0.131, respectively, indicating M5 is a major circulating
metabolite of entrectinib.

Approximately 3% of radioactivity dose was recovered in urine, and
approximately half of radioactivity renal excretion occurred in the first
24 hours postdose. Fraction of urine excretion (Fe) up to 216 hours
postdose was approximately 0.314% for entrectinib, indicating renal
clearance plays a minor role in the elimination of entrectinib.

Metabolic Profiles of Entrectinib in Human Plasma, Urine and
Feces




Following a single 600 mg dose of entrectinib with 200 uCi of
['“Clentrectinib to healthy adult male subjects, a total of 8 radioactive
peaks were detected in human plasma, urine, and feces.

Entrectinib remained as one of the major components in circulation
for the entire 0- to 24-hour time period postdose. Desmethyl metabolite
M5 was a major metabolite in human plasma, and accounted for
approximately 22% of dose. ~ MI11, an N-glucuronide conjugate of
entrectinib, trended higher at 8 hours postdose and contributed to
18.6% of radioactivity in pooled 0- to 24-hour plasma sample. M11
was a major circulating metabolite, but only accounted for less than
1% of dose in excreta. 36 and 22% of the dose was recovered in feces
as entrectinib and M5, respectively. M1 and M2 were detected mainly
in feces, accounting for approximately 15% and 10% of total
radioactivity dosed, respectively.

21. Safety results

There were no deaths or serious adverse events (SAEs) in this study.
One subject discontinued from the study due to vomiting. Overall, a
total of 6 AEs were reported by 2 (29%) subjects. All events were mild
in severity (Grade 1). The PI considered 5 AEs to be related to study
drug and 1 unrelated. There were no remarkable findings in the
remaining safety assessments for vital signs, ECGs, clinical laboratory,
and physical examinations.

22. Conclusion

* A total of approximately 86% radioactivity was recovered in urine
and feces following a single oral dose of ['*C]entrectinib.

* Fecal excretion was the predominant elimination pathway from male
human subjects after oral administration of [!“Clentrectinib,
accounting for approximately of 83% of total dose. Urinary excretion
of the radioactivity was minor, accounting for approximately 3% of
the administered radioactivity.

* Following a single 600 mg dose of entrectinib with 200 uCi of
["*CJentrectinib to healthy adult male subjects, entrectinib was readily
absorbed with quantifiable concentrations at 30 minutes, with median
Tmax being observed at 3 hours postdose.

* Des-metabolite M5 was quickly formed, with median Tpax occurring
at 4 hours postdose.

* With a blood-to-plasma ratio close to 2, drug-derived radioactivity
was preferentially distributed into red blood cells.

* Entrectinib constituted approximately 36% of total radioactivity
AUCINF exposure, suggesting that the majority of radioactivity in
circulation was attributed to metabolites.

* M5, the desmethyl metabolite of entrectinib, was a major metabolite
in circulation and in feces, accounting for approximately 22% of dose.
* Ml11, an N-glucuronide conjugate of entrectinib, contributed up to
18.6% of radioactivity in pooled 0- to 24-hour human plasma, but only
accounted for less than 1% of the administered dose in excreta.

* With the exception of M11, all other identified metabolites have been
detected in rat and dog, the 2 preclinical species used for safety
assessment.




* A single 600 mg (~200 pCi) dose of ['*Clentrectinib appeared to be
safe and generally well tolerated by the healthy, adult, male subjects

in this study.

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd

A Ald) A

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

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




3BiT npo KIiHiYHe BUNPOOyBaHHs

1. Haspa nikapcekoro 3acoby (3a
HasgsBHOCTI - HOMep peecTpaliifHoro
MOCBiAYEHHS)

PO3JIITPEK® (ROZLYTREK®)

2. 3asBHUK

@.Xoppmann-JIs Pow JItx
I'pensaxepuirpacce 124, 4070 Basens, Llseituapis

3. BupoGHuxk

®.Xoddmann-Jla Pour JIta
Bypwicser, 4303 Kaiicepayrer, lseiinapis

4. IlpoBeneHi mocigKeHHs:

: | TaK Hi SAKIIO Hi, 00IPYHTYBa

1) Tun nikapcekoro 3aco6y, 3a AKUM

.HiKapCbKlfIﬁ 3aci0 3a MOBHUM JI0CHE (ABTOHOMHE JI0ChE), THIIHii
JMikapchkuii 3aci6, HOBa [il0¥a PEYOBHHA 3riAHO nymc'ryl

me) S:OI;HJ;:C’] 460 mIEHYETECH (mignynkty 1.1) posniny 111 Mopsiaky Hakazy MO3 Vkpaiuu Big
e 23 mumnns 2015 poxy Ne 460.
5. TloBma Ha3sBa  KuiHiynoro| ITporokon NeRXDX-101-05. Hocnimxenns 1 pasu 3 BUBYEeHHS

BUNPOOYBaHHsA, KONOBAaHWI HOMep
KJIIHIYHOTO BUMPOOYBaHHs

abcopbuii, MeraGonismy Ta BuBeaenHs [“ClentpeknuiGy npu
OpaJlbHOMY MPUHOMI Y 3/I0POBHX IOPOCIHX YOJIOBIKIB.

6. @asa KJIiHIYHOro BUNPOOYBaHHS

®aza |

7. llepion mpoBeneHHs KNiHIYHOTO
BUIPOOYBaHHA

3 4 Gepesns 2016 poky (maTa BKIIIOYEHHS MepIIOTo cy6’eKTa)
no 14 keiths 2016 poky (maTa 3aBepileHHs yuyacTi B
JOCJIiJUKEHH] OCTAHHBOTO CY6’€KTa).

8. Kpainu, ne npoBoaunocs kniniuxe
BUIPOOYBaHHs

CIIIA

9. Kinbkicts ocnimkyBaHux

3amiaHoBaHa: 7 cy0’ eKTiB,

10. Mera Ta BTOpMHHI wuini

KIIiHIYHOTO BUTIPOOYBaHHS

faxTuyna: 7 cy6’exriB. JlocmimpkeHHs 3aBeplieHe i3
1iJILOBOIO KiIBKICTIO 6 Cy6’€eKTiB.

Yactuna 1

Ileppunna

Mera 1: BuBumti wiiax(u) eniminauii Ta GanaHc Macu

SHTPEKTHHIOY Mic/1s OpajbHOr0 MPHUOMY OJHOKPATHOI J03M
600 mr (~200 MxKi) ["*ClenTpexTuniGy y 310poBHX JOPOCIHX
4OJIOBIKIB.

Mera 2: KinbKicHO BM3HAYMTH EKBiBAJEHTH KOHLEHTpaLii
CyMapHOI pajliloaKTUBHOCTI B MJIa3Mi KPOBI, Li/bHil KpoBi, ceui
Ta (])EKEUHHX Ta KOHLEHTpaLii eHTpeKTHHIOy B 11a3mi KpoBi Ta
cedi mic/s opabHOTo NpHHOMY OIHOKpaTHOT 1031 600 Mr (~200
MKKi) [*ClentpexTniby y 310pOBUX IOPOCIHMX YOMOBIKiB.

Mera 3: Busuutd mpodine merabonismy eHTpeKkTHHIGY y
JIIOJIMHH Ta i1eHTH(IKYBaTH OCHOBHI MeTaboIiTH B GioMorigHIX
3pa3Kax.

Mera 4: Bupuutu Bigcotok ["C] pa,[li()aKTHBHOCTi
acouioBaHOl 3 KIITHHHUMH KOMIIOHEHTaMHM B LiJIbHiil Kpom 3
4acoM (30Kpema, CIIBBIAHOLIEHHS pO3MOi
KpOBi:1iasmi).

Bropunnua

‘_ )
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OuiHnTH Gesneky Ta MepeHOCHMICTh OTHOKPATHOT 1031 600 Mr
(~200 ™mkKi) ["C] entpexTuniby y s3mopoBHX jOpOCTHX
YOJIOBIKiB.

1], Huzaiin KJTIHIYHOrO

BUNpOoOYBaHH:A

Lle 6yno BigkpuTe HOCHIIKEHHS OJHOKPATHOT 103M 3 OJHHM
TepioioM, sIKe MPOBOAMJIOCH B YMOBAX HATIIIE.

12. OcHoBHI KpuTepii BKIIOYEHHS

1. 3noposi nopocii yonosiku Bikom 19-55 pokiB BKIIOUHO Ha
MOMEHT CKPHHiHTY.

2. Tupexc macu tina (IMT) >18,5 i <32 kr/mM? Ha MoMeHT
CKPHHIHTY.

3. BunopoxHeHHs KHIIeYHHKa BinOysasnocs MiHiMym | pa3
KOKHi 2 aHi.

4. 3710poBi 32 MEIMYHHUM CTaHOM 6e3 KIiHIYHO 3HAYMMUX
JAHUX MEJMYHOrO aHaMHe3sy, pe3ylbTaTiB (i3HKaILHOro
obcrexxenns, nabopatopHux npodinis, OCHOBHHX MOKA3HHKIB
KUTTEAiANbHOCTI opranizsmy yn EKI', 3a oUiHKOK rosioBHOrO
JIOCITi THUKA.

5. YonoBikM, fAKMM He NPOBOAUIACH Ba3eKTOMifl, $Ki
MOrOJUJIUCh 3aCTOCOBYBATH IPE3EPBATHB i3 CriepMiuuaoM abo
YTPUMATHCS BiJl CTATEBHX KOHTAKTIB NPOTATOM AOC/i IDKEHHS 10
90 auiB micns OTPHUMaHHA OCTaHHBOI J03M JOCHiIKYBaHOrO
nikapcekoro 3aco0y. (Koanux o6MexeHb He BUMAranocs s
4OJIOBIKa i3 BA3EKTOMI€I0 32 YMOBH, IO HOrO BaseKToMis Gyna
BHUKOHaHa 3a 4 micsawi abo Ginplre 10 noyarky IOCTi DKEHHS ),

6. SIKo 4OJIOBiK NMOroAUBCs He GYTH JOHOPOM CIEPMH Bix
yacy no3yBaHHs 10 90 OHIB nicis oTpUMaHHs OCTaHHBOT JO3H
€HTPEKTHHIOY.

13. JlocnimkyBaHuii  JikapchKuii
3acib, cnoci6 3actocyBaHus, cuna aji

BunpoboryBanumu NiKapChbKMUMHU 3acobamu €
['*Clentpextuni6 (0,337 wmKi/r), 6erain HCL i 6erain
rigpoxnopun 82 mr ta ['*Clentpextuni6 no 200 Mr B nopomky
B kanicynax (PIC), kancynu no 67,4 mxKi.

Hocnimkysanuii nikapebkuii 3aci6 3actocoBysanu B roguuy 0
mHa 1y Burisai Tprox kKancyn no 200 mr, 3abesnedyroyu
cymapHy n03y 600 mr npubauzHo i3 240 M1 Boay nicas HiYHOTO
roJI0lyBaHHsl TPUBAJiCTIO He MeHIe 10 roguH.

Kancyny aietmunoil noGaBku, mo mictute 246 mr Gerainy
riipOXIOpHLY, PUIMaH OPaIIbHO, 32 15 XBUIMH 110 J03YBaHHS
JOCITiIZKYBAHOTO J1iKapChKOro 3acofy.

14. Tlpenapat nopiBHsHHS, 1033,
croci6 3acTocyBaHHs, CUia Jii

He 3acTocoBHO.

15. CynyTHs Teparis

[IpoTsirom nocnimkenHs 2 cyG’eKTH OTPUMYBAIM €MYJbCitO
Maruesii (MiJPOKCHI MarHito) OpaJbHO OJHOKDATHO uepes
BIICYTHICTh BUTIOPOXKHEHHS.

16. Kpurepii owinku edekTuBHOCTI

PapmakokiHeTHKA

Hacrynni ®K napamerp BH3HAYaluCh Ha OCHOBI OKPeMMX
KOHLIEHTpalil pajioakTMBHOCTI (miasmMa i 1ilbHAa KpoB)
EHTpeKTHHIOY Ta Mertabonity RXDX- 3a

JIONOMOT0I0  HEKOMIAPTMEHTHHX npou
MiJ KPUBOKO «KOHIIEHTpaLlisi/eKBiRae

EFEaEs
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yacy 0 10 24 romun), AUCust (nioma mig KpHBOIO
«KOHLIEHTPALliA/€KBiBAICHT KOHLUEHTpalii — yacy 3 yacy 0 10
OCTaHHLOI ~ BMMipIOBaHOT  KOHLEHTpauii Ha  mpeamer
panioakTuBHOCTI eHTpexTHHiOY), AUCo. (mioma mix Kpueowo
«KOHLIEHTpALlis/eKBiBaJIeHT KOHUEHTpalii — yacy» 3 yacy 0 mo
OCTaHHEBOT BUMIPIOBAHOT KOHIIEHTpALLiT [UIsl eHTpeKTUHIOY Ta M5
B niasmi), AUCnr (rutoma i 1 KPHBOIO
«KOHLICHTPaLis/€KBiBaIEHT KOHLEHTpalii — yacy 3 yacy 0 j0
Geskineunocti), CL/F (3arajeHuii KilipeHC mmasMu micis
OpaJIbHOr0 MPUHOMY — JikLIe eHTPeKTUHI0), Cmax (MaKCHManbHa
KOHUEHTpaLis B n1a3Mi), Tiast (ac OCTaHHBOT CHOCTEPEXKYBAHOT
KOHLUEHTpalii, AKy MOXJIHBO BM3HAYUTH KilbKiCHO, a60
eKBIBA/IEHT KOHUEHTPALLiT), Tmax (4ac 10 Cmax), Az (KOHCTaHTA
WBU/KOCTI  OYEBMIHOI  TepMiHANbHOT  emiMiHamii), tip
(crocTepexyBaHuii TepMiHaNbHUI Nepioj HaMiBBUBENEHHS) i
Vz/F (oueBuanmii 06’em posnoainy mia yac TepMinanbHol dasu
BUBE/ICHHS I1iCJIsl OPaJILHOTO MPUHOMY — JIHIIE eHTPEKTHHIO).
Hacrynui ®K napamerpu Gynu o6uKciieHi Ha OCHOBI IaHuX i3
cevi: Ae (KiNBKIiCTH eKcKpelii i3 ceuero SIK He3MiHEHOro
nikapeekoro 3aco6y), Fe (dpakuis n03u, exckperoBaHoi i3
Cceuero sIK He3MiHeHoTo NiKkapebkoro 3acoby), CLR (HupKoBHii
kiipenc), CLRo-24 (HupkoBuWii Kiuipenc Bim 0 10 24 roaus),
CLRo-96 (HupkoBuii knipeHc Big 0 10 96 romud) i CLRo2i6
(nupkoBuii KnipeHc Big 0 10 216 rogun).

bynu oGuucneni okpemuii Ta KyMyJATHBHHH BimcoTOK
PafioakTUBHOCTI 103M €HTPEKTHHiOYy, BUBE#EHOI i3 ceueio Ta
(exanismMu 17151 KOXKHOTO iHTepBay 360py.

17. Kpurepii oninku 6e3neku

besneky  omiHroBanu  3a  pesyabTaTaMM  KIIHIYHMX
nabopaTopHUX TECTiB, (i3MKaJIbLHOrO 0GCTEKEHHS, OCHOBHMX
MOKa3HWKIB  JKMTTEAiANBHOCTI  opranismy, EKI B 12
BiJBeIeHHAX Ta HS.

18. CraTucTHuHi MeTOIU

®dapmakokiHeTHKA

IuTepdepenuiitnuii crarucTHUHMIA aHAi3 He IPOBOIMBCS I
LBOro A0CTiDKEHHS.

Hactynna omucoBa crartuctuka Gyna oGumnciena 3a
JIOIIOMOT 010 IPOrpaMHOro 3a0e3neyeHHA Phoenix®
WinNonlin®, Bepcis 6.4.0.768 a6o nucra Microsoft® Excel s
pajlioaKTHBHOCTI €HTPEeKTHHIOY B LiJbHiH KpoBi Ta miaswmi,
eHTpeKTHHIOy Ta M5 B nasMi, ceui Ta dekanisx.

Jlani  omucoBoi craTHCTMKM, 3a3HaYeHi B TaGIMLAX
KOHLIEHTpaLiT, BKJIHOYAIOTh YUCIIO cy0’exTiB, AKi
BHKOPHCTOBYBAINCh IS CTAaTUCTHYHMX po3spaxyHKiB (N),
cepenHe apupMeTHUHe (CepelHE), CTAHJIAPTHE BiAXUICHHS
(SD), minimym (Min), meziany, Makcumym (Max) Ta koeditjieHT
Bapiauii (CV%).

Oxpim Toro, 6ynu 06YKCIEHi HACTYNHI MOKA3HUKH OMUCOBOT
CTaTUCTHKH a8 Tabmuups DK




CEpeAHBOro reoMeTpuyHoro (95% JII HuwkHiii), i BepxHiii 95%
HABKOJIO CEPENHROTO reoMeTpudHoro (95% JII Bepxwiii).
besneka

Yei HS 6ynu 3akomoBaHi 3a  10MOMOroro Menuunoro
CIOBHHKA perynaTopHoi aisnsHocTi (MedDRA®), Bepcis 18.1 i3
NPUCBOEHHAM CTYNEHs 3arajbHOi TepMiHOJOTT KpuTepiiB
nebaxanux aeui (CTCAE) v4.03 HauioHansHOro IHCTUTYTY
310poB’st — HaujoHansHoro incturyty paky (NCI). Vei HS
Oy 3a3HaueHi 3a cy6’eKTOM, BKIIOYAKOYH J0CTIBHUI TEPMiH,
KOIOBAaHWH TEepMiH, TAKKICTh, 3B'A30K i3 IOCITi JUKYBaHUM
niKyBaHHAM i 3ax0au. HSl Gynu HaBexeni B Ta6umi 3a Kiacom
cuctemun  opranis  (KCO) Ta TepmiHomM mepeBakHOro
BUKOPHUCTAHHS.

