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 IV)

REPORT
on preclinical studies

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

RANCARD, prolonged-release tablets, 500 mg or
750 mg

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

This application is for generic.

2) conducted studies

yes no ifno, justify

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

1) analytical methods and reports on their [NA
validation

2) absorption NA
3) distribution NA
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4) metabolism NA
5) elimination NA
6) pharmacokinetic interactions NA
(preclinical)

7) other pharmacokinetic studies NA
4. Toxicology:

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

in vivo (including additional assessment on|NA
toxicokinetics)

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

Additional studies NA
5) reproductive and developmental NA
toxicity:

Effect on fertility and early embryonal NA
development

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

remote effect is estimated

6) local tolerability NA
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7) additional toxicity studies: NA

antigenicity (formation of antibodies) NA
immunotoxicity NA
study of mechanisms of action NA
drug dependence NA
metabolite toxicity NA
impurity toxicity NA
other NA

5. Conclusions regarding preclinical study {The product we are applying for the grant of]
marketing authorization is the generic equivalent to
(Ranexa®, prolonged release tablets) manufactured
by Menarini International Operations Luxembourg
S.A., Luxembourg having the same qualitative and
quantitative composition as the comparator product
Accord-Healthcare Polska-Sp-z-0.0.
Applicant (Registration L1 02-677 Warszawa, ul. Taémowa 7
Certificate holder) a L HE _REGON: 142248997

: (sipfratur ‘
fan Rogon, Mehhber[$ the BRSH0000347170

\\(suf'namc, name, father's name)

=

Digitally signed by
Przemysla riemysisw oriedzic
Date: 2025.0319

w Dzledzic i¢535 soreo
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HonaTox 29

1o llopsiiky mpoBeleHHs excriepTH3H
peecTpaliifHiX MaTepianis Ha JiKapchki
3aco0u, 10 MOJAIOTECS HA JIEPIKaBHY
peecTpariio (mepepeecTparniio), a Takox
€KCIIEPTH3H MaTepialliB Mpo BHECEHHS
3MiH JI0 peecTpauiifHuX MaTepianis
[POTATOM Iil peecTpaniiHoro
[IOCBiTYeHHS

(mysKT 4 pozniny IV)

3BIT

PO JOKIIHIYHI J0CTiIKeHHS

1. HazBa nikapcekoro 3acoby (3a
HasBHOCTI - HOMEp peecTpaniifHoro
[TOCBIIYCHHS):

PAHKAP/I, Tabnerku nposonrosanoi aii, mo

500 mMr abo mo 750 mr

1) Tan nikapceKoro 3acofy, 3a AKUM
poBouIIacs abo IIaHy€EThCS peecTpaiis

3asBKa Ha TeHePUIHUH JTiKapchKUH 3aci0

2) IpOBEIeHI TOCTi KEHHS

TaK HI SKINO Hi, 00IpyHTyBaTH

[Ipenapar BinnoBizae BUHAYEHHIO FE€HEPHYHHX
JNiKapchbKUX 3aco0iB Bianosiaxo o crarti 10.1 (a)
(iii) Jupextusu 2001/83/EC i3 3sminamu Ta
JOTIOBHEHHAMH, OCKIJIBKH BiH Ma€ Takuil camuii
AKICHUH Ta KUIbKICHHH CKJIa[ Ai0490]1 peyOBHHH Ta
TaKy camy JiikapceKy Gopmy, mo i pedeperTruit
IIpernapar, »0/HUX JOKIIHIYHUX JOCIi/PKEeHb He
MIPOBOJIAJIOCE.

2. ®apmakoioris:

He 3acTocoByeThes

1) mepruHHa hapmakoguHAMiKa

He 3acTocoByeThCs

2) BTOpUHHA (apMaKkoIHHaMIKa

He 3acTocoByeThes

3) dhapmakosoris Ge3mexku

He 3acTocoByeThes

4) dapmaxoguHaMiyHi B3aeMOIil

He 34CTOCOBYETRCA

3. ®apmakoKiHeTHKA:

1) aHATITHYHI METOIUKH Ta 3BITH MO0 IX
Basinamil

He 3acTocoryerbes

2) BCMOKTYBaHHS

He 3aCTOCOBYETBCA
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3) po3moin

He 3acTocoBy€eThCs

4) meTabomizm

He 3acTocoByeThes

5) BUBeIeHHS

He 3acTocoByeThes

6) bapmaxokineTHuHi B3aeMoii
(moxniHivHi)

He 3acTocoByeThes

7) a1 hapMaKOKIHETHYHI JOC/Ti JUKEHHS

He 3acTocoByerbes

4. Toxcukomoris:

1) TOKCHYHICTE y pasi 0AHOPa30BOro
BBEJICHHS

He 3acTocoByeThes

2) TOKCHYHICTB Y pa3i MOBTOPHHX BBE/IEHb

He 3acTocoByeThes

3) reHOTOKCHYHICTb:
in vitro

He 3aCTOCOBYETBCA

in vivo (BKITIOYAIOYH TOJATKOBY OILIHKY 3
TOKCHKOKIHETHKH )

He 3acTocoByerbes

4) KaHEPOr€HHICTh:

He 3acTocoByeThCs

J[OBrOCTPOKOBI 1OCIIIIIKEHHS

He 3acTocoByeThCs

KopoTKocTpoKkoBi HOCTiHKEHHS
ab0 JIOCIIi/KEHHS CepeIHbO0T TPHBAJIOCTI

He 3acrocoByeThCs

Jlo1aTKOBI OCITIHKEHHS

He 3acTocoByeThCs

5) penpoyKTHBHA TOKCHUYHICTE Ta
TOKCHYHHH BIIJTUB Ha PO3BHTOK
IIOTOMCTBA:

He 3acTocoBy€eThCs

Brumie Ha hepTUNBHICTH i paHHi#H
eMOpiOHaIbHUI PO3BUTOK

He 3acTocoByeThCS

eMOpiOTOKCHYHICTD

He 3acTocoByeTncs

[IpenaranbHa i MoCTHATATbHA TOKCHYIHICTE

He 3acTocoByeThCs

JlocniKeHH s, IIPH SKUX TIperapaT
BBOJMTECS ITOTOMCTBY (HECTATEBO3PLIAM

He 3aCTOCOBYETRCA
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TBapHHaM) Ta/ab0 OMIHIETHCS HOT0
BlIIaeHa st

6) MicIieBa IIEpEHOCUMICTh

He 3acTocoByeTrcs

7) DONATKOBI TOCTIIKEHHA TOKCHYHOCTIL:

He 3actocoByeThes

AHTHI€HHIiCTH (YTBOPEHHS aHTHTLI)

He 3acTrocoByeThes

IMyHOTOKCHYHICTE

He 3acTocoByeThes

TOCITiKEHHS MEXaHI3MIB JIiT

He 3acTocoByeThes

JTiKapchKa 3aIeXkKHICTh

He 3acTocoByeThes

TOKCHYHICTH MeTa0OJIiTIB

He 3acTocoByeThes

TOKCHYHICTE JTOMIIIIOK

He 3acTocoByeThes

1HIIIEe

He 3acTocoByeThCs

5. BHCHOBKH 111010 ZOKJIIHIYHOTO
BHBYECHHS

Jlikapcekuif 3acib, CTOCOBHO AKOro MM IOZAEMO
3adBKY Ha OTPHMAaHHS PEECTPALiifHOrO TOCBI IUeHH,
€ I'€HEPUYHHM EKBIBAICHTOM JIKapCBKOTO 3acoby
(Panexca®, TabJIeTKM  TIPOJIOHTOBaHOi i)
BUPOOHUIITBA Memnapini InTepremonan
Omnepeitimonce JTrokcemGypr C.A., Jliokcem6ypr, 1o
Mae TaKMid caMuil SKICHHH Ta KiNbKICHUH CKJIaz, 110

i npenapar nmopiBHIHHS.

3asABHUK (BIACHHK
peecTpariifHoro NOCBiTYEHHS)

/migmuc/
(migmmc)

Su Poron

Unen Ipasminas

Micue mrramiry

[Llmamn 3 nanucom. «Akkopd Xeackea Iloacka Cn. 3 o.0.

02-677 Bapwasa, eyn. Tacmosa, 6yo. 7
NIP: 1070015415, REGON: 142248997
KRS: 0000347170x]

Leii 0orymenm nepexnadeno Ha yKpaincoky mogy nepexnadavem Ycamenxo Mapunoio FOpiignoio
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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 Nel

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

mg

RANCARD, prolonged-release tablets, 500 mg or 750

2. Applicant

Accord Healthcare Polska Sp. z 0.0., Poland

3. Manufacturer

Manufacturing and packaging (primary and
secondary packaging:
Intas Pharmaceuticals Limited, India.

Batch release:
Accord Healthcare Polska Sp. z 0.0. Magazyn
Importera, Poland

Quality control site:

Pharmadox Healthcare Limited, Malta

4. Conducted studies:

yes no  ifno, justify

1) type of medicinal product, for which

5. Full name of clinical trial, code
number of clinical trial

generic
registration has been conducted or
planned

0250-20:

fasting condition.

