Annex 29

to Procedure for Conducting Expert Evaluation of Materials
Pertinent to Medicinal Products, which are Submitted for State
Registration (Re-Registration), as well as the Expert
Evaluation of Materials about Introduction of Changes to the
Registration Documents during the Validity Period of
Registration Certificate (paragraph 4, section 1V)

Non-Clinical Study Report

1. Name of the medicinal broduct 'Ryeqo _
(Registration certificate number, if  |(Relugolix+Estradiol+Norethisterone acetate 40 mg/1 mg/0.5mg |
any) film-coated tablet) '

‘l) type of the medicinal product
registration of which was conducted
or planned

' Medicinal product with complete dossier (stand-alone dossier)
((new active substance)

(|

' 2) conducted studies X yes no

if no, justify

5 P'Earmacoidgy: ‘ ; : - = S S |

Binding affinity of TAK-385 for GnRh receptors (Study|
No:SD2LE2006-MK-007); Antagonistic activity of TAK-385 for
human GnRh receptor-expressing CHO cell system (Study
No:SD2LE2006-MK-001); Antagonistic activity of TAK-385 for|
monkey GnRh receptor in a monkey GnRh receptor-expressing CHO |
cell system (Study No:SD2LE2006-MK-002); Suppression of a LH |
release by single oral administration of a novel non-peptid GnRh
antagonist TAK-385, in castrated cynomolgus monkeys (Study
No:SD2LE2006-MK-003); Suppression of the HPG axis by a novel |
orally active GnRh antagomst TAK-385, in female human GnRh|
receptor  knock-in  mice (Study No:SD2LE2006-MK-009); |
Suppression of the HPG axis by a novel orally active GnRh antagonist |
TAK-385, in male human GnRh receptor knock-in mice (Study |
No:SD2LE2006-MK-008)

In vitro pharmacological diversity profile of TAK-385 MDS Pharma
services pharmacology data report (MDSPS PT: 1083670)

Effects on the central nerves system in rats (Study No:BA06114);
Effects on the Respiratory System in rats (Study No:BA06115);
Effects on the Cardiovascular System in Conscious Monkeys (Study |
No:BA06116); Effects on hERG Current (Study No:B060607)

4) pharm'acodynamic interactions -

1) primary pharmacodynamics

2) secondary pharmacodynamics

i3) safety pharmacology

3. Pharmacokinetic properties: ' ' ==

Validation for the determination of T-1331285 in Rabbit plasma by
HPLC/MS (Study No:JCL053761); Validation of a HPLC Method
for the determination of TAK-385 (Study No:3776VA, 385VA);
Validation of a HPLC Method for the determination of T-1331285 |
(Study No:3476VA); Validation for the determination of T-1331285 |
in Mouse plasma by HPLC/MS (Study No:JCL053741); Validation [
for the determination of T-1331285 in Rat plasma by HPLC/MS '
(Study No:JCL053721); Validation for the determination of T-
1331285 in Monkey plasma by HPLC/MS (Study No:JCL053751) |

1) analytical procedures and reports
on their validation



2) absorption

3) distribution

4) metabolism

2

MVT-601Clearence and volume of distribution in rats and monkeys
following I.V.; Plasma concentrations of TAK-385 in rats after single
oral ang L.V, (TAK -385/00076); Plasma concentrations of TAK-385
in monkey after single oral ang LV. (TAK-385/00077); Plasmaf
concentrations of radioactivity in rats after single oral administration |
of 14C-TAK (TAK-385/00078); Plasma concentrations and excretion |
of radioactivity in monkey after single oral and V. administration of |
14C-TAK (TAK-385/00079); Plasma concentrations and urinary
excretion of radioactivity in monkey after single oral and LV.

administration of 14C-TAK (TAK-385/00080); Permeability study of
14C-TAK across Caco-2 cells (GE-0660-G); Absorption site of 14C- |
TAK in rats (TAK-385-12451); Lymphatic absorption of
radloactmty in rats after single oral administration of 14C- TAK
(TAK-385-12452); Portal transfer of radioactivity in rats after Jejunal
administration of 14C-TAK (TAK-385-12709); Linearity in the |
plasma concentration time profiles of TAK-385 in rats after smgle
oral and 1.V. administration (TAK-385-12713); Lmearlty in the
plasma concentration time profiles of TAK-385 in monkey after
single oral administration (TAK -385-12714); Plasma concentration
time profiles of TAK-385 in rats after repeated oral admmlstratlon
(TAK-385-12723)

Potencial effects of TAK-385 on in vitro p]asma protem bmdmg of
concomitant drugs in humans (St.No:15-805-053); Concentrations of |
radloact1v1ty in the tissues of rats after single oral administration of |
14C-TAK-385 (TAK-385/00085); Concentrations of radioactivity in |
the tissues of female rats after single oral administration of 14C-|
TAK-385 (TAK- -385/00082); Concentrations of radioactivity in the |
tissues of pigmented rats after single oral administration of 14C-|
TAK-385 (TAK-385/00083); In vitro plasma protein binding of 14C-
TAK-385 in rats, mice, monkey and humans (TAK-385/00084); |
Whole body autoradiography in male rats after single ora]
administration of 14C-TAK-385 (TAK-385-12448); Whole body
autoradiography in female rats after single oral administration of |
14C-TAK-385 (TAK-385-12449); In vitro distribution of 14C-TAK-|
385 in rats, mice, monkey and humans (TAK-385-12450); Feto-|
placental transfer of radioactivity of pregnant rats after single oral |
admlmstratlon of 14C-TAK-385 (TAK 385 12711} =

'MVT-601 Metabolite Characterization in Human Hepatocj,ftesE
(MVT-601-9027); Indetification of TAK-385 Metabolite, Metabolite |
B in rats (S-TAK-385-072); In vitro metabolism of 14C-TAK-385 by |
Hepatic microsomes from Humans and Animals (A871-385-021);
Indetification of CYP-450 Isoforms involved the in vitro Metabolism |
of 14C-TAK-385 by CYP expressing microsomes (A871-385-022); |
Indetification of CYP-450 Isoforms involved the in vitro Metabolism |
of  14C-TAK-385 by Correlation Analizys (A871-385-023);
Characterization of TAK-385 Metabolites (TAK-385/00085);!
Metabolite profile in rat plasma after single oral administration of|
14C-TAK-385 (TAK-385/00086); Metabolite profile in monkey|
plasma after single oral administration of 14C-TAK-385 (TAK-
385/00087); Metabolite profile in rat urine, feces and bile plasma
after single oral administration of 14C- TAK-385 (TAK- 385/00088)




5) excretion

6) pharmacokinetic interactions (non-
clinical)

7) other pharmacokmetlc studles
4. Toxncology

1) single dose toxicity

3

Metabolite proﬁle in monkey urine, feces and bile plasma after smgle!

oral  administration of  14C-TAK-385 (TAK-385/00089);
Investigation of Gut Microbiota-Mediated Metabolism of TAK-385 |
with Select Antibiotic Drugs (TAK-385-12402); Metabolite profiles |
in the portal plasma, jejunum and jejunal contents after Jejunal
administration of [14C]TAK-385 to rats (TAK-385- 12710); |
Metabolite profiles in the milk and plasma after single orah

administration of [14C]TAK-385 to lactating rats (TAK-385-12715); -‘
A Pharmacokinetic Study of TAK-385 After a Single Oral

Administration to Normal and Pseudo Germ-Free Male Sprague-l

Dawley Rats (TAK-385-12974); In Vitro Determination of Relatlve;
Contributions of Major Cytochrome P450 Isozymes to the|

Microsomal Metabolism of [14C]TAK-385 Using Cytochrome P450
Isozyme-Selective ~ Chemical  Inhibitors  (TAK-385-13009);
Formation of Metabolite-B on the in Vitro Metabolism of [14C]TAK-

385 by Human Liver Microsomes and CYP2CS$- -expressing |
Microsomes (TAK 385- 13393) |

| iUrmary, fecal and explratory excretion of radloactlwty in rats after a|

rats (Q6- | 57(AC)

single oral administration of [14C]TAK-385 (TAK-385/00074);
Biliary excretion of radioactivity in rats after a single oral|

administration of [14C]TAK-385 (TAK-385/00075); Lacteal?
secretion of [14C]TAK-385 in rats (TAK-385-12712) 5

A Pharmacokinetic Study of TAK-385 after a Smgle ‘Oral or
Intravenous Administration to Male Sprague-Dawley Rats With orj

‘Without Elacridar (RPT-03023); Inhibitory Effects of TAK-385 on|

Cytochrome P450 Activities (Study No.: 817/AD); Evaluation of 31
CYP3A Induction by TAK-385 in Human Hepatocytes (TAK-.

385/00015); Inhibitory Effect of TAK-385 on [3H]Digoxin Transport |

across Caco-2 Cells (TAK-385-10183); Inhibitory Effects of TAK-|
385 on CYP Activities in Human Liver Microsomes (Study No. |

B131136); Determination of P-gp Kinetic Parameters for TAK-385 |
in Caco-2 Cells (TAK-385-12581); In vitro evaluation of CYP|
induction by TAK-385 in human hepatocytes (TAK-385 12716);

Inhibition Study of TAK-385 using OATP1B1/1B3, OAT1/3, OCT2, J
MATEI1/2-K and BCRP Expressing Cells (TAK 385- 13265),

Evaluation of 14C-TAK-385 as a Substrate of Human l.')rugI
Transporters OATPIBI and OATPIB3 (TAK-385-13267); |
Assessment of Inhibitory Effect of TAK-385 on the BSEP Using |

Human BSEP-Expressmg Mcmbrane Veswles (Study No 14 160/su) !

Effects of T-1331285 (TAK-013 backﬁp compound) on piasméh j

ALT and AST during single oral dosing to monkeys (Study No. 04- |

015/ ac); Prcllmmary oral gavage single dose toxicokinetic study of ‘
T-1331285 in mice (35-344/tk); Oral gavage single dose toxicity ;
study of TAK-385 in rats (06-158/SU); Preliminary intravenous :
single dose toxicity study of TAK-385 in rats (06-220/ac); Acut oral

gavage escalating dose toxicity study of TAK-385 in monkeys

(BA06113); Intravenous single dose toxicity study of TAK-385 in 5

|
= ———



2) repeated dose toxicity

3) genotoxicity:
in vitro

in vitro (incIuding additional
toxicokinetics assessment)

4)"éaréin0 geﬁicity'ﬁ

long-term studies

4

Preliminary two week oral gavage toxicity study of T-1331285 in
monkeys (05-190/su); Preliminary two week oral gavage toxicity
study of T-1331285 in rats (04-118/su); Preliminary two week oral |
gavage toxicity study of T-1361888 in monkeys (04-245/su); Four |
week oral gavage range-finding toxicity study of TAK-385 in mice
(06-283/ca); Four week oral gavage toxicity study of TAK-385in |
monkeys (BA06118); Four week oral gavage toxicity study of TAK- |
385 in rats (06-160/su); Thirteen week oral gavage range-finding
toxicity study of TAK-385 in mice (B061815-1); Thirteen week oral |
gavage range-finding toxicity study of TAK-385 in rats (B-6100); |
Thirty-nine-week oral gavage toxicity study of TAK-385 in
monkeys (BA07043); Twenty-six-week oral gavage toxicity study j‘
of TAK-385 in rats (B-6137) ;
Cytogenetic Assay with TAK-385 in Chinese Hamster Lung Cells |
(06-166/GE); Bacterial Reversion Assay with TAK-385 (Study

No.: B060605); Micronucleus Assay with TAK-385 in Rats (Study
No.: B060606)

|

= |

éTwent}A-fdur-rﬁonth oral géii'ége' carcmogemuty study of TAK-385 |
in mice (B-6137); Twenty-four-month oral gavage carcinogenicity |
study of TAK-385 in rats (B-6555); E

4.2.3.4.2 SHORT- OR MEDIUM-TERM STUDIES 1
All short- and medium-term repeat dose toxicity studies are included |

short-term studies or mid-term studies in Module 4.2.3.2, Repeat-Dose Toxicity. No additional short- or i

additional studies
5) reproductive and developmental
toxicity:

effect on fertility and early embryonic
development

'embryotoxicity

prenatal and postnatal toxicity

studies in which the drug is

medium-term toxicity study reports are included in Module i
4.2.3.4.2, 5

e — R—

' Pre-liminar& study for effects of TAK-385 on the estrous cyclein

rats (06-161/fe); Effects of TAK-385 on Fertility and Early ;
Embryonic Development to Implantation in Rats (Study Number: |
SBL010-039) |
Range-finding study for effects on TAK-385 on embryo-fetal i
development in rats (06-162/te); Range-finding study for effects on !
TAK-385 on embryo-fetal development in rabbits (06-163/te); ‘
Effects of TAK-385 on Embryo-Fetal Development in Rats (Study J
Number: SBL010-038); Effects of TAK-385 on Embryo-Fetal
Development in Rabbits (Study Number: SBL010-040) ,
Effects of TAK-385 on Pre- and Postnatal Development in rats i
(Study Number: 300136)

4.2.3.5.4 STUDIES IN WHICH THE OFFSPRING (JUVENILE :
ANIMALS) ARE DOSED AND/OR FURTHER EVALUATED |

administered to the offspring (juvenile No specific toxicity studies were conducted in juvenile animals. A

animals) and/or late effect is assessed

waiver for use in paediatric populations (<18 years of age) was

granted for the combination of relugolix, estradiol and J



'6) local tolerance

7) additional toxicity studies:

antigénicity (antibody prodﬁction)

immunotoxicity
mechanistic study

'drué dependence

toxicity of metabolites

toxicity of impurities

others

5. Conclusions on non-clinical study

Rats ( TAK-385-13010)

5

norethlsterone acetate. This waiver can be found in Module 1.10. Noj
study reports are included in Module 423,34, |

4.2.3.6 LOCAL TOLERANCE -
No specific local tolerance studies were conducted for relugolix as |
the route of administration was the same in repeat-dose tox1czty-
studies (oral) as the intended oral dose (see Section 3.1.6 of

Module 2.4, Nonclinical Overview). No study reports are included

in Module 4.2.3.6. |

........... S |

Evaluation of Di- docosahexaenoy] (22 6) bls(monoacylglj}Eé;sl) ’
Phosphate as a Biomarker of Phospholipidosis in a 4-Week Study of |
TAK-385 Administered via Oral Gavage to Male Sprague-Dawley |

Bacterlal reversion assay with TAK-385 U-2 (39 163/ge)

Computatlonal mutagenicity analysis of Relugolis related substances
(MVT-6019025); In Silico Assessment of the Mutagenic Potential of |
\U-7 and U-7 precursor in TAK-385 (Takeda Study: PCD-DS- 385—
09A) The mutagenic potential of related substances for TAK-385 |
(TAK-385/10002); The mutagenic potential of related substances for |
TAK-385, U-6 (TAK-385/10009); Bacterial reversion assay with|
TAK-385 U-2 (B090400); Single dose oral gavage toxicokinetic
study of TAK-385 U-2 in mice (09-167/tk); Bacterial reversion assay
with TAK-385 U-2 Calf serum (39-146/ge); Bacterial reversion assay |
with TAK-385 U-2 Bovine serum (39-176/ge); Cytogenetic Assay;
with TAK-385 U-2 in Chinese Hamster Lung (CHL) Cells (Study |
No.: B090578); Single dose oral gavage toxicokinetic study of TAK- |
385 U-2 in rats (09-168/tk); IN VITRO HPRT GENE MUTATION;
ASSAY WITH TAK-385 U-2 IN CHINESE HAMSTER LUNG!/
(V79) CELLS (Study Code No. K08-0005); Bacterial reversion assay |
with TAK-385 U-2 Human S9 mix (B742); Micronucleus Assay w1th
TAK-385 U-2 in Rats (Study No.: B090577); In vivo / in vitro UDS |
assay with TAK-385 U-2 in Rat hepatocytes (B090579); In vivo lacZ- |
mutation assay with TAK-385 U-2 in Muta™Mice (Study Number |
8212684); Bacterial reversion assay with TAK-385 U-2 Rat S9 mix |
(39-181/ge); ;
|3T3 NRU Phototoxicity test of T-1331285 (05-281/pt); Structure |
elucidation of TAK-385 reference standard (TAK-385/00036); =
SINGLE-DOSAGE PHOTOTOXICITY STUDY TO DETERMINE |
THE EFFECTS OF ORAL (GAVAGE) ADMINISTRATION OF

T-1331285 ON SKIN IN HAIRLESS MICE SPONSOR’ S
(STUDY NUMBER: 05-356/CO)

An extensive nonclinical development program was conducted for |
the new chemical entity relugolix. Additionally, as part of the |
proposed combination therapy, an assessment of nonclmlcal
pharmacology, pharmacokinetics and safety for E2 and NETA were |
evaluated based on reviews of published literature in context of co-l



Applicant
(Registration certificate
Holder)

6

= 1
administration with relugollx as part of the proposed ‘combination |

therapy.

