Ilepexnan 3 aHrIilcbKOi MOBH Ha yKpaiHCHKY MOBY

Honartok 30

10 Iopaaky npoBesieHHs eKCIEPTH3M
peecTpauiiHUX MaTepialliB Ha JiKapchKi
3ac00M, 10 MONAIOTHCS HA JEPHKAaBHY
peecTpauito (nmepepeecTpaltiio), a Takox
€KCIePTH3U MaTepialliB Npo BHECEHHS 3MiH [0
peecTpauiffHuX MaTepianis npoTarom aii
peecTpauiiHoro noceiqueHHs (MyHKT 4 posainy
VI)

3BiT npo KiiHiuHe BUNpoOyBaHHs

1. Hasea nikapcbkoro 3acofy (3a
HaABHOCTI — HOMep peecTpaliiHoro
TOCBiTYEeHHs )

KAJIKBEHC (mi>xkxHapoiHa HellaTeHTOBaHa Ha3Ba —
axanabpyTuHio)

2. 3agBHHK

Actpa3eneka Ab (AstraZeneca AB)

SE-151 85 Conepran’e, IlIsewis (SE-151 85
Sodertalje, Sweden)

3. Bupobuux

BupoGHULTBO, KOHTPOJIb SKOCTI, TaKyBaHHS, BUITYCK
cepii

Actpa3eneka Ab (AstraZeneca AB)

I'epryneseren, Conepran’e, 151 85, Illsewnis
(Gartunavagen, Sodertalje, 151 85, Sweden)

4. TlpoBeneHi mocipKeHHs:

TakK

1) Tvn mikapcekoro 3acofy, 3a SKuM
npoBoaMiacs abo NnaHyeTeCs peecTpalis

Jlikapcekuii 3aci6 3a MOBHMM J0CBE (aBTOHOMHE
JIOCKE)

[Hmmii nikapebkuii 3acic

Hoga niroua pevoruna (JIP)

5. TloBna Ha3Ba wiiHiuHOro BUNIPoOyBaHHs,
KOZ0BaHHHA HOMEp KJIIHIYHOrO BUNpoOyBaHHs:A

Pannomizopane, GararoueHTpoee, BigkpuTe
nocninkenns dasu 3 akanabpyrunicy (ACP-196) y
TIOPIBHAHHI 3 NpernapaToM BUGOPY J0CTiTHHUKA
inenanicu® mmoc purykcumab abo GeHIaMyCTHH IITIOC
puTyKcuMal y nmallieHTiR i3 pelHIHBYIOYHM ab0
pedhpakTepHUM XPOHIUHUM TIMOLMTAPHUM JIEHKO30M

6. dasza KIiHIYHOrO BUNIPOOYBaHHS @aza 3
7. llepioa npoBeaeHHs KIIHIYHOTO 3__ 01 rpyaus 2016 p._ o sroTri 2021
BUIPOOYBaHHSA (3annaHoBaHoO)

8. Kpainu, ne npoBoauiocs Knixiune
BHIPOOYBaHHS

Agcrpanis, Benbris, Bonrapis, Kanazna, Xopparis,
Yexis, ®panuis, Himeuunna, T'onkonr, Yropumna,
Ispaine, Itanisa, Hoea 3enannis, Monsiua, Pocis,
Cunranyp, Cnoauuuna, [Tienenna Kopes, Icnanis,
[lIseuis, Taiipans, Typeyunna, Ykpaina, O6’eqnane
Koponiecteo Beaukoi bputanii ta IMiBHiunoi Ipnanaii,
CIIA.

9. KinekicTs nocnimkyBaHux

3annaHoBaHa: npubiuzno 306
dakrryna: 310




10. Meta Ta BTOpHMHHI 11ij1i KIiHiYHOrO
BUMPOOYBaHHS

Ilepeunna: EdexruBHicTs MOHOTEpanNii
akanabpyTtunidom (rpyna A) y nopiBHsHHi 3
inenanicubom/putykcumabom abo
OenpamycTuHoM/putykcuMabom (rpyna B) 3a oninkoro
HesanexHol excneprHoi komicil (HEK) BikuBanocTi
6e3 nporpecyeants (BBIT)

Bropunna: Jlocniaauk ouinrosas BBIT; ochigHuk Ta
HEK ouinroBanu 3aranbHa yacrora Bignosizi (34UB);
3aranbHa BukuBaHicTh (3B); Pesynwtath 3a
nosifomiaeHHsM nauienta (PTIIT); HEK Ta Jlocninauk
ouiHoBaaM TpuBaiicTs Bianosiai (TB); Yac mo
NpH3HAYEHHs HacTynHoro jikyBaHHs (UTTHIT)

11. Muzaiin kniHIYHOrO BUNpoOyBaHHs

YYacHHKH, paHAOMi30BaHi y criiBBigHOmeHHi 1:1 10
rpynu A ta rpynu B.

MMauienTn 6ynu crpatudikoBani 3a ctaTycom aeneuii
xpomocom# 17 p, PyHKUIOHAIBHUM CTaTyCOM 3a
urkanoro CxinHoi 06’ e1HaHOT OHKOJIOrYHOT rpy M
(ECOG) (0 a6o 1 mpotu 2) Ta KiNBKICTIO OTPUMAHHX
KypciB Teparmii (1-3 npotu >4)

12. OcHoBHi KpUTEpii BKIIOUEHHS

3anokymenToBanuit CD20 xpoHivHui niMpounTapHuii
JIeHKO3; aKTHBHE 3aXBOPIOBAHHA 3Ti/IHO 3 KPUTEPIAMU
MixxHapOIHOro ceMiHapy 3 XpOHiYHOro
nimbonmTapHoro neiikosy (IWCLL); 1 a6o Ginsuie
NonepeHiX CUCTEeMHHX MeTOIIB JlikyBanHs XJIT;
nedinkosi Tpancaminasu ACT/AJIT < 2,0 x sepxus
mesxa Hopmu (BMH), 3aranenuit 6inipy6in < 1,5 x
BMH, knipenc kpeaTuHiny > 30 MII/XB, po3paxoBaHHii
3a popmynoro Kokpodra-T'onra.

13. JHocnimkyBanuii Tikapcbkuii 3aci6,
croci 3acTocyBaHHs, cHia il

Mownoreparnia akanabpytuaiGom (rpyma A) no 100 mr
ABidi Ha 106y (2 p/n) nepopaneHo (11/0).

14. Tlpenapar nopiBHsHHSA, /1034, croci6
3aCTOCYBaHHSA, CHJIa Jil

['pyna B: Inenanicu6 no 150 mr 2 p/a n/o + < 8 o3
puTyKcuMaly BHYTpPIllTHBOBEHHO (B/B), i€ Tiepiua 103a
CTaHOBHTB 375 Mr/M%, a HacTynHi 1031 1o 500 Mr/m2,
IO BBOJATHCSA KOXKHI 2 THXKHI 110 4 iHdy3ii, moTim
KO3kHi 4 THkHI 1o 3 iHys3il

ABO:

Bennamycrun, 70 mr/m? B/B y ani 1 Ta 2 + puTykcumat
B/B y nenb 1 (375/500 mr/m?) y nenb 1 nporsarom 6
LMKJTiB

[uknn B cymi cTaHoBiaTs 28 auiB. Mogudikauis 1o3m
A03BOJICHA U1 akanabpyTuHiOy, inenanicuby ta
OeHamMycTHHY, ajle He i pUTYKCcHMaOy.

15. CynytHa Tepanis

HomyckaroTees npoTubmoBoTHI 3aco6u, npenapaTy
CTaHAAPTHOT MiATPUMYBAJILHOT Tepanii, reMonoeTH4Hi
dakTopu pocry, npodinaKTHYHI aHTHOIOTHKH Ta
JiKYBaHHsA CHHAPOMY JI3HCY MyXJTHHH.

16. Kpurepii ouiHku epekTHBHOCTI

IMepsunna: BBII 3a oninkoro HEK

Bropunna: BBIT 3a ouinkoro nocnigauka; 3UB za
omiHkor gocaignuka, 3UB 3a oninkoro HEK;
3B; PIIIT; TB 3a owinkoro nocaianuka Ta HEK; YITHIJT




17. Kputepii ouinku Gesneku

IToGiuni peakuii (ITP), I1P, mo BuHukM Mics novatky
nikysanus (ITPTLT), kniniuni 1aGopaTopHi nokasHUKH
(BKITIOUHO 3 1iIMGOIHTO30M, CUPOBATKOBHMH
imyHornofyninamu), craryc 3a wkanoto ECOG Ta
OCHOBHI ()i310/10TIYHI MOKA3HUKH.

18. CratucTHuni metomgu

CrpatudikoBanuii jior-paHrosuii kpurepiit, 1o
BUKOPHCTOBYETHCS U1 MOpiBHAHHA BBIT.
CrparudikoBana perpeciiina moaens Kokca st
PO3paxyHKOBOIO CITIBBITHOIICHHS PU3HKIB Ta
ABOCTOPOHHIX IOBipUMX iHTEpBaIiB s rpynu A Ta
rpynu B. Kpugi Kannana-Metiepa uist koxHoT rpynn.

19. Jlemorpadiuni mokasHuku gocimkysaHol
nonysauii (craTe, Bik, paca, TOIIO)

3aranbHa MOMyJsALis JOC/iGKEHHs
Crate: Y — 67,1%; XK —32,9%
Cepenniii Bik: 67 pokie (nianason 32-90 pokiB)

Paca: Monronoigna — 4,5%; memxkanui
THXOOKeaHCBKHX ocTpoBiB — 0,3%; eBponeoinna —
92,3%; He noBimomunu — 2,9%

ETHiuHa NpHHANeXHICTD: HelaTHHOAMEPUKAHCHKOTO
NOXOKEHHs — 89%; naTuHOAMepHKAHCHKOrO
NOXOKEeHHA — 2,6%; He moBigomunu — 8,4%

20. PesynbraTi eheKTHBHOCTI

IlepBuHHa:

BBIT 3a ouinkoro HEK: T'pyna A, e ninnaerscs
ouinrosanHio (HO) (95% JI: HO-HQ). Min., makc.
0,0, 22,4 micsi;

I'pyna B, 16,5 micsuis (95% MI: 14,0-17,1). MiH.,
makc. 0,0, 20,0 micauis

BropunHa:

BBII 3a ouinkoro gocnigHuka: Y3romkesa 3
TIEPBUHHUM aHAJI30M

3UB 3a oninkoro HEK: I'pyna A, 81,3% (JI: 74,4—
86,6);

I'pyna B, 75,5% (/11: 68,1-81,6)
34B 3a ouinkoto gocnignuka: T'pyna A 79,4% (J11:
72,3-85,0)
I'pyna B 83,2% (I: 76,6-88,3)
3B: TIpyna A, HO (unianason 0,5-22.4 micsui)
I'pyna B, HO (nianazon 0,0-22,0 micsii)

TB 3a ouinkoio HEK: I'pyna A, HO (JII: HO-HO)
micsauis. Miu., Makc. 0,5, 22,4 micsui
I'pyna B, 13,6 (AI: 11,9-HO) micsuis.
MiH., makc. 2,1, 16,8 micauis

TB 3a ouinkoro nocnignuka:  Tpyna A, HO (II:
HO-HO) micsauis. Min., makc. 0,0, 19,6
MiCHLIIB
I'pyna B, 13,9 (JII: 11,3—-HO) micsuig.
MiH., make. 0,0, 16,8 micsuie




HITHJL:T'pyna A, HO (JI: HO-HO). Min./maxec. 0,5,
22,4 micaui

['pyna B, HO (/1I: 18,4 micauis—HO).
Min./makc. 0,0, 22,0 micsaui

21. PesynbraTu Gesneku Y nopisHaHHI 3 inenasicubom/putykcnmabom (rpyna
B), cryniup ITPILJI > 3 Gys Hiwkuum y rpyri
MoHoTeparii akanaGpyrunibom (rpyna A) (49,4% y
rpyni A 'y nopiBusiHHi 3 89,8% vy rpyni B) ta CITP
Takoxk Oysn Hikaumu (28,6% y rpyni A y nopisHAHHI
355,9% y rpyni B). ITo6iuni peakuii, mo BMHHKIH
TICIIS MOYATKY JiKYBaHHS Ta IPU3BEIH JI0 HOoro
npunuHeHHs, craHosuan 10,4% y rpyni A ta 52,5% y
rpyni B.

22. BUCHOBOK (3aKJIHOUEHHs) Monotepanis akanabpyTHHIGOM npoaeMoHCTpyBaa
KJIHIYHO 3Ha4yIlle Ta CTATHCTHYHO 3HAUYIIe
nokpauienHs BBIT nopiensno 3 IP/BP. AkanabpyTuni6
NPOJIGMOHCTPYBAB NPUHHATHMI 1podiie 6e3nexu Ta
TMePEeHOCHMOCTI Y LIbOMY IOCIiKEHH, 10 AKoro 6y/o
3apaxOBaHO YYaCHHKIB i3 peLiHAHBYIOYHM a6o

pedpaxreprum XJIJI.
3asBHUK (BIACHUK peecTpalliiiHoro /mignuc/
TMOCBIJUEHH ) (mizmuc)
PYT IIEHH, nikap (RUTH PENN, M.D.)
(TT1B)

{ITopsnox nonosreHo HoBuM J{onarkom 30 3rigHo 3 Hakazom MiuicTepcTBa 0XOpoHH 310pOEB’
Ne 1528 Bin 27.06.2019}

Lleii nepexnan 3 aHriiiicbKoi MOBH Ha YKPalHCEKY MOBY 3p00JIEHO MHOIO, TI€peKIafaueM
Koctiounx HOmniero Cepriiproro

7




nepeknag i nokanisauia

Iﬁl Mpodnepeknan

Annex 30

to Procedure for Conducting Expert Evaluation
lof Materials Pertinent to Medicinal Products,
which are Submitted for State Registration
(Re-Registration) and Expert Evaluation

of Materials about Introduction of

Changes to Registration Documents

during the Validity Period of

Registration Certificate (paragraph 4, Section V)

Clinical Trial Report

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

CALQUENCE® (international non-proprietary name
acalabrutinib)

2. Applicant

AstraZeneca AB

SE-151 85 Sodertalje, Sweden

3. Manufacturer

Manufacture, QC release testing, Packing, Batch release

AstraZeneca AB

Gartunavagen, Sodertalje, 15_185, Sweden

. Conducted studies:

yes

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

Medicinal product with complete dossier (stand-alone
dossier)

Other medicinal product

New active substance (AS)

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

A Randomized, Multicenter, Open-Label, Phase 3 Study of
Acalabrutinib (ACP-196) Versus Investigator’s Choice of
Either Idelalisib Plus Rituximab or Bendamustine Plus
Rituximab in Subjects with Relapsed or Refractory Chronic
Lymphocytic Leukemia

6. Clinical trial phase

Phase 3

7. Clinical trial time frame

from ___ 01 Dec 2016_
(projected)_

through __Feb 2021

8. Countries where the clinical trial was
conducted

Australia, Belgium, Bulgaria, Canada, Croatia, Czechia,
France, German, Hong Kong, Hungary, Israel, Italy, New
[Zealand, Poland, Russia, Singapore, Slovakia, South Korea,
Spain, Sweden, Taiwan, Turkey, Ukraine, United Kingdom
and Northern Ireland, United States.

9. Number of subjects

planned: approx. 306
actual: 310

10. Primary and secondary objectives of the
clinical trial

Primary: Efficacy of acalabrutinib monotherapy (Arm A)
compared with idelalisib/rituximab or
bendamustine/rituximab (Arm B) based on independent
review committee (IRC) assessment of progression free




survival (PFS)

Secondary: Investigator (INV) assessed PFS; INV and IRC
assessed overall response rate (ORR); Overall survival
(0S); Patient reported outcomes (PROs); IRC and INV
assessed duration of response (DOR); Time to next
treatment (TTNT)

11. Clinical trial design

Subjects randomized 1:1 to Arm A or Arm B.
Randomization stratified by chromosome 17 p deletion
status, Eastern Cooperative Oncology Group (ECOG)
status (O or 1 versus 2) and number of prior therapies (1-3
versus 24)

12. Key inclusion criteria

Documented CD20 chronic lymphocytic leukemia; active
disease as per the International Workshop on CLL (IWCLL)
; 1 or more prior systemic therapies for CLL; hepatic
transaminases AST/ALT < 2.0 x upper limit of normal
(ULN), total bilirubin £1.5 x ULN and creatinine clearance
230 mL/min as calculated by the Cockeroft-Gault formula.

13. Investigational medicinal product, method of
administration, strength

Acalabrutinib monotherapy (Arm A) 100 mg twice daily
(BID) orally (PO).

14. Comparator, dose, method of administration,
istrength

Arm B: Idelalisib 150 mg BID PO + < 8 doses of rituximab
intravenously (IV) with first dose at 375 mg/m?and
subsequent doses at 500 mg/m?administered every 2
weeks for 4 infusions then every 4 weeks for 3 infusions

OR:

Bendamustine, 70 mg/m? IV on Days 1 and 2 + rituximab
IV on Day 1 (375/500 mg/m?) on Day 1 up to 6 cycles

Cycles are 28 days. Dose modifications allowed for
acalabrutinib, idelalisib and bendamustine, but not for
rituximab.

15. Concomitant therapy

Antiemetics, standard supportive care medications,
hematopoietic growth factors, prophylactic antibiotics
and treatment for tumor lysis syndrome allowed.

16. Efficacy endpoints

Primary: PFS as assessed by IRC

Secondary: INV assessed PFS; INV assessed ORR, IRC-ORR;
0S; PRO; INV and IRC DOR; TTNT

17. Safety endpoints

Adverse events (AEs), treatment-emergent AEs (TEAES),
clinical laboratory (including lymphocytosis, serum
immunoglobulins), ECOG and vital signs.

18. Statistical methods

A stratified log-rank test used for comparison of PFS. A
stratified Cox regression madel for estimated hazard ratio
and 2-sided confidence intervals for Arm A and Arm B.
Kaplan Meier curves presented for each arm.

19. Demographic data of the study population

Overall Study Population




(sex, age, race, etc.)

ISex: Male 67.1% ; Female 32.9%
Median age: 67 years (range 32, 90 years)

Race: Asian 4.5%; Pacific Islander 0.3%; White 92.3%; Not
reported 2.9%

Ethnicity: Non-Hispanic 89%; Hispanic 2.6%; Not reported
8.4%

20. Efficacy outcomes

Primary:

PFS by IRC: Arm A, not estimable (NE) (95% CI NE, NE).
Min, max 0.0, 22.4 months;

Arm B, 16.5 months (95% Cl 14.0,17.1). Min, max 0.0, 20.0
months

Secondary;
PFS by INV: Consistent with primary analysis
ORR by IRC: Arm A, 81.3% (Cl 74.4, 86.6);
Arm B, 75.5% (Cl 68.1, 81.6)
ORR by INV: Arm A 79.4% (CI 72.3,85.0)
Arm B 83.2% (Cl 76.6, 88.3)
OS: Arm A, NE (range 0.5, 22.4 months)
Arm B, NE (range 0.0, 22.0 months)
DOR IRC: Arm A, NE (CI NE, NE) months. Min, max 0.5,
22.4 months
Arm B, 13.6 (Cl1 11.9, NE) months. Min, max 2.1,
16.8 months
DOR INV: Arm A, NE (CI NE,NE) months. Min, max 0.0,
19.6 months
Arm B, 13.9 (CI 11.3, NE) months. Min, max 0.0,
16.8 months
TTNT: Arm A, NE (CI NE,NE). Min/max 0.5, 22.4 months
Arm B, NE (Cl 18.4 months, NE). Min/max 0.0, 22.0

months

21. Safety outcomes

When compared with idelalisib/rituximab (Arm B),
Grade23 TEAEs were lower in the acalabrutinib
monotherapy arm (Arm A) (49.4.% Arm A versus 89.8%
\Arm B} and SAEs were also lower (28.6% Arm A versus
55.9% Arm B). Treatment-emergent AEs leading to
discontinuation were 10.4% in Arm A and 52.5 % in Arm B.




22. Conclusion (findings) Acalabrutinib monotherapy demonstrated a clinically

meaningful and statistically significant improvement in
PFS compared with IR/BR. Acalabrutinib showed an
acceptable safety and tolerability profile in this study
which enrolled subjects with relapsed or refractory CLL.

Applicant (Marketing ( ) t p
Authorization Holder) LMAA W

1 (signature) ~
; U TH F[g VU M. D.
'(full name) '

{Procedure is supplemented with a new Annex 30 in accordance with Order of the Ministry of
Health No. 1528 as of June 27, 2019}
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Ilepexnan 3 anrnilicekof MoBH Ha YKpalHCBKY MOBY

Honatok 30

Ao ITopsiKy npoBe/ieHHs eKCIIepTH3H
peecTpauiHnX MaTepiais Ha Jikapchki
3ac00H, IO NOAAIOTELCS HA AEPKABHY
peectpauiro (nepepeecTpalliio), a Takox
eKCIIePTHU3H MaTepiajiB PO BHECEHHS 3MiH 10
peecTpauiifHuX MaTepiaiis npoTaroM aii
peecTpauiiiHoro nocsigueHns (nmyHkr 4
posainy V)

3BiT Npo KIIiHiYHe BUNPO6YBaHHs

1. Ha3sea nmikapcekoro 3acoby (3a
HasIBHOCTi — HOMEp peecTpariiHoro
TIOCBIYEHH)

KAJIKBEHC (MHH: akana6pyTuni6)

2. 3adBHHUK

Actpa3eneka AB (AstraZeneca AB)
SE-151 85 Conepran’e, IlIseuis (SE-151 85 Sodertalje,
Sweden)

3. BupoGuux

Actpa3eneka Ab (AstraZeneca AB)
I'epryneseren, Comepran’e, 151 85, Ilsewis
(Gartunavagen, Sodertalje, 151 85, Sweden)
(Brpo6HHULITBO, KOHTPOJIb AIKOCTI, MEPBUHHE Ta
BTOPHHHE MaKyBaHHs, BUITyCK cepii)

4. TlpoBeneHi qOCiKEHHS:

TaK

1) Tun nikapcbkoro 3acoby, 3a AKHM

NMpOBO/IMIacs abo MVIaHyEThCs PeecTpalLlis:

Jlikapcbkuii 3aci6 3a MOBHMM J10Che (ABTOHOMHE JIOCKE)
[nmuii nikapcekwii 3aci6

Hoga xiroua peyoeuna (JIP)

(Cenexruenuii inriGitop THposunkinasu BpyroHa
(TKB), akanabpyruni6 (ACP-196)

5. TloBHa Ha3Ba KJliHiYHOrO
BUNPOOYBaHHA, KOJOBaHHH HOMep
KJIIHIMHOrO BUNIPOGYBaHHs

Pannomisosane, Garatorenrpose, BifkpuTe
AOCIiKEHHS (a3 3, 1o NpoBOUIOCs B 3 rpynax is
3aCTOCYBAHHAM O0IHYTY3yMaly B KoMOiHaLiT 3
xsnopambyuunom, ACP-196 y komGiHaii 3
06inyTy3ymabom Ta Monotepanii ACP-196 B nauientin
13 paHille HeliKOBAHHM XPOHIYHHM JniMboLMUTaPHIUM
JeiiKo30M

6. ®aza KJIiHiYHOrO BUNIPOOYBaHHSA

®aza 3

7. Ilepioa npoBeneHHs KiiHiYHOrO
BHIPOOYBaHHS

3 14 Bepecus 2015 p. no unens 2021 p. (3amiaHoBaHo)

8. Kpainu, ne npoBoaunocs kniniuue
BUNPOOYBaHHs

Ascrpanis, Benbris, bpasunia, Kanana, Yuni, Konymbis,
®panuis, Himeuunna, Yropmuna, Izpaine, ITamnis,
JIutea, Hoea 3enannis, [onswa, Icnanis, sewuis,
Benuko6puranis, CIIA

9. Kinbkicts yuacHuKiB mocmikenns

3arnjiaHoBaHa: npubausHo 510
tbakTuuna: 535

10. Mera Ta BTOpUHHI 1ini KIiHiYHOTO
BUNpoOyBaHHS

Ilepeunna: OuinvTi edekTHBHICTL 3acTOCYBAHHS
0binyTysymaly B komMGiHawii 3 xTopamMGyiHTom (rpyma
A) y nopieHsHHi 3 akanaGpyTHHIGOM y KoMGiHawii 3
06inyTysymaGom (rpyna B) 3a oninkoio HesasnexHoi
excneptHoi komicii (HEK) Buskupanocti Ges
nporpecysanHs (BBII) sinnosinHo no kpurepiis




MbkHapoaHoro ceminapy 3 XpoHiuHOro
NiM(OLMTAPHOTO JIEHKO3Y (IWCLL), npoeenenoro y
2008 poui, y nauienTis i3 paninre Henikoranum XJ1JI.

BropunHa:

*  OuinnTH eheKTHBHICTb 3aCTOCYBAHHS
06iHyTy3ymaby B KomGiHaLii 3 X10paMGyLmIoM
(rpyna A) y mopiBHsHHI 3 MOHOTepamieio
akanabpyrunibom (rpyna C) 3a ouinkoro HEK
BIKHBaHOCTI Ge3 nporpecysanns (BBIT)
BiAnoeisHo no kputepiis IWCLL, npoeeaeroro
y 2008 poui.

*  IlopiBHaTH 3acTocyBanHs 06iHyTy3ymMaby mmoc
xnopamGywmy (rpyna A) y nopieHsHHI 3
akanabpyTuHibom rmoc o6iHyTy3yMaGom
(rpyna B), a Takox 06iHyTy3yma6y mimoc
xyopamOyumiy (rpyna A) y nopiBHsHHI 3
MOHOTepari€ero akanabpyrunibom (rpyma C) 3
oIy Ha:

o ouinky HEK yactotn 06’ ektHBHOT
Bianosini (Y0OB) sianosinko 1o kpurepiie
IWCLL, npoeeaenoro y 2008 pouii.

0 Yac 10 npu3HaYeHHs HACTYIHOrO
nikysauns (UITHJT) (BusHaueHuii sk vac
B/l paHjiomisalii 10 nouatky nikyBamHs
XJUI, He BM3HAYEHOrO NPOTOKOJIOM).

©  3araneHy BrkHBaHicTh (3B).

I'1. Tnzakn kniniuHOro BUNpoGyBaHHs

Hauientu Gynu panmomizoBani B criiBsigHomenni 1:1:1
Ha 3 Tpymnu i oTpuMyBanu:

* I'pyna A: o6inyTy3yma6 mmoc xmopamGyrn
(BiAMOBIAHO 0 IHCTPYKLIT [T MeIHYHOrO
3aCTOCYBaHHS)

*  T'pyna B: akanabpyruni6 (100 mr 2 p/x) nmoc
06iHyTy3ymab (BiAMoBiaHO 10 iHCTpyYKLi 1s
MEJHYHOrO 3aCTOCYBAHHS)

* I'pyna C: moHOTeparito akanabpyTuniGom
(100 mr 2 p/n)

Pannomizauiio crpatudixysanu 3a cratycom nenenii
XpOMOCOMH 17 p, dhyHKLIOHANBHHM CTaTyCOM 3a
wikanoro CxigHoi 06’ eiHaHOT OHKOMOTIUHOT rpyIH
(ECOG) (0 abo 1 y nopisuanni 3 2) ta reorpadiuHuM
perionom (IliBniuna Amepuka Ta 3axinHa €spona B
NOpPIBHAHHI 3 IHIUUMH perioHamMHu).

Y4acHHKH, paHIOMi30BaHi 10 rpymu A 3
nporpecysaHHaM 3axsoptoBanns (I13), nigreepmxenum
HEK (3rinHo 3 nonpaexkoio 5.0) a6o I13 3a oninkoro
nocnifHuka (monpaska 6.0) 6y 1yt Bianopinatu
KPHTEpisiM OTPHMaHHS I1ePEXPECHOr0 TiKYBaHHS
MOHOTepari€eio akanadpyTuuicom y nosi 100 mr 2 p/x xo
NpOrpecyBaHHs 3aXBOPIOBAHHA 400 BUHUKHEHHS
HENPHHHATHOTO TOKCHYHOTO e(eKTy.




