Annex 29

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state

registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials

during validity term of

Registration Certificate

(point 4 section I'V)

REPORT
on preclinical studies

1. Name of medicinal product (if available
- Registration Certificate number):

Bosentan Accord 125 mg film-coated tablet

1) type of medicinal product, for which
registration has been conducted or planned

This application is for generic.

2) conducted studies

yes no ifno, ji]stify

The product meets the definition of a generic
medicinal products as defined in Article 10.1 (a) (iii)
of Directive 2001/83/EC as amended, since it has
the same qualitative and quantitative composition of
the active substance with reference product , the
same dosage form with reference product, no
preclinical studies were performed.

2. Pharmacology: INA
1) primary pharmacodynamics INA
2) secondary pharmacodynamics NA
3) safety pharmacology INA
4) pharmacodynamic interactions INA
3. Pharmacokinetics:

1) analytical methods and reports on their [NA
validation

2) absorption INA
3) distribution INA

KOMIAA BIPHA
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in vitro

4) metabolism INA
5) elimination INA
6) pharmacokinetic interactions INA
(preclinical)

7) other pharmacokinetic studies INA
4. Toxicology:

1) single use toxicity INA
2) repeated doses toxicity INA
3) genotoxicity: NA

in vivo (including additional assessment on
toxicokinetics)

INA

4) cancerogenicity: INA
Long-term studies INA
Short-term studies INA
or medium-term studies

Additional studies INA
5) reproductive and developmental INA
toxicity:

Effect on fertility and early embryonal INA
development

embryotoxicity NA
Prenatal and postnatal toxicity INA
Studies where the product is administered [NA
to offspring (immature animals) and/or

remote effect is estimated

6) local tolerability INA

KOmIS BIPHA
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 |antigenicity (formation-of anitibodies)

[immunotoexicity- . .

study of mechanisms of action. Ny
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metabolite toxicity -

impurity toxicity. S NA

other . | x - ‘ NA

5. Conclusions regarding preclinical study NA

Applicant (Registrafion —~ 73
CertiffositeHolden) -~ .-t L o b o el /

- Gignawre)
Mr. Patel Narerds

ine, name, father’s name) ™. -~




Honatok 29

1o Iopsanxy npoBeeHHs eKCepTH3U
peecTpauiiHuX MaTepiaiB Ha JTiKapehKi
3aco0H, IO MOJAKOTHCS Ha JIEPKABHY
peecTpallito (nepepeecTpaliio), a Takox
CKCIIEPTH3H MaTepialiiB PO BHECEHHS
3MIH JI0 peecTpaliifHux MaTepiaiB
NpOTAroM Jii peecTpauifHoro
MOCBiTUEHHS

(mynkr 4 posniny 1V)

3BIT

PO JOKJIIHIYHI JOCJIIsKeHHS

1. Haspa nikapcekoro 3acoby (3a
HaABHOCTI - HOMEp peecTpaLifiHoro
MOCBIUEHHS):

bosentan Akkopa 125 Mr TaGneTKy, BKPHTI
TJIIBKOBOIO 000JIOHKOIO

1) Tun nikapcekoro 3acoby, 3a AKHUM
MpoBoAKacs abo MIaHYEThCS peecTpallis

["'enepuyHuii TikapcbKuii 3acio

2) mpoBezeHi A0CTiIKEHHs

TaK HI fKIWO Hi, 00IpyHTYBaTH

IIpemapar  BigmoBimae  BH3HAYEHHIO
T€HEPUYHOIo  JIIKapChKOTO  3acoly sK
Bu3HaueHo y Crarri 10.1(a)  (iii)
HMupektusu 2001/83/EC, ocKinbKy Mae Toi
CaMMi SKICHMH Ta KUIBKICHHMH CKian 3a
AiI0YMMHM PEYOBHHAMH, IO i pedepeHTHHMIA
Tpernapar, Ty caMmy JiKapchbKy (popMy, mio i
pedepenTHuUIt MpenapaT), TOMY ZOKTiHIYHi
BJIACH1 JOCHII)KEHHsI He MPOBOAUINCE.