Yce cynyTHe JiKyBaHHS, 3aJOKYMEHTOBaHe Mia  yac
mocnijpkeHHs, Oylo 3aKojoBaHe Ta nepepaxoBaHe 3a
JOMOMOTOK0  CJIOBHMKA JIIKApChKMX 3acobiB  BcecBiTHBOT
opraHisauii oxoponu 310pos’s (BOO3) Bepcii Bix 1 BepecHs
2015 poky. Onucosa ctaTucTHKa (po3Mmip BuGipky [n], cepenHe,
CTaHIAPTHE BIAXWIIEHHS, MeJliaHa, MiHIMyM i Makcumym) Gyia
MOBIIOMJIEHA s YMCJIOBHX  KIIHIYHHMX nabopaTopHux
Pe3y/IbTaTiB 38 MOMEHTOM 4acy. 3MiHa Bif BMXiZHOTO piBHs
Takox Oyna pesroMoBaHa NomibHuM 4iHOM. OkpiMm Toro, 6yia
HajaHa 3Be/ieHa TabiMUs NMHAMIKH, IO ONMMCYE 3MiHY Bij
JianasoHiB HOPMH pPe3yJbTaTiB  KIiHIYHUX n1abopaTopHUX
TeCTiB. 3MiHH, W0 BUXOATH 32 Jiana3’oH HOPMH, PE3yIbTaTH
PaHHBOTO MPUNHMHEHH | KIiHIYHO 3HauuMi naGopaTopHi
MoKasHUKKM Oynu 3a3HAaueHi JUis KOXKHOro cy6’exra. Vi
naboparopHi pe3y/ibTaTi OyiIM 3a3HAYEH] B CIIHCKAX JAHMX /I
Cy0’eKTiB.

3BeneHi cratucTMyHi  maHi  (n, cepeaHe, cTamzapTHe
BIIXMIIEHHSA, MiHIMYM, MefiaHa i MakcumyM) 6y Hajaui s
3MiHHHMX OCHOBHMX MOKa3HMKIB JKUTTEiAIBHOCTI Opranismy Ta
3MiH Bi/l BUXiZHOTO piBHA 32 4aCOBOIO TOYKOIO. Vi pe3ysbTaTu
BU3HAUEHHS MOKA3HUKIB JKUTTEIiANLHOCTI Opranismy 6yan
3a3HaYeHi B CIIUCKAX aHUX JUia cy6’eKTiB. 3BeeH] CTATUCTHYHI
JiaHi (n, cepejiHe, CTaHAapTHE BiAXWIEHHS, MiHIMyM, Meliana i
MakcumyMm) Oymu Hajmani mns smiaux EKT Ta 3min Bin
BHXI/IHOTO piBHA 32 4acoBOK Toukow. Yci pesymbraru EKT
OynM 3a3HaYeHi B CIMCKAX JaHMX 114 Y6’ eKTiB.

19.  Jlemorpadiuni  mnoxkasHUKH
JOCTIKYBaHOT momynsuii  (cTar,
BiK, paca, Toiio)

Yei 7 cy6’exri 6ynu wonosiku. Binbwicts cy6’exrip 6yan
eBporneoifHoi pacu (71%) i He Gyau naTHHO-aMepHKAHLAMH
(71%). Cepenniii Bik cy6’extie cTanous 28,7 pokis (iianason
21-38) i cepenniii ingexc Macu Tina (IMT) cranoBus 27,833
Kr/m?,

20. Pesynbratu edexTHBHOCTI

®apmakoKiHeTHYHI pe3yabTaTH
3aranom npubausHo 86% pamioaKTHBHOCTI BUBOIUJIOCH i3
cedero Ta (exanisMu micis OpanbHOro Mpu 1
103H [“ClentpexTuniby  3m0pop

A00POBOJBLAMHU. . IIPOTALOM .fmgiiggy
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Busenenns y 6 cy6’exTi BapitoBaio B ianasoni npu61usHo Bin
72% no 91%. V cepeanbomy 3,06% 1031 BiIHOBMIOBAIOCH B
cedi i 82,9% BimHOBMOBAJIOCH B (exayisx 10 OCTAHHBOTO
inTepBany 360py. 3a BUHSTKOM cy6’ekTta S, 6inbina yacTHHA
exckpeuii 3 dekanismu Binbynace nporsarom 120 roaun. V
cyb’exra 5, oamak, GinbmwicTh 103M eKckpeTyBanach 3
(ekaniamu uepes 144 - 264 roguuu micas J103yBaHHS.

[Ticns npuitomy OJHOKpaTHOT OpajibHOT 1031

l“C]e:HTpelcmmﬁy palioaKTUBHICTE JIETKO aﬁcOpﬁyBanaCL i3
BHMIPIOBAHOIO PaJlioaKTHBHICTIO yepes 30 XBHIIMH i3 MeiaHO
Tmax uepe3 4 i 3 rogunu micns JO3YBaHHA B KpOBi Ta IJ1a3Mmi
BignosigHo. CepeHe criBBigHOMEHHs KpoB-x0-miasmu AUC
Ta Cinax 610 61M35KHMM J10 2, IO CBiAYMTE TIPO Te, 110 GiBIIICTE
['*ClenTpexTiHi6-yTBOPEHOT pafioaKTHBHOCTI acoliloBaIach i3
epurpounTamMu. Cepe/iHi 3HaueHHs ti2 A1 paJiOaKTHBHOCTI B
miasmi Ta UiibHi KpoBi craHoBMmM 24,3 i 22,5 roaumuH
BIMOBIIHO.

Entpextnni6 nerxko abcopOysaBcs i3 BuMiproBaHMMM
KOHIEHTPALiAMH B I71a3Mi yepe3 30 XBUIHH Ta MeTiaHO0 Tmax
yepes 3 rofunu micns 1o3ysanns. I[icis abeop6uii entpexTunic
MPOAEMOHCTPYBaB  moMipHud  kmipenc 36,1 n/roauHy
(mpubnusno  40% i3 90 n/rogMHy WBMAKOCTI MEUYiHKOBOTO
kpoBoToKy). Cepeaniii 06’em posmoainy cranoBue 961 1, mo
CBIAYMTB TIPO IIMPOKHH pPO3NOAIA  JiKApChKOro 3aco0y.
Cepenniii TepMiHaJBHHIA nepion HaliBBUBEAEHHS
GHTPeKTHHIOY CcTaHOBHB npubnusHo 18,5 romus micas
nosysanna. Cepenni 3HaueHHs AUC.24, AUCINe T2 Cpax B
miasmi craHoBun 22600 uMeroa, 36600 uMerox i 1810 uM
Bi/IMOBIAHO. Cepenne  BimHONIEHHS  eHTpeKTHHIG-10-
panioakTMBHOCTI Cuax Ta AUCINF B mnasmi cranoeuio 0,605 i
0,364, BinmoBiAHO, WO CBIAYATE NMPO Te, WO GIABLICTH
LHMPKYJTIOI040i paflioakTHBHOCTI B T1a3Mi NpH Tmax BiqHOCHTBCS
N0 eHTPEKTHHIOy, OJHaK 3arajibHa EeKCNO3WIis MeTabomiTie
NepeBuLIyBaja Taky JUisi BUXiJHOT CHIOJNYKH.

Meniana Tmax Je3merni-merabomity MS  crocrepiranach
uepes 4 TOAMHM MiCIs J03yBaHHs B IUIa3Mi, 10 BigOyBanock
depe3 1 roguny miciis CnocTepexyBaHoro MeJiaHHOro 3HAYEHHS
Tmax A1t eHTPEKTHHIOY B MU1A3Mi, WO CBiAYMTL TPO Te, o MS
YTBOPIOBABCS  IIBHUAKO micas  abcopOuii  eHTpekTHHIOY.
Tepminanenuii  nepiox HamiBBuBeAeHHs M5  CTaHOBMB
npubmu3Ho 43,9 roauHM, WO CBiAYMTL MPO BHUIIMHA MOTEHIiaN
HaKoMu4eHHs M5 NopiBHAHO 3 eHTPeKTHHIOOM micns npuiiomy
GaraTokpaTHux 103. BinHowenns M5 mo pagioaktuBHOCTi B
masmi 18 Comax i AUCINF cTanoBuan 0,122 0,131, BiJINOBiAHO,
O CBIZYMTL Npo Te. MmO M5 € OCHOBHMM HHpPKYIIOHYHUM
MeTaboJ1iToM eHTpeKTHHi6y

[Ipu6nusno 3% pamioakTHBHOCTI 1031 BUBOAMIOCH i3 Ceyeto, 1
NMpUOIM3HO MOJOBMHA HHUPKOBOI eKCKperji :
BigOynace B mepmi 24 roauHu micns J1o / §

MEPERNAR BTT
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BUBeleHHS i3 ceueio (Fe) mo 216 romum micna ao3yBaHHs
craHoBua npubdausno 0,314% st eHTpeKTUHIOY, 1O CBiIYUTD
Npo Te, M0 HMPKOBUIl KIipEHC Mae He3HayHe 3HAYEHHS B
enimMiHallii eHTpeKTHHIBY.

Mera6oaiuni npodini enrpexTuniGy B miaasmi, ceui Ta
dexainx J0OAUHHA

Ilicas npuitomy omHoxpaTHOT 4031 600 M eHTpekTHHIOY i3
200 wMmkKi 'ClentpextuniGy 3m0poBMMH  JOpOCIHME
40JIOBiKamMu OyJ10 BUSBIEHO 3arajioM 8 MiKiB pajioakTHBHOCTI B
n1asmi, cedi Ta hexanisx JoaUHH.

EnTpexTuHi6 3anMimaeTbes 0JHUM i3 OCHOBHUX KOMIIOHEHTIB B
KpOBOOOIry MpOTArOM YChOTO Mepiojy micis no3yBaHHs Big 0
Ao 24 roau. Jlesmerun-merabonit M5 GyB OCHOBHHM
MeTabosliToOM B Mia3Mi JIIOAMHM i ckiajaas mpubnuzHo 22%
no3u. M11, N-rmokypoHinHHil KOH'IOraT eHTpeKTHHiOy, MaB
TEHJEHL{0 [0 BHINOrO0 IMOKa3HWKA Yepe3 8 TOJMH Micis
no3yBaHHsA i craHOBMB 10 18,6% pagdioakTHBHOCTI B
00’eHaHOMY 3pasky niasmu yepes 0 — 24 roaunu. M11 6yB
OCHOBHHM IIMPKYJIFOKOUHMM MeTab01iTOM, OJJHAK CTAHOBUB JIUIIIE
MeHLie 1% 10341 B eKckpeMeHTax. 36 i 22% 1034 BUBOAUIHCE 3
(exaniamu y Burnazni enrpextuni6y ta M5 signosigno. M1 i

M2 BusBnAnMCE B OCHOBHOMY B (eKanisx i ckmagamu
npubnusHo 15% ta 10% cymapHOi MpUAHATOT paJioakTUBHOCTI
Bi/IMOBiHO.

Y upomy pocnimkeHHi He Oylno BUmajakiB cmeprti abo
cepiiosHux  Hebaxanmx sBumy (CHS). Omun  cy6 ekt
nepej4acHo BHOYB i3 JociipkeHHs yepe3 GIIOBaHHSA. 3araaom
BCBOTO TOBigomusAnock npo 6 HA y 2 (29%) cy6’exriB. Vi
sABuLIa 6yaM IETKOro cTyneHs TsKKocTi (ctynens 1). FonosHuid
focniiHuK posuinuB 5 HS sk noB’s3aHi 3 mocnimkyBaHHUM
npenapaToM i 1 sk HenoB’s3aHe. He 6y/i0 BUSBIEHO BaMIIMBUX
3MiH Iil Yac pelTH OLiHIOBaHb Oe3MeKu 3 GOKYy OCHOBHMX
MOKA3HUKIB JKUTTEIiAnbHOCTI opranismy, EKI, kniniunaux
11abOpaTOPHHUX MOKA3HKUKIB i pH (i3MKAILHOMY 06CTEKEHH.

21. Pesynbraru 6e3neku

* 3arajom npubauzHo 86% pajlicaKTUBHOCTI BMBOJAMJIOCH i3
ceyero i pexaniamMu micis npuitoMy 0HOKPATHOT OpalibHOT 1031
["*ClenTpexTunity.

* Exckpettis 3 ¢exanisimu Gya OCHOBHUM LIJIAXOM eliMiHaLLii y
YOJIOBIKiB Mmicas opaibHOro npuiiomy ['*Clentpektuniby, mo
craHoBWIO mnpubnusHo 83% saranbHoi go3u.  Exckpeuis
panioakTMBHOCTI i3 cedelo Oyia HE3HAUHOIO i CTAHOBMIJIA
22. BUCHOBOK (3aK/THOYEHHS) npuOKM3HO 3% BBENEHOT palioaKTHBHOCTI.

* Ilicns npuitomy oxHOKpaTHOT 1031 600 MI' eHTPEKTHHIOY i3
200 wmxKi ["“CJentpextuniGy 310pOBHMH  JOPOCIHMH
YOJIOBIKAMH EHTPEKTUHIO nerko abcopOysaBes i3 KijbKicHO
BUMIDIOBAaHUMM  KOHILEHTpauisMu uepes 30 XBHIHH Ta
MeJ1iaH010 Tmax Yepe3 3 roMHu micis J03yBaHHs
* Jles-merabonit M5 yTBOpIOBaBCS IBHIKO i
4epes 4 roJMHU Micjd J03yBaHHS.
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* I3 Bi/IHOIIEHHAM KPOB-/10-1171a3MH GJIH36KO 2, Pa/1i0aKTUBHICTE
JKapCHKOro 3aco0y MepeBajkHO PO3NO/INIAIACE B EPUTPOLUTAX.
* Edtpextnni6 cknagaB  npubnusHo 36%  3aranbHOT
panioaktueHocTi ekcnosuilii AUCINF, 0 CBIUHTE npo Te, 1o
OinbIIiCTh paJioaKTHBHOCTI B KpoBOOGIry Oyna noe’s3ana i3
meTtaboiTaMu.

* M5, nesmerun-meraGonitT eHTpekTHHIGY, GYB OCHOBHUM
mMeTabosiToM B KpoBoOOIry Ta (ekanmisx, ckiamaroyu
npubausHo 22% no3u.

* M11, N-rmokypoHinHuii KOH'IOratr eHTpeKTHHIOY, CTAHOBUB
no 18,6% panioakTvBHOCTI B 00’ €1HaHii nua3smi nroaunu 3a 0-
24 roauuM, OJIHAK CKNajaB auie MeHuie 1% npuiiHATOT 1034 B
EKCKPEMEHTaxX.

* 3a BuHsATKOM M11, yci inmi inentudikosani merabosiith 6ynu
BUABJIEGHI Yy wiypiB Ta cobak, 2 JOKIIHIYHMX BHMIIB, LIO
BUKOPHCTOBYBAJIUCH JJIsl OLIHKK Oe3MeKH.

* OnHokparna n03a 600 mr (~200 MkKi) ['“Clentpekruni6y
BUSBHJIACH Ge3MeYHOI0 Ta 3araloM Jo0pe MepeHOCHMOK i
3JI0POBHX JAOPOCIHX YOJIOBIKIB y LILOMY JOCIIIKEHHI.

3asBHUK (BJIaCHMK PEECTPALIiHHOTO MOCBi 14eHHs)
@©.Xohdmanu-JIs Pow Jitg
[Tigmuc

. Xoddhmanu-JIs Pour JItn

Binain 3 MikHApOOHUX PErYIATOPHUX NHTAHb
bazens, LlIpeituapis

Epika Exens

Ilignuc

O.Xoddmann-JIa Pow Jitn

Binuin 3 MbXHApOIHHX PEryIsSTOPHHX MHTaHb
bazens, llIseituapis

Xag’ep [pyraapn

NEPERNAR
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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 No 460.

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

Protocol No. RXDX-101-04. A Phase 1, Open-label, Single-Dose
Study to Evaluate Safety, Tolerability and Pharmacokinetics of
Entrectinib in Healthy Japanese and Caucasian Subjects.

6. Clinical trial phase

Phase I

7. Period of the clinical trial

From 17 December 2015 (first subject screened) till 12 February 2016
(last subject completed).

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned: up to 24 (12 Japanese subjects, 12 Caucasian subjects).
Actual: 24 subjects (12 in each group).

10. Goal and secondary objectives of
the clinical trial

Primary

To evaluate dose proportionality and compare the relative
bioavailability of entrectinib in healthy Japanese and Caucasian
subjects after administration of single doses of 400 mg and 600 mg
under fasting conditions and 600 mg under fed conditions and to assess
the effect of food on the bioavailability of a single dose of entrectinib.

Secondary

To assess the safety and tolerability of entrectinib administered as a
single oral dose in each period.

11. Design of the clinical trial

This was a Phase 1, open-label, single-dose study to investigate the
comparative bioavailability and pharmacokinetic (PK) profile of
entrectinib in healthy Japanese and Caucasian subjects after
administration of single doses of 400 mg and 600 mg under fasting and
fed (600 mg only) conditions. The effect of food on the bioavailability
of a single dose of entrectinib was also assessed.

12. Main inclusion criteria

1. Healthy, tobacco-free (within 3 months prior to first dose), adult,
male, 18-55 years of age, inclusive, at screening.

2. Weighed at least 50 kg and within the normal range according to
accepted normal values of the body mass index (BMI) >18.5 and
<32.0 kg/m? at screening.