12. OcHoBHi kKpuTepii BKIFOUSHHS

OCHOBHI KpuTepii BKIIOUEHHS

1.

Yonopiku Ta xkinku: Bikom > 65 pokis ABO >
18 Ta < 65 pokiB 3a yMOBH BifMOBigHOCTI
NPUHAKMHI OIHOMY 3 TAKMX KPHTepiiB:

a. Knipenc kpeatuniny 30-69 mn/xs.

b. Ouinka Gibuie Hi% 6 32 KyMYISITHBHOIO
IIKAJIOK PEHTHHIY 3aXBOPIOBAHB IS
repiatpuunux nauientis (CIRS-G)
(nompaska 10 npoTokony 5.0
[rnobanbuuii]).

DyHKUIOHANBHMI cTaTyc 32 wKanoro ECOG 0,
1 abo 2.

Jiarnoz CD20+XJIJI.

AKTHBHE 3aXBOPIOBAHHS, 1110 Biamoeigae > 1
kputepito MixnapoaHoro ceminapy 3 XJIJT
(IWCLL), nposesenoro y 2008 pori, s
HeOOXIIHOro J1iKyBaHHs.

Bianosianicts Takux naGopaTtopHuX
MOKa3HHUKIB:

a. AKH = 750 iitun/mki a6o
2 500 )ITHH/MKI y naiienTie i3
JIOKYMEHTAJIBHO MiTBEPIKEHHM
YPaXKeHHAM KICTKOBOTO MO3KY Ta
HE3a/IeKHO Bifl BBEJIEHHs (DaKTOpiB pocTy
3a 7 OHIB 10 OLIHKH.

b. Kinekicts TpomGonuTie >
50 000 xnitun/mkn abo > 30 000
KJTITHH/MKJT y TIaL[i€HTIB i3
JOKYMEHTAIBLHO MiATBEPIKEHAM
YP@XKeHHSM KICTKOBOTO MO3KY Ta Oe3
npoBelieHHs TpaHcdysiii 3a 7 nHiR 1o
ouinku. [anieHTis i3 Tpancdysiiito-
3a1eKHOK TPOMOOLMTOTIEH €10 He
BKITIOYAJIHM B IOCIIiIDKEHHS.

¢. Pieenn ACT ta AJIT/CITIT y cupoparui
KpoBi < 3,0 x BMH.

d. Piens 3aranbhoro 6inipyGiny < 1,5 x
BMH.

¢. Pospaxynkosuii kiipeHc KpeaTuniny
2 30 mu/XB, pospaxoBaHuii 3a Gopmyoro
Kokpodra-T'onra.

6. TlanieHTkH penpoayKTHBHOrO BiKY MalOTh JaTH

3rOJly Ha 3aCTOCYBaHHA BHCOKOE(EKTHBHOIO
METOly KOHTpallenLii

13. JlocnimkyBaunii nikapcbkuii 3aci6,
croci6 3acTocyBaHHs, cuia aii

Ipyna B: Axanabpymunié y xomGinayii 3
obinymysymatom.

MonoTeparis akanabpyrtuniGom y 1o3i 100 Mr asa pazu
Ha 100y (2 p/n) nepopainbHo (1/0), NOYHHAIOUHM 3 1Hs |
UMKy 1 10 nporpecyBaHHs 3aXBOPIOBAHHS aG0




BHHMKHEHHS HEMPHHHATHOIO TOKCHYHOTO eeKTy.

HasiBHuii y npoaxy o6iHyTy3ymad Hanapascs y Gopmi
piIKOTO KOHUEHTpATy (25 MI/MIT) /sl pO3BeAeHHS U1
BHYTPIlIHLOBEHHOTO BBeJieHH: (B/B). OGiHyTy3zymad
BBOAMIM B/B y i 1 (100 mr), 2 (900 mr), 8 (1000 mr) Ta
15 (1000 mr) umkty 2 ta 8 geHb 1 (1000 mr) uukmie 3—7,
3arajioM 6 IUKJIIB TIKyBaHHA.

I'pyna C: Monomepanis axanabpymunioom
MoHorteparis akanaOpytuHidom y mo3i 100 mr aa pasu
Ha 106y (2 p/n) nepopaibHo (11/0), NOYHHAIOUH 3 IHs |
MKy 1 10 nporpecyBaHHs 3aXBOPIOBaHHA abo
BUHMKHEHHS HEMPUAHATHOIO TOKCHYHOTO eEKTY.

14. INpenapat nmopiBHAHHA, 1034, CI1OCiO
3aCTOCYBaHHs, CHJIa Jii

I'pyna A: O6inymy3ymab é kombinayii 3 xnopamoyyunom
Hasieumii y npopaxy o6iHyTy3ymab HanaBaecs y Gpopmi
piakoro koHueHTpary (25 Mr/min) A po3BeACHHS AN
BHYTpilIHEOBEeHHOTO BBeeHH: (B/B). OGinyTy3ymald
BROAMNIM B/B y aui 1 (100 mr), 2 (900 mr), 8 (1000 mr) Ta
15 (1000 mr) uukmy 1 ta B gens 1 (1000 mr) mmkais 2-6,
3arajioM 6 IMKIB JTiIKyBaHHA.

X10paMOy1{|i 3aCTOCOBYBATH MIEPOPANBHO B /103

0,5 mr/kr macu Tina B aHi 1 Ta 15 uuiis 1-6.

15. CynyTHs Tepanis

3a HasBHOCTI KJIIHIYHMX [TOKa3aHb AO3BOJAIOCH
3acTOCYBaHHA MPOTHOMFOBOTHHX 3acobiB. Jlo3possiocs
3aCTOCYBaHHA TpenapaTiB CTaHAapTHOL

i ITPUMYBaJIBHOI Teparlii. 3aCTOCYBaHHs
reMornoeTHYHUX (PakTOpiB pocTy A03BOJIAIOCH
BianosiaHo 1o kiniHivHux HactaHoB ASCO. IlarienTy,
AIKI BBAXKAJTIMCSA TAKMMH, 1O MAlIOTh PU3HK CHHIPOMY
nizucy nyxsuan (CJIIT) (HampukIaz, nauieHTy 3
BMCOKHM MyXJIMHHUM HaBaHTa)KeHHSIM Ta/ab0 BUCOKOIO
KIIBKICTIO LIMPKY/TFOROUHX TimMbouuTis [> 25 x 107/1]
Ta/abo mopyiieHHAM (GyHKUiT HUPOK [KITipeHc
kpeatuHiny < 70 mu/xB]) nepen indysieto
06iHyTy3ymMaby MOru OTpUMYBaTH NpoQdilaKTHUHE
NKyBaHHs, U0 CK/IAJaa0cs 3 aeKBaTHOTO PiBHA
rizpaiii Ta 3aCTOCYBaHHA YPUKOCTATHKIB (HaNpUKIIaz,
anorypuHoiy) abo BiAMOBIAHY aJbTEPHATHBY, SAK-OT
ypar-okcuaazy (Hanpukian, pacOypukaza).

16. Kpurepii o1liHKH e()eKTHBHOCTI

[lepeunna: BBII 3a ouinkoro HEK mix rpynoro A
(oGinyty3ymab+xnopamOynui) Ta rpynow B
(akamabpytuHiG+o6iHyTy3ymab) y monmynsuii Beix
PaHIOMi30BaHHMX MALIEHTIR BiINOBIAHO 10
npuzHaueHoro jikyBaHHa (ITT).

Bropunna: Ouinka HEK uactoT 06’ eKTUBHOT BiAMOBI i
(YOB), uacy 10 nMpU3HA4Y€HHs HACTYIHOIO JIIKYBaHHA
(YITHJT) Ta 3araneHOT BuakuBaHOCTI (3B) y rpyni A
(oGinyTy3ymab+xnopaMOyLHI) y MOPiBHAHHI 3 TPYTIO0
B (axanabpyrunic+o6inyty3ymad) Ta rpynom A
(06inyTy3ymab+xmopamMOyLni) y MOpiBHAHHI 3 TPYIIO0
C (moHoOTeparis akanabpyTHHIOOM).

[Mowyxkori wimni:

e Quinka pocnigaukom BBIT ta YOB BignosiaHo 10
kputepiis IWCLL, nposenenoro y 2008 poi.




¢ KiioHanbHa eBosonis

* 3MeHIICHH:A BUPAXKEHOCTI Ta/ab0 3HUKHEHHS
I10B’13aHHX 13 3aXBOPIOBAHHAMH CHMIITOMIB.

* ['emarosioriuHe MojliniueH s B MiArpyni namieHTis i3
LUMTOMEHIEIO(AMH) Ha BUXIAHOMY pPiBHi.

¢ PesynpTaTi NikyBaHHS 32 MOBiJOMIEHHAM NallieHTa
(PRO) 3a mkanowo $yHKUiOHAIEHOT OLiHKH Tepartii
XPOHIYHOTO 3aXBOPIOBAHHS — IKAJIOK BTOMJIOBAHOCTI
(FACIT- Fatigue) (6isble He BHKOPHCTOBYIOTBCS /IS
nornpaeku 6.0).

* PesynbraTi nikyBaHHA 32 NMOBiJOMJICHHAM MAIlieHTa
(PRO) moz0 BnMBYy Ha 3arajibHy OLIHKY SKOCTI JKHTTS
3 BUKOPHCTAHHAM aHKETH, po3pobJieHol €BponeichKkor
OpraHisauiero 10cIikeHs i likyBaHHS paky, wo
cinaznaerses 3 30 3anurane (EORTC QLQ-C30) ta
€BponeicLKOro ONMUTYBaILHHKA OLIHKH SIKOCTI JKHTTS
3a i’ aTbMa Kateropismu (EQ-5D) (6inblue ne
BHKOPHCTOBYIOTBCA /15 MOMIPaBKH 6.0).

* 3BepHeHHA 32 MEMYHOIO fonoMoroio (MRU).

* XapaktepucTiku hapmakokinetuxu (PK)
akanabpyTuHiby B MOHOTeparnii Ta B koMGiHawii 3
06iHyTY3ymMabom.

* [lorenuiiini npornoctHuHi GiomMapkepu Ta MexaHi3Mu
PE3MCTEHTHOCTI 3aXBOPIOBAHHS.

® byJe oliHeHa MONeKyJIApHa pemicis, BU3HAYeHa 3a
HEraTMBHHUM CTaTyCOM MiHIMaJIbHOI 3aMHIIKOBOT
xBopobu (MRD).

* Edexrusnicts MeTonis MRD na ocrosi JTHK y
MOPIBHAHHI 3 IPOTOYHO-LIUTOMETPHYHHMH METOIAMH.
* CryniHp Ta crifikicts ctatycy MRD 11 KiiniuHMX
Pe3yJILTATIB MicCJis NOBHOT BiANOBiAi, MiATBEPIIKEHOT
MOCIIHUKOM.

17. Kpurepii ouinku Gesneku

[To6iuni apuma (ITA), ITA, 1o BUHUKIK mic/s MOYaTKY
nikysauus (TATLT), kninivni naGopaTopHi nokasHukm
(BKITFOYHO 3 JTIM(OLUTO30M, CHPOBATKOBHMH
imyHor100yniHaMu), cratyc 3a mkanow ECOG ta
OCHOBHI ()izioNoriuHi NOKa3HUKH.

18. CratucTHuHi MmeTogu

[lepBuHHHMii aHasi3 edeKTHBHOCTI TPOBOJKIIH 3
BMKOPHCTaHHAM CTPaTH(IKOBAHOIO JIOT-PaHrOBOr0
KPHTEPIO 3 MONPaBKOIO Ha (hakTopy cTpaTHdikaLii
paHaoMisarii.

Ouinka BinHOWeHHS pu3Kkis (rpyna B/rpyna A) ta
BianosinHuit 95% I 6yna po3paxorana 3
BHKOPHUCTAaHHAM cTpaTudikoraHoi moaeni
NMponopuiiHKX pusukis Kokea 3a gonomororo dhaktopis
ctpaTudikaLii paHaoMizawii.

Kpuey Kannana-Metiepa (KM) eukopucToByBanu s
OLIHKH posnoziny nokasuukis BEI1. YacTky mawienTis
6e3 nporpecyBanHs OLIHIOBAIN Ha OCHOBI MeToy KM,
a Binnosinuuii 95% I pospaxosysanu B 06pani
KOHTPOJIbHI TOYKH Hacy Jis KOXKHOT IpyIH JTiKYBaHHSL.
Pestome nogiii BBII 6y:mo HaBezeno 3a rpynamu
TKyBaHHS.




19. Iemorpadiuni nokasHuku
IociKyBaHoi nomysauii (crate, Bik, paca
TOILIO)

3arajibHa MOMy/IALIA AOCTIKEHHS
Cratb: Yonosiva 61,3%; XKinoua 38,7%
Cepenniit Bik: 70,0 pokis (aianason 41,0; 91,0 pokis)

PacoBa HanexHicTe: AMepHKaHChKi iHAiaHLi 260
NpeJCTaBHHKH KOPIHHOrO HaceNneHHst Assacka — 0,2%:;
MOHrosoinHa — 0,6%; npeacTaBHUKM HErpoinHoi pacu
abo adpoamepukanii — 2,4%; KopiHHi xuTe
raBalCbKHUX OCTPOBIB 260 1HIIMX THXOOKEAHCHKHX
octposiB — 0,2%; eBponeoigna — 93,3%; He
noBigoMunu — 3,4%.

ETHIYHa HanekHICTh: HeNaTHHOAMEPUKAHCHKOTO
noxomxeHHs — 89,0%; icnancbkoro aGo
JTATHHOAMEPHKAHCBKOI'O NOXOMKEeHHA — 4,5%; He
NOBIJOMHITH — 5,6%

20. PesynbraTu e(heKTHBHOCTI

ITepeunHa:

3a Me/liaHK MOMANBIIOrO criocTepekeHHs 28,5 Micals B
rpymi B (akanabpyruni6+o6inyTysyma6) ta 28,0 micaus
B rpymni A (o6inyTy3yma6+xnopam6yuun) Meaiana
ouinenoi BBII s rpynu B
(axanabpytuniG+obinyTysymal) He Gyna mocsruya;
meniana oninenoi BBIT ayis rpynu A
(06inyTy3ymab+xopamMOyLmI) cTaHoBWIA 22,6 MicaLs
(95% Il 20,2-27,6). 3a nanumMu cTpaTtHdiKOBaHOro
ananisy B rpyni B (akana6pyruni6+o6inytysyma6) Gyio
TPOIEMOHCTPOBAHO CTATHCTHYHO 3HAYYILE MTOKPALIEHHS
BBI1 3a ouinkoto HEK y nopisususi 3 rpynoro A
(oBinyTy3ymab+xsopamGy1mn) 3i 3HIKEHHAM PU3HKY
porpecyBaHHs 3aXBOproBaHHA abo cMepti Ha 90 %
(BP=0,10 [95% AI: 0,06-0,17]; p<0,0001)

Bropunna:

KJ11040B010 BTOPHHHOIO TOUKOIO eheKTHBHOCTI Gy1a
BBEII 3a oninkoto HEK y rpyni A
(06inyTy3ymab+xopamGyLmn) y nopiBHsAHHI 3 IPYTIOH
C (moHoTepanis akanaGpyruniGom). 3a meianu
MOJAJIbIIOro criocrepeskeHHs 28,4 micsusa B rpyni C
(MoHoOTEpanis akanabpyruniGom) ta 28,0 micaus B rpymi
A (oBinyTy3ymab+xsopambyimn) Meniana ouineHol
BBIT nnst rpynu C (MoHoTepanis akanaGpyTusiGom) He
Oyna nocsrHyTa; MeniaHa ouineHoi BBIT qis rpynu A
(obinyTy3yma6+x10pambyumn) cranosuna 22,6 micams
(95% AI: 20,2-27,6).

3a laHuMu cTpaTH(ikoBaHOTO aHanisy B rpymi C
(MoHoTeparis akanabpytuniGom) Gymo
NPOJICMOHCTPOBAHO CTATUCTHYHO 3HAYYILE MOKPALIEHHS
BBI1 3a ouinkoto HEK y nopisusnni 3 rpynoro A
(06iHyTYy3ymab+x10pamMGyIIKI) 3i 3HMKEHHAM PHIHKY
NpOrpecyBaHHA 3aXBOPIOBaHHA abo cMepti Ha 80%
(BP=0,20 [95% II: 0,13-0,30]; p<0,0001)

Ilepesara komGinauii akanaGpyTuni6+oGinyTy3ymat ta
MoHoTeparii akana6pyruniGom mis BBI1 y nopisusuHi 3
KoMGiHauiero 06inyTy3ymab+xiopambymm sGepiranacs
B YCIiX MONEPEeHBO0 BU3HAYSHUX MiArpynax, BKIOUHO 3




Mali€HTaMH 3 UTOreHETHYHUMH 03HAKAMM BUCOKOTO
PH3MKY, a Takok OyJia IpoAeMOHCTPOBAHA B MALEHTIB
13 IPOrpecyBaHHAM 3aXBOPIOBAHH TiCIIs M0YATKY
OTPUMAHHS MALIEHTAMH HACTYITHOT NPOTHITY XJIMHHOT
Teparii.

Cranom Ha naty npunuseHns 36opy aanux (08 motoro
2019 p.) 34B 3a ouinkorw HEK as rpynu B
(axanmaGpyrnniG+o6inyTysyma6), rpynu C (MoHoTepanis
akanabpyTuHibom) Ta rpynu A
(oGinyTy3symab+xnopamGyi) craHosuaa 93,9% (95%
HI: 89,3-96.5), 85,5% (95% MI: 79,6-89,9) ta 78,5%
(95% JI: 71,9-83,9), sianoriguo. Pizuuus 34B 3a
ouinkoio HEK mix rpynoio B
(axkanabpyTuni6+o6inyTy3ymat) Ta rpynoto A
(0binyTysymab+xmopamGyumn) cranosuna 15,3% (95%
Al: 8,3-22,3), mo 6y/10 CTAaTHCTHYHO 3HAYYILHM
(p<0,0001). Pisnuua 34YB 3a ouinkoro HEK Mix rpymoro
C (MoHoTepania akamaGpyTuHiGom) Ta rpymoto A
(obinyTysymab+xsiopamGyumn) craHoBHIa 6,9% (95%
Al: -1,0-14,9, p=0,0763).

Cranom Ha mary npunuxenns 36opy aanux (08 mororo
2019 p.) Tpusanicts YITHJI 6yna 3HauHO GinbIo0 B
rpyni A (o6iHyTy3yma6+xnopamM6yuun) y nopieHsHHI 3
rpynoio B (akanabpyruni6+o6inyrysyma6) BP=0,14
[95% AT: 0,08-0,26); p<0,0001) Ta rpymnoro C
(MoHoTepanis akanabpyruniGom) (BP=0,24 [95% JI1:
0,15-0,407; p<0,0001). Meniana TTNT ne Oyna
ocArHyTa AJis rpynu B
(axanabpytuni6+oGinyTysymab) (miamason: 1,3—40,3+
micsuie), rpynu C (MoHOTepanis akamaGpyTiuiGom)
(nianason: 0,1+—40,1+ micauis) a6o rpymnu A
(0b6inyTysymab+xnopamGyimn) (niamason: 0,0+-39,6+
MicsLiB).

3a MefliaHK MOAANBIIOTO crocTepexkeHHs 28,5 micais B
rpyni B (akanabpytunic+oGinytysyma6), 28,4 micsus B
rpyni C (MoHoTepanis akanabpyTuniGom) Ta 28,0 micaui
B rpymi A (o6inyTy3yma6+xiopambyimn) 9 (5,0%)
nauieHTis y rpyni B (akana6pytuni6+o6inyTysymas),
11 (6,1%) nauientis y rpyni C (MoHoTeparis
akanabpyruuibom) ta 17 (9,6%) nauienris y rpymi A
(06inyTy3symab+xsopamGyumn) nomepnu. Mexiana 3B
He Oy.a JocATHYTa B JKOAHIH i3 rpyn nikyBanus, BP
cranHoBmio 0,47 (95% J1I: 0,21-1,06; p=0,0577) mis
rpynu B (akanabpyruni6+oGinytysymab), 0,60 (95%
Al 0,28-1,27; p=0,1556) s rpymnu C (MoHOTepanis
akanabpyTuHibom) y NopiBHAHHI 3 rpynom A
(obinyTy3ymab+xmopamGyiun).

21. Pezynbratu Gesneku

1151, mo BMHMKIIHK MiChsA noYaTKy JiKyBaHHs,
criocrepiranucs pinwe B rpymni C (MoHoTeparist
akanaGpytuHiOom), Hixk y rpyni B
(axanabpyTuni6+obinyTysymab) (65,7% y nopiBHsHHI 3
80,9%, BinnosinHo) abo rpyni A
(06inyTy3symab+xnopamGywuun) (65,7% y nopirHsHHi 3
91,1%, Bimnosiguo).




IISATUI crynens >3 cnoctepiranucs piawe B rpyni C
(MoHoTepanis akanaGpyTnxiGom), Hix y rpyni B
(akanabpyrnni6+obinyrysymab) (49,7% y nopisHsnHi 3
70,2%, BinmoBinHo) a6o rpymi A
(oBinyTysymaG+xnopamGymi) (49,7% y TNIOPiBHSHHI 3
69,8%, BinnosinHo).

IIpoTarom nocnimikenns (Ta npotsrom 30 aHiB micas
OTPUMAaHHS OCTaHHBOT 103H JAOCTIIXKYBaHOTO
npenapary) IISITI ctynens 5/netanbHuit Hacainok
BUHHKIIM B 5 mauieHTis (2,8%) y rpyni B
(axanabpyTuni6+o6iHyTy3symab), 6 mamicntis (3,4%)
y rpyni C (MoHoTepanis akanaGpytuniGom) ta 4
nauientis (2,4%) y rpymi A
(obinyTy3ymab+xmopamGyimn).

Y rpyni B (akanabpyrunic+o6inyrysyma6) y 69
nauienris (38,8%) criocrepiranocs npunaiimui 1 CI1S;
CITA crynens >3 crioctepiranucs B 58 nauicHTis
(32,6%). 3aranom y 28 nauientis (15,7%)
cnoctepiranucs CITA, mos’s3ani 3 fikyBaHHM.

Y rpyni C (MmoHoTepanis akanabpyTuniGom) y 57
nauientis (31,8%) cnoctepiranocs npunaiimai 1 CILS;
CITA crynens >3 crniocrepiranues B 53 mauienris
(29,6%). 3aranom y 16 nauienriz (8,9%)
cnoctepiranuca CITA, noe’s3ani 3 nikyBaHHM.

Y rpyni A (06inyTy3yma6+xnopamGyimn) y 37
nauienTis (21,9%) cnoctepiranocs npuHakmui 1 CITA;
CITA ctynens >3 cnocrepiranucs B 33 nauienris
(19,5%). 3aranom y 23 nauieHTis (13,6%)
crioctepiranuces CILS, nos’ssani 3 nikyBaHHsM.

Dibpunaris nepencepas BunmKia B 3,4%, 3,9% Tta 0,6%
nauieHris y rpymi B (axanabpyTuniG+obiHyTy3ymat),
rpyni C (MonoTepanis akanabpytuniGom) Ta rpyi A
(oBinyTy3ymab+xmopam6yiun), BiAMOBiAHO, BOAHOYAC
mue 1 sBuie 6yno crynens >3 (y rpyni B
(axkanabpyTuHiG+o6inyTy3ymab).

Hpyri nepeuHHi 3705KiCHI HOBOYTBOpPeHHS (bynb-sikoro
CTyneHs) BUHUKIHN B 19 (10,7%), 15 (8,4%) 1a 6 (3,6%)
nauieHTie y rpymi B (axanabpyruni6+obinyTy3ymat),
rpyni C (MoHoTepanis akanabpyTtunibom) ta rpymi A
(oBinyTysymab+xsopamGyLun), BianosigHo.
basanbHokniTHHHA KapuuHOMa Gyna HaituacTimmm
APYTHM NEPBHHHUM 3710SKICHUM HOBOYTBOPEHHIM
(Gyae-axoro crynens) y rpymi B
(axanabpyTuniG+oGinyTy3ymab) Ta rpymi C
(MoHoTepanis akanabpyTuHiGom) (7 mauieHTis [3,9%] Ta
8 mauientis [4,5%], BinnosinHo).

22. BUCHOBOK (3aK/II0UEHHS)

Y ubOMy nOCTiKeHHI MepBMHHA KiHIEBa TOYKA 6yna
JIOCATHYTA B MALli€HTIB i3 Hesikoranum XJIJT;
komObiHauis akanabpyruni6+oGinyrysymat
MPOJIeMOHCTPYBaJla KIIHIYHO 3HAYYIIE TA CTATHCTHYHO
3Hauyule nokpawerts BBIT y nopisusuyi 3
KomOiHauiero 06iHyTy3yma6+xnopambyLm 3i
SHHKCHHAM PH3MKY NPOrpeCyBaHHs 3aXBOPIOBAHHS 260
cmepti Ha 90% (BP=0,10; p<0,0001). V usomy




JAOCITI/KEHHI KITFO40Ba KiHLeBa Touka Gysa JIOCATHYTA;
MOHOTepartis akanabpyTHHIGoM MPOJIEMOHCTPYBAJIA
KJIIHIYHO 3HAYYINE T4 CTATHCTHYHO 3HAYYILE
nokpawenHs BBII y nopiBHaHHI 3 koMGinauiero
00iHYyTY3yMab+X10paMOYIIMIT 31 3HHKEHHAM PH3HKY
NpOrpecyBaHHs 3aXBOPrOBaHHS abo cmepri Ha 80%
(BP=0,20; p<0,0001). I1eperara xomGinauii
akanabpyTuHi6+o6inyTy3yma6 Ta MoHoTeparii
akanabpytuniGom s BBI1 y nopiBHsHHi 3
KoMmGiHauiero 06inyTy3ymat+xnopamGyin 3bepiranacs
B YCIX MONEPeIHBO BU3HAYEHUX TIArPyIIax, BKIIOYHO 3
Nali€HTaMH 3 UTOreHETHYHUMH 03HAKAMK BHCOKOTO
PH3HKY, a TakoK OyJia MPOEMOHCTPOBAHA B AL[IEHTIR
13 mporpecyBaHHAM 3aXBOPIOBAHHS MiC/Is [I0YaTKy
OTPHMAaHHsI MALiEHTAMH HACTYIIHOT IPOTHITYXJIHHHOT
Teparnii. AkanabpyThHi6 (y komGinawuii 3
0GiHyTysymaGom afo B MOHOTepanif) okasas
NPUAHATHUIH Mpodink Ge3neku Ta 1o6pe nepeHocHECs,

3asBHUK (BIACHHK peecTpaliiiHoro /minnuc/
NOCBIYEHHS) (mizmmc)
BEMMIHE CIOU (WEIMING XU)
(ILLB.)

{ITopsmoxk nonoxeno Hosum Jlonatkom 30 3rigHo 3 Hakazom MiHicTepcTBa OXOpPOHH 310pOB’ s
Ne 1528 Bin 27.06.2019 p.}

Lle#t nepexsan 3 aHriicEKOl MOBH Ha YKpalHCBKY MOBY 3poGIIeHO MHOIO, HepeK/Iagauem
Koctrounx Fmniero Cepriiproro

T



Annex 30

to Procedure for Conducting Expert Evaluation
of Materials Pertinent to Medicinal Products,
which are Submitted for State Registration
(Re-Registration) and Expert Evaluation

of Materials about Introduction of

Changes to Registration Documents

during the Validity Period of

Registration Certificate (paragraph 4, Section IV)

Clinical Trial Report

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

CALQUENCE® (INN: Acalabrutinib)

2. Applicant AstraZeneca AB
— SE-151 85 Sodertalje, Sweden
3. Manufacturer AstraZeneca AB

Gartunavagen, Sodertalje, 15185, Sweden
(Manufacture, QC testing, Primary and secondary packing,
Batch release)

4. Conducted studies:

yes

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

Medicinal product with complete dossier (stand-alone
dossier)

Other medicinal product

New active substance (AS)

(Bruton tyrosine kinase (BTK) selective inhibitor,
acalabrutinib (ACP-196)

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

A Randomized, Multicenter, Open-Label, 3 Arm Phase 3
Study of Obinutuzumab in Combination with
Chlorambucil, ACP-196 in Combination with
Obinutuzumab, and ACP-196 Monotherapy in Subjects
with Previously Untreated Chronic Lymphocytic Leukemia

6. Clinical trial phase

Phase 3

7. Clinical trial time frame

From 14 September 2015 through July, 2021 (projected)

8. Countries where the clinical trial was
conducted

Australia, Belgium, Brazil, Canada, Chile, Columbia,
France, Germany, Hungary, Israel, Italy, Lithuania, New

Zealand, Poland, Spain, Sweden, United Kingdom, United
States

9. Number of subjects

planned: approx. 510
actual:535

10. Primary and seconda ry objectives of the
clinical trial

Primary: To evaluate the efficacy of obinutuzumab in
combination with chlorambucil (Arm A) compared with
acalabrutinib in combination with obinutuzumab (Arm B),
based on Independent Review Committee (IRC)
assessment of progression-free survival (PFS) per
International Workshop on Chronig Lymphocytic

Leukemia criteria(IWCLL) 2008 criteria, in subjects with




previously untreated CLL.

