Annex 29

to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-
Registration) and for Expert Evaluation of
Materials about Introduction of Changes
to Registration Materials during the
Validity Period of Marketing
Authorization

(Clause 4 of Section 1V)

Non-clinical study report

1. Name of study medicine product
(Marketing Authorisation number, if Dexanova, | mg/ml, eye drops, solution
any):

[) type of medicinal producf for Hybrid applications under Article 10(3) of Directive 2001/83/EC,
which registration was conducted or  where the bioavailability studies cannot be used to demonstrate
planned to be conducted bioequivalence

2) conducted studies L yes X no if no, substantiate

According to CPMP/EWP/QWP/1401/98 the products for local use including ocular use, intended to act
without systemic absorption, may be exempted by performance of a therapeutic equivalence study
whenever it can be demonstrated that the composition of the product is the same of the reference drug,
quantitatively and qualitatively. The composition of the product and physicochemical properties are
equivalent to the Reference Product and therefore no studies were necessary.

All non-clinical data are based solely on bibliographical research.

2. Pharmacology:

I') primary pharmacodynamics Not applicable
2) secondary pharmacodynamics ~ Not ﬁpplicable
3) safety pharmacology Not applicable
4) pharmacodynamic interactions Not applicable

3. Pharmacokinetic properties:

ialuileel o e
[) analytical procedures and repo Not applicable

on their validation

2) absorption Not applicable
3) distribution Not applicable
4) metabolism Not applicable
5) elimination Not applicable
6) pharmacokinetic interactions (non- Not applicable
clinical)

7) other pharmacokinetic studies Not applicable

4. Toxicology:

1) single-dosé toxicity Not applicable



2) repeat-dose toxicity

3) genotoxicity:

nvitro

in vivo (including additional
toxicokinetics assessment)
4) carcinogenicity:

long-term studies

~ Not applicable

Not applicable
Not applicable

Not applicable

Not applicable

short-term studies or mid-term studies Not applicable

additional studies

5) reproductive and develo'pmental
toxicity:

cffect on fertility and early embryonic
development

embryotoxicity

prenatal and postnatal toxicity
studies in which the drug is
administered the offspring (juvenile
animals) and/or late effect is assessed
6) local tolerance

7) additional toxicity studies:
antigenicity (antibody production)
immunotoxicity |
mechanistic study

drug dependence

toxicity of metabolites

toxicity of impurities

other

5. Conclusions on non-clinical study

Not applicable
Not applicable
Not applicable
Not applicable

Not applicable
Not applicable

Not applicable
Not applicable

Not applicable

Notapphcable A
Not applicable
Not applicable

Not applicable

Not apﬁl.i“éé'lble
Not applicable

Dexanova, 1 mg/ml, eye drops, solution. is Hybrid applications
under Article 10(3) of Directive 2001/83/EC. According to
CPMP/EWP/QWP/1401/98 the products for local use including
ocular use, intended to act without systemic absorption, may be
exempted by performance of a therapeutic equivalence study
whenever it can be demonstrated that the composition of the product
is the same of the reference drug, quantitatively and qualitatively.
The composition of the product and all pharmaceutical properties are
equivalent to the Reference Product and the therapeutic equivalence
of the products is assured.

No non-clinical studies are necessary.

/ (\--i (:_J‘\Sl" -
Applicant (Marketing R et —

Authorisation Holder):

(signature)

Dr. Naga Sai Sri Lalitha Yerramilli, QPPV and Clinical Expert

(full name)




Honarok 29

Ao lNopsaaky npoeeaeHHs

EKCMEPTU3H peecTpaliiiHuX MaTepianis

Ha JIKapechbKi 3ac00H, L0 NOAAI0THCS

Ha JIepiKaBHy peecTpallito (nepepeectpaitito),

a TAKOXK EKCMEepPTH3U MaTepiais

[P0 BHECEHHH 3MiH J10 peecTpalliiHuX MaTepianis
NpoTAroM Aii peecTpauifHoro noceiueHHs
(nyHKT 4 po3ainy IV)