An open label, balanced, randomized, two-treatment,
four-period, two-sequence, single oral dose, Fully|
replicate crossover, bioequivalence study of two
products of Ranolazine 750 mg prolonged-release
tablets in normal, healthy, adult, human subjects under

6. Clinical trial phase

Phase-1 (Bioequivalence)
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7. Period of clinical trial conduction from 05 February 2021 to 07 March 2021

8. Countries where clinical trial has been |India
conducted

9. Number of enrolled population planned: 56

Considered for statistical analysis: 50

10. Aim and secondary goals of clinical [The aim of this study was to compare the
trial bioavailability and characterize the pharmacokinetic
profile of the sponsor’s test product with respect to the
reference product in non-smoking, normal, healthy,
adult, human subjects under fasting conditions.

And

'To monitor the safety of the subjects.

11. Design of clinical trial An open label, balanced, randomized, two-sequence,
two-treatment, four-period, single oral dose, fully
replicate crossover, bioequivalence study in normal,
healthy, adult, human subjects under fasting condition.

12. Main criteria for enrollment Non-smolker, normal, healthy, adult, human volunteers
between 18 and 45 years of age (both inclusive).
Having a Body Mass Index (BMI) between 18.5 and
30.0 (both inclusive), calculated as weight in kg
height in m?, Not having any significant diseases or
clinically significant abnormal findings during
screening, medical history, clinical examination,
laboratory evaluations, 12-lcad ECG and chest X-ray,
(posterior-anterior view) recordings. Volunteers who
complied with all the inclusion and exclusion criteria
were enrolled into the study.

13. Investigated medicinal product, Ranolazine prolonged release tablets 750 mg

method of administration, strength : 3
g Under fasting condition

14. Reference product, dose, method of [Ranexa® 750 mg prolonged release tablets

administration, strength ; s
’ g Under fasting condition

15. Concurrent therapy None

16. Criteria for efficiency assessment For efficacy evaluation, 90% confidence intervals for|
the ratio of the geometric least squares means were
calculated and reported for In-transformed
pharmacokinetic parameters Cuax, AUCo.. and AUCq.
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17. Criteria for safety assessment Safety was assessed from the screening period to the
end of the study. It was assessed through clinical
examination, vital signs assessment, 12-lead
electrocardiogram (ECG), chest X-ray (posterior-
anterior view) recording, clinical laboratory parameters
(e.g. biochemistry, hematology, immunology and urine,
analysis), subjective symptomatology and monitoring
of adverse events.

18. Statistical methods Statistical comparison of pharmacokinetic parameters
of medicinal products was performed using PROC|
GLM version SAS® Version 9.4 (SAS Institute Inc.,

USA)
19. Demographic indicators of the Healthy, adult, human volunteers between 18 and 45
investigated population (gender, age, years of age (both inclusive). Having a Body Mass
race, etc.) [ndex (BMI) between 18.5 and 30.0 (both inclusive)
20. Results of efficiency 90% confidence intervals for the main pharmacokinetic

parameters for the investigational and reference
medicinal products meet the bioequivalence criterion
of 80.00% - 125.00%

21. Results of safety Four (04) adverse events (AEs) were reported by four
(04) subjects during the conduct of the study. One (01)
AE was reported in Period-II, one (01) AE was|
reported in Period-IIl, one (01) AE was reported in
Period-IV and one (01) AE was reported during post-
study safety assessment. Three (03) AEs were reported
in the subjects after administration of Test Product-T
and one (01) AE was reported in the subject after
administration of Reference Product-R.

All the AEs were mild in nature and all the subjects
were followed up until resolution of their AEs except
Subject No. 1015. The outcome of AE of Subject No.
1015 was unknown as he was lost to follow-up. The
causality assessment was judged as possible for three
(03) AEs and as unrelated for one (01) AE. There were
no deaths or serious AEs reported during the conduct
of the study. However, out of the total reported three
(03) AEs, one (01) AE was significant, The subject was
withdrawn on medical grounds. The subject was
treated appropriately and followed up until resolution
of his AE. The causality assessment was judged as
possible for the significant AE.

22. Conclusion (assesment) Test Product-T when compared with the Reference
Product-R meets the bioequivalence criteria with
respect to Cmax, AUCo.; and AUC)... for Ranolazine

i
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under fasting condition as per criteria set in the
protocol.

Accord Healthcare Polska Sp. z 0.0.
7], f98-677 Warszawa, ul. Tagmowa 7'

) iL /&égﬂ‘éammws, REGON: 142248997
{ Jan Ragon| Member ofit

Applicant (Registration Certificate \4" )
holder) G &

t C
(surnamec, name, father’s name)
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Honarok 30

no Iopsaky npoBeneHHs eKCIePTH3H
peecTpanifinux MaTepianis Ha TiKapepKi
3ac00H, IO MOJArOTCS Ha JIEPIKABHY
peecTpairo (mepepeecTpartiio), a Takox
CKCIIEPTH3H MaTepiaiiB PO BHECEHHS
3MIH 10 peecTpauiiinux MaTepianis
IPOTAroM Ail peecTpaniifHoro
TIOCBITYCHHS

(myHKT 4 po3ainy IV)

3BIT
npo KJiHiYHe BUNpoOyBanus Nel

1. Hasea stikaperkoro PAHKAPJ, taGnetku mposioHroBaHof i, mo
3aco0y (3a HasBHOCTI -

HOMEP peecTpaniifHoro 500 mr a6o o 750 Mr

MOCBIYEHHS)

2. 3asBHUK Axkopn Xenckea [Torcka Cr. 3 0.0., [Tossiia

Bupobnuymeo ma naxysanns (nepeunne ma 6mopunHe naKy6ans;

3. BupoOuux : ot :
Bapob lurac @apmackrorikaic Jlimiten, Inmis.

Bunyck napmii:
Axkopz Xesckea IToncka Cr. 3 0.0. Cxuian Imnoprepa, [Tonsima

/inbHuys konmponio axocmi:

®apmagoke Xenckea Jlimiten, Mansta

4. IlpoBesieHi nOCTi/DKEHHA: TaKk Hi AKIIO Hi, OOIpyHTYBaTH

1) Tun nikapcekoro 3acoby, |reHepwuHuil MikapchKuii 3aci6
3a IKUM [POBOIHIIACH abo
[UIaHYETHCSI PEECTpAllist

5. IloBHa Ha3Ba kni"ig"oro [0250-20:
BUIIPOOYBaHHS, KOJOBHI
HOMeEp KIIHIYHOTO
BUIIPOOYBaHHS

Binkpure, 36amancosane, paH0oMi30BaHe, IBOETAIHE, 3 YOTHPHOX
TepioliB, IBOMOCIIIOBHE JI0CIiIKEHHS 6i0eKBIBAIEHTHOCTI BOX
npernaparis Panonasuny, 750 Mr, TabieTok nposioHrosanoi aif i3
3aCTOCYBAHHSM [1€POPATBHOI 0THOPA30BOI JI03H 3@ YUYaCTIO 37I0POBHX,
JOPOCITHX JIFOJCH 3a YMOB IPHHOMY HaTLIECEpIIE.
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6. ®aza kniHiuHOrO ®aza - I (bioekBiBasenTHicTh)
BUIIPOOYBaHHS

7. Ilepion mpoBeaeHHs 3 05 sirotoro 2021 p. mo 07 Gepesns 2021 p.
KJIIHIYHOTO BHIIPOOYBaHHS

8. Kpaiuu, e nposomunocs |[Huais
KJIiHiYHe BUIIPOOYBaHHs:

9. KinpxicTs ocmimkyBannx|3amianosana; 56
PO3rIsiHYTO I CTATUCTHYHOTO aHAi3y: 50

10. Mera ra Bropunni nini  MeTa 1BOTO JIOCHIDKEHHs: OLIHWTH BiXHOCHY GiOZOCTYNHICT Tl
KITIHIYHOrO BUNPOOYBaHHs |0XapaKTepusyBaTH  (apMaKOKiHeTHdHHM  mpodiss JIOCTILIKY BAHOTr0O
TIpenapary CIOHCOpa y MOPIBHAHHI 3 IPenapaTtoM MOPiBHAHHSA y HEKYPIIB,
3LI0POBUX, [OPOCIIMX JIIOJEH B yMOBax NPHHOMY JTiKapChKOro 3acoly
HaTIeceple.

I

Momnitopunr 6e3mnexu cy0'ekTiB.

11, Jlu3aiin K1iHI9HOTO Binkpure, 30amaHcOBaHe, paHAOMI30BaHE, IEPEXPECHE JOCIIHKEHHS
BUIIPOOYBaHHS 0ioeKBiBaNEHTHOCTI 3 [BOMA MOCITIIOBHOCTAMH, YOTHpMA TIEPiOaMH, i3
3aCTOCYBAaHHAM II€pOPAJIBbHOI OJHOPa30BOI 103 3 [BOMAa CXEMaMH
JIIKYBAHHSA, 3@ Y4acTIO 3JI0POBHX, JOPOCIHX JOOPOBONBIIE B yMOBAxX
npuioMy JiKapchbKoro 3aco0y HaTIecepIe.