Secondary:

¢ To evaluate the efficacy of obinutuzumab in
combination with chlorambucil (Arm A) versus
acalabrutinib monotherapy (Arm C) based on IRC
assessment of PFS per IWCLL 2008 criteria.

¢ To compare obinutuzumab plus chlorambucil
(Arm A) versus acalabrutinib plus obinutuzumab
(Arm B), and obinutuzumab plus chlorambucil
(Arm A) versus acalabrutinib monotherapy (Arm
C) in terms of:

o IRC-assessed objective response rate (ORR)
per IWCLL 2008 criteria;

o Time to next treatment (TTNT) (defined as the
time from randomization to institution of
non-protocol specified treatment for CLL);

o Overall survival (OS)

11. Clinical trial design

Subjects were randomized in a 1:1:1 ratio into 3 arms to
receive either:

* Arm A: obinutuzumab plus chlorambucil (per the
package inserts)

e Arm B: acalabrutinib (100 mg BID) plus

obinutuzumab (as per the package insert)

* ArmC: acalabrutinib monotherapy (100 mg BID)
Randomization was stratified by chromosome 17p
deletion status, Eastern Cooperative Oncology Group
(ECOG) performance status (0 or 1, versus 2), and

Geographic region ({(North America and Western Europe
vs Other),

Subjects randomized to Arm A, who have IRC-confirmed
progressive disease (PD) (through Amendment 5.0) or
investigator-assessed PD (Amendment 6.0) will be eligible
to receive crossover treatment with single-agent

acalabrutinib at 100 mg BID until disease progression or
unacceptable toxicity.

12. Key inclusion criteria

Key inclusion criteria

1. Men and women: > 65 years of age OR > 18 and <
65 years of age, provided that they meet at least
one of the following criteria:

Creatinine clearance 30 to 69 mL/min.

b. A score higher than 6 on the Cumulative
lliness Rating Scale-Geriatric(CIRS-G)

(Protocol Amendment 5.0 [Global]).




2. ECOG performance status of 0, 1, or 2. T
Diagnosis of CD20+ CLL.

4. Active disease meeting = 1 of the International
Workshop on CLL (IWCLL) 2008 criteria for
requiring treatment.

5. Meet the following laboratory parameters:

a. ANC 2750 cells/uL, or 2 500 cells/uL in
subjects with documented bone marrow
involvement, and independent of growth
factor support 7 days before assessment.

b. Platelet count 2 50,000 cells/uL, or >
30,000 cells/pL in subjects with
documented bone marrow involvement,
and without transfusion support 7 days
before assessment. Subjects with
transfusion-dependent thrombocytopenia
are excluded.

Serum AST and ALT/SGPT s 3.0 x ULN.
d. Total bilirubin < 1.5 x ULN.

e. Estimated creatinine clearance 2 30
mL/min, as calculated by the Cockcroft-
Gault formula.

6. Must agree to use highly effective contraception
if having the potential to bear children

13. Investigational medicinal product, method of
administration, strength

Arm B: Acalabrutinib in Combination with Obinutuzumab.
Acalabrutinib monotherapy 100 mg twice daily (BID)
orally (PO} commencing on Cycle 1 Day 1 until disease
progression or unacceptable toxicity.

Commercially available obinutuzumab was supplied as a
liquid concentrate (25 mg/mL) for dilution for intravenous
administration (IV). IV obinutuzumab was given on days 1
(100 mg), 2 (900 mg), 8 (1000 mg), and 15 (1000 mg) of
Cycle 2 and on day 1 (1000 mg) of Cycles 3-7, for a total
of 6 treatment cycles.

Arm C: Acalabrutinib monotherapy

Acalabrutinib monotherapy 100 mg twice daily (BID)
orally (PO) commencing on Cycle 1 Day 1 until disease
progression or unacceptable toxicity.

14. Comparator, dose, method of administration,

Arm A: Obinutuzumab in Combination with Chlorambucil
Commercially available obinutuzumab was supplied as a
liquid concentrate (25 mg/mL) for dilution for intravenous
administration (IV). IV obinutuzumab was given on days 1
(100 mg), 2 (900 mg), 8 (1000 mg), and 15 (1000 mg) of
Cycle 1 and on day 1 (1000 mg) of Cycles 2—6, for a total
of 6 treatment cycles.

Chlorambucil was orally administered at a dose of

0.5 mg/kg of body weight on Days 1 and 15 of Cycles 1
through 6.




15. Concomitant therapy

Antiemetics were permitted if clinically indicated.
Standard supportive care medications were permitted.
Use of hematopoietic growth factors was permitted per
the ASCO guidelines. Subjects who were considered to be
at risk of tumor lysis syndrome (TLS) (e.g., subjects with a
high tumour burden and/or a high circulating lymphocyte
count [> 25 x 10%/L] and/or renal impairment [creatinine
clearance < 70 mL/min]) could receive prophylaxis,
consisting of adequate hydration and administration of
uricostatics (e.g., allopurinol) or a suitable alternative
such as a urate oxidate (e.g., rasburicase), before the
infusion of Obinutuzumab.

16. Efficacy endpoints

Primary: PFS as assessed by IRC between Arm A
(obinutuzumab +chlorambucil) and Arm B (acalabrutinib+
obinutuzumab) in the intent-to-treat (ITT) population.

Secondary:IRC-assessed objective response rate (ORR),
time to next treatment (TTNT), and overall survival (OS) in
Arm A (obinutuzumab +chlorambucil) versus Arm
B(acalabrutinib+ obinutuzumab) and Arm A
(obinutuzumab +chlorambucil) versus Arm C
(acalabrutinib monotherapy).

Exploratory:

* Investigator-assessed PFS and ORR per IWCLL 2008
criteria.

* Clonal evolution

* Improvement and/or resolution of disease-related
symptoms.

* Hematologic improvement in the subset of subjects with|
cytopenia(s) at baseline,

* Patient reported outcome (PRO) by the Functional
Assessment of Chronic lliness Therapy-Fatigue (FACIT-
Fatigue) (no longer for Amendment 6.0)

* PRO by European Organization for Research and
Treatment of Cancer (EORTC) Quality of Life
Questionnaires Core 30 (EORTC QLQ-C30} and EuroQol
Five-Dimension (EQ-5D) (no longer for Amendment 6.0).

* Medical resource utilization (MRU).

* Pharmacokinetic (PK) characteristics of acalabrutinib
alone and in combination with obinutuzumab.

* Potential predictive biomarkers and mechanisms of
resistance for the disease.

* Molecular remission as measured by minimal residual
disease (MRD) negativitywill be evaluated.

* Performance of DNA-based compared with flow
cytometric-based methods for MRD.

* Extent and durability of MRD status on clinical outcomes|
following investigator-confirmed complete response.

17. Safety endpoints

Adverse events (AEs), treatment-emergent AEs (TEAES),

clinical laboratory {(including lymphocytosis, serum




immunoglobulins), ECOG and vitalsigns.

18. Statistical methods

The primary efficacy analysis was performed using a
stratified log-rank test adjusting for randomization
stratification factors.

The estimate of the hazard ratio (Arm B/Arm A) and its
corresponding 95% Cl was computed using a Cox
Proportional Hazards model stratified by randomization
stratification factors.

A Kaplan-Meier (KM) curve was used to estimate the
distribution of PFS. The proportion of subjects who
were progression free was estimated based on KM
method and its corresponding 95% C| were calculated
at selected timepoints for each treatment arm. A
summary of PFS events were provided by treatment
arm.

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

Overall Study Population
Sex: Male 61.3%; Female38.7%
Median age: 70.0 years (range 41.0, 91.0 years)

Race: American Indian or Alaska Native 0.2%; Asian 0.6%;
Black or African American 2.4%; Native Hawaiian or Other
Pacific IslanderPacific Islander 0.2%; White 93.3%; Not
reported 3.4%.

Ethnicity: Non-Hispanic 89.0%; Hispanic or Latino 4.5%;
Not reported 5.6%

20. Efficacy outcomes

Primary:

With a median follow-up of 28.5 months in the Arm B
(acalabrutinib+Obinutuzumab) arm and 28.0 months in
the Arm A (obinutuzumab+chlorambucil arm), the median
estimated PFS for Arm B (acalabrutinib+Obinutuzumab)
was not reached; the median estimated PFS for Arm A
(obinutuzumab+chlorambucil) was 22.6 months (95% Cl:
20.2-27.6). Based on the stratified analysis, Arm B
(acalabrutinib+Obinutuzumab) demonstrated a
statistically significant improvement in IRC-assessed PFS
compared with Arm A (obinutuzumab+chlorambucil), with
a 90% reduction in risk of disease progression or death
(HR=0.10 [95% Cl: 0.06—0.17]; p<0.0001)

Secondary:

The key secondary efficacy endpoint was IRC-assessed PFS
camparing Arm A (obinutuzumab+ chlorambucil) with
\Arm C (acalabrutinib monotherapy). With a median
follow-up of 28.4 months in Arm C (acalabrutinib
monotherapy) and 28.0 months in the Arm A
(Obinutuzumab + chlorambucil), the median estimated
PFS for Arm C (acalabrutinib monotherapy) was not
reached; the median estimated PFS for Arm A

(Obinutuzumab + chlorambucil) was 22.6 months (95% Cl:
20.2-27.6).

Based on the stratified analysis, Arm C (acalabrutinib




monotherapy) demonstrated a statistically significant
improvement in IRC-assessed PFS compared with Arm A
(obinutuzumab+ chlorambucil), with an 80% reduction in
risk of disease progression or death (HR=0.20

[95% Cl: 0.13-0.30]; p<0.0001).

The PFS benefit of acalabrutinib +obinutuzumab and
acalabrutinib monotherapy compared with
Obinutuzumab +chlorambucil was consistent across all
prespecified subgroups including subjects with high-risk
cytogenetic features, and was also demonstrated in
subjects who progressed after starting subsequent
anticancer therapy.

As of the data cutoff date (08 February 2019), the IRC-
assessed ORR for Arm B (acalabrutinib+Obinutuzumab),
Arm C (acalabrutinib monotherapy), and Arm A
(obinutuzumab+chlorambucil) was 93.9% (95% CI: 89.3—
96.5), 85.5% (95% Cl: 79.6-89.9), and 78.5% (95% Cl:
71.9-83.9), respectively. The IRC-assessed ORR difference
between Arm B (acalabrutinib+Obinutuzumab) and Arm A
(obinutuzumab+ chlorambucil) was 15.3% (95% CI: 8.3—
22.3), which was statistically significant (p<0.0001). The
IRC-assessed ORR difference between Arm C
(acalabrutinib monotherapy) and Arm A (obinutuzumab+
chlorambucil) was 6.9% (95% Cl: -1.0-14.9, p=0.0763).

As of the data cutoff date (08 February 2019), the TTNT
was significantly prolonged compared with Arm A
(Obinutuzumab +chlorambucil) for bath Arm B
(acalabrutinib+Obinutuzumab) HR=0.14 [95% Cl: 0.08—
0.26]; p<0.0001) and Arm C (acalabrutinib monotherapy)
(HR=0.24 [95% CI: 0.15-0.40]; p<0.0001). The median
TTNT was not reached for Arm B
(acalabrutinib+Obinutuzumab) (range: 1.3-40.3+
months), Arm C (acalabrutinib monotherapy) (range:
0.1+-40.1+ months), or Arm A (Obinutuzumab
+chlorambucil) (range: 0.0+—39.6+ months).

With a median follow-up of 28.5 months in Arm B
(acalabrutinib+0binutuzumab), 28.4 months in Arm C
(acalabrutinib monotherapy), and 28.0 months in Arm A
(obinutuzumab+chlorambucil), 9 (5.0%) subjects in Arm B
(acalabrutinib +obinutuzumab arm), 11 (6.1%) subjects in
Arm C (acalabrutinib monotherapy), and 17 (9.6%)
subjects in Arm A (obinutuzumab+chlorambucil) had died.
The median OS was not reached in any of the treatment
arms, with an HR of 0.47 (95% CI: 0.21-1.06; p=0.0577)
for Arm B (acalabrutinib +obinutuzumab), and an HR of
0.60{95% Cl: 0.28-1.27; p=0.1556) for Arm C
(acalabrutinib monotherapy) compared with Arm A
(obinutuzumab+chlorambucil).

21. Safety outcomes

Treatment-related TEAEs were reported less frequently in
Arm C (acalabrutinib monotherapy) than in either of Arm
B (acalabrutinib + Obinutuzumab) (65.7% versus 80.9%,
respectively) or Arm A (obinutuzumab+chlorambucil)




(65.7% versus 91.1%, respectively).

Grade >3 TEAEs were reported less frequently in Arm C
(acalabrutinib monotherapy) than in either of the

Arm B (acalabrutinib+Obinutuzumab) (49.7% versus
70.2%, respectively) or Arm A (obinutuzumab
+chlorambucil (49.7% versus 69.8%, respectively).

During the study (and within 30 days of the last dose of
study treatment), TEAEs with a Grade 5/fatal outcome
occurred in 5 subjects (2.8%) in Arm B (acalabrutinib
+Obinutuzumab), 6 subjects (3.4%) in Arm C
(acalabrutinib monotherapy), and 4 subjects (2.4%) in
Arm A (obinutuzumab+chlorambucil).

In Arm B (acalabrutinib+Obinutuzumab), 69 subjects
(38.8%) had at least 1 SAE; Grade >3 SAEs were reported
in 58 subjects (32.6%). A total of 28 subjects (15.7%) had
treatment-related SAEs.

In Arm C (acalabrutinib monotherapy), 57 subjects
(31.8%) had at least 1 SAE; Grade 23 SAEs were reported
in 53 subjects (29.6%). A total of 16 subjects (8.9%) had
treatment-related SAEs.

In Arm A (obinutuzumab+chlorambucil), 37 subjects
(21.9%) had at least 1 SAE; Grade >3 SAEs were reported
in 33 subjects (19.5%). A total of 23 subjects (13.6%) had
treatment-related SAEs.

Atrial fibrillation occurred in 3.4%, 3.9%, and 0.6% of
subjects in Arm B (acalabrutinib+Obinutuzumab), Arm C
(acalabrutinib monotherapy), and Arm A {obinutuzumab+
chlorambucil), respectively, with only 1 event being Grade
3 (in Arm B, acalabrutinib+obinutuzumab).

Second primary malignancies (any grade) occurred in 19
(10.7%), 15 (8.4%), and 6 (3.6%) subjects in Arm B
(acalabrutinib+obinutuzumab), Arm C (acalabrutinib
monotherapy arm}, and Arm A (obinutuzumab
+chlorambucil), respectively. Basal cell carcinoma was the
most frequent second primary malignancy (any grade) in
Arm B (acalabrutinib+obinutuzumab) and Arm C
(acalabrutinib monotherapy) (7 subjects [3.9%)] and 8
subjects [4.5%], respectively).

22. Conclusion (findings)

The primary endpoint was met in this study in subjects
with treatment-naive CLL; acalabrutinib+obinutuzumab
demonstrated a clinically meaningful and statistically
significant improvement in PFS compared with
obinutuzumab+chlorambucil, with a 90% reduction in risk
of IRC-assessed disease progression or death (HR=0.10;
p<0.0001). The key secondary endpoint was met in this

study; acalabrutinib monotherapy demonstrated a
clinically meaningful and statistically significant
improvement in PFS compared with obinutuzumab+
chlorambucil, with an 80% reduction in risk of IRC-
assessed disease progression or death (HR=0.20;
p<0.0001). The PFS benefit of




acalabrutinib+obinutuzumab and acalabrutinib
monotherapy compared with Obinutuzumab
+chlorambucil was consistent across all prespecified
subgroups including subjects with high-risk cytogenetic
features, and was also demonstrated in subjects who
progressed after starting subsequent anticancer therapy.
Acalabrutinib (either in combination with obinutuzumab
or as monotherapy) showed an acceptable safety profile
and was well tolerated.

Applicant (Marketing M o' 274
Authorization Holder)
(signature) WE| M’N@ )(U

(full name)

{Procedure is supplemented with a new Annex 30 in accordance with Order of the Ministry of
Health No. 1528 as of June 27, 2019}
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Annex 29

to Procedure for Conducting Expert Evaluation
of Materials Pertinent to Medicinal Products,
\which are Submitted for State Registration
(Re-Registration) and Expert Evaluation

of Materials about Introduction of

Changes to Registration Documents

during the Validity period of

Registration Certificate (paragraph 4, Section IV) J

Non-Clinical Study Report

1. Name of medicinal product (Marketing CALQUENCE® (international non-proprietary name
Authorisation number, if any): acalabrutinib)
1) type of medicinal product for which Medicinal product with complete dossier (stand-alone
registration was conducted or planned to be dossier)
conducted
Other medicinal product
New active substance (AS)
-
2) conducted studies Yes
2. Pharmacology:
1) primary pharmacodynamics Acalabrutinib is an inhibitor Bruton tyrosine kinase {BTK).

BTK is a signaling molecule of the B-cell antigen receptor
(BCR) and cytokine receptor pathways that is expressed in
B-cells, myeloid cells, mast cells, and platelets. BTK's role
in signaling through the B-cell surface receptors results in
activation of pathways necessary for B-cell trafficking,
chemotaxis, and adhesion. Chronic activation of the BCR
pathway is involved in the proliferation and cell survival of
\various B-cell malignancies.

lAcalabrutinib was shown 10 bind BTK in lymphoma cells in
vitro as well as inhibit 8 cell receptor driven expression of
CD69 in peripheral blood mononuclear cells. In vivo,
acalabrutinib demonstrated tumor growth inhibition in
models of mantle cell lymphoma, diffuse large B-cell
lymphoma, and chronic lymphocytic leukemia.

2) secondary pharmacodynamics Sstudies 840290, 840327, 100032432, and 100033052:
Acalabrutinib and ACP-5862 were evaluated in radioligand
binding assays across a diverse set of 80 receptors, ion
channels, and transporters. >50% inhibition of specific
ligand binding was only observed for adenosine A2A and
A3 receptors and neurokinin 2 (NK2). The Ki values were
a1l above the observed peak clinical concentrations for
acalabrutinib and ACP-5862, indicating 3 low potential for
physiologically relevant effects in patients treat d with the
intended clinical dose regimen.— /e /Ph

WA f
R A \,‘fﬁ\l '}F

3) safety pharmacology imension of pivotal safefy/pha macology studiesare in
i hdRdustry standarg. —QW
2, § v = \
U

oG s

AN
RN/ a o
\‘\fib’;u 0% <

A



Central Nervous System (CNS)

Study 503222: In a modified Irwin test conducted with
good laboratory practice (GLP), male Sprague Dawley rats
(8/group) were administered a single oral dose of
acalabrutinib (30, 100, or 300 mg/kg), vehicle (0.4%
hydroxypropyl methylcellulose with 0.2% Tween 80 in
water), or the positive control chlorpromazine (20 mg/kg).
Detailed clinical signs with CNS functional assessments
including sensory, motor, and behavioral endpoints and
rectal temperatures were measured at predose and 1, 2,
4, 6, and 24 hours after dosing, mortality was checked
twice daily, and body weight was measured predose.
/Acalabrutinib had no effects on neurobehavioral function
or rectal temperature following a single oral
administration at doses up to 300 mg/kg.

Respiratory

Study 503221: In a GLP study, male Sprague Dawley rats
(10/group) were administered a single oral dose of
acalabrutinib (30, 100, or 300 mg/kg), vehicle (0.4%
hydroxypropyl methylcellulose with 0.2% Tween 80in
water), or the positive control baclofen (40 m g/kg).
Respiratory parameters (breathing frequency, tidal
volume, minute volume, peak inspiratory flow, and peak
expiratory flow) were evaluated at 30 minute intervals
during the first 4 hours after dosing using head out
plethysmography. Acalabrutinib had no effects on
respiratory function following a single oral administration
at doses up to 300 mg/kg.

Cardiovascular

The potential for acalabrutinib to inhibit the human ether-
a-go-go related gene (hERG) potassium channel was
assessed in two separate in vitro GLP studies. In one study
(503219), acalabrutinib at a concentration of 10 UM
showed an inhibition of 25.1% of the hERG tail current
measured in HEK-293 cells stably transfected with hERG-1
CDNA. In the second study (794950), the effects of
acalabrutinib (1 and 10 uM) and ACP-319 (a P13k6
inhibitor; 1, 3, 10, and 30 uM) both separately and in
combination on the hERG tail currents were measured in
CHO-K1 cells expressing the hERG channel. Acalabrutinib
alone inhibited the hERG tail current by 8.2% at 1 uM and
24.9% at 10 pM. In the presence of acalabrutinib (10 um),
ACP-319 inhibited the hERG tail current in a concentration
dependent manner with an IC50 value of 10.3 uM for ACP-
e IC50 values for the inhibition of the hERG gurre
yrutinib were not de ned in either stydy.
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Study 594019: In an in vivo GLP cardiovascular assessment
study, radiotelemetry-instrumented Beagle dogs (4 males)
\were administered single oral doses of vehicle (0.4%
hydroxypropyl methylcellulose with 0.2% Tween 80in
water) and acalabrutinib (3, 10, and 30 mg/kg) per an
escalating dose design with approximately 3 to 7 days
between doses. Cardiovascular function assessments
including heart rate, arterial blood pressure (mean,
systolic, and diastolic), pulse pressure, and ECG waveforms
from which ECG intervals (PR, QRS, RR, QT, and heart rate-
corrected QT) were derived and body temperature were
collected continuously from approximately 1 hour prior to
administration of vehicle or acalabrutinib through 24
hours after dosing. Acalabrutinib had no toxicologically-
significant effects on cardiovascular function following
single oral doses up to 30 mg/kg in this study.

4) pharmacodynamic interactions

3. Pharmacokinetic properties:

1) analytical procedures and reports on their
validation

\Validation report numbers: 502782, 502793, 2219-051,

2219-012, 2219-033 and 2219-017. Methods for the
determination of acalabrutinib were developed in plasma
from mouse, rat, dog and rabbit. Samples were prepared
by protein precipitation with quantitative analysis by high
performance liquid chromatography coupled to tandem

mass spectroscopy (HPLC-MS/MS).

2) absorption

%T138100 - Acalabrutinib showed high passive
permeability across an MDCK cell monolayer system,
indicating the potential to be well absorbed from the g.i.
itract.

0112-0001 — Following single 5mg/kg oral administration,
to female BALB/c mice, acalabrutinib was rapidly and
extensively absorbed (Tmax 0.08h and oral bioavailability
62%).

2219-003 — In male Sprague-Dawley rats given oral doses
of 5mg/kg acalabrutinib, there was rapid absorption (Tmax
0.25h) and 21 to 23% oral bioavailability.

5919-001 — In male Beagle dogs following single 2.5mg/kg
oral doses, acalabrutinib was also rapidly absorbed (Tmax
0.5h) with an oral bioavailability of 53 to 58%.

2219-004 — Following single oral (2.5mg/kg)
administration to cynomolgus monkeys, the Tmax for
acalabrutinib was between 0.5 and 2h with oral
bioavailability values of 6 to 10%.

e preclinical data suggest that acalabrytini
ith oral expgsure/ikely




3) distribution

XS-0850 — The most appropriate measurement of the
plasma protein binding of acalabrutinib was using
measurement of [**C]- acalabrutinib by
ultracentrifugation. Under these conditions,
acalabrutinib was moderately to highly bound in plasma
with fraction unbound values of 0.246, 0.08, 0.316,
0.058 and 0.025 in mouse, rat, dog monkey and human
plasma, respectively. The binding to human serum
albumin was also measured with a fraction unbound of
0.06. Binding to plasma proteins was essentially
concentration independent.

In the same study, the major metabolite of
acalabrutinib (ACP-5862) exhibited fraction unbound
values of 0.014, 0.002, 0.057 and 0.014 in mouse, rat,
dog and human plasma, respectively.

X5-0947 — Acalabrutinib partitions essentially evenly
between blood cells and plasma with mean blood to
plasma ratios of 1.37, 0.87, 1.06, 0.83 and 0.79in
mouse, rat, dog, monkey and human blood.

8338525- In a quantitative whole-body autoradiography
study in male Long Evans pigmented rats following
single oral (100mg/kg) administration of [**Cl-
acalabrutinib, radioactivity was widely distributed into
tissues. The highest radioactivity was observed in the
large intestine, liver, uveal tract, kidney cortex,
extraorbital lacrimal gland, intra-orbital lacrimal gland,
kidney medulla, kidney, adrenal glands, cecum, and
small intestine.

Radioactivity was generally rapidly removed from
tissues, with many tissues BLQ after 24 hour post
dosing. By 168 hours post dose, all tissues were BLQ
with the exception of the uveal tract in the eye.

4) metabolism

2338525, 8338256, 8340639, 8341070- The metabolism
profile of acalabrutinib has been evaluated in rat, dog
and human following oral administration of 100mg/kg,
30mg/kg and 100mg of the [**C]-labelled material,
respectively. Across the species, acalabrutinib was
extensively metabolised with greater than 36 unique
metabolites identified in plasma and excreta.

The metabolism of acalabrutinib proceeds via 3 main
routes: oxidative attack on the pyrrolidine ring, amide
hydrolysis and glutathione conjugation.
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No other significant metabolites were present in human
plasma. Circulating ACP-5862 total plasma
concentrations were approximately 2.7 fold higher than
those of acalabrutinib based on AUCo. comparison
following 100mg acalabrutinib dosed to humans.

XT134082, XT164096 — Using a combination of human
liver microsomal studies (+/- specific CYP isoform
inhibitors) and recombinant CYP studies, CYP3A4/5 was
shown to be the major P450 responsible for the
metabolism of both acalabrutinib and ACP-5862.

5) elimination

8338525 — The excretion of [**C]-acalabrutinib was studied
in male and female Sprague Dawley rats following oral
(100mg/kg) administration. The majority of the dose (88-
91%) was recovered in the faeces, mostly within the first
48 hours following administration. Urinary excretion was
low (2.7-3.6%). At 96 hours post dosing, only 1% of the
dose remained in the carcass.

8338526 — Following oral (30mg/kg) administration of
[14C]- acalabrutinib to male and female Beagle dogs, the
majority of the dose (69-72%) was recovered in the faeces
with 15% recovered in the urine.

ESN0330 — In bile duct cannulated rats following
Intravenous administration, 69% of the dose was
recovered in the bile. Following oral administration, 39%
of the dose was recovered in the bile. In the dog, 19% was
recovered in bile following oral administration.

5) pharmacokinetic interactions (non-clinical)

At the clinical dose of 100mg acalabrutinib, the estimated
unbound plasma Cmax values for acalabrutinib and ACP-
5862 were 0.036 and 0.012uM, respectively. All ICso values
in this section should be considered against these
concentrations.