Nonclinical data for relugolix indicate it is a potent and selective |
antagonist of the human GnRH receptor, and in pharmaco]ogleally-:
relevant (monkeys and human GnRH receptor knock-in mice) animal |
models, results in suppression of LH concentrations with functlonall
decreases in sex steroid hormones (e, estrogen) and assocxated'
phenotypic effects. These data support the proposed clinical |
mechanism of action whereby relugolix antagonizes GnRH receptorsE
in the pituitary, resulting in the suppression of LH and FSH secretion |
and decreases in endogenous sex steroid hormones levels (1e s
estrogen progesterone and testosterone). i
Undesirable pharmacodynamic interactions based on primary or|
secondary pharmacology are not expected for the components of the
proposed combination. Although relugolix, E2, and NETA are all
extensively metabolized prior to excretion, no significant PK |
interactions were observed between components of the combmation‘
that impact the safety or efficacy profiles. |
There were no nonclinical toxicology signals that might indicate the |
potential for adverse additive or synergistic interactions with respect
to general toxicity, genotoxicity and carcinogenicity, or reproductive
tox1cology Further, for the new chemical entity, relugolix, the
systemic exposures at the NOAEL in animal toxicity studies are, in|
fgeneral, significantly higher than the expected clinical exposures.
The comprehensive nonclinical package presented here, taken
together with clinical data for relugolix alone, clinical data with the |
combination including pivotal phase 3 safety and efficacy studies, |
and available clinical and nonclinical information available in
published literature for E2 and NETA, support the safe and effective
use of the therapeutic combination of relugolix (40 mg) with E2 (1|
mg) and NETA (0.5 mg) for the treatment of symptoms ass001ated
with uterme ﬁbronds

|
|
|
|
{
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JHopaarok 29

o IMopsiky nposeaenns excnepTusn peecTpauiiinux Marepianis
Ha J'llKapCbK] ZBCODH 10 nNoJarThCA Ha JACpIKaBHY peECTpauno
(mepepeectpanio), a Takok eKcnepTHH MaTepianis  npo
BHECCHHA 3MIH 70 peecTpaliiinix maTepianis nporsrom Aii
peecTpauiitHoro noceinuenns (NyHkT 4 posziny IV)

3BiT npo nokainiuHi focaiTKeHHS

1 Hasga nixapcekoro zacoby (3a HasBHOCTI - |

HOMEp peecTpauiifiHoro mocBiueHHs)

1) tan  nikapcbkoro 3acoly, 3a
TpoBojunacs abo MIaHyeThCs peccTpallis
32) I‘Ipoaeﬂem JIOCJ'IIJI}KCHHH

2. C[)apMaKOHOFIH

ll) TIEpBUHHA (bapmaxonuHaMiKa

2) BTopHHHa (hapMaKoAMHaMiKa

13) apmakonoris Gesnexu

4) doapMaKo;mHammm BsaeMoml

3. (I)apmaxoxmemxa

1) ananiTHyHi MeTOMKM Ta 3BiTH 1010 iX
Bastigauii

]'lpO(Inm, cpapMaKonormHoro plSHOMaﬂH'ETTH TAK-385 Tn

3476VA); Baninauis ans susnavenss T-1331285 y nnasmi |

|Piexo
(PenyromKc+eCTpa,u10n+H0peTnCTepOHy auerat, 40 mr/ 1
MF/O 5 M, TaﬁneTKH BKpHTl HJTIBKOBOK) oﬁonom-:oro) 1

AKHM | ﬂlKapCbKHH 3aci6 3a MOBHUM J0CHE (ABTOHOMHUM [

JI0CKE) (HOBa Ail0Ya pevuoBHHA)

X tak C ni mq.uo 1-11 oﬁrpymyaamﬂ - F

 |Adinmicts 35'nsysanns TAK-385 3 pé’uén%oﬁa'h'ﬁ“ﬁﬁiiﬁ

| (Hocnimxenns Ne: SD2ZLE2006-MK- 007)

' AHTaroicTHdHa akTHBHicTE TAK-385 mo cucremu | '
| kimitne CHO Jiogusm, 1wo excnpecye peuentopu T'HPT |
| (MocmimxeHns Ne: SD2LE2006-MK-001); |
| AuTaronictndHa aktuBHicTe TAK-385 10 cucTemu E
| knitun CHO MaBn, wo excrpecye peuentopu I'HPT"
| (Hocnimxenns Ne: SD2LE2006-MK-002); HpHrHHeHHﬂ
 BuBiIbHeHHs JII' mpu oxgHopasoBomy nepopanbHOMy i
BBEJCHHI HOBOrO HEMeNTHAHOrO adTaroHicta [HPT |
| TAK-385 y  kacTpoBaHMX  SIBAHCHKHX  MAKak |
| (Rocrimxenns Ne: SD2LE2006-MK-003); ITpurniuenns ’
oci TTJI HOBUM mepopajbHO AKTHBHUM aHTaFOHICTOMJ
| 'HPT" TAK-385 y camok Muwieit 3 HokiHrom peLenTopiB |
TPl mopguun (Jlocnimxenns Ne: SD2LE2006-MK- |

1 009); Ilpurnivenns oci I'TJI HoBuM NMEePOPAIBHO |

| aKTUBHUM  aHTarodicrom I'nPT" TAK-385 y camuis |
| MHIIEH 3 HoOkiHroM peuenrtopis 'nPI"  mromunu |
(HOCJ‘[I.JI}KEHHH Ne: SD2LE2006-MK-008). |

vitro: 3BiT npo dapmakonoriuni gani MDS Pharma'
|Services (MDSPS P 1083670)

BmmB Ha ueHTpaﬂLHy HepBOBy Cl/ICTeMy y mypnag
(,I[ocm;mceHHﬂ Ne: BA06114); Bnnur Ha AUXATBHY |
ccuctemy y uypis (Jocnimpkenns Ne: BA06115); Brius Ha |
(CepLEBO-CYAIMHHY  CHCTEMY Yy  CBiIOMHX  MaBIl |
(Hocnimxenns Ne: BA06116); Brume na Tik hERG |
(IIOCJIm)KCHHﬂ N° 8060607) i

'Bamnaum BusHauenHs T- 1331285 y nnasmi KponuKlB

metogom BEPX/MC (JlocnimxeHHs Ne: JCL053761); I
Banigauis Metony BEPX nns Buznauenns TAK- 385
(Hocnikenns Ne;: 3776 VA, 385VA); Baninauis MCTO,D,Yw

BEPX nans BuzHavenus T-1331285 (Hocnijzkenns Ne: | s

mumeit  Metomom  BEPX/MC  (Jlocnimkenns — Ne:
JCL053741); Banigauis ans BuzHauenus T-1331285 y

‘nna3M1 mypm 'MeTojI0M BEPX:’MC (Jlocm,umeﬂnﬂ No |



2) BCMOKTYBaHHS

3) pOBIl(V)‘,EL‘i‘JI o

4) metabonism

-JCL053721) Banmaum Ha Bu3HaquHH T 1331285 y;

‘mnasmi Man MetogoM BEPX/MC  (Jlocnimkenus Ne: |
JCL053751) |

MVT-601 Kmpeﬂc Ta 06'eM p03nomny y mypm i M&an
TiC/s  BHYTPIlUHBOBEHHOrO BBeieHHS; KoHueHTpauii |
TAK-385 y nmasmi kposi wypis micns OIHOPa30BOTO |
mepopabHOro Ta BHYTpilIHbOBEHHOT0 BBemeHHS (TAK- |
385/00076); Konuentpauii TAK-385 y nutasmi magn miciis |
\0JJHOPA30BOr0 [EpOPalbHOr0 Ta BHyTp]LL[HbOBEHHOFO‘
[BBEJICHHS (TAK- 385/00077), KoHuenrpartii |
\PAi0AaKTHBHOCTI B IU1asMi IIypiB micas om-lopas,oaoroi
nepopaibHoro BeeAeHHA 14C-TAK (TAK-385/00078)

KonuenTpauis B nnasmi ta BuAiNeHHs pagioakTHBHOCTI Y|
MaBIl  MiCAA  OJHOPA30BOTO  MEPOPANLHOrO  Ta
BHYTpILIHEOBEHHOro  BBeaeHHs 14C-TAK (TAK- -3
85/00079), KonuenTpauia B na3mi ta BuineHHs 3 cevero |
PalioakTUBHOCTI y  MaBm  [icis  OIHOPA3OBOTO |
NEPOPAILHOTO Ta BHYTPIlIHBOBEHHOrO BBeHeHHst 14C- |
TAK (TAK-385/00080); locniazxkenns nporukHocti 14C- |
TAK uepes xnmitunm Caco-2 (GE-0660-G); Micue |
BeMOkTyBanHA 14C-TAK y mypip (TAK-385-12451);
Jlimatiuna abeopbuis pagioakTusHOCTI y wypiB rmics |
OIHOPa30BOro nepopankHoro BeefeHHs 14C-TAK (TAK- |
1385- 12452), [Topranbhe npoHuKHeHHs pafioakTHBHOCT] Y |
mypis micns BBefeHHs 14C-TAK (TAK-385- 12709) i
JlinifinicTe y npodinax "koHueHTpauis B nnasm/qac”l
‘TAK 385y Luypm Micyisi OHOPA30BOro NEPOPANBLHOrO Ta |
BHYTPIIUHbOBEHHOTO  BBe/eHHS (TAK-385-12713); |

JliniiinicTs y npocbmﬂx "KOHUEHTpaLis B miasMi/yac"
‘TAK-385 y Mmasn micns opHopasoBoro NMepopabHOTO |
BBe/leHHsA (TAK-385-12714); Tlpodini "koHuenTpanis B |
masmi/uac" TAK-385 y wypie micns 6arar0pa3030rol
HepOpaﬂbHOFO BBeﬂeHHsJ (TAK 385 12723)

HOTeHLnHHHM BB TAK-385 na 38’ HsyBaHHﬂ cyny'rmxi
mpemapatiB 3 GilkaMu mIa3MM Y JUOZHHH in vitro |
(I{ocm;p:ceHHﬂ Ne: 15-805-053); KonuenTparii |
\PamioakTHBHOCTI B TKAHMHAX LIYPiB mics OﬂHOpaBOBOFO
[MepopaneHOr0  BBEJEHHA 14C-TAK-385 (TAK-
385/00085); KoHienTpauii pafioakTHBHOCTI B TKaHMHAX |
[CAMOK  IIypiB MiC/IA  O/IHOPA30BOrO  MEPOPANLHOTO |
{BBETIEHHS 14C-TAK-385 (TAK-385/00082); |
Kouuempauii’ pa,aioaKTHBHOCTi B TKaHUHAX }
MirMEHTOBAHHX LIy piB Mic/A 0JHOPA30BOr0 MepopasLHOro |
BBefieHHa 14C-TAK-385 (TAK- -385/00083); 38’ ﬂSyBaHHH
14C-TAK-385 3 Hinmkamu rnasmu y uiypis, MuLuei, Mag |
Ta mozeit in vitro (TAK-385/00084); AyTOpamorpa(bm
/BCLOTO Tina y caMmuUiB ulypie micns ()Jmopa:',msxoroE
nepopaanoro BBeJieHHs  14C-TAK-385 (TAK-385-
'12448) Aytopaniorpadis Bceoro Tia y camok mypm‘
micns OZIHOPa30BOro nepopanbHoro BeefeHHs 14C-TAK- | ‘
385 (TAK-385-12449); Posnozin 14C-TAK-385 y wypis, |
MHIIeH, MaBn Ta mogei in vitro (TAK-3 85-12450); |
\DeTo-MaueHTapHe [IPOHHKHEHHS paaioaKTHBHOCT yé
BariTHUX LIypiB TiC/Is OZHOPa30BOr0 MEPOPAIBHOrO |
BBeaenHs 14C-TAK-385 (TAK-385-1271 ]) |
\
MVT-601 XapaKTepHCTHKa METaﬁomTlB y renaTouHTax
moauHn (MVT-601-9027); Inentudikauis MeTa6omTy!
'TAK-385, merabonity B y Luypua (S-TAK-385- 072),:

Metabonizm  14C-TAK-385 MleOCOMaMH HB‘[IHKHE



|5)BUBEIEHHS

6) (papmaxoKiHeTHYHI B3aeMoaii (TOKTiHiuHI)

mepopansHoro  BeesleHHs  [14C]TAK-385  (TAK-
385/00075); Buninenns [14C]TAK-385 3 monokoM y
\mypis (TAK-385- 12712)

d)apMaKomHeanHe I[OCJII,EL}KGHHH TAK-385 nicns |
'OHOPA30BOro MepopanbHoro ado BHyTpiI_HHBOBeHHOI"0|
|BBEJICHHsA camusMm mypie Crpar-J{oyni 3 enakpumapoM |
abo Ge3 Hboro (RPT-03023); Iuribyrounii Brne TAK- |
385 Ha akTHBHiCTH LUTOXpoMy P450 (Hocmikenns Ne: |

mo,néﬁ i T%éphﬁ inm;f.i-fro (A‘S71-3é5—021);- Iﬁéu%n&ﬁkéu-iﬂ ‘

isohopm CYP-450, Brmouaioun meraGomism 14C-TAK- |
385 mikpocomamu, o excrpecyiots CYP, in vitro (A871-

385-022); Inentudikauis isopopm CYP-450, BKJIIOYAIOYH |

Metaboniam  14C-TAK-385 in  vitro  meromom |
KopensuiiiHoro aHasizy (A871-385- 023)

XapakTepuctuka  Merabomitis  TAK-385 (TAK-
385/00085); [Mpodine MeTaboniTis B naasmi mypis micns |

OJIHOPA30BOr0 MepopanbHoro BeeaeHHs 14C-TAK-385 |

(TAK-385/00086); ITpodins MeTaGonitie B mnazmi masm |
TIiCJIs OZIHOPA30BOTO MEepopanLHOro BeeeHHs 14C- TAK-
385 (TAK-385/00087); ITpodins MeTaboiTis B ceui, kari |

Ta nazmi KOBUI I_LlyplB micns o,uHopazosoro |

nepopanbHoro  BBeeHHs — 14C-TAK-385  (TAK-
:385/()0088) [Ipodine meTaGoniTiB B ceui, kani Ta miasmi

|
!
JKOBYI MaBM Mic/Is 0ZIHOPA30BOTO NEPOPANLHOTO BREICHHS i
14C-TAK-385 (TAK-3  85/00089); JocmimxeHHs | ;

metabonismy TAK-385, onocepeakosaHoro Mikpo6ioToro |

| 5 " |
KHIIEYHUKA, 32 I0TIOMOTOI OKPEMUX aHTHOIOTHKIR (TAK-

385- 12402) IIpodini merabonitiB y mopraneHiii muazmi,

TOHKIH KMINLi Ta BMICTI TOHKOI KMIIKM micis BBeIleHH)I‘
[14C]JTAK-385 wypam (TAK-385-12710); HpO(bl.TIl‘
MeTabosIiTiB y Monoui Ta miasMi micis 0JHOPa3OBOTO |
nepopaibHoro  BeeneHHs [14C]TAK-385 naktyroumm |

camkam wypis (TAK-385-12715); ®apmakokineTHuHe |
JOCITIJKEHHS TAK-385 micns 0JIHOPA30BOTO |

MEPOPANEHOro BBE/IEHHS HOPMATbHIM i nceBaO-BiNMBHIIM |
Bit MikpoOiB camusam mypie Crpar-loyni (TAK-385-

12974); BusnaueHHs BiIHOCHOTO BHECKY OCHOBHHX |
isodepmenTiB  uuToxpomy P450 y MiKpOCOMaTbHHiT |