Jlo nocimkeHHs OyJIn BKIIIOYEH] 310pOBI J0pOCi mamieHTy BikoM Bi 18 110
45 pokiB (oOMIBa BKIIOYHO), SAIKi HE MAMATh Ta MAlOTh iHAEKC MacH Tifa
(IMT) B wmexax 18,5 — 30,0 kr/M® (o6umBa BKIIOYHO), Je Bara
PO3PaxoBYEThCA B KI, BUCOTA B M2. Y HUX He OYyJIO MOJHOrO iCTOTHOTO
3aXBOPIOBAHHA B aHAMHE31 YW KIIHIYHO 3HAYYIIHX aHOMAJILHHX 3HAXIIOK
1111 4ac CKPUHIHTY, KIiHiYHOro 00cTexKeHHs, jabopaTtopHux oiinok, EKI" B
12 BinBeneHHAX Ta peHTreHorpadil rpy IHOT KIIITKH (BUIIIAA 3381y -CIIEPELY ).
Jlo nmocmimxenns Oynu 3anydeHi J0OpoBOJBIN, sSKi BiAmoBigaam BciM
KPUTEPisM BKITIOYEHHS TA BUKJIIOUCHHS,

12. OcHoBHI KpuTepii
BKJTFOUEHHSI

13. MocnijukyBaHui Panosasun, TabieTky npoJioHrosanoi aii, mo 750 mr
TliKapcbKHii 3acib, crocid

Hartmre.
3aCTOCYBaHHsA, CHJIA JIi1

14. TIpenapar nopisnsmuns, |Panexca® TabaeTku mponorrosanoi aif, mo 750 Mr
103a, crocid 3acToCyBaHHS,

Hare.
cHia il 1

15. CynyTna Teparmis He 3acrocoByeThest




16. Kpurepii oninxu
edexkTHBHOCTI

3 Meroo oninroBanus  edextusHOCTI  90% HOBip4i iHTepBanu ms
CIIBBI/HOMICHHA FEOMETPUYHHX CepPeIHbOKBAIPATHIHHUX CEPEHIX 3HAYEHD
Oyau pospaxoBani Ta mpexcrasmeni juis J0orapu@MiYHO EpPETBOPEHHX
tapmakokineTHurnx napamerpis Cmax, AUCo: 2 AUCo.0.

17. Kpurepii ominku
Oesnexu

besnexy omiHIOBaNIHM ToOuYMHAOUH 3 Nepiofy CKPUHIHTY 10 3aKiHYeHHS
oCTi/DKeHHs. 1 OMiHIOBAIM 32 JOMOMOrOR KIIHIYHOIO ofcTexeHHs,
TOKa3HHUKIB KUTTEisapHOCcTi, EKI B 12 BiZIBEJICHHSAX, peHTreHorpadii
TPYIHOT KITKM  (BHITIAN  33amy-criepedy), KJIiHITHHX nabopaTopHHX
mokasHuKiB  (Gioximis, remaronoris, imysonoris Ta amanis ceui),
Cy0’€KTHBHOI CHMIITOMATHKH Ta MOHITOPHHTY ITOGIYHHUX ABUII,

18. Craructiuni metoau

CratucTHyHe IOpIBHAHHA (hapMaKOKIHETHYHUX MapaMeTpiB  TKAPChKHX
3ac00iB  mpoBoxmMiOCS 3 BHKOpHCTaHHAM PROC GLM Bepci]
SAS® Version 9.4 (SAS Institute Inc., CIIIA)».

19. Ilemorpadiusni
[IOKa3HUKH JIOCIILIKYBaHO1
MOy AT (CTaTh, BiK, paca,
TOLO)

3/10poBi, MOBHOIITHI J0GpoBONMBLI BikoM Bim 18 mo 45 pokiB (oOuaBa
BKJIIOYHO). 3 ingekcoM Macu Tina (IMT) Bix 18,5 xo 30,0 (BKJIIOYHO)

20. Pesynpratn
e(DEeKTHBHOCTI

90% moBipui inTepBay 115t OCHOBHUX (hapMaKOKIHETHIHHX napameTpiB s
JIOCIKYBAHOTO  Ta pe)epeHTHOro JHKApChKHX 3aco6iB  BiAMOBLIAOTE
KpuTepiro GioexkBiBanenTHocTi 80.00% — 125.00%

21. PesynbraTn 6e3nekn

Hotupu (04) cy6'extn nosizomuiu npo votupu (04) HeGaxani gBuIIA (HT)
111 9ac npose/ieHHs nociimkerHs. [Ipo oxme (01) HS 6ymno nosizomseHo B
nepioxi I, mpo omme (01) HA - B nepioi III, mpo oxme (01) HS - B nepioai
IV ta npo omme (01) HA - mix wac micnspeecTpariiifHOro owiHIOBaHHS
Gesnexn. Tpu (03) HS Gyim sapeectpoBani y cyG'exTin micis npuitomy
JocTiKyBaHoro mpenapary-J| ta omse (01) HS 6yno 3apeectpoBano y
cy0'eKTa Mic/II BBEACHHS IPENapary MopiBHSIHHA - [1,

Yei HS1 mamu serkwit cTymiee, i Bei cy6'extw 6ynM mix HarmsmoMm o
sapepieHHs nux HSI , 3a sumatkom cyG'exra Ne 1015. Pesymsrar HSI
pocmiukysasoro Ne 1015 meBizomuii, ockineku BiH GyB BTpaueHHH s
[MONANBIIOr0  CrOCTepeXeHHs. [IpuumHHO-HacmigKoBuit  3B'a30k  GyB
OLIHEHHH K MOXTHBHI [t TpoX (03) HSI i Hemor'manwuit 3 ogmam (01)
HJ1. TTix wac nposenenus mocnmikeHHs He 6y/I0 3apeecTPOBAHO JKOLHOTO
BUAIKy cMepti abo cepitosnoro HA. Oxnax i3 tpeox (03) 3apeecTpoBanmx
Bunankis HS omum (01) Gye smaunmm. CyG'ekT OyB BHBeNeHHH 3
JIOCTI/DKCHHS 338 MEIWYHHMH moKasaHHsMH. CyG'eKT OTpHMAB HalIe)KHE
JIKYBaHHS Ta criocTepirases 1o 3asepenns HA. [Ipuunnno-Hactinkosmit
3B's130K OyB OLIHEHUH K MOMKIMBHI Julst 3HauHOTO H.

22. BUCHOBOK (3aKIIHOUEHHS)

JlociiokyBanuit npenapar - [ y NOpiBHAHHI 3 IpenapaTtoM TOpiBHSHHS - [1

3riIHO MPOTOKONTY BiNMOBiZae KpuTepisiM GiOSKBIBAIEHTHOCTI CTOCOBHO

////’/,///;’7;'/#4;} ///}7////2 ,/////g/’



Cmax, AUCo4 Ta AUCom s Panonasuny mpu npuitomi matmecepne
BIZIIIOBI/IHO 110 KPUTEPIiB, BCTAHOBICHHX [IPOTOKOJIOM,

3asBHUK (BIACHUK

- /nionuc/
peecTpaniinoro ——
MOCBIAYCHHS)

An Poron

YneH npapninng
[LLtamm 3 nammcom: « Akkopa Xesckea Ioscka Cin. 3 0.0.
02-677 Bapruasa, Byn. Tacmoga, 7

NIP:1070015415, REGON: 142248997
KRS: 0000347170»]

Le doryymenm nepexaadeno na yrpaincury awoey nepexiaoaies Mapunoiwo IOpiisuowo Yeamenxo
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REPORT
on clinical trial Ne2

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

RANCARD, prolonged-release tablets, 500 mg or 750 mg

2. Applicant

Accord Healthcare Polska Sp. z 0.0., Poland

3. Manufacturer

Manufacturing and packaging (primary and secondary packaging:
Intas Pharmaceuticals Limited, India,

Batch release.
Accord Healthcare Polska Sp. z 0.0. Magazyn Importera, Poland

Quality control site:

Pharmadox Healthcare Limited, Malta

5. Full name of clinical
trial, code number of
clinical trial

4. Conducted studies: yes no  ifno, justify
1) type of medicinal generic
product, for which
registration has been
conducted or planned
0251-20:

An open label, balanced, randomized, two-treatment, two-period, two-
sequence, single oral dose, crossover, bioequivalence study of two
products of Ranolazine 750 mg prolonged-release tablets in normal,
healthy, adult, human subjects under fed condition.

6. Clinical trial phase

Phase-I (Bioequivalence)

7. Period of clinical trial
conduction

from 18 February 2021 to 23 March 2021

population

8. Countries where India
clinical trial has been

conducted

9. Number of enrolled  [planned: 56

Considered for statistical analysis: 52

10. Aim and secondary
goals of clinical trial

The aim of this study was to compare the bioavailability and
characterize the pharmacokinetic profile of the sponsor’s test product
with respect to the reference product in non-smoking, normal, healthy,
adult, human subjects under fed conditions.

3r1AHO 3 OPUTITHAJIOM

/Z%’ Mapisi LINTAHKOBA j\
S i



And

To monitor the safety of the subjects.

11. Design of clinical
trial

An open label, balanced, randomized, two-treatment, two-period, two-
sequence, single oral dose, crossover, bioequivalence study of two
products of Ranolazine 750 mg prolonged release tablets in normal,
healthy, adult, human subjects under fed condition.

12. Main criteria for
enrollment

Non-smoker, normal, healthy, adult, human volunteers between 18 and
45 years of age (both inclusive). Having a Body Mass Index (BMI)
between 18.5 and 30.0 (both inclusive), calculated as weight in kg /
height in m?. Not having any significant diseases or clinically significant
abnormal findings during screening, medical history, clinical
examination, laboratory evaluations, 12-lead ECG and chest X-ray|
(posterior-anterior view) recordings. Volunteers who complied with all
the inclusion and exclusion criteria were enrolled into the study.

13. Investigated
medicinal produet,
method of
administration, strength

Ranolazine prolonged release tablets 750 mg

Under fed condition,

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

Ranexa® 750 mg prolonged release tablets

Under fed condition.