XT135097, XT165071 - The direct CYP inhibitory potential
of acalabrutinib (3 to 100 uM) was tested against a panel
of enzyme activities. Acalabrutinib had no significant
effect against CYPs 1A2, 2B6, 2C19 and 2D6 (ICsos
>100uuM) and exhibited moderate inhibition of CYPs 2C8
(1Cs0 37 uM), 2C9 (ICso 28 WM) and CYP3A4/5 (ICso 57 to
691LM). ACP-5862 ICsos were all >20uM with the exception
of CYP2C8 and CYP2C9 where ICso values were 6.7 and
17uM, respectively. Based on 100mg administration of
acalabrutinib, systemic DDIs due to direct CYP inhibition
are unlikely. However, a DDI due to gut wall CYP3A4/5
inhibition cannot be ruled out.
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IXT133111, XT163068 - The CYP induction potential of

acalabrutinib was investigated in human hepatocytes.
IAcalabrutinib (50 pM) caused minor increases in CYP1A2,
2B6 and CYP3A4 mRNA (up to 3-fold). ACP-5862 (50uM)
caused similar increases in CYP3A4 mRNA, but no effect on
CYP1A2 or 2B6. These data suggested clinically meaningful
induction of hepatic CYPs and gastrointestinal CYP3A4 are
unlikely with acalabrutinib.

At the clinical dose of 100mg acalabrutinib, the
estimated unbound plasma Cmax values for
acalabrutinib and ACP-5862 were 0.036 and 0.012uM,
respectively. All ICso values in this section should be
considered against these concentrations.

XT135097, XT165071 - The direct CYP inhibitory
potential of acalabrutinib (3 to 100 pM) was tested
against a panel of enzyme activities. Acalabrutinib had
no significant effect against CYPs 1A2, 2B6, 2C19 and
2D6 (ICsos >1001tM) and exhibited moderate inhibition
of CYPs 2C8 (ICsp 37 uM), 2C9 (ICsp 28 pM) and
CYP3A4/5 (ICsp 57 to 69uM). ACP-5862 ICses Were all
>20pM with the exception of CYP2C8 and CYP2C9
where ICso values were 6.7 and 17uM, respectively.
Based on 100mg administration of acalabrutinib,
systemic DDIs due to direct CYP inhibition are unlikely.
However, a DDI due to gut wall CYP3A4/5 inhibition
cannot be ruled out.

In time dependent CYP inhibition assays, acalabrutinib
was found to be a weak time-dependent inhibitor of
CYPs 2C8, 2C9 and 3A4/5. Based on PBPK modelling,
acalabrutinib is not expected to increase the systemic
concentrations of co-administered CYP3A4/5
substrates.

XT133111, XT163068 - The CYP induction potential of
acalabrutinib was investigated in human hepatocytes.
Acalabrutinib (50 uM) caused minor increases in
CYP1A2, 2B6 and CYP3A4 mRNA (up to 3-fold). ACP-
5862 (501LM) caused similar increases in CYP3A4 mRNA,
but no effect on CYP1A2 or 2B6. These data suggested
clinically meaningful induction of hepatic CYPs and
gastrointestinal CYP3A4 are unlikely with acalabrutinib.

BS001953-23 - The potential of acalabrutinib and ACP-

5862 to inhibit human hepatic microsomal uridine di-
phosphoglucuronosyl transferase 1A1 (UGT1A1) and
d]dffiﬁ?.,isozymes was studied. For both isoformg; the //
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XT138100, XT168092, XS31144 —The potential for
acalabrutinib and ACP-5862 to inhibit a number of drug
transporters has been investigated in relevant cell line
models (Caco-2, MDCKII-BCRP or HEK293 cells
expressing appropriate transporters).

Acalabrutinib inhibited MDR1 (P-glycoprotein) and BCRP
with ICso values of 18 and 41pM, respectively. The
values for ACP-5862 were >20 and 6pM, respectively.
The hepatic uptake transporters were inhibited by
acalabrutinib with ICso values of >20uM for both
OATP1B1 and OATP1B3, whereas for ACP-5862 the
values were 10uM and >20uM, respectively.

Acalibrutinib was a weak inhibitor of renal drug
transporters with ICso values of >20, >20, 59% inhibition
at 20uM, >3 and >3uM for OAT1, OAT3, OCT2, MATEL
and MATE2K, respectively. ACP-5862 inhibited the same
transporters with ICso values of 12, >20, >20, 0.2 and
>3uM, respectively.

Overall, the likelihood for 100mg acalabrutinib to
perpetrate a transporter DDI in humans is low, with the
potential exceptions of BCRP in the intestine and renal
MATE1 driven by inhibition by ACP-5862.

7) other pharmacokinetic studies

NA

4. Toxicology:

Dimension of pivotal toxicology studies are in line with industry standard.

1) single-dose toxicity

No single-dose oral toxicity studies have been conducted.

2) repeated-dose toxicity

Study title/ number: 28-day Oral Gavage Toxicity Study
with ACP-196 Followed by a 4-Week Recovery Period in

Male and Female Sprague Dawley Rats /502513

Acalabrutinib was administered by oral gavage at doses of
30, 100, or 300 mg/kg/day once daily for at least 28 days
in Sprague Dawley rats. Mortality was observedin 3 males
and 3 females at 300 mg/kg/day, and these unscheduled
deaths were associated with hepatic, myocardial, and
renal necrosis. Pancreatic inflammation was also observed
in the males. Target organs of toxicity in the surviving rats
\were the liver, kidney, pancreas, and adrenals. Adverse
findings in rats treated with 100 mg/kg/day included
clmlcai 5|gns (hunched posture, sallvatlon piloerection,
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Study title/ number: ACP-196: A 91-Day Oral Toxicity Stud
in Rats with a 28-Day Recovery Period[ 2219-029

Acalabrutinib was administered by oral gavage at doses of
10, 30, or 100 mg/kg/day once daily for 91 days in Sprague
Dawley rats. No acalabrutinib-related mortality was
observed in this study and toxicity was primarily limited to
macroscopic and microscopic findings in the pancreas
observed at all doses. Findings included small pancreas,
hemorrhage/pigment/inflammation/fibrosis of the islets,
and subacute/chronic inflammation of the exocrine
pancreas. Following the 28-day recovery period, the
macroscopic findings and subacute/chronic inflammation
were resolved; however, the incidences of
hemorrhage/pigment/inflammation/fibrosis of the islets
were similar to the incidences observed at the main study
necropsy with slightly decreased severity.

GLP compliance: Yes

Study title/ number; ACP-196: A 26-Week Oral Toxicity
Study in Rats with a 4-Week Recovery Perjod/ 2219-084

Key Study Findings

Mortality was observed at 300 mg/kg/day during the first
2 weeks of treatment and the highest dose was decreased
to 200 mg/kg/day. Additional mortality was observed in
animals treated with 300/200 mg/kg/day following the
dose reduction. The causes of mortality were
uremia/acute kidney failure and myocardial necrosis.
Organs of toxicity of acalabrutinib in surviving animals
included the kidney, liver, lung, mesenteric lymph node,
and pancreas.

GLP compliance: Yes

Methods:

Dose and frequency of dosing: 0, 20, 100, or
300/200* mg/kg/day once daily for 26 weeks; 4-week
recovery period.

*Animals in the 300 mg/kg/day group were placed on a 4-
day dose holiday starting on Day 10 (main study females
and all toxicokinetics animals) or Day 11 (main study
males), then the dose was lowered to 200 mg/kg/day
starting on Day 14 or Day 15, respectively.

Route of administration: Oral gavage
T ¥
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Age: ~5.5 weeks at receipt

Satellite groups/ unique design:

Toxicokinetics: 6/sex for 0 mg/kg/day group and
14/sex/day for 20, 100, and 300/200 mg/kg/day
Groups

Animals found dead or euthanized in extremis during the
first 17 days of the study were replaced. According to the
methods section, a total of 9 rats were used as
replacement animals and according to the morality resuits
section, a total of 7 animals were replaced including 1
male prior to initiation of dosing and 6 females at 300
mg/kg/day (5 main study and 1 toxicokinetic).

Study title/ number: 28-day Oral Gavage Toxicity Study
with ACP-196 in Male and Female Beagle Dogs Followed

by a 4-Week Recovery Period/ 502515

Acalabrutinib was administered by oral gavage at doses of
3, 10, or 30 mg/kg/day once daily for at least 28 days in
Beagle dogs. Hematology changes included decreases in B-
cell counts in males at all doses (21-44%) and in females at
30 mg/kg/day (17-20%) compared to controls.

Organ weights were decreased in multiple organs at

30 mg/kg/day compared to controls including the spleen
({ 13%), thymus (- 23%), prostate (L 30%),
epididymides (J 14%), testes (- 12%), and ovaries (4
16%). Microscopic findings included lymphoid depletion in
the spleen and congestion/erythrophagocytosis in the
mesenteric lymph node that corresponded to a
macroscopic finding of dark red discoloration observed at
all doses of acalabrutinib. Increased incidences of findings
in the kidney including tubular basophilia, papilla
mineralization, and hyaline casts were observed in dogs
treated with acalabrutinib.

GLP compliance: Yes

Study title/ number: ACP-196: A 39-Week Oral Capsule
Toxicity Study in Dogs with a 4-Week Recovery Period/
2219-098

lAcalabrutinib was administered orally via gelatin capsules
at doses of 10 or 30 mg/kg/day once daily for 39 weeks in
Beagle dogs. Toxicities were limited to changes in clinical
pathology starting by Weeks 4 or 13 and observed
throughout the dosing period. Hematology changes

consisted of reversible effects on red blood cell
srariete ;ncludlng increases in mean cell volume (MCV;

: ey
y t}f’ﬁn\l/&l-l‘ toS%)and ed Wﬁ




J- up to 10%) in both males and females at 30 mg/kg/day
compared to controls. Additionally, decreases in red cell
mass (erythrocytes, hemoglobin, or hematocrit; | up to
14%) were observed in females at 30 mg/kg/day
compared to controls. Clinical chemistry changes included
decreases in albumin in females at 30 mg/kg/day and ina
single female at 10 mg/kg/day.

GLP compliance: Yes

Study title/ number: ACP-196: A 91-Day Qral Capsule

Toxicity Study in Dogs with a 28- Day Recovery Period/
2219-030

Key Study Findings

IAt the highest dose of 30 mg/kg/day, one female had
increases in clinical chemistry parameters (ALT, alkaline
phosphatase, urea nitrogen, and creatinine) and clinical
signs that led to a 1-week dosing interruption of
acalabrutinib (Days 46-52) in this animal. Dosing was
resumed at 30 mg/kg/day and the animal finished the
study.

Organs of toxicity of acalabrutinib included the gut-
associated lymphoid tissue (GALT), kidney, liver,
mandibular and mesenteric lymph nodes, spleen, and
thyroid/parathyroid.

GLP compliance: Yes

Methods:

Dose and frequency of dosing: 0, 5, 10, or 30 mg/kg/day
once daily for 91 days; 28-day recovery period. Due to
veterinary observations, one female at 30 mg/kg/day
(Animal # 149) was not dosed fora 1

week period on Days 46-52.

Route of administration: Oral capsules

Species/Strain: Dog/Beagle

Number/Sex/Group: Main Study: 5/sex/group
Recovery: 3/sex/group

Age: 5-6 months at receipt

Satellite groups/ unique design: None

in vitro

3) genotoxicity:

In Vitro Reverse Mutation Assay in Bacterial Cells (Ames
Study title/ number: Evaluation of the Mutagenic Activit
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uta h n_ Assa and the Escher, ichia Coli




Key Study Findings:

Acalabrutinib did not increase in the number of revertant
icolonies in tester strainsTA100, TA1535, TA 1537, and
\WP2 uvrA with or without metabolic activation. Tester
strain TA98 increased the number of revertant colonies
above the historical control data range both with and
without metabolic activation in two separate experiments,
but increases were less than 2-fold the concurrent control.

\Acalabrutinib was negative for mutagenicity in the reverse
mutation assay.

GLP compliance: Yes

Test system:

Salmonella typhimurium strains TA98, TA100, TA1535, and
ITA1537; Escherichia coli tester strain WP2 uvrA; tested at
concentrations up to 5000 ug/plate; +/- S9 activation.

Results:

In tester strain TA98, acalabrutinib induced increases in
the number of revertant colonies compared to the solvent
control at dose levels of 3330 and 5000 ug/plate without
S9-activation (up to 1.9-fold) and at 3330 ug/plate with S9-
activation (up to 1.8-fold). These increases were below the
criterion for a positive result for the TAS8 strain of 3-fold
the concurrent control used in this study. To verify these
results, an additional experiment with concentrations up
'to 5000 ug/plate was conducted with the TA98 strain and
similar results at 1000 (without S9 only) and 3330 ug/plate
were observed in the second experiment. Although the
increases in the number of revertant colonies were above
the historical control data range in two separate
experiments, since they were less than 3-fold the
concurrent control they were considered to not be
biologically relevant.

Study title/ number: Evaluation of the Ability of ACP-196

to Induce Chromosome Aberrations in Cultured Peripheral
Human Lymphocytes (with Repeat Experiment)/ 503225

Key Study Findings:

Acalabrutinib did not induce chromosome aberrations in

human peripheral blood lymphocytes with or without
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SN ;m@}gbohc activation; therefore, acalabrutinib was

rfggaﬂ\{e for clastogenicity In the in vitro chromosome
{aberrations assay.




Test system:

Human peripheral blood lymphocytes; +/- S9 activation;
exposure to acalabrutinib of 3, 24, or 48 hours without $9
activation and 3 hours with S9 activation; 24-48 hours
fixation time; for cytogenetic assays, concentrations of up
to 400 ug/mL for 3 hour exposure, 100 ug/mL for 24 hour
exposure, and 150 ug/mL for 48 hour exposure.

in vivo (including additional toxicokinetics
assessment)

Study title/ number: In Vivo Micronucleus Assay in Rats/

AD92XN.125M012ICH.BTL

Key Study Findings:

Acalabrutinib did not induce an increase in the incidence
of micronucleated polychromatic erythrocytes; therefore,
acalabrutinib was negative for micronucleus induction and
in vivo clastogenicity.

IGLP compliance: Yes
Test system:

Sprague-Dawley rats; males and females in dose range
finding assay, males only in definitive assay; single oral
dose of 0, 500, 1000, or 2000 mg/kg acalabrutinib; 24 hour
(all doses) or 48 hour (0 and 2000 mg/kg only) bone
marrow collection.

4) carcinogenicity:

Carcinogenicity studies have not been conducted and
considered not required for this patient population.

long-term studies

N/A

short-term studies
or mid-term studies

N/A

dditional studies

5) reproductive and developmental toxicity:

leffect on fertility and early embryonic
development
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Study title/ number: ACP-196: A Combination Study of
Fertility and Embryo Fetal Developmental Toxicity in Rats

with a Toxicokinetic Evaluation/ 2219-088

Key Study Findings

Acalabrutinib caused mortality related to kidney toxicity in
males at 300 mg/kg/day. No effects on fertility or embryo-
fetal development were observed at any dose level;
lg}&nlafore the NOAEL for male fertility was 300 mg/ g/day
and embryofetal
n rats. Exposure at t o e

s 200 mg/kg/d
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GLP compliance: Yes

Methods

Dose and frequency of dosing:

Males: 0, 30, 100, or 300 mg/kg/day; once daily dosing
starting 28 days prior to pairing through mating and post
mating period (77-79 days total).

Females: 0, 30, 100, or 200 mg/kg/day
Once daily dosing starting 14 days prior to
pairing through Gestation Day (GD) 17

Route of administration: Oral gavage
Species/Strain: Rat/Crl:CD(SD)
Number/Sex/Group: 25/sex/group

Satellite groups: Toxicokinetics:

9 males at 300 mg/kg/day administered 28 days prior to
pairing through Day 28; 3 females at 0 mg/kg/day and 9
females/group at 30, 200, and 300 mg/kg/day
ladministered from GD 6 through GD 17; females were
received time-mated.

Study design:

Females were paired with males from the same treatment
level until evidence of mating; maximum pairing period of
21 days (14 days with first male and 7 days with second
successful male); day on which positive evidence of
copulation was observed was considered GD 0;
necropsy/cesarean section for females conducted on GD
20.

Study title/ number: ACP-196: A Study for Effects on

Embryo Fetal Development in Rabbits with a Toxicokinetic
Evaluation/ 2219-075

Key Study Findings

Acalabrutinib caused maternal toxicity at 100 and

200 mg/kg/day characterized by decreased food
consumption, body weight gain, and body weight leading
to mortality. Mortality was observed in all the animals in
the 200 mg/kg/day group; therefore, developmental
toxicity could not be assessed at this dose.

Fetal toxicity characterized by decreased fetal body

weights and delayed fetal skeletal ossification was

observed at the maternally toxic dose of 100 mg/kg/day.

Maternal exposures at the 100 mg/kg/day dose were

B 'ﬁ@mtely 4 times the human clinical exposure based
‘ the recommended human dose /
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IGLP compliance: Yes

Methods
Dose and frequency of dosing:
0, 50, 100, or 200 mg/kg/day; once daily GD 6-18.

Route of administration: Oral gavage

ISpecies/Strain;
Rabbit/New Zealand White Hra:(NZW)SPF
Number/Sex/Group: 23 females/group

Satellite groups: Toxicokinetics: 4 females/group

Study design:

Pregnant rabbits were administered acalabrutinib once
daily on GD 6-18, scheduled necropsy/cesarean section
conducted on GD 29.

Due to deteriorating health, all surviving females at

200 mg/kg/day were terminated early on GD 21-23;
uterine examinations and maternal necropsy were
conducted but fetal evaluations were not conducted,
therefore, developmental toxicity could not be assessed at
200 mg/kg/day.

fembryotoxicity

See study 2219-088.

prenatal and postnatal toxicity

Study title/ number: ACP-196: A Study of Toxic Effects on

Pre- and Postnatal Development, including Maternal
Function in Rats/ 2219-111.

Key study findings

No effect of acalabrutinib was observed on mean body
weight, body weight change, or food consumption in
parental (P) females during gestation or lactation at any of
the dose levels evaluated. No adverse test article-related
effects were seen on clinical observations or survival in P
females at 50 mg/kg.

One P female at 100 mg/kg and 2 P females at 150 mg/kg
were euthanized moribund due to fetal dystocia or
incomplete delivery. Clinical signs associated with dystocia
were apparent prior to euthanasia.

Potential acalabrutinib-associated macroscopic changes in
P females included red discoloration of the mandibular
and/or mediastinal lymph node in all acalabrutinib treated
groups. These changes may be test article-related due to
mvolvement of both Iymph nodes however without
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indices, and uterine implantation evaluations.

The NOAEL for parental females was considered to be

50 mg/kg based on the low incidence of dystocia observed
at dose levels 2100 mg/kg. In the offspring, the NOAEL for
survival, growth, and physical and functional development
was considered to be 150 mg/kg.

Methods:

Dose and frequency of dosing:

The parental (P) time-mated female rats received
acalabrutinib at 0, 50, 100, or 150 mg/kg once daily via
oral gavage from gestation (GD) 6 through lactation day
(LD) 20. Offspring were not directly dosed but could be
exposed to test material in-utero and via the milk.

Route of administration: Oral gavage
Species/Strain: Rat/ CD® [Cr:CD*(SD)]

Number/Sex/Group: P = 25 females/group
Toxicokinetics: first 6 P females/group

Study design:

Parental time-mated female rats received acalabrutinib
once daily from GD 6 through LD 20. The effects on the
pregnant/lactating female and on the development of the
conceptus and the offspring from implantation through
weaning were evaluated.

Assessment of toxicity for P animals included clinical signs,
body weights, and food consumption during gestation and
lactation, parturition and litter data, success in rearing
offspring to weaning, and anatomical pathology.
Assessment for plasma levels of the test article was
conducted for P females. Observations of the offspring
(F1) included survival, sex, body weights, gross
abnormalities, and physical development. Following
weaning, selected F1 animals were observed for clinical
signs, body weights, and anatomical pathology including a
uterine examination. The selected F1 animals were also
evaluated for growth, sexual maturation, behaviour,
functional observational battery (FOB) evaluations,
estrous cycle determination, reproductive performance,
and fertility.

GLP compliance: Yes

Istudies in which the drug is administer,
offspring (juvenile animals) and/or J41
assessed

6) local tolerance
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7) additional toxicity studies:

antigenicity (antibody production)

IAntigenicity studies have not been conducted because
there was no evidence of antigenicity potential of
acalabrutinib in repeat-dose toxicity studies or in clinical
trials.

immunotoxicity

Immunotoxicity studies have not been conducted with
acalabrutinib because there was no evidence of
immunological effects of acalabrutinib in repeat-dose
toxicity studies or in clinical trials.

mechanistic study

Mechanistic studies have not been conducted. At
exposures in nonclinical species approximating the clinical
exposure, the principal findings have been related to
acalabrutinib pharmacology. Investigative toxicology
studies of the rat-specific pancreas finding that is
commonly observed with BTK inhibitors are described in
Other Studies.

drug dependence

Dependence studies have not been conducted with
acalabrutinib because there was no conclusive evidence of
any adverse effects on the central and peripheral nervous
systems in safety pharmacology and repeat dose toxicity
studies or in clinical trials.

toxicity of metabolites

No specific studies were conducted with acalabrutinib
metabolite (ACP-5862) as the major metabolite of
acalabrutinib identified in humans was present in rats and
dogs after oral dosing.

toxicity of impurities

Studies included a 14-day toxicology study in rats to
gualify the process impurity and in vitro genetic toxicology
studies of Impurities.

Study title/ number: ACP-196 Lot 2584-75-1: A 14-Day Oral
Toxicity Study in Wistar Han Rats/2219-063

To qualify the process impurity, this study evaluated the
toxicity of acalabrutinib containing levels of a process-
related impurity (5 or 25 mg/kg/day; Lot # 2584-75-1)
icompared to acalabrutinib without the impurity

(25 mg/kg/day) or a vehicle control administered by oral
lgavage for 14 days in Wistar Han rats. Assessment of
toxicity included mortality, clinical observations, body
weight, food consumption, ophthalmoscopic
examinations, clinical and anatomic pathology, and
toxicokinetics.

: ng‘ﬁsgudy findings:




in the islets of the pancreas consisting of degeneration of
islet cells, haemorrhage, fibrosis, mixed cell inflammation,
and pigmented macrophages.

Overall, the toxicology profile of acalabrutinib containing
the process-related impurity and acalabrutinib alone were
similar at a dose of 25 mg/kg/day for 14 days.

Genetic Toxicology Studies with Impurities

Multiple in vitro bacterial reverse mutation assays (studies
AE24KN.5021CH.BTL, AE38BU.502008ICH.BTL,
AE28XD.502005ICH.BTL and AE25YJ.502005ICH.BTL) and
an in vitro chromosomal aberrations assay (study
IAE24KN.341ICH.BTL) were conducted to assess the
potential for the impurities to induce genotoxicity. All
ispecified impurities in these studies were negative for
mutagenic potential.

One process-related substance was found to be mutagenic
in an in vitro bacterial reverse mutation assay (study
IAE44YR.502005ICH.BTL), which is appropriately controlled
at release of acalabrutinib drug substance.

Impurity Qualification

During the nonclinical safety program, qualification of
process-related substances, impurities, and degradants
was performed in compliance with guidance related to the
quality of drug substance and drug product (ICH Q3A(R2),
ICH Q3B(R2)) as well as guidance on assessment and
control of mutagenic impurities (ICH M7).

Toxicology batches of acalabrutinib have contained
relevant amounts of related substances (process
impurities and degradants) to support their qualification
during the general toxicity program. Where necessary, in
vitro and in vivo studies have been conducted to achieve
desired qualification levels for certain impurities.

Therefore, all specified impurities have been qualified and
support the proposed drug substance and drug product
specification.

other

Pancreas

Several investigative GLP toxicology studies in the rat up to
13 weeks in duration (studies 2219-010, 2219-041 and
2219-050) were conducted to provide information about a
pancreas finding in rats with similar histological features
to an age-, gender-, and strain related background lesion
known in this species.




similar gender, and strain predisposition as has been
reported for the spontaneous background lesion.

The pancreas findings in rats are considered a non-adverse
exacerbation of spontaneous background lesions in a
predisposed species, and not relevant to human

risk assessment. Pancreas findings have not been
observed with acalabrutinib treatment in other nonclinical
test species.

Phototoxicity

Phototoxicity evaluations were performed using the
standard GLP study in NIH-3T3 mouse fibroblasts (study
9316-101051). In addition, a GLP photo-Ames assay was
performed (study 503224).

The results of the 3T3 assay were positive only at
concentrations well above the clinical Cmax (i.e. 51-fold
higher than total Cmax in patients at the intended
therapeutic dose). The results of the photo-Ames assay
were negative.

5. Conclusions on non-clinical study

(«‘mﬂM} and ACP-5862 (EC50=39 nM).

T bmoﬂ ;espectwely The ef‘fects of acalat

IThe nonclinical development program for acalabrutinib
was conducted in various cellular assay systems, and in the|
mouse, rat, rabbit, and dog, to evaluate the
pharmacology, pharmacokinetics, general toxicology,
reproductive and developmental effects, and the
genotoxic potential of acalabrutinib.

Acalabrutinib and its active metabolite ACP-5862 inhibited
BTK with IC50 values of 3.0 nM and 5.0 nM, respectively.
Covalent binding for BTK was demonstrated in adenosine
triphosphate (ATP) competition assays and data from the
BTK-wild type compared to the BTK Cys481Ser mutant
confirmed that acalabrutinib and ACP-5862 bind
covalently to C481 in the ATP pocket of BTK. In the kinase
selectivity screens, compared to the inhibition of BTK at 1
(1M, acalabrutinib and/or ACP-5862 showed >65%
inhibition for BMX, BRK (PTKE), ERBB2, ERBB4, LIMK1,
MEKS5, TEC, and TXK based on Kd values.

The in vitro activity of acalabrutinib and ACP-5862 on BTK
in cells was evaluated in Ramos B lymphoma cells, human
peripheral blood mononuclear cells (PBMCs), and human
whole blood. Both acalabrutinib and ACP-5862 showed
binding to BTK in the Ramos (Burkitt’s lymphoma) cell line,
with a 3-fold difference between acalabrutinib (EC50=13
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and CD69 cell surface expression in gated B cells were
evaluated following ex vivo B cell activation in splenocytes
from mice administered a single oral dose of acalabrutinib.
The ED50 of acalabrutinib administered orally ranges
between 0.34 and 1.8 mg/kg for the inhibition of CD86
expression and 0.16 and 1.3 mg/kg for the inhibition of
CD69 expression. Additionally, the in vivo activity of
acalabrutinib against malignant B cells was assessed in
human xenograft models in mice. Treatment with
acalabrutinib at a dose of 12.5 mg/kg twice daily (BID)
resulted in tumor growth inhibition in models of diffuse
large B cell lymphoma and mantle cell lymphoma.

Other pharmacology studies compared the effects of
acalabrutinib and ibrutinib on other types of immune cells
and platelet function and thrombus formation. In studies
conducted to compare the effects of acalabrutinib and
ibrutinib on T cells and natural killer (NK) cells, results
showed that while ibrutinib had multiple effects including
decreases in T helper cell development, NK cytolytic
function, and IFNy production in CD8 T cells, acalabrutinib
had either no effect or modest effects on T cells and NK
cells. Based on the results of the in vitro and in vivo assays
evaluating and comparing the effects of acalabrutinib and
ibrutinib on platelet function, acalabrutinib appears to
have fewer effects than ibrutinib on platelets in
aggregometry assays and in a humanized mouse model of
thrombus formation.

Safety pharmacology studies assessed the effects of
acalabrutinib on the cardiovascular, central nervous
system (CNS), and respiratory function. Following single
oral doses, acalabrutinib had no toxicologically-significant
effects on cardiovascular function in a cardiovascular
study in telemetered dogs, and had no effects on
neurobehavioral function, rectal temperature, or
respiratory function in CNS and respiratory studies
conducted in male rats.

