Honarok 29

1o Tlopsinky npoBefeHHs eKCIIepTH3H
peecTpalifHuX MaTepialis Ha JTikapchKi
3aC00H, 110 MONAIThCS HA JIEPIKABHY
peectpaniio (mepepeecTpaliio), a TakoxK
CKCIIEPTH3HM MaTepialiB mpo BHECEHHS
3MiH JI0 peecTpaliiiHux MaTepiamnis
TPOTATOM Jii peecTpamniitHoro
TIOCBITYEHHS (MYHKT 4 posainy [V)

3BiT npo gokJiniYHI JocHiKeHHS

1. HasBa nikapcskoro 3aco6y (3a
HasBHOCTI - HOMEp peecTpaliiinoro
MI0CBiTUeHHS):

I'ponpunosun™ ®opre (Inosine dimepranol acedoben)

1) Tun nixapcepkoro 3acofy, 3a IKHM
[IPOBOIMIACS adO0 IIAHYETHCS
peecTparis

Jlikapeekuii 3aci, axuii mae J10dpe BUBUCHE Me/UUHE,
3aCTOCYBaHHSI

Ortak M ui AKIIO Hi, OOTpYHTYHTE

2) IPOBEJIEH] TOCTIJPKEHHS

JlaHa 3asBKa CTOCYEThCsI BUIAYI peecTpaliiHOro MOCBi[UeH S Ha JiKapchKHit 3aci6 y popmi
TabJIeTOK, 10 MICTHTE Y SKOCTI Ait0uol pedosrun 1000 M iHO3MH JUMEINPAHOI are00eH.
IHo3uH suMenpanon anenoGen Oys y KIiHiYHOMY 3aCTOCYBaHHI IPOTITOM HaraTbox poKiB.
Kpim Toro, nocrmimkerns ino3uny areno6en JUMETIPAHOJIY ITPOBOJMITHCS IIPOTATOM MaiiiKe
50 poxkiB, i B mammit yac iHO3MH anenoben JUMENPaHoJI MPOAOBKYe OYTH IIpeMEeTOM
PISHOMAHITHHX KTIHIYHMX Ta HEKMIHIYHEX JOCIiMKEHb, MO MiATBEPDKYE TOCTIHHMIA
HAYKOBHH IHTEPEC JI0 BJIACTHBOCTEH JIIOYOi pPEYOBMHM IPOTATOM  JECATHIITE.
3anponoHoBaHuii TikapchKuii 3aci6 MOKHA BBAXATH TAKUM, IO MiCTHTD pedoBHHY 3 100pe
BHBYICHMM MEJMYHUM 3aCTOCYBAHHSIM, 3 [ETAIBHO IIPOAHATI30BAHEM MEXAHI3MOM i,
(apmaxororieio, TokcHKONOTiE T  KAIHIYHOIO edexTuBHicTIO Ta Gesmekol 3a
BIITNOBIIHUME TOKa3aHHAMH. Bigmosimmi JITEPATYpHi TMOCHIAHHS BKJIKOYEHI B MOAYTs 4

3T/, a noxsiniuHuMit 3BIT MpenCTaBNIEHO B Moaymi 2.4 3T]I.

2. apmakotoris:

1) nepBuHHA hapMakoMHAMiKa

JlaHi BiJICyTHI

2) BropHHHA (hapMako HHAMIKA

JlaHi BiZICyTHI

3) dapmakostoris esnexu

NlaHi BiJICYTHI

4) hapmakonuHamMiuni B3aemMomil

aHl BiICYTHI

3. @apmakokiHeTuka:

1) aHaMiTHYHI METOAUKH Ta 3BiTH
1010 X Bamipaii

JlaHi BiACYTHI

2) BCMOKTYBaHHS

NIaHi BiaCcyTHI

3) po3noin

TaHi BifCyTHI

4) meTabotizm

JlaHi BIICYTHI

5) BUBeACHHS

TaHi BiZICYTHI

6) bapmakokiHeTHYHI B3aeMoii
(moximiymi)

UlaH1 BiACYTHI

7) inmi papMakoKiHeTHYH]
TOCTIDKEHHS

NTaHi BiZCyTHI

4. TokcHKOIOTIA:

1) TOKCHYHICTB Y pasi 0MHOPA30BOTO
BBEJICHH

MaHi BiACYyTHI

2) TOKCHYHICTB ¥ pasi MOBTOPHHUX

TaHi BINCYTHI




BBCJIICHb

3) FeHOTOKCHYHICTB:
in vitro

JIaH1 BiACYTHI

in vivo (BKITIOYAK0UH J10JJATKOBY
OLIHKY 3 TOKCHKOKIHETHKH)

TaHi BiICyTHI

4) KaHIIePOTeHHICTh:

JTaHi BiACYTHI

VTOBTOCTPOKOBI TOCIIKEHHS

JTaHi BiJICYTHI

KOPOTKOCTPOKOBI JOCIiKEHHS abo
OCTIIDKEHHS CePeIHBOI TPHBAIOCTI

UlaHi BiACyTHI

OJATKOBI JOCIJUKEHHS

J1aH1 BiICyTHI

5) penpoayKTHBHA TOKCHYHICTH Ta
TOKCHYHHII BILUTUB HA PO3BHTOK
OTOMCTRBA:

laHi BIZICYTHI

BILTHB Ha (epTUILHICTE 1 paHHiH
eMOpiOHAIBHHUI PO3BHTOK

TaHi BiJICYTHI

eMOPIOTOKCHYHICTE

JlaHi BiICYTHI

[IpeHaTalIbHAa 1 MOCTHATAIPHA
TOKCHYHICTh

aHi BiACyTHI

IOCTTIIZKEHHSI, TIPU AKUX TIpernapar
VBOJUTHCS TIOTOMCTBY
(HecTaTeBO3PITHM TBapuHaM) Ta/abo
OLIHIOETHCS BiyTanena Jis

UlaHi BinCyTHI

6) MiclleBa IepeHOCHMICTE

JlaH1 BIICYTHI

7) 1OAATKOBI JOCIIIKEHHS

aHi BIACYTHI

TOKCHYHOCTI:
aHTHICHHICTh (YTBOPEHHS aHTHTINI)  |mamHi BicyTHI
IMYHOTOKCHUHICTh naHi BifcyTHI

TOCITIJDKEHHS MEXaHI3MIB il

JlaHi BiICYTHI

ITiKapchKa 3ae)KHICTh

JlaHi BiICYTHI

TOKCHYHICTE MeTaboTiTIR

J1aHi BIACYTHI

TOKCHYHICTE JIOMIIIIOK

J1aHi BiICYTHI

iHme

5. BUCHOBKH 1100 JTOKTIHIYHUX
ITOCIIIIKEHB

JlaHi BiJICYTHi
TaHi BiCYZH

3asBHUK (BracHuk
peecTpariifHoro nocBigueHHs)

BAT «I'eneon Pixtepy,
YropiuHa

=g AxyGosiy

(T1IB)

Ilepexnao cknadeno gipno Boonapuyx 1O.O.




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 I'V)

Non-Clinical Study Report

1. Name of the medicinal product I e
1i(Registration certificate number, if  Groprinosin® Forte (Inosine dimepranol acedoben)
Jany): i |

1) type of the medicinal product, | |

iregistration of which was conducted  well established use

oor planned ‘
!2) conducted studies B yes X no Ifno, justify

| The current application concerns granting of a marketing authorisation for the medicinal product in the
- form of tablet, containing 1000 mg of inosine dimepranol acedoben as an active substance. Inosine
| dimepranol acedoben has been in clinical use for many years. Moreover, research of inosine acedoben
| dimepranol has been conducted for almost 50 years and currently inosine acedoben dimepranol
! continues to be the subject of various clinical and non- clinical studies confirms the continuous
| scientific interest in the active substance properties over decades. The proposed medicinal product can
| be regarded as containing the substance with well-established medicinal use, with extensively analysed

mechanism of action, pharmacology, toxicology and clinical efficacy and safety in concerned
j indications. Relevant literature references are included in Module 4 CTD, and non-clinical report is
| presented inModule 2.4 CTD.,

2. Pharmacology: - T 1 |
1) primary pharmacodynamics ~ |na.
2) secondary pharmacodynamics ‘na. - m

3) safety pharmacology ~ |ma.
4) pharmacodynamic interactions  |na. P

3. Pharmacokinetic properties: ]
1) analytical procedures and reports |
ion their validation |

By dbsomton R R

%) Tsiibation o G ,M,,;n.atm,..._.u.w S .,
4ymetabolism  [pa N
5)excreion  |pa

6) pharmacokinetic interactions (nor'i-'"qa - =
clinical) ‘

7)other pharmacokinetic studies  [na. o ]




4. Toxicology:

%inj“éingle-d&é tf);(icity 3 _ in.a.