3. Medically healthy with no clinically significant medical history,
physical ~examination, laboratory profiles, vital signs or
electrocardiograms (ECGs), as deemed by the principal investigator
(PD).

4. A non-vasectomized male subject must have agreed to use a
condom with spermicide or abstain from sexual intercourse during the
study until 90 days beyond the last dose of study drug. (No restrictions
were required for a vasectomized male provided his vasectomy had
been performed 4 months or more prior to study start.).

5. Must have agreed not to donate sperm from dosing until 90 days
after last entrectinib dosing.

6. Able to swallow multiple capsules and tablets.

7. Understood the study procedures in the informed consent form
(ICF), and was willing and able to comply with the protocol.

Caucasian Subjects

8. The subject must not have been of Japanese or Asian descent and
must not have had parents and grandparents born in Japan or in any
other Asian country.

Japanese Subjects

9. The subject must have been born in Japan and had both biological
parents and 4 biological grandparents of Japanese descent.

10. The subject must have had a valid Japanese passport.

11. The subject must have lived outside of Japan for no more than
5 years.

12. The subject must have not significantly changed their diet since
leaving Japan, eg, he was mainly eating a “Japanese” diet.

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

Name: Entrectinib.
Pharmaceutical form: Oral capsule.

Strength: 200 mg.

Period 1

Entrectinib 400 mg (2 x 200 mg capsules) administered under fasting
conditions on Day 1.

Period 2

Entrectinib 600 mg (3 x 200 mg capsules) administered under fasting
conditions or 30 minutes after the start of a high-fat breakfast on Day
1 (Study Day 10), as per the randomization scheme.

Period 3

Entrectinib 600 mg (3 x 200 mg capsules) administered under fasting
conditions or 30 minutes after the start of a high-fat breakfast on Day
1 (Study Day 19), as per the randomization scheme.

14. Comparator, dose, method of
administration, strength

Not applicable.

15. Concomitant therapy

A total of 4 (16.7%) subjects took concomitant medication. Overall,
the most common concomitant medications were terbinafine
hydrochloride, acetylsalicylic acid, ibuprofen, glycerol, paracetamol,
and Vicks® Nyquil Cold and Flu Multi-Symptom (1 instance each).

16. Efficacy evaluation criteria

Pharmacokinetics




Blood samples were collected at the following time-points in relation
to dosing on Days 1 of each treatment period: pre-dose (within
30 minutes before dosing) and at 0.5, 1, 2, 3, 4, 5, 6, 8, 12, 24, 36, 48,
72, 96, and 120 hours post-dose. There were no sample collections
outside the pre-specified PK sampling time window, therefore,
nominal times were used in the computation of PK parameters.

Plasma samples for determination of entrectinib and its metabolite
RXDX-101-M5 were harvested from the blood samples.

Entrectinib and RXDX-101-M5 plasma concentrations were
determined by the bioanalytical group at Ignyta, Inc., San Diego, CA,
using a validated liquid chromatography with tandem mass
spectrometry (LC-MS/MS) method.

PK parameters were determined in accordance with Ignyta
SOP.DDV.011  (Determination of Pharmacokinetic  and/or
Toxicokinetic Parameters) and Statistical Analysis Plan using a single-
dose noncompartmental approach model.

The following plasma PK parameters were determined for
entrectinib: Tmax, Cmax, AUCo.24, AUCo.;, AUCs, Caan, CL/F, VZ/F, t110.
The following plasma PK variables for RXDX-101-M5 were
calculated: Trmax, Cmax, AUCo.24, AUCo, AUC,, ti2, and ratio of Cax
and AUC to parent.

17. Safety evaluation criteria

Safety was assessed while subjects were on study. Safety endpoints
included adverse events (AEs), physical examinations, vital signs, 12-
lead ECGs, and clinical laboratory tests (hematology, serum
chemistry, and urinalysis).

Subjects were assessed for AEs while on study. All AEs reported
during the AE reporting period (on or after the first dose of entrectinib
until the last visit) were considered as treatment-emergent adverse
events (TEAEs).

18. Statistical methods

The primary analyses for this study were carried out for the PK
parameters and based on the PK analysis set (defined as subjects with
evaluable PK profiles). The secondary analyses of safety endpoints
were based on the safety analysis set (defined as all subjects who
received at least 1 dose of entrectinib).

Bioequivalence was evaluated in the form of geometric mean ratio
(confidence interval, 90% CI). Statistical assessment was performed
using Phoenix WinNonlin bioequivalence wizard on log-transformed
(natural logarithms) variables.

Dose-proportionality assessments were performed by statistical
analysis using a log-transformed (natural logarithms) power model.

The safety analysis was descriptive in nature and no formal inference
was made. In general, N, arithmetic mean, standard deviation (SD),
median, minimum, and maximum are provided for continuous
variables, and frequency and percentage were provided for categorical
variables.

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

The mean age of Caucasian subjects was 43.1 years, ranging from 30
to 52 years old. The mean BMI of Caucasian subjects was 26.33 kg/m?,
ranging from 21.6 to 29.8 kg/m?.




The mean age of Japanese subjects was slightly younger (36.5 years)
and ranged from 20 to 46 years old. The mean BMI of Japanese
subjects, 22.73 kg/m?2, was slightly lower than Caucasian subjects, and
ranged from 20.4 to 24.8 kg/m*.

All subjects (100%, 24 subjects) enrolled in the study were male. Of
the Caucasian subjects, all were non-Hispanic or Latino ethnicity. Half
of the enrolled subjects (12 subjects) were Caucasian and the
remaining 12 subjects were Japanese.

20. Efficacy results

Pharmacokinetic Results

Following administration of single oral doses of entrectinib at 400 or
600 mg to healthy Japanese and Caucasian males, entrectinib was
readily absorbed with detectable entrectinib at 0.5 hours post-dose and
a median Tmax occurring between 3 and 5 hours.

Plasma concentrations of entrectinib declined with average half-life
at approximately 20 hours for Caucasians and Japanese, respectively,
supporting once a day dosing schedule. Mean oral clearance (CL/F) of
entrectinib was approximately 23-30 L/h in both races. Apparent
volume of distribution (Vz/F) for entrectinib was approximately 600
800 L (mean value).

Following oral administration, entrectinib was partially converted to
its active metabolite, M5, with a median M5 Tumax occurring between
3.5 and 5 hours. The mean elimination ti2 of M5 was approximately
40-46 hours. However, most t1,2 values of M5 were considered to be
unreliable as they were calculated from a period of less than 2 half-
lives. Following 600 mg dosing under fasted condition, M5 exposure
was approximately 30% of total entrectinib exposure for Caucasian
and Japanese subjects.

Exposures (AUCixg) were similar between Japanese and Caucasian
subjects under fasted or fed condition with relative bioavailability at
100%, 98%, and 96% for Japanese at 400 mg fasted, 600 mg fasted,
and 600 mg fed dosing, respectively, compared to Caucasian subjects.
The mean maximal concentrations were slightly higher in Japanese
subjects (~13—-14%).

The effect of a high fat meal on entrectinib exposure was evaluated
at the 600 mg dose level. Following a high fat meal, peak entrectinib
exposures (Cmax) were similar to those under the fasted condition, but
total exposure (AUCwg) was slightly higher (~20%) for both
Caucasian and Japanese subjects. Time to reach maximal
concentration (Tmax) appeared to be delayed by 1-2 hours following
the consumption of a high fat meal, but statistical significance of this
apparent delay was not assessed.

Entrectinib exposure increased with dose in both Caucasian and
Japanese subjects; however, it appears less than dose-proportional for
the studied dose range.

21. Safety results

AEs reported in the present study were assessed by the investigator
as mild or moderate in intensity. No subject experienced a TEAE
considered by the investigator to be severe in intensity (Grade 3 or 4),
a serious adverse event (SAE), or prematurely discontinued study drug
due to a TEAE. No fatal AEs were reported. Overall, 19 subjects in the




study experienced at least 1 TEAE (9 Caucasian subjects and 10
Japanese subjects).

TEAEs were reported in a total of 10 unique system organ class
(SOCs) across the study (Caucasian subjects, 7 SOCs; Japanese
subjects; 6 SOCs), with AEs in the gastrointestinal disorders and
nervous system disorders classes being most frequently reported. The
most common (at least 2 events recorded per analysis set) TEAEs
among subjects receiving entrectinib were diarrhoea (2 Caucasian,
4 Japanese), hypoaesthesia oral (6 Caucasian, 8 Japanese),
paraesthesia oral (6 Japanese), upper respiratory tract infection
(2 Caucasian), dysgeusia (5 Caucasian, 7 Japanese), headache
(5 Caucasian), constipation (4 Caucasian, 4 Japanese), nausea
(2 Japanese), and dizziness (3 Japanese). The most frequently reported
related TEAE following treatment was hypoasthesia oral (5 Caucasian,
7 Japanese) and dysgeusia (5 Caucasian, 7 Japanese).

No apparent dose relationship was observed with regard to the
incidence of these commonly reported TEAEs. There was no evidence
of toxicity.

Review of all safety data indicated that no clinically important safety
issues were associated with the administration of the study drug. No
clinically significant mean change from pre-dose to 6 hours post-dose
was observed in any standard hematology, blood chemistry, urinalysis,
vital signs parameter, or QT interval in any treatment group. No
clinically significant mean change from Screening to Day 24 was
observed in any standard hematology, blood chemistry, urinalysis,
vital signs parameter, or QT interval in any treatment group.

There were no clinically meaningful differences noted between
subjects who received entrectinib by ethnic group for changes over
time in clinical laboratory data (including hematology, blood
chemistry, or urinalysis parameter), vital signs, or ECGs.

22. Conclusion

. The most common (at least 2 events recorded per analysis set)
TEAEs among subjects receiving entrectinib were diarrhoea
(2 Caucasian, 4 Japanese), hypoaesthesia oral (6 Caucasian,
8 Japanese), paraesthesia oral (6 Japanese), upper respiratory tract
infection (2 Caucasian), dysgeusia (5 Caucasian, 7 Japanese),
headache (5 Caucasian), constipation (4 Caucasian, 4 Japanese),
nausea (2 Japanese), and dizziness (3 Japanese), and no apparent dose
relationship was observed.

. The most frequently reported related TEAEs following
treatment (in both treatment groups) were hypoasthesia oral
(5 Caucasian, 7 Japanese) and dysgeusia (5 Caucasian, 7 Japanese).

. There were no clinically meaningful differences noted between
subjects who received entrectinib by ethnic group for changes over
time in clinical laboratory data (including hematology, blood
chemistry, or urinalysis parameter), vital signs, or ECGs.

. Exposures of entrectinib were similar between Caucasian and
Japanese subjects regardless of dose level or food conditions with
elimination half-life of approximately 20 hours.




. When entrectinib was consumed following a high fat meal,
exposures in Caucasian and Japanese subjects were approximately
20% higher than when entrectinib was administered under a fasted
state.

. Entrectinib exposures increased with dose, but it appears less
than dose-proportional for the studied dose range.

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd
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3BiT npo KJaiHiYHe BUNPOOYBAHHS

1. Haspa nikapcekoro 3aco6y (3a
HasBHOCTI - HOMEp peecTpalliifHoro
MOCBIJ4YEHHS)

PO3JIITPEK® (ROZLYTREK®)

2. 3asgBHUK

@. Xodppmanu-JIs Pom JItg
I"pensaxepiurpacce 124, 4070 Basens, [lseiinapis

3. Bupobuuk

. Xoddmann-JIs Pom JItx
Bypwmicger, 4303 Kaiicepayrer, [1IBeiinapis

4. IlpoBeneHi gociimKeHHs:

l TaK c Hi AKIIO Hi, OOIpYHTYBaTH

1) Tun nikapepkoro 3aco0y, 3a SKUM

Jlikapcekuii 3acib 3a NOBHUM J0ChE (ABTOHOMHE JIOCHE), iHIIMIA
JMiKapchKui  3acib, HoOBa Mil0Ya pPEYOBMHA 3MiJHO MYHKTY 1

HSS:OI;H?:CH 60 TeHyeTHUR (migmynxry 1.1) posainy I1I [opsiaky Hakasy MO3 Vkpaiuu Bix 23
peectpan aunHs 2015 poky Ne 460.
5 Tlosen . s wilElaEs IIporokon Ne RXDX-101-04. Bigkpute  gocmimKeHHs

BUIPOOYBaHHA, KOJAOBaHHH HOMEp
KJIiHIYHOrO BUNIPOGYBaHHs

OHOKpaTHOi 103U 1 da3u 3 ouiHKOKO Ge3rneku, MepeHoCHMOCTi Ta
(hapMaKoKiHETHKHM EHTPEKTHHIOY y 30POBUX AMOHILB Ta cy6’ eKTiB
€BPOIIEOITHOT pacH.

6. ®aza KIiHiYHOrO BUNpOOYBaHHs

®azal

7. Ilepion npoBeieHHs KIiHI4HOTO
BUNPOOYBaHHSA

3 17 rpymus 2015 poky (ckpuHinr nepmoro cy6’ekta) mo 12
mororo 2016 poky (3aBeplieHHs y4acTi B J0CIiIKEHHI
OCTaHHBLOIO Cy0’€KTa).

8. Kpainu, ne nposoaunocs kiiHiuHe
BUNPOOyBaHHs

CIIA

9. KinpkicTs goCHipKyBaHHX

3amnanoBaHa: 10 24 (12 anoncekux cy6’ektis, 12 cy6’exrip
€BPOINEOITHOT pacu),
tbakTuyuna: 24 cy6’exru (12 B koxHiii rpymi).

IlepeuHHA

Ouinuti  nponopuilinicts 1034 i mopiBHATH  BiAHOCHY
0i0/I0CTYNHICTL €HTPEKTHHIOY Y 30POBHX ANOHCHKUX CYO’€KTIB
Ta Cy0’€KTIB €BPONEOIAHOT PaCH MiC/Is BBEAEHHS OJIHOKPATHUX JI03
400 mr ta 600 mr Hatwe i 600 Mr micis i Ta OLIHATH BIUIUB TXKi
Ha 6i0I0CTYNHICTh OIHOKPATHOT 103K €HTPEKTHHIOY.

Bropunna

OuinuTy Gesneky i MepeHOCHMICTh eHTPeKTHHIOY B OHOKpATHIl
OpallbHiit 1031 B KOJKEH Mepio.

10. Mera Ta BropuHHI wLini
KJIiHIYHOTO BUNPOOYBaHHA

L1, Iu3zaiin KITiHIYHOTO
BUNpOOyBaHHs

Lle BiakpuTe Q0CTiKEHHA OQHOKPATHOT 1031 1 a3y 3 BUBYEHHS
nopiBHANLHOT GiogocTynHOCTI Ta npodimo (hapMakokiHeTHKH
(PK) entpexTuniOy y 310pOBHX ANOHCHKUX CYG €KTIB Ta Cy6’ eKTiB
€BPOIEOIIHOT pacH Mmicns NpuiioMy oaHOKpaTHHX 103 400 mr i 600
Mr HaTle Ta nicius ki (e 600 mr). Takosk BUBYABCA BIIMB TKi
Ha 6i010CTYNHICTh 0THOKPATHOT 1031 €HTPEKTHHIOY.

12. OcHoBHI KpuTepil BKIIOYEHHS

1. 3n0opoBi HekypsLi (MPOTAroM 3 MicsLIB 10 0
N034) JI0pocii 40NOBiKH BikoM 18-55 pokip?
CKPUHIHTY.

NEPEKNAA BiPHHA

Fonosay | .€







2. Maca Tina wonaiimenmme 50 Kr i B Mexkax jianazoHy HOpMu
BIANOBIIHO [0 NPHIHHATHUX HOPMANBHUX T[OKA3HUKIB iHIeKCy
macu Tina (IMT) 218,51 <32 kr/m? nizx yac cKpuHiHry.

3. 310pORi 32 MEIUYHUM CTAHOM 63 KJIiHIYHO 3HAYMMMX JaHMX
MEIIMYHOr0 aHaMHe3y, pe3yibTaTiB (i3HUKaTbHOrO0 00CTEkEHH,
naboparopHux npodiiB, OCHOBHUX NMOKA3HHMKIB XKUTTEIiAIBHOCTI
opranisMy uu EKT', 3a OLiHKOK FOIOBHOTO J0C/i IHHKA.

4. YonoBiK, AKOMY He MPOBOAKIACH BA3eKTOMis, SIKHil IIOrOIHBCS
3aCTOCOBYBAaTH NPe3epBaTHB i3 CEPMilUaoM abo yTpuMaTHCs Bill
CTaTEeBMX KOHTAKTIB MPOTATOM HOCHijKeHHs 10 90 nuiB micas
OTPHUMaHHA OCTaHHBOT 03U JOCIiKYBAHOTO JIIKAPCHLKOro 3ac00y.
(Komnux obMexeHb He BUMaranaocs IJ1s YOJIOBiKa i3 BA3eKTOMIEH0
3a YMOBH, L0 HOro Ba3ekToMisi Oysia BHMKoHaHA 3a 4 Micsii a6o
Oinblle 10 MOYATKy HOCHiIKEHHS).

5. SIKIo Y0/I0BiK NOroMBCsA He GYTH JOHOPOM CHEPMH Bijl yacy
AozyBahHd a0 90 pHIB miciis OTPUMaHHA OCTAHHBOT JO3H
€HTPEKTHHIOY.

6. 31aTHUI1 MPOKOBTHYTH KijIbKa Karicy i Tab1eTok.