15. Concurrent therapy

None

16. Criteria for
efficiency assessment

For efficacy evaluation, 90% confidence intervals for the ratio of the
geometric least squares means were calculated and reported for In-
transformed pharmacokinetic parameters Cmax, AUCo+ and AUCq

17. Criteria for safety
assessment

Safety was assessed from the screening period to the end of the study.
[t was assessed through clinical examination, vital signs assessment, 12-
lead electrocardiogram (ECG), chest X-ray (posterior-anterior view)
recording, clinical laboratory parameters (e.g. biochemistry,
hematology, immunology and wurine analysis), subjective
symptomatology and monitoring of adverse events.

18. Statistical methods

Statistical comparison of pharmacokinetic parameters of medicinal
products was performed using PROC GLM version SAS® Version 9.4
(SAS Institate Inc., USA).

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

Healthy, adult, human volunteers between 18 and 45 years of age (both
inclusive). Having a Body Mass Index (BMI) between 18.5 and 30.0
(both inclusive)
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20. Results of efficiency

90% confidence intervals for the main pharmacokinetic parameters for
the investigational and reference medicinal products meet the
bioequivalence criterion of 80.00% - 125.00%

21. Results of safety

Five (05) adverse events (AEs) were reported by five (05) subjects
during the conduct of the study. Two (02) AEs were reported in Period-
[, one (01) AE was reported in Period-II and two (02) AEs were reported
during post-study safety assessment.

Three (03) AEs were reported in the subjects after administration of]
Reference Product-R and two (02) AEs were reported in the subject after
administration of Test Product-T.

All the AEs were mild in nature and the subjects were followed up until
resolution of their AEs except Subject Nos. 1037 and 1055. The
outcome of the AEs of these subjects was unknown as they were lost to
follow-up.

The causality assessment was judged as unrelated for two (02) AEs, as
unlikely for two (02) AEs and as possible for one (01) AE. There were
no deaths or serious AEs during the conduct of the study.

However, out of the total reported five (05) AEs, two (02) AEs were
significant. The subjects were withdrawn from the study on medical
grounds. They were treated appropriately and followed up until
resolution of their AEs. The causality assessment was judged as
unrelated for both the significant AEs.

22. Conclusion

Test Product-T when compared with the Reference Product-R meets the

(assesment) bioequivalence criteria with respect to Cmax, AUCq.: and AUCy. for
Ranolazine under fed condition as per criteria set in the protocol.
Applicant i cord Healthcare Polska Sp. zo.0.
(Registration L ¢ c%-G?Z\Warszawa, ul. Tamowa 7
Certificate holder) Q \ u NIffnA0015415, REGON: 142248997
Jan Rogoh, Mgmber ofkths: Boa :

(surname, nﬂme, father’s name)
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3BIT
npo KaiHiyHe BUNpoGyBanHs No2

1. Haspa nixapcekoro 3acofy
(3a HasIBHOCTI - HOMEp

PAHKAP]I, TabneTku nposoHrosanoi aii, mo
500 mr a6o o 750 mr

peecTpalifHoro

MOCBIUEHHS)

2. 3asBHUK Axkxkopn Xenckea [Toncka C. 3 0.0., [Tonbima

3, BupoBiex Bupobruymeo ma nakysanms (nepeurne ma smopunHe nAKYGaHH;.!

[aTac @apmacerorikaic Jlimitesn, THuis.

Bunycx napmii:
Axxopn Xenckea [Toncka Cr. 3 0.0. Cximan Immoprepa, [Tonbia

U[ineHuys KOHMpPONIo AKocmi.

dapmanoke Xenckea Jlimiten, Manbta

4. IlpoBeneni HoCiKEHHS:

TaKk Hi  AKIIO Hi, OOTPYHTYBaTH

1) Tun nikapceKoro 3acoly, 3a
SIKAM [IpoBOAMIIacs abo
IUIaHY€THCS PeECTpaLlist

reHEePUYHHH JTiKapchKHi 3aci0

5. lloBHa Ha3Ba KIITHIYHOTO
BUNPOOYBaHHS, KOJIOBHH
HOMEP KJIIHIYHOTO
BUIIPOOYBaHHs

0251-20:

Binkpure, 30anancoBane, paH/oMi3oBaHe, JBOETAIIHE, 3 IBOX MEPIOJIiB,
JIBOIIOCJIIIOBHE JIOCJIIJDKEHHS 610€KBIBAJIGHTHOCTI JBOX IIpeliapaTis
Panosiazuny, 750 Mr, Tabs1eTOK MPOJIOHTOBAHOT i i3 3aCTOCYBaHHAM
NepopalbHOT OHOPA30BOT I03H 3a YUACTIO 3J0POBHX, JOPOCIHX JTIOCH 32
YMOB NMPUHOMY TTiCIIsT 1K,

6. @aza KIiHIYHOTO
BUIIPOOYBaHHS

®a3a - | (bioeKBIBAJICHTHICTE)

7. Ilepiox npoBeeHHA
KITIHIYHOTO BHITPOOYBaHHS

3 18 mrotoro 2021 p. mo 23 Gepesnsa 2021 p.

8. Kpainu, e nposouiiocs
KJIIHIYHE BUIIPOOYBaHHS

THis

9. KiJIBKICTB J1OCIIIJKYBaHHUX

3aranoBasa: 56
PO3rIsSiHYTO JUIsl CTATHCTHYHOTO aHami3y: 52

10. Mera Ta BTOpHHHI 1111
KJIIHIYHOTO BUNIPOOYBaHHSI

Merta [BOTO JOCTIKEHHS: OIIHWUTH BiMHOCHY O10AOCTYNHICTH Tal
oxapaktepusyBati  (apMakokiHeTH4HHit npodiib  IOCHIIIKYBaHOTO
Tnpernapary CroHcopa y MOPiBHAHHI 3 IpernapaToM MOPiBHIHHSA Y HeKyPIIB,

,j%//—wgmé/ St %7/%‘



3A0POBHX, TOPOCIIHX JIIOACH B YMOBaX IPHHOMY JiKapCBKOTO 3ac00y mics
K,

I

MomniTopunr Ge3mnexu cy6'ekTiB.

11. JIuzaig KiIigigHoro Binkpute, 30amancoBane, paHIoMi3oBaHe, JBOETAIHE, 3 JBOX nepioJiB,
BUTPOOYBaHHS JIBOIIOCIIIIOBHE  JIOCTI/DKCHHST O10eKBIBAIEHTHOCTI JBOX IpernapaTis
Panonasuny, 750 wmr, TtaGnerok mposorrosaHoi il i3 3acTocyBaHHIM
NepoparbHOI 0IHOPa30BOT T03H 3a YYaCTIO 3[J0POBHX, AOPOC/IHX JTIOeH 34
YMOB IIPUHOMY Ticis ki,

12, Ocaosa xpemepil Jlo )IOCIIiIEH{eHHﬂ Oynu BKIJIIOYEH] 3:110p013i Jopocii l'IaLIiSI.-ITH BIKOM Bi}.’[.lg
e 110 45 pokiB (00H/1Ba BKJIFOYHO), SIKI HE TAJIATH TA MAKOTh iHIEKC MACH Tina
(IMT) B mexax 18,5 — 30,0 xr/m® (o6mmBa BKTIOYHO), e Bara
PO3PaxoBYETLCA B KT, BUCOTA B M2, ¥V HHX He OylO JKOJHOr0 iCTOTHOrO
3aXBOPIOBAHHSA B @aHAMHE31 UM KIIHIYHO 3HAYYIIMX aHOMAJIBHHUX 3HAXiTOK
MiJ 9ac CKPHHIHTY, KIHIYHOTO o6cTekeH s, aGopaTopHux ominok, EKI
B 12 BinBeneHHAX Ta peHTreHorpadii rpyaHol KIiTKH (BUrIsSm 33a1y-
criepeny). Jlo nociijpkenns Oynu 3amydeHi 1o00poBOIIbIN, K BiAMOBiTaIn
BCIM KPHTEPisAM BKJIIOUECHHS Ta BUKIIOUCHHS,

13. HocnimxyBanuit Panonasun, TabiaeTku mpojaoHroBasol ail, mo 750 mr
mixapchkHuit 3aci6, croci6

[Ticias opuitoMy TKi.
3aCTOCYBaHHA, CHIA ii P Y

14. Tpenapar nopisusnus, [Panekca®, Tabnerkn npoJioHrosanofi jif, mo 750 Mr

11032, cr1ocid 3acTocyBaHHs, ) - -
[Ticnsa mpuitomy Dxi.

cuta il

15. Cynytas tepartis He 3acTOCOBYETBCS

16. Kpurepii oninku 3 meroro omiHiOBaHHA edekTtHBHOCTI 90% moBipui iHTepBanmM A
e(heKTHUBHOCTI CIIBBIJHOIIEHHS TEOMETPHYHUX  Cepe/HbOKBAJPATHYHHUX  CEpelHiX

3Ha4yeHb OynaM po3paxoBaHi Ta INpeACTaBiCHI Ui JiorapumMivyHO
repeTBopeHux apmakokineTHuHuX mapameTpiB Cmax, AUCo.c Ta AUC ).