2) repeated dose toxicity =~ Ina. :

: o ——
E’) g.enotox1c1ty. i

n vitro |

in vitro (including additional
toxicokinetics assessment)

|
nogenicity: |

4) ¢ car01nogen101ty n.a

long-term studies ] na. w
short-term studies or mid- -term studies |n.a.

additional studies na.

iS) r‘eproductlve and mdevelopmen‘talmmi - o

toxicity: |

effect on fertility and early embryonic [n; -

development |7

embryotoxicity ~ |na. -

prenatal and postnatal toxicity |n.a. a

studies in which the drug is k ;'
Eadministered to the offspring (juvenile na.
!animals) and/or late effect is assessed |

6) local tolerance | na.
17) additional tox101ty studies: - i n.a.
Eantlgemclty (antibody production) "ln.a. -
immunotoxicity ‘na. I ¥
mechanistic study ~ |na. -
'drug dependence na.
toxicity of metabolites na.
E&Eﬁy of i lmpurltles na. o -
others - n na. W
E— o =

‘5. Conclusions on non-clinical study |
|

e e —————— e =

L - |
'Applicant (Registration l
certificate Holder) [

'Gedeon Richter Plc. Hungary




Iomarok 30

no Iopsanky npoBeeH s eKCIIEPTH3H PeeCTPaIliifHIX
MaTepiajliB Ha JTiKapceki 3ac00H, MO MOJAITHCS Ha
JepKaBHY peecTpalliio (epepeecTpairito), a TaKoxK
eKCIIEPTH3H MaTepialliB PO BHECEHHS 3MiH /10
peecTpaniffHuX MarepianiB IpoTAroM il
peecTpariifHoro MoCBi4eHHs

(myHKT 4 po3ainy IV)

3BiT npo kaiHiYHEe BUNPOGYBaHHS

1. Hassa nikapcekoro 3aco0y (3a

HAsIBHOCTI - HOMep peecTpaIliifHoro I'porpurosus® ®opre (Inosine dimepranol acedoben)
MOCBI{YECHHS)
2. 3&HBHHK _ BAT «I'eneon Pixtep», Yropuuna

3. BupoOuuk
TOB «I'exeon Pixrep IMoasmay, Ioasma

BYJI. I'panuuna, 35, I'poa3ucek Masoseusknii, 05-825,
[Monema

(Bupobnuymeso neposgacosarnozo npodyxkmy, nepeunna
VAAKOBKA, 6MOPUHHA YNAKOBKQ)

ByIL. KH. O, ITousToBchkoro, 5, I'poazucek Ma3oBenbKHi,
05-825, TTosbiua
(Konmponw sixocmi, eunyck cepii)

4. [IpoBeneni mocaimKeHHs: Orak Mui, skino Hi, 06rpyHTYyBaTH

Hana 3asiBa cToCcyeThCS BHAA4i PEECTPAIiHOTO MOCBIiTUeHHS Ha niKapepKui 3aci6 y dopmi
TabJIeTOK, 10 MICTHTL y sKOCTi Aitouoi peyoBmHH 1000 Mr iHO3HH JUMEIPaHo aneao0eH.
Inosun jumenpanon anenoben 6yB y KIiHIYHOMY 3aCTOCYBaHHI IPOTATOM 6araTbox pokis. Kpim
TOT0, AOCII/DKCHHS IHO3MHY ale00eH AMMENPaHoITy IPOBOMIIMCS POTATOM Maifie 50 pokis, i
B JIaHWH Yac IHO3MH aue]00eH MMENpPAHON IPOJOBXKYEe OYTH MPEIMETOM pPi3HOMAHITHHX
KJIHIYHAX Ta HEKMIHIYHHX JOCIiUKeHb, IO HiATBEPIUKYE TOCTIMHMN HayKOBHil iHTepec 1o
BJIACTHBOCTCH 1040 PEYOBMHU MPOTATOM JCCATHIIITh. 3alpoTOHOBAHMH TKAPCHKUH 3aci6
MO’KHA BBAYKaTH TAKMM, 10 MICTHTH PEYOBHHY 3 JI0OPE BHBYEHHM MEIHYHHM 3aCTOCYBAHHSIM, 3
ACTANBHO MPOAHAI30BAHMM MEXaHi3MOM i, (hapMakoQIOriero, TOKCHKONOTICH Ta KIHIYHOIO
e(eKTUBHICTIO Ta 0e3MeKol0 3a BIAMOBIIHMMH IOKa3aHHAMH. Bianosimwi miTepaTypHi
TOCH/TAHHA BKJIIOYCHI B Moy b 5 3T/, a kniniumuit 3Bit npencrasneno B momyi 2.5 3T/I.