MeTabomi3M [14C]TAK-385 3 BUKOPHUCTAHHAM
i30(hepMEHTHO-CEIEKTUBHHX XiMiuHIX iHriGiTopis |
uroxpomy P450 in vitro (TAK-385-13009); YTeopeHHs |

merabonity-B npun  Merabonmismi  [14C]TAK-385

MIKPOCOMaMM MeYiHKH IOJMHH Ta MiKpocoMaMmH, mol

EKCIPECYIOTh CYP2C8 in vitro (TAK-385 13393)

Buinenns pa,uloakTHBHOCTl 3 Cevelo, KAJIoM Ta Ha BH,E[OXy ’
Y UypiB MiCIA OAHOPA30BOrO MEPOPAILHOrO BBEJSHHS |

- |

[14C]TAK-385 (TAK- 385/00074) BuBenenns |
PazfioakTHBHOCTI 3 JKOBYIO Y LUYPIB MiCAA OJJHOPA30BOIrO |

817/AD); Ouinka ingykuii CYP3A TAK-385 Y
renarountax moaunn (TAK-385/00015); IuriGyrounii |

BB TAK-385 na Tpancnopr [3H]murokcuny vy |
KknituHax Caco-2 (TAK-385-10183); Iuri6yrounii BmmBé
‘TAK-385 na aktuBHicte CYP B Mikpocomax MeviHKY |

moqunn  (Jocnmimkenns Ne: B131136); BH3HaquH25
KiHeTHYHUX napaMetpiB P-gp mns TAK-385 B kiiTHHAaX |

Caco-2 (TAK-385-12581); Ouinka ingykuii CYP TAK—

385 y rematouurax Jioaunu in vitro (TAK-385 12’716), ;
Jlocmmkeﬂnﬂ iHribyBanns TAK-385 3 BUKOPUCTAHHAM |
KJTITPIH mo excnpecyiote OATP1B1/1B3, OATI1/3,

9
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OCT2 MATE1/2- KT& BCRP in v1t1o(TAK-385 13265)
Oninka 14C-TAK-385 sk cyGcTpaTy nepeHOCHHKIB |
'nixapcsfcux 3acobip moauHn OATPIB1 1a OATPIB3
| (TAK 385-13267); Ouinka inriGyrouoro BrmBy TAK-
385 na BSEP 3 BukopucTanHamM MeMOpaHHUX BE3UKYJI, 1o |

ekcnipecytote BSEP, momunn (Jlocnimkenus Ne: 14- |
1160/su).

7) iHui cbapmaxoxmemqm ,EI,OCHIIDKGHHH -

4. TokeHKONOris: ?

l) TOKCHUHICTb y pasi 0{HOpa3oBoro BeeienHss  Brue T-1331285 (pesepsua cnonyka TAK-013) na AJIT |
ta ACT y nnasmi mi yac oHOpa3oBOro nepopansHoro |
BBeieHHA Masnam  (Jlocnmimkenus Ne:  04- 015/ac)
TlonepeiHe TOKCUKOKIHETHYHE JOCTIIKEHHS 0IHOPA30BOT l
nosu T-1331285 y muumeit nicas nepopansHoro BBEJIEHHH |
uepe3 30HI (35-344/tk); HocnimkeHHS TOKCHYHOCTI | i
©oaHopa3oBoi 1031 TAK-385 y miypie nicns nepopansoro |
BBEeHHs uepes 3oun  (06-158/SU); Honepe;me
JocibkeHHs TokcHuHoeTi oauiel nosn TAK-385 y mypis |
[iCiA  BHYTPIUIHBOBEHHOTrO  BBeleHHA  (06- -220/ac);
JHocmimkenss roctpoi TokcuuHocTi TAK-385 mnpu
IIJABUIIEHHI /103 y MAaBN MiC/S [€pOPATLHOrO BBEJEHHS |
yepes 30HA (BA06113); HocmimKkeHHs TOKCHUHOCTI OTHie |
nosu TAK-385 y mypiB micns BHYTpilIHBOBEHHOrO |
BBeeHHs (06-157/AC)

2) TOKCHYHICTb y pa3i MOBTOPHHX BRE/ICHb Honepeﬂﬂe 2-TiKHeBe LOCHIKeHHs TOKCH4HOCTI T- |

1331285 y maBm micis HepopanbHOrO BBEJEHHS uepes |

: 30HA (05-190/su); Tlonepenne 2-THXHEBE NOCITiMKEHHS |
TokcHyHoceTi T-1331285 y urypis micns nepopaanoro‘
BBeLeHH: uepes 30H] (04-118/su); IMonepeane 2-THxkHeBe |
Aoc/iKeHHs TokcuyHocti T-1361888 y maBm michs |
NepopanbHOrO BBEACHHS 4epe3 30HA (04-245/su); 4- |
THXHEBE JIOCHIIKEHHS IS BU3HAYEHHS uiana:;OHyE
TokcndHocTi TAK-385 y mumeit micns mepopansHoro |
BBelleHHs  uepes  30HA  (06-283/ca);  4-TmxkHEBe |
JocmimKeHHs Tokcnynocti TAK-385 y  masm nicanst |
MEPOPaNbHOrO BBEJIEHHA uepes 30Hm (BA06118); 4-
'TIKHEBE J0C/iDKkeHHA TokcuuHocti TAK-385 y wmypis
[iC/IA MepOpalIbHOrO BBEZICHHS 4epes 30HA (06- 160/su); |
13-THKHEBE JOCNIIKEHHA Ui BH3HAYEHH: nianasouy |
rokcuyHocTi TAK-385 y mumed nicns nepOpanLHorol
BBeJeHHA uepes 30Hm (B061815-1); 13- -TIDKHEBE |-
JIOCNiDKEHHS JUIsl BU3HAYSHHS Jlianas’oHy TOKCHYHOCTI |
‘TAK-385 y mypie miciis nepopanbHOro BBeIeHHS qepea
3081 (B-6100); 39-THxkHeBe ROCTIMKEHHS TOKCHYHOCTI |
'TAK 385 y MaBm micns nepopaibHOTO BBEJIEHHS yepes |
3082 (BA07043); 26-TkHEBE QOCHIKEHHS TOKCHYHOCT] |
TAK-385 y mrypiB miciis nepopaisHOro BBEIEHHSA qepesa
i3oHa (B-6137).

|

|
l

3) LIHmreueanmm aﬂam3 TAK- 385y KIiTHHAX 3 JIETEHIB |
TEHOTOKCHYHICTh: KMTaHCBEKOr0 XOM’ sTuKa (06-166/GE); AHamz
in vitro OaxrepianbHOi pemepcii npu  BBegenHi TAK-385

(Hocnimxenns Ne: BO60605); Mikposaepruit ananis npu |
| BBefienni TAK-385 y utypis (Jocnizxenus Ne: BO60606). f

in vivo (BKII0YAKOYH I0IaTKOBY OLIiHKY 3 - 5
TOKCHKOKIHETHKIH) i l

{
4) KaHueporeHHme

JlOBI‘OCTpOKOBl JIOCJ'[],EL}KGHHH ’24 TmKHeBe ,E[OCJ‘IIJI)KE:HHH KaHHepOFeHHOCTl TAK 385 y&
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Mmuef»i nicns HepOpaﬂbHOFO BBe,HeHHH qepe3 30311 (B-:
6137); 24-TuskHeBe NOCTiKeHHs Kanueporennocti TAK-
385 y mypiB micns nepopankHOTo BBeIEHHS yepes 30H11§

i (B 6555),
KOPOTKOCTPOKOBI 0CTi ke s 2343 KOPOTKOCTPOKOBI I{OCHUI}I{EHH}I ABO
G0 flocTibrenHs cepeaHBof TpHBATOCTI JAOCITIJDKEHHA CEPEJIHLOI TPUBAJIOCTI |

Bci KOPOTKOCTPOKOBI JIOCIi/BKEHHA TOKCHYHOCTI a6o |
JOCITiIKeHHS CepeHbOoi TPHBANOCTI 3a3HaueHi y Monymi
14.2.3.2 «TOKCHUHICTb Y pa3i MOBTOPHHX BBEJEHBY. THmi |
KOPOTKOCTPOKOBI ~ HOCII/DKEHHS — TOKCHYHOCTI aﬁo;
JMOCTDKEHHS cepe/HboT TpHBanocTi 10 Moaymo 4.2.3.4.2 |
|HE BKJIHOYEHI.

IlO}laTKOBl ,IIOCJ'IUJ,}!{GHHH E

i
S—— S— . ——— e ——
i

5) penponykmaﬂa TOKCHUHICTH Ta- TOKCHUHMiL
\BIIJTMB Ha PO3BHTOK MOTOMCTRA:

BIUIMB  Ha (bepmnbmcm i . rﬂgnépeﬁﬁe -mll(u)ugﬂii[;KEHHS-l Bn}fnvayr  TAK- 385 Hai
|paHHii eMOpioHANBEHUI ecTpanbHuil muKn y mypie (06-161/fe); Brutue TAK-385 |
PO3BHTOK Ha (epTUIBHICTE i panHiii emOpioHanbHMIt po3BHTOK )10

\IMmTanTanii y Luypua (IIocnm)Kf:HHﬂ Ne: JISBL010-039).

'eMBpioTOKCHYHICTD I[ocmmerHﬂ JUIS BH3HAYEHHS manaaoHy Bmmsy TAK- ;
385 Ha emOpioHanbHuil poseuTok y wrypie (06-162/te); |
Jlocnimkenns 1is BU3HAYEHHS JianasoHy BIIMBY TAK-J
385 Ha emOpioHansHuit po3BUTOK y KponukiB (06-163/te); ;
BrmsTAK-385 Ha emGpioHanbHuii po3BuTOK y UIypiB |
(Hocnipxenss Ne: SBL010-038); BnnusTAK-385 Ha |
eMOpioHaNIbHUI PO3BHTOK Y Kponukis (Jlocmimkenns Ne: E
[SBLO10-040)

TIpeHaTajlbHa i mocTHaTANBHA TOKCHYHICT Brume TAK-385 na ‘npe— i nocTHaTanEHMil po_;,smorc y
l.IlyplB ()IocmmKeHHa Ne: 300136) N

\IOCIIJDKEHHS, TNpPH SKUX [pernapar yBOIUThCS .4.2.3.5.4 ILOCHI,I[}KEHHH TIPU SIKUX [TPETTAPAT i

IOTOMCTBY (HeCTATeBO3PIIHM TBapuHam) ta/abo YBOJIUTHCS [TOTOMCTBY (HECTATEBO3PLIIMM

OLIiHIOETRCS BianeHa mis TBAPMHAM) TA/ABO OLIIHIOETLCSA BIJJIAJIEHA
| AL i
CneujanbHi JOCIiKeHHs TOKCHYHOCTI y

|HECTATEBO3PIIMX TBAPUH HE MPOBOJUIIMCE. 3BiﬂLHeHHH!
Bl 3acTOCYBaHHs y nexiaTpuuHiil nomyswii (Bikom <18 |
pokiB) Oyna HajaHa IoA0 KOMGiHar(il penyronimy,g
ectpaniony Ta HOpeTHCTepOHy auertaty, Lle 3BinbHeHH: |
HageneHe y Monmyni 1.10. Xopani 3pitu MpO AOCIIIKEHHS |

1o Moaynio 4.2.3.5.4, He BKJIIOUEHI.

;6) MicLieBa [IEPEHOCHMICTh 4.2.3.6 MICLIEBA [TIEPEHOCUMICTb i
| :Cneuiaﬂbﬂi JOCHIJKEHHS  MicleBol HepE:HOCl/lMOCTl[
pEyroiikcy He NPOBOAWIIUCH, OCKIIBKH  croci6 |
3aCTOCYBAaHHA € TaKUM 3Ke, K 1 B JOCHIIKEHHAX |
TOKCMYHOCTI Y pa3l HNOBTOPHHUX BBeAEHL (nepopanbHo) |
(uuB. posnin 3.1.6 Moayns 2.4 «JlokmiHiunuit orysng
Konui 3BiTH npo JociiukeHHs 1o Mogaymo 4.2.3.6 e

|
=

1

\BKJIFOYEHI.
0 Jl01ATKOBi .HOCﬂllDKeHHH TOKCHUHOCTI: ' =
AHTHTEHHICTD (yTBopeHHﬂ aHTnTm) ‘ | R e [
lM)/HOTOI{CHL!HlCTb " ‘; - & - — |
AocaizoKen MeXaHiswin Aii Ouinka Wi-10KO3areKcacHoin (22:6)::

bic(Monoaumnrniuepon)  docdary gk Giomapkepa |
dbocdonininosy nix yac 4-TimkHeBOro nocnimkenns TAK- |
385 y camuis mypis Crpar-Hoyni micns NepopaIbHoro



ﬂlKapCbKa SaHE}KHlCTb

| TOKCUYHICTb MCTaGOHlTIB

ITOKCHUYHICTB IJ.OMII.HO}(

iHLIIe

5. BUCHOBKH 11[0/10 JOKJIIHIYHOIO BUBYEHHS

‘BllBe;Jl.t’:.HHﬂ qépé?.édﬂ,u (‘TAK-385-130i0)7. B '

= i

AHa.n|3 6aKTepla.Hl:H01 peBepcu an BBEIIBHHI TAK-385 |
U-2 (39- 163/ge); PospaxynkoBuit ananis MyTal"eHHOCTli
AoMmimok  penyromikcy  (MVT-6019025); Ouinka |
MyTareHHoro notexuiany npexkypcopa U-7 1a U-7 B TAK- |
385 in silico (Jlocnimkenns Takeda: PCD-DS-385-09A);
Myrarennuii moteHuian gomimok TAK-385 (TAK- |
385/10002); Myrarennuii norenuian aomimox TAK-385, |
U-6 (TAK-385/10009); Ananiz GakTepiansHoi peBepci'f!

mpu  BeeneHHi  TAK-385 U-2  (B090400);
‘TOKCHKOKIHETHYHE AOCTiKeHHs omuiel mo3u TAK-385 |

U-2 y muLueii micas nepopanbHOro BBEACHHS uepes 30H] |
(09-167/tk); Ananis 6akrepiansHoi peBepcii npu BBe/IeHH] |
TAK-385 U-2 y Tenauiii cuposarui (39-146/ge); AHa_maE

\OakrepiansHoi pesepcii npu Beenenni TAK-385 U-2 y |

Ouvayiil cuporarui (39-176/ge); LluToreHeTHyHuMii ananis |

‘TAK-385 U-2 y knituHax 3 JjereHiB kuTaiichkoro |

xom'suka (KJIKX)  (Mocnimkenns Ne:  B090578); |
ToxkcukokiHeTHUHe focnizmxkeHHs ojHiel mo3u TAK-385
U-2 y mwypiB micis nepopajbHOTO BBEJICHHS Yepe3 30H[ |
(09-168/tk); HocnimkenHs Myrauii rema HPRT le/l
Beefenni TAK-385 U-2 y xnitmHax 3 nereﬂlsg
KHTaifcbkoro xom'suka (v79) in vitro (Jocnimxenns Ne: i
K08-0005); Anaunis 6akrepiansHol peBepcii npu BBe,ueHm
TAK-385 U-2 y cymimi S9 momuau (B742); |

IMikposnepuuit ananiz npu BsepenHi TAK-385 y wypis |
(Mocnimxenna Ne: B090577); Ananiz UDS nipu BBe/ieHH] |
TAK-385 U-2 B rematoumrtax wypis in vivo/in vitro |

(B090579); Ananiz myTtauii lacZ npu Beenenni TAK-385 |
U-2 y wmumedi Muta™ in vivo (Jocnimkenns No:

18212684); Ananiz 6aKTepianhH0'1' peBepcii mpu BReIEHHI |

\TAK-385 U-2 y cymimi S9 mypis (39- 181/ge)

3T3 NRU BmﬂpoﬁyBaHHﬂ d)OTOToxcanOCTl T- 1331285 \
(05-281/pt);  3'acyBaHHS  CTPYKTYpPH  €TAlOHHOTO |

ctanpapty TAK-385 (TAK-385/00036); HocmimkeHHs |
‘(poTOTOKCHUHOCTI OIHOPA30BOI [JI03HM Ui BH3HAYEHHS |