7. PosyMmiHHs mpouenyp aocnimkeHHs B Gopmi iHpopMoBaHoi
sroau (®I3), xoTinm Ta MOrIH JOTPUMYBATHCH IPOTOKOTY.

Cy6 'exmu esponeoionoi pacu

8. Cy0’ext He moBuHeH GOyB MaTH ANOHCHKE Y a3iaTChKe
TMOXO/UKEHHs | He noBMHeH GyB MaT GarbkiB, 6abych i Ainycis,
Hapo/keHHX B SInonii a6o B Gyap-skiit iHIwiM asiaTcekiit kpaiHi.

Anoncwri cyb 'exmu

9. Cy6’ekT noBuHeH HapoaMTHCL B SInoHil Ta Mmaru o06ox
Gionoriynnx 6GatekiB Ta 4 OGiosoriunux 6aGyck i mimycie
ATMOHCBKOT'O MOXOIXXEHHA.

10. Cy6’exT moBHHEH MaTH JiiiCHUIT ATIOHCHKHIA MACIOPT.

11. Cy6’eKT noBHHEH NPOXKMBATH 33 MekaMu Anowii He Ginbe 5
POKiB.

12. Cy6’eKT He NOBMHEH 3MiHIOBATH CYTTEBO CBiii pallioH micis
BUI3Ay 3 Slnowii, mampuknaj, BiH TepeBakHO XapuyBaBCs
«AMOHCLKOIO» JIETOMO.

13.  JlocnimxyBaHui  JliKapChbKuii
3acif, crnoci6 3acTocyBaHHs, cuna aii

Hasga: entpekTunio.

Jlikapchka dopma: opanibHi KancyJu.
o3yBaHus: 200 mr.

Ilepion 1

Entpextunit 400 mr (2 kancymnu x 200 Mr) HaTiie B JeHb 1.

Ilepion 2

Entpektini6 600 mr (3 xancynu x 200 Mr) Hartie a6o 4yepes 30
XBHJIMH TICJIs [I0YATKY CHiZlaHKY 3 BUCOKMM BMiCTOM 3KHPY B JIEHb
1 (menn 10 nocnimikeHHs), 3a CXeMOK paHaOMi3aLlii.

Iepioa 3

Entpextuni6 600 mr (3 kancynu x 200 mr) HaTine abo yepes 30
XBHJIMH MiC/Isi MOYATKY CHIJAHKY 3 BACOKHM BMI
1 (nenb 19 mocnimxeHHs ), 3a CXEMOIO paH/IQ, WA

HePCRAAR BIPHHR
Fonosay |.€.



14. Tlpenapar mnopiBHsHHA, [103a,

croci6 3acTocyBaHHsl, cHia Ail

He 3acTocoBHO.

15. CynyTHs Tepanis

3aranom 4 (16,7%) cy0’eKTH OTPUMYBaIM CYIYTHE NiKyBaHHS.

3aranom HaHOINbII YAaCTMMH CYNyTHBO  3aCTOCOBYBAHMMH
miKapcekuMu  3acobamuM  Oynu  Tepbinmadiny  rigpoxnopmz,
aLeTHIICaTiuIoBa KUCoTa, i6ynpodeH, riiuepun, napaieramon
ta Vicks® Nyquil Cold i Flu Multi-Symptom (no 1 Bunagky
KOKEH).

16. Kpurepii owinku edekTHBHOCTI

®apMakoKiHeTHKA

3pa3ku KpoBi OTPUMYBa/IM B HACTYMHi MOMEHTH 4acy BiJHOCHO
A03yBaHHs B I€Hb 1 KOMKHOro mepiomy miKyBaHHS: 10 JO3YBaHHS
(nmpotsarom 30 XBHIMH 0 No3yBaHHs) i uepes 0,5, 1,2, 3, 4, 5, 6, 8,
12,24, 36, 48, 72, 96 i 120 ronuu micns ao3ysanns. He BinGysascs
3abip 3pasKiB Mosa mnomnepeJHLO BHU3HAYEHHMM YacOBMM BiKHOM
orpuMantsi OK 3paskis, Tomy ans obumcnenns ®K napamerpis
BHKOPUCTOBYBABCsl HOMiHAJIbHUI MOKA3HUK Yacy.

3pasku KpOBi /15l BU3HAYEHHA eHTPEKTHHIOY Ta ifioro merabomity
RXDX-101-M5 otpumyBanu i3 3paskis KpoBi.

Konuentpauis entpexruniby i RXDX-101-M5 B nnasmi kposi
BH3Hayanach GioaHanmiTHYHOIO rpynoio B Ignyta, Inc., Can-Jliero,
Kaniopnis, merosom BanifoBanoi piguHHOI Xpomatorpadii i3
TaHAEMHOIO Mac-criekTpomMerpieto (LC-MS/MS).

®K  mnapameTpu  BH3HAYalMCh  BigmoBigHO g0 Ignyta
SOP.DDV.011 (BusnaueHHs napameTpiB (apMaKOKiHETUKH Ta/uu
TOKCHKOKIHETMKM) Ta TUIaHy CTaTMCTHYHOINO aHajlizy 3a
JOMIOMOT 0K HEKOMITAPTMEHTHOT MOJIEI OJIHOKPATHOT JI03H.

Busnauanuce nactynni @K napamerpu eHTpekTHHIOY B nuiasmi:
Tmax, Cmax, AUCo-24, AUCo+, AUCs, Caan, CL/F, VZ/F, ti2. Bynu
obumcneni nactynni ®K nepeminni B miasmi ans RXDX-101-M5:
Tmax, Cmax, AUCo.24, AUCo.t, AUC., t12 i criiBBigHOmEHHS Cumax T
AUC 10 BUX1JHOTO JiKapchKoro 3aco0y.

17. Kpurepii ouinku Ge3neku

Besnexy ouinioBanu smie mix yac nepeGyBaHHs cy6’eKTiB B
nocuipkeHHi. Kinnei Touku 6e3neku BKIouany Hebaxaui seuiia
(HA),  ¢isukaneHe — oOCTeXeHHS,  OCHOBHI  MOKAa3HUKH
JUTTEAIANBHOCTI opraHismy, EKI" B 12 BigBeseHHsAX i iiHiuHi
11abopaTOpHI A0CiUKEeHHs (3araibHKil aHani3 Kposi, GioximMiuHumii
aHaJli3 KpoBi Ta 3arajibHuUii aHami3 ceui).

Cy6’exriB ouintoBanu Ha npeamet HS nix yac nocnimxenns. Vei
HA, sxi nosigomneHi nij yac 3eitTHoro mnepiogy npo HSI (nix uac
UM MiCNs MEPUIOi [03M EHTPEKTHHIOY 10 OCTAHHBLOrO Bi3WTY),
BBa)KAJUCh HebaxkaHUMH SABHMINAMH, sKI BHHUKIM Mg 4ac
nikyBaHHA (TEAE).

18. CtaTHCTHYHI METOIM

Ilepeunnuii aHanis uporo mociimpkeHHs nposojuses i PK
napameTpis Ta Ha ocHOBi momynauii @K awnanisy (BM3HayeHoi sk
cyﬁ’ekm i3 ouintoBaHuMu mipodingmu ®K). Bropunuuii ananis
KIHLEBUX TOYOK Oe3neku IPYHTYBABCA Ha nonynﬂuu aﬂamsy
Gesnexu (BusHaueHoi sK yci Cy0’ekTH, 5@
mioHaiiMeHe 1 103y eHTpeKTUHIOY).
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BioekBiBaneHTHicTh  OUiHIOBaNM B ¢opMi  BigHOMIEHHS
CEPEIHLOTeOMETPHYHHX BEMYMH (10Bipunii inTepsan, 90% JII).
CratucTiyHa OLIHKA NPOBOJMIACH 3a AOMOMOTOK MPOrpaMu-
ekcriepra 3 bioekriranentHocti Phoenix WinNonlin Ha ocHogi
norapu@MiuyHO MEPETBOPEHHX (HATypasbHi TorapudMn) 3MiHHHUX.

OuiHka NpoNOpUiffHOCTI [03M BMKOHYBamach 3a JIONOMOTOIO
CTATUCTHYHOTO aHaji3y i3 3aCTOCYBaHHSIM CTYINEHEeBOI Mojeni
norapudmiuHO NepeTBOPEHHX JaHKX (HATYPaIbHi TOrapudMmMH).

Ananiz Gesnexu OYB ONMMCOBHM 3a XapakTepoM i (opManbHHiA
BHCHOBOK He BMKOHYyBaBcs. 3aranom N, cepeane apudmeruue,
crannapthe BiaxuneHns (CB), memiana, MiHiMym Ta mMakcumym
Oynu HajaHi ans Ge3nmepepBHHUX 3MIHHMX i 4acToOTa Ta BiJCOTOK
Oynu HajaHi s KaTreropiiHUX 3MiHHUX.

19.  Jlemorpadiyni  noKasHHUKH
JOCHiJUKYBAHOI nomynsuii  (crars,
BiK, paca, To11o)

Cepenniii ik cy6’exTiB eBpomneoinHoi pack cranoBus 43,1 pokw,
B Hianasoni Bim 30 go 52 pokie. Cepemniii IMT cy6’ekTiB
€BPOMEOiIHOT pacu cTaHOBUB 26,33 kr/m?, B mjanaszoni Big 21,6 1o
29,8 kr/m2.

Cepenniii Bik snoHcbkux cy6’ektie Oy jemo meHmum (36,5
pokiB) i BapitoBaB BiJ 20 10 46 pokie. Cepeniii IMT snoHCHKHX
cy6’extie (22,73 kr/m?) OyB [emo MeHIIMM HiK y cy6’ekTiB
€BpOINeoigHOI pacH 1 BapitoBas Bix 20,4 1o 24,8 kr/m?.

Yei Bkmodeni B mociimkenns cy6’exru (100%, 24 cy6’extn)
Oynu dvonosikamu. VYci cy6’ekTd eBponeoinHoi pacu Oyiu
HeJIJATHHOAMEPUKAHCBLKOr0 MOX0/UKeHHs. [100BHHA BKIOUEHHMX
cy6’exriB (12 cy6’extiB) Oyna eBponeoiaHoi pacu i pemra 12
cy0’€eKTiB OyJIH ATOHLAMM.

20. Pesynbrati eeKTHBHOCTI

DapmMakoKiHETHYHI pe3yJibTaTH
Ilicna npuioMy OJHOKPAaTHHX OpallbHUX /03 €HTPEKTHHIOY o
400 abo 600 Mr 3M0pOBHMH SNOHCHKMMHM 4YOJOBiKaMH aGo
3/I0POBUMH YOJIOBIKAMH €BPOMEOIAHOT pack €HTPEKTHHIO Jerko
BCMOKTYBABCS i3 MOX/IHMBICTIO BU3HA4YEHHs E€HTPEKTHHIOYy vepes
0,5 roauHu micis no3yBaHHs, MejiaHa Tmax OyNa JocsrHyTa B
nepioa Mixk 3 i 5 roguHaMHu.

KonuenTpauii entpexTuniby B mmasmi KpoBi 3HWIKYBanMCh i3
Cepe/iHiM MepioIoM HarmiBBUBEACHHS NPUGIU3HO uepes 20 rouH y
0cib €BpOMNe0iHOT pacH Ta ATOHLIB, BiNOBIAHO, 1O MiATBEPIKYE
PEXKHUM 03YBaHHs OJIMH pa3 B JeHb. CepeHiil opanbHuii KiipeHc
(CL/F) entpektuniby craHoBue npubmamsuo 23-30 n/roauny B
000x pac. OueBuanuit 06’em posnofiny (Vz/F) mwis entpekTunity
craHoBuB npuban3Ho 600-800 11 (cepeaHe 3HAUYEHHS).

I[licna  opanbHOro  mpuWiiOMy  €HTPEKTHMHIO  4acTKOBO
NEePEeTBOPIOBABCS HA aKTHUBHHI MeTaboniT MS i3 MeniaHor Tax
ans M5 B nepioa Bia 3,5 no 5 ropun. Cepeans eniMinauis ti2 M5
craHoBMIa O0mu3bko 40-46 roaus. OgHak, GinbLIICTE 3HAYEHD t1)2
Ans M5 BBakanuch HEHaJiHHUMU, TaK sIK BOHM OyjM oGuucIIeHi 3a
nepiosi, MeHLuii 2 nepioaiB HaniBBUBeAeHHS. [Tics npuiiomy 600
MI' HaTLle eKcrno3uuis M5 craHoBuna Gnuseko 30% 3aranbHoOT
EKCTIO3HLIT eHTPEKTUHIOY Yy AMOHCBKMX CYO’€KTiB cy0’eKTiB
€BPOIIEOIHOT pacu.
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Exkcnozuuii (AUCine) Oynu  mogiOHMMH MK ATNOHCBKHMH
cy0’exTamu Ta cyd’€eKTaMHU €BPOMEOIAHOT pacy 0 1Ki M micis ki
i3 BigHOCHOW OiojoctynHicTio Ha piBHi 100%, 98% Ta 96% y
AMOHIIIB TpK J03yBaHHi 400 Mr Hatuie, 600 Mr Harue i 600 mr
nicis npuiioMy iXKi, BIANOBIAHO, NP MOPIBHAHHI i3 cy0’ekTamu
eBponeoigHoi pacH. CepelHA MaKcHMMallbHa KOHLEHTpauis Oyna
JELI0 BHULIOK ¥ AMOHChKUX cy0 ekTiB (~13—-14%).

BriMB TKi 3 BHCOKMM BMICTOM JKMPY Ha eKCIO3MLIiO
EHTPeKTHHIOy BMBYaBcA npu 3actocyBaHHi mo3u 600 mr. [licns
npHiiomMy i7i 3 BHCOKMM BMICTOM JKMPY MakCUMalbHa €KCTIO3MLIA
eHTpeKTHHIOY (Cmax) Oyna nopibHol0 10 Takoi mpu mnpuiiomi
HaTle, oJHaK 3arajbHa excnosuilis (AUCNg) Oyna aeno BHINOKO
(~20%) y sanoHceKUX cy0’eKTiB Ta cy0’€KTiB €BPOINEOIIHOI pacH.
Buspunocs, 1o yac 10 JOCATHEHHS MAaKCUMAalbHOI KOHLIEHTpaLl
(Tmax) 3aTpUMy€ThCA Ha 1—2 rOAMHH Nic/A NPUHOMY T)Ki 3 BACOKHUM
BMICTOM JKHpY, OJIHAK CTaTUCTHYHE 3HAYEHHS L€l OYeBMAHOT
3aTPUMKH He OLiHIOBAJIOCh.

Excnosuiis eHTpexkTuHiOy 3pocTana i3 [03010 Y STMOHCBKHX
cy0’exTiB Ta cy0’e€KTiB €BPOINEOIAHOI pacH; O/IHAK, L€ BUSBHIIOCS
MEHILUM HIkK MPONOPLUiHHUM 1031 A JOCHIKYBAHOTO Jiana3oHy
103.

21. Pesynbratu 6e3nexu

Hfl, noeinomieHi B JaHOMYy [OCTiJKeHHi, Oynu oluiHeHi
JOCJIIHUKOM $IK JIEFKOrO YW CEPEeAHBOrO CTYNEHs TAKKOCTI. Y
xoaHoro cyb’ekta He BuHHMKIO TEAE, mo Oyno posuiHeHe
JOCJITHUKOM K TSIKKOTO cTymeHsi TspkkocTi (3 abo 4 crymneHs
TSKKOCTI), cepiozHe HebGaxane sBuwe (CHS) ta He Oyno
nepeaYacHO BiAMIHEHO AOCHIDKYBaHMH Jikapchkuii 3acid yepes
TEAE. Tlpo HA 3 neTtanbHHM HacliKOM HE TMOBiIOMIIAIOCE.
3arajioM y 19 cy6’ekTiB B JOCHiI)KEHHI BUHUKJIO 1OHAKMeH1e 1
TEAE (9 cy6’ekriB eBponeoignoi pacu i 10 snoHcbkux cy6’ekTiB).

IIpo TEAE nogigomisyiock 3aranom B 10 yHikanbHHMX Kiacax
cuctemax oprasis (KCO) B mpocnijpkenHi (cy6 ekt eBporneoigHol
pacu, 7 KCO; anonceki cy6’extn, 6 KCO), npu upomy npo HA 3
OOKY IUIYyHKOBO-KMIIKOBOIO TpPaKTy Ta HEPBOBOI CHCTEMH
MOBiIOMJIANIOCS Haifuacrilue. Haii6inbi MOLIUPEHUMHU
(moHaiiMeHIe 2 gBMINA 33J0KYMEHTOBaHI B MOMYJIALIT aHai3y)
TEAE cepen cy6’eKTiB, iKi OTpUMYBaJIH €HTPEeKTUHIO, Oyiu aiapes
(2 cybO’ektn eBpomeoigHOl pacH, 4 ANOHCBKHX CYO’€KTH),
rinecresis poToBoi NOpoKHUHY (6 cy0’€KTiB €BpoIeoiaHOT pacy, 8
ANOHCHKUX CY6’ekTiB), mnapecresis poToBoi NOpoKHUHU (6
ANOHCBKUX CyO’eKTiB), 1H(EKIis BEepXHIX AUXaTbHMX [UIAXiB
(2 cy6’exTH €BponeoigHoi pacu), COTBOPeHHs cMaky (5 cy6’ekTin
€BpPOMNEOinHOT pacu, 7 ANOHCHKUX CYO’€KTiB), rosioBHuil 6inb
(5cy6’extie  eBpomeoifgHOi pacu), 3akpen (4 cy6’ekTH
€BpPOINEOiJHOT pacu, 4 ANOHCLKUX cy0 ekTH), Hyn0Ta (2 AMOHCHKUX
cy6’extH) i 3amamopoueHHs (3 AMOHCHKHMX cy6’ekTH). Haiibinsim
YacTO MOBIJOMJIEHUMH OB’ A3aHUMH TEA A=iCY BaHHA OyJTH
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ANOHCLKMX CYO’€KTIB) 1 CrHoTBOpeHHs cMmaky (5 cy0’ekTiB
€BPONEOiHOT pacH, 7 ANIOHCBKUX CY0’€KTIB).