Acalabrutinib appears to be well absorbed from the
g.i.tract following oral administration. Both acalabrutinib
and ACP-5862 bound to protein in the plasma of various
species in a concentration-independent manner. The
fraction unbound was 0.025 for acalabrutinib and 0.014
for ACP-5862. Acalabrutinib partitioned essentially evenly
between blood and plasma with human blood to plasma
_ ratio of 0.79. In a quantitative whole-body
‘-Fliffﬁ:‘gm;t‘gradlography study in rats following a single oral
administration of radiolabel alabrutinib, th¢'drug/was
N &gﬁf‘ﬂistributed with the highest radioactiyi served
iin'the farge intestine, liver,juved) tr p
e)_@t‘r:_gj:g:r‘@tal lacrimal glan;dg in
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intestine. Acalabrutinib was extensively metabolized with
primary metabolites representing pyrrolidine ring
oxidation, glutathione conjugation, amide hydrolysis, N-
dealkylation, and alkyne hydration. Pyrrolidine ring
oxidation is the major metabolic pathway with the active
metabolite ACP-5862 observed in all species tested.
Elimination studies showed that acalabrutinib was mainly
excreted through the fecal route in both rats (~90%) and
dogs (~70%) with some elimination through the urine (~
3% in rats and ~15% in dogs).

Repeat-dose toxicology studies were conducted to assess
the chronic toxicity of acalabrutinib. While acalabrutinib is
clinically administered twice daily as flat dose (mg) in
patients, acalabrutinib was administered once daily in
mg/kg in rats and dogs. Sprague-Dawley rats were
administered doses up to 300 mg/kg in the 26-week study
and Beagle dogs were administered doses up to 30 mg/kg
in the 91-day (3-month) and 39-week studies. The studies
were conducted using the oral route of administration,
which is consistent with the intended clinical route of
administration.

In rats, the effects of acalabrutinib on T-cell dependent
antigen responses (TDAR) were evaluated in the 91-day
(primary TDAR) and in the 26-week (secondary (recall)
TDAR) studies. The primary TDAR response (as measured
by the generation of IgM antibody to keyhole limpet
hemocyanin (KLH)) was mildly diminished at sporadic
timepoints in males and females. The secondary TDAR
response (anti-KLH IgG antibodies) was only sporadically
statistically significantly decreased in females. There was
no other evidence to suggest the TDAR findings were
biologically or pathologically relevant.

In the 26-week study in rats, acalabrutinib was
administered by oral gavage at 0, 20, 100, or
300/200 mg/kg/day once daily with a 4-week recovery
period. The highest dose was initially 300 mg/kg/day;
however, mortality was observed at 300 mg/kg/day during
the first 2 weeks of treatment and the highest dose was
decreased to 200 mg/kg/day. Additional mortality was
observed in animals treated with 300/200 mg/kg/day
following the dose reduction. Findings in animals with
early mortality included clinical signs of decreased activity,
rapid or difficulty breathing, ataxia, hunched posture, pale
skin, discolored skin, skin cold to touch, thin, vocalization,
{latid/ar hypersensitive to touch, and body weight loss. ,
Wgﬁkg:d;‘_*l‘n_preases in urea nitrogen, creatinine,
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findings in these animals included hepatocyte
degeneration/necrosis in the liver, and hemorrhage/
inflammation/necrosis in the heart. The causes of
mortality were determined to be uremia/acute kidney
failure and myocardial necrosis. In surviving animals,
clinical pathology changes included increases in
lymphocytes, monocytes, total bilirubin, gamma-glutamyl
transferase (GGT), aspartate aminotransferase (AST),
alanine aminotransferase (ALT), urea nitrogen, and
creatinine, and decreases in triglycerides. The organs of
toxicity of acalabrutinib in surviving animals included the
kidney, liver, lung, mesenteric lymph node, and pancreas.

In the 39-week study in dogs, acalabrutinib was
administered orally via gelatin capsules at doses of 0, 10,
or 30 mg/kg/day once daily for 39 weeks with a 4-week
recovery period. Toxicities were limited to changes in
clinical pathology consisting of reversible effects on red
blood cell parameters including decreases in red cell mass
and decreases in albumin. Acalabrutinib produced more
toxicity in the 3-month (91-day) dog study when
administered at doses of 0, 5, 10, or 30 mg/kg/day for 91-
days with a 28-day recovery period. At the highest dose of
30 mg/kg/day, one female had increases in clinical
chemistry parameters (ALT, alkaline phosphatase, urea
nitrogen, and creatinine) and clinical signs that lead to a 1-
week dosing interruption of acalabrutinib (Days 46-52) in
this animal. Dosing was resumed at 30 mg/kg/day and the
animal finished the study. Decreased body weight and
food consumption were observed in females at all doses
compared to vehicle controls. Hematology changes were
consistent with the findings in the 9-month study and
included decreases in red cell mass (erythrocytes,
hemoglobin, and hematocrit) with corresponding
increases in mean cell volume(MCV) and reticulocytes.
Organs of toxicity of acalabrutinib observed in the 91-day
study included the gut-associated lymphoid tissue (GALT),
kidney, liver, mandibular and mesenteric lymph nodes,
spleen, and thyroid/parathyroid.

A combination fertility and embryo-fetal development
study was conducted in rats with acalabrutinib
administered once daily at doses of 0, 30, 100, or 300
mg/kg/day starting 28 days prior to pairing through
mating and a postmating period (77-79 days total) in
males and at doses of 0, 30, 100, or 200 mg/kg/day
starting 14 days prior to pairing through Gestation Day

o Gl?) 47.in females. No effects on fertility or embryo-fetal

mgnt were observed at any dose level. Exposures




pharmacokinetic analysis from a pilot pre- and post-natal
development study in which acalabrutinib was
administered orally to pregnant female rats from GD 6
through delivery until lactation day (LD) 12 confirmed the
presence of acalabrutinib and its active metabaolite in fetal
rat plasma on GD 18 and in maternal milk and pup plasma
on LD 18.

In an embryo-fetal development study in female rabbits,
once daily administration of acalabrutinib at doses of 0,
50, 100, or 200 mg/kg/day on GD 6-18 resulted in
maternal toxicity at 100 and 200 mg/kg/day characterized
by decreased food consumption, body weight gain, and
body weight leading to mortality. Mortality was observed
in all the animals in the 200 mg/kg/day group; therefore,
developmental toxicity could not be assessed at this dose.
Fetal toxicity characterized by decreased fetal body
weights and delayed fetal skeletal ossification was
lobserved at the maternally toxic dose of 100 mg/kg/day.
Maternal exposures at the 100 mg/kg/day dose were
approximately 4 times the human clinical exposure based
on AUC at the recommended human dose.

Acalabrutinib was not mutagenic in the in vitro bacterial
reverse mutation test or clastogenic in the in vitro
chromosomal aberrations assay in peripheral human
lymphocytes or in the in vivo bone marrow micronucleus
assay in rats. No carcinogenicity studies have been
conducted or are required to support marketing of
acalabrutinib for the current indication.

The nonclinical pharmacology and toxicology data
supports the proposed clinical indication.

Applicant (Marketing
Authorization Holder)

b QQ&WLA\ 25" January 2021

(signature)

Sean Redmond

(full name)

{Procedure is supplemented with a new Annex 29 in accordance with Order of the Ministry of
Health No. 1528 as of June 27, 2019}




Ilepexnan 3 anrmiiicekoi MoBH Ha YKPaiHCBKY MOBY

—

Honarok 29

no Iopsanky npoBeseHHs ekcriepTH3u
peecTpauifHKX MaTepianiB Ha JikapchKi 3aco6H,
IO MOAAIOTHCS Ha JeprKaBHY PEECTPALLiio
(repepeecTpallilo), a TAKOXK eKCTepTH3H
Martepiajis Mpo BHECEHHS 3MiH 10 peecTpallifHux
Matepianis 1poTAroM Aii peectpauiiiHoro
noceigueHHs (MyHKT 4 posainy IV)

3BIT Npo DOKJIiHIYHI JOCTiIKEHHS

1. Haspa nikapcbkoro 3acoby (3a
HaABHOCTI — HOMEp peecTpalliiiHoro
MOCBIq4YEHHs ):

KAJIKBEHC (mi>kHapoHa HenaTeHTOBaHA Ha3Ba —
axanabpyTuHio)

1) Tun nikapcekoro 3aco6y, 3a kMM
NpoBOAMIACA a60 NNaHyeThCS peecTpallis

Jlikapchbkuii 3aci6 32 MOBHUM 10ChE (ABTOHOMHE JOCHE)
[HmuMi mikapebkuit 3aci6

Hoga nitoua pevosuna (JIP)

2) IpoBeeH| H0C/Ii IKeHHS

Tak

2. ®apMakooris:

1) nepBuHHa dapmakoaMHaMika

AxanabpyTuHi6 — e iHriGiTop THPO3HHKIHA3M
Bpyrona (TKB). TKb — ue curnansHa Moseky:ia
Laxis B-xmiTuHHOrO peuenropa (BCR), mo
PO3MI3HAE AHTUIeH, Ta PELIENTOPA LIMTOKIHIB, 110
eKCrpecyeTbes y B-kIiTHHAX, Mi€TOIIHUX KIITHHAX,
OMAacHCTHX KJIiTHHAX i TpoMGouuTax. Poms TKB y
Tepe/iadi CHrHamiB Yepes NoBepXHeBi peuentopy B-
KJTITHH IPU3BONTE 10 aKTHBALIT LIISXIB, Heo6XiTHMX
A7 B-KiTITHHHOT Mirpauii, xeMoTakcucy Ta ajresii.
[locriiina aktusauis muwsixy TKB 6epe yuacTs y
nposidepaiii Ta BHXKMBAHHI KITITHH [IPH Pi3HHX
30AKICHMX HOBOYTBOPEHHAX B-Ki1iTHH.

ByJio nokasawo, mo akanaGpyTHio 38°s3ye TKB B
KIiTHHAX JiMdomy in vitro, a Takoxk iHribye excnpeciio
CD69, symoerneHy peuenropamu B-knitu, B
MOHOHYKJIEAPHUX KJIITHHAX NepH(pepUdHOi KpoBi. n
Vivo akanabpyTHHIO IPOJEMOHCTPYBAB IPUIHIYeHHS
POCTY MyXJIMHK B MOZAENAX MaHTIHHOKTITHHHOT
Jimbomu, TUdY3HOT KPYHOKIITHHHOT B-KniTHHHOT
J1iMQOMH Ta XPOHIYHOTO JIMQOLIHTAPHOTO JIEHKO3Y.

2) BTopuHHA (papMakoaMHaMika

Hocnimxenns 840290, 840327,100032432 ta
100033052: Akanabpytuni6 Ta ACP-5862 ouinroBanu
Y paniofliraH[IHHX aHaTI3ax i3 3aCTOCYBaHHAM
PpisHOMaHiTHOrO Habopy 3 80 peuenTopis, iOHHHX
KaHa/liB Ta TpaHcropTepis. > 50 % iHribyBaHHs
creundivHOro 38’ A3yBaHHA 3 JIIraHAOM CMOCTEPIranocs
JIdle O aIeHO3MHOBUX peuenTopie A2A ta A3 ta
Heipokininy 2 (NK2). Bei 3Hauenns Ki 6ynu e Bin
CMOCTePEKYBAHUX MIKOBUX KITIHIYHUX KOHLEHTpaLlii
akanabpyTtuniby Ta ACP-5862, 110 BKa3ye Ha HU3bKHUI
inm*eHuiaﬂ izionoriuno 3navymKUX edekTi y
MauieHTiB, SKi OTPUMYBaIH TiKyBaHHS 3a
nependaueHo KIiHIMHOK CXEMOIO 103YBaHHS.




3) bapmakonoris Gesneku

[TapameTpH ONOPHUX KIIHIYHUX JOCIIKEHD
(apmakonorii Ge3neky BiANOBIAAIOTE raty3eBUM
CTaHJapTam.

LlentpansHa Hepeoea cuctema (LIHC)

Jocnimkenns 503222: V MmoaudikoBaHOMY TecCTi
IpBiHa, NpoBeIEHOMY BiAMOBIAHO A0 HAJIEKHOT
nabopatopHoi npaktuku (GLP), camuam 1wypis JiHii
Cnpar-Jloyai (8/rpyna) BBOAMIH OXHOPa30BY
nepopanbHy 103y akanabpyrunioy (30, 100 a6o

300 mr/xr), Hocis (0,4 %
riapokcunponiaMeruauenonosu 3 0,2 % Teiu 80 y
BOZIi) 200 XJIOPNIPOMa3HHY MO3MTHBHOIO KOHTPOJIIO
(20 mr/kr). HeraneHi KITiHIYHI 03HAKH 3
¢yHkuioHanbuumu ouinkamu [THC, B Tomy umcimi
CEHCOPHI, pyX0Bi Ta OBEAIHKOBI KiHLIEBI TOYKH i
peKTallbHy TEMIIEpaTypy, BUMipIOBaH Mepe.
BBEACHHAM 1034 Ta uepes 1, 2, 4, 6 Ta 24 roauHH micis
BBEJCHHS 1034, CMEPTHICTb NepeBipsiu ABidi Ha mo6y,
a Macy Tilla BUMipIOBAJTH Mepe]l BBEICHHAM [03H.
AxanabpyTHHIO He BIUTMBAB Ha HeipONOBEeaiHKOBY
(yHKUi0 ab0 peKTalIbHY TeMIIepaTypy Micis

OHOPA30BOI0 NNEpOPaIbHOTO BREAEHHS JIO3H 10
300 mr/kr.

HXaJibHa CHCTEMaA

Jocnimkenns 503221: ¥V pocnimkeHHi, MpoBeIeHOMY
BiAMoBiAHO 1o BUMoOr GLP, caMusaM urypis JiHii
Cnpar-Zloyni (10/rpyna) BBOAWIH OAHOPa30BY
nepopanbHy 103y akanadpyrunidy (30, 100 abo

300 mr/kr), vocis (0,4 %
rigpokcunponinmerniauentonosu 3 0,2 % Teiu 80 y
Bozi) abo GakodeHy MO3UTHBHOTO KOHTPOJIIO

(40 mr/kr),

[TapameTpH auxaHHA (MacTOTa AMXAHHA, THXATbHHIT
00°eM, XBUJIMHHHI 06’ €M, TTIKOBA MIBUAKICTb BAMXY Ta
MiKOBa LIBUIKICTh BUIMXY) OLIIHIOBAJIM 3 iIHTEPBAJIOM Y
30 XBUJIMH POTSAroM nepiuux 4 roguH micis BBeIEeHHS
NO3H 3 BHKOPHCTaHHAM IIeTH3MOorpadii koprycy Tina.
AxanabpyTHHIO He BIUIMBaB Ha pecripaTopHy QYHKLIO

mic/st OIHOPa30BOro MePOPaEHOrO BBEAEHHS 103 10
300 mr/kr.

CeplLieBO-CYIMHHA CHCTEMA

[lotenuian akanabpytuniOy no iHribyeaHHs reHa
lcrietiyHUX Kani€BUX KAHAIIB CepLs JIOAHHH
%(hERG), OLIIHIOBAJIM Y IBOX OKPEMMX JOCTIKEHHAX in
vitro, npoBefeHHUX BiamosiaHo no suMor GLP. B
onHoMY pochimkenHi (503219) akanabpyTunio B
koHueHTpauii 10 MM npoaemonctpyras 25,1 %
iHridyeanHs xsoctoBoro ctpymy hERG, BumipsaHoro B
kniThHax HEK-293, crabineHo Tpancdikosanux kJHK
hERG-1. ¥V npyromy nocnimxensi (794950) pruius
akanabpytuniby (1 ta 10 MxM) ta ACP-319 (inribitop
PI3K3; 1, 3, 10 Ta 30 MKM) K OKpeMO, TaK i B




KoMOiHauii, Ha XBocToBi ctpymu hERG BumipioBanu B
kiiTiHax CHO-K1, wo ekcnpecyrors kanain hERG.
AkanabpyTuHi6 OKpeMo NpUrHiuyBaB XBOCTOBHIA
crpym hERG na 8,2 % npu 1 MxM Ta Ha 24,9 % npu
10 MxM. V npucytHocTi akanabpytunidy (10 MxM)
ACP-319 inri0ysas xeoctoeuii ctpym hERG 3anesxHo
B11 KOHUeHTpauil 31 3Ha4eHHaM ICso 10,3 MxM uis
ACP-319. 3nauenns IC50 nns inribypanss crpymy
hERG nn1st akanaGpyTuHiOy He BU3HAa4Yanuch B
JKOAHOMY JIOCJIIKEHH.

Hocniwkenns 594019: V nocnimkenni cepueso-
CYAMHHOT CHCTEMH i1 Vivo, TPOBEISHOMY BilOBiIHO
no sumor GLP, cobakam nmopoau 6irite (4 camui) 3
pazioTeneMeTpHYHUMH NPUIAAaMH BBOIUIIH
OJIHOPa30Bi nepopaikHi 103K Hocis (0,4 %
riapokcunponinMeTunuemonosu 3 0,2 % Tein 80 y
BOzi) Ta akanabpyTuniGy (3, 10 Ta 30 Mr/kr)
BIANOBIAHO 10 NJaHy MiABHLIEHHA JO3H 3 IHTEPBAIOM
npubausHo 3—7 aHiB MK go3amu. BumipiosaHHs
CEepLEBO-CYIMHHOI (QYHKLIT, B TOMY YHC/Ii YaCTOTH
CEepLEBHX CKOPOYEHb, apTEePialbHOrO TUCKY
(cepeaHbOro, CUCTOMIYHOTO Ta JA1aCTOAIYHOr0),
mybcoBoro TueKy i EKI, Ha ocHOBI sAikuX Gymu
orpumani intepsanu EKI” (PR, QRS, RR, QT i QT,
CKOPHTOBAHHH Ha YaCTOTY CEPLEBHUX CKOPOUYEHB), a
TaKOX TeMNepaTypH Tija, NPOBOAWIH Ge3nepepeHo,
MOYHHAIOUM NMPUOIH3HO 3a | TOAMHY 10 BBEJEHHS
HOCis a60 akanabpyTuHiOy Ta 3aKkiHuyIOuM Yepes

24 ronuuu micns no3yBaHHS. AKanabpyTHHIO He MaB
TOKCHKOJIOT'YHO 3HA4YILLOTO BIUTHBY Ha CEPLEBO-
CynMHHY (QYHKILO Iic/is OQHOPAa30BOro NepopasbHOro
BBEJIEHHA 1034 10 30 MI/KT y 1IbOMY JIOCIiHKEHHi.

4) bapmakoauHamivHi B3aeMoil

3. ®apMakoKiHeTHKa:

1) aHaJTITHYHI METOJIMKH Ta 3BITH LIOJO iX
BaJTimarlii

Homepw Banigauiiinux 3pirie: 502782, 502793, 2219-
051,

2219-012,2219-033 12 2219-017. MeToa# BH3HAYEHHS
akanaOpyTuHiOy Oyau po3pobieHi B muiasmi kposi
MHLLI, Wypa, cobaku Ta KpOTHKa. 3paskd roTyBaiu
IIAXOM OcaUKeHHs Olika 3 KibKiCHUM aHaizoM 3a
NIOTMOMOrOl0 BUCOKOE(EKTHBHOI PiAHHHOI
xpomarorpadii y moeJHaHHI 3 TAHIEMHOIO Mac-
cniektpockornieto (BEPX-MC/MC).

2) BemokTyBaHHs

XT138100 — AxanabpyTHHIG MpoaeMOHCTPYBaB
BHCOKY MacHBHY MPOHHKHICTh Yepe3 MOHOLIAPOBY
cucteMy kiaitid MDCK, 1o Bka3ye Ha #oro 3maTHicTh
nobpe BCMOKTYBATHCSI 31 LUTyHKOBO-KHIIIKOBOTO

TPAKTY.

0112-0001 — ITicast ogHOPA30BOro MEPOPAILHOrO
BBEJIEHHS 5 MI/Kr camuusaM muiueit BALB/c
akanabpyTHHIO LWBKMAKO Ta AKTHBHO BCMOKTYEThCS
(Tmax — 0,08 rox Ta nepopaneHa 61010CTYIHICTE —
62 %).




2219-003 — V camui uxypis jinii Crpar-Zoyni, skum
BBOJMIIH NMEpOpaiibHy 103y 5 MI/Kr akanabpyTuHiOy,
cnoctepiranocs weHAaKe BCMOKTYBaHHA (Tmax —

0,25 rox) Ta nepopansHa GiogoctynHicTs Big 21 % a0
23 %.

2219-001 — V camuir cobax nmoposu 6irne micns
0THOPa30BO1 MepOpaIbHOI 1031 2,5 MI/KT
akanabpyTHHIO Takok WBHAKO BCMOKTYBABCA (Tmax —
0,5 roa) 3 nepopanbHoO GiogocTynHicTio Bix 53 % mo
58 %.

2219-004 — ITic/is 0IHOPA3OBOTO MEPOPATEHOTO
BBelieHHs (2,5 MI/Kr) SIBAHCBKUM MakKakaMm Tomax 17151
axkanabpytuni6y craHoeus Big 0,5 1o 2 roauH i3

nepopaibHUM 3HaueHHIM GiomocTyrnHocTi Bifg 6 % 10
10 %.

B winomMy, DokIiHiYHI faHi cBigYaTh Mpo Te, 110
akanabpyTHHIO IBHIKO | aKTHBHO BCMOKTYEThCS MPH
[mepopaibHOMY MPHHMaHHI, Lo, IMOBIPHO, 3yMOBJIEHO
CTYIMEHEM ME€PeICHCTEMHOr0 MeTabommi3My B MeviHL.

3) Posmomin

XS-0850 — Hait6inpi gouinsHUM criocobom

' BUMIpIOBaHHs 3B’ A3yBaHHs akanabpyTuHily 3
Ginkamu nna3Mu GyJ10 BUKOPHCTAHHS BUMIipIOBaHHs
["C]-akanabpyTuHiOy LIAXOM
yAbTpaUeHTPUYryBaHHs. 3a LIMX YMOB
akanabpyTHHiO B na3mi MaB NOMipHUH Ta BUCOKHMIA
CTYIiHB 3B’ I3yBaHHA B [J1a3Mi KPOBi 3i 3HaUeHHAMH
| He3B’s3aHMX ¢paxkuiii 0,246, 0,08, 0,316, 0,058 Ta
0,025 y nnasmi KpoBi MuLUeH, L1ypiB, cobak, MaBIl Ta
JIFOJIMHH BiAMOBiAHO. 3B’ A3yBaHHA 3 CHPOBATKOBUM
ane6yMIHOM JIFOIHHH TAKOX BUMIPIOBAJH 3i
3HaueHHAM He3B’sa3aHoi (paxuii 0,06. 38’ a3yBanHA 3
GilKaMH TIa3MHK KPOBI 10 CYTi He 3aJ1e)Kalio Bil
KOHLIEHTpaLil.

| 'V ToMy 3K IOCTiKeHHI OCHOBHMI MeTabosiT
axkanabpytunify (ACP-5862) nponemMoHCcTpyBaB
3Ha4YeHHs He3B s3aHuX ¢pakuii 0,014, 0,002, 0,057 i
0,014 B masMi KpoBi MuLLel, mypiB, cobak i
JIFOIMHH BiITIOBIIHO.

XS-0947 — AkanabpyTuHib po3noaiseTses Mo cyTi
piBHOMIPHO MDXK KJIITUHAMH KPOBi Ta IU1a3MO}0 i3

| cepelHiM CIiBBiIHOIIEHHAM KPOBi 10 1asmu 1,37,
0,87, 1,06, 0,83 Ta 0,79 y kpoBi MHLIeH, LIYypiB,
cobak, MaBII Ta JIFOJIHHH.

8338525 — V KifbKICHOMY JOCIHIIKEHHI
apropaziorpadil BCboro Tijla y camiis
nirmenTosanux wypis Jlonr-EBaHe nicis

| omHOKpaTHOro nepopaibHoro (100 mr/kr) BBeeHHA
['*C]-akanabpyTuniby paaioakTiBHicTs Oya
IIMPOKO PO3ToJineHa B TKaHHHaX. Halisuma
panioaKkTHBHICTb CIIOCTEpIranach Y TOBCTIH KHLILL,
neviHLli, yBeanbHOMY TpaKTi, KipkoBili pedoBuHi
HUPKH, M03a04HIH Ci3Hi# 321031, BHYTPILIHBOOYHIH




' 3 TKAHHWH, IPUYOMY 6araTo TKaHHH MajiH piBeHb

Cri3HiH 3271031, MO3KOBIi peYOBHHI HUPKH, HUpKax,
HA/IHUPKOBHX 3a5103aX, C/IiMiH KK Ta TOHKIH
KHLLILI,

PafioakTHRHICT, K MPABMIIO, LUBUAKO BUBOIUIIACS

HHJKUYE M1 KinbKicHoro BusHauents (BLQ) uepes
24 roauuu nicns BBeneHHs 103u. o 168 romun
nic/s BBEAEHHA 03U Bei TkKaHuHM Mad BLQ, 3a
BHHATKOM YBEAIBHOTO TPAKTY OKA.

4) Metabouniam

8338525, 8338256, 8340639, 8341070 — Ipodins
metabosisMy akanabpyTHHIGY OLiHIOBAIH Yy LIypiB,
cofak Ta JIFOAWHH MICI TIEPOPaTbHOrO BBEICHHSA
100 mr/kr, 30 mr/kr ta 100 Mr maTepiaiy, MiueHoro
['*C], Bianosiano. ¥ Beix BUAiB akanaGpyTHHIG
LKpOKO MeTaboi3yBaBcs, B Ma3Mi KpoBi Ta
BHLJIEHHAX OYyJ10 BUSBJIEHO MOHA/ 36 yHIKATBHHUX
MeTaboJTiTIB.

Mertaboni3m akanaGpyTuHiGy nporikae 3a

3 OCHOBHMMH LLIIIXaMHU: OKUCHIOBA/ILHA aTaKa Ha
NipoJliAMHOBE KiNbLIE, MiApoIi3 aminy Ta KoH forawis
[JIyTaTioHy.

OCHOBHHMH LHPKYTIOIOYHMH KOMITOHEHTAMH B
MJ1a3Mi KpOBi JIFOAWHH ITICIsE BBEASHHS
akanabpyTuHiOy Oynu He3MiHeHi akanabpyTuni6 Ta
ACP-5862 (M27), 10 yTBOPIOIOTECS B pe3yJ/IbTaTi
OKMCJIEHHs TPOIIAMHY, PO3KPHUTTS KiJbLd Ta
nepely10BH.

[HwMX 3Hauymmux MeTabosIiTiB y MIa3Mi TIOAMHN He
OyJ10. 3aranbHa KOHUEHTpaLlis LHpKy.oyoro ACP-
5862 B nnasmi kpoBi Oyna npubmusHo B 2,7 pasu
BHLIE, HK KOHLEHTpallis akanabpyTunioy, Ha
nigcrasi nopiBHaHHA AUC. micas eenenns 100 mr
akanabpyTuHily MHOAHHI.

XT134082, XT164096 — 3a nonmomororo KoMGiHawii
MIKPOCOMAaJIbHHX NOC/IIKEHDb EYIHKH JIOAHHH (+/-
cneundiyHi iHriditopu izodpopm CYP) ta
pexomOinanTHHX AocnimkeHs CYP Oyno nokasaHo,
o CYP3A4/5 e ocHoBaum P450, BignosigaipHum
3a MeTabosti3M sik akanabpytunily, Tak i ACP-5862.

5) Bupenenus

8338525 — Busenenns [*C]-akanabpyTuniby
BMBYAJIHM Ha CaMLAX i caMMIIIX Ly piB jiHil Cripar-
Hoyni nicns nepopaneHoro BeenexHs (100 mr/kr).
binpwicts no3u (88-91 %) 6yna Buminexa 3
(bekamisMH, MepeBaKHO NPOTArOM Mepinx 48 roaun
ricis BBeAeHHs. BuBeeHHs 3 ceuero Gy/10 HU3LKUM

(2,7-3,6 %). Yepes 96 romuH mic/isg 103yBaHHA B Tiji
p

isa,npuuascﬂ nuue 1 % no3m.

|
%833 8526 — ITicys mepopasbHoro (30 Mr/kr) BBeeHHS |
["C]-akanabpyTuni6y camuam i camuusam cobak 5
nopoau 6irne Ginbliua yactuHa Ao3u (69-72 %) Gyna
BUAIEHA 3 Pekaiamu, a 15 % — 3 ceuero.