2. ®apmaxkooris:

He 3acTocoByeTbes

1) nepeunHa dapmakoHaMika

He 3actocoByeThes -

2) BTOpHHHA hapMakoaMHaMiKa

He 3acrocoByeTncs -

3) dbapmakouioris Gesnexku

He 3acTocoByeThes

4) papmakoiHamiuni B3aemoil

He 3acrocoByeTnes

3. ®apmakoKiHeTHKa:
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1) ananiTHYHI METOIMKH Ta 3BITH OO iX
Bamiganil

He 3acrocoByeThes

2) BCMOKTYBaHHS

He 3acTocoByeTnes

3) posnouin

He 3acTocoByeThca

4) metabonism

He 3acTocoByernes

5) BUBeJEHHS

He 3acTocoByeThes

6) bapmakokineTHuHi B3aeMouii
(moxmiHiyHi)

He 3actocoByerncs

7) inuni papMakoKiHeTHYHI JoCTimKEHHS

He 3acrocoByernes

4. TokcUKOIOTIS:

1) TokcnunicTs y pasi ogHopazosoro
BBEICHHS

He 3acTocoByerses

2) TOKCHYHICTE y pa3i IOBTOPHHX BBEICHD

He 3acTocoByerncs

3) FeHOTOKCHYHICTB:
in vitro

He 3actocoByerbes

in Vivo (BK/IIOYAKOYH TOAATKOBY OIHKY 3
TOKCUKOKIHETHKH)

He 3acrocoByerscs

4) KaHLePOreHHICTB:

He 3actocoByerses

IOBrOCTPOKOBI IOCIIIKEHHS

He 3actocoByeThes

KOPOTKOCTPOKOBI JIOCII DK€ HHSI
abo MOCITiIKeHHs CcepeiHbOT TPUBATOCTI

He 3acTocoByeThes

10AATKOBI IOCIIIIKEHHS

He 3acTocoByeThes

5) penpoayKTHBHA TOKCHYHICTB Ta
TOKCUYHUH BIIMB HA PO3BUTOK
[I0TOMCTBA:

He 3actocoByeThes

BIUIMB Ha epTHIBHICTD i paHHiii
eMOpioHaTbHKI PO3BUTOK

He 3acrocoByeThea

eMOpiOTOKCHYHICTE

He 3actocoByernea
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IpeHaTalibHa 1 IOCTHATaIbHA TOKCHYHICTE | He 34CTOCOBYETLCA

OCITIPKEHHS, TIPH SIKUX Mperapar He 3acTocoByeThes
YBOAMTHCA TIOTOMCTBY (HECTATEBO3PIIUM
TBapyHaM) Ta/abo OLIHIOETCA BiiaieHa
it

6) MiclLieBa TEPEHOCHMICTh He 3acTocoByeThes

7) nojaatkoBi pocniukeHHs TokcuuHoceti: | He 3actocoByeTses

AHTUTEHHICTH (YTBOPEHHS aHTHTIJI) He 3acTocoByeThCst
IMYHOTOKCHYHICTE He 3acrocoByeTbes
OC/IKEHHA MEXaHI3MIB il He 38CTOCOBYETECH
MiKapchbKa 3aJIeKHICTh He 3acTocoByeThes
TOKCHYHICTE MeTabotiTiB He 3acTocoByeThes
TOKCHYHICTE JOMILIOK He 3actocoByeThes
iHIIEe He 3aC.TOCOBy€TBCH -

5. BUCHOBKH 00 JOKJIIHIYHOTD

BUBUCHHS
3asBHMK (BracHuK peecTpalliliHOro MOCBiqYeHHs) /Hionuc/
(miamEc)
Ilan ITatens Hapennpa (Mr. Patel Narendra)

- (ITIB)
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Annex 30

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state

registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials

during validity term of

Registration Certificate

(point 4 section IV)

REPORT

on clinical trial

1. Name of medicinal product (if
available - Registration Certificate
number)

Bosentan Accord 125 mg film-coated tablet

2. Applicant

Accord Healthcare B.V., the Netherlands

3. Manufacturer

Batch release:

Accord Healthcare Polska Sp. z o.0., Poland/
\Manufacturing and packaging (primary and secondary
packaging:

Intas Pharmaceuticals Limited, India.