[BIIMBY NepopankHoro (Yepes 304x) BeeaeHHs T-1331285 |
Ha cTaH WKipyu 6esmepetux Mumeit (Jocmimkenna Ne: 05- |
356/CO)

|
- : !
Byna NnpoBeJceHa IIHPOKa ImporpaMa I[OKJ'HHI‘!HOI

[PO3pobKH HOBOI XiMiuHOi peuoBuHM peiyroiike. Kpim |

TOr0, B paMKax 3allpoIOHOBaHOI KoMGiHOBaHOT Tepamii |

Oyna mposesieHa ouiHka JOKIMiHiuHOT dapmaxomorii,

\(papmakokinetuku Ta Gesnekn E2 ta HETA Ha OcHOBi |
oraAiB  omyGnikoBaHOT  JliTepaTypu B  KOHTEKCTI |

\0IHOYACHOTrO 3aCTOCYBAHHSA 3 PEJYrOMKCOM AK YACTHHH |
3arponoHoBaHoi kom6inoBaHoOT Tepanii. 1

i
|

,[[o:{mmqm JlaHi 1010 peNyronikey BKa3yloTh Ha Te, 1o |
BiH € IOTYKHHM i CeJIeKTHBHIM aHTaroHiCTOM peLenTopis | a
I'uPl" nioguun, a Ha ¢apMakoaorivHo peJ‘[eBaHTHHXI
(MaBnu Ta MULLII 3 HOKIHIOM peuenrtopiB [HPI" mogunu) |
TBADMHHUX MOJIENAX MpPU3BOAUTE 10 anereHHﬂ
‘konuenTpauii JII' i3 GyHKUIOHANEHEM 3HIGKEHHIM plBHH ;
CTAaTeBMX CTEPOINHHX TOpMOHIB (To6TO ecTporeny) i |

TOB'A3aHMX  (PEHOTHIOBUX ecbex‘ria i  nani|

Hl,HTBEp,I[}KyPOTB 3aHpOHOHOBaHHH KJIiHIYHHH MSXHHBM:
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1111 3I‘1,ElH0 3 AKHM peﬂyromlcc aHTaI‘OHIByE peuenTopH
FHPF B rinodisi, npu3Bojsumn 10 anereHHﬂ CBerHII
J'IF i ©CI, a TakoX 3HWKEHHS piBHA EH,uoreHHHx|
CTAaTeBUX CTepOIIHMX TOPMOHIB (TOGTO ecTporeHy, |
[MpOrecTepoHy Ta TECTOCTEPOHY). |

f

>

§ Hebaxani ¢apmakoauHamiuni B3aeMojii Ha OCHOBI |
|mepeiHHOi  abo  BTopuHHOI  dapmaxomorii A |
\KOMIIOHEHTIB 3aMpoIOHOBaHOT KoMOiHauii He |
louikyroTecs. Xoua penyromike, E2 i HETA iHTeHCHBHO
;Meraﬁonisytoncz 10 BHBE/ICHHS, 3HAYYLIHX
((hapMaKoOKiHETHYHMX B3aEMOAIN MK KOMIIOHEHTAMH
‘koMOiHawii, ski BriuBanu 6 Ha mpodini Gesnexn abo |
e(heKTHRHOCTI, HE CIIOCTEPIranocs.
JKonaHuX JOKMIHIYHMX TOKCHKONOMiYHMX CHTHANIB, SKi
Mornu O BKazyBaTH Ha HAMOBIpHICTH Hecnpmmnsnxi
aIMTHBHUX a00 CHHEPriYHMX B3aEMOill 3 TOYKM 30py
3aransHol TOKCUYHOCTI, FeHOTOKCHYHOCTI Ta
KaHLEePOreHHocTi a0  PenpomyKTHBHOI TOKCHYHOCTI,
otpuMano He Oyno. KpiMm Toro, cucteMHi ekcrozuilii
HOBOI XimiuHOI peuoBMHH penyroiikcy 3a NOAEL |
(piBeHb BiZCYTHOCTI BHABNEHHMX HeGaKaHUX SABMIL) Y |
JIOCTI/DKeHHAX TOKCHYHOCTI Ha TBapHHaX 3araioM e |
|
]

3HAQYHO BHIMHUMH, HiX OUiKYBaHi KIiHIYHI MOKa3HHMKH, |
Hajanuii noBHuil mnakeT JOKNiHIYHOI JOKyMeHTAIlI,
; 'pas’oM i3 KJIiHIYHMMH JaHUMH IIOJI0 PEIyroiKCy OKpemo, |
KIHIYHAMH JaHHMH 11070 KoMGiHOBaHOro mpernapary, |
[BKJIIOYAKOYHM  OCHOBHI  JOCIi[DKEHHA  Oe3meku  Ta |
ecbeKTHBHocn Gasu 3, a TakoK HAaABHI KIiHiuHi TaE
\IOKJIiHI4HI JaHi, TocTynHi B omyGaikoBaHiil niTepaTypi
, mono E2 ra HETA, niateepikyroTh Oesneuicts Ta |
: ‘e(eKTHBHICTL 3aCTOCYBaHHS Tepaneamqﬂcn koMOiHamii |
penyronikcy (40 mr) 3 E2 (1 mr) i HETA (0,5 mr) mns
J'IleBaHHH CHMIITOMIB, MOB’ I3aHHX 3 MiOMOI) MATKH.

3asBHUK (BIACHHK !
peecTpauiitHoro
TIOCBiAYEHHS) {

[trean AxyOoBiyu
irBa «Pixtep ['eneon Hpr.» B Vkpaini
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Study Title: An Open-Label, Randomized, 7'wo-Treatment, Three-
Sequence, Three-Period Crossover and Partial Replicate,
Single-Dose Study to Demonstrate Bioequivalence Between
the Relugolix/Estradiol/Norethindrone Acetate (40 mg/1
mg/0.5 mg) Fixed-Dose Combination Tablet and Co-
administration of a Relugolix 40-mg Tablet and
Estradiol/Norethindrone Acetate (1 mg/0.5 mg; Activella®)
in Healthy Postmenopausal Wo aen

Study Intervention: Relugolix

Trade Name: N/A

Indication: Heavy Menstrual Bleeding Associated with Uterine Fibroids
Brief Description: Open-label, single-dose bioequivalence study
Study Sponsor: Myovant Sciences GmbH

IND Number: 076642

Study Phase: Phase 1

Study Initiation Date: 11 Mar 2019

Study Completion Date: 21 Jun 2019

Report Date: 15 Nov 2019

Original:

This trial was conducted in accordance with the ethical principles of Good Clinical Practice
(GCP), according to the International Council on Harmonisation (ICH) Harmonised Tripartite
Guideline.
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SYNOPSIS
Name of Sponsor/Company: Individual Study Table Referring | (For National Authority Use Only)
Myovant Sciences GmbH to Part of the Dossier
Name of Study Intervention: Volume
Relugolix 40-mg tablet S
Trade Name: Not applicable Page:

Title of Study: An Open-Label, Randomized, Two-Treatment, Three-Sequence, Three-Period Crossover and
Partial Replicate, Single-Dose Study to Demonstrate Bioequivalence Between the Relugolix/Estradiol/
Norethindrone Acetate (40 mg/1 mg/0.5 m g) Fixed-Dose Combination Tablet : 1d Co-administration of a
Relugolix 40-mg Tablet and Estradiol/Norethindrone Acetate (1 mg/0.5 mg; - tivella®) in Healthy
Postmenopausal Women

Study Number: MVT-601-042
Study Phase: Phase |
PIP and/or PSP Number (if applicable): Not applicable

Number of Study Centers and Countries: This study was conducted at a single center in the United States.

Publications (reference): Not applicable

Studied Period (years): Phase of development: 1|
Date first participant enrolled: 11 Mar 2019
Date last participant completed: 21 Jun 2019

Methodology: This was an open-label. randomized, two-treatment, three-sequence, three-period crossover and
partial replicate, single-dose study in 90 healthy postmenopausal women to establish bioequivalence between the
relugolix/estradiol (E2)/ norethindrone acetate {NETA) (40 mg/1 mg/0.5 mg) FDC tablet and co-administration of
a relugolix 40-mg tablet and an E2/NETA (1 mg/0.5 mg: Activella) tablet. The study consisted of three treatment
periods (Treatment Periods 1,2 and 3). Study participants were randomized to order in which they received study
treatment (relugolix/E2/NETA FDC tablet [test {T}]; co-administration [relugolix + Activella] [reference fR}])
in a crossover manner according to one of three treatment sequences (n = 30 per treatinent sequence) with co-
administration administered in two of the three freatment periods within each treatment sequence (Appendix
16.1.1, Protocol Section 4.2).

On Day 1 of each treatment period, after fasting from all food and drink, except water, for at least 10 hours, study
participants received their assigned study treatment with 240 mL of room tempirature water and continued to fast
for 4 hours postdose. Additionally, water was restricted 1 hour prior to and aftc - study drug administration. The
dosing conditions were consistent with those recommended in the FDA guidanc 2 on bioequivalence (Guidance
for Industry: Bioavailability and Bioequivalence Studies Submitted in NDAs o INDs — General Considerations,
Mar 2014). s

Blood sampling was collected up to 168 hours postdose for determination of relugolix plasma concentrations and
up to 72 hours postdose for determination of norethindrone (NET) plasma concentrations and estradiol (E2),
estrone (E1), and total EI serum concentrations. There was a 10~day washout interval between study drug
administration in each treatment period.

Number of Participants (planned and analyzed): Ninety participants were planned and were enrolled in the
study and 86 participants completed the study. The Safety Population included all of the 90 participants who
were enrolled and received at least one dose of study drug. All 90 participants were included in the
Pharmacokinetic Concentration Pharmacokinetic Parameter Populations. Participants or specific pharmacokinetic
parameters for each analyte excluded from the statistical analysis for assessment of bioequivalence is provided in
Section 5.1.
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no
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active substance)

5 Full title of the clinical trial, code number

of the clinical trial
i
}
§

6. Phase of the clinical trial

1:1’ Tlmmeframe of the clinical trial

LIBERTY 1: An International Phase 3 Randomized, Double-Blind,
Placebo-Controlled Efficacy and Safety Study to Evaluate Relugolix
Co-Administered with and without Low-Dose Estradiol and
Norethindrone Acetate in Women with Heavy Menstrual Bleeding
Associated with Uterine Fibroids.

(study number: MVT-601-3001)

|Phase3
From 07.03.2017. t0 29.04.2019.

58. Countries ‘where the clinical trial was

conducted

;9. Number of subjects

— R ——— S ===
I
]

0. Purpose and secondary objectives of the
clinical trial

80 centers globally including North America, Brazil, Italy, Poland,
fSouth Africa, and the United Kingdom.
planned:390
actual: 388

1Primary objective:
The objective of this study was to determine the benefit of relugolix 40
:mg once a day co-administered with E2 1 mg and NETA 0.5 mg
compared with placebo for 24 weeks

on heavy menstrual bleeding associated with uterine fibroids

iSecondary objective:

To determine the benefit of 24 weeks of relugolix 40 mg once a day co-
administered with either 12 or 24 weeks of E2 and NETA (1 mg/0.5 mg)
compared with placebo for 24 weeks on the following:

* Achievement of amenorrhea;

Change in hemoglobin;

Impact of uterine fibroids symptoms, activities, and health-
related quality-of-life as measured by components of the
Uterine Fibroid Symptom and Health-Related Quality-of-Life
(UFS-QoL);

Patient global assessment (PGA) for function and symptoms as
measured by the PGA for function and symptoms;




; o Impact of heavy menstrual bleedmg on social, lelsure and
i physical activities as measured by the Menorrhagia Impact
' Questionnaire (MIQ);

¢ Pain associated with uterine fibroids;

e Uterine volume;

e  Uterine fibroid volume.

l T T S S e

i —

This was an international Phase 3, randomized, double- blind, placebo-
icontrolled study.,

e e i e

11. Clinical trial design

i12. Key inclusion criteria i ;Heavy Menstrual Bleedmg Associated with Uterine Fibroids.
13. Investigational medicinal product, Relugollx 40 mg tablet, oral, E2/NETA 1 mg/0.5 mg over-
method of administration, strength fencapsulated tablet, oral

il4 Coﬁl_pdrator, method“of_ad—m“ipistration,
stren gth

—— e

i Concomitant medications taken durmg the study treatment period were

summarized for all patients in the Safety population by treatment

'group as treated. Medications were considered concomitant if exposure

;occurred during the Treatment- Period. Prohibited drug categories are
rovided

jin the protocol (CSR MVT-601-3001 Appendix 16.1.1).

|
?Relugolix placebo tablet, oral and E2/NETA placebo capsule, oral.

15. Concomitant therapy

iroportlon of women in the relugohx + E2/NETA group versus the

lacebo group who achieve an MBL (menstrual bleeding loss) volume

16. Efficacy evaluation criteria |of <80 mL AND at least a 50% reduction from baseline MBL volume
over the last 35 days of treatment, as measured by the alkaline hematin
method.

* Treatment-emergent adverse events, change in vital signs
(including weight), clinical laboratory tests, and ECGs;
Percent change from baseline to Week 12 in bone mineral
density (BMD) at the lumbar spine (L1 - L4) in the relugolix +
E2/NETA group compared with the relugolix + delayed
E2/NETA group, as assessed by dual-energy x-ray
absorptiometry DXA;

* Percent change from baseline to Week 24 in BMD at the

lumbar spine (L1 - L4), total hip, and femoral neck, as

{ assessed by DXA;
{ * Incidence of vasomotor symptoms.
|

i
17. Safety evaluation criteria

Fl"he statistical analyses performed in this study were for the prespemﬁed
endpomts in the SAP, which was finalized prior to database lock and
iunblmdmg of the data. All statistical analyses were conducted using
SAS® Version 9.2 or higher. Statistical tests for the primary and
secondary efficacy endpoints were assessed at a two-sided a = 0.05
151gn1ﬁcance level, and all ClIs were reported as two-sided, unless
jotherwise stated.

18. Statistical methods

i

i

!! Overall demographic characteristics were generally similar among
i

treatment groups. The mean(SD) age for all patients in this study was

I

l] 9. Demographic data of the study (42 .0 (5.38) years with the mean ages being similar among treatment

population (gender, age, race, etc.) groups. There were numerically more patients in the relugolix +

r delayed E2/NETA group <40 years compared with the other two
,treatment groups.




i
['7 P TR ~ [This international Phase 3, randomized, double-blind, placebo-
|
%
!

20. Efficacy outcomes

‘!21. Safety outcomes

22. Conclusion (summary)

The two predominant racial representations in the study were Black or
African American (191 patients [49.4%]) and White (173 patients
[44.7%]). There were fewer Black or African American patients
randomized to the relugolix + E2/NETA group (59 patients [46.1%])
than to the relugolix + delayed E2/NETA and placebo groups (67
patients [50.8%] and 65 patients (51.2%], respectively). There were
more White patients randomized to the relugolix + E2/NETA (64
patients [50.0%]) than to the relugolix + delayed E2/NETA and
placebo groups (53 patients [40.2%] and 56 patients [44.1%],
respectively). Over 75% of patients in each treatment group were
enrolled in North America.

controlled study designed to evaluate the efficacy and safety of oral
relugolix + E2/NETA for 24 weeks met the primary efficacy endpoint
of demonstrating superiority in improvement of heavy menstrual
bleeding associated with uterine fibroids when compared with placebo.
In the relugolix + E2/NETA group, 73.44% of patients achieved an
MBL volume of < 80 mL and at least a 50% reduction from baseline in
MBL volume over the last 35 days of treatment compared with 18.90%
iin the placebo group (p < 0.0001).

[The robustness of the primary efficacy analysis result was supported
by sensitivity analyses and subgroup analyses. Results from these
analyses confirmed the results of the primary endpoint analyses (ie, 24
weeks of treatment with relugolix + E2/NETA) demonstrated a
comprehensive and significant improvement in MBL volume that was
;[generally consistent across the subgroups analyzed.

i[In this study, relugolix combination therapy was generally well-
tolerated, and no safety concerns were identified. The incidence of
adverse events, both serious and nonserious, was

overall balanced between combination relugolix + E2/NETA and
placebo treatment groups.