ESN0330 — ¥ LYPIB 3 KaHIONbOBaHHUMH JKOBYHHMH
MPOTOKAMHU IicJ1sl BHYTPIlIHBOBEHHOTO BBeIeHHS 69 %
71034 BUBOAMIIOCS 3 x0But0. [Ticis nepopansHoro
BBeZIeHHs 39 % 11031 BUBOAMIOCA 3 XKOBUIO. ¥ cobak
19 % no3u BUBOAMIOCH 3 YKOBYIO MiC/Is MEPOPATBHOIO
BBEJCHHS.

6) ®apmakokineTHyHi B3aemonii (noainiuni) [pu kninivnil go3i 100 mr akanabpytuHiGy

PO3paxyHKOBi 3HaueHHs Cmax He3B’s3aHol hopmu
nikapcbkoro 3aco0y B maa3Mi Kpoeri s
akanabpyTuHiOy Ta ACP-5862 cranoeumu 0,036 Ta
0,012 mxM BignoeiaHo. Bei 3Hauenns ICso B npomy
PO3iNi CIi po3r/isaaTH B MOPIiBHAHHI 3 LIHMH
KOHIIEHTPALlisIMH.

XT135097. XT165071 — MocnimKyBaBcs MpaMuii
noreHuian inridyeanua CYP ans akanabpytunioy (sig
3 no 100 mxM) i3 3acTOoCyBaHHAM MaHesi
depmeHTaTHBHOT aKTUBHOCTI. AKanabpyTuHi6 He
semoHcTpyBas 3HauHoro edexty Ha CYP 1A2, 2B6,
2C19 ta 2D6 (ICso > 100 MxM) Ta BHABIAB MOMipHE
inribysanus CYP 2C8 (ICso 37 mxM), 2C9 (ICso

28 mxM) ta CYP3A4/5 (ICs0 57-69 MxM). Vi ICsp
st ACP-5862 6ynu > 20 mxM, 3a Bunatkom CYP2C8
ta CYP2C9, ne snauenns 1Cso Oynu Binnorinxo 6,7 ta
17 MxM. 3a pe3yneTaTaMu BBEICHHA aKanabpyTHHIOy y
no3i 100 mr cucremni /11 yepes npsime iHribyBaHHs
CYP manokimoipui. Onnak DDI uepe3 inriGyBanHs
CYP3A4/5 B cTiHL KUIIEYHHKY HE MOJKHA BHKITIOUATH.

B ananizax inri6ysanus CYP sanexxHo Bin dacy Gyno
BHABJICHO, L0 akanaOpyTHHIO € cabKuM iHribiTopom
CYP 2C8, 2C9 i 3A4/5, zanexxuuM Big yacy. Ha
mnigcrasi mogemopanua PBPK He ouikyetbes, 1o
akanabpyTHHIO MABHILYE CHCTEMHI KOHLEHTpALiT
cyoerparie CYP3A4/5, wio 3acrocoByeThes
0JHOYACHO.,

XT133111, XT163068 — IloTenuian inoykuii CYP
akaaadpyTHHIOOM IOC/iIKyBalH i3 BUKOPHCTAHHAM
renaToLMTIB ToAUHU. AkanabpyTunib (50 MxM)
cipuunHse He3HauHe 30inemenHs MPHK CYP1A2,
2B6 Ta CYP3A4 (o 3 pasie). ACP-5862 (50 MxM)
cnpuunHse noaidHe 36inemensa MPHK CYP3A4, ane
He eriyiiBaB Ha CYP1A2 a6o 2B6. Lli naHi 103BONIAIOTE
MPHITYCTHTH, 1O KIiHIYHO 3HAYYIIA iHOYKLis
neuinkoBux CYP ta mnyHkoeo-kuikosoro CYP3A4
MaJI0MMOBipHa IPH 3aCTOCYBaHHI akanabpyTHHIOY.

[Mpu kniniynid go3i 100 Mr akanabpyTusiOy
po3paxyHKoBi 3HaueHHA Cmax He3B’a3aHol hopmMu
JiKapcbKoro 3aco0y B 11a3Mi KpoBi A1
axanabpyTuniOy Ta ACP-5862 cranosunu 0,036 Ta
0,012 mxM BianoeigHo. Bei 3nauenns ICso B upomy
pO31isti CJiJ pO3rIsSAaTH B MOPIBHAHHI 3 LMMH
KOHLIEHTPAaLiIMH.

XT135097. XT165071 — JlocmimKyBases NpaMui
notenuian inridyrannsa CYP nns akanaGpyTusioy (Bix




3 no 100 MxM) i3 3acTocyBaHHAM NaHei
(bepmeHTaTHBHOI akTHBHOCTI. AKanaGpyTHHI6 He
IEMOHCTPYBaB 3HauHoro egekty Ha CYP 1A2, 2B6,
2C19 12 2D6 (ICs0 > 100 MxM) Ta BHABIISBE IOMipHe
inribyanas CYP 2C8 (ICso 37 MmxM), 2C9 (ICso

28 MxM) ta CYP3A4/S (ICso 57-69 mxM). Vei ICso
s ACP-5862 Gynu > 20 mxM, 3a Bunsatkom CYP2C8
ta CYP2C9, ne 3Hauenns ICso Oynu Bignosigno 6,7 Ta
17 MkM. 3a pesynbTaTamMu BBEIeHHS aKanabpyTuHiOy y
o3i 100 mr cucremni JIJI1 uepes npsime iHriGysaHHs
iCYP manoimosipri. Onnak DDI yepes inriGysanns
CYP3A4/5 B cTiHIi KMIIEYHHKY HE MOKHA BUKITIOYATH.

B ananizax inridysanns CYP 3anexHo Biz yacy 6yso
BUSIBJICHO, LIO aKanabpyTuHi6 e cnabkum iHriGiropom
CYP 2C8, 2C9 i 3A4/5, zanexHuM Bin yacy. Ha
nizctasi moaemoanHs PBPK He ouikyeTses, mo
aKkanabpyTHHIO MiABHIIYe CHCTEMHI KOHLIEHTpaL(ii
cyberparie CYP3A4/5, wo 3acTocoByeThCA
OJIHOYACHO.

XT133111, XT163068 — ITorenuian inaykuii CYP
aKanabpyTHHIOOM JOCITI/KYBAJIH i3 BHKOPHCTAHHSM
renaToLHTIB JIOAUHH. AKanabpyTuni6 (50 MxM)
cnpH4KHAB He3HauHe 30impwenHs MPHK CYP1AZ2,
2B6 Ta CYP3A4 (o 3 pasie). ACP-5862 (50 MkM)
cnipuunHAB noaibue 36inemwents MPHK CYP3A4, ane
He sriiBaB Ha CYP1AZ2 abo 2B6. Lli naHi 0103BONAIOTH
MPUIYCTHTH, IO KIIHIYHO 3HAYYLIA IHIYKIs
nedinkoBux CYP ta mmyrkoBo-kuinkosoro CYP3A4
MaJIOHMOBIpHa NPH 3aCTOCYBaHHI akanabpyTHHIOY.

BS001953-23 — Bupuagcs noTeHian akanabpytuHiby
ta ACP-5862 iHribyBaT ne4iHKOBY MiKpOCOMAITBHY
ypHAHHAMDOChAT-TIIOKOYpOHINTpaHedhepasy JOAHHH
1A1 (UGT1Al) ta isodpepmentan UGT2B7. Ins o6ox
i3odopm 3HauenHs [Cso 6ynu Ginsie 3 MkM. Omxke, 3a
KJIIHIYHHX yMOB akanabpyTHHIO He NOBHHEH
cnpuurHATH cHeteMunit DDI s unx asox isodpopm
UGT.

XT138100, XT168092, XS31144 — TloTeHtian
akanabpyTuni6y Ta ACP-5862 inriGysaru psa
TPaHCMOPTEPIB JiKapchKOTO 3ac00y MOCTIIKYBAIN Ha
BiAMNOBIAHMX MOMENAX KJIITHHHUX MiHiH (kiitiHu Caco-
2, MDCKII-BCRP a6o HEK293, wo ekcnipecyotsb
BIZMOBIAHI TPaHCTIOPTEPH).

Axanabpytuni6 inrioysas MDR1 (P-riikonpotein) ta
BCRP 3i 3nauennsamu ICso, 1o nopieHioBanu 18 ta

41 MM BinnoBigHo. 3HauenHs ang ACP-5862
ctaHOBHAH > 20 Ta 6 MKM BianoBinHo. AkanaGpyTuHio
iHribyBaB TpaHCIOPTEPH MEUiHKOBOIO 3aXOILIEHHS 3i
3HaueHHAMH [Csp > 20 mxM sk mns OATPIBI, tak i
st OATP1B3, Toai sik s ACP-5862 3HayeHHs
cTaHOBW/IH BianoeigHo 10 MkM ta > 20 MxM.




AkanabpyTuHi6 OyB c1abkuM iHriGITOPOM HHPKOBHX
TPaHCIOPTePiB JiKapehKoro 3acoby 3i sHaueHHamu [Csg
> 20, > 20, 59 % inribyeanns npu 20 MkM, > 3 ta

>3 MM s OAT1, OAT3, OCT2, MATEI Ta
MATEZ2K sinnosinHo. ACP-5862 inriGysas Ti cami
TpaHcnoprepu 3i sHauennamu 1Cso 12, > 20, > 20, 0,2
Ta > 3 MKM BiImMoBigHO.

3arayioM, HMOBipHicTb TOrO, IO 100 Mr
akanadbpyTuHiOy npusseze 10 DDI Tpancnioprepa y
JO/IeH, € HU3BKOIO, 33 MOTEeHLIAHUMH BHHATKAMH
BCRP B kumeunuky ta Hupkoeoro MATEI,
obymoBneHHxX iHribysannsm ACP-5862.

7) I apMakoKiHETHYHI JOCIIiIKEHHS

H/3

4. TokcHUKOJIOTIS:

[TapamMeTpH ONMOPHHX KJAIHIYHMX JOC/IPKEHb TOKCHKOIOTT BiANOBIAAOTh rajy3eBHM CTaHIAPTaM.

1) ToKCHYHICTB Y pasi 0AHOPa30BOro
BBECACHHA

JlocnimKeHHA TOKCHYHOCTI Y pa3i 0HOPa30BOro
MepopaibHOro BBEACHHS He MPOBOAUITHCA.

2) TOKCHYHICTb Y pa3i NOBTOPHHX BBEAEHB

Hazpa/HoMep JocaikeHHs: 28-1eHHe H0CiOKEHHS
TOKCHYHOCTI Jtikapcekoro 3acoby ACP-196 v camitie ta
camuLb wypis nidii Cnpar-Jloyni npy nepopajisHOMY
Yepe330HI0BOMY BBEIEHHI 3 NOAANBLINM 4-THKHEBUM
BiJHOBJIIOBAILHUM nepiogom/502513

AxanabpyTuHi6 BBoauM wypam nixii Cnpar-Jloyni
riepopajibHO yepes 30HA B ao3ax 30, 100 abo

300 mr/kr/no0y oauH pa3 Ha A00Y NPOTATOM HE MEHLle
28 nuiB. CMepTHICTB criocTepirayiacs y 3 caMiie Ta

3 camuup npu 103i 300 mr/kr/noby, i Ui HezannaHoBaHi
cMepTi Oysiu NoB’si3aHi 3 HEKPO30OM MediHKH, Miokapaa
i HUpOK. Y caMLiB TaKOX CHMOCTEpiranocs 3anajieHHs
MiAITYHKOBOT 3a1034. OpraHaMH-MilUeHIMH TS
TOKCHYHOT i1 y U1ypiB, 110 BUXKUIIH, OYIIK MediHka,
HHUPKH, MiJLUUTYHKOBA 3aJ103a | HaJIHUPKOBI 3aJ103H.
Hebaxxani ABuLIa y LLYypiB, AKI OTPHMYBaJIH

100 mr/kr/no0y, BKIKOYAIM KIiHIYHI 03HAKH
(3ropOrena mocraBa, CTHHOBHUIINICHHA, MiTOEPEKLs Ta
XpoMoJakpiopes), 3MiHH FeMaTOJIOTYHHUX MTOKA3HHKIB
(T perukysiouuTie, T Heltpodinis Ta | B-kniTuH), Bary
opraHiB (| THMycC, | cene3iHKa Ta HAAHUPKOBI 3aJ103H),
a TAKOK MIKpPOCKOIIYHI 3MiHH Y IIJUUTYHKOBIH 321031
Ta HUPKax.

Binnosignicts BuMoraMm GLP: Tak

Hasea/nomep nocnipkenns: ACP-196: 91-nenue
\OCHIDKEHHS TOKCHYHOCTI Y LIYPIB IPH NePOPaIbLHOMY
BBEICHHI 3 28-I€HHHM BiJIHOBJIFOBAJIEHUM
nepionom/2219-029

AxanabpyTHHIO BBOIHIH tiypaM niHil Cripar-Jloyni
nepopaiibHO 4epe3 30H7 B no3ax 10, 30 abo

100 mr/kr/no6y omuH pa3 Ha nody mpoTarom 91 aHs.

Y uboMy DociiuKeHH] He crnocTepiranochk CMEpPTHOCTI,
MOB’A3aHOI 3 akanabpyTUHIOOM, 8 TOKCHUHICTb B




OCHOBHOMY 00Me3KyBa1ach MAKPOCKOMIYHHMH Ta
MiKPOCKOIIYHHMH 3MiHAMH B IiALUTYHKOBIH 3a5103i,
10 CIIOCTEpIiraaics MpH BCIX 103yBaHHAX. 3MiHU
BKJIFOYAJTH KPOBOBHITHB/TIIrMEHT/3anasneH s/ hpibpos
OCTPIBLIB MaJIOT MiALUTYHKOBOT 3871034 Ta
MiArocTpe/XpoHiuHe 3arajieHHs eK30KPHHHOT YaCTHHH
iAWy HKOBOT 381031, [licis 28-aeHHoro nepiony
BiIHOBJICHHS MaKPOCKOIi4Hi 3MiHH Ta
NiArocTpe/XpoHiuHe 3anayeHHs Oyl yCyHeHi; ofHaK
4acTOTa KpOBOTeUl/IlirMeHTy/3ananeHHs/hioposy
ocTpiBLIB OyJia aHANOriYHa YacTOTi, 10
criocTepiranacs MpH ayTorncii B OCHOBHOMY
JIOCTTIPKEHHI, 3 IO MEHIIUM CTYIEHEM TAXKKOCTI.

BignosigHicTs BuMoram GLP: Tak

Hassa/Homep nocnimkenns: ACP-196: 26-TuxxHeBe
OCIiJKEHH TOKCHYHOCTI Y LIYPiB MPH [IEPOPaIbHOMY

BBEJICHHI 3 4-TH)KHEBHUM BiJJHOBJIIOBATLHUM MEPiomoM /
2219-084

KirouoBi pe3yabTaTi JOCIiKEHHS

|
CMepTHICTE crocTepirajiach Mpy N03yBaHHi

300 mr/kr/mo6y mpoTAroM Nepiuux 2 THKHIB
NiKyBaHHs, a HalBHILA 1034 GyJia 3MeHIlIeHa 10

200 mr/kr/no6y. JlonaTkoBa CMEPTHICTh
criocTepiranacs y TBapuH, sIKi OTPHMYBATH

300/200 mr/kr/noby micist 3MEHLUEHHS JO3H,
[TpuurHaMu cMepTHOCTI Oy/IH ypeMis/TocTpa HUpKOBa
HEZIOCTATHICTb Ta HeKpo3 Miokapaa. OpraHu
%“TOKCH‘[HOI‘O BILIMBY aKkanaOpyTuHiIOy y TBapHH, 110
[BIDKHITH, BKITIOYAITH HUPKH, NEYiHKY, JIereHi,
Me3eHTepiasbHi JiM(paTU4HI By3/1M Ta NiALITYHKOBY
3a503y.

Binnosiguicts sumoram GLP: Tak

MeToau:

Jloza Ta yactora gosysauns: 0, 20, 100 ato
300/200* mr/kr/noGy oguH pas Ha 100y MpoOTAroM
26 THXKHIB; 4-THKHEBHH BiTHOBTIOBATBHHIA TIepio.

* Teapunam y rpyni 300 mr/kr/no6y HanaBamu 4-neHHy
repepBy B 3aCTOCYBaHHI JIiKapCchbKOro 3acoly,
nouyrHaroud 3 10-ro aHs (caMHLli OCHOBHOIO
NOCJIIJUKEHHS Ta BCl TBAPHHHM JOCITIIKEHHS
TOKCHKOKiHeTHKH) ab0 11-ro aHs (camLi 0CHOBHOTO
JOCITIUKEHHS ), OTIM 03y 3HHXYBaJH 10

200 mr/kr/noby, nourHarouu 3 14 abo 15 qus
BiZMOBiAHO.

Llnsx BBeneHHs: Yepes LUTyHKOBUI 30H]

Bup/nopona; Lypu/Wistar Han




KinskicTb/cTate/rpyna: OCHOBHE TOCITiIKEHHS:
16/cTaTe/rpyna

Binnoenenus: 6/crats/rpymna

Bik: ~ 5,5 TIKHIB 3 MOMEHTY OTpHMaHHS

CarteniThi rpynu/yHikansHuii qusaiin:
ToxcukokineTnka: 6/crats s rpynu 0 mr/kr/noby Ta
14/ctats/noby ama 20, 100 Ta 300/200 Mr/kr/noby
'pymu

Teapunu, sxi Oynu 3Haiineni MepreuMu a60 AKUX
YMEPTBUIH Y MePMiHAIbHOMY CIAHT TIPOTATOM
nepukx 17 nqHiB nocnimkeHHs, Oynu 3aMiHeHi.
Binnosigxo 10 posniny «Metoxu» Bekoro 9 mypis
OynM BUKOPHCTaHI B IKOCTi TBAPHH-3aMiHHHUKIB, &
BIZIMOBI/IHO /10 po37iNy «Pe3y/bTaTh OUiHKM MOpaJTi»
Oy 3aMiHeHi B LiTOMy 7 TBapHH, B TOMY YHCTi

1 camenp 10 MoYaTKy BBE/IEHHS 103 Ta 6 CAMHLp Y
rpymni 300 mr/kr/noby (5 B ocHOBHOMY J0CimikeHH Ta
1 B mocmipkeHHI TOKCUKOKIHETHKHM).

Hazra/Homep nocnimkenHs: 28-n1eHHe NOCTimKEHHS
TOKCHYHOCTI Jikapcebkoro 3acoby ACP-196 v camuie Ta

icamu1b coak nopoau Girae NpU NepopaLHOMY
Uepe330HA0BOMY BBEJEHHI 3 NOAANBIINM 4-THIKHEBHM

BiJHOBJIIOBANBEHHM mepionom/502515

AkanabpyTuHi6 BBOIHIN cobakam nopoau 6ire
nepopasbHO Yepes 30H1 B fo3ax 3, 10 abo

30 mr/kr/no0y onuH pa3s Ha 106y IPOTAroM He MEHIie
28 nuis. 'emaTosoriuxi 3MiHM BKJIIOYAIH 3HIKEHHS
KUTBKOCTI B-KJIiTHH y camuiB y Beix mosax (21-44 %) ta
y caMuLb y 1031 30 Mr/kr/no6y (17-20 %) y nopieHsHHi
3 KOHTPOJIbHUMH TPyNaMH.

Bara 6aratbox oprasiB Gyna 3HHKeHa Npu 103i

30 mr/kr/no0y B NOPIBHAHHI 3 KOHTPONTBHHUMH
rpynamu, B TOMy 4ucii cenesink (| 13 %), Tumycy

(1 23 %), npoctaru (| 30 %), npupatkis feuxa

({ 14 %), seukis (] 12 %) Ta seunukis (| 16 %).
MIKpOCKOMIYHI 3MiHH BKJTIOYAIM BUCHAXKEHHS
NiM(oTHOT TKAHHHH Y CeNesiHLi Ta 3acTilini
ABHLLA/€PUTPO(ArOLHTO3 Y ME3eHTEpPiaTbHOMY
JiM(paTHUHOMY BY31i, 11O BiAMOBiAaN0O
MaKpPOCKOTIUHiH 3MiHH KOTBOPY Ha TEMHO-YEPBOHHH,
siKa CIIoCTepiranacs Npu BCiX 103yBaHHAX
axkanabpytuniby. ¥ cobak, ski oTpuMyBaIu
axkanabpyTuHib, cnocrepiranocs 36UIbLUIEHHS BUMAIKIB
3MiH B HUPKaX, B TOMY 4Hci 6a300isis kaHanbLiB,
MiHepaTi3aLis COCOUKIB Ta 3MIHHM B TiaTiHOBHX
iuunianax.

|

;Bil[I]OBi,ELHiCTB Bumoram GLP: Tak

Hasea/Homep pocaimkerHs: ACP-196: 39-Tikuese
OCJIIDKEHHS TOKCHYHOCTI vV cobak IPH BBEJICHHI




[IepOpPATBHUX KancyJ 3 4-THXKHEBUM BiIHOBIIOBAILHHUM
nepiogom / 2219-098

AxanabpyTuni® BBOAMIN cobakaM MopoaH Girne
nepopanbHo y GOpMi JKeNaTHHOBUX Karcy B 1o3ax 10
a60 30 mr/kr/nofy oauH pa3 Ha 100y NpoOTAroM He
menme 39 TiwkHie, TokcuyHa nis obmexysanacs
3MiHAMH KJIiHIYHOI HaTOJOrT, MoYHHAIOUHM 3 4-ro a6o
13-ro THKHS, i ciocTepiranacs NPOTAroM YCLOTo
nepiomy f103yBaHHs. ['eMaToNOriYHi 3MiHK BKIFOYANTH
00OPOTHHMH BITHB HA MapaMeTpH ePUTPOLIMTIB, B TOMY
uurcIi 301/bLIeHHs cepeaHboro 06’ eMy KiTHH (MCV; 1
no 10 %) i cepeansoro BmicTy remorno6idy B
eputpounTax (MCH; 1 no 6 %) Ta 3MeHLIeHHs
CepeaHboi KOHLEHTpaLil KIITHHHOrO reMoriobiHy B
eputpounrax (MCHC; | no 5 %) i wuupunu posnoainy
epHUTpPOLMTIB 3a 06’emom (RDW,

} 1o 10 %) sk y camuiB, Tak i y caMHLb NPy 103yBaHHi
30 mr/kr/no0y nopiBHAHO 3 KOHTPOJIBLHHMH TPYIIAMH.
OKpiM TOro, 3HWKEHHS MacH KJIITHH YePBOHOT KPOBi
(epuTpouuTiB, reMorno6iHy abo reMaToKpuTy; | 10

14 %) cnocTepiranocs y caMHLb P D03YBaHHi

30 mr/kr/noy B NOpiBHSAHHI 3 KOHTPOJILHUMU
rpynaMu. 3MiHH B KIiHIYHIM XiMiT BKITFOUamH
SHHKEHHS aNbOyMiHY Y CaMHIIb TIPH JI03yBaHHI

30 mr/kr/no6y Ta B ofHi€l camMuLli MpH 103yBaHHI

10 mr/kr/noby.

Bignosigaicts Bumoram GLP: Tak

Haszea/Homep pociimkenns: ACP-196: 91-neHHe
IOCJIDKEHHS TOKCHYHOCTI v cobak mpH BBEICHHI

nepopanbHUX Kancyna 3 28-1eHHHM BiIHOBIIOBAILHUM
nepiogom/2219-030

KJ11040B1 pe3ynpTaTH AOCIiUKEHHS

[Tpu HakiBuiii nosi 30 mr/kr/noby B oaxiel camumi
criocrepiranocs 30iNbIIeHHS TIOKA3HUKIB KIIiHIYHOT
ximii (AJIT, mysxHa docdarasa, a30T ce4oBHHH Ta
KpeaTHHIH) Ta KJIIHIYHHX O3HAaK, L0 NPH3BEJIO A0
repepyBaHHs BBEJEHHS akanaOpyTHHIOY Ha 1 THXKIEHb
(nHi 46-52) y uiel TRapuHH. Beenenns Gyno ‘
BiaHOBJIEHO Y n03i 30 Mr/kr/noby, i TBapHHa 3aKiHuKIa
NOCTIDKSHHS.

Opranu TOKCHYHOrO BIUIUBY aKanabpyTHHIOy
BKJIIOYATH NiM(OTIHY TKaHHHY, NOB’ A3aHy 3i
CJIM30B010 00010HKOIO KuleyHuka (GALT), HHpKH,
NeviHKy, MiIenenHi Ta Me3eHTepiaibHi JiMbaTnuni
BY3JIH, CEJIE31HKY Ta LIMTOBHIAHY/MAPaIHTONONIGHY
3a103y.

Binnosignicte BuMoram GLP: Taxk

Metoau:

Jlo3a Ta yactota no3yeanHs: 0, 5, 10 abo 30 mr/kr/noby
OJIMH pa3 Ha 100y npotsirom 91 nHs; 28-neHHui




Bi/HOB/IOBaNbHHIA Niepion. Yepes BeTepuHapHi
CIOCTEPEKEHHs O/IHiH caMmLli B rpymi 3 J03yBaHHAM
30 mr/kr/nody (Teapuna Ne 149) He BBOmMIM 103y
NpOTAroM 1 THskHS y aHi 46-52.

Inax seenexns: [lepopalibHi Kancynu
Bun/nopona: Cobaka/Girne
KinekicTe/cTaTs/rpyna: OCHOBHE HOCIHKEHHS:
S/crate/rpyna

Binnoenenns: 3/crare/rpyna

Bik: 5-6 MicsLiB 3 MOMEHTY OTpPHMaHHA

CareniTHi rpynu/yHikaneHui qusaiin: Hemae

3) reHOTOKCHYHICTb:
in vitro

AHasi3 3BOPOTHOT MyTallii in vitro B GakTepianbHIX
kiitHax (Eiimc) Hazsa/Homep nocnimkenns: Ominka
MmyTareHHol aktuBHOcTi ACP-196 B ananisi 3s0poTHOi
wmyTauii Salmonella Typhimurium ta 3BOpOTHiii
MmyTtauii Escherichia Coli/503223:

Ki1rouoBi pe3yJbTaTH JOCIPKEHHS:

AxanabpyTHHIO He 30iNbIUIYBATH KiJIbKICTH
PEBEPTAaHTHUX KOJIOHIH B JOCTIIKYBaHHX [ITAMax
TA100, TA1535, TA 1537 Ta WP2 uvrA 3
MeTabosiuHoo akTHBauieto abo 6e3 Hei. Tect-ninia
TA98 30ineuryBana KibKiCTh peBEPTAHTHHX KOMOHIH
BHLIE iana30Hy iCTOPUYHHX KOHTPONBHHX JaHHX fK 3
MeTabOJTIUYHOK aKTHBAIIIEID, TaK 1 6e3 Hel B JBROX
OKPEMHX €KCIIEpUMEeHTAaX, aje 301IbIIeHHs 010 MeHIl
HIK B 2 pa3u B MOPIBHAHHI 3 OJHOYACHUM KOHTPOJIEM.,

AxanabpyTHHIO BUABHBCS HETATHBHHM LIO/I0
MYTareHHOCTI B aHaJli3i 3BOPOTHBOT MyTalLlii.

Binnosiguicte BuMmoram GLP: Tak

TecT-cucTeMa:

LlItamu Salmonella typhimurium TA98, TA100,
TAI1535 1 TA1537; tecr-ninis Escherichia coli WP2
uvrA; BUNpoOyBaHHs NMPH KOHLIEHTPALIIfAX [0

5000 mkr/mnactuHy; akrueauis +/-S9.