1) Tun ikapcpKoro 3aco6y, 3a sikuM Jlikapcekuit 3aci, skuii mMac J00pe BHUBUYECHE MeHUHE
IpoBOMIAcS a0 TIAHYETHCS

peccTparis 3aCTOCYBAHHS

5. IToBHa Ha3Ba KIiHIYHOIO 1aH1 BiZCYTHI

BUIIPOOYBaHH, KOJOBaHHIT HOMEp

KJIIHIYHOTO BUITPOOYBaHHS

6. ®aza KIIHIYHOTO BHIPOOYBaHHSA JlaH1 BiJICYTHI

7. Ilepioa mpoBejieHHs KJIIHIYHOTO NaHi BiICYTHI

BUITPOOYBaHHS

8. Kpainu, ne npoBoaunocs KiiHidHe  |[1aHi BigcyTHI



BHIIPOOYBaHHS

9. KistbKicTh OCIiKYBaHUX

JIaHi BigcyTHi

10. Mera Ta BTOpUHHI 1{iJ1i KJIIHIYHOTO
BUIIPOOYBaHHsI

nani BijcyTHi

11. Tusaiin KIiHIYHOr0 BUNPOOYBaHHS

nani BinCyTHI

12. OcHOBHI KpUTepil BKIIOUCHHS

aHi BiZICYTHI

13. NocniukyBanuit TikapchKuit 3acio,
cr1oci6 3acTocyBanus, cuia ail

NaHi BiJICYTHI

14. TIpenapar nopiBusHHs, 1032, CIIOCIH
3aCTOCYBAHHS, CHJIa AT

aHi BizcyTHI

15. CynyTHs Teparmis

JIaHi BiCyTHI

16. Kpurepii oniHku eekTHBHOCTI

JlaHi BIZICYTHI

17. Kputepii ouinku 6e3mnexu

TaHi BiJICYTHI

18. CraTucTHYHI MeTOIH

JlaHi BiACYTHI

19. lemorpadiuHi noxkasauku
NOCTIDKYBaHOT OnyIsmii (cTaTh, BiK,
paca, TOII0)

JlaH1 BIJACYTHI

20. PeaynpraTi eeKTHBHOCTI

JTaHi BiZICYTHI

21. PesynbraT Gesnexu

TaHi BIACYTHI

22. BHCHOBOK (3aKJIIOYEHHS)

aHi BiICyTHI

Sassuuk (BoacHuk pe

peecTpariiiHoro g 7

[IOCBI/TYCHHS ) ['nasa Ipexctal
B YKpaini |;

BAT «I'eneon Pixtepy,

YropuiuHa




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
11%)

Clinical Trial Report

I Name of the medicinal pro_gi"uct (Regiémi}atiohw

I - * @ : 3
\certificate number, if any) 5Groprmosm Forte (Inosine dimepranol acedoben)

2. Applicant [t Bk Ple. Tongas

‘ A - j Gedeon Richter Polska "Sp.z.(;.o. - ,
1

| iul. Graniczna 35, Grodzisk Mazowiecki, 05-825, Poland

; (Manufacturing of unpackaged product, primary

3. Manufacturer packaging, secondary packaging)

ul. Ks. J. Poniatowskiego 5, Grodzisk Mazowiecki, 05-825,
Poland ‘

(Quality control, batch release)

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

The current application concerns granting of a marketing authorisation for the medicinal product in the form of
tablet, containing 1000 mg of inosine dimepranol acedoben as an active substance. Inosine dimepranol acedoben
' has been in clinical use for many years. Moreover, research of inosine acedoben dimepranol has been conducted
for almost 50 years and currently inosine acedoben dimepranol continues to be the subject of various clinical and
. non- clinical studies confirms the continuous scientific interest in the active substance properties over decades.
- The proposed medicinal product can be regarded as containing the substance with well-established medicinal
. use, with extensively analysed mechanism of action, pharmacology, toxicology and clinical efficacy and safety in
. concerned indications. Relevant literature references are included in Module 5 CTD, and clinical report is

| presented inModule 2.5 CTD.

1) type of the medicinal product, registration of which [~~~ o
was conducted or planned ;We“ sEtablisieL 1S

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

o . Not applicable
clinical trial ,

6. Phase of the clinical trial Not a”;;}')l'icabilrer

7. Time frame of the clinical trial -~ Not applicable

8. Countries where the clinical trial was conducted Not z-lf:-)};i"i'cablei -
9. Number of subjects N - ~ Not applicak;lem

10. Purpose and sebondal’y objecti\}es of the clinical  Not applicable ' . w

trial

11. Clinical trial design V ) Not applicable o
12. Key inclusion criteria n Not applicable o S

13. ihviestigévtionél'm?diﬁﬂg}lprodhct; method of



éaminisi}étion strength

14, Comparator, method of admmlstratton strength ~ Not a';;pii'm;:éli')le'

15. Concomitant therapy

16. Effic icacy ' evaluation crlterla

7. Safety evaluation crlterla
18. Statistical methods

Not apphcable

Not applicable
Notapplicqble e I |

Not appllcable

‘19 Demographlc data of the study populatlon (gender No‘r appilcablc

age, race, etc)

20. Effi icacy outcomes

2 L, Qafety outcoméé i

Applicant (Registration
certificate Holder)

Gedeon Richter Plc. Hungary

‘Not ¢ apphcab]e N
Not appllcab]eww-h

SR i P
Nol appll e 7/2(\‘ _ o e :

X3 :