For secondary packing:

Accord Healthcare Limited, United Kingdom.

Control testing:

Laboratori Fundacio Dau, Spain.

4. Conducted studies: yes no if no, justify

1) type of medicinal product, for which |generic

registration has been conducted or

planned

5. Full name of clinical trial, code Clinical trial name: An open label, balanced,

number of clinical trial randomized, two-treatment, four-period, two sequence,
single oral dose, fully replicated crossover,

Bioequivalence study of two products of Bosentan
tablets 125 mg in healthy, adult, human, male subjects
under fasting condition.

Code number of clinical trial: Project No. 758-12

6. Clinical trial phase

Phase-I (Bioequivalence)

KOMiA BIPHA
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MonoxaeHko L.1. 67‘Z




7. Period of clinical trial conduction

from 15 April 2013 to 16 May 2013

8. Countries where clinical trial has been
conducted

India

9. Number of enrolled population

Planned: 36

Enrolled: 37

Analyzed: 36

Considered for pharmacokinetic and statistical
analysis: 34

10. Aim and secondary goals of clinical
trial

To characterize the pharmacokinetic profile of the
sponsor’s test formulation in comparison to the reference
formulation in healthy, adult, human, male subjects under
fasting condition and to assess the bioequivalence.

And

To monitor the safety of the subjects.

11. Design of clinical trial

Open label, balanced, randomized, two-treatment, four-
period, two sequence, single oral dose, fully replicated
crossover, bioequivalence study in healthy, adult, human,
male subjects under fasting condition

12. Main criteria for enrollment

Healthy, adult, human volunteers between 18 to 45 years
of age (both inclusive), and having a Body Mass Index
(BMI) between 18.5 and 24.9 kg/m? (both inclusive) and
having given their written informed consent were enrolled
for the study. They did not have any significant diseases or
clinically significant abnormal findings during screening,
medical history, clinical examination, laboratory
evaluation, 12-lead ECG and X-ray chest (posterio-
anterior view) recordings. Volunteers who complied with
all the inclusion and exclusion criteria were enrolled into
the study.

13. Investigated medicinal product,
method of administration, strength

Bosentan Tablets 125 mg
Dose: 125 mg
Route: Oral

Method: After an overnight fast of at least 10 hours, a
single oral dose (125 mg) of the test product was
administered orally with 240 £+ 02 mL of drinking water at
ambient temperature with the subjects in sitting posture.
The IMP administration was as per randomization
schedule and under open-label condition.

14. Reference product, dose, method of
administration, strength

Tracleer® (Bosentan) 125 mg Film-Coated Tablets
Dose: 125 mg
Route: Oral

Method: After an overnight fast of at least 10 hours, a

single oral dose (125 mg) of the reference product was

KON BIPHA
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administered with 240 £ 02 mL of drinking water at
ambient temperature with the subjects in sitting posture.

15. Concurrent therapy

None

16. Criteria for efficiency assessment

For efficacy evaluations, a total of 24 blood samples were
collected in each period at the time points specified in the
protocol. Standard non-compartmental pharmacokinetic
parameters were derived for Bosentan.

17. Criteria for safety assessment

Safety was assessed from the screening period to the end
of the study. It was assessed through clinical examinations,
vital signs assessment, 12-lead Electrocardiogram (ECG),
X-ray (Postero-anterior) view recording, Clinical
laboratory parameters (e.g. biochemistry, hematology,
immunology and  urine  analysis), subjective
symptomatology and monitoring of adverse events.

18. Statistical methods

Descriptive statistics were calculated and reported for
primary and secondary pharmacokinetic parameters off
Bosentan.

ANOVA, two one-sided tests for biocequivalence, power
and ratio analysis for Intransformed pharmacokinetic
parameters Cmax, AUCo-tand AUCo-~ were calculated for
Bosentan.

The 90% confidence intervals were calculated for the In-
transformed pharmacokinetic parameters, Cmax, AUCo-{
and AUCo-« of the Bosentan.