PezynbraTh:

Tect-ninia TA98, ingykoBana akanabpyTHHIGOM,
301Mb1IKIA KITBKICTh PeBEPTAHTHHX KOJIOHIH
TIOPIBHAHO 3 KOHTPOJIEM PO3YHHHHMKA MPH PiBHAX 103
3330 ta 5000 mkr/mnactuny 6e3 aktusaii S9 (10

1,9 pasiB) Ta npu 3330 MKr/mnacTuHy 3 akTHBaIiero S9
(no 1,8 pazie). Lli 30inbeHHs O0yJIH HIXKYMMU Big
KPHTEPIIO MO3UTHBHOTO pe3ynbTaty ans mramy TA98
y3 pasH MOpiBHAHO 3 OAHOYACHHM KOHTpOJIEM,
BHUKOPDHCTOBYBAHHM Y LIBOMY JOCIHiIxKeHHi. s
nepeBipKkU LMX pe3y/IbTariB OyB NpoBeNeHui

|




NI0JATKOBHH €KCIIEPUMEHT i3 KOHLIEHTPALIEI0 10

5000 mkr/mnactuny 3i wuramom TA98, i y npyromy
eKCNEPUMEHTI CrocTepirauck NoAioHi pe3ynbTaT
npu 1000(muwe 6e3 S9) ta 3330 mkr/mnactury. Xoua
30iMbIIEHHA KiTbKOCTI peBEPTAHTHHX KOJIOHIH 6yIo
BHILIE liana3oHy iCTOPHYHUX KOHTPOJIBHHX JaHHX B
ABOX OKpEMHX CKCIIEPUMEHTAaXx, Ta OCKiJ]bKPI BOHH
Oynn MeHLIe 3-KpaTHOro 301/IbLIEHHS Y MOPIBHAHHI 3
0JTHOYACHWM KOHTpPOJIEM, BOHH Oynu BU3HaHI
010JI0riyHO HECYTTEBUMH.

Haspa/HoMmep mocnimkennsa: Ouinka 3natHocTi ACP-
196 innykyeaTH XpoMocomHi abepaliii B
KYJBTHBOBaHHX JiMbouuTax nepudepuyHol KpoBi
JIFOJIMHU (3 MOBTOPHUM eKcriepuMenToM) / 503225

K1ro4yoBi pe3yibTaTy JJOCHLDKEHH:

AKanaOpyTHHIO He BUKIMKAB XpPOMOCOMHHX abepallii
B sliMounTax nepudepuyHOl KPOBi JIIOAUHMU 3
meTabosiuHOI aKkTHBallieto abo 6e3 Hei; Tomy
lakanaOpyTHHIO BUSBHMBCA HETATHUBHHUM 1IOA0
KJIaCTOreHHOCTI B aHaJTi3i XpOMOCOMHHX abepalliii in
vitro.

Binnosiguicts BuMoraMm GLP: Tak
Tecr-crucrema:

JlimormTtu nepudepuUHOT KPOBi JIFOAWHK;, aKTHBALIIA
+/-89; 3, 24 abo 48-roAMHHA EKCTIO3HUILIs
akanabpyTuHiOy 6e3 aktuBauii S9 Ta 3 roauH 3
akTuBauiero S9; yac dikcauil — 24-48 rogun; ons
LIMTOr€HETHUHHX aHaTi31B KOHLEHTpALid 10

400 mxr/ma gns 3-roouaHol ekeno3uiii, 100 Mxr/min
w1 24-roguuuol excriosuuii ta 150 mxr/min s 48-
rOAMHHOT €KCIO3HILI.

In vivo (BKJIFOUaIOYM JIOIaTKOBY OLIHKY 3
TOKCHMKOKIHETHKH )

Hazpa/HoMep gociimkenHs: MikposaepHHi agaiis in
vivo Ha urypax/ AD92XN.125M012ICH.BTL

KiitouoBi pe3yieTaTy JOCTIIKEHHS:

AxanabpyTHHi6 He BUKIMKaB 301bLIEHHS YkC/Ia
MIKpPOSIEPHUX MOJIXPOMAaTHYHHUX €PUTPOLIUTIB; TAKHUM
YHHOM, aKanabpyTHHIO BUABUBCA HEFATHBHUM IOJIO
MIKpOsiZlepHOI iHAYKLT Ta KIaCTOreHHOCTI in Vivo.

Bignoeiguicts Bumoram GLP: Tak

TecT-cucrema:

[lypwu ninii Cnipar-J{oyni; camili Ta caMHLi B aHai3i 3
BHOOpY Jiana3zoHy 103, JHIIE CaMLi B 0CTATOYHOMY
aHasisi; ogHopaszosa nepopaisha go3a 0, 500, 1000 abo
2000 mr/kr akanabpyTuniOy; 36ip KICTKOBOro MO3KY
uepes 24 roaunu (yci fo3u) abo 48 roauH (Jikiie 1034
0 ta 2000 mr/kr).




4) KaHUEPOTreHHICTh:

JlocnipKeHHs KaHLePOreHHOCTI He TIPOBOIMINCS i
BBAKAIOTLCA HEOOOB’ A3KOBUMM AT LIET MOMYJIALIT
NaLieHTiB.

JIOBFOCTPOKOBI JOCITiIPKEHHS

H/3

KOPOTKOCTPOKORBI JIOCIiJUKEHHS
ab0 JOCTIKEHHA CepeIHBOT TPHBAIOCTI

H/3

OJATKOBI JOCHiPKEHHS

5) PenpoaykTHBHA TOKCHYHICTE Ta

TOKCHYHHUH BIIUB Ha PO3BHTOK NMOTOMCTBA.

BILUTMB Ha (PePTHIILHICTB 1 paHHIH
eMOpioHaTBHHI PO3BHTOK

Haszea/nomep nocnimkenas: ACP-196: KomGinosade
JOCJTiDKEHHS QepPTHIBHOCTI Ta
eMOpPiodheTOTOKCHYHOCTI Y IIYPIB 3 OLIIHKOK
TOKCUKOKiHeTHKH / 2219-088

Knro4yoBi pe3ynsTaTi OOCTigKEeHHS

AxanabpyTHHIO CIIPHYHHSIB CMEPTHICTB, OB’ sI3aHy 3
He(POTOKCHYHICTIO, Y CaMLiB MPH A03yBaHHI

300 mr/kr/noby. ’KoxHoro BIUIMBY Ha (GepPTHIBHICTD
abo emGpiogeranbHuii PO3BUTOK HE CriocTepiraiocs
npu Oyab-AKOMY piBHi 103H; TOMY Yy LLypiB
MaKCHMalbHa 103a JIikapchKoro 3acofy, 1o He
CIpUYMHAE BUAUMHX HeraTuBHUX edekTiB (NOAEL)
;zum ¢deprunsHocTi camuiB cranoruna 300 mr/kr/noby,
a NOAEL nns ¢pepTUnsHOCTI caMullb Ta
embpioderorokcuyHocTi ctanoBuna 200 mr/kr/noby.
Excrnosuuis y unx posax Oyia npubauzHo y 18 pasis ta
16 paziB Oinblie, HiXK KITiHIYHA €KCTIO3HULLIA 11
moauHH Ha ocHOBI AUC y pexoMeHIOBaHiH 1031 ans
JIFOTHHH.

Bignosiguicte BuMoram GLP:; Tak

Metonu

Jlo3a Ta yacToTa A03yBaHHS:

Camui: 0, 30, 100 aGo 300 mr/kr/noby; no3yBaHHs
'OIUH pa3 Ha 100y, MouHHaouH 3 28 oHiB 10
iCﬂﬁpiOBaHHH, BEChb Mepioj] CraproBaHHA Ta Mic/sa
crniaproBaHHs (3aranom 77-79 nHis).

Camuui: 0, 30, 100 a6o 200 mr/kr/moby
Jlo3yBaHHs 0UH pa3 Ha o0y, nounHawouu 3 14 nHiB
710 CraproBaHHs Ta 3aKkiH4ytouH 17 JHeM BariTHocTi

(IB)

[Inax BBeneHHs: Uepes LUTyHKOBUH 30H1
Bun/nopoga: Llypu/Crl:CD(SD)
KinbkicTe/cTaTe/rpyna: 25/crars/rpyna

CareniTHi rpynu: TOKCHKOKIHETHKA:

9 camiliB, 110 oTpuMyBaid 103y 300 mr/kr/nody,
no4nHaio4H 3a 28 AHIB 10 craproBaHHA Ta 3aKiHUYIOUYH
28 nHeM; 3 camuili, 110 oTpHMYBaTH 103y 0 Mr/kr/moby
ra 9 caMullb Ha rpyIy, 1O OTpHMYBAIH 103y 30, 200




ta 300 mr/kr/noby 3 6 1B no 17 IB; camuui 6yiu
nigibpaHi 3a YacoM crapioBaHHs.

JuzaiiH 1oCiIKeHHS:

CaMuLb criaproBaii 3 CaMLAMH OQHAKOBOI'O PiBHS
[03yBaHHs 10 OTPUMaHH J0Ka3iB CriaplOBaHH!;
MaKkCHMAaILHHH mepion cnapioBanus — 21 nenp

(14 nHiB 3 nepiuMM camieM Ta 7 JHIB 3 APYTUM
NIPOXYKTUBHMM CaMLIEM); IeHb, KOJIM CIIocTepiranocs
MO3UTHBHE CBiTYEHHS CIAPIOBAHHS, PO3TIISAaBCS AK
JIB 0; ayToncito/kecapiB po3THH y CaMHLIb TPOBE/IEHO
Ha 1B 20.

Hazga/nomep pocaimxenusa: ACP-196: JocnimkeHus
BILUTHMBY HA eMOpiodeTaIbHU PO3BUTOK YV KPOJIHKIB 3
OLIIHKOIO TOKCHKOKIHETHKH / 2219-075

K1rouoRi pe3yiabTaTH JOCTiKEHHS

AxanadpytuHid B 103i 100 Ta 200 mr/kr/noby
BUK/IMKAB MaTEPUHCBKY TOKCHYHICTB, L0
XapaKTepu3yBaiacs 3HWKEHHIM CIOXKHBAHHA Ki,
301/IbLIEHHAM MACH TiJIa Ta MAcoI0 Tijia, 1o
NpU3BoAMIIa 10 cMepTHOCT. CMepTHICT
crioctepiranach y Beix TBapuH y rpyni 200 mr/kr/moby;
OT/KE€, TOKCHYHHUH BIUIMB Ha PO3BUTOK MOTOMCTBA HE
Moske OyTH OLlIHEHHH TpH Wi 1031,

TokcHuHICTb /151 1013, 110 XapaKTepu3ysaiacs
SHIJKEHHAM MacH Tijla IJ10/1a Ta 3aTPUMKOIO
OKOCTEHIHHA CKeJeTa IU10/1a, CIIocTepiraaacs npu
TOKCHYHIH Ans Marepi no3i 100 Mr/kr/mo0y.
MarepuHcbka ekcriozuuis y 1o3i 100 mr/kr/noby Oys
npuOIu3HO y 4 pa3u Oinblie, HXK KIiHIYHA €KCIIO3HLIA
\ana nroauHU Ha ocHoBi AUC y pekoMeH10BaHikH 1031
A5 TFOIMHH.

V kponukie no3a NOAEL nns matepuHCEKOT
TOKCHYHOCTI T4 TOKCHYHOrO BIUIMBY HAa PO3BHTOK
notoMcTBa craHoBuia 50 Mr/kr/moby.

Bignosiguicte Bumoram GLP: Tak

Meroau
Jlo3a Ta 4acTOTa HO3yBaHH:

0, 50, 100 abo 200 mr/kr/noly; oauH pa3 Ha JEHb,
JIB 6-18.

[[Insx BeeneHHsA: Yepes WITyHKOBUH 30HL
Bun/nopona:

Kponvk/HoBosenanacekuii 6immit Hra:(NZW)SPF
KinbkicTe/cTaTe/rpyna: 23 camuui/rpyna

CareniTni rpynu: TokcukokiHeTuka: 4 camuui/rpyna
JIns3aiin qoctiuKeHHS:

BariTHHM KpoJMKaM BBOIAWIH akanabpyTHHIO oJuH pa3
Ha 106y npotsirom JIB 6-18, a niaHoBy




ayTorncito/KecapiB pO3THH NPOBOAKIH Ha 29 feHb
BariTHOCTI.

Uepes noripiieHHs caMONo4yTTs BCi caMuLli, 1110
BH)KHITH NpH 103yBaHHi 200 mMr/kr/nody, Oynu
JIOCTPOKOBO BUBEZIeHi 3 JocimKkeHHs Ha 21-23 neHs
BAriTHOCTI; MPOBOJMINCE OOCTEKEHHS MATKH Ta
ayToICis BariTHOI caMHLi, ale OL[iHKa IIo/a He
MPOBOJHIACE, OTKE, TOKCHYHHH BIJIMB Ha PO3BUTOK

[OTOMCTBA HEMOKIHBO OyJ/10 OLIHHTH AT JO3yBaHHS
200 mr/kr/mo0y.

eMOpIOTOKCHYHICTB

JuB. nocnimxenns 2219-088.

p€HaTajibHa Ta MoCTHaTalbHa TOKCHYHICTB

Hassa/Homep pocaimkennsa: ACP-196: JocaimkeHHs
TOKCHYHOTI'O BIUIMBY HA NPEeHATAJILHUMN Ta
[IOCTHATAIBLHUN PO3BHTOK, BKIKOYHO 3 MATEPHHCHKOIO
dyHkuiero, y wypis / 2219-111.

KnrouoBi pe3y/bTaTH J0CALDKEHHS

JKomnoro edexry akanabpyTHHIOy He cOCTepiranocs
Ha Cepe/iHIO Macy Tijla, 3MiHy MacH Tila abo
CTIOMBAHHS 1K1 y CAMHLIb-MaTEPIB Mijl 4ac BariTHOCTI
YH JIaKTalil npy Oyab-sIKOMY 3 OLIIHIOBaHHX PiBHIiB
no3yBaHHsA. JKoaHux moOGivHUX edeKTiB, OB’ A3aHMX i3
BUIIPOOYBAaHHUM J1iIKapChbKHM 3ac000M, He
CIOCTEPIraocs NMpH KIIHIYHHX CIIOCTEPEKEHHAX Ta
BIDKMBAHOCTI Y CAMHIIb-MaTEPiB MPU J03yBaHHI

50 mr/kr.

Opna camuug y rpyni nosyBanss 100 mr/kr ta

2 camulli y rpyni no3ysanHa 150 mr/kr 6ynu nianaHi
eBTaHa3ii B aroHii BHACiIOK MaTOMOriYHHX I10JIOTiB
a60 nenosuux nosoris. Kuitiniuui o3naky, mos’g3ani 3
MaToOJIOriYHUMH TOJI0raMH, OYJIM OYeBHIHUMH JI0
eBTaHas3ii,

[MoTeHuiliHI MaKPOCKOMI4Hi 3MiHH, NOB’A3aHi 3
aKanabpyTHHIOOM, Y CaMHILIb-MaTePiB BKIIIOYATH
MOYEPBOHIHHSA MiALISNSTTHHX Ta ME3CHTEPiATbHUX
nmiMbaTHYHKX BY3/iB Y BCIX rpynax, fKi OTpHMYBaJIX
akanabpyTuni6. Lli 3MiHu MOXyTh GyTH MOB’s13aHi 3
BUNPoOYBaHUM MPOIYKTOM UEepe3 yparKeHHs 000X
AiMbaTHYHUX BY3TiB, OIHAK O6€3 MIKPOCKOITIUHOTO
JIOCITI/KEHHS LEH 3B’ 130K HE MOXCHA OCTATOYHO
[OLIIHHTH.

YKonuux edexTi, MOB’a3aHKX 3 akanabpyTHHIOOM, HE
crnioctepiranocs y npumtony (F1) abo notomerea Fl,
o0paHuX s MPOJOBKEHHS IOCHIDKEHHS eCTpalbHOT
LMKJTIYHOCTI, CrIapIOBaHHsl, NOKA3HUKIB (epTHIBHOCTI
Ta MJI0JFOYOCTI, 4 TAKOK OLHKH IMIUIAHTAIlil MaTKH.

TToza NOAEL s caMHLB-MaTepiB CTaHOBUIIA

50 Mr/Kr Ha MiACTaBi HM3bKOT YaCTOTH MATONIOTYHHUX
M0JIOriB, 11O CMOCTEPIraiies MpU PiBHAX JO3yBaHHA
‘Z 100 mr/kr. Y norometea go3a NOAEL nnd




BYKHBAHHSA, 3pOCTaHHA, (Pi3UMYHOTO i PyHKLIOHABHOTO
po3BUTKY ctaHoBua 150 Mr/kr.

Metoau:

Jlo3a Ta 4acToTa JO3yBaHHS:

Camuui mypis, niaidpaxi 3a yacom crapioBaHH4,
oTpuMyBa akanabpyTuHi6 y nosi 0, 50, 100 abo
150 mr/kr onuH pa3 Ha 100y NMepopanbHO Yepes
ITYHKOBUH 30HA 3 6 nus BaritHocti (IB) no 20 aus
naktauii (JJT). [ToToMCTBO HE OTPHMYBAJIO 103y
GeznocepeqHbO, ajie MOTJIO OYTH il BINTHBOM

OCIII UKYBAHOTO JIIKapChKOro 3acoby
BHYTPILIHBOYTPOOHO Ta Yepe3 MOJIOKO.

LInax seegenHs: Yepes LUTyHKOBHUH 30H]
Bupn/nopopna: [llypw/CD® [Crl:CD®(SD))]

Kinpkicte/craTe/rpyna: Camuui-maTepi =
25 camMuLUB/Tpyna
ToKCHKOKIHETHKA: nepLui 6 caMHULb/Tpymna

JuzaitH qociimKeHHS:

Camuui wypis, nigibpasi 3a 4acoM criaproBaHHS,
OTpruMyBaik akanabpyTuHi® oauH pas Ha 1oby y
nepion Bix JAB 6 mo J1JI 20. OuiHroBaiy BIUTHB Ha
BariTHY/CaMHLIIO-TOAYBATbHUILIIO T HA PO3BHTOK
3aMTIAHEHOTO SIS T MOTOMCTBA Bifl iIMIIaHTaLil 10
NPUIHHEHHS TOAYBaHHS IPYALLO.

(OriHKa TOKCHYIHOCTI AJ1s1 6aTBKIBCBKHX TBapHH
BKJIIOYAJIa KJITHIYHI O3HAaKH, Macy Tija 1 CrOXKHBaHHA
i3Ki Mi7 4ac BariTHOCTI Ta rOAYBaHHs pyIIto, AaHi Mpo
[OJIOrH 1 MMOCHiA, YCHIXH Y BUPOLLYBaHHI TOTOMCTBA 10
NPUITHHEHHS TOYBaHHS TPY/III0 Ta aHATOMIYHY
naTosoriro. OUiHKY piBHA BMICTY IOCIIKYBaHOIO
JlikapebKoro 3aco0y B MIa3Mi KPOBi MPOBOJHITH TS
camuLb-MaTepiB. CriocTepeskeHHs 3a mpuruioaoM (F1)
BK/IKOYAJIH BH/KUBAHICTh, CTaTh, Bary Tila, cepHo3Hi
aHoMaJtil Ta isuyHuii po3BuTOK. ITicas npunuHeHHs
roJyBaHHs rpyaaro BifiopaHux TeapuH F1
CrOCTepirajid Ha NpeaMeT KIiHIYHUX 03HAK, MacH Tina i
AHATOMIYHOT MATOJIOTIT, BKIIFOYHO 3 00CTEeKEeHHAM
MaTku. Bubpanux Teapun F1 Takox OLiHIOBAM Ha
MpeAMET 3pOCTaHHs, CTATEBOTr0 103piBaHHs,
MoBeliHKH, OLliHKK Gartapei crannapTHuX TecTie (FOB),
BU3HAYEHHS €CTPAIbHOTO LMKITY, PenpoayKTUBHUX
MOKa3HHKIB Ta HEepPTHIBHOCTI.

Bignosigaicte BuMoram GLP: Tak

\TOCITIKECHHS, NIPU AKUX MpernapaTr yBOAUTbCA
MOTOMCTBY (HECTATEBO3PLIMM TBapHHAM )
Ta/abo OLHIOETBCA BifaaneHa Jis

He nposonunucs.

6) Micuesa nepeHOCHMICTb

JlocmipKeHHS. MiCIIeBOT NepeHOCHMOCTI He
POBOIHITHCSA, OCKITBKH akanabpyTuHi6 Oyne
BBOJMTHCS MEPOPATIBHO.




7) D0OAATKOBI JIOCIIKEHHS TOKCHYHOCTI:

AHTUTEHHICTh (YTBOPEHHS aHTHTIN)

JlocninKeHHs aHTHI€HHOCTI He NPOBOIHIHCA,
OCKUIbKH He 6YJI0 OfepiKaHO JaHUX 100 AaHTHI€HHOTO
NoTeHLialy akanadpyTHHIOY B 10C/iKEHHX
TOKCHYHOCTI MOBTOPHHX 103 a00 B KJIIHIYHHX
OCTIIKe HHAX.

IMyHOTOKCHYHICTb

JlocnimkeHHs iMyHOTOKCHYHOCTI 11 akanabpyTuHiGy
He MPOBOJMJIMCS, OCKIIbKU He GyN0 o/iepikaHo JaHHX
10710 IMYHOJIOTiYHUX e(eKTiB akanabpyTuHiOy B
[OCIT JDKEHHSIX TOKCHYHOCT] [IOBTOPHMX /103 260 B
KJTIHIYHHX IOCITIDKEHHAX.

IOCTIIDKEHHI MEXaHI3MIB mil

Hocnimkenns MexaHismiB ail He npoBogumkcs. [lpu
BIUIHBI Ha HEKJTIHIUHI BH/IH TBapHH, HaOmwKeHOMY 10
KJIIHIYHOTO, OCHOBHI pe3yJibTaTH Oy/H MoB’sA3aHi 3
(bapmakonorieto akanabpyTuniGy. [Tomykosi
TTOKCHKOJIOIYHi J1OC/IIKEHHS 3MiH Y MiALLTYHKOBI
31031, crieuudivHAX [T 1LY piB, K 3a3BUuaii
CrocTepiralThes Mpu 3actocyBanHi inriGitopis TKB,
OIIMCAHI B iHLIMX JOCIiMKEHHSX.

iKapchKa 3aJIe)KHICTh

JlocniKeHHs 3aeXHOCTI 1A akanabpyTuHiOy He
[POBOIMIIKCS, OCKIIBKY He iCHYBaJIO MepeKOHIMBHUX
JI0Ka3iB 11010 HAABHOCTI Oyab-9K01 MoGiunoi il Ha
LUEHTpaIbHY Ta MepUdepUyHy HEpBOBY CHCTEMY B
MesKkax IociikeHb hapmakoiorii Ge3rneku ta
TOKCHYHOCTI MOBTOPHUX 103 a00 KIIHIYHHX

NOCJIi [UKEHb.

TOKCHYHICTE MeTaboJIiTiB

He npoBoauiucs LiabOBI AOCTIAKEHHA MeTabomiTy
akanabpyTuHiOy (ACP-5862), ocKimbKH OCHOBHHUI
meTaboniT akanabpyTuniby, ineHTrudikosanuii y
noanHy, OyB HasBHHUI y 1rypiB Ta cobak micis
[IEPOPaIbHOrO BBEAEHHS.

TOKCHYHICTE JOMIiLUOK

JocnipkeHHs BrIoyand 14-aeHHe J0CTiKeHHS
TOKCUYHOCTI y LIYPiB A/ OLiHKH T€XHOIOrYHHX
JIOMILIIOK Ta TeHETHKO-TOKCHKOJIOTIYHI JOCTiIKEeHHS
IOMILLIOK in Vitro.

J}HaBBaf'HOMGD nocaimkenHs: ACP-196 Cepia 2584-75-
1: 14-nenHe JociJKeHHs TOKCHYHOCTI v urypis Wistar

Han npu nepopansHoMy BBesieHHI/2219-063

106 keanicikyBaTH TeXHONOMYHI JOMILLKH, B LLOMY
MOCiIKeHH] OLHIOBANIACA TOKCHYHICTD
akanabpyTuHiy 3 pi3HUMH PiBHAMH TEXHOIOTTYHOT
nomiwkH (5 abo 25 mr/kr/noby; cepis Ne 2584-75-1) y
NOpiBHAHHI 3 akanabpyTHHIOOM Ge3 JoMilnKu

(25 mr/kr/noby) abo KOHTPOABHUM HOCIEM, IO
BBOJMBCS NEPOPANIEHO Yepe3 LITYHKOBHI 30HT
npotsarom 14 auis wypam Wistar Han. Ouinka
TOKCHYHOCTI BKJIKOYaJla CMEPTHICTh, KJIiHIYHi
CIIOCTEPENEHHS, MACy TiNa, CIIOKHBaHHA 1K,
odTaneMocKoMiuHi 00cTeskeHHS, KITiHIKO-aHATOMIYHY
MaTOJIOTIIO Ta TOKCHKOKIHETHKY.

KU11040Bi pe3ypTaT JOCIIKEHHS:

VY upoMy focnimzKeHHi 0yJ10 BUSBIEHO MaJlo
TOKCHKOJIOTIYMHHX 3MiH Ta HE CMIOCTEPIiraJoch




MIKPOCKOIIYHHX ypasKeHb, MIOB’ A3aHHX 3
J0CI1IKYBAHUM J1iIKapCbKMM 3ac000M, Y TBApHH, Ki
OTpHMYBaJIH aKajaabpyTHHIO, 110 MICTHB TEXHOJIOT14YHI
nomimky (cepist Ne 2584-75-1). V oxniel TBapuHu, fka
OTpUMYBaJIa akanadbpyTuHi6 6e3 moMiillku y mo3i

25 Mr/kr, OyJ1d BUSIBJIEH] 3MiHH OCTpIBILB
MiALLTYHKOBOT 3aJI03H, 1O IOJArali B JereHepauii
KJIITHH OCTPIBLIIB, KPOBOBUIIHBAX, ()ibpo3i, 3MilaHo-
KJTITHHHOMY 3anaJieHHi Ta NirMeHTOBaHUX Makpogarax.

B winomy, Tokcukonoriui npodini akanabpytunity 3
TEXHOJION YHOIO IOMiLIKOIO Ta 6e3 Hel OysiH noaioHuMu
NpH A03yBaHHI 25 mr/kr/noby npotarom 14 gHis.

[ eHEeTHKO-TOKCHKOJIOTIYHI JOCHIKEHHS JOMIIIIOK
Bynu npoeeneHi ukcieHHi aHali3H 3BOPOTHBOT MyTaLlii
Gakrepiii in vitro (zociKeHHs
AE24KN.502ICH.BTL, AE38BU.502008ICH.BTL,
AE28XD.502005ICH.BTL i
AE25Y].502005ICH.BTL) Ta aHasi3 XpOMOCOMHHX
abepauiii in vitro (zocnimKeHHs
AE24KN.341ICH.BTL) s oLiHKKH 34aTHOCTI
JOMILIIOK BHKJIMKATH F'€HOTOKCHYHICTh. Bei 3a3HaueHi
NOMILUKH B LIMX AOCTIPKEHHAX OyJIH HeraTHBHHMH
LLO10 MYTAreHHOro NOTeHLiay.

OnHa TeXHOJIOr YHA NOMILIKA BUSBHIIACS MYTArEHHOK
B aHa/1i31 3BOpOTHBOI MyTauii OakTepiH in vitro
(mocnimkenns AE44YR.502005ICH.BTL), ane Bona
HAJIe’KHHM YHHOM KOHTPOJTOETECS MPH BUIMYCKY
JiKapchbKOl peHOBHHH aKkanabpyTHHIO.

Keanidikauis noMinok

[Tin yac nporpaMu AOKITiHIYHHX QOCIIKeHb Oe3rneku
[POBOAMJIACH KBali(piKaLlis pe4OBHH, JOMILLOK Ta
NerpangaHTiB, OB’ A3aHUX i3 POLIECOM BUPOOHHIITBA,
BiZIMOBIZHO 10 BKA3IBOK LIOJO AKOCTI JiKapchKOT
pe4yoBHHH Ta Jikapceekoro 3acoby (ICH Q3A (R2), ICH
Q3B (R2)), a Takox BKa3iBOK 3 OLIHKH Ta KOHTPOJTKO
MyTarenHux nomiwok (ICH M7).

(Cepil akanabpyTHHIGY s ZOCITiIKEHHS TOKCHYHOCTI
MICTHITH BiAMOBIAHY KIJBKICTE CYMPOBITHUX AOMIIIOK
(TeXHOJOriYHMX JOMILIOK Ta JerpajaHTiB) Luis
MiATBEpAXKEHHS IX KRami(ikamii mig yac 3aransHol
MporpaMu JOCTIHKEeHHS! TOKCHYHOCTI. 3a moTpeGu
MPOBOAMITKCE AOCIIIKEHHS in Vitro Ta in vivo ajs
nocarHeHHs GaykaHux piBHIBE KBasidikalil Ui MeBHUX
[IOMILLOK.