The most frequently reported adverse events were headache and hot
flush; only hot flush was reported more frequently in the relugolix +
E2/NETA group than in the placebo group (11% versus 8%).

%fAs expected, vasomotor symptoms were reported more frequently in
patients who received relugolix + delayed E2/NETA.

Bone mass was preserved in the combination relugolix + E2/NETA
group. Data from the relugolix + delayed E2/NETA group indicated
that E2/NETA mitigates the hypoestrogenic symptoms observed with
relugolix monotherapy, including hot flushes and loss of BMD,

This international Phase 3, randomized, double-blind, placebo-
controlled study designed to evaluate the efficacy and safety of oral
relugolix + E2/NETA for 24 weeks met the primary efficacy endpoint
!of demonstrating superiority in improvement of heavy menstrual
bleeding associated with uterine fibroids when compared with placebo.
In this study, relugolix combination therapy was generally well-
?tolerated, and no safety concerns were identified.

Bone mass was preserved in the combination relugolix + E2/NETA
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2. Applicant | Gedeon Richter Ple. Hungary
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packaging, quality control, batch release);

Pateon Inc., Canada (in bulk product manufacturing, quality control)

3. Manufacturer

,f 4. Conducted studies:
|
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[ ——— P AT e S

i LIBERTY 2: An International Phase 3 Randomized, Double-Blind

| iPlacebo—Controlled Efficacy and Safety Study to Evaluate Relugolix
5. Full title of the clinical trial, code number Co-Administered with and without Low-Dose Estradiol and

of the clinical trial Norethindrone Acetate in Women with Heavy Menstrual Bleeding

E !Associated with Uterine Fibroids '

; (MVT-601-3002)

6. Phase of the clinical trial |Phase3 R
7. Time frame of the clinical trial  [From 03.05.2017. to 10.07.2019

i ;99 centérgug-ldbally, including centers in _I\Tokr’tgﬁimgﬁmc_ﬂﬁmnwiﬂfé&m

[8- Countries where the clinical trial was States), Belgium, Brazil, Chile, Czech Republic, Hungary, Poland, and

i‘conducted South Africa.
———— cmot : e = —
5 5 iplanned: 390
E9. Number of subjects lactual: 382
AT LN e m[lsrimary: - o

* To determine the benefit of relugolix 40 mg once a day co-
administered with estradiol (E2) 1 mg and norethindrone acetate
(NETA) 0.5 mg compared with placebo for 24 weeks on heavy
menstrual bleeding associated with uterine fibroids.

(Secondary:
10. Purpose and secondary objectives of the * To determine the benefit of 24 weeks of relugolix 40 mg once a
clinical trial day co-administered with either 12 or 24 weeks of E2 and

NETA (1 mg/0.5 mg) compared with placebo for 24 weeks on
the following:
Achievement of amenorrhea;

¢ Change in hemoglobin;

¢ Impact of uterine fibroids symptoms, activities, and health-

E related quality-of-life as measured by components of the




11. Clinical trial design

12. Key inclusion criteria

[13. Investigational medicinal product,
method of administration, strength

14. Comparator, method of administration,

strength

i
i
i
i

15. Concomitant therapy

16. Efficacy evaluation criteria

17. Safety evaluation criteria

18. Statistical methods

[ Uterine Fibroid Symptom and Health-Related Quality-of-Life

(UFS-QoL);

Patient global assessment for function and symptoms as

measured by the patient global assessment (PGA) for function

and symptoms;

* Impact of heavy menstrual bleeding on social, leisure, and
physical activities as measured by the Menorrhagia Impact
Questionnaire (MIQ);

* Pain associated with uterine fibroids;

Uterine volume; and
e Uterine fibroid volume.

[This was an international phase 3',_}“a_r;domizeg,—cvlouble-blind, placebo- |
icontrolled study.

X ;'I:leavy Me;l—s_t;aélmﬁl;c-dir;g Associated with Uterine Fibroids,
Relugolix 40 mg tablet, oral, E2/NETA 1 mg/0.5 mg over-
encapsulated tablet, oral

i
iRelugolix placebo tablet, oral and E2/NETA placebo capsule, oral.

§A total of 360 patients (94.5%) received concomitant medications
during the study, including 120 patients (95.2%) in the relugolix +
;EZ/NETA group, 118 patients (93.7%) in the relugolix + delayed
[E2/NETA group, and 122 patients (94.6%) in the placebo group.

The primary efficacy endpoint for this study was the proportion of
women who achieved an MBL (menstrual bleeding loss) volume of <
80 mL and at least a 50% reduction from baseline MBL volume over the
llast 35 days of treatment, as measured by the alkaline hematin method,
referred to as responder rate.

The primary efficacy analysis was the comparison of the relugolix +
EZ/NETA group with the placebo group with respect to responder rate,

Safety was evaluated by monitoring:
adverse events,

BMD (bone mineral density)
clinical laboratory data,
12-lead ECGs,

vital signs,

physical examinations,
visual acuity examinations,
endometrial biopsies,
menstrual bleeding patterns,
pregnancy, and overdose

i
l .
|
i

e o & @& ©° e o

The primary hypothesis tested in this study was whether relugolix +
E2/NETA was superior to placebo in the primary endpoint defined as
the percentage of women who achieved both an MBL volume of < 80
mL and at least a 50% reduction in MBL volume over the last 35 days
of treatment as compared with baseline.

The point estimate and two-sided 95% CI of the difference in the
proportions were calculated between relugolix +

E2/NETA and placebo. The between-treatment comparison was
E)erformed using the Cochran-Mantel-Haenszel method stratified by
randomization stratification factors (geographic region and mean

screening MBL volume).
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 [The primary endpoint was tested at a two-sided 0,05 significance level.

%T he primary endpoint was met if the treatment effect observed in the
érelugolix +E2/NETA group compared with that observed in the

placebo group was statistically significant with a two-

i< 0.05.

Overall, demographic characteristics were

ftreatment groups. The mean (SD) ag

l142.1 (5.29) with the mean ages being simil

i“T here were numerically more patients

sided p-value of

generally similar aﬁong

¢ for all patients in this study was

ar among treatment groups.

in the placebo group < 40 years

compared with the other two treatment groups. The two predominant
racial representations in the study were Black or African American

i(202 patients [53.0%]) and White
more Black or African American
Ppatients [57.4%]) than to the relu

(157 patients [41.2%]). There were

patients randomized to placebo (74
golix + E2/NETA and relugolix +
delayed E2/NETA groups (62 patients [49.6%] and 66 patients
[52.0%], respectively). There were more White patients randomized to
relugolix + E2/NETA (58 patients [46.4%]

'delayed E2/NETA and placebo groups (50

) than to the relugolix +
patients [39.4%] and 49

patients [38.0%)], respectively). At least 74.0% of patients in each
;treatment group were enrolled in North America while approximately
26.0% were enrolled outside of North America.

The study met its primary endpoint. In the relugolix + E2/NETA

group, 89 patients (71 .20%) achieved an MBL volume of < 80 mL and

at least a 50% reduction from baseline in MBL volume over the last 35

Fdays of treatment compared with 19 patients (14.73%) in the placebo
group. The observed difference between the two groups was 56.47%

(95% CI: 46.45% to 66.49%

group and was statistically significant

(p<0.0001).

) in favor of the relugolix + E2/NETA

Across all subgroups, treatment differences were consistent with the
‘!*primary analysis with a higher proportion of patients who received
:relugolix + E2/NETA meeting the definition for responder than
patients who received placebo, as indicated by the point estimate and
lower bound of the 95% CI for the odds ratios being above 1 favoring
}re]ugolix + E2/NETA over placebo. The magnitude of the responses

|

across these subgroups was generally consistent with that observed in

the analysis of the primary efficacy endpoint in the overall population,
especially in the subgroups with larger sample sizes. Treatment effect

1

was slightly higher in the rest of world than in North America and in

‘White patients compared with Black or African American patients.
iSmall sample sizes in Asian and other racial groups made it difficult to
make robust comparisons. Smaller treatment differences were
observed in the subgroups of women with larger uterine volumes =
300 cm®) relative to the rest of the subgroups; however, the odds ratio

H

E2/NETA.

(95% CI) in these subgroups was still in favour of relugolix +

[In this study, relugolix combination therapy was generally well-
tolerated, and no safety concerns were identified. The incidence of

adverse events, both serious and nonserious, was overall balanced

;between combination relugolix + E2/NETA and placebo treatment
groups. The most frequently reported adverse events were headache

and hot flush; only hot flush w.

as reported more frequently in the
- fre_lugolix + E2/NETA group than in the placebo group (33.3% vs.




1
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33.9%). As expected, vasomotor symptoms were reported more
i‘frequently in patients who received relugolix + delayed E2/NETA.
ibone mass was preserved in the combination relugolix + E2/NETA
group. Data from the relugolix + delayed E2/NETA group indicated
that E2/NETA mitigates the hypoestrogenic symptoms observed with

relugolix
monotherapy, including hot flushes and loss of BMD.

[This international phase 3, randomized, double-blind, placebo-

controlled study designed to evaluate the efficacy and safety of oral

&elugolix + E2/NETA for 24 weeks met the primary efficacy endpoint

of demonstrating superiority in improvement of heavy menstrual

22, Conclusion (summary) bleeding associated with uterine fibroids when compared with placebo.
I'In the relugolix + E2/NETA group, 71.20% of patients achieved an
j]]:/[/IBL volume of < 80 mL and at least a 50% reduction from baseline in
MBL volume over the last 35 days of treatment compared with 14,73%
iin the placebo group (p.< 0.0001).
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Annex 30

to Procedure for Conducting Expert Evaluation of Materials
Pertinent to Medicinal Products, which are Submitted for State
Registration (Re-Registration), as well as the Expert Evaluation
of Materials about Introduction of Changes to the Registration
Documents during the Validity Period of Registration Certificate
(paragraph 4, section IV)

Clinical Trial Report Ne 3

- e
| Ryeqo

[1. Name of the medicinal product (Relugolix+Estradiol+Norethisterone acetate 40 mg/1 mg/0.5 mg film-
;(Registration certificate number, if any) |coated tablet)

z |

{ Gedeon Richtérilglc':mlllu—ﬁgay

2. Applicant
i Gedeon Richter Plg,_ﬁ::;garwym(})flma;y E)éckagingj s_econdary
\packaging, quality control, batch release),
f JPateon Inc., Canada (in bulk product manufacturing, quality control)
J |

— = e =

] 4. Conducted studies:

I
I
|
i

3. Manufacturer

X yes C no if no, justify

1 ftype&f the medicinal I;roducit',' ré“gis-t_rai’tibﬁ"'- Medicinal product V;f_ithi:orlﬁp—léfewab;g];é;m(m;tand—aloﬁgdossier) (new
of which was conducted or planned active substance)

— D e

. LIBERTY EXTENSION: An International Phase 3 Open-Label,
| ; s ) Single-Arm, Long-Term Efficacy and Safety Extension Study to
jS' Full title of the clinical trial, code number [Evaluate Relugolix Co-Administered with Low-Dose Estradiol and

gOf the clinical trial !Norethindrone Acetate in Women with Heavy Menstrual Bleeding

i Associated with Uterine Fibroids.(MVT-601-3003)

6. Phase of the clinical trial  Phase 3 o

[7. Time frame of the clinical trial  [From 05.12.2017, to 24.01.2000,

8. Countries where the clinical trial was Fr his sty was conducted at 149
ic;m i Brazil, Chile, the Czech Republic, Hungary, Italy, Poland, and South

! Africa.

e e eeT—tteamamsto Aottt P

1 N
< ; planned: 600
|9. Number of subjects lactual: 477

The objectives of this extension study were to evaluate the long-term
10. Purpose and secondary objectives of the efficacy and safety of relugolix + E2/NETA for up to 52 weeks of

cclinical trial treatment (including the 24 weeks of treatment
! during either parent study, MVT-601-3001 or MVT-601-3002).

B g (s

This was a multinational phase 3, open-label, single-arm, long-term
efficacy and safety extension study that enrolled eligible patients who
completed participation in one of the phase 3, randomized, placebo-
controlled parent studies (MVT-601-3001 or MVT-601-3002).

~ Heavy Menstrual Bleeding Associated with Uterine Fibroids.
13. Inﬁestigaﬁoﬁéf medicinal ‘[;"roducwt? 7 ';Rahgbli; Zlﬁgﬁt;t;]'et_,- oral, E2/NETA 1 mg/OTg mg over-
method of administration, strength encapsulated tablet, oral

11. Clinical trial design

12. Key inclusion criteria

[14. Comparator, method of administration,

| ; = -
strength fRelugollx placebo tablet, oral and E2/NETA placebo capsule, oral.

~ |A total of 464 patients (97.5%) received concomitant medications
during the study, including

il 5. Concomitant therapy



i
i

|
|
{
f

16. Efficacy evaluation criteria

17. Safety evaluation criteria

f18. Statistical methods
i
i
|
|

19. Demographic data of the study
gpopulation (gender, age, race, etc.)

!

13
13

e 1160 patients (98.2%) in the relugolix + E2/NETA group, 144 patients
(96.6%) in the relugolix +
delayed E2/NETA group, and 160 patients (97.6%) in the placebo

ggroup.

"The primary efficacy endpoint for this study was the proportion of
women who achieved an

MBL volume < 80 mL and at least a 50% reduction from baseline
MBL volume over the last

35 days of treatment, as measured by the alkaline hematin method,
freferred to as a responder

rate.

Safety was evaluated by:
* monitoring adverse events,
* clinical laboratory data,
¢ |2-lead ECGs,
* vital signs,
* physical examinations,
® assessments of BMD,
endometrial biopsies,
* menstrual bleeding patterns,
* pregnancy, and overdose.

|
!
i
!
i
|
|

i
|
|
|
1
f
|
|
|

iAll statistical analyses were conducted using SAS® Version 9.2 or
higher. Where appropriate, variables were summarized descriptively
by study visit. For categorical variables, the count and proportions of
each possible value were tabulated by parent study treatment group.
For continuous variables, the number of patients with non-missing
values, mean, median, standard deviation (SD), minimum, and
maximum values were tabulated.

irI_n general, demogréi)th and baseline characteristics were consistent
with those observed in the

parent studies. The majority of patients were in their later reproductive
years (40+ years of age),

approximately half were Black or African American, and most were
overweight or obese by

BMIL. The baseline characteristics of the overall enrolled population
were consistent with a high

}mrden of symptomatic uterine fibroids, including a mean MBL
volume of 234.33 mL that far

exceeded the 80 mL threshold for heavy menstrual bleeding (with
some patients exceeding 1000

EmL of MBL volume); anemia with a mean hemoglobin concentration
of 11.22 g/dL; mean index

Juterine fibroid volume of 81.57 ¢cm3 that exceeded the minimum
threshold required for

eligibility; mean uterine volume of 409.24 ¢m3 that was greater than a
gravid uterus at 12 weeks
gestation (Sheth et al. 201 7.

To evaluate the long-term efficacy of relugolix

140 mg once a day co-administered with low-dose E2
!and NETA for up to 52 weeks, among patients who
previously completed a 24-week treatment period in
one of the parent studies (MVT-601-3001 or




21. Safety outcomes

Applicant (Registration
certificate Holder)

[Safety was evaluated by:

(This multi-national Phase 3, extension stﬁ&y,mc_lé;ignuéawf(; evaluate

!35 days ";“’T“ ;

14
14

EMVT-601-3002), on heavy menstrual bleeding
associated with uterine fibroids.

o evaluate the long-term efficacy of relugolix
E40 mg once a day co-administered with low-dose E2
and NETA for up to 52 weeks, among patients who
previously completed on of the parent studies
:(MVT-601-3001 or MVT-601-3002), on the
following:
— Achievement/maintenance of amenorrhea;
— Hemoglobin;
— Changes in symptom severity and quality-of-life
‘:Telated to uterine fibroids, as measured by the
UFS-QoL;
-Impact of heavy menstrual bleeding on social,
leisure, and physical activities, as measured by
the MIQ;
—~ Uterine volume;
~ Uterine fibroid volume.

* monitoring adverse events,
clinical laboratory data,
12-lead ECGs,

vital signs,

physical examinations,
assessments of BMD,
endometrial biopsies,

¢ menstrual bleeding patterns,
* pregnancy, and overdose.