17. Kpurepii oninku Gesneku [be3neky ONIHIOBAIH MOYHMHAIOYA 3 MEPIOAY CKPUHIHTY IO 3aKiHYEHHS
NOCTiKeHHS. [T OIIHIOBANH 3a JOMOMOTOK KIHIYHOrO OGCTEXEeHHS,
NoKasHUKIB JkuTTedisnbaocTi, EKIT B 12 BigBenenusx, penrtreHorpadii
TpyAHOI KIITKM (BHIVIAN 33ay-CHepeny), KIIHIYHHX J1abopaTopHHX
noka3HukiB (Oioximis, remarosoris, iMyHomOris Ta aHami3z cedi),
cy0’€KTHBHOI CUMIITOMATHKH Ta MOHITOPHHTY TTOOIYHHX SBHIIL.

18. Craructuyni MeToau Cratuctuune mNOpPiBHAHHA (apMaKOKIHETUYHUX TapaMeTpiB JIKapChKUX
3aco0iB  mpoBojamiocs 3 BHKopHcTanHsM PROC  GLM  Bepcii
SAS® Version 9.4 (SAS Institute Inc., CITIA)».
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19. Jlemorpadiuni nokasuuku
HOCITKYBAHOT MOy JIAIT
(craTs, BiK, paca, TOIIO)

310poBi, moBHOMITHI 106poBOIBLI BikoM Bix 18 1m0 45 pokiB (o6wujBa
BKTIOYHO). 3 inmekcoM macu Tina (IMT) Bix 18,5 mo 30,0 (obumea
BKJIFOYHO)

20. PesynpTatn eexuBrocTi (90% nOBipui iHTEpBATH [T OCHOBHEX dapmakokiHeTHIHUMX mapameTpis
JUIsL JIOCITIZKY BAHOTO Ta pe)epPeHTHOro JIiKapehKHX 3aco6iB BiAMORINa0TE
KpuTepiro GioexksiBanenTHoCTi 80.00% — 125.00%

21. Pesyneraru Gesneku [T"stp (05) cy6'exts nosizomumu npo 1wtk (05) HeGakKaHUX ABHII (HA)
i/ Yac MpoBe/IeHHs noc/iukerns. [Ipo aBa (02) HA 6yno mosimomiieno B
nepiofi I, mpo onue (01) HA - B mepiogi 11, po oxue (01) HS - B nepioni
II Ta mpo asa (02) HA - nix wac micnapeectpamiifnoro ominiopanns
Oesnexu.

Tpu (03) HA Gymm 3apeectpoBani y cy6'extis micis mpuitomy npernapary
nopiBHsHHS -I1 Ta jgBa (02) HS Gymno 3apeectpoBaHo y cy6'exta micias
3aCTOCYBaHH JOCIKYBaHOr0 npenapary - JI.

Yei HS mamu nerkuit crymins, i Bei cy6'ekTn Gynu mix HArIsSmoM Jo
3aBepieHHs unx HSL, 3a BunsaTkom cy6'exti Ne 1037 ta 1055, PesynsraTu
HS mux cyG'exriB mepimomi, ockinbku BoHM Oymm BTpadueni s
MO/A/BIIOT0 CIOCTEPEIKEHHS.

[[pMYHHHO-HACIII IKOBHI 3B'30K OyB OLIHEHHMIT K He MOKIMBAH [UIsS BOX
(02) HAI i six mamoitmosipri nas aeox (02) HS ta mMokmuBuit 1uis oqHOro
(01) HA. Tlin wac mpoBeneHHs AOCTIKEHHS He Gylo 3apeecTPOBAHO
KOITHOTO BHIIAJIKy cMepTi abo cepitoznoro HAL.

Osax i3 Beix m'atu (05) 3apeectpoBanux sumankis HS msa (02) 6ymu
sHauHuMH. CyO'extH Oyiu BHBefeHI 3 JOCHIKCHHA 3a MEIHYHUMHE
nokasaHHAMU. CyO'€KTH OTpUMaIM HaIeXKHe JIKYBAaHHS Ta OymH Mif
HarngoM 10 3aBepiuenHs H. Ilpwuymnno-nacmizkosuii 38'a30k GyB
OLiHEHHH AK He MOKIHBHI 11 3Ha4Horo H.

22. BucHoBok (3akmouenns) |[ocmiukyBanuii npenapar - J[ y nopiBHSHHI 3 npemapaTom MIOPiBHSHHS -
L1 3rijiHo mpoToKOITy BilIOBiae KpuTepisiM 6i0EKBIBANIEHTHOCT] CTOCOBHO
Cmax, AUCo. Ta AUC - 1151 Panonasuny npu npuiiomi micna ixi
BiJIOBIZHO IO KPUTEPIIB, BCTAHOBJIEHHX TIPOTOKOJIOM.

3asgBHHK (BIACHUK

o : /nionuc/
peeCTpaniiHoOro IIOCBi{YeHHS)

(mimmac)

Au Poron
Ynen npasniHHA

[LTamm 3 Harmrcom: « Akkopa Xesickea IToacka Ch. 3 0.0.
02-677 Bapiaga, Byn. Tacmoga, 7

NIP:1070015415, REGON: 142248997
KRS: 0000347170»]

Lleit QOKYMENN HEPERIA0CHO Ha YRPATICHKY M0GY Neperiaoaues Mapunoio i0piienoio Veamenrxo
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REPORT
on clinical trial Ne3

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

RANCARD, prolonged-release tablets, 500 mg or 750 mg

2. Applicant

Accord Healthcare Polska Sp. z 0.0., Poland

3. Manufacturer

Manufacturing and packaging (primary and secondary packaging:
Intas Pharmaceuticals Limited, India.

Batch release:
Accord Healthcare Polska Sp. z 0.0, Magazyn Importera, Poland

Quality control site:

Pharmadox Healthcare Limited, Malta

5. Full name of clinical
trial, code number of
clinical trial

4. Conducted studies: yes no  ifno, justify
1) type of medicinal  |generic
product, for which
registration has been
conducted or planned
0252-20:

An open label, balanced, randomized, two-treatment,

two-period, two-sequence, multiple oral dose, crossover, bioequivalence
study of two products of Ranolazine 750 mg prolonged-release tablets in
normal, healthy, adult, human subjects under fasting condition.

6. Clinical trial phase

Phase-I (Bioequivalence)

7. Period of clinical
trial conduction

from 15 February 2021 to 06 April 2021

population

8. Countries where India
clinical trial has been

conducted

9. Number of enrolled [planned: 44

Considered for statistical analysis: 35

10. Aim and secondary
goals of clinical trial

The aim of this study was to compare the bioavailability and characterize
the pharmacokinetic profile of the sponsor’s test product with respect to
the reference product in non-smoking, normal, healthy, adult, human
subjects under fasting conditions and to assess the bioequivalence.

3rigHo 3 OPUTTHAJOM
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And

To monitor the safety of the subjects.

11. Design of clinical
trial

An open label, balanced, randomized, two-sequence, two-treatment, two-
period, multiple oral dose, crossover, bioequivalence study with two
consecutive profile on two consecutive day for each treatment in each
period, in normal, healthy, adult, human subjects under fasting condition

12. Main criteria for
enrollment

Non-smoker, normal, healthy, adult, human volunteers between 18 and
45 years of age (both inclusive). Having a Body Mass Index (BMI)
between 18.5 and 30.0 (both inclusive), calculated as weight in kg / height
in m*. Not having any significant diseases or clinically significant
abnormal findings during screening, medical history, clinical
examination, laboratory evaluations, 12-lead ECG and chest X-ray|
(posterior-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

Ranolazine prolonged release tablets 750 mg

Under fasting condition

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

Ranexa® 750 mg prolonged release tablets

Under fasting condition

15. Concurrent therapy

None

16. Criteria for
efficiency assessment

For efficacy evaluation, 90% confidence intervals for the ratio of the
geometric least squares means were calculated and reported for In-
transformed pharmacokinetic parameters Crmaxss, Crss and AUCq.cs

17. Criteria for safety
assessment

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

18. Statistical methods

Statistical comparison of pharmacokinetic parameters of medicinal
products was performed using PROC GLM version SAS® Version 9.4
(SAS Institute Inc., USA).

19. Demographic
indicators of the

Healthy, adult, human volunteers between 18 and 45 years of age (both
inclusive). Having a Body Mass Index (BMI) between 18.5 and 30.0
(both inclusive)




investigated population
(gender, age, race, etc.)

20. Results of
efficiency

90% confidence intervals for the main pharmacokinetic parameters for]
the investigational and reference medicinal products meet the
bioequivalence criterion of 80.00% - 125.00%

21. Results of safety

Three (03) AEs were reported in the subjects after administration of]

Six (06) adverse events (AEs) were reported by six (06) subjects during
the conduct of the study. Three (03) AEs were reported in Period-I, one
(01) AE was reported in Period-1I and two (02) AEs were reported during
post-study safety assessment.

Reference Product-R and three (03) AEs were reported in the subjects
after administration of Test Product-T.

Five (05) AEs were mild in nature and one (01) AE was moderate in
nature. The subjects were followed up until resolution of their AEs except
Subject No. 1011 as he was lost to follow-up.

The causality assessment was judged as possible for three (03) AEs, as
probable/likely for two (02) AEs and as unlikely for one (01) AE. There
were no deaths or serious AEs reported during the conduct of the study.

However, out of the total reported six (06) AEs, four (04) AEs were
significant. The subjects were withdrawn from the study on medical
grounds. They were treated appropriately and followed up until resolution
of their AEs. The causality assessment was judged as probable/likely for
two (02) AEs, as possible for one (01) AE and as unlikely for one (01)
AE.