He cnoctepiraBcs oueBMIHMI 3B’A30K i3 030K CTOCOBHO
4yacToTu 1MX yacTo noeinomienux TEAE. He gigMiuanock o3uak
TOKCUYHOCTI.

AHani3 naHux 3 Oes3neku CBIAYMTHL MPO T€, LIO KOAHA KIiHIYHO
Ba)K/1MBa npobiema O6e3neKku He acouiloBaiack i3 3aCTOCYBaHHAM
JoCHipKyBaHoro npenapary. XoaHa KIiHIYHO 3HAauYWMa CyTTEBA
cepelHs 3MiHa BiJl CTaHy [0 JA03yBaHHA 10 6 TOAMH Ticns
J03yBaHHS He crocrtepiranack B Oyab-AKHX — pe3yjbTaTax
CTaHJapTHHX MOKA3HUKIB 3arajbHOro aHaji3y KpoBi, 6ioximMiuHoro
aHaji3y KpoBi, 3arajbHOr0 aHaii3y ceui, OCHOBHMX TOKa3HMKiB
XKUTTEiAIbHOCTI opraHisMy abo iHrepsani QT B Oyap-sikiii rpymi
nikyeanHs. He cnoctepiranuch Oyap-fki KIiHIYHO 3HAYWMI
cepe/IHi 3MiHHM BiJl CKPHHIHTY 10 JH:A 24 B OyIb-AKHX CTaHIAPTHUX
MOKa3sHMKaX 3arajbHOr0 aHali3y KpoBi, GioxiMiuHoro auanisy
KPOBi, 3arajlbHOr0 aHalli3y ceui, OCHOBHHX IOKAa3HHKIB
JKUTTEAiANBHOCTI opraHi3mMy abo inrepsaii QT B Oyap-skiii rpymi
JKYBaHHS.

He cniocrepiranock 6yab-siIKuX KJIiHIYHO 3HAYMMMX BiZIMiHHOCTEH
MiX Cy0’eKTaMH, fKi OTPUMYBaJd E€HTPEKTHHIO, 3a E€THIYHOIO
rpynorw Aias 3MiH KIHIYHUX J1a0opaTOpHMX JIaHHX 3 4YacoM
(BKJTIOYAKOUM NOKA3HUKHM 3arajbHOrO aHajizy Kpoei, 6ioxiMiuHOro
aHasli3y KpOBi, 3arajieHOro aHamiizy cedi), OCHOBHHMX IOKa3HHKiB
JKUTTEiAMbHOCTI opranismy abo EKT.

22. BUCHOBOK (3aKJIHOYEHHS)

. Haiibinpin  momupenuMu  (moHaliMeHme 2  sSBMINA
3a0KyMeHTOBaHi B nomyJauii ananizy) TEAE cepen cy6’exriB, sKi
OTPHUMYBaJIH EHTPEKTHHIO, Oynu niapes (2 cy6’ekTH eBponeoinHol
pacH, 4 ANOHCBKUX CcY0’€KTH), rinectesis poTOBOI MOPOKHUHK (6
cy0’exTiB eBponeoinHoi pacu, 8 snoHCbKUX Cy0’€KTIB), mapecTesis
pOTOBOI MOPOKHUHU (6 SAMOHCLKUX Cy6’€KTIiB), iH(EKIis BepXHixX
IUXaNBHUX IAXiB (2 cy6’€KTH €BPOMEOiaHOT pacH), CIOTBOPEHHS
cMaky (5 cy0’ekTiB €BponeoinHol pacH, 7 AMOHCHKUX CY6’ €KTIB),
ronopHuii 6inb (5 cy6’exTiB eBponeoimHoi pacu), 3akpen (4
cy0’ekTu eBpomeoigHoi pacH, 4 SAMNOHCBKUX Cy0’€KTH), HyIOTa
(2 anoHCcbKkUX cy®’exTH) 1 3anaMopodveHHs (3 SAMOHCHKMX
cy6’exTH), i He BiIMiYaI0Ch OUEBUAHOTO 3B’ SI3KY i3 103010,

. Haii6inpm wacto noeigomiueHumu mnos’s3sanumu TEAE
micns JikyBaHHA (B 000X rpymax JikyBaHHs) Oynu rinmectesis
poToBOT  MOpOXKHMHM (5 cy0’ekTiB  eBponeoinHoi pacu, 7
ANOHCHKUX CyO’eKkTiB) 1 croTBopeHHs cmaky (5 cy0’exTiB
€BPOMNEOiHOT pacH, 7 ATIOHCHKUX CYO’ €KTIB).

. He cnocrepiranock KiHIYHO 3HAYMMHX BiAMiHHOCTEH MiX
cy0’€exTamu, sIKi OTPUMYBAIM EHTPEKTUHIO, 32 €THIYHO IPYIOH,
IO/I0 3MiH JaHMX KJIiHIYHMX 1a00paTOpHUX MOKAa3HHUKIB 3 4acOM
(BKJIFOYAKOYM NMOKA3HUKM 3arajbHOro aHanizy KpoBi, 6ioxiMiuHoro
aHaslizy KpOBi, 3arajlbHOro aHaji3y cedi), OCHOBHHMX IOKa3HHKiB
JKUTTEAISIBHOCTI opraHismy abo EKI'.
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. Excnosuiis  entpextuHiby Oyna  mogibHOO  Mix
cy0’eKTaMH €BpPONEOT/IHOT pack | AMOHCHKUMM CY6’€KTaMu
HE3aJIeXKHO BiJl piBHA J03yBaHHs abo yMoB mnpuifomy ki i3
nepioJioM HamiBBHBeeHHS MPu6au3HOo 20 rouH.

. Konn npuitom enTpekTuHiOy BinGyBaBcs micis BKMBaHHS
DKi 3 BHCOKMM BMICTOM JKMpY, €KCIO3MLis y cy6 ekTiB
€BPOMEOIIHOT pacK Ta AMOHCHKUX cy6’ekTiB Oyna npubiausHO Ha
20% BuIIE HiXK NPU MPHAOMi EHTPEKTHHIOY HaTIIE,

. Excniosuuis eHtpekTHHiOy 3pocTana i3 103010, OJHAK L
BUSIBUJIOCh MEHIUMM HiXK NPONOPLiHHMM A03i B TOCIIIKYBAaHOMY
JianazoHi JO3H.

3adBHUK (BIACHUK PEECTPALIIHOrO MOCBITYEHHS)
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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. CA14707. A 3-Part, Open-Label, Comparative, Single-
Dose, Randomized, 3-Period Study to Assess the Relative
Bioavailability and the Effect of Food on Three New Entrectinib
Formulations and the Current Phase 1 Formulation when Administered
with or without a Proton-Pump Inhibitor, in Healthy Adult Subjects.

6. Clinical trial phase

Phase 1

7. Period of the clinical trial

Part 1

From 03 February 2015 (first subject enrolled) till 18 March 2015
(last subject completed).

Part 2 and Part 3

From 18 May 2015 (first subject enrolled) till 09 November 2015 (last
subject completed).

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned: up to 24 subjects in each part of the study.

Actual: a total of 72 subjects entered the study (24 subjects in each
of 3 study parts); 65 subjects completed the study. Twenty-three (23)
subjects completed Part 1 and 21 subjects each completed Parts 2 and
3. All 72 subjects were included in the safety analyses.

10. Goal and secondary objectives of
the clinical trial

Part 1

Primary

To assess the relative bioavailability of a single dose of entrectinib
(F1 and F2) under fasting conditions, when administered
concomitantly with multiple daily doses of lansoprazole.

To assess the effect of food on each entrectinib formulation (F1 and
F2), when administered concomitantly with multiple daily doses of
lansoprazole.

Secondary

To evaluate the safety and tolerability of a single oral dose of
entrectinib (F1 and F2, when administered concomitantly with
multiple daily doses of lansoprazole under fasting and fed conditions.

Part 2




Primary

To assess the relative bioavailability of a single dose of entrectinib
F2A under fasting conditions, when administered concomitantly with
or without multiple daily doses of lansoprazole.

To assess the effect of food on entrectinib (F2A), when administered
concomitantly with or without multiple daily doses of lansoprazole.

Secondary

To evaluate the safety and tolerability of a single oral dose of F2A
administered concomitantly with or without multiple daily doses of
lansoprazole under fasting and fed conditions.

Part 3

Primary

To assess the safety, tolerability, and effect of food on entrectinib
(F2B) following a single oral dose of entrectinib (F2B).

To evaluate the safety and tolerability of a single oral dose of
entrectinib (F2B) administered concomitantly with multiple daily
doses of lansoprazole under fasting and fed conditions.

Secondary

To evaluate the safety and tolerability of a single oral dose of
entrectinib (F2B) administered concomitantly with or without multiple
daily doses of lansoprazole under fasting and fed conditions.

11. Design of the clinical trial

This was a 3-part, open-label, randomized, 2-sequence, 4-treatment,
3-period study to evaluate the relative bioavailability of different
entrectinib formulations under fasting conditions and to assess the
effect of food on each of these entrectinib formulations when
administered concomitantly with or without lansoprazole.

12. Main inclusion criteria

1. Healthy, adult, male or female (women of non-childbearing
potential), 1855 years of age, inclusive, at screening.

2. Weigh at least 50 kg for males and 45 kg for females and within
the normal range according to accepted normal values of the body
mass index (BMI) >18.5 and <32.0 kg/m? at screening.

3. Medically healthy with no clinically significant medical history,
physical examination, laboratory profiles, vital signs or ECGs, as
deemed by the PL

4. Females of non-childbearing potential underwent one of the
following sterilization procedures, and had official documentation, at
least 6 months prior to the first dose of lansoprazole in Period 1:
hysteroscopic sterilization; bilateral tubal ligation or bilateral
salpingectomy; hysterectomy; bilateral oophorectomy; or were
postmenopausal with amenorrhea for at least 1 year prior to the first
dose of lansoprazole in Period 1 of Parts 1 and 2 and first dose of
entrectinib in Part 3, and follicle-stimulating hormone (FSH) serum
levels consistent with postmenopausal status, as per PI judgment.

5. A non-vasectomized, male subject agreed to use a condom with
spermicide or abstain from sexual intercourse during the study until 90
days beyond the last dose of study drug. (No restrictions were required
for a vasectomized male, provided his vasectomy had been performed
4 months or more prior to study start).




6. If male, agreed not to donate sperm from dosing until 90 days after
last entrectinib dosing.
7. Able to swallow multiple capsules and tablets.

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

For Part 1:

Entrectinib 200 mg capsules (Formulation 1).

Entrectinib 200 mg capsules (Formulation 2).

Lansoprazole Delayed-Release Capsules USP, 30 mg.

For Treatment A, 30 mg lansoprazole was administered for 9
consecutive days with 800 mg F1 administered under fasting
conditions 1.5 hours after administration of lansoprazole on Day 4.

For Treatment B, 30 mg lansoprazole was administered for 9
consecutive days with 800 mg F2 administered under fasting
conditions 1.5 hours after administration of lansoprazole on Day 4.

For Treatment C, 30 mg lansoprazole was administered for 9
consecutive days with 800 mg F1 administered 30 minutes after the
start of a high-fat breakfast on Day 4.

For Treatment D, 30 mg lansoprazole following an overnight fast for
9 days with 800 mg F2 (4 x 200 mg capsules) administered 30 minutes
after the start of a high-fat breakfast on Day 4. On Day 4, lansoprazole
was administered approximately 1 hour prior to the start of the high-
fat meal for Treatments C and D.

For Part 2:

Entrectinib 200 mg capsules (Formulation 2A).

Lansoprazole Delayed-Release Capsules USP, 30 mg.

For Treatment E, 800 mg F2A was administered under fasting
conditions on Day 4.

For Treatment F, 30 mg lansoprazole was administered for 8
consecutive days with 800 mg F2A administered under fasting
conditions 1.5 hours after administration of lansoprazole on Day 4.

For Treatment G, 800 mg F2A administered 30 minutes after the start
of a high-fat breakfast on Day 4.

For Treatment H, 30 mg lansoprazole was administered for 9
consecutive days with 800 mg F2A administered 30 minutes after the
start of a high-fat breakfast on Day 4. On Day 4, lansoprazole was
administered approximately 1 hour prior to the start of the high-fat
meal for Treatment H.

For Part 3:

Entrectinib 200 mg capsules (Formulation F2B).

Lansoprazole Delayed-Release Capsules USP, 30 mg.

For Treatment I, 800 mg F2B was administered under fasting
conditions on Day 1.

For Treatment J, 800 mg F2B was administered 30 minutes after the
start of a high-fat breakfast.

For Treatment K, 30 mg lansoprazole was administered for 8
consecutive days with 800 mg F2B administered under fasting
conditions.

For Treatment L, 30 mg lansoprazole was administered for 8
consecutive days with 800 mg F2B administered 30 minutes after the
start of a high-fat breakfast on Day 1. On Day 1, lansoprazole was




administered approximately 1 hour prior to the start of the high-fat
meal.

Entrectinib and lansoprazole were administered orally with
approximately 240 mL of water, on Day 4 of each period in Parts 1 and
2, and Day 1 of each period of Part 3.

14. Comparator, dose, method of
administration, strength

Not applicable.

15. Concomitant therapy

No subject was to have taken any medication (including over-the-
counter products, antacids, and proton pump inhibitors [PPIs], and
serotonergic drugs such as selective serotonin reuptake inhibitors
[SSRIs], serotonin and norepinephrine reuptake inhibitors [SNRIs],
and monoamine oxidase inhibitors [MAOIs]), herbal products or
vitamin supplements for 14 days prior to Day 1 of Period 1 (or 28 days
for CYP and/or P-gp inducers including St. John’s Wort) and
throughout the study.

During the study, acetaminophen (up to 2 g per 24 hours) may have
been administered at the discretion of the PIL.

16. Efficacy evaluation criteria

Pharmacokinetics

All subjects with evaluable PK profiles were summarized in the PK
analysis tables. Subjects with insufficient data were excluded from PK
analysis and/or the resulting bioequivalence testing as described in the
PK statistical analysis plan (SAP). For relative bioavailability
assessments, subjects with predose concentrations greater than 5% of
Cumax were excluded from analysis and when a crossover analysis was
indicated, only those subjects with evaluable PK data in both treatment
groups were included in the assessment. Subjects excluded from
analysis are indicated in the clinical study report (CSR) body and PK
report.

Study Endpoints

The endpoints were the ratios of least-squares means (LSM) derived
from the analyses on the In-transformed PK parameters AUCo., AUCo-
inf, and Cmax for entrectinib, from the following comparisons:

Part 1 (Formulations | and 2):

o Treatment B versus Treatment A; to assess the relative
bioavailability of entrectinib when administered as F2 and F1, under
fasting conditions.

« Treatment C versus Treatment A; to assess the effect of food on the
PK of entrectinib when administered as F1 (within the same treatment
sequence).

* Treatment D versus Treatment B; to assess the effect of food on the
PK of entrectinib when administered as F2 (within the same treatment
sequence).

Part 2 (Formulation 2A):

The relative bioavailability of entrectinib with or without co-
administration of PPI was evaluated by comparing Treatment F versus
Treatment E.

The effect of food on each of the 2 entrectinib formulations was
evaluated as follows:




* F2A, Treatment G versus Treatment E (within the same treatment
sequence) in the absence of PPI.

* F2A, Treatment H versus Treatment F (within the same treatment
sequence) in the presence of PPI.

Part 3 (Formulation 2B):

* The effect of food was evaluated by comparing Treatment J with
Treatment [.

* The relative bioavailability of entrectinib with or without co-
administration of PPI was evaluated by comparing Treatment K versus
Treatment I and Treatment L versus Treatment J.

The PK parameters AUCextrap, Tmax, tvz, CL/F (parent only), and Vz/F
(parent only) for entrectinib, as appropriate, were also computed.

The PK parameters AUCo., AUCo.inf, Cmaxs AUCtextrap, Tmax, and tus,
as appropriate, were described for the M5 metabolite only.

17. Safety evaluation criteria

Safety was evaluated by clinical laboratory tests, physical
examination, vital signs, 12-lead ECGs, and AEs.

18. Statistical methods

Pharmacokinetics

Blood samples were collected at the following time points in relation
to dosing on Day 1 of each treatment period: predose (within
30 minutes before dosing) and at 0.5, 1, 2, 3, 4, 5, 6, 8, 12, 24, 36, 48,
72, 96, and 120 hours postdose. Plasma samples for determination of
entrectinib and its metabolite RXDX-101-M5 were harvested from the
blood samples. Entrectinib and RXDX-101-MS5 plasma concentrations
were determined, using a validated liquid chromatography with
tandem mass spectrometry (LCMS/MS) method.

PK  parameters were determined using a noncompartmental
approach. The following plasma PK parameters were determined for
entrectinib: Tmax, Cmax, AUCo.24, AUCo., AUCINE, Caan, CL/F, VZ/F,
and ti. The following plasma PK variables for RXDX-101-M5 were
calculated: Tmax, Cimax, AUCo-24, AUCo., AUCINE, t12, and ratio of Cuax
and AUC to parent. When sample collections were outside the pre-
specified PK sampling time window, nominal times were used in the
computation of PK parameters.

Relative bioavailability statistical assessments were also performed
in Phoenix® WinNonlin® software.

Safety

All reported AEs were coded to a standard set of terms, using the
Medical Dictionary for Regulatory Activities (MedDRA®), Version
17.1. The number of subjects experiencing treatment-emergent
adverse events (TEAEs) and the number of TEAEs were summarized
by preferred term for each treatment, pooled Placebo, and overall.