19. Demographic indicators of the
investigated population (gender, age,
race, etc.)

Healthy, adult, human volunteers between 18 to 45 years
of age (both inclusive), and having a Body Mass Index
(BMI) between 18.5 and 24.9 kg/m? (both inclusive).

20. Results of efficiency

Relative Bioavailability Results for Bosentan (N=33):

INCmax: The geometric least square means for test and
reference were 2699.643 and 2558.549 respectively.

InAUCo.t: The geometric least square means for test and
reference were 14162.760 and 13828.624 respectively.

INAUCo.: The geometric least square means for test
and reference were 14328.638 and 13955.177
respectively.

The 90% confidence interval (CI) for InCmax, InAUCo
and InAUC.o were 95.58 - 116.48, 95.19 - 110.19 and
95.56 - 110.32, respectively and all were within the
acceptable 90% CI range.

21. Results of safety

Three (03) adverse events (AEs) were reported by three
subjects (03) during the conduct of the study. Two (02)
AEs were reported in Period-III and One (01) AE was
reported in Period-IV All AEs were reported in subjects
after administration of the Test Product-T Two (02) AEs

were mild and One (01) AE was moderate in nature and

KOMIABIPHA
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the subjects were followed up until resolution The
causality assessment was judged as unlikely for two (02)
AEs and as unrelated for one (01) AE.

22. Conclusion (assesment)

Test Product-T (Bosentan Tablets 125 mg) when
compared with the Reference Product-R [Tracleer®
(Bosentan) 125 mg film-coated tablets] meets the
bioequivalence criteria with respect to the rate and extent
of absorption of Bosentan under fasting conditions as per|
criteria set in the protocol.

Applicant (Registration Certificate

holder)

Accord Healt
Postbus 85183
3508 AD Ultrecht
The Netherlands
hone: +31 (0) 30 850 6014

Mail:verkciop@accord-haaIlhcara.oom

A//’V'\/\

(signature)
Mr. Andrew Peter Duncan Cook
(surname, name, father’s name)

hcare B.V,

ww.accord-heallhcare.cowm

accord

We make it better

KOMIA BIPHA
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Jomatok 30

1o Topsiaky mpoBeeHHS eKCIIePTH3H
peecTpauiifHuX MaTepiaiB Ha JIKapChKi
3acobu, Mo NOAAI0TLCS Ha JepIKaBHY
peecTpariio (epepeecTpariiio), a TakomK
eKCIIepTU3U MaTepialliB Ipo BHECEHHS
3MIiH IO peecTpalliifHiX MaTepialiB
MPOTATOM Jil peecTpauiifHoro
IIOCBiqYEHHSA

(myHKT 4 pozniny IV)

3BIT
Nnpo KJIiHiYHe BUNPOOYBAHHA

1. Ha3Ba mixapcpkoro 3aco0y
(3a HastBHOCTI - HOMEP
peecTpaniiHoro NOCBiAYEHHS)

bosenTan Akkopx 125 Mr TabneTku, BKpHTI ITIBKOBOIO 000IOHKOIO

2. 3agBHUK

Axxopn Xenckea b.B., Hinepranau

3. Bupobuuk

Bunyck cepii:

Axkopy Xenckea [Toncka Ci. 3 0.0., [Tonpmma/

BupobHuymso nikapcvkozo 3acofy, nepeunHe ma 6mMopuHHe NaKy6anHs.
Intac ®apmaceroTikanc Jlimiten, Inmis

/looamkose emopunne nAKy8anHs.

Axxopn Xenckea Jlimiten, Bennka bpuranis

Konmponw axocmi.:

JlaGoparopi @ynznacio Jlay, Icnanis

4. ITpoBeneHi JOCTIIKEHHS:

TaK HI  SKIIO Hi, OOIpyHTYBaTH

1) Tan mikapcbKoro 3acofy, 3a
SIKMM IIpoBoaMIaca abo
IaHY€THCS PeecTpartis

['eHepuyHUIT JTiKapchKHil 3aci0

5. IloBHa Ha3Ba KIIIHIYHOTO
BUIIPOOyBaHHS, KOJOBAHHI
HOMEp KJIIHIYHOTO
BUIIPOOYBaHHS

Binkpute, 30amancoBane, paHaoMi3oBaHe, 3 IBOMa CXeMaMH JIiKyBaHH:,
Y YOTHPBOX IEPiojax, IBOIOCIIIIOBHE, 3 PAa30BOI0 IEPOPAIBHOIO J03010,
MOBHICTIO  BiATBOPEHMM TIEPEXPECHHM  [J(M3aHHOM  JOCHTiIDKEHHS
BiomocTymHOCTI JBOX TpoaykTiB bozentany 125 Mr Ha 340poBHX
MOPOCIIMX YOJIOBiKaX-T00POBOJIBISX HATLIECEPLE

Konosuit Homep KiiHigHOrO Hocuimkenns: [Ipoext Ne 758-12

6. ®aza KIIHIYHOTO
BUTIPOOYBaHHS

®aza I (mocmimkenHs 010eKBiBAJICHTHOCTI)

7. Ilepion mpoBeaeHHS
KITIHITHOTO BHIIPOOYBAHHS

3 15 xBiTHA 2013 no 16 tpasHa 2013

8. Kpainu, ne npoBommiocs
KITiHiYHe BUIPOOYBaHHA

[Hmis
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9. KinbKiCTE MalieHTiB,
BKIIIOYEHHX B JOCIIIIKEHHS

3amianoBano: 36

3apaxoBaHo: 37

[IpoananizoBano: 36

PosrisHyTo it hapMakOKiHETHYHOTO Ta CTATHCTHYHOIO aHaizy: 34

10. Mera Ta BTOpMHHI I1iTi
KJIIHIYHOTO BHIIPOOYBaHHS

[TopiBEsaTH (papMaKOKiHETHYHHE Npodine JOCHIIKYBAHOrO Ipenapary
3aMOBHHKA 3 pe(epeHTHHM IpenapaToM Y 3J0POBHX JOPOCIHX YOJOBIKAX-
IOOPOBOJIBLIAX HATIECEPIIE Ta OIIHUTH Gi0€KBiBAJIEHTHICTS.

Ta 3milicHeHHs MOHITOPUHTY GE3MeKH YUACHHUKIB JOCITI[KEHHS.

11. JIn3aiid KiiHiYHOTO
BUITpOOYBaHHS

BinkpuTe, 30anaHcoBaHe, paHIOMi30BaHe, 3 JBOMA CXeMaMH JIiKyBaHHSI, Y
YOTHPBOX IIEpiofjax, ABONOCITIJOBHE, 3 Pa30BOI0 IEPOPAIBHOK 03050,
MOBHICTIO ~ BIATBOPEHHM  [EPEXPECHHM  AW3AWHOM  JOCIIIDKEHHS
010OCTYITHOCTI Ha 3JI0POBHX JIOPOCIHX  YOJIOBIKaX-I00POBOIBIIIX
HaTIIEeCepIle.

12. OcHoBHi KpuTEpil
BKJTIOUCHHS

Jlopocii 310poBi 100poBobLi BikoM Bix 18 mo 45 pokiB BKIIOYHO, 3
inmexcom macu tina (IMT) Bix 18,5 1o 24,9 (maca, kr)/(picT,M)? BKIIOUHO,
fKi Haald IMUCHMOBY iHGOpPMOBaHY 3roAy Ha yYacThb Y JJOCIiIKEHHI.
JloOpOBOMIBIIl HE MaTH JKOJHHX CEpPHO3HHX 3aXBOPIOBAHb abo KITIHIYHO
3HAUYIIMX BIAXWJIEHL BiJl HOPMH IIiJ Hac CKpPHHIHTY, 300py aHamHe3y,
KJIHIYHOro 00CTEXeHHs, 1ab0paTOpPHUX NOCIiIKeHb, 12-kaHanpHOl EKT
Ta peHTreHorpadii rpyaHol KITKH (ME€penHbO-3aJHIH  MpOeKIlii).
JloGpoBoJiblli, SKi BiAMOBimAMM BCIM KpHUTEpisIM BKJIIOYEHHS Ta
BHKJIIOUEHHS, OyJTH BKIIIOYEH] B JOCIiPKEHHS.