¢ & o o o @

long-term efficacy and safety with relugolix + E2/NETA,
demonstrated that the improvement of heavy menstrual bleeding
!associated with uterine fibroids was sustained through 52 weeks of
treatment. In the relugolix + E2/NETA group, 87.73% of patients met
Jthe primary endpoint, an MBL volume of < 80 mL and at least a 50%
reduction from baseline in MBL volume over the last

ol

e bovics Istvan
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Annex 30

to Procedure for Conducting Expert Evaluation of Materials
Pertinent to Medicinal Products, which are Submitted for State
Registration (Re-Registration), as well as the Expert Evaluation
of Materials about Introduction of Changes to the Registration
Documents during the Validity Period of Registration Certificate

(paragraph 4, section IV)

Clinical Trial Report Ne 4

i ol el ' Ryeqo

!1- Name of the medicinal pr oduct (Relugolix-+Estradiol+Norethisterone acetate 40 mg/1 mg/0.5 mg film-
((Registration certificate number, if any) coated tablet)

1 ,

2. Applicant | Gedeon Richter Ple. Hungary

T e e s

ﬁ Gedeon Richter Plc., Hun:gary (primary packaging, secondary
J Ipackaging, quality control, batch release),
3. Manufacturer lPateon Inc., Canada (in bulk product manufacturing, quality control)

{ 4. Conducted studies: X yes C no if no, justify

1) type of the medicinal product, registration | Medicinal product with complete dossier (stand-alone dossier) (new
of which was conducted or planned active substance)

| A Two-Part, Open-Label, Randomized, Two-Treatment, Two-
‘ 'Sequence, Two-Period Crossover Single-Dose Study to Assess the
5. Full title of the clinical trial, code number Effects of Food on the Relugolix/Estradiol/Norethindrone Acetate (40
of the clinical trial mg/l mg/0.5 mg) Fixed-Dose Combination Tablet in Healthy

éPostmenopausal Women (Part 1) and the Relugolix 40-mg Tablet in
Healthy Premenopausal Women (Part 2).(MVT-601-041)

6.Phase of the clinical trial ~ [Phase | I e
[7. Time frame of the clinical trial  [From 15.05.2019, 10 11102015,

8. Countries where the clinical trial was || ) -

] us

conducted ;

e e—— RS = e

| . planned:

§9. Number of subjects lactual: 48

~ [Part 1: To assess the E‘f?é”é?&f?&’é'a*oﬁaEngTé'}élﬁgolix/ E2/NETA (40

mg/1 mg/0.5 mg) FDC tablet following consumption of a high-fat meal

|
10. Purpose and secondary objectives of the {

clinical trial éPart 2: To assess the effect of food on a single relugolix 40-mg tablet
(T4B formulation) following consumption of a high-fat meal.

I
%A Two-Part, Opgﬂ;ﬁ;wimi';—ﬁaﬁﬁgmiZeEl,mTwo-'lTre_a“t;‘,ment, Two-
Sequence, Two-Period Crossover Single-Dose Study.

~ Healthy Postmenopausal Women (Part 1) and Healthy Premenopausal
Women (Part 2).

11. Clinical trial design

512. Key inclusion criteria
13, Tves t:gatlo;al medlcma] p'"r;c;ué . [Part I: Relugoli/estradiol/norethindrone acetate (40 mg/1 mg/0.5 mg)
- e : FDC tablet
method of administration, strength Part 2: Relugolix 40 mg
[14. Comparator, method of administration, |
INA
istrength

f&?oncomita:ﬁ medications administered in Part 1 of the study included
acetaminophen for 2 participants.

|
i
i

|

15. Concomitant therapy

SRS —




i
|
[16. Efficacy evaluation criteria
| =l
|
|

18. Statistical methods

¥
|
|

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

20. Efficacy outcomes

21. Safety outcomes

' Efficacy was not a part of the study desfg;lw.m"'_

16
16

Concomitant medications administered in Part 2 included triple
lantibiotic ointment; loratadine, hydrocortisone cream, and prednisone;
facetaminophen; ibuprofen; Vitamin B, biotin, ascorbic acid, and
collagen.

[InPart T of the study, the mean age of study participants was 56.9 years

 In'both Part 1 and Part 2 of the study, there were no remarkable

Safety was monitored throughout the study by repeated measurement of
vital signs and clinical laboratory tests and evaluations of adverse events.
Study participants returned to the CRU for a Follow-Up visit ten days

after administration of study drug on Day 1 of Treatment Period 2.

'Log-transformed pﬂgn‘ﬁécbﬂlzir—feutuimc“ﬁgrafrfetef;AUCO-oo, AUCO-t, and
;Cmax were analyzed separately for each study part (Part 1 and Part 2)
by a mixed-effect model based on the two-treatment (fed or fasted),
ftwo—sequence, two-period crossover design of the study. Only
participants with non-missing pharmacokinetic parameters for both

treatments (fed and fasted) were included in the model. This model
included treatment, sequence, and period as fixed effects and study
participant as a random effect. For each of the log-transformed
pharmacokinetic parameters (AUCs and Cmax for relugolix, baseline-
adjusted and unadjusted AUCs and Cmax for unconjugated E2,
fbaseline-adjusted and unadjusted AUCs and Cmax for unconjugated
?El, baseline-adjusted and unadjusted AUCs and Cmax for total El, and
'/AUCs and Cmax for NET), the point estimate and the associated 90%

confidence interval (CI) were constructed for the difference in log-
|
|

transformed means for the following comparison;

* Part 1: Relugolix/E2/NETA (40 mg/1 mg/0.5 mg) FDC tablet fed
versus fasted;

* Part 2: Relugolix 40-mg tablet fed versus fasted.

Point estimates and the corresponding 90% Cls for the differences were
exponentiated to obtain the the ratios of geometric least-squares means
(GMR,; fed/fasted) and the 90% CIs on the original scale.

In addition, a nonparametric analysis was performed to assess the
median difference in tmax between fed and fasted treatments separately
for each study part (Part 1 and Part 2), with the fasted treatment as the
reference treatment.

(range: 48 to 64 years), with a mean BMI of 26.823 kg/m2 (range: 22.78
10 29.54 kg/m2). All participants were healthy postmenopausal women.
Twenty-one of the 24 participants (88%) were White; 2 of the 24
participants (8%) were Black or African American; and 1 of the 24
participants (4%) was American Indian or Alaska Native. Fifteen of the
24 participants (63%) were Hispanic or Latino, and 9 of the 24
participants (38%) were not Hispanic or Latino.

Eln Part 2 of the study, the mean age of study participants was 39.2 years
(range: 18 to 50 years), with a mean BMI of 27.655 kg/m2 (range: 21.71
to 31.44 kg/m2). All participants were healthy White Hispanic or Latino
premenopausal women.

Efficacy was not a part of the study design.

findings for clinical laboratory values or vital sign measurements.
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There were no deaths or serious adverse events reported and no study

participants were discontinued due to an adverse event.

Part 1

« After administration of the relugolix/E2/NETA (40 mg/1 mg/0.5 mg)

5iFDC tablet following consumption of a high-fat, high-calorie meal, the

total exposure (AUCO0-0) and Cmax of relugolix were decreased by
38% and 55%, respectively. The baseline-adjusted Cmax of
Eunconjugated E2 was decreased by 11%. The baseline-adjusted AUCO0-
é!oo and Cmax of total E1 were decreased by 13% and 40%, respectively.
[The AUCO-0 of NET was increased by 1.26-fold. The baseline-
;adjusted AUCO- of unconjugated E2 and the Cmax of NET remained
unchanged after consumption of a high-calorie, high-fat meal.
©0 The GMR (fed/fasted) and the 90% CI for the AUC0-c0 and Cmax of
relugolix were 0.6211 (0.5096, 0.7570) and 0.4535 (0.3349, 0.6140),
Erespectively;
0 The GMR and the 90% Cl for the baseline-adjusted AUC0-c0 and
Cmax of unconjugated E2 were 0.9799 (0.8071, 1.1896) and 0.8907
;(0.7922, 1.0015), respectively;
o The GMR and the 90% CI for the baseline-adjusted AUC0-c0 and
éCmax of total E1 were 0.8705 (0.8282, 0.9149) and 0.5953 (0.5438,
22. Conclusion (summary) 0.6516), respectively; and The GMR and the 90% CI for the AUCO-w0
and Cmax of NET were 1.2556 (1.2021, 1.31 15) and 0.9568 (0.8505,
1 .0765), respectively.
i. Administration of a single relugolix/E2/NETA (40 mg/1 mg/0.5 mg)
[FDC tablet in the fasted state or following consumption of a high-fat,
;high-calorie meal to healthy postmenopausal women was generally
safe and well tolerated.
Part 2
* After administration of a 40-mg tablet T4B formulation of relugolix
following consumption of a high-fat, high-calorie meal, the total
exposure (AUCO0-c0) and Cmax of relugolix were decreased by 41%
and 65%, respectively.
0 The GMR (fed/fasted) and the 90% CI for the AUCO-c0 and Cmax of
relugolix were 0.5946 (0.4890, 0.7230) and 0.3539 (0.2666, 0.4698),
respectively.
* Administration of a single 40-mg relugolix tablet (T4B formulation)
in the fasted state or following consumption of a high-fat, high-calorie
meal to healt_lg Eiemenopausal women was generally safe and well

| -
erateds®= o
= T"‘L' y / e

Applicant (Registration i
certificate Holder)
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Annex 30

to Procedure for Conducting Expert Evaluation of Materials
Pertinent to Medicinal Products, which are Submitted for State
Registration (Re-Registration), as well as the Expert Evaluation
of Materials about Introduction of Chan ges to the Registration
Documents during the Validity Period of Registration Certificate
(paragraph 4, section IV)

Clinical Trial Report N 5

R gfecw{{ e
[Relugolix+Estradiol+Norethisterone acetate 40 mg /1 mg/0.5 mg film-
coated tablets

{1. Name of the medicinal product
((Registration certificate number, if any)

e ————— B

2Appﬂcant i | Gedeon R]r'éh*terAPl—c;.AH[H"léary V

! | ?‘Gedeon Richter Plec., Hungary (primary pack&ging, secor;dary
\packaging, quality control, batch release),

|
3. Manufactu ; ; .
R Pateon Inc., Canada (in bulk product manufacturing, quality control)

E
{
i
| i

; 4. Conducted studies:

X yes C no if no, justify

1) type of the medicinal product, registration | Medicinal product with complete dossier (stand-alone dossier) (new
of which was conducted or planned active substance)

; A Phase 2, Randomized, Open-Label, Parallel Group Study Evaluating
; the Safety and Efficacy of TAK-385, an Oral Gonadotropin-Releasing
. ;Hormone (GnRH) Antagonist, for Patients With Localized Prostate
;Cancer Requiring Neoadjuvant and Adjuvant Androgen Deprivation

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

l Therapy

f (With External Beam Radiation Therapy (EBRT).

| (C27003)

6. Phase of the clinical trial - 3ﬁhase2 - B e
7. Time frame of the clinical trial From 13.06.2014. to 14.12.2015. e
R p—— L A - = e a——

:8. Countries where the clinical trial was UK and US

conducted |

I —— ._——E]Jigﬁr—l—ék&?ﬁh;’\_-.—-u T = =

39. Number of subjects actual: 108

i Primary Objective

| To evaluate the efficacy of TAK-385 for achieving and maintaining
j testosterone suppression

(<50 ng/dL [1.73 nmol/L]).

Secondary Objectives

£To evaluate the safety and tolerability of TAK-385.

'To evaluate prostate gland size reduction 8 to 12 weeks after starting

a
study drug.
10. Purpose and secondary objectives of the §T0 determine the time to achieve castration levels of testosterone (<50
clinical trial ng/dL [1.73 nmol/L]

and <20 ng/dL [0.69 nmol/L]).

[To determine time to testosterone recovery (TTR) during 12 weeks
following the discontinuation of ADT.

To evaluate the efficacy of PSA lowering including rate of reduction at
§12 weeks, at the end of treatment (EOT) (24 weeks), and PSA levels
j'during the 12 weeks following study drug discontinuation.

iTO evaluate the population PK of TAK-385 in patients with prostate
icancer.




|

1. Clinical trial design

12. Key inclusion criteria

method of administration, strength

strength

15. Concomitant therapy

—_—

|
|
1316. Efficacy evaluation criteria

L

|
|
|
|

17. Safety evaluation criteria

i
i
i
T
i

18. Statistical methods

%519. Demographic data of the study
i*population (gender, age, race, etc.)
l

20. Efficacy outcomes

13. Investigational medicinal product,

14. Comparator, method of administration,

19
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e e e s

[To determine the effects of TAK-385 on other endocrine markers.

To evaluate quality of life (QoL) related to ADT and recovery from
EADT using the Aging Males’ Symptoms (AMS) scale, the European
Organization for Research and Treatment of Cancer (EORTC) Quality
of Life Questionnaire (QLQ) C30, and the EORTC-QLQ-PR25.

This was a phase 2, randmi‘)fr—l‘iwzwgd,mapen-laim)g'lm,“parallel group Eu—dy.

Localized Prostate Cancer

| =
iRelugolix 40 or 80 mg film-coated tablet, oral

{Degarelix 20 or 40 mg/mL formulations subcutaneous

] ;Médicatioﬁs used wlw)“y"i:“ﬁuéwuﬁa'ﬁent and theralagﬁt-igﬁrocedures completed
by the patient were recorded in the eCRF from the beginning of
Screening until 30 days after the last dose of

l(TAK-3 85 or 4 weeks plus 30 days after the last degarelix injection.

* Testosterone Assessment
* PSA (prostate-specific antigen) Assessment
* Prostate Gland Assessment

* PK Measurements

e  PD Measurements

Adverse events (AEs) were assessed, and laboratory values, vital signs,
physical examinations (including slit-lamp examination of the eye), and
12-lead electrocardiograms (ECGs) were obtained to evaluate the safety
and tolerability of TAK-385.

[No formal statistical differences were sought or hypothesized between
TAK-385 and degarelix. The primary objective of this study was to
demonstrate sustained castration (testosterone

<50 ng/dL [1.73 nmol/L] in > 90% of patients in the TAK-385 dosing
3arm beginning after 4 weeks of TAK-385 treatment and extending
through the 24-week treatment period. The castration rate was estimated

using 2-sided 95% CI. There were no statistical decision rules in this

istudy.

;T)emographics were similar between the treatment groups. The majority
of patients were white (89% in the TAK-385 group, 82% in the degarelix
group) and not Hispanic or Latino (95% in the TAK-385 group and 92%
in the degarelix group). The mean (Std Dev) age of patients was 70.2
5(5.65) years in the TAK-385 group and 70.3 (6.97) years in the degarelix

|
group.,
TAK-385 (120 mg QD, preceded by a loading dose on Day 1)
demonstrated rapid testosterone-lowering effects similar to injectable
iloading~ and maintenance-dose degarelix, with most patients
experiencing medical castration (testosterone <50 ng/dl) by the end of 7

sfdays treatment. The findings are consistent with the GnRH receptor
;antagonism mechanism
of action, compared with the testosterone flare and relatively later onset
of castration associated with GnRH agonist therapy.

I) Effective castration was achieved and maintained between the Week

%5, Day 1 Visit and the Week 25, Day 1 Visit for both treatment groups
B (TAI?:BSS?S%, degarelix: 89%).7

=) E—



22. Conclusion (summary)

20
20

flj The proportion of patients who achieved testosterone levels <20 ng/dl
1(0.69 nmol/L) at Week 25, Day 1 in the TAK-385 group (82%) was at
ileast as large as the degarelix group

(68%).

] The time course, intensity, and overall pattern of PSA response
(waterfall plots, reduction in PSA by 250% or >90%, absolute values,
and nadir) were similar between the TAK-385 and degarelix groups.

_| Percent reductions in prostate gland size over 8 to 12 weeks (mean
!25% to 30%) were similar in the 2 treatment groups and consistent with
previous studies of neoadjuvant ADT.

[ Following discontinuation of treatment at Week 25, Day 1, mean
testosterone values and associated Cls were higher in the TAK-385
group at the EOT, Follow-up, and EOS visits.

The recovery time course appeared to approach 'steady state' for TAK-
}385 by 8 weeks following discontinuation of dosing.