Safety data were summarized by treatment, pooled Placebo, and time
point. Descriptive statistics (mean, standard deviation [SD], minimum,
median, maximum, and number of subjects [N]) were calculated for
quantitative safety data and frequency counts were compiled for
classification of qualitative safety data.

Summary tables for actual results and change-from-baseline results
were presented for clinical laboratories, vital signs, and ECGs.




Out-of-range clinical laboratory results and all recheck values were
listed. In addition, shift tables describing shifts from predose to
postdose were provided for clinical laboratories.

No inferential statistics were performed on safety data.

Demographic descriptions of the study subjects by overall
characteristics are summarized in Table.

Table. Demographic Summary
[ Trait | Category/Statistics l Overall

Part 1 (N=24)

Gender Female 11 (46%)
Male 13 (54%)

Race Asian 1 (4%)
Black or African American 1 (4%)
White 22 (92%)

Ethnicity Hispanic or Latino 16 (67%)
Not Hispanic or Latino 8 (33%)

Age (Years) | Mean 43.8
SD 8.37
Minimum 23
Median 46.5
Maximum 54

Part 2 (N =24)

Gender Female 8 (33%)
19. Demographic characteristic of|| Male 16 (67%)
study population (gender, age, race, || Race American Indian or Alaska Native 2 (8%)
etc.) White 20 (83%)

White, American Indian/Alaska Native 1 (4%)
White, Black or African American 1 (4%)
Ethnicity Hispanic or Latino 14 (58%)
Not Hispanic or Latino 10 (42%)
Age (Years) | Mean 36.1
SD 11.36
Minimum 18
Median 34.5
Maximum 55
Part 3 (N=24)
Gender Female 10 (42%)
Male 14 (58%)
Race American Indian or Alaska Native 1 (4%)
White 23 (96%)
Ethnicity Hispanic or Latino 19 (79%)
Not Hispanic or Latino 5(21%)
Age (Years) | Mean 42.0
| SD 8.66
Minimum 22
Median 44.0
Maximum 54
20. Efficacy results Pharmacokinetic Results




Regardless of formulation, entrectinib was readily absorbed and was
generally detectable in plasma at 0.5 hours postdose. The mean
apparent terminal half-life (t12) of entrectinib ranged between 23 and
30 hours which supports a once daily dosing regimen. Total exposure
and time to maximum concentration (Tmax) varied across formulations
and treatment conditions. Overall, the performance of the FI
formulation resulted in the lowest total exposure levels when
administered in both the fasted and fed states in the presence of a PPI.
The F2A and F2B formulations greatly reduced the inter-subject
variability in exposure and food effect compared to the F1 formulation.
Tmax generally occurred between 2 hours and 12 hours postdose. This
range is primarily due to Tmax generally being delayed in the presence
of food and PPI administration.

Entrectinib’s active metabolite, M5, was detected following a single
dose of entrectinib with Tmax generally occurring within an hour of
entrectinib peak concentrations. Following a single dose of entrectinib,
M5 total exposure was approximately 25% to 40% of parent exposure.
Although the half-life of M5 was ultimately considered unreliable due
to the limited sampling duration used in the calculation of the
elimination rate constant, the mean half-life of M5 was estimated to be
approximately 42-66 hours, suggesting that the metabolite will likely
accumulate following multiple doses of entrectinib.

The effect of co-administration of a PPI on the exposure of entrectinib
was evaluated with the F2A and F2B formulations. When entrectinib
was administered with lansoprazole, the mean total exposure of
entrectinib was reduced by approximately 20%—40% (for F2B and
F2A formulations, respectively) compared to when taken without co-
administration of lansoprazole.

When entrectinib was taken with food, there was minimal impact of
PPI co-administration on entrectinib exposure for either formulation,
although it should be noted that the PPI impact on the F2A formulation
in the fed state was not assessed in the same subjects and was done
through parallel comparison.

The effect of a fatty meal on entrectinib exposure was evaluated for
all formulations. In the presence of a PPI, food intake prior to
entrectinib dose had the greatest impact on the exposure of the Fl
formulation (~4x), followed by moderate impact on F2A and F2
formulations (~2x and ~1.5x, respectively) and minimal impact on the
F2B formulation (< 1.2x). In the absence of PPI, minimal food effect
was observed for F2A and F2B formulations with exposure increases
of approximately 30% for both formulations. The overall impact of
food was substantially reduced with the new F2A and F2B
formulations compared with the F1 formulation; however, it should be
noted that food effect was not assessed in the same subjects for the
F2B formulation co-administered with a PPI.

The F2A and F2B formulations were evaluated in the absence of a
PPI and generally had similar exposures under both fed and fasted
conditions.




All evaluated formulations were tested in the presence of a PPL
Overall, the performance of the F1 formulation resulted in the lowest
total exposure levels when administered in both the fasted and fed
states in the presence of a PPIL. All fomulations generally performed
similarly in the fed state in the presence of a PPI. However, entrectinib
exposures from F2B, F2A and F2 formulations were 309%, 92% and
207% higher than the F1 formulation, respectively, under fasted
conditions with co-administration of a PPI. When comparing the
relative performance of the F2A and F2B formulations in the presence
of a PPI, the formulations had similar performance in the fed state, but
the F2B formulation had total exposures that were 113% higher than
the F2A formulation in the fasted state.

21. Safety results

Part 1

There were no deaths or serious AEs (SAEs) in Part 1 of this study,
and no subjects were discontinued due to an AE. Overall, 16 (67%)
subjects experienced a total of 84 TEAEs. The majority of events (76
[90%1) occurred following dosing with entrectinib on Day 4+ for all
treatments. Seventy seven (77) AEs were mild in severity and 7 were
moderate. The most frequently experienced AEs were oral paresthesia
reported by 54% of subjects, dysgeusia reported by 38% of subjects,
and constipation reported by 21% of subjects. All remaining AEs were
experienced by <17% of subjects. The PI considered 9 AEs to be
related to both entrectinib and lansoprazole, 48 AEs related to
entrectinib only, 14 AEs related to lansoprazole only, and 13 AEs not
related to either study drug.

Part 2

There were no deaths or SAEs in Part 2 of this study, and no subjects
were discontinued due to an AE. Overall, 18 (75%) subjects
experienced a total of 107 TEAEs. The majority of events (104 [97%])
occurred following dosing with entrectinib on Day 4+ of all treatments.
Ninety eight (98) AEs were mild in severity and 9 were moderate. The
most frequently experienced AEs were oral paresthesia and headache
each reported by 38% of subjects, and dysgeusia and constipation each
reported by 21% of subjects. All remaining AEs were experienced by
<17% of subjects. The PI considered 1 AE to be related to both
entrectinib and lansoprazole, 78 AEs related to entrectinib only, 3 AEs
related to lansoprazole only, and 25 AEs not related to either study
drug.

Part 3

There were no deaths or SAEs in Part 3 of this study, and no subjects
were discontinued due to an AE. Overall, 21 (88%) subjects
experienced a total of 180 TEAEs. The majority of events (132 [73%])
occurred following dosing with entrectinib alone (no lansoprazole). Of
the 180 AEs, 167 were mild in severity and 13 were moderate. The
most frequently experienced AEs were constipation reported by 58%
of subjects, oral paresthesia reported by 54% of subjects, and
dysgeusia and myalgia each reported by 25% of subjects. All
remaining AEs were experienced by <21% of subjects. The PI
considered 9 AEs to be related to both entrectinib and lansoprazole,




148 AEs related to entrectinib only, and 23 AEs not related to either
study drug.

22. Conclusion

* Overall, single-dose administration of different formulations of
800 mg entrectinib (pre-medicated with ondansetron) administered
fed/fasted and with/without concomitant lansoprazole, appeared to be
safe and generally well tolerated by the healthy subjects in this study.

* Regardless of formulation, entrectinib was generally detectable in
plasma at 0.5 hours postdose and the calculated half-life supports a
once daily dosing regimen. Both food and PPI co-administration were
associated with delayed Tmax for entrectinib formulations, but had
formulation-specific impact on exposure levels.

* Overall, administration of the F1 formulation appeared to result in
the lowest entrectinib exposures compared to later formulations.
Additionally, the F2A and F2B formulations greatly reduced the inter-
subject variability in exposure and food effect when compared to the
F1 formulation.

* For F2ZA and F2B formulations, PPI co-administration resulted in
20%—-40% exposure reduction when subjects were dosed in the fasted
state; however, there was no observed impact of PPI co-administration
when entrectinib was taken with food.

* Food intake prior to entrectinib dose in the presence of a PPI had
the greatest impact on the exposure of the F1 formulation, followed by
moderate increases in exposure of F2A and F2, and minimal increases
in exposure for F2B. In the absence of PPI, minimal food effect was
observed for both the F2A and F2B formulations.

* The total exposure of entrectinib’s active metabolite, M5, was
approximately 25%—-40% of parent exposure following a single dose
of entrectinib.
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3BiT npo KkJaiHiYHe BUNpPOOYBaHHS

1. Hasga nikapcbkoro 3acoby (3a
HasABHOCTI - HOMEp peecTpalliifHoro
TOCBiI4EHHS)

PO3JIITPEK® (ROZLYTREK®)

2. 3asgBHUK
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3. Bupobuuk
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4. IlpoBeneni pocnimxeHHs:

I TaK C Hi AKLIO Hi, 0OTPYHTYBATH

1) Tun nixapcekoro 3aco0y, 3a sKUM

Jlikapcekuii 3aci6 3a MoBHMM J0che (ABTOHOMHE JIOCBE), iHIIUH

nikapebKuii 3aci6, HOBa JIifoua peyoBKHa 3riaHo MyHKTY 1 (TiAmyHKTY

ng:foiﬂ?im a6 mEEyeTes 1.1) posuiny III Ilopsaaxky Hakasy MO3 Vkpaium Big 23 nunus
e i 2015 poxy Ne 460.

ITporokon Ne CA14707. Binkpure, mopiBHs/bHE, paHAOMi30BaHe
5. TloHa wHassa  KiiHiuHoro |ACCVUKEHHS OIHOKPATHOT 103H 3 3 4acTHH Ta 3 nepio/iB s OLiHKH

BUIIPOOYBaHHs, KOJOBaHWH HOMep
KIIIHIYHOTO BUTIPOOYBaHHS

BiZHOCHOT 6i010CTYMHOCTI TPHOX HOBUX OpM BHITyCKY EHTPEKTUHIOY
i noto4Hoi Gopmu Bumycky dasu 1, a TakokK BIIMBY DK HA HUX, npu
3aCTOCYBaHHi 3 iHriGiTOpoM NPOTOHHOrO Hacoca 4u 6Ge3 HBOTO
30POBHM JIOPOCIHM CY0’eKTam.

6. ®aza KJIiHiYHOTO BUNPOOYBaHHS

®a3za |

7. Ilepion mpoBeieHHs KIiHIYHOrO
BUIIPOOYBaHHSA

Yactuna 1
3 3 mororo 2015 poky (BkmoueHHs nepmoro cy6’ekra) mo 18

Oepesnsa 2015 poky (3aBepLueHHs yyacTi B JOCHIHKEHHI OCTAHHBOTO
cy6’ekTa).

Yactuna 2 i yactuHa 3
3 18 TpaBus 2015 (BkitoueHHs nepiuoro cy6’ekra) 1o 9 nucronana

2015 poky (3aBepIIEHHS y4aCTi B JOCIIKEHHI OCTAHHBLOTO CY6’€KTa).

8. Kpainu, 1e npoBoauiocs KiiHiuHe
BUNpPOOYBaHHs

CHIA

9. Kinbkicts pocnimkyBanux

3aIIAHOBAHA: 10 24 cy6’eKTiB B KOJKHiH YaCTHHI 10CTi JKEeHHS.
¢paxTuuna: 3aranom 72 cy6’exTd 6ynM BKIIOYEHI B JOCIIIKEHH:

(24 cyb’extm B KOXHY i3 3 wacTuH Aociimkenus); 65 cy6’ektis
3aBEPIUNIIM AOCiukeHHA. 23 cy6’ekTi 3aBepmminM yactuny 1 i 21
cy6’exT 3aBepmny yactunm 2 i 3. Vi 72 cy6 ekt 6yinu BKIFOYEH B
aHai3 6e3nexu.

10. Mera Ta BTOpMHHI Wini

KJIIHIYHOTO BUTIPOOYBaHHA

F2) mpum 3actocyBanni oaHouacHo i3 6araro
103aMH JIAHCOTIPa3oJry.

Yacruua 1
HepBunHni
OuinuT BiHOCHY 6i010CTYIHICTD OAHOKPATHOT 1031 €HTPEKTHHIGY

(F1 i F2) natme npu 3actocyBaHHi 0JHOYAcHO i3 GaraToKpaTHHMH
1000BMMM JJ03aMH JIAHCOTIPA30J1y.

Ouinntn BMB ki Ha KoXHY dopMmy BunycKy enTpexTHHIGY (F1 i

Bropunni %)
NEPEKNIAA BiPHH
Fonosay | .€ S8

&



Ouinuty Gesneky i mepeHocHMicTs OJTHOKpPATHOI OpanbHOI J03H
eutpekruniby (F1 i F2, npu s3acTocyBamHi omHouacHo i3
OararokpaTHUMH 1060BHMH [03aMH JIAHCOMPA30Jly HATIIE Ta Iic/s
npuitomy ixi).

Yacruna 2

IlepBuHHi

OuinnTy BiiHOCHY 6100CTYHICT OAHOKPATHOT 103K €HTPEKTHHIOY
F2A warme, npu opHouacHoMy 3acTocyBanHi 3 OaraTokpaTHUMH
JI060BMMH J103aMHU JIAHCOTIPA30ITy Yk Ge3 TAKOTO 3aCTOCYBAHHS.

Owuinnti BrMB ixi Ha entpekTuni6 (F2A), NPy OJHOYACHOMY
3aCTOCYBaHHI 3 6araTokpaTHUMH 106OBUMH 03aMH JIaHCOMPa30J1y Yu
0e3 Takoro 3acTocyBaHHS.

Bropunni

Ouinntr Gesneky i nepeHOCHMICTE 0IHOKPAaTHOT OpaibHOT 1031 F2A
NpH  OJIHOYACHOMY 3aCTOCYBaHHI 3 OaraTOKpaTHUMHM HOGOBMMHU
A03aMH JIaHCOTIPa30J1y 4u Ge3 TaKoro 3acTOCYBaHHs HATIIE Ta Micjs
npuiiomy ki,

Yacruna 3

IlepBunHi

OuinnTn Ge3nexy, NepeHOCHMICTh Ta BIUIMB iXKi Ha EHTPEKTHHIO
(F2B) nicna npuiiomy oiHokpaTHOI opaibHOT 103H €HTPEKTHHIOY
(F2B).

Ouinnry Gesneky Ta NEPEHOCHMICTh OJHOKPATHOI OPaNbHOT 103M
eHTpekTuHiOy (F2B) npm  osHouacHomy  3acTocyBammi i3
OaraTOKpaTHUMHM JOGOBHME [03aMH JIAHCOMPA30Jly HATIIE TA Mics
npuiioMy ii.

Bropunsni

Ouinntn Gesneky i nmepeHOCHMICTL OIHOKPATHOI OpanbLHOT AO3M
eHTpekTuHiOy (F2B) mnpu  omHouacHoMmy 3aCTOCYBaHHI 3
GaraTokpaTHHMH J0GOBMMH [O3aMH JIaHCOTIPA30Jy 4YH 63 TAKOro
3aCTOCYBaHHsI HATILE Ta MIC/1A NPUHOMY 1Ki,

11; Huzaiin KJiHIYHOTO
BUIPOOYBaHHs

Lle 6yno Binkpute panjgomizoBaHe OCHimKEHHS 3 3 YacTHH, 2
nocsiijoBHOCTel, 4 niKyBaHb Ta 3 mepiofiB s OLWIHKK BiZHOCHOT
GiopocTynHocTi pisHMX (OpM BHMIYCKY eHTpeKTMHIOY HaTiie Ta
BM3HAUEHH BIUIMBY i7Ki HA KOXKHY 3 LIMX (OPM BUITYCKY EHTPEKTHHIOY
TpU 0OHOYACHOMY 3aCTOCYBaHHI 3 JIAHCONPA30JI0M 4K Ge3 HBOTO.

12. OcHOBHI KpuTepii BKIIOYEHHs

1. 3noposi gopocni yonopiku uu KkiHKH (KiHKM 6Ge3 AiTOpomHOrO
noteHujaiy) Bikom 18-55 pokiB BKIFOUYHO Miji Yac CKPHHIHTY.

2. Maca Ttina monaiimMenine 50 Kr st yoa0OBIKiR Ta 45 Kr IS JKIHOK
I B Me3kax JianasoHy HOPMH BiJTIOBIAHO 10 MPUIHATHAX HOPMAJLHUX
TNOKa3HUKIB injexcy macu Tina (IMT) >18,5 i <32 kr/m? mig uac
CKPHHIHTY.

3. 310poBi 32 MeIMYHHM CcTaHOM 6€3 KIiHIYHO 3HAYMMHX JAHUX
MEIMYHOro aHaMHe3y, pe3ynbTaTiB  (i3uKanbHOro o6CTeKeHHS,
naboparopuux npodisiB, OCHOBHMX MOKA3HHUKIB JKHUTTEASILHOCT]
opranizmy un EKT', 3a 0LiiHKOIO roJI0BHOTO J0C/iAHHKA.