22. Conclusion

Test Product-T when compared with the Reference Product-R meets the

(assesment) bioequivalence criteria with respect to Cmaxss, Crss and AUCo.ss for
Ranolazine under fasting conditions as per criteria set in the pro%nz_,ol.

[% AFu
Applicant \ 2-877 Warszawa, ul. TasSmowa {
(Registration ; an S . 48997
Certificate holder) K i it o 7470

Jan Roq( n, Member Jﬁﬁ‘% ng(rjg'4
N (surname, name, father’s name)
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3BIT
npo KJaiHidyHe BUNpoOyBanus Ne3

1. Hasga nikapcekoro PAHKAP/I, Tabnetku mposioHroBanoi Aii, o
3acoby (3a HasABHOCTI -

HOMeEp peQCTpauiﬁHoro 500 mr 360 o 750 mr

IOCBITYCHHS )

2. 3afBHUK Axkkopn Xenckea [Toncka Cr. 3 0.0., [Tosbia

Bupobnuymeo ma naxyeanms (nepeunne ma 6mopuHHe NaKyeaHHs.:

3. BupobHuk ; . .
P [nrac @apmaceriotikanc Jlimiten, [umis,

Bunyck napmit:
Axkopa Xesnckea [Toscka Cir. 3 0.0. Cknag Imnoprepa, [osima

VlinbHuysa KOHMpONIO AKOCMI.

dapmanokc Xenckea Jlimiten, Mansra

4. IlpoBeeHi NOCHIPKEHHS: TaK Hi  SIKIIO Hi, OOTpyHTyBaTH

1) Tun nikapcekoro 3acody, |[reHepHYHHH JiKapchKuit 3aci6
3a AKUM IIpoBoaMIIacs abo
[UIAHYEThCS PEECTpallis

5. IToBHa Ha3Ba kaidiugoro [0252-20:
BUIIPOOYBaHHS, KOIOBUH

s Binkpure, 30amancoBane, paHI0Mi30BaHe, ABOETAIIHE, 3 JIBOX [1€PIOIB
HOMED KJIIHIYHOTO HEPHTS, » PaHI pit 30 PIOIB,

JIBOIIOCTIIOBHE JIOCHIKeHHA O10€KBIBAJIEHTHOCTI ABOX Mperaparin

BUIIPOOYBAHHS Wi
Panonasuny, 750 Mr, TabeTOK [IPOIOHTOBaHOI 1ii 13 3aCTOCYBaHHAM
0araTopazoBoi MepopaIbHOI J03H 33 YYaCTIO 3[0POBHX, JOPOCIHUX JIFOAEH
3a YMOB IIPHHOMY HaTIIECEPIIE.

6. ®a3a KIiHIYHOTO @asa - | (bioexBiBaJIEeHTHICTB)

BUIIPOOYBaHHs

7. Ilepion nmpoBeneHHA 3 15 mororo 2021 p. no 06 kBitHs 2021 p.

KJIIHIYHOrO BUIIPOOYBaHHS

8. Kpainu, ne nposomiiocs |[Hais
KJIIHI4YHE BUNTPOOYBaHHS

9. KinekicTs gocnipkyBanux|3amninanoBana: 44
Po3risHyTO JUIS CTATHCTHYHOTO aHaMi3y: 35

10. Mera ta BropuHHi 1ini  (MeTa 1BOT0 IOCIHKEHHS : HOPIBHATH 010/I0CTYIIHICTE Ta OXapaKTepU3yBaTH
KJIIHIYHOTO BUNPOOYBaHHs |hapMaKOKiHETHUHUE [podiis TOCTiKyBaHOTO Ipermapary CIOHcopa y

e



MOPIBHSHHI 3 TIPErnapaToM MOPIBHAHHS Y HEKYpIUB, 3JI0POBHX, JIOPOCIHX
JIIOJICH B YMOBAX IIPHHOMY JIIKapchKOro 3acofy HaTIIecepIie.

I

Mownitopunr 6e3neku cy6'ekTiB.

11. Jluzafu kiiHigHOTO Binkpure, 30anancoBaHe, paHAOMi30BaHe, IBOETANHE, 3 IBOX IIEPIOIB,
BUNPOOyBaHHS JBONOC/IIZIOBHE  OCTI/DKEHHs. 0i0eKBIBAIIGHTHOCTI i3  3acTOCYBaHHAM
OaraTopa3oBoi mepopaibHO! 103U B JBa MOCIIJOBHHX IHI IS KOMKHOTO
JKYBaHHA B KOKHOMY Tepioii 3a y4acTHO 3J0pOBHX, JOPOCITHX JO/eH 3a
YMOB ITPUHOMY HaTlieceplie.

12. OcnoBHi kputepii : : ) gt : .
- o nocmikenHs Oyiu BKITIOYEH] 3/10pOBi 0pocii manieHTy BikoM Bix 18 1o

45 pokis (o6uaBa BKITIOUHO), AKi HE NAIATh Ta MAOTh iHAEKC MacH Tina
(IMT) B wmexax 18,5 — 30,0 kr/m®> (ofmaBa BkIIOYHO), je Bara
PO3PaxoBYEThCS B KI, BUcOTa B M2, Y HHUX He OyJ0 JKOJHOTO iCTOTHOTO
3aXBOPIOBAHHA YH K/IHIYHO 3HAYYLUMX aHOMaJIbHHUX 3HAXIAOK I dYac
CKPUHIHTY, KJIiHI4HOro ofctelkenHs, nadopatopuux ominok, EKIT B 12
BIJIBE/ICHHAX Ta peHTreHorpadii rpyaHol KIiTKu (BHINIAI 33a1y-CIEpeny).
Jlo jocmijpkeHHsT OynH 3amydeHi J0OpOBOJBIN, sIKI BIAMOBIZAmH BCiM
KPUTEPISM BKITIOUCHHS Ta BUKITIOYEHHSI,

13. JocnimkyBanuit Panonasun, TabieTku poJioHroBaxoi aii, mo 750 Mr
miKapceKuit 3acib, croci6

Harme.
3aCTOCYBaHHSA, CHIA il e

14. lpenapar nopisusuns, [Panexca®, TabaeTkn mpomonrosanoi mif, mo 750 Mr
n03a, crocid 3acTocyBaHHs,

Hare.

cuia mil i

15. CynyTtHa Tepamnis He 3acTocoByeThCs

16. Kpurepii oninku 3 wmeroro ouiHOBaHHA edektuBHOocTi 90% moBipui iHTepBaNH I

edexTuBHOCTI CITiBBiJHOIICHHS FeOMETPHYHHX CEPETHEOKBAIPATHYHHX CEPEIHIX 3HAUCHD
Oynu po3paxoBaHi Ta NpeAcTaBiIeH] s JIorapuMidHO I[EPETBOPEHUX
dapmakokinernynux napaMeTpiB Cmaxss, Ct,ss Ta AUCo. 1,ss.

17. Kpurepii oninkn besnexky OLIHIOBAIM IIOYMHAIOYH 3 MNEPIOJY CKPHHIHTY 10 3aKiHYCHHA

Oesnexu ocmikeHHs. [ OLiHIOBaM 32 JIONOMOIOK KJIIHIYHOrO OOCTEXKEHHH,

noka3HuKiB kuTTEaismbHOCTI, EKI" B 12 BigBeneHHsX, peHTreHorpadiil
rpyaHOl  KITKH (BUIVIAL 33ady-ClEpeny), KJIiHIYHHUX J1abopaTOpHHX
MOKa3HUKIB (OioXimis, remarosoris, IMyHOJIOTiZ Ta aHami3 cedi),
cy0’ €KTUBHOT CHMIITOMATHKH Ta MOHITOPHHTY ITOOIUYHHX SBHIIL

18. Cratuctuuni Mmetonn  |CTAaTUCTHYHE MOPIBHAHHA (hapMaKOKIHETHUHHX MTapaMETPiB  JIIKAPChKUX
3aco0iB  mpoBojamiocs 3 BukopucranHasM PROC GLM  Bepeii
SAS® Version 9.4 (SAS Institute Inc., CIITA)».
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19. lemorpadiuni
MOKa3HUKH 10CTiIKYBaHOT
nomynsuii (cTaTe, Bik, paca,

310poBi, TOBHOMITHI K0GPOBONBIN Bikom Bix 18 1o 45 pokiB (0OuaBa
BKJTIOYHO). 3 inexcoM Mack Tina (IMT) Bix 18,5 no 30,0 (oOuaBa BKITIOUHO)

TOLIO)
20. Pesynbratn 90% noBipui iHTepBaIHK U1 OCHOBHHX (hapMaKOKIHETHYHIX napaMeTpiB s
e(eKTHBHOCTI JIOCIUKYBAHOTO Ta Pe(EPEHTHOrO JHKAPCHKHX 3acoBiB  BiMIIOBLIAIOTE

KpuTepiro OioexpiBanentHocti 80.00% — 125.00%

21. Pesynbraru Gesnexku [icts (06) cy6'extiB moBizoMum npo micte (06) HeGaKAHMX SBHII (H51)
M Yac npoBefenHs gocuimkenns. [Ipo tpu (03) HS OyJ10 OBIOMIIEHO B
nepiozi I, ipo oxme (01) HA - B nepiozi I1, npo oxme (01) HS - B nepiogi I1
Ta 1mpo aBa (02) HA - nin gac micnspeectpariitaoro oninoBanns GesnexH.

Tpu (03) HA 6ymu 3apeectposani y cy6'exTiB micis [IpUHOMY mpernapary
nopisrsuns -IT ta Tpu (03) HS 6yno 3apeectporano y cyO'ekTiB micis
3aCTOCYBaHH JI0CIIiPKyBaHOTo nipenapary - 1.