For both treatment groups, AMS total scores had positive mean percent
:changes from Baseline above 15% at each study visit, indicating
worsening of symptoms. AMS total mean scores steadily increased from
Baseline to the Week 25, Day 1 visit and were not significantly different
between TAK-385 and degarelix.

§: Global QoL scores from the EORTC QLQ-C30 at Week 25, Day 1
]Were similar with mean changes of Baseline of -10.1 points (TAK-385)
and -7.5 points (degarelix). Multiple domains measured by EORTC-
;QLQ-PR25, particularly the sexual activity domain and the hormonal
treatment-related symptoms domain, were adversely affected by both
;treatments.

i[ From EOT through the EOS, QoL such as AMS and sexual activity
scores appeared to improve more in the TAK-385 than the degarelix
group, consistent with the observed pattern

of testosterone recovery.

| Observed TAK-385 trough concentrations at 120 mg QD reached
steady state during the first week; trough concentrations throughout the
24 weeks of treatment remained on average approximately 2 fold above
the target level of 4 ng/mL for effective castration.

%A higher proportion of patients in the degarelix group than the TAK-
385 group experienced any AE (97% vs 86%), a grade 3 or higher AE
(11% vs 2%), a grade 3 or higher AE related to study drug (3% vs 0%),
for any SAE (8% vs 2%). A total of 50 patients (77%) in the TAK-385
igroup and 28 patients (74%) in the degarelix group experienced an AE

lgela‘ced to study drug. Two patients (3%) in the TAK-385 group and no

patient in the degarelix group experienced an AE resulting in drug dose
fmodiﬁcation. There were no drug-related SAEs, AEs leading to study
drug discontinuation, or deaths in either treatment group.

In this study of 24 weeks neoadjuvant/adjuvant ADT to EBRT of

localized intermediate risk prostate cancer, the oral GnRH receptor
antagonist TAK-385 (relugolix) was well tolerated and demonstrated
efficacy for rapidly achieving and then maintaining effective castration
over the 24-week treatment period. The pattern and overall efficacy of
testosterone-lowering was similar and at least as effective as that of the
active comparator, degarelix, an approved injectable 1-month depot
peptide analog GnRH receptor antagonist. Upon discontinuation of
“treatment after 24 weeks, testosterone recovered more rapidly in
patients receiving TAK-385. QoL measures suggested that this may
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= [Piyeqo .

(Relugolix+Estradiol+Norethisterone acetate 40 mg/1 mg/0.5 mg film-
\coated tablet)

H

k. Applicantm

3. Manufacturer

i

4. Conducted studies:

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

: =

|
5. Full title of the clinical trial, code

%umber of the clinical trial

|
6. Phase of the clinical trial
7. Time frame of the clinical trial

8. Countries where the clinical trial was
conducted

39. Number of subjects

e — e e s e

10. Purpose and secondary objectives of
the clinical trial

|

i

1. Clinical trial design

[12. Key inclusion criteria

[13. Investigational medicinal product,

method of administration, strength

/A Phase 1, Open-Label, Drug-Drug Interaction Study to Evaluate the

;Gedeon Richter Ple. Hungary

; Gedeon Richter Plcnzm.i,VHungary (primary packaging, secondary
Ppackaging, quality control, batch release),
Pateon Inc., Canada (in bulk product manufacturing, quality control)

l

X yes C no if no, justify

T
i Medicinal product with complete dossier (stand-alone dossier) (new
active substance)
¥

Effects of Multiple Oral Doses of Fluconazole and Atorvastatin on the
Pharmacokinetics of a Single Oral Dose of TAK-385 in Healthy
Subjects,
(C27005)
Phase 1l
- From 13.03.2014. 10 19.04.2014.
 IThe study was conducted at a single center in the United States
(Celerion, Inc [Tempe, AZ]).

planned: 40 =
‘actual: 40

mfl"he primar;; _653'éctives are:

|
Arm 1: To assess the effect of multiple doses of fluconazole on the PK

of a single oral dose of TAK-385 (relugolix)

lArm 2: To assess the effect of multiple doses of atorvastatin on the PK
!of asingle oral dose of TAK-385 (relugolix)

The secondary objective is:

éTo further evaluate the safety and tolerability of a single dose of TAK-
385 administered to healthy subjects before and after multiple oral doses
of fluconazole or atorvastatin,

il Th:s was a nor}andomiiza, -open-léi)_él, ﬁxed-seqﬁence, 2-arm study.

* Healthy adult male or female in good health,

~ Relugolix 40 mg film-coated tablet, oral
Atorvastatin 80-mg tablets and fluconazole 200-mg tablets, oral




14, Comparator, method of administration, |

:strength

!
|
{1 5. Concomitant therapy

[16. Efficacy evaluation criteria

[17. Safety evaluation criteria

|

'18. Statistical methods

|
|
|

519. Demographic data of the study
Ppopulation (gender, age, race, etc.)
|

20. Efficacy outcomes
- :

g

4

|

i

|
|

21. Safety outcomes

!
E
|
I
|
!
J,
|
i
|
!

;22. Conclusion (summary)

]

Not applicable.

no other subjects received concomitant medications.

P i S—
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It was a Drug-Drug Interaction Study, there wasn’t any comparator,
|

fNo subjects received oral or systemic concomitant medications during
this study. Two subjects (1 in each treatment arm) developed pruritus
during the study and received 2% diphenhydramine cream as treatment;

Not applicable * ]
Safety was assessed by periodic physical examinations, 12-lead ECGs,
clinical laboratory assessments, and monitoring of AEs and SAEs.

Demographic and baseline characteristics were summarized, including
gender, age as of informed consent date, race, weight, height, and BMI
as appropriate. Descriptive statistics were calculated for continuous
demographic variables (age, weight, height, and BMI) and frequency
fcounts were to be tabulated for categorical demographic variables

(gender, race, and ethnicity). No inferential statistics were carried out.

fThe mean age (SD) for all subjects was 38.8 (9.72) years, ranging from
21to 55 years of age. An equal number of men and women were
enrolled in each treatment arm (10 subjects [50%] each). Subjects were
primarily white (34 subjects [85%]) and Hispanic or Latino (31 subjects
[78%]). Demographics were similar between Arm 1 and Arm 2

No deaths or SAEs were reported in this study, -

| * One subject discontinued the study (withdrew consent on Day 3
|§ because of a personal emergency) after receiving a single 40 mg
%

dose of TAK-385 on Study Day 1. The remaining subjects
received all doses of study treatment as scheduled.
* Overall, TEAEs were similar for TAK-385 alone and dosed

| concomitantly with atorvastatin or fluconazole, The most
commonly reported TEAES, occurring in > 5% of subjects in the
4 fluconazole or atorvastatin arms, respectively, were pruritus (0
| [0%], 3 [15%)]); rash papular (0 [0%], 2 [10%])); erythematous
J‘ rash (0 [0%], 3 [15%]); and arthropod bite (2 [10%], 1 [5%]).
| * Three subjects experienced 4 events that were considered to be
' related to TAK-385. One subject reported the events of
f somnolence and dizziness, and 2 subjects reported events of
; hypoaesthesia that were considered by the investigator to be
5 related to TAK-385. All 4 events were Grade 1 in severity and
" had no associated objective or physical examination findings.
| * Noclinically meaningful trends over time in laboratory values
! were noted. No trends over time were seen for vital signs or
§ ECG findings.
|

* Co-administration of a single 40 mg dose of TAK-385 with the
moderate CYP3A inhibitor fluconazole (200 mg QD) resulted in

f a modest increase in TAK-385 systemic exposure (Cmax: 44%;

; AUCO0-inf 19%), but not to a clinically relevant extent when

| viewed in the context of overall variability in TAK-385

§ exposure.

J

|

i
|
|

* Co-administration of a single 40 mg dose of TAK-385 with the
weak CYP3A inhibitor atorvastatin (80 mg QD) did not result in
a clinically meaningful interaction.

*  These results support the lack of a major contribution of CYP3A
metabolism to the disposition of TAK-385.
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* Single 40 mg doses of TAK-385, administered with or without
fluconazole or atorvastatin, were well tolerated. Co-
administration of a single 40 mg dose of TAK-385 with
fluconazole or atorvastatin did not result in a clinically
significant influence on the safety profile of TAK-385 compared
to administration of TAK-385 alone. No new safety signals were
observed.
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to Procedure for Conducting Expert Evaluation of Materials
Pertinent to Medicinal Products, which are Submitted for State
Registration ( Re-Registration), as well as the Expert Evaluation
of Materials about Introduction of Changes to the Registration
Documents during the Validity Period of Registration Certificate
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[ et s —

Ryeqo

!(Relugolix+Estradiol+Norethister0ne acetate 40 mg/1 mg/0.5 mg film-

lcoated tablet)

| Gedeon Richter Plc. Hungary

| B _-‘E' Gaeon Richter Plc., Hungary (primary packaging, secondary
\packaging, quality control, batch release),

3. Manufacturer I'Pateon Inc., Canada (in bulk product manufacturing, quality control)

| I

f]. Name of the medicinal product
?(Registration certificate number, if any)

2. Applicant

4. Conducted studies: X yes C no if no, justify

L type qf the mec!wmal producr, % Medicinal product with complete dossier (stand-alone dossier) (new
registration of which was conducted or

active substance)

planned |
L A Two-Part, Open-Label, Fixed-Sequence, Two-Period Crossover Study
5. Full title of the clinical trial, code to Assess the Effects of Voriconazole on the Pharmacokinetics of
number of the clinical trial Relugolix in Healthy Adult Men and Women.
(MVT-601-043)
6m Phase of the clinical trial . Phase 1 " - o
7. Time frame of the clinical trial From 18.02.2019. to 23.04.2019.
8. Countries where the clinical trial was S
. USA

conducted J

5lanned: 3z
actual: 32

e primary objective was to assess the effect of voriconazole on the
pharmacokinetics of relugolix after co-administration of relugolix and
voriconazole.
|

;Secondary objectives were:

9. Number of subjects

110. Purpose and secondary objectives of |
the clinical trial | * To characterize voriconazole and the N-oxide metabolite

: concentrations at steady state.
l [ * To assess the safety and tolerability after administration of
relugolix alone and upon co- administration of relugolix and
g voriconazole in healthy adult men and women.

S Y e

ﬁ“his was a twoﬂ:ﬁért, Opé—i“i:fébel, fix
drug interaction study.

fHealthy Adult Men and Women
13. Investigational medicinal product, Relugolix 40 mg and 120 mg tablets, oral
method of admini§tration? strength Voriconazole 200 mg tablets, oral

11. Clinical trial design

12. Key inclusion criteria -




[14. Comparator, method of administration,

fstrength

1
1

|
:
15. Concomitant therapy

{16 Efﬁ;:aéy evaluation criteria

17. Safety evaluation criteria

18. Statistical methods

19. Demographic data of the study
Ppopulation (gender, age, race, etc.)

.?
20. Efficacy outcomes

21. Safety outcomes

e

iThere wasn’t any comparator.

Acetaminophen at doses of < 2 g/day was permitted for use any time
during the study. Non-sedating antihistamines and decongestants could
ialso be administered on an as needed basis. Other concomitant
Fmedication was considered on a case-by-case basis by the Investigator
for treatment of a medical need in consultation with the medical monitor.
\Use of concomitant medications was recorded in the eCRF, including the
name of the concomitant medication, dose(s) administered, dates and

times of administration and the reason for administration.

Not apﬁﬁ cable

Safety was monitored throughout the study by repeated measurement of
:vital signs and clinical laboratory tests and evaluation of adverse events.
Study participants returned to the CRU approximately 10 days after the
last dose of study drug in Treatment Period 2 for a follow-up visit.

Log-transformed pharmacokinetic parameters (AUC0-co, AUCO0-t, and
meax) for relugolix were analyzed separately for each study part (Part 1
and Part 2) using a mixed-effects model with treatment as a fixed effect
and participants as a random effect, the point estimate and corresponding
90% CI from which would be the same as the results obtained from two
one-sided paired t-tests (if equivalence limits are given). The point
‘%estimates and the corresponding 90% ClIs for the differences on the log-
scale were exponentiated to obtain the GMRs (co-administration
[voriconazole + relugolix] / relugolix alone) and the 90% ClIs on the
|original scale. The between-subject and within-subject CV% from the
?mixed-effects model were also reported. Only participants with non-
missing parameter results for both co-administration (voriconazole +
relugolix) and relugolix alone were included in the model.

The majority of participants were women (81.3%), White (93.8%) and
were of Hispanic or Latino ethnicity (87.5%). The mean age was 41.3
years and ranged from 20 to 56 years. The mean BMI was 27.21 kg/m2
and all study participants had a BMI of <30 kg/m?.
;‘Not applicable.

Overall in Part 1 of the study, 11 of 16 participants (68.8%) reported a
total of 20 adverse events, Almost all adverse events were rated by the
investigator as mild or moderate in severity, with the exception of 1
serious adverse event that was rated as severe. All adverse events were
freported in Treatment Period 2 either after administration of
voriconazole alone or co-administration of relugolix 40 mg and
voriconazole and were considered by the investigator to be drug-related.
One participant reported adverse events of clinical interest ALT
‘!increased (grade 2/moderate) and AST increased (grade 2/moderate)
after co-administration of relugolix 40 mg and voriconazole. One
participant reported a serious adverse event of acute cholecystitis (grade
3/severe) after co-administration of relugolix 40 mg and voriconazole.
No deaths or adverse events leading to discontinuation were reported.
Part 2
;Overall in Part 2 of the study, 12 of 16 participants (75.0%) reported a
total of 19 adverse events. All adverse events were rated by the
ginvestigator as mild or moderate in severity, were transient in nature and
resolved without intervention. All adverse events were reported in
Treatment Period 2 either after administration of voriconazole alone or




§22. Conclusion (summary)
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co-administration of relugolix 120 mg and voriconazole and were
considered by the investigator to be drug-related.

No deaths, serious adverse events, or adverse events leading to
discontinuation were reported.

Part 1 (relugolix 40 mg):
* After co-administration of relugolix with voriconazole, a strong
CYP3A4 inhibitor, a modest and variable increase in exposure to
relugolix, which were considered not to be clinically
meaningful, was observed.

* Overall, administration of a single 40-mg dose of relugolix
alone and administration of voriconazole 400 mg QI12H x 1 day
and 200 mg Q12H x 12 days with co-administration of relugolix
40 mg on Day 8 to healthy adult men and women was generally
safe and well-tolerated.

0 Reversible nonserious grade 2 transaminase elevations (ALT
and AST) that reached >3 x the upper limit of normal (protocol-
specified adverse event of clinical interest) were reported in a

| single participant after co-administration of relugolix in
Treatment Period 2. The events were assessed as drug-related by
the investigator and led to withdrawal of study drug
administration.

Part 2 (relugolix 120 mg):

5 * After co-administration of relugolix with voriconazole, a strong
CYP3A4 inhibitor, small and considerably variable changes in
exposure to relugolix, which were considered not to be clinically
meaningful, were observed.

* Administration of a single 120-mg dose of relugolix alone and
administration of voriconazole 400 mg Q12H x 1 day and 200
mg QI12H x 12 days with co-administration of relugolix 120 mg
on Day 8 to healthy adult men was generally safe and well-
tolerated.
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Annex 30

to Procedure for Conducting Expert Evaluation of Materials
Pertinent to Medicinal Products, which are Submitted for State
Registration (Re-Registration), as well as the Expert Evaluation
of Materials about Introduction of Changes to the Registration
Documents during the Validity Period of Registration Certificate

(paragraph 4, section v)

Clinical Trial Report Ne 8

e e B e S —— o

Ryeqo
J(Relugolix+Estradio]+Norethisterone acetate 40 mg mg/1 mg/0.5 mg
film-coated tablet)

;
! e i T —— e

2. Applicant | Gedeon Richter Ple. Huﬁgary "

[ e

S
|
|

1. Name of the medicinal product
(Registration certificate number, if any)

i ] fGedeon Richter Pl:., Hungary (primary packgéing, secondary
f \packaging, quality control, batch release),

| iPateon Inc., Canada (in bulk product manufacturing, quality control)
| |

|

3. Manufacturer

4. Conducted studies: X yes C no if no, justify

1) type of the medicinal product, . . ik ol e o et g ]

registration of which was conducted o Medicinal product with complete dossier (stand-alone dossier) (new

; active substance)

planned !