4. Xinku Ge3 AiTopoHOro MOTEHUiaNy IpoiiIM 0HY i3 HACTYMHMX
npoLeayp i LI F g -




nlaHcompasony B mepiog 1: ricTepockomiyHa  cTepmItiawis;
ABOCTOPOHHA  TepeB's3ka  MaTKOBMX  Tpy6;  ricTepeKkTomis;
ABOCTOPOHHA OBApieKTOMis; a0 NOCTMEHONAY3albHOIO BiKy 3
aMEHOPEEID MPOTAroM IoHalMeHIIe 1 poky 10 OTpUMaHHA TMepuIo
A034 JlaHconpasony B mepiog 1 yactuH 1 i 2 i mepmoi goswm
SHTpeKTHHIOY B wacTuHi 3, i piBeHb (ONiKyIOCTHMYIIOYOrO
TOPMOHY B CHPOBATLi KPOBi, IO BilMOBiJae MOCTMEHONAY3aTbHOMY
CTaHy, 3a OLIHKOIO FOJIOBHOI'O JOC/IIJHUKA.

5. HeBasekTominizoBaHuii 4ONOBIK, sIKHMil OroAMBCA 3aCTOCOBYBATH
mpe3epBaTHB i3 criepMilMAoM a60 yTpUMaTHCH BiJ CTATEBHX
KOHTAKTiB MpPOTAroM JociikeHHA 10 90 muiB micns oTpuMaHHS
OCTaHHBOI JI03M JIOCIiIXKYBAHOrO JiKapchkkoro 3aco6y. (YKomumx
00MeXKeHb He BUMAranocs 171 YONOBiKa i3 BA3EKTOMI€I0 38 YMOBH, 10
Horo BasekTOMis Oyna BuKoHaHa 3a 4 Micsui abo Ginbie 10 MoyaTKy
JOCTi KEHHS ).

6. SIKiio 4oNOBiK MoroauBes He GYTH JIOHOPOM CHEpPMH BiI dacy
no3yBaHHs 0 90 gOHiB micnd  OTPUMAaHHA OCTAHHBOI  JI03M
€HTPEKTUHIOY.

7. 3naTHUH IPOKOBTHYTH KijIbKa KarcyJl i TabneTox.

13.  JlocnmimkyBaHuii  nikapchKuit
3acib, crocib 3acrocysanHs, cuna aii

Jast vactunm 1:

Entpextuni6 B kancynax no 200 mr (hopma Bunycky 1).

Entpexuni6 B kancynax no 200 mr (¢opma sunycky 2).

Jlanconpason B Kancynax i3 BiAcTpoyeHuM BuBinbHeHHs M USP, 30
M.

Jns nikysannsa A, 30 MI TaHCOMNpPA30.Ty 3aCTOCOBYRAJH npoTarom 9
AHiB nocrinb i3 800 mr F1 natme uepes 1,5 rogunu micas npuiiomy
JIAHCOIIpa3oJly B JIEHb 4.

Mast nikysanus B, 30 Mr aHconpasoity 3acTOCOBYBajIM NIPOTATOM 9
aniB nocnink i3 800 mr F2 watie yepes 1,5 rogunu nicns npuiiomy
JIaHCOIIpa3oly B JIeHb 4.

Jlist nikyBauus C, 30 Mr 1aHCcONpa3olly 3aCTOCOBYBAH TPOTATOM 9
AHiB nocninb i3 800 mr F1 uepes 30 XBUIMH nicas noyaTky CHifaHKy
13 BUCOKUM BMiCTOM JKHpPY B JeHb 4.

Ans nikysanus D, 30 Mr naHcompasolty mic/is HiYHOTO FONOLYBAHHS
npotarom 9 i i3 800 Mr F2 (4 kancysnu x 200 mr) uepe3 30 XBunun
MicJIsl IOYaTKy CHiJJAaHKY i3 BHCOKMM BMICTOM *HpY B JeHb 4. B 1enp
4 naHCOMpPa3oJl 3aCTOCOBYBANM NMPUOIU3HO 3a 1 roauny 10 MIOYaTKy
MpHIHOMY T3Ki i3 BUCOKMM BMicTOM skupy s jikyBanus C i D.

st vactunm 2:

Entpekuni6 B kancynax no 200 mr (dopma Bunycky 2A).

Jlancomnpason B kancynax i3 Biicrpouenum BupinbHeHHsiM USP, 30
MT.

T nikysanns E, 800 mr F2A 3actocoByBanu Haruie B 1eHsb 4.

Hns nikysannsa F, 30 Mr naHcompasoiy 3acTOCOByBamy NpoTSroM 8
AHiB nocrins i3 800 Mr F2A waruie yepes 1,5 roaunu nicis npuiiomy
NIAHCOMpPA3s01y B JICHE 4.

I];nﬂ NiKyBaHHs G 800 mr F2A 3aCTOCOBYBAIM Uepes 30 xBunMH

MEPEKNAR BIP
ronopay |.€.




Ans nikysanns H, 30 Mr nanconpasony 3acTocoByBaIu npoTsaromM 9
AuiB nocnink i3 800 mr F2A uepes 30 XBUIMH mic/is moyaTky CHiJJaHKY
3 BHCOKMM BMICTOM XHpY B JeHb 4. B gen» 4 nanconpason
3aCTOCOBYBANM NPUOIM3HO 32 | romuHy 10 mouarky mpuiiomy ixi 3
BUCOKHM BMICTOM XKMpY /Uist JTiKyBaHHs H.

Mnst yactunu 3:

Entpexruni6 B kancymax mo 200 mr (gopma sumnycky F2B).

Jlanconpason B Kamncysax i3 BigcTpouenuM BuBinbHeHHsM USP, 30
MT.

Hunst nikysanns I, 800 mr F2B 3actocoryBany Harime B jeHb 1.

M nikysanns J, 800 mr F2B 3actocoBysanu yepes 30 XBUJIMH mics
TMOYaTKy CHiIAHKY 3 BHCOKHM BMIiCTOM JXHDY.

Mas nikysanns K, 30 Mr nanconpasosty 3acTocoByBaiu npoTiarom 8
JHIB nocnifoBHo i3 800 mr F2B Hatine.

Jnst nikysanns L, 30 Mr naHconpasony 3acToCOBYBald IPOTAroM 8
AuiB nocnink i3 800 mr F2B uepes 30 xpumun micns noyatky CHiJJaHKY
3 BHUCOKMUM BMICTOM WPy B JeHb 1. B penp 1 JlaHCONPa3o
3aCTOCOBYBAIM NPUOIM3HO 3a 1 roJMHy 0 MOYATKy npuiioMmy xi 3
BHCOKHM BMICTOM JKHpY.

Entpexrunib i nanconpason 3acTocoByBanu opanbHO i3 NpUGIH3HO
240 mn1 BOIM, B lIeHb 4 KOXKHOTO nepioay B yacTuHax 1 i 2, i nens 1
KOXXHOTO Nepioly 4YacTHHH 3.

14. Ilpenapar nopiBHSHHSA, 1033,
croci6 3acTocyBanHs, cuia il

He 3acTocorHo.

15. CynyTHs Tepanis

Kopen cy6’ext He maB npuiiMatn Gyap-fiKi NKH (BKIKOYAROUM
Ge3penenTypHi Jikapchbki 3aco6u, aHTaUMaH, iHTiGITOPU TPOTOHHOrO
Hacoca [ITIH] ta cepoTtoniHepriuni npenapatu, Taki siKk cejeKTHBHi
iHriGITOpH 3BOPOTHOTO 3axoIuIeHHs cepoToHiny [SSRI], iHriGiropu
3BOPOTHOrO 3aXOIUIEHHS CEPOTOHIHY Ta Hopaapenaniny [SNRI] Tta
iHri6iTopu MoHoamiHokcupasu [MAOI]), pocnunHi npenapatd 4u
BiTaMiHM npotaroMm 14 auiB 1o aua 1 nepiony 1 (abo 28 amis ans
innyxropis CYP Ta/un inmyktopie P-gp, BKIHOUaOuu 3Bipo6iit) Ta
BIIPOJOBK JOCJIiIXKEHHS.

[Ipotsrom  nocnijkenns Ha poscys Jnikaps MoxHa  OyJio
3aCTOCOBYBATH alleraminoden (10 2 r ua 24 roaunn).

16. Kpurepii oninku edexruBHOCTI

@apmakokiHeTHKA
Yci cy6’exrn i3 ouinroBanumu @K npodinamu 6yau pesiomosani B
Tabmnisix ®K amanizy. Cy6’extu i3 HejocTaTHiMM mamuMu Gy
BUKMIoueHl i3 @K aWanisy Ta/um pe3yabTyIO4Oro TecTyBaHHS
GioekBiBaJleHTHOCTI, K onucano y ®K nuani craTHCTHUHOrO aHanizy
(SAP). [lns ouinku BigHocHOi GiomocTynmHocTi cy6’extn i3
KOHLEHTPALiAMH 10 [03yBaHHs BUIIE 5% Cmax OYIM BHKIHOYEHI 3
aHanisy, i ko OyB TMokasaHuii nepexpecHuit ananis, B oLinKy Gy
BKIIOYEHi sHme cyG’ektu i3 ouiHioBaHumu ®K nauuMu B 060X
rpynax JikysanHs. CyG’ekTH, BUKIIOYEHi 3 aHanily, 3asHaueHi B
OCHOBHIi yacTuHi 3BiTy mpo KiiHiyHe mocnimkenns (3KJI) ta 3Biti
npo OK. D
Kinuesi Touxu gociaigxenns
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Kinuesi Touku Oynu BigHOWeEHHAMH MapriHanbHHX cepeHix
(LSM), oTpumanux B aHanisi Jorapugpmidxo nepeTsopeHux DK
napametpiB  AUCo., AUCpint Ta Ciax mist EHTPEKTHHIOY, 3a
pe3yJibTaTaMi HACTYMHUX MOPiBHSHb:

Yactuna 1 (dhopmu Bunyceky 1 i 2):

 Jlikysauus B nporu JlikyBawHs A; ans OWIHKM BiJHOCHOI
bionoctynHocTi enTpekTuHiGy npu npuiiomi sk F2 i F1 natime.

* Jlikyanna C npotu JlikyBaHHs A; 1715t OL[iHKH BILIMBY iki Ha DK
CHTPeKTHHIOY mpu 3acTocyBanHi sk F1 (i3  awanoriuHoio
MOCIiIOBHICTIO JIIKYBaHHs).

» JlikyBanust D nporu Jlikysannsa B; muist owinku BIUIMBY ki Ha DK
SHTPeKTHHIOY mnpu 3acTocyBanHi sk F2 (i3  aHanoriuHoo
TOCJTi JOBHICTIO JIiKyBaHH:).

Yactuna 2 (hopma Bunycky 2A):

Binnocha  GiojocTynmicTs  eHTpekTuHiGy i3 CYIyTHIM
3acTocyBaHHaM II[TH uu Ge3 Takoro 3actocyBaHHA OLIHIOBANACKH
uuisxoM nopisusauua Jlikysanus F npotu Jlikysanns E.

Brnue ixi Ha koxHy i3 2 gopm BunycKy eHTpexTHHIGY BMBYaBCS
HaCTYITHUM YHHOM:

* F2A, Jlikypanns G npotu Jlikysawua E (i3 ananoriuxoro
TMOCITIIOBHICTIO JIiKYBaHHS) TIPH BiacyTHOCTI npuitomy [TTH.

* F2A, Jlikypanua H nporu Jlikysanus F (i3 amanoriusoo
MOCTIIOBHICTIO JTiKyBaHHs) npu npuiiomi ITTH.

Hacrtuna 3 (bopma Bunycky 2B):

* Bnmue ki BuBuaBcsa muiaxom nopiewsmua JlikyBamms J i3
JlikyBaHHsM I.

* BigHocHa GiogocTynmicTe  eHTpekTMHIGY i3 cymyTHiM
3aCTOCYBaHHAM ITTH 4u 6e3 Takoro 3acTOCyBaHHA BUBYAJIACH IILIAXOM
nopieHaHHs JlikyBanusa K npotu JlikyRaums I i Jlikypannst L mportu
JlikyBanus J.

OK napametpy AUCyextap, Tmax, tw, CL/F (iuwme Buxignmuii
nikapeekuit 3aci6), i Vz/F (e puxignwii nikapeekuii 3aci6) mis
SHTPEKTUHIOY, 32 HeoOXiaHOCTI, Takoxk 6yau o6uHCIeHi.

@K napamerpu AUCos, AUCo-inf, Crmax, AUCS%extrap, Tmax 1 t, 38
HeoOXiAHOCTI, onucaHi nume s MeTabomity M5.

17. Kpurepii ouinku 6e3neku

Be3r1e1cy OLIHIOBAallM 33 pe3ylbTaTaMu KIiHIYHHUX naﬁopaTopHHx
TECTiB,  (i3UKaNIBbHOrO  OGCTEXEHHS, OCHOBHMX  MOKA3HUKIB
JKUTTEAIsIbHOCTI oprauisMy, EKT B 12 Binsepenusx i HS.

18. CraTucTuyHi MeToau

DapmakokiHeTHKA

3pa3sku KpoBi OTPUMYBA/IH B HACTYITHI 4acOBi TOUKH M0 Bi AHOLIEHHIO
A0 NO3yBaHHA B JeHb 1 KOXKHOTO nepiody JiKyBaHHs: meper
Ao3yBaHHAM (NpoTAroM 30 XBUIIMH JI0 J03yBaHH) i yepes 0,5, 1, 2, 3,
4,5,6,8,12, 24, 36, 48, 72, 96 i 120 roauH nicas go3ysaHHs. 3pasku
Naa3MH JJI1 BU3HAYEHHH eHTpeKTHHle Ta ioro MeTaﬁomTy RXDX-
101-M5 Oymu orpumani i3 3paskiB  Kposi. Konuenrparis
eHTpeKTUHIOY i RXDX-101-M5 B nuia3mi BU3HauaIUCh 3a ,nor[omorom

MeTomy Bam,uoaaHm piauHHOT xpomaTorpa(]m I3 _TAHHOMHOI0 Mac-
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K napameTpu BU3HAYANKMCH 33 JOMOMOrOI0 HEKOMIIAPTMEHTHOTO
metony. Hactynui ®K napametpu B mnnasmi BusHauanuch s
eHTPEKTHHIOY: Trmax, Cimax, AUCp.-24, AUC4, AUCINF, Caan, CL/F, Vz/F
i ti2. Bysnm obuncneni nacrynui ®K 3minni B inasmi ans RXDX-101-
MS: Timax, Cmax, AUCo.24, AUCo., AUCINF, t12 i criiBBi AHOIIEHHS (@
ta AUC 1o BuxigHoro jikapcekoro 3aco6y. Komn 36ip 3paskis
BiNOYBaBCsA 332 MeXaMK 3a3/1aJ1eTi Ib 3aIIaHOBAHOTO BiKHA 3abopy ®K
3paskiB, B obumcnenHi OK napamerpis BHUKOPHCTOBYBABCSH
HOMiHa/IbHMIA Yac.

Cratncriyna ouinka BigHocHOi GiogocTymHocti Takox  Gyna
BMKOHaHa 3a JONOMOIOK CTATUCTUYHOTO o6nagHaHHa Phoenix®
WinNonlin®.

besnexa

Yei nosinomneni HA Gynu 3akonosani 3a craHzapTHAM Habopom
TEPMiHIB 3a JIONOMOrol MeIM4yHOro CIOBHHMKA TepMiHoJIOTiIT A
perynaTusHol pisibHocTi (MedDRA®) Bepeii 17.1. Uucno cy6’exriB,
Y AKUX BUHUKIH HebaxaHi ABUIIA nij uac nikysanua (TEAE), i uncio
TEAE 0yno pesioMoBaHe 3a TEPMiHOM NMEPEBaXKHOrO 3aCTOCYBAHHS
JUIsl KOKHOTO JiKyBaHH#A, 00’ eiHaHoro niauebo i 3araiom.

Mani 3 OGesneku Oyno pe3rOMOBAHO 3a NiKYBaHHAM, 00’€IHAHHM
nnanebo Ta 4acoBO TOYKOK. IIOKa3HMKH OMHMCOBOI CTATMCTHKH
(cepenne, craHzapTHE BiAXMIIEHHSA [CB], wminiMy™m, wMmeniana,
MaKCHMyM i uucno cy6’exrie [N]) 6yiu obuucneHi mis KiabKICHHX
JaHux 3 Oesnmeku, i Oymu ckiajeHi MinpaxyHKH 4YacToTH s
K1acuikallil AKICHUX JaHuX 3 Ge3neKu.

3BeneHi TabnuL 18 GAaKTUYHKX Pe3yNLTATiB Ta pe3yNbTATiB, LIO
3MIHIOIOTECA BijJl 6a30BOro pisHsA, 6y1M HaBeneHi sl KIiHIYHMX
n1abopaTOpHHUX MOKA3HUKIB, OCHOBHUX MOKA3HHKIB HTTEMiSALHOCTI
opraHiamy ta EKT".

By 3asnadeni pesynbTat KiiHiuHKX 1a6OPaTOPHUX TOKA3HUKIE 32
MEXKamu JIONYCTUMOTO [liana3oHy Ta yci pesy/isTaTd MOBTOPHOTO
TecTyBaHH:. OKpiM Toro, Ans KniHiyHUX TabopaTopiii 6yiu HaBeeHi
3Be/IeHi TabNuli JMHaMiKH, IO ONMMCYIOTH 3MiHY Big cTaHy a0
N03yBaHHs JI0 MiC/s TO3YBaHHS.

[H(epeHLianbHa CTATUCTHKA HE NPOBOAUNACE ISl JAHUX 3 OE3NeKH.

Hemorpadiuni noka3sHUKK I0CHI1KYBaHHX Cy6’€KTIB 3a 3aralbHUMM
XapaKTepUCTHKAMH HaBe/ieHi B TabJIuLLi.