OTixe, BCi 3a3Ha4YeHi JoMiluku Oynu KBaidikoBaHi Ta
BiAMOBIAAIOTE crielMikallii 3anpornoHoBaHoT
JiKapcbKOT PEYOBMHH Ta JiKapchbKOro 3acoly.

iHIIIE

[iqmyHKOBA 3a103a

Byno npoBeeHo KinbKa NOWYKOBHX JOCHIIKEHb
TOKCHYHOCTI BifnosiaHo Ao BuMor GLP y mrypis
TpUBaNicTIO 10 13 THkHIB (mocmimkenns 2219-010,
2219-041 Ta 2219-050) 3 METOIO OTPUMaHHS




iH(pOpMauii 11010 3MiH y MiALUTYHKOBIH 321031 IIypiB 3
NoAIGHMMH IiCTONOrIYHHMHM O3HAKAMH, IO OB’ A3aHi 3
BIKOM, CTATTIO T4 (DOHOBHM YPasKeHHAM, acCOLHOBAHUM
31 LITAMOM, BIIOMHX JUIfl LbOTO BHAIY.

Mikpockomiusi 3MiHH HiALUTYHKOBOT 3271034 Y CaMLiB i
camub 1Lypis ainii Cripar-Zoysmi Ta y camuiB miypis
ninii Wistar Han micnst nikysaHHs akanabpyTHHiGoM
BKJIIOHATH KPOBOBHIIMB/TIirMeHT/3ananeHHs/hi6pos
(OCTPIBLIB Ta MiArOCTPe/XPOHIUHE 3ananeHHs
€K30KPMHHOI YaCTHHH NiJUUTYHKOBOT 3aJ103H,

3MiHM B OCTPIBLISIX Y LiypiB, SIKi OTPUMYBAIIH
akanabpyTHHIO, 0Ka3aJli CTATERY Ta BUIOBY
CXMIIBHICTb, MOAIOHY 10 Ti€l, 10 moBigoMIAIacs As
CIIOHTAHHOTO (POHOBOTO YparkKeHHS.

3MiHH y MiAUUTYHKOBIH 321031 LIypiB BBAKAIOTECA
HECINPUATIMBUM 3aTOCTPEHHSAM CHIOHTAHHUX (POHOBHX
ypaxkeHb Y CXHJIbHHX BHAIB Ta HE CTOCYIOTBCH OLIHKM
PHU3HKY 1 JTFOAUHH. 3MIHH y NiJIUTYHKOBIH 31031 He
CrocTepiraJkcs NpH JiKyBaHHI akanaGpyTHHIGOM y
IHIIMX TOKTIHIYHUX BUNPOOYBAHMX BHIIIB.

DOTOTOKCHYHICTh

Ouinky GpOTOTOKCHYHOCTI MPOBOMIIH i3
3aCTOCYBaHHAM CTAHOAPTHOrO JAOCIIKEHHA
BianoeigHo a0 sumor GLP i3 3acTocyBaHHAM
}i6pobnactie mumeit NIH-3T3 (nocnimkenns 9316-
101051). Kpim Toro, 6yno nposenero ¢oro-tect
Efimca BignosigHo no sumor GLP (mocnimkeHHs
503224).

‘Pe3yanaTH anaiizy 3T3 Gy NO3UTHBHUMH JTHLIE TTPH
KOHLIEHTpALlifAX, 110 3HAYHO MEPEBULIYBAIH KIiHIYHE
3HadyeHHa Cmax (To6To B 51 pas Bulue, HiXK 3araibHe
3HaueHHs Cmax y nauieHTiB npu nepenbavysaHii
TepaneBTUuHIN 103i). Pesynerati doro-recty Eiimca
Oynii HEraTUBHUMH.

5. BUCHOBKM 1010 JOKJIIHIYHOTO BUBYEHHS

[Iporpama JOK/IiHIYHHMX 10CIiIKEeHb aKanabpyTHHIOY
MPOBOAMIIACE Y PI3HUX aHATITHUHUX KITITHHHUX
CHCTEMaX, a TAKOXK Ha MHUIIAX, LIypaX, KPOJIHKaxX Ta
cofakax a71s OLIHKH (hapMakomorii, hapMaKOKiHETHKH,
3aranbHOl TOKCHKOJIOTIT, TOKCHYHOCTI ISt
PenpoayKTHBHOI CHCTEMH Ta PO3BUTKY TUIOA, & TAKOMK
reHOTOKCHYHOIO NMOTeHLialy akaiabpyTuHiOy.

AxanabpyTHHi0 Ta foro aktueHui MeTabosiT ACP-
5862 inribysanu TKB 3i 3nauennamu IC50, mo
cranoeunu 3,0 HM Ta 5,0 HM Bignosinno. KoBaneHnTtHe
3B’ s3yBaHHa U1 TKB Gyno npogeMoHcTpoBaHo B
aHaJTi3aX KOHKYPEHTHOIO 3B’ I3yBaHHS 34 JOMOMOTO0
azeHo3uHTpUdochary (ATD), a naHi JUKOTO THITY
TKE y nopisuanui 3 myrantom BTK Cys481Ser
NiaTBEPAUIH, WO akanabpyTuHic i ACP-5862
KOBaJleHTHO 3B’ a3ytoThed 3 C481 B AT®-kumeni TKB.
I1py cKkpUHiHrax KiHa3HOI CeJIEKTUBHOCTI B MOPiBHAHHI
3 inribyBaniam TKDB npu 1 MxM akanaGpyTtuHi6 ta/abo




ACP-5862 nponemoHcTpyBasii > 65 % iHribyBaHHs
BMX, BRK (PTK6), ERBB2, ERBB4, LIMK1, MEKS5,
TEC Ta TXK Ha ocHoBi 3HaueHs Kd.

AKTHBHIiCTb akanabpyTuniOy Ta ACP-5862 in vitro
mono TKD B KIiTHHAX OLHIOBAJIY i3 3aCTOCYBAHHAM
KiTHH TiMpomu Ramos B, MOHOHYyKIIeapHUX KITITHH
nepudepuunoi kposi Jrogunu (MKIIK) ta uinsHoi
KpOBi OAMHH. Sk akanabpyTuHib, Tak i ACP-5862
npoaeMoHcTpyBaiu 38’ a3yBaHHs 3 TKB B KIiTHHHIH
minil Ramos (niMdomu Bepkitra) 3 3-kpaTHOIO
pizHuLEeo Mix akanabpytunibom (EC50=13 HM) ta
ACP-5862 (EC50=39 uM).

AxkanabpyTtuHni6 Ta ACP-5862 inribyeanu BCR-
orocepenKoBaHy MiABUILYBaIbHY perysdio CD69 sk
B MKITIK, Tak i B wineHiii kposi 3i 3HauenHamu EC50 B
JianasoHi Bix 6 HM no 64 HM Tta 4-kpaTHO i 7-KpaTHO
[GinbLIor akTHBHICTIO 3 akanabpytuHibom B MKIIK ta
UinbHiH KpoBi BianosigHo. Brue akanabpyTuHiGy Ha
excrpecito nosepxHi knitnH CD86 ta CD69 y
refiToBanux B-riiTHHAX OUiHIOBaNM micns akTHBauii B-
KJIITHH ex Vivo Y CIUIGHOLIMTaX MULIEH, IKUM BBOJHIIH
0IHOPa30BY MePOpPaIBHY 03y akanabpyTHHiIOy. ED50
akanabpyTuHiOy, IKHiT BBOAMUTHCS [EPOpPAIBHO,
3HAXOUTHC B AianazoHi Big 0,34 mo 1,8 Mr/kr ais
iHridysanHs ekcnpecii CD86 Ta Bin 0,16 no 1,3 Mr/kr
s inridysanns excnpecii CD69. Kpim Toro,
aKTHBHICTb akanabpyTHHIOY in vivo 110710 3M0SKICHHX
B-xniTHH OLiHIOBAIM B MOJE/IAX KCEHOTPaHCIIAHTATIB
MOIWHK Y MULIeH. Beenenns akanabpytuHiby y 103i
12,5 mr/kr aBivi Ha noby (BID) npussomguno oo
IHTiOyBaHHS POCTY IyXJTHHH B MOJEIAX JHPY3HOT
KPYMHOKIITHHHOT B-1iMoMH Ta MaHTIHHOKTITHHHOT
nmiMpomu.

B iHuMX $apMaKonoriYHUX JOCITiKEHHAX
MOPIBHIOBAJIHM BIJIUB akaabpyTuHiOy Ta iOpyTUHIOY Ha
IHLLI THMH IMYHHUX KJTITHH, QYHKLIIO TPOMOOLIMTIB Ta
yTBOpeHHs TpoMOiB. ¥ J0C/iHKEHHIX, IPOBEIEHUX
11 IOPiBHAHHSA BIUIMBY aKanaOpyTHHIOY Ta
i6pyTHHiOy Ha T-KTITHHH Ta TPHPOHI KNITHHH-KITEpPH
(KK), pe3ynbraTi nokasany, 1o, xoua iopytunié mas
Oezniy edekTiB, BKIIOYHO 31 3HHXKEHHAM po3BUTKY T-
xennepis, uuronitiunoi ¢pyHkuii KK ta mponykysanHs
IFNy y T-xknitunax CD8, akanabpytunib abo He MaB
3KOHOTO BIUIMBY, a00 MaB MOMipHHH BIIKMB Ha T-
ktiTian Ta KK-ki1iTiHA, [pyHTYIOUKCH Ha pe3ysbraTax
aHaniziB in vitro i in vivo, 10 OLiHIOKOTH i MOPiBHIOIOTE
edextn akanabpyTuniOy i i0pyTuHiOy Ha QyHKLiO
TpOoMOOLMTIB, akanabpyTHHIO YMHHUTh MEHILHH BIJIHB,
Hi> iOpyTHHIO, Ha TPOMOOLIMTH B arperoMeTpHYHHX
aHasTizax Ta ryMaHi3oBaHiM MULIa4vil Moaeni
YTBOpeHHs TPoMOiB.

V nocnimkeHHsx dapmakosnorii 6e3nexu oLiHIOBaIK
BIUTMB akajaOpyTHHIOY Ha ceplieBO-CyIHHHY,
tieHTpanpHy HepBoBy cucteMy (LTHC) Ta nuxaneHy




dynkuito. [Ticns npuioMy 01HOPa30BUX MEPOPATBHHX
103 akanabpyTHHIO He MaB TOKCHKOJIOTIYHO
3Ha4yLIOro BIUIMBY Ha CEPLEBO-CYJHHHY QYHKLIO B
NOCITIDKEHHI CepLIeBO-CYIMHHOI CHCTEMH y cobak 3
TeJIeMeTPUYHUMH NPUIIaaMH Ta He BIUTMBAB Ha
HelponoBeiHKOBY (QYHKILI0, peKTabHY TEMIEePaTypy
abo nuxanbHy QyHkUio y goctimkenHsx [THC Ta
pecnipaTOpHHUX BIUIMBIB Y CaMLIiB IypiB.

AxanabpyTuni0, iMoBipHO, 100pe BCMOKTY€eThCS 3i
LIUTYHKOBO-KHIIIKOBOTO TPAKTY MiC/s MepopaNbHOro
BBeeHHA. Sk akanaOpyTuHi0, Tak i ACP-5862

3B’ A3YI0ThCA 3 OiIKOM Yy Mia3Mi KpOBi pi3HUX BHIIB B
3a/IesKHOCTI Bl koHIeHTpauii. He3s’s3aHa ¢ppakuis
cranoBuna 0,025 nns akanadpytunidy ta 0,014 gns
ACP-5862. AkanabpyTuHiO po3noaiisscs 1o cyTi
PIBHOMIPHO MiXK KPOB’10 1 TIIa3MOI0, a CTiBBiAHOIIEHHS
KPOBI 10 TUIa3MH JIOAUHK ctaHoBmiIo 0,79, Y
KiJIbKiCHOMY [IOCJTi[DKeHHI aBTopaniorpadii BCcboro Tija
Yy LIypiB Mic/Is OHOKPATHOrO MEPOPaIBbHOrO BBEACHHS
panioakTMBHO MiYeHOTro akanabpyTuHiOy nikapchKHiA
3aci0 LUMPOKO MOIIKPIOBaBCs 3 HaHOLIbIIO
PafioaKTUBHICTIO, SIKA CrOCTepiranacs B TOBCTIi
KHUILL, [ediHLi, yBealbHOMY TPaKTi, KipKOBiH
pPEe4YOBHHI HUPKH, MTO3a04HIH Ci3HiH 321031,
BHYTPiLIHLOOYHIH CITi3HiH 3271031, MO3KOBIH peyOBHHI
HUPKH, HUPKaxX, HaJHUPKOBHX 3aJ103aX, C/iMiH KUIILi
Ta TOHKIH KM,

AxanabpyTHHI0 mHpoKo MeTabomi3yBaBcs 3
MepBHHHUMH MeTa0oIiTaMu, 110 NPeACTaBIAIOTh
cOBOKO OKHCIIEHHS TPOJTIAHHOBOTO KiJTbLIA,
KOH’Korauito riayTaTiony, rinposis amimy, N-
JieaUIKiTyBaHHs Ta riapaTauio ainkiny. OKHC/IeHHs
[MipoNiZMHOBOTO KiNbIA € OCHOBHUM MeTabOoNniuHIM
[IUTIXOM 3 akTHBHHUM MeTabositoM ACP-5862, axuii
criocTepiraBcs y BCix BHNPOOYBaHHUX BHIIB.
JlocnimkeHHs BUBEIEHHA MOKA3a/IH, 10
aKanabpyTHHIO BHBOIMBCS MEPEBasKHO (PeKaANTBHUM
LLISXOM SIK y IypiB (~90 %), Tax i y cobak (~70 %), 3
NesIKUM BUBeIeHHAM 3 ceuero (~3 % y mypis ta ~15 %
y cobak).

JI1s OL[IHKK XPOHIYHOT TOKCUYHOCTI akanabpyTHHIOY
OynH TIpOBeIEHI HOCHIKEHHS TOKCHYHOCTI TIOBTOPHHX
103. Y TOH uac AK malieHTam KJiHI4HO BBOJATh
akanabpyTHHIO aBivi Ha 100y y BUrIsAl ikcoBaHOT
1034 (Mr), wypam Ta cobakam akanabpyTHHiO BBOAHIIH
oauH pas Ha noly y mr/kr. Ulypam Crpar-Hoyni
BBOIMIH 1034 10 300 Mr/kr y 26-THXKHEBOMY
[nocnikeHHi, a codakam noponu Oiryib — 10 30 mMr/kr
vy 91-nerHomy (3-MicauHOMY) Ta 39-TIKHEBOMY
\mocnimkeHHAX. JocaimKeHH MPOBOAUIKCE i3
3aCTOCYBAHHAM MEepPOPaATBHOrO LUIAXY BBEJEHHS, L0
Y3rOMKYETBCS i3 3aT/TAHOBAHWM KIHIYHHM LUIAXOM
BBEICHHS.




V wypiB BrHB akanabpytunidy Ha T-kiiTuHHO-
3aJ1e)KHy aHTUTLNBHY Bianoriae (TDAR) ouiHoBaiu y
91-nennomy (nepsunna TDAR) ta y 26-TixKHEBOMY
(propuHHa (moeropua) TDAR) nocmimkeHHsX.
[NepsunHa Bianosige TDAR (BumipsiHa reHepyBaHHIM
aHTuTin IgM 10 remounaniny nimdu panuka) (KLH)
Oyna He3HA4YHO 3MEHIIEHa Y CIIOpaJHyHi YacoBi
MOMEHTH Y CaMIliB Ta caMHllb. BropHHHAa BianoBiasb
TDAR (anrurina no KLH IgG) nuwe enizogudHo
CTATHCTHYHO AOCTOBIPHO 3HW)KYBasacs y caMmulib. He
Oy110 XOIHHUX HIIUX JOKA3iB, AKi 6 CBIIUHIM PO Te,
o pesynstati TDAR Gynu 6ionoriuno un
[MaTONIOTIYHO 3HAYYIIIUMH.

VY 26-TibkHEBOMY JOCTiKeHH] akaadpyTHHIO Lypam
BBOJIH/IH [TEPOPAIbHO Hyepes 301 y nozax 0, 20, 100
a60 300/200 mr/kr/mo6y onuH pas Ha 106y 3 4-
THXKHEBMM BiJIHOBIIOBAJIBHHM nepiogoM. Halisuina
no3a cro4aTtky ctanoBuna 300 Mr/kr/noly; omHak,
CMEPTHICTh CIIOCTepiraaach Npy 103yBaHHI

300 Mr/kr/aeHb NpoTAroM MEPLIKX 2 THXKHIB
JiKYBaHHS, a HalBUILA q03a Oyna 3MeHIIeHa /10

200 mr/kr/po0y. JlonaTkoBa cCMepTHICTE
criocTepiranacs y TBapHH, SKi OTPHMYBaTH

300/200 mr/kr/no0y micms 3MeHIIeHHA O34, 3MiHH Y
TBAPHH i3 PAHHBOIO CMEPTHICTIO BKITFOUATH KITiHIUHI
O3HAKH 3HMIKeHHs aKTUBHOCTI, MPUCKOPEHOro abo
YTPYAHEHOTO JUXaHHS, aTakcil, 3ropOieHOT TOCTaBH,
Oninocti wKipy, 3He6apBIeHOT WKipH, XOIOAHOI HA
JOTHK LIKIpH, MOTOHIIEHHA, BOKaJi3awii Ta/abo
rinepyyT/IMBOCTI 1O JOTHKIB Ta BTPATH Bard Tija.

[TomiTHe 30ibLIEHHS BMICTY a30Ty CEYOBHHH,
KpeaTHHIHY, Kajito Ta Gochopy npy noMipHOMy
3HIDKEHHI BMICTY HaTpilO, XJIOPUIY Ta 3arajbHOro
Giflka BKa3yBaso Ha CepHO3HY HUPKOBY HEIOCTATHICTh
Ta ypasKeHHsS! HUPOK, a TAKOK KOPEJIIOBAJIO i3
JereHepaLiero KaHabIiB/HEKPO30M HHPOK. [HImi
MiKPOCKOMiYHi 3MiHH y LMX TBAPHH BKJIFOYATH
\nereHepaLlio/HeKpO3 TenaToLHTIB MeYiHKH Ta
KPOBOBHITHB/3anaNeHHA/HeKpo3 cepuid. [IpuunHamu
cMepTHOCTI Oy BU3HAYEHI YPEMis/rocTpa HUPKOBa
HEJIOCTATHICTb Ta HEKPO3 MioKapaa. Y TBapHH, fKi
BUOKMJTH, KJTIHIYHI ITATOIOrIYHI 3MIHH BKJIIOYAIH
30i/1bLIEHHA PiBHIB JTiIM(OLKTIB, MOHOIHTIB,
3arajibHoro Oinipy0iHy, raMMa-riyraminTpaHchepasu
(GGT), acnapraraminotparcdepasu (AST),
anaHiHamiHoTpaHcdepasu (ALT), azoTy ceyoBuHM Ta |
KPEaTHHIHY Ta 3HH)KEHHS PiBHS TPHUIITILIEPHIIB. 1
OpraHu TOKCHYHOI'O BIUIMBY aKanabpyTuHiOy y
TBAPHH, L0 BUXKMIIM, BKIIKOYAJIH HUPKH, MEYiHKY,
nereHi, Me3eHTepiaibHi TiMbaTHYHI BY3JIH Ta
MiJIITYHKOBY 3aJ103Y.

VY 39-TiwKHEeBOMY IOCTiIKeHH]I aKanabpyTHHIO
cobakaM BBOJMW/IH NEpPOPaIbHO Y (POpMI JKENaTHHOBUX
karncyn y gozax 0, 10 abo 30 mr/kr/noby onuH pa3 Ha




100y npoTarom 39 THXKHIB 3 4-THXKHEBHM
BiTHOBMIOBAILHUM MepiofoM. ToKCHUHICTD
oOMesxyBanach 3MiHaMH B KIIiHI4HiH naTomnorii, mwo
rnoJisirajii B 000pOTHOMY BIUTHBI Ha MapameTpu
CPUTPOLIMTIB, B TOMY YHC/Ii 3MEHLIEHHS MACH KITITHH
YePBOHOI KPOBi Ta anbOyMiHy. AkanabpyTuni6
CHIPHYHMHAB GiAbITy TOKCHYHICTD y 3-MicsaHoMy (91-
JCHHOMY) AOCTiMKeHH] y cobak, KoM HOro BBOAMIH y
nozax 0, 3, 10 a6o 30 Mr/kr/no6y nporarom 91 gus 3
28-1eHHuM BiTHOBIIOBANLHUM NepiogoM. [pu
HaiiBULLiA 1031 30 Mr/kr/noby y onuiel camumi
criocTepiranocs 301IbIIEHHS TOKA3HHKIB KITIHIYHOT
ximii (AJIT, mysxna docdarasa, azor ceqoBuHH Ta
KPEaTHHIH) Ta KIiHIYHUX O3HAaK, 1O PU3BEJIO 10
TMepepuBaHHA BBEICHHS akanaOpyTHHIOy Ha | THKaeHb
(ani 46-52) y wiei TBapunu. Beenenns Gyio
BiAHOB/IEHO Y 1031 30 Mr/kr/no6y, i TRapuHa 3akiHumIa
NOCTIIKeHHs, SHIKEHHS MacH Tijla Ta CrIOyKMBaHHS TKi
CIOCTEpIrasoch y CaMHIIb Y BCIX 038X MOPIBHSAHO 3
KOHTPOJILHMM HocieM. ['emMarosnoriuni 3smiau
Y3rOIKYBaNIMCA 3 Pe3y/IbTaTaMH 9-MicIuHOro
MOCIIUKEHHS | BKIIOYaIH 3MEHIIEHHS MacH KITiTHH
YePBOHOI KPOBI (€PUTPOLMTIB, reMorno6iny ta
reMaTOKPUTY) i3 BIAMOBIAHUM 36i/1bIIEHHSIM
cepeaHboro 06’emy kiitun (MCV) Ta peTHKyIoUMTIB.
Opranu TOKCHYHOTO BIUTHBY akanabpyTuHiby, mo
criocTepirases y 91-IeHHOMY HOCiPKEHH], BKITIOYATH
NiMAOTAHY TKAHHHY, OB’ SI3aHY 3i CIM30BOIO
oGononkoro kumeyHnka (GALT), HUpkH, nediHky,
nNiJleNenHi Ta Me3eHTepiaabHi JiMpaTHYHI By3H,
CEeNE3iHKY Ta IHTOBUIHY/IaPALIHTONOAIOHY 3a/103Y.

KombinoBaHe nocitimpKreHHs hepTHIBHOCTI Ta
emOpioderoTokcH4HOCTI akanabpyTHHIGY NpOBOAMIH
Ha Lypax i3 BBEAGHHIM OHH pa3 Ha 100y B go3ax 0,
30, 100 a6o 300 mr/kr/noby, mourHarouH 3 28 qHIB 10
(CrIaploBaHHs, BECh [1€Pi0/] CIIAPIOBAHHS Ta MicIIs
criaproBanHs (3aranom 77-79 nHiB) y camLis, Ta y
mozax 0, 30, 100 abo 200 mr/kr/noby, mounHawuu 3
14 uie 10 cnapioBaHHA Ta 3aKiHuyrouM 17 queM
BaritHocTi (JIB) y camuits. Hisskux Brmugis Ha
(eprunbHicTs a60 eMOpiodeTanbHUE PO3BUTOK He
criocTepiranocs npu 6yap-1KoMy piBHI J03H.
Excnosuuis y nozax 300 mr/kr/mo6y y camuis Ta

200 mr/kr/noby y camuue Gyna npubnusuo y 18 pasis
a 16 pasis Ginplle, HiK KIiHIYHA EKCTIO3HIIIA 11
nroaHHK Ha ocHoBl AUC y pekoMmeHmoBaHi# 1031 nis
JHOAMHH, DapMaKOKIHeTHUHUH aHaJIi3 MiJI0THOTO
NOC/IiJGKEHHS BIUIMBY Ha MpeHaTabHUM Ta
NOCTHATAIbHUIA PO3BUTOK, B IKOMY aKanaOpyTHHIO
BBOJIM/IM [IEPOPATILHO BATITHUM CAMHLIAM ILYPIB 3

6 nns BaritHocti (IB) no 12 aus nakranii (JJ1),
NiATBEpIMB HASBHICTH akanabpyTHHIOy Ta Horo
AKTHBHOTO MeTabOoMITy B TTa3Mi KPOBi Mmiiofa uiypis Ha
JIB 18 Ta y MmaTepuHCBKOMY MOJIOLI Ta ITa3Mi KpoBi
notomctia Ha J{JI 18.




'V nocnimkensi eMOpiodeTOTOKCHYHOCTI Y caMHLIb
KPOJIMKIB BBeIeHHA akanabpyTuniby omun pas Ha 106y
B no3ax 0, 50, 100 a6o 200 mr/kr/no6y npotarom 1B 6-
18 npu3Beno 10 MaTePHHCHKOT TOKCHYHOCTI MPH
nosysanHi 100 ta 200 mr/kr/no6y, 1o
XapaKTep13yBasnacs 3HWKEHHAM CIIOXKUBaHHS TKi,
301IBLIEHHAM MacH TiJla Ta Macoo Tija, Lo
MpU3BOAMIIA 10 cMepTHOCTI. CMepTHICTb
criocTepiranace y Beix TBapuH y rpymi 200 mr/kr/no6y;
OT>Ke, TOKCUYHHH BIUIMB HA PO3BUTOK MOTOMCTBA He
Moske OyTH oLiHeHHH npH Wit 703i. TokcHUHICT M1
1014, 110 XapaKTepH3yBayacs 3HIKEHHAM MacH Tiia
MJI0Ja Ta 3aTPUMKOIO OKOCTEHIHHSA CKeJleTa 1104,
criocTepiranacs npu TOKCHUHIN 4y MaTepi 1o3i

100 mr/kr/noby. MatepuHchka eKCIO3HLIA y 1031

100 mr/kr/noby GyB npubausHo v 4 pasu Oinbine, Hik
KJIiHIYHA €KCIIO3HMLIis A IFoauHK Ha ocHoBi AUC y
peKOMeH/I0BaHIH /1031 AJ1s JIIOJHHH.

AxanadpyTuHid He OyB MyTareHHUM B aHaJi3i
GakTepianbHOT 3BOPOTHOT MyTalil in vitro aGo
KJIACTOTE€HHMM B aHami3i XpoMocoMHMX abepaltiii in
vitro y nimdouunrax neprdepruuHoi KpoBi JIKOAHHH abo
B MiKpOSIEPHOMY aHaJTi3i KiCTKOBOTO MO3KY LIypiB in
vivo. JKomHux JocnimkeHb KaHLEPOreHHOCTI He
MpoBOAHI0CE a00 He MOTPIOHO AJI MAapKeTUHTOBOT
MiATpUMKH akanabpyTiHiOy 3a MOTOUHUMH
MOKa3aHHAMH.

JlokninivHi hapMaKoIOTiuHi Ta TOKCHKOJIOTIHHI JaHi
i ATBEPLKYIOTh 3aNPOIIOHOBaHI KITiHIUHI TIOKa3aHHH.

3asBHHK (BJIACHHK
peecTpaliiHoro
MOCBiIYEHHS)

/migrmac/ 25 ciunsg 2021 p.

(mignuc)

[llon Penmonp (Sean Redmond)

(ILLE.)

{TTopanok nonosHeHo HoBuM doaatkom 29 3rigHo 3 Hakazom MinicTepcTBa 0XOpOHH 310pOB’s

Ne 1528 Bin 27.06.2019 p.}

Lleii mepeknan 3 aHTIiHCHKOI MOBH Ha YKpaiHCBKY MOBY 3poOJIEHO MHOM0, IepeKiafayeM

KocTtrouuk FOmiero CepriiBHo0