[T'ste (05) HA mamu nerkuit crynmins i omme (01) HA mano momiprumit
xapaxrep. Bei cyG'extn Gynu nix marsgom o saeepmerns npx HS | 3a
BUHATKOM cyO'exty Ne 1011 ockiybku Bin GyB BTpaueHHi IIS OIAJIBIIOTO
CIIOCTEPEeKEHHSI.

[IpuurHHO-HACTIIKOBHIT 3B'130K OYB OLIHEHMH sSK MOMIIHBH [UId TPBOX
(03) H4, six fimoBipHUit/Biporinauii aas asox (02) H Ta He Mox MMl 11
onuoro (01) HSL. Ilix wac nposenenHs fociiukeH s He 6yI0 3apeecTpOBaHO
PKOJTHOTO BUNIAJKY cMepTi abo cepitoznoro HL.

Oxnax i3 Beix wectn (06) 3apeectpoBanux Bunankis HS gotupu (04) Gymm
sHaunuMu. CyG'ektH Oynu BHBeAEHI 3 JOCTI/DKEHHA 3a MEIMYHAMH
NoKasaHHAMH. BOHH oTpuManu HanexHe TiKyBaHHs Ta OyaM i HAMJISIOM
no 3asepuieHHss HI. [puunnHHO-HacHiKOBHHA 3B'130K OGYB OLIHEHHH SK
HMOBIpHUH/Biporinauit 1 Box (02) H, sk moxusmit a1s omuoro (01) ta
MasloiMOBIpHUH 11st ojtHOTO (01).

22. BrucHOBOK (3akmovuenHs) |JocmipkyBanuii penapar - J y mopiBHAHHI 3 iperapaTom NOpPIBHAHHSA - [T
3TiIHO TIPOTOKOJY BiANOBizae KpHUTepisM OGi0EKBIBAIEHTHOCTI CTOCOBHO
Cmaxss, Crss Ta AUCoss  JUId PaHonmasuny mpu mpuitomi mHaTmecepre
BI/ITIOBI/IHO 110 KPUTEPIiB, BCTAHOBIECHHUX TPOTOKOIOM.

3asgBHUK (BJIACHUK

o . /nionuc/
peecTpaliifHOro MOCBITYEHHS)

(mianuc)

S1u Poron
Ynen npasiminHs

[[ITamn 3 HarmucoM: «Akkopa Xescekea IMoacka Cm. 3 0.0.
02-677 Bapmasa, Byn. Tacmosa, 7

NIP:1070015415, REGON: 142248997

KRS: 0000347170»]

et doryatennm nepeiaoeno Ha VRPAHCsRY MOGY Reperiadaiet Mapunow IOpitsion YVeamenro
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REPORT

on clinical trial Ne4

1. Name of medicinal product (if

available - Registration Certificate
number)

RANCARD, prolonged-release tablets, 500 mg or 750
mg

2. Applicant

Accord Healthcare Polska Sp. z 0.0., Poland

3. Manufacturer

Manufacturing and packaging (primary and
secondary packaging:
Intas Pharmaceuticals Limited, India.

Batch release:
Accord Healthcare Polska Sp. z 0.0. Magazyn
Importera, Poland

Quality control site;

Pharmadox Healthcare Limited, Malta

4. Conducted studies:

5. Full name of clinical trial, code
number of clinical trial

ves mno  ifno, justify
1) type of medicinal product, for which |generic
registration has been conducted or
planned

0253-20:

An open label, balanced, randomized, two-treatment,
four-period, two-sequence, single oral dose,
fullyreplicate crossover, bioequivalence study of two
products of Ranolazine 375 mg prolonged-release
tablets in normal, healthy, adult, human subjects under
fasting condition

6. Clinical trial phase

Phase-I (Bioequivalence)

7. Period of clinical trial conduction

from 06 February 2021 to 06 16 March 2021

8. Countries where clinical trial has been {India
conducted
9. Number of enrolled population planned: 56

Considered for statistical analysis: 54

10. Aim and secondary goals of clinical
trial

The aim of this study was to compare the
bioavailability and characterize the pharmacokinetic
profile of the sponsor’s test product with respect to the
reference product in non-smoking, normal, healthy,

adult, human subjects under fasting conditions.

3[1JIHO 3 OPUTTHAJIOM
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And

To monitor the safety of the subjects.

11. Design of clinical trial

An open label, balanced, randomized, two-sequence,
two-treatment, four-period, single oral dose, fully
replicate crossover, bioequivalence study in normal,
healthy, adult, human subjects under fasting condition.

12. Main criteria for enrollment

Non-smoker, normal, healthy, adult, human volunteers
between 18 and 45 years of age (both inclusive).
Having a Body Mass Index (BMI) between 18.5 and
30.0 (both inclusive), calculated as weight in kg /
height in m?. Not having any significant diseases or
clinically significant abnormal findings during
screening, medical history, clinical examination,
laboratory evaluations, 12-lead ECG and chest X-ray
(posterior-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

Ranolazine prolonged release tablets 375 mg

Under fasting condition

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

Ranexa® 375 mg prolonged release tablets

Under fasting condition

15. Concurrent therapy

None

16. Criteria for efficiency assessment

For efficacy evaluation, 90% confidence intervals for|
the ratio of the geometric least squares means were
calculated and reported for In-transformed
pharmacokinetic parameters Cmax, AUCo. and AUCg-»

17. Criteria for safety assessment

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

18. Statistical methods

Statistical comparison of pharmacokinetic parameters
of medicinal products was performed using PROC
GLM version SAS® Version 9.4 (SAS Institute Inc.,
USA).

3T'1IHO 3 OPUTTHAJIOM
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19. Demographic indicators of the

investigated population (gender, age
race, etc,)

Healthy, adult, human volunteers between 18 and 45
years of age (both inclusive). Having a Body Mass
[ndex (BMI) between 18.5 and 30.0 (both inclusive)

20. Results of efficiency

90% confidence intervals for the main pharmacokinetic
parameters for the investigational and reference
medicinal products meet the bioequivalence criterion
of 80.00% - 125.00%

21. Results of safety

Four (04) adverse events (AEs) were reported by four
(04) subjects during the conduct of the study. One (01)
AE was reported in Period-I, one (01) AE was reported
in Period-II and two (02) AEs were reported in Period-
[1I of the study.

Three (03) AEs were reported in the subjects after
administration of Reference Product-R and one (01)
AE was reported in the subject after administration of]
Test Product-T.

All the AEs were mild in nature and the subjects were
followed up until resolution of their AEs. The causality
assessment was judged as possible for two (02) AEs
and as unrelated for two (02) AEs.

There were no deaths or serious AEs reported during
the conduct of the study.

However, out of the total reported four (04) AEs, three
(03) AEs were significant. The subjects were
withdrawn from the study on medical grounds. The
subjects were treated appropriately and followed up
until resolution of their AEs. The causality assessment
was judged as unrelated for two (02) AEs and as
possible for one (01) AE.

22. Conclusion (assesment)

Test Product-T when compared with the Reference
Product-R meets the bioequivalence criteria with
respect t0 Cmax, AUCo and AUCy» for Ranolazine
under fasting condition as per criteria specified in the
protocol.

Applicant (Registration Certificate
holder)

\ Actord Healthcare Polska Sp. z 0.0.
rCZ Lq 7? Warszawa, ul. Tasmowa 7

(surname, fame, fathel sname)
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3BIT
npo KJaiHiYHe BUNpoOyBanus Ned

1. Ha3Ba nixapcekoro
3aco0y (3a HASIBHOCTI -

PAHKAP/I, TaGneTku mposoHroBasoi aii, mo

HOMEP peeCTpauiﬁHorg 500 mr abo o 750 mr
[IOCBiTYEHHSI)
2. 3asBHUK Axkopa Xenckea [Toncka C. 3 0.0., I[Tossina
Bupobnuymeo ma naxyeanus (nepeunne m e NaKYBaHHsL:
., 12 Yy y% (nepeunne ma 6mopunn 9% A

[nrac @apmacerorikaic Jlimiten, [Hais.

Bunyck napmii.
Axkopa Xenckea [loncka Cri. 3 0.0. Ckinan Imnoprepa, ITonbima

U [inbHUYA KOHMPONIO AKOCI:

®apmanoke Xenckea Jlimiten, Mansrta

4. ITpoBeneni
TOCIIIIKSHHS;

TaK Hi KO Hi, 0OOIPyHTYBaTH

1) THn niKapebKOTO
3aco0y, 3a AKUM
poBounacs abo
[TAHYE€ThCS PEECTpaList

reHepHYHHH JIIKapChKHit 3aci6

5. IloBHa Ha3Ba KIIIHIYHOTO
BUNIPOOYBaHHS, KOJIOBHH
HOMED KJIIHIYHOTO
BUITPOOYBaHHS

0253-20:

Binkpute, 30amancoBaHe, paH0Mi30BaHe, ABOETAIIHE, 3 YOTHPLOX IMepiojiB,
JABOIIOCIIOBHE,  TIOBHICTIO  BIATBOPEHE  MEPEXPECHE  IOC/IIKEHHS
OioeKBIBaJIGHTHOCTI IBOX mpenapariB PaHomasuHy, 375 wr, TadlIeTok
IIPOJIOHTOBAHOI [ii i3 3aCTOCYBAaHHAM OJHOPA30BOI MEpPOPaTBHOI J03W 33
y4acTIO 3/I0POBHX, IOPOCIHX JIFOJIEH 33 YMOB IPUHOMY HaTIECepIE.