13. JlocmimKyBaHH# JTIKApChKHIHA
3aci0, cmocib 3acTocyBaHHS,
cuta it

bosenTan Tabierku 125 mr
Jloza: 125 mr
Cnoci0 BBeJeHHS: IEpOPaIbHHMN

Cnoci® 3acTocyBaHHs: TMiciS HIYHOrO TOJOMYBAHHS TPUBAIICTIO
monaiiMenme 10 roxwH opHOpPazoBy mepopanbHy 103y (125 wMr)
MOCIIKYBaHOTO JIiKapchKoro 3aco0y MpHiiMalii IepopaIbHO, 3alHBAIOYH
240 + 02 M1 NUTHOT BOJM KIMHATHOI TEMIEPATYPH, Y TOJIOXKEHHI CHIAYH.
[Tpuitom 1JI3 BinOysaBcs 3rigHo 3 rpadixoM pangoMizamii Ta B yMOBax
BIJKPUTOTO KIIHIYHOTO AOCIIMKEHHS.

14. Ilpenapat nopiBHSHHS,
n03a, crocid 3acTocyBaHHS,
cuia Il

Tpaxnip® 125 Mr TabneTkn, BKPUTI ITIBKOBOK 000JI0HKOO
IMo3a: 125 mr
Croci® BBeIEHHS: IepOpaILHHH

Crnoci® 3acToCyBaHHS: IMCAS HIYHOTO TOJOAYBAaHHS TPHUBAIICTIO
moHaliMenme 10 roxuH oAHOpazoBY ImepopanbHy o3y (125 wr)
pedepentHoro npoaykry mnpumitmamm 3 240 + 02 M muTHOI BOIM
KIMHATHOI TEMIICPATYPH Y CHASIOMY IOJIOIKESHHI.

15. CynyTHs Teparis

BincyTHs




16. Kpurepii orinku
edexTuBHOCTI

Jlna omiaku edextuBHoCcTI Oyiio BimiGpaHo 3aramoM 24 3pa3skd KpOBi B
KOJKHOMY IIepioJii B 4acoBi TOUKY, 3a3Ha4eHi B mpoTokoii. g Bosenrany
Oymn OTpuMaHi CcTaHZapTHI HEKOMIIAPTMEHTHI  (hapMaKOKIHETHYHI
napamMeTpH.

17. Kpurepii oninku Ge3mexn

Besreka OLiHIOBanacs 3 IEpiojfy CKPHHIHIY JO KiHIS OCTiMKeHHs. i
OIIHIOBATH 3a JOMOMOIOK) KJHIYHOIO OIJISAY, OIMHKH  >KHTTEBHX
MOKa3sHUKIB, 12-kaHanbHOi enextpokapaiorpamu (EKI'), peectpamii
PEHTTEHOrpaM Yy TepelHbO-3a/Hiil mpoeKiil, KIiHIYHUX JabopaTopHUX
OKa3HUKIB (Hanpukiaja, Oioximii, remarosorii, iMyHoJOrii Ta aHamizy
cedi), cy0'eKTUBHOI CUMIITOMATHKH T4 MOHITOPHHTY MOOIYHHX peakKiliii.

18. CraTtucTrydi MeTOIH

J[n1g TNepBHHHMX Ta BTOPUHHHMX (apMaKOKIHETHYHHX IlapaMerpiB
bosentany Oymm pospaxoBaHi Ta IIPEACTAaBICHI OMHCOBI CTATHCTHKH.
ANOVA, nBa OIHOCTOpPOHHI TeCcTH Ha Ol10€KBiBaJIEHTHICTH, aHai3
MOTY>KHOCTI Ta CIIBBIJHOIIEHHS JUIs Jorapu(MIdHO TpaHC(HOPMOBAHHX
bapmakokineTHuuux mnapameTpiB Cmax, AUCot Ta AUCp..  Oymm
pO3paxoBaHi JUIsSt bozentany.
90% nmoBipui iHTepBasiM Oyinu po3paxoBaHi g Jorapu@MidHO
TpaHchopMoBaHuX (papMakokiHeTHIHUX IapaMeTpiB Cmax, AUCot Ta
AUCo. BozenTany