3BiT npo poraAiHIUHI Joc/iaKenHs

I. Hasea nikapcbkoro 3acofy (3a JlekcaHoBa, Kparuli o4Hi, po3unH, | Mr/mi
HasBHOCTI - HOMEp peecTpalliiHoro

MOCBIUEeHHs): (Dexanova, | mg/ml, eye drops, solution)

1) Trn nikapebkoro 3aco0y. 3a skum iGpuanHuii Tun gikapeskoro 3acoby, Bianoriano 1o crarri 10(3)
MPOBOANIACH a0 MAAHYETbCS Hupexrusn 2001/83/€C, e nocaimkenns GiogocTynHocti e
peecTpattis MOKYTb OyTH BUKOPHCTaHI /151 leMOoHCTpauii GioeKkBiBaIeHTHOCTI
2) MpOBEACHI JA0CI/DKEHHS L rak X  Hi AKLLO Hi, OOIpYyHTYBATH

Binnoginno 1o CPMP/EWP/QWP/1401/98. npoaykTu a1s MiCUEBOro 3aCTOCYBAHHS, BKIKOYAOUM OYHE
3aCTOCYBAHHSI, NpU3HAYCHI Ut AiT Oe3 cueteMHoT abeopOuit, Moy Th OYTH BUKIIOUEH] 1115XOM BHKOHAHHS
JOCAIDKEHHS TEPAreBTHYHOT €KBIBAJIGHTHOCTI, AKILO MOXHA MPOAESMOHCTPYBATH, IO CKIAA [POAYKTY
BiANOBIAaE cKaaay peepeHTHOro npenapary, KiabkicHo Ta skicHo. Ckiaa npoaykTy Ta disuko-xiMmiui
BJIACTHBOCTI CKBIBAICHTHI pehepeHTHOMY MPOLYKTY, TOMY AOC/IKEHHS HE MOTPiOHi.

Yei aokainiyni 1ani 6a3ytoThes BUKIOYHO Ha GibniorpadiuHux 10C1iaKeHHAX.

2. Gapmakonoris:

1) neppunna GpapmakoguHamika He 3aCTOCOBYETBCH
2) BTOpHHHA (hapMaKkoaMHaMiKa He 3aCTOCOBYETHCA
3) (papmakonoris 6e3rnexu HE 3aCTOCOBYETHCS
4) papmakoanHamivuHi BzaeMOIT He éac*rocoayerbm

3. @apMakoKiHeTHKA:
|) anamiTHuHi METOAMKH Ta 3BITH

o . s HE 3aCTOCOBYCTLCA
00 IX Bajaalnl

2) BCMOKTYBaHHsI He 3aCTOCOBYETLCA
3) po3noi HE 3aCTOCOBYEThCSH
4) meraboanizm HE 3aCTOCOBYETHCA
5) BUBEACHHS HE 3aCTOCOBYETLCS
6) (papMaKOKIHETHYHI B3aEMOJIT HE 3aCTOCOBYETLCS

(JIOKATHIUHI)

7) iHwi hapMakoKiHeTHYHI He 3aCTOCOBYETHCS
JIOCI/KEHHS

4. Tokcukonoris:

[') TOKCHYHICTB Y pa3i 01HOPA30BOI0 HE 3aCTOCOBYETHCA
BBEJICHHS



2) TOKCHUYHICTh Y pa3i MOBTOPHKX
BBE/ICHD

3) reHOTOKCHYUHICTR:

nvitro

i1 vivo (BKJAIOYaKOYKM 101aTKOBY
OLIHKY 3 TOKCHKOKIHETHKH)

4) KaHUEPOreHHICTh:
JLOBrOCTPOKOBI JIOCIIKCHHS

KOPOTKOCTPOKOBI A0cC/iKeHHs abo
JOCTIJIKEHHS! CepeiHbOT TPHBAJIOCTI

JLOJIATKOBI IOCJIJIZKCHHS

5) penpoayKTHBHA TOKCHUHICTD Ta
TOKCHYHHI BIUVIMB HA PO3BMTOK
MOTOMCTBA:

BIIMB HA ePTUALHICTD | paHHIH
emOpioHanbLHUI PO3BUTOK

eMOPIOTOKCHYHICTE

npeHaraibLHa i MocTHaTalbHa
TOKCHYHICTD

JOCIIIZKEHHS, TIPH SIKMX Mpenapar
YBO/IMThCS MOTOMCTRY
(HecTaTeBO3pI/IMM TBAPHUHAM) Ta/abo
OLLIHIOETHCS BiJL1A/1€HA 118

0) MiCHEeBa NEPEHOCUMICTD

7) A0ATKOBI J1OCTKEHHSA

TOKCUYHOCTI:
AHTHTEHHICTDb (YTBOPEHHS aHTHTII)
IMYHOTOKCHYHICTD

JLOCHLKEHHS MEXAHI3MIB AT
NIKapebKa 3a1esKHICTh
TOKCHYHICTL MeTabONITIB
TOKCHUHICTL JOMILLOK

e

5. BUCHOBKH 010 AOKTIHIMHOTO
BUBYUCHHSI

HE 3aCTOCOBYETLCS

HE 3aCTOCOBYETHCS

HE 3aCTOCOBYETLCH

HE 3aCTOCOBYETBLCS
HE 3aCTOCOBYCTbLCH

HE 3aCTOCOBYETLCS
HE 3aCTOCOBYEThCS
HE 3aCTOCORYEThCS
HE 33CTOCOBYETHCS

HE 3aCTOCOBYETHCA

HE 3aCTOCOBYETHCH

HC 3aCTOCOBYETHCA

HE 3aCTOCOBYETHLCHA

HE 3aCTOCOBYETLCA

HE 3aCTOCOBYETHCS

HE 3aCTOCOBYETbCS

HE 3aCTOCOBYETHCS

HE 3aCTOCOBYETHLCS

HE 3aCTOCOBYEThHCS

He 3aCTOCOBYETHCS

HE 3aCTOCOBYETHCS

Hexcanora, kpanai oudi, pozuuu, | mr/ma — iOpuaHuii THn
Jaikapcekoro 3acody, BiamoeigHo o crarti 10(3) JlupekTueu
2001/83/€C. Bianosiano no CPMP/EWP/QWP/1401/98. npoaykru
Jsl MICLEBOTO 3aCTOCYBaHHs, BKJKOHYAKOYM OYHE 3aCTOCYBAHHS,
npusHadeni A i 6e3 cucremMHoi abcopOuii, MoxKyTh OyTH
BUIJIIOYMEH]  LIIAXOM  BUKOHAHHS  JIOCII/KEHHsT  TepaneBTUYHOI
€KBIBAJEHTHOCTI, AKUIO MOXKHA TPOAEMOHCTPYBATH, 110 CKIajl
MPOAYKTY BIANOBIAAE CK1a1y pe(pepeHTHOro rnpenapary, KijibKiCHO Ta
sikicHo. Ckaaj npoayKTy Ta Bci Horo (hapmalieBTHUHI BIACTHROCTI
CKBIBaJIEHTHI  pedepeHTHOMY  MPOAYKTY, 1  TeparneBTHYHa
€KBIBAJIEHTHICTh MPO/IYKTIB rapaHTOBaHA.

JIoKNiHIuHI JOCHKEHHS HE NOTPIOHI.



3asBHUK (BJACHUK (ninmc)
peecTpauifHoro Jp. Hara Cai LLpi Jlanita leppaminii, KeanidikoBana oco0a. BianosijansHa
MOCBIAYCHHSI): 3a papmakoHarasa Ta KniHiuHui excnept
(Dr. Naga Sai Sri Lalitha Yerramilli. QPPV and Clinical Expert)
([1. 1. B.)

ﬂepe}um;{ 3 dHIT MOBH

MeHe/pkep 3 peryIsaTOPHUX MHTAHb Y Misuaxi 1.C.
[Mpencrasuuurso «Papmacenekt lnreprewnn bereniranrs 'MoX»
B Vkpaini



Annex 30

to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-
Registration) and for Expert Evaluation of
Materials about Introduction of Changes
to Registration Materials during the
Validity Period of Marketing
Authorization

(Clause 4 of Section 1V)

Clinical trial report

I. Name of study drug (Marketing Authorisation

3 Dexanova, | mg/ml, eye drops, solution
number, if any) giml, ey ps, solutio

2. Applicant Pharmaselect International Beteiligungs GmbH. Austria

Batch release:

Pharmaselect International Beteiligungs GmbH, Austria
Production, primary and secondary packaging, quality
control:

EXCELVISION, France

Secondary packaging:

Servipac, France;

MSK-Pharmalogistic GmbH, Germany;

Secondary packaging, quality control:

Pharmathen S.A., Greece

Streialization-gamma irradiation:

lonisos, France

3. Manufacturer

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

According to CPMP/EWP/QWP/1401/98 the products for local use including ocular use, intended to act
without systemic absorption. may be exempted by performance of a therapeutic equivalence study
whenever it can be demonstrated that the composition of the product is the same of the reference drug,
quantitatively and qualitatively. The composition of the product and physicochemical properties are
equivalent to the Reference Product and therefore no studies were necessary

I') type of medicinal product for which Hybrid applicét'ibr'iémhnder Article 10(3) of Directive
registration was conducted or planned to be 2001/83/EC, where the bioavailability studies cannot be
conducted used to demonstrate bioequivalence

5. Full name of the clinical trial, code number of Not applicable
the clinical trial

0. Clinical trial phase Not applicable

7. Clinical trial period from_  /  to_ [

8. Countries where the clinical trial was Not applicable



conducted

9. Number of subjects

10. The purpose and the secondary objectives of |

the clinical trial

['1. Clinical trial design

|2. Key inclusion criteria

13. Study drug. method of administration,
strength

I4. Reterence product, method of administration,
strength

I5. Concomitant therapy

16. Efficacy evaluation criteria

| 7. Safety evaluation criteria

| 8. Statistical methods

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

21. Safety outcomes

22. Conclusion (findings)

planned:/
actual:/

Not applicable

Not applicable
Not applicable

Not applicable

Dexafree®(Monofree) 1 mg/ml, eve drops, solution in
single-dose container

Not applicable
Not applicable
Not applicable
Not applicable
Not applicable

Not applicable
Not applicable

Dexanova. 1 mg/ml, eye drops. solution, solution. is
Hybrid applications under Article 10(3) of Directive
2001/83/EC. According to CPMP/EWP/QWP/1401/98
the products for local use including ocular use, intended
to act without systemic absorption, may be exempted by
performance of a therapeutic equivalence study whenever
it can be demonstrated that the composition of the
product is the same of the reference drug, quantitatively
and qualitatively. The composition of the product and
physicochemical properties are equivalent to the
Reference Product and therefore no studies were
necessary.

The majority of the clinical data are based solely on
bibliographical research.

Dexanova, | mg/ml, eye drops. solution is essentially
similar to the Reference Product Dexafree®(Monofree) |
mg/ml, eye drops, solution in single-dose container. No
new clinical or pharmacological studies were undertaken
in support of this application, as the reference product
has been marketed with acceptable safety for more than
10 years. The current status of knowledge concerning the
safety and efficacy of the reference product has been
evaluated by means of a literature search. There are no
data to indicate any concern or any data likely to change
benefit/risk ratio.



/\ppmam (Markctmg /;J '»z( B
Authorisation Holder)
(51g11ature)

Dr. Naga Sai Sri Lalitha Yerramilli, QPPV and Clinical Expert

(full name)




Honarok 30

1o TMopsaaky npoBeaeHHS eKCEPTHIH

peecTpaLiiiHUX MaTepiaiB Ha JiKapcbKi 3aco0u,

110 MOAANTECS Ha [AEp:KaBHY peecTpallito (nepepeecTpatito),
a TAKOK eKCNepTH3K maTtepialis

PO BHECEHHs! 3MIH /IO peecTpallifiHuX MaTepiais

MPOTArom Aii peecTpaliiftHOro MocBiA4eHHs

(nyHKT 4 pozainy V)

3BiT npo KAIHIYHI JocaiKeH s

. _ . Jekcanora, kpani ouHi, po3uuH, | Mr/mi
I. Haspa nikapcbioro 3aco0y (3a HasiBHOCTI -

HOMEp peecTpalliitHOro NMOCBIUYeHHS .
PP I ) (Dexanova, 1 mg/ml, eye drops, solution)
2. 3a9BHUK Qapmacenekt lnrepnewn bereairanrs ['MO6X, Apcrpis