! TA ;l“wo-Pért, Open-Lab;el, Fixed-Seq"Lmlne—nce, Two-Period Crossover Study
5. Full title of the clinical trial, code to Assess the Effects of Relugolix on the Pharmacokinetics of Midazolam
i‘number of the clinical trial in Healthy Adult Men and Women.

; (MVT-601-044)

6. Phase of the clinical trial '  Phase1 T

7. Time frame of the clinical trial ~ From 14.03.2019. to 24.07.2019.

B Comntiies viee e oo ———
fg;)f;lﬁgées where the clinical trial was |This study was conducted at a single center in the United States.

——— e e - ~EE —

planned: 24
actual: 24

;‘Primary objective was:
' » Toassess the effects of relugolix on the pharmacokinetic
'! parameters of midazolam after co-administration of relugolix
| and midazolam.
Secondary objectives were:
| Toassess the pharmacokinetics of relugolix at steady state after
QD administration for 14 day.
‘ * To assess the safety and tolerability of a single administration of
midazolam alone and after multiple-dose administration in
‘ healthy adult men and women (Part 1) and in healthy adult men
|
[

9. Number of subjects

|
|
%
|

10. Purpose and secondary objectives of |
;the clinical trial 3
|
!
\

E (Part 2).
~ This was a two-part, open-label, fixed-sequence, two-period crossover

study.

Healthy Adult Menand Women

iil 1. Clinical trial design

2. Key inclusion criteria
il3. Investigational medicinal product,

! :
method of administration, strength lRelugohx 40-mg Tablets an

d Relugolix 120-mg Tablets

14. Comparator, method of administration, ||
fstrength ;Not applicable

e e e




15. Concomitant therapy

[16. Efficacy evaluation crit

|

18. Statistical methods

17. Safety evaluation criteria

eria

|‘
[19. Demographic data of the study
population (gender, age, race, etc.)
|

|

20. Efficacy outcomes

s =

i21. Safety outcomes

Applicant (Registration
certificate Holder)

22. Conclusion (summary)
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_ Midazolam hydrochloride syrup 2mg/ml,
_ Notapplicable

1 g%ﬁi&ﬁk;ﬁﬁéfﬁh; vital sign meééﬁrements, clinical l‘éﬁaéfc;rmy“tgst“;,w
ECGs, and adverse events.

iNatural-log (In)-transformed AUC0-o0, AUCO-t, and Cmax for
midazolam were analyzed by an analysis of variance (ANOVA)
model with treatment (midazolam alone or co-administration of
midazolam and relugolix) as a fixed effect. The point estimates of the
Fgeometric least squares mean ratio (GMR; co-administration
[midazolam + relugolix]/midazolam alone) and the associated 90%
:conﬁdence intervals (CIs) for the AUC0-00, AUCO-t , and Cmax of
midazolam were provided for comparisons,

B In Part 1 of the study, the mean agemof study_participants was 41.5%&5'
(range: 29 to 58 years), with a mean BMI of 26.2 kg/m2 (range: 22.3

t0 29.9 kg/m2). Participants were healthy men (25%) and women (75%).
All participants were White; 9 of 12 (75%) were Hispanic or Latino.

B fNot a;}plicable.

In both Part 1 and Part 2 of the study, there were no remarkable findings
for vital sign measurements. With the exception of ALT increased and
fLAST increased in 1 participant in Part 2 of the study, no clinically
significant alterations in clinical laboratory test results were observed.
There were no deaths or serious adverse events reported and no study
participants were discontinued due to adverse events in Part 1 or Part 2
of this study.

[The weak inductive effect of relugolix on CYP3A-mediated metabolism
‘Edoes not appear to be dose-related and is not considered to be clinically
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Annex 30

to Procedure for Conducting Expert Evaluation of Materials
Pertinent to Medicinal Products, which are Submitted for State
Registration (Re-Registration), as well as the Expert Evaluation
of Materials about Introduction of Changes to the Registration
Documents during the Validity Period of Registration Certificate

(paragraph 4, section 1V)
Clinical Trial Report Ne 9

1. Name of the medicinal product : ; .
|

(Registration certificate number, if any) gRelugol1x+Estrad101+N0reth1sterone acetate 40 mg /1 mg/0.5 mg film-
5 |coated tablets

i2. Applicant ! Gedeon Richter Plc, ]jlkungm,“argfi D
f_w ) Gedeon Richter Plc., Himgary (p_rimary packaging, secondary

i Ipackaging, quality control, batch release),

3.M . ;
|3 aliiReiuer Pateon Inc., Canada (in bulk product manufacturing, quality control)

| |

X vyes C no if no, justify

I 4. Conducted studies:

— —— m
i f e l | s , ; :

l ) t.y = 3 e q:crna produt, ' Medicinal product with complete dossier (stand-alone dossier) (new
registration of which was conducted or 1

- active substance)

planned J

A TwePe o e —
5. Full title of the clinical trial, code Two-Part, Open-Label, Fixed Sequence, Two-Period Crossover Study

number of the clinical trial to Assess the Effects of Relugolix on the Pharmacokinetics of
| [Rosuvastatin in Healthy Adult Men and Women. (MVT-601-045)

6. Phase of the clinical trial Phase1 ' T
7. Time frame of the clinical trial  From 13.05.20 19.t031.07.2019.
'8 Countries where the clinical trial was ii:l“his study was conducted at a single center in the United States.
iconducted g

e S
actual; 24

P e Primary objective was: to assess the effects of relugolix on the
pharmacokinetics of rosuvastatin after co-administration of
; rosuvastatin and relugolix.

| - =
9. Number of subjects

|
|
]
i

fil 0. Purpose and secondary objectives of JSacc.nd.ar),r objectives were:To charac.terize tl"le'phar{nacokinetics of
¥he clivical trial relugolix at steady state after once daily administration for 14 days.

| To assess the safety and tolerability of a single administration of

I rosuvastatin alone and upon co-administration with relugolix following

" administration of relugolix once daily for 14 days in healthy adult men

; and women.

Il 1. Clinical trial design {Thls was a two-part, open-label, fixed-sequence, two-period
: crossover study

ﬁz.*_lu(e; inclusion criteria Healthy Adult Men and Women

[13. Investigational medicinal product, —_—

- =
:‘m ethod of administration, strength iRe]ugohx 40-mg Tablets and Relugolix 120-mg Tablets, Oral

[14. Comparator, method of administration, |,
| Not applicable
istrength |

jRosuvas;tatin IO:HE?ablet, Oral
Not aﬁaﬂplicable o o

'15. Concomitant theraBy

[16. Efficacy evaluation criteria

/A full physical examination included, at a minimum, assessment of the




[19. Demographic data of the study

20. Efficacy outcomes

21. Safety outcomes

22. Conclusion (summary)
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rﬁatural-log (In)-transformed AUCO—éTXGGO-t, and Cmax for
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cardiovascular, respiratory, gastrointestinal and %ﬁeurolvdmgica systems,
Jthyroid, head, eyes, ears, nose and throat (HEENT), and skin. Height and
weight were also measured and recorded at the screening visit only.

A brief physical examination included, at a minimum, assessments of the
skin, lungs, cardiovascular system, and abdomen (liver and spleen).
Symptom-directed physical examinations conducted per principal
Einvestigator or sub-investigator discretion during the study focused on
signs and symptoms reported by the participant to assess for clinically
significant changes from baseline.

rosuvastatin were analyzed by an analysis of variance (ANOVA)
;lmodel with treatment (rosuvastatin alone or co-administration of
rosuvastatin and relugolix) as a fixed effect. The point estimates of the
geometric least-squares mean ratio (GMR; co-administration
j[rosuvastatin + relugolix]/ rosuvastatin alone) and the associated 90%
confidence intervals (ClIs) for the AUCO0-w0, AUCO-t, and Cmax of

rosuvastatin were provided for comparisons.

?In Part 1 of the study, participants were healthy women (67%) and men
(33%) with ahe mean age of 41.3 years (range: 23 to 58 years), and a
mean BMI of 26.4 kg/m? (range: 21.9 to 30.5 kg/m2). Participants were
_‘healthy women (67%) and men (33%). All participants were White; and
all were Hispanic or Latino.

| %The}é was a ;]i_éﬁtlmflgféa—i—tg;d"éae'égé"ihn exposure to rosuvastatin upon co-

fﬁbt applicable.

EIn general, administration of a single 10-mg dose of rosuvastatin alone and
;administration of 120-mg doses of relugolix once daily for 17 days with
co-administration of rosuvastatin 10 mg on Day 15 to healthy adult men
was generally safe and well-tolerated. Three of 12 participants reported
nonserious asymptomatic and reversible elevations in transaminase and
GGT values. In 2 participants, the elevations were rated as mild (grade
[1/mild) and in 1 participant, the elevations were rated as severe (grade
!3/severe) and met protocol-specific criteria for adverse events of clinical
interest (ALT or AST > 3x ULN). The transaminase and GGT elevations
in all 3 participants were considered by the investigator to be possibly
related to rosuvastatin and relugolix. Overall, there was a slightly greater
decrease in exposure to rosuvastatin upon co-administration with
relugolix following administration of 120-mg doses compared with 40-mg
doses of relugolix once daily for 14 days.

administration with relugolix following administration of 120-mg doses
fcompared with 40-mg doses of relugolix once daily for 14 days.

The general safety and tolerability after administration of a single 10-mg
dose of rosuvastatin alone or administration of 40-mg or 120-mg doses of
irelugolix once daily for 17 days with co-administration of rosuvastatin 10
:mg on Day 15 was similar, noting that 3 of 12 participants reported
reversible trans inase and GGT increases with the 120-mg dose of
relugolix e i

eas' none ”-> \2 participants reported such elevations with
¢ ,\\ )
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1. Name of the medicinal product
;(Registration certificate number, if any)

]2. A;;"iglicant

—_—

i

i3. Manufacturer
i

|

Il 4. Conducted studies:

!planned

I .

1) type of the medicinal product,
|registrati0n of which was conducted or

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

6. Phase of the clinical trial
7. Time frame of the clinical trial

8. Countries where the clinical trial was

Econducted

9. Number of subjects

|
=
E
!
|
|
|

clinical trial

10. Purpose and secondary objectives of the

e —

32
32

Annex 30

to Procedure for Conducting Expert Evaluation of Materials
Pertinent to Medicinal Products, which are Submitted for State
Registration (Re-Registration), as well as the Expert Evaluation
of Materials about Introduction of Changes to the Registration
Documents during the Validity Period of Registration Certificate

(paragraph 4, section [V)

Clinical Trial Report Ne 10

Ryeqo
(Relugolix+Estradiol+Norethisterone acetate 40 mg/1 mg/0.5 mg film-
coated tablet)
!- Gedeon Richter Plc. E-Iungary' .
Gedeon Richter Plc., Hungary (primary packaging, secondary
i‘packaging, quality control, batch release),
éPateon Inc., Canada (in bulk product manufacturing, quality control)

i
i

i

X vyes C no if no, justify

’ Medicinal product with complete dossier (stand-alone dossier) (new
active substance)
¥

/An Open-Label, Fixed-Sequence, 2-Period Crossover Drug Interaction
Study to Assess the Effect of Relugolix on the Pharmacokinetics of
?Estradiol and Norethindrone in Healthy Postmenopausal Women.
(MVT-601-039)

;'Phase 1

[From 19.10.2018. to 06.12.2018.

USA

planned: 24
actual: 24

Primary objective was
* toassess the effects of relugolix on the pharmacokinetic
parameters of unconjugated E2, total E1 and NET after co-
administration of relugolix and E2/NETA.

Secondary objectives were:

1. To assess the effect of relugolix on pharmacokinetic parameters
of unconjugated E1 after co-administration of relugolix and
E2/NETA

2. To assess the effect of relugolix on pharmacokinetic parameters
of estrone sulfate (E1S) after co-administration of relugolix and
E2/NETA

3. To assess the pharmacokinetics of relugolix at steady state (after

| once daily administration for 14 days)
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| 4. Toassess the safety and tolerability of administration of a single
dose of E2/NETA alone and after multiple-dose administration

i
!
F of relugolix in healthy postmenopausal women.

}:This was a—n—a)en—labei, ﬁxed—sequenE
interaction study.

Healthy Sasimrnﬁéﬁgﬁausal women.

(1-mg/0.5-mg) tablet
Treatment B: Co-administration of a E2/NETA
a 40-mg dose of relugolix.

Treatment A: E2/NETA (1 -mg/0.5-mg) tablet

Treatment B: Co-administration of a E2/NETA (1 mg/0.5 mg) tablet and

a 40-mg dose of relugolix.

(1 mg/0.5 mg) tablet and

Acetaminophen at doses of < 2 g/day was permitted for use any time
during the study. Non-sedating antihistamines and decongestants could
also be administered on an as needed basis. Administration of other
concomitant medications for treatment of a medical need were
considered on a case-by-case basis by the Investigator in consultation
with the medical monitor. Use of concomitant medications was recorded
in the eCRF, including the doses administered, the dates and times of
administration and the reason for administration.

The safety and tolerability of relugolix were evaluated by safety
assessments including physical examinations, vital sign measurements,
12-lead ECGs, clinical laboratory tests, and reporting of adverse
experiences.

ELog-transformed pharmacokinetic parameters (baseline-adjusted and
unadjusted AUC0-o0, AUCO-t, and Cmax for unconjugated E2,
unconjugated E1, total E1, and E18S; AUCO0-, AUCO-t, and Cmax for
NET) were analyzed using a mixed-effects model with treatment as a
fixed effect and participant as a random effect. Point estimates and the
corresponding 90% Cls for the differences on the log-scale were
exponentiated to obtain the GMRs (co-administration [relugolix +
E2/NETA] / E2/NETA alone) and the 90% Cls on the original scale.
The within-subject CV% from the mixed-effects model were also
reported. Only participants with non-missing parameter results for both
the co-administration (relugolix + E2/NETA) and the E2/NETA alone
,&reatments were included in the model.

All participants were postmenopausal women, with a mean age of 57.3

years (range: 48 to 65 years) and a mean BMI of 27.83 kg/m2 (range of
J22.5 to 29.9 kg/m2). The majority of participants were White (23 of 24
[95.8%)]) and of Hispanic ethnicity (20 of 24 [83.3%]).

!ﬁot applicable.
'Overall, 15 of 24 participants (62.5%) reported a total of 35 adverse
?events. All adverse events were rated as mild (grade 1/mild) in severity,
transient in nature and were resolved by the end of study. Of the total
!adverse events, 32 adverse events reported for 13 participants were
considered by the investigator to be drug-related.

~ |After co-administration of E2/NETA (1 mg/0.5 mg; Activella) with
relugolix, following administration of 40-mg doses of relugolix once
quily for 14 days, small decreases in the exposure-related
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and other estrogen-related endpoints (unconjugated and total E1 and
E18) were observed; no appreciable differences in the exposure to
NET were identified. With the exception of the baseline-adjusted
AUCo-» for E2 and the baseline-adjusted Cmax for E1S, the 90% CIs
for the Geometric least-squares mean ratios (GMRs)
(coadministration [E2/NETA + relugolix] / E2/NETA alone) for all
iother endpoints for unconjugated E2, unconjugated and total E1,
EI1S, and NET were contained within 0.8000 to 1.2500, meeting the
acceptance criterion used to rule out a drug interaction. Although the
lower bound of the 90% CI for the GMR for the baseline-adjusted
AUCo-» of unconjugated E2 was below 0.8000, the decrease is
relatively small (19%) and is not considered to be clinically
meaningful, particularly in the context of the development program
for relugolix. With respect to the baseline-adjusted Cmax for E1S, the
observed small decrease (17%) is unlikely to be clinically meaningful
considering E18S represents the estrogenic pool, for which AUC is
likely a better measure of physiologic effects.

Upon once daily administration of relugolix (40 mg), steady state was
achieved by Day 12.

‘Administration of a single dose of E2/NETA (1 mg/0.5 mg; Activella)
alone or administration of 40-mg doses of relugolix once daily for 17
;days (Day 1 to 17) with co-administration of E2/NETA (1 mg/0.5 mg;

/Activella) on Day 15 to healthy adult postmenopausal women was
Egenerally safe and well-tolerated.