(crars, BiK, paca, TOLIO)

19. lemorpadivHi MoKa3sHHUKH
OCTIiTKYBaHOT OISl

JTopocii 310poBi 1oOpoBobLi BikoM Bix 18 1o 45 pokiB BKIIOYHO, 3
inmexcom macu Tima (IMT) Bix 18,5 mo 24,9 (Maca, kr)/(picT,M)? BRIIOYHO

20. PesyneTati eeKTHBHOCTI

PesyibraTu BiiHOCHOIT GiogocTynHOCTI it bozerTany (N=33):

INCrax: CEpeIHE TEOMETPUYHE HAMMEHIIIE KBaJpaTHYHE 3HAYEHHS IS
TOCTTi JDKYBAHOTO Ta pe)epeHTHOro IpenapariB cTaHOBIIO 2699,643 Ta
2558,549 BinmoBimHO.

InAUCy.i: CepenHe reoMeTpUYHEe HaliMEHIIE KBaJpaTHYHE 3HAYCHHS 171
NOCIIIKYBaHOTO Ta ped)epeHTHOro IpenapariB cranoBuio 14162,760 ta
13828,624 BinnosigHoO.

InAUC-0: CepeTHE TeOMETPHYHE HAaMEHIIe KBapaTHYHe 3HAYCHHS I
TOCTiPKYBaHOTO Ta pedepeHTHOro npenaparis cranosmiio 14328,638 ta
13955,177 BignosiaHo.

90% mosipumit intepsai (1) wist InCrax, InAUCo- Ta INAUCo- cTaHOBHB
05,58 - 116,48, 95,19 - 110,19 1a 95,56 - 110,32 BigmosiaHo, i Bci Oynu B
Mexax npuitaaTaoro 90% .
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21. Pesynbraru Oe3neku

[Ipo Tpu (03) mo6ivni peaxii (TTP) mosimomema Tpu (03) cyb'extu (03) min
4ac npoBeaeHHaA gociikeHHs. [Ipo nsa (02) [1P Oyio noBigomiieHo B
nepiozi I11 ta oxue (01) ITP Gyso mosigomiueno B nepioai IV. Bei IIP Gynu
3apeecTpoBaHi y cy®'exTiB micis BBenenHs JlocmimKkyBaHoro mpemapary-1.
J[8a (02) IIP 6ysu nerkoro crymens TsbkkocTi Ta omHa (01) ITP 6yna
MIOMIPHOTO CTYTIE€HS TSKKOCTI, 38 Cy0'eKTaMH BEJIOCH CIIOCTEPEIKEHHS 10
ycyHeHHs nposBiB ITP. Oriska NpHYMHHO-HACTIIKOBOIO 3B'A3Ky OyJia
BH3HaHAa K ManoiiMoBipHa Juis 1BoX (02) TP Ta sk He moB's3aHa 3 HUIMH
i oxuiei (01) TTP.

22. BUCHOBOK (3aK/IIOUCHHS)

Jlocnimxypanuii npenapat-T (bosenTan, Tabnetkn 125 Mr) y mopiBHAHHI 3
pedepenTHIM mpenapatoM-P [Tpakmip® (Bosentan), TablieTku, BKpATI
1iBKOBOIO 000710HKOI0, 125 Mr] BiamoBigae kpurepiam
010eKBIBaJIEHTHOCTI II0JI0 MIBHJKOCTI Ta cTyneHs abcopOuil bosentany B
YMOBax HaTIIecepIle BIAMOBIIHO 10 KPHTEPIiB, BCTAHOBICHHX
IPOTOKOJIOM.

3asgBHuK (BrnacHuk peectpauiifHoro

IIOCBITUCHHS)

(mipmuc)
ITau Aanpeit [erep dyvakan Kyk (Mr. Andrew Peter Duncan Cook)
(TIIB)

Lew ooryatenm nepexiadeno Ha YKpaincoKy Mogy nepexiadaient Yeamenxo Mapunoio IOpiienoio %
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