6. ®a3a KJIIHIYHOTO
BUIIPOOYBaHHA

@aza - | (bioekBiBaICHTHICTB)

7. Ilepioa nmpoBeaeHHS
KJIIHIYHOTO BUIIPOOYBaHHS

3 06 mororo 2021 p. mo 16 Gepesus 2021 p.

8. Kpaiuu, e
IIPOBOJIHIIOCS KJIIHIYHE
BUITPOOYBaHHs

Tais

9. KinpkicTh
TIOCITLIDKYBAHUX

Jaruranosana; 56
PO3MIAHYTO Il CTATHCTHYHOTO aHai3y: 54




10. Mera Ta BTrOpHHHI 1ini
KJIiHI9HOTO BHIIPOGYBaHHS

Mera nporo nociiakeHns: nopiBHsATH GiomocTyHICTE Ta OXapakTepH3yBaTH
(hapmakoxineTHunuil mpodine JOC/Ii/DKYBAaHOTO TIpemapaTy CIOHCOpa Y
NOPIBHSHHI 3 MPerapartoM MOpPiBHIHHS Y HEKYPIIB, 3[0POBHX, JOPOCIHX
JIOJIEH B YMOBAX IpPHHOMY JTiKapchKoro 3acofy HaTIIeceplie.

I

Momnitopunr 6e3nexn cy6'eKTiB.

11. luzaitn kninigaoro
BHIIPOOYBaHHS

Binkpure, 36anancoBaie, paHmzoMizoBaHe, 3 ABOMA CXEMaMH JIKYBaHHS, 3
MOTAPLOX MEpPIOAiB, ABONOC/INOBHE, MOBHICTIO BiTBOPIOBAHE IEpEXpecHe
IIOCIIDKEHHS.  0i0eKBiBAJTEHTHOCTI i3 3aCTOCYBaHHAM  OJIHOPA30BOI]
MEPOPATHHOT I03H 3a Y4aCTIO 3/I0POBHX, AOPOCIHX JIOJIEH 3a yMOB IpHitoMy
HaTIIECEPLIE.

12. OcHoBHi kpuTepii
BKJTFOYCHHS

Jlo nocriukenns Gyn BKitOYeHi 340poBi JOpociTi manienTy BikoM Bix 18 110
45 pokiB (00HIBa BKIFOUHO), SKi He MaIATh Ta MAIOTh IHIEKC MACH Tina (IMT)
B Mexax 18,5 — 30,0 kr/m? (o6uasa BKJIIOYHO), JIe Bara po3paxoBYEThCS B KT,
BHCOTA B M. Y HUX He GYJI0 KOJHOTO iCTOTHOTO 3aXBOPIOBAHHS UM KIIIHIYHO
BHAYYIIMX aHOMAJIbHHX 3HAXiIOK IO Yac CKpHHIHTY, KIiHiYHOrO
obcrexenns, naGopatopuux omiHok, EKI' B 12 Bigsemennsx Ta
peHTreHorpadii rpyanoi kiiTka (BUrIsA 33amy-crepeny). Jlo JOCTimKEHHS
Oy 3amyyeni T06GPOBOIIBLII, SIKI BI/IMOBIAMH BCiM KPUTEPIisM BRIIOUEHHS Ta
BUKJTFOUEHHS.

13. JlocnimkyBanuii
TiKapChKHif 3acib, crocit
3aCTOCYBaHHsI, CHJIa il

Panonasun, TabneTku nposoHrosanol Aii, 1o 375 mr

Hariue.

14. Ilpenapar nopiBHAHHS,
11033, crocid
3aCTOCYBaHHS, CHIIA IiT

Panexca®, TaGneTku MpoJIOHTOBaHol aii, mo 375 mr

Harte.

15. CynyTtHa Tepamnis

He 3acrocoByerbes

16. Kpurepii ominku
e(eKTHBHOCTI

3 Meroo ouimioBaHHs edekruBHocTi 90% moBipui iHTepBamm A
CIIiBBiTHOIICHHS I€OMETPHYHUX CEPEJHbOKBAAPATHYHHX CEPENHIX 3HAYCHD
Oyiu pospaxoBaHi Ta TNpeACTaBiIeHi s JOrapuMiuHO MEPETBOPEHHX
bapmakokinetnanux napamerpiB Cmax, AUCo+ Ta AUC).c0.

17. Kpurepii oninku
Oe3neKu

besrnexy ONiHIOBAMM MOYMHAIOYM 3 TEPIOAY CKPUHIHTY [0 3aKiHYeHHS
nocmikeHHa. [T OIiHIOBaNM 3a JOMOMOroK0 KJIiHIUHOTO 00CTeKEHHS,
NOKa3HUKIB kuTTeMisbHOCTi, EKI B 12 Bigsememmsx, pentresorpadii
rpyAHOI  KINTKH (BHIVISLL  33ajy-crepedy), KIHIYHHX J1aGopaTOpHHX
NoKa3HUKIB (6i0XiMisl, reMaToJIoris, IMyHOJIOTIs Ta aHali3 cedi), cy6’ eKTHBHOI]
CHMIITOMATHKH Ta MOHITOPHHTY MOOIYHHUX SIBUIIL,




18. Cratuctruni metomu  |CratHeTuune NOPIiBHSHHS (papMaKOKiHETHYHUX [apaMeTpiB  JIKApPCHKUX
3ac00iB  mposommmocs 3 BukopuctaHHsM PROC  GLM Bepciil
SAS® Version 9.4 (SAS Institute Inc., CLLIA)».

19. Jlemorpadiuni
MOKA3HUKH JOCIIIKYBAHOT
nonynsuii (crars, Bik,

310poBi, MoBHOMITHI JA0GpoBONBLI BikoM Bix 18 g0 45 pokiB (obunsal
BKIOYHO). 3 inaexcom macu Tina (IMT) Bin 18,5 o 30,0 (06usa BKJTFOYHO )

paca, TOLIO)
20. Pesynsratn 90% moBipyi iHTEpBaTH /A OCHOBHEX (hapMAKOKIHETHYHHX napameTpiB Jiisl
eexkTUBHOCTI MOCTIDKYBAHOTO  Ta pe)epeHTHOro JiKApCHKHX 3acoBiB  BiMMOBITAIOTH

KpuTepiro OioeksiBamenTHOCTI 80.00% — 125.00%

21. Pesynbratn Gesnekn  [Yotupu (04) cy6'exTu nosizoMumu npo yotupH (04) neGaxanux ssurma (HST)
g vac nposefenns nociimkenns. [Ipo omme (01) HS Gyno mosizomieHo B
nepiozi I, mpo omme (01) HA - 8 nepioai 1T Ta npo xea (02) HA - 8 nepioni 111
JIOCITi JUKEHHS.

Tpu (03) HA Gynun sapeectpoBani y cyG'extis micis mpuiiomy npemapaty
nopisasnus -IT ta onne (01) HA Gyno 3apeectpoano y cyG'exTiB micis
3aCTOCYBAHHS J0C/IiKYBAHOTO mpernapary - /1.

Bei HS mamm nerkwmit cryminb i Bei cyG'exktn 6ymum min Harismom 1o
saBepiueHHs uux HSL. IIpauMHHO-HacizKoBHE 3B'a30Kk OYB OIiHEHWI sK
MOXKITUBHH s 1BOX (02) HSL, six e mMarounit BinHowenus s asox (02) HI

I1in yac npoBesen s nocimKeH s He GyI10 3aPeECTPOBAHO XKOIHOTO BHIIAMKY
cMepti abo cepitosHoro HAL.

Onmak i3 Beix 4otuprox (04) 3apeectposanux sunankis HS tpu (03) Gymnu
sHayHuMHA. CyG'extn Oyau BHBeAeHI 3 JOCTIIKEHHS 3a MEIHUHHAMHE
noKa3aHHAME. BoHu oTpuMany HanexHe JiKyBaHHs Ta GyIM 111 HATIAIOM IO
sapepiieHHs H.  IlpuumHHO-HacHinkoBHE 3B's30k OyB ONIHEHHH sK
HMOBIpHUEH/Biporiumit s asox (02) HS, sk moxmusmit st ogmoro (01).

22. BucHOBOK JlocmiukyBanuit npenapar - J[ y mopiBHAHHI 3 IpenapaToM MOpiBHSAHHS - [1
(3aKIJIIOUeHHs) BTiIHO POTOKOITY BiIOBigae KpuTepiaM GioeKBiBaTeHTHOCT] CTOCOBHO Ca,
AUCo-1a AUCo-c0, 11 Panonasuny mpu npuifomi HaTImecepre BifnoBiaHo 10
KPUTEPIiB, BCTAHOBJIEHHX ITPOTOKOJIOM.

3asBHUK (BJIACHHK

S ; /nionuc/
PEeECTPaLiHHOTO TOCBITYEHHS)

(migmuc)

51 Poron
YneH npaTiHHEA

[[Itamn 3 Hamucom: «Akkopa Xeackea IMoacka Ci. 3 0.0.
02-677 Bapasa, Bys. TacmoBa, 7

NIP:1070015415, REGON: 142248997

KRS: 0000347170»]

Leit OORy:Menin neperiaoeno na yRpAHCLKY Moev neperitadaient Mapunow IOpiisnon Yeamenro
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