Tabnuus. Pestome nemorpadiunux nokasHukis

XapaxTepu Kareropis/Crarucruka 3aranom
19.  Jlemorpadiuni MOKa3HUKH CTHKA
JOCHIKYBaHOT momynsAuii  (cTath,|| Yacrmma 1 (N=24)
BiK, paca, TolI0) Cratb Kinku 11 (46%)
Yonogiku 13 (54%)
Paca Asiaru 1 (4%)
Herpoinna abo appoamepukaHcbka 1 (4%)
€Bponeoinna
Etniuna JlarnHoaMepHkaHIi
HAJIEKHICTB Hena*rmoaﬁwﬂi&n y
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Bik (poku) | Cepenniii 43,8
CranjaprHe BigxuieHHs 8,37
MinimMansuuii 23
Meniana 46,5
MakcuManbhuii 54
Yactnua 2 (N = 24)
Crats HKinku 8 (33%)
Yonosiku 16 (67%)
Paca AMmeprikaHcbki iHaiaHni abo kopinwi 2 (8%)
KHTEN AJISICKH
€Bponeoinna 20 (83%)
E€Bponeoinna, AMepuKkaHChbKi ingianmi | 1 (4%)
abo kopinHi xuTeni Anacku
E€BponeoinHa, HerpoigHa abo | 1 (4%)
ajpoamepHKaHCchKa
ETHiuna JlatuHoamepHkaHui 14 (58%)
HAJIeKHICTh | HenatMHOaMepHKaHLi 10 (42%)
Bik (poku) | Cepenniii 36,1
CrannapTHe BijXUIeHHS 11,36
MiHiManbHHI 18
Meniana 34,5
MakcumanbHuii 55
Yacrana 3 (N=24)
CraTh Kinku 10 (42%)
Yonopiku 14 (58%)
Paca AMepuKaHcbKi ingianui abo kopinmi | 1 (4%)
JKUTENI AJACKH
CBponeoinHa 23 (96%)
Etniuna JlaTuHOamepHKaHi 19 (79%)
HaIeXKHICTh | HenatuHoamepukaHmi 5(21%)
Bik (pokn) | Cepenniii 42
CranpapTHe BiaxuaeHHs 8,66
MiniManbH#i 22
Meniana 44
Maxkcumanbauii 54

20. Pesynbrati e)eKTHBHOCTI

DapmaKkoKiHeTHYHI pe3ybTaTH

HesanexHo Bin popmu Bunycky entpextuni6 nerko aGeop6ysascs i
3arajioM BUSB/IABCA B muiasmi yepes 0,5 roaumHu micis Jo3yBaHHSL.
Cepenniii oyeBuaHMii TepMmiHaNbHUE Tepios HamiBBUBEACHHS (tin)
CHTPEeKTHHIOY BapitoBas Bial 23 110 30 roauH, WO MiATBEPIKYE PEXKUM
J03yBaHHA OOMH pa3 B JIEHb. 3arajbHa EKCMNO3MLif i 4ac 0
MaKcHmabHoi KoHUeHTpauii (Tmax) BapiloBanu ans pisHMX (opwm
BUITyCKY Ta YMOB JliKyBaHHs. 3arajoM rnoBeziiHka ¢popmu Bunycky F1
NpH3BE/a 10 HaMMEHIIOro 3araibHOro piBHS EKCIO3ULil npH
npuiiomy Hatme abo micns npuiiomy ki B npucyTHoeti ITTH. Dopmu
Bunycky F2A i F2B npomemoHcTpyBanu 3HauHe 3HMKEHHS
MiKCY0’€KTHOT BapiaGebHOCT] eKCrosuLLi Ta BIHBY Tk MOPiBHAHO
3 popmoto Bunycky F1. Tmax 3arajiom gocsranack Mix 2 roguHamu Ta

12 roguHamu micns nosysanHsa. Ileii miamasg pIIY  yepry
MOACHIOETLCS 3arajlbHUM BiJCTpoueHHAM T R K Ta
npu npuiiomi ITTH. -

NEFERNTAH i

’ ) 3 IOPHANYHNX Ta

Fonosay | .€ PErYNATOPHMX

NUTaHL




AKTUBHHI MeTabomiT eHTpexTHHiGy, M5, OyB BUsBIEHHI Tics
MpUHOMY OIHOKPATHOT 1031 eHTPEKTHHIGY, i Tmax 3araoM J0cCSTaBcs
MNPOTATOM TOAWHH BijJ MaKCUMaJIbHOT KOHLEHTpALlii eHTPEeKTHHiOY.
Ilicns  mpuiioMmy oaHOKpaTHOT 103u eHTpeKTHHIOy 3arajibHa
ekcrosuilis M5 cranoBuna npubnusHo Bix 25% no 40% eKCTO3HLIiT
BHXIJIHOTO JIIKAPCHKOro 3aco0y. Xoua nepion HamiBBMBemeHHs M35
3peIITOI0  BBAXKABCA HEHAlIHHMM 4Yepe3 OOMeKeHy TpPHBAJiCTh
Bi100pY 3paskiB, 1110 BUKOPHCTOBYBAJIACH npy 00YKMCIEHHI KOHCTAaHTH
WBUAKOCTI eNliMiHalil, cepeaHiii nepion HamiBuBemenus M5 OyB
o0uucrenuii Ha piBHI NpUGNM3HO 42—66 TOAMH, 10 CBiIYHT npo Te,
o MeTabouniT BiporigHo Oyae HAKONWYYBATHCH MicIs npuiomy
GaraToKpaTHHX 103 EHTPEKTUHIGY.

Bruie cynythboro npuiiomy ITTH Ha ekcriosuiiio €HTPEKTUHIOY
OLIHIOBaBCS 3a J0OMOMOrow ¢opm Bumycky F2A i F2B. Komu
CHTPEKTHHIO 3aCTOCOBYBABCS i3 JAHCONPA30JI0M, CepeiHsl 3arajibHa
eKCTIO3ULIs eHTPEKTHHIOY 3MeHIuyBanach mpuGiusHo Ha 20-40%
(a1 popm Bunycky F2B i F2A BianoBiauHo) nopieusiuo i3 npuiiomom
EHTPEKTHHIOY Ge3 CYNmyTHBOro 3aCTOCYBAHHS JIAHCOTIPA30TY.

Koy enrpextnni6 npuiimagcs 3 iketo, cniocrepirases MiniMansHumii
BILIMB CYNyTHLOro 3acTocyBaHs IITH Ha ekcnosuuito eHTpekTHHiGy
A7 KOXKHOT opMH BUITYCKY, X04a c1ij 3a3HaunTw, wo enaus IITH Ha
dopmy Bunycky F2A nicis mpuifomy ki He BUBYABCS y THX caMmux
Cy0’€KTIB | IPOBOIMBCS METO/IOM MApasiebHOTO MOPIBHAHHSL.

Bruiue i 3 BUCOKHM BMICTOM 3KMPY Ha €KCMO3MILiIO EHTPEKTHHIOY
BMBYABCSA JUIsl BCIX (opM Bunycky. ¥ npucytrocti ITTH npuiiom i
A0 TNpUAOMY JI03H EHTPEKTHHIOYy MaB HaiGiNbIWii BIUIMB Ha
excrosuuito popmu Bunycky Fl (~4x), i3 momipuuM BrmmBoM Ha
opmu Bunycky F2A i F2 (~2x Ta ~1,5x BiAnosigno) i miniManbuuii
BIJIMB Ha Qopmy Bumycky F2B (< 1,2x). Tlpu Bincyrnocti ITTH
MiHIMaNbHUH BNMB TXi criocTepirases mwis hopm sBunycky F2A i F2B
i3 36inbmennaM excrosuuii npubausno Ha 30% mis 060X bopm
BUIYCKY. 3araibHuii BIUIMB iKi CYTTEBO 3MEHIIYBaBCsS TpH
3acTocyBanHi HOBUX (opm Bumycky F2A i F2B nopieusno 3 opmoro
Bunycky F1; onnak, cnin 3a3HaunTy, M0 BIIMB 1K He OLIHIOBAaBCS B
THX caMMX CyG'exTiB s dopmu Bumycky F2B npu CYIYTHBOMY
3acrocyBaHHi 3 ITTH.

®opmu Bunycky F2A i F2B oujiniosamick mpu BixcytHocti 1TTH i
3arajloM Maju nojibHy eKCMO3WLil0 NMpH 3aCTOCYBAHHI 1O Ta Mic/s
npuiomy Txi.

Yei owiHioBaHi (opMH BumycKy BHBYANMCh B mpucyTHocti ITTH.
3arajioMm xapaktepucTHkd (opmu Bunycky Fl [PU3BEIH IO
HalHMIKYOTO 3arallbHOr0 PiBHA eKCIO3MLIT MPM 3aCTOCYBaHHI A0 Ta
micaist npuiomy ki B npucytHocti IITH. Vei dopmu BUITYCKY 3arajiom
NOBOJMIUCH N0AIOHUM YHHOM micas ki B npucytHocti ITTH. Opnak,
CKCTIO3HLLS CHTPEKTHHIOY Npu 3actocyBanHi dopM Bumycky F2B,
F2A 1 F2 Gyna na 309%, 92% i 207% Buwe Hisk npu 3acTocyBaHHi
¢opmu Bunycky F1, Bignosinno, B ymoBax HATILE [IPU CYIYTHBOMY
3actocysaHnHi i3 ITTH. Ilpu nopiBHsHHI Bix e

Bunycky F2A i F2B B OpucytHoCcT: (TEMHG {
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MOAIGHY aKTHBHICTb Npu MpUitoMi micius ki, oaHak dopma BumyCKy
F2B mana 3aranbHy ekcriosuuiio, mo 6yna Ha 113% BUIIOK0 HiK ISt
(opmu Bunycky F2A npu npuitomi g0 xi.

21. Pesynbraru 6e3neku

Yacruna 1

Y uactuHi | uporo gocnijkeHHs He Oyno Bunajkie cmepti abo
cepriosuux HS (CHS) i xomen cy6’exT mepemyacHo He BUOYRB 3
nociikenns yepes HS. 3aranom y 16 (67%) Cy0’€KTIB BHHMKIIO
cymapHo 84 HebaxaHMX ABMINA, SKi BUHHKATM MiJi Yac JiKyBaHHS.
Binbuicts  sBum (76  [90%]) BuHMKanM  micis J103yBaHHs
CHTPEKTHHIOY B meHb 4+ mms ycix rpynm mikyamms. 77 HSI Oymu
JIETKOro CTYMEHs TAXKKOCTI i 7 HebaxkaHMX sBAIL Gy1H cepeIHbOro
CTymeHs TsKKocTi. Haliuactime croctepexypanum HSI Oyna
napecTesisi pPOTOBOT MOPOXKHUHH, PO AKY MOBiZOMHIIO 54% cy0’eKTiB,
Mpo CTOTBOPEHHS cMaKy noBifoMuiu 38% cy6’extis i npo 3akpen
nosigomMunu 21% cy6’extis. Yei pemra HS sunmkanm y <17%
cy6’extiB. [onoBHuii mocniguuk ouinme 9 HS sk no’ssani i3
SHTPEKTUHIOOM Ta JiancompasonoM, 48 HS sk nop’ssani jume 3
EHTpeKTHHIOOM, 14 HSI sik moB’s3ani nuine 3 nanconpasonom i 13 HS
AK HE TOB’A32Hi i3 JKOJHHM JIOCITIKYBAHMM JiKAPCHKHM 3aC060M.
YacTuna 2

Y Hactuni 2 nporo mocnimkeHHs He 6y10 BHNAKIB cMepTi abo
cepiiosuux HS (CHS) i xoneH cy6’ekr nepeauacHo He BHOYB 3
pocmipkenHs yepes HS. 3aranom y 18 (75%) cy6’ekTiB BHHMKIO
cymapHo 107 HebaxkaHux ABHMII, SIKi BUHMKAIM Mij yac TiKyBaHHS.
Binbwicts  spumy (104 [97%]) BHHHKanu michs N103YBaHHsI
CHTPEKTHHIOY B neHb 4+ s ycix rpyn nikypaxus. 98 HSI Oynu
JIETKOTO CTYNEHS TSIKKOCTI i 9 Oynn cepeHbOro CTyneHs TAKKOCTI.
Haityacriwe cnoctepexxyBanumu HSI Gynu mapecresis poTOBOI
MOPOXKHUHH | TONOBHMI Gijlb, PO KOXKHE 3 AKUX MOBiZOMIAIH 38%
CYO’€KTIB, a PO CTIIOTBOPEHHs CMaKy Ta 3aKpern Mosizomusin 21%
cy6’exriB. Vci pemrra HS Bunukamm y <17% cy6’exris. [onosHuit
focmimHMK ouinmB | HS sk noe’ssade i3 eHTpexTHHIGOM Ta
nanconpasonoM, 78 HS sk now’s3aui nuiue i3 entpextuniGom, 3 HS
K NOB’si3aHi NHLIe 3 JaHcompasonom i 25 HS sk He mor’s3ani i3
HKOJJHUM JOCIIIIXKYBAHUM JIIKAPCHKHM 3aCO000M.

Yacruua 3

Y Yactuni 3 nporo mocnimkeHss He 6yno BHMAKiB cmepTi abo
cepiiosanx HS (CHS) i sxopen cy6’ekT mepemuyacHo He BUOYB 3
zocnimkenns uepes HSL. 3aranom y 21 (88%) cy0’€KTiB BHHHMKIIO
cymapHo 180 HeGaaHMX ABHMIL, SKi BHHMKAIH TiJ yac JiKyBaHH.
Binbwicte sBumy (132 [73%]) BMHMKANM NMuie micis JI03yBaHH:
eHTpekTuHiOy (6e3 npuitomy nanconpasony). I3 180 HS 167 Oynu
JIETKOTO CTYMEeHs TSKKOCTI i 13 Oy cepeHboro cTyneHs TAKKOCTI.
Haituacrime cnocrepexysannmu HSI Gymu sakpen, npo  sikuii
nosizomnsim 58% cy6’ekris, napectesis poToBOi MOPOXKHUHHU, TIPO
AKY TOBIAOMISIM 54% cyG’exTiB, i COTBOPeHHs cMaKy Ta Miaris,
npo sKi noigomisiin 25% cy6’exTiB. Vi peprf E

<21% cy6’exriB. 'onoBHMi czﬁaﬂ UK OHi/H®
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SHTpeKTUHIOOM i 23 HS sk He noB’s3aHi i3 30 qHHM JOCIIIXKYBaHUM
JiKapChbKHAM 3aC000M.

22, BUCHOBOK (3aK/IIOY€EHHS)

* 3arajoM OJHOKpaTHE 3acTOCYBaHHS pi3HHX dopm BHmycky
enTpekTuHiOy no 800 mr (i3 npemenukaiero OHJIAHCETPOHOM) Mic/Is
abo nmo nmpudiomy ki Ta i3 cymyTHim 3aCTOCYBaHHAM
naHconpasony/6e3 HbOro BUABMIIOCH GE3MEYHMM Ta 3arajiom nobpe
NEPEHOCHMMM 3/I0POBUMHM CyO’€KTaMM LILOTO JOCTi IKEHHS.

* Hesanexwno Bin hopMu BUNYCKY eHTPeKTHHIO 3araioM BHABIABCS
B muasMi yepes 0,5 roguu micns A03yBaHHS i 06UMCIEHMI nepiosn
HAIIBBUBE/IEHHS MIATPHMYE PEIKUM J03yBaHHSA OMH pa3 B ieHb. | Tka,
i cynyTHe 3actocysanns ITTH acowiroBaiuchk i3 BiICTPOUEHHAM Timax
Anst GOpM BHIYCKY €HTPEKTHHiOY, OJHAK Maiu cneuudiunuii s
(opmu BuMyCKy BIUIMB Ha piBeHb €KCIIO3HILIT.

* BusiBunock, wo 3aranom 3acTocyBaHHs (OpMH Bunycky F1
MPU3BOAUTE N0 HAMHWKYOI €KCMO3HLII CHTPeKTUHIOY MOpiBHSIHO 3
nojanemuMu Gopmamu sunycky. Okpim Toro, hopmu Bumycky F2A i
F2B cyrTeBo 3mMeHuyBany Miskcy6’eKTHY BapiabebHICTh eKcrosuLii
Ta BIJIMBY iKi Npy nopiBHsHHI 3 hopMoro Bumycky F1.

* Jns popm eunycky F2A i F2B cynyrue 3actocyeanus is ITIH
TMPU3BOJMIO 0 3HHIKEHHA ekcro3uuii Ha 20-40% npu 103yBanHi y
cy6’ekTiB HaTile; oaHak, He Oyo CIOCTEPEKYBAHOTO  BILTUBY
cymyTHbOro 3actocysauts I[1H npu npuiiomi enTpextniby 3 iiero.

* Ilpuiiom ixki 10 mo3u entpektuHiby B mpucyrthocti IIH mas
HaHBHILWA BIUIMB Ha eKcrosuLito gopmu sunycky F1, 3 HACTYMHUM
nomipHuM 36inbirenHsmM excrniosuuii F2A i F2, i minimManbH#M
30inbwennam excrosuiii F2B. Tpu BiacytHocti ITTH minimansHuii
BIIMB DKi criocTepiraBes auist popwm Bunycky F2A i F2B.

* 3aranbHa €KCIO3MlliA aKTHBHOrO MeTaGoiTy EHTPeKTUHIOy M5
CTaHOBMIA mpubnusHo 25-40% Bix excnos3uuii  BMXigHOTO
JiKapehKoro 3acoby miciis NpuiioMy 0IHOKPATHOT 103 €HTPEKTHHIOY.

3asBHUK (BJIACHMK PeeCTpaLifHOrO MOCRiTueHHs)
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