Bupoonurk, wjo 6i0nogiodac 3a eunyck cepii:
dapmacenekt IHtepHewnn bereniranrs ['M6X, Apctpis
Bupobnuymeo, nepsunne ma 6mopunne naxysamHA,
KOHmMpOoJb cepii:

EKCEJIBI3IOH, ®panuis

Bmopunne nakyveanisi:

CEPBIITAK, ®panuis;

MCK-®apmanomxicrik 'mMOX, Himeuumnna;
Bmopunne nakysanus, Koumpo.s cepii:

®Dapmaren C.A., ['peuis

Cmepunizayis 2amMmma-onpominenisam.

lonicoc. @panuis

3. Bupobuuk

4. [lpoBeaeHi 10CIKEHHS: —  TaK X Hi SIKLLO Hi, OOIpYHTYBATH

Bianoeiano 1o CPMP/EWP/QWP/1401/98, npoayKTh 47151 MiCLEBOT0 3aCTOCYBaHHs, BKJIKOUYAIOUH OUHE

3aCTOCYBaHHA, MpU3HadeHi a1 ail 6e3 cucreMHol abcopOuil, MoKy Th OYTH BUK/IIOUEH] LWASXOM

BMKOHAHHS JOC/IAKEHHS TeparneBTHYHOT eKBIBAIEHTHOCTI, SKILO MOYCHA MPOAEMOHCTPYBATH, 11O CKJIA

HPO/LYKTY BIANOBIAAE CKaaay pe)epeHTHOrO Mpenapaty, KijbKicHo Ta sikicHo. Ckj1aa npoaykTy Ta (izuko-

XIMiUuHIi BIACTUBOCTI €KBIiBANIEHTHI pepepeHTHOMY MPOIYKTY, TOMY AOCIIIXKEHHS HE MOTPIOHI.
["iOpuaHuii TUN JiKapcbKoro 3acoly. BIAMOBIHO 10

[) TN aikapebKoro 3acoly, 3a AKUM cratti 10(3) Aupexrueu 2001/83/€C, ae nociiaKeHHs

MPOBO/IHAAcA ado MIAHYEThCA peecTpallis GIOJIOCTYITHOCTI HE MOXKYTh OYTH BUKOPHCTAHI JUIA
JemMoHcTpaLil 010eKBiBAJICHTHOCTI

5. I'loBHa Ha3Ba KJIIHIYHOrO BUNPOOYBaHHS, HE 3aCTOCOBYETHCH

KO/LOBaHUI HOMEP KJITHIYHOTO BUIIPOOYBaHHS

6. daza KAiHIYHOro BUMPOOYBaHHS HOCAbTaRaRgeTiod

7. llepion npoBeeHHs KITTHIYHOTO ., -
BUNpoOyBaHHI e e

8. KpaTuu. e npoBOAMIOCS KAIHIYHE

- HC 34CTOCOBYETLCA
BHITPOOYBAHHA

9. KinbkicTs A0CADKYBAHUX 3anaaHOBaHa:



0. MeTa Ta BTOPHHHI LI KJIIHIYHOTO
BUNPOOYBaHHsI

I'1. JIn3aiid KiiHiyHOrOo BUNpoOyBaHHA

[2. OcHOBHI KpuTepil BKJIKOYEHHSA

[3. JlocaiukyBaHuii aikapebkuii 3aci0, crocid
3aCTOCYBAHH, cuia il

14. INpenapat nopiBHsAHHSA, 1034, crocid
3aCTOCYBaHHS, cuia Ail

15. CynyTHst Teparis

16. Kpurepii otliHkn epeKTUBHOCTI

1 7. Kpurepii owinku Oe3neku

I8. CraTueTHUHI MeTO/ 1N

19. lemorpagiuni 1oKasHUKK J0CIIKY BaHOT
nonynswi’ (¢TaTh, BiK. paca, TOWO)

20. Pesyabrati eheKTHBHOCTI

21. Pesynpraru Oesnexu

22. BUCHOBOK (3aKIHOUEHHS)

10

pakTHyHAa:

HC 34CTOCOBYETLCA
HE 3aCTOCOBYETHCH
HE 3aCTOCOBYETHCH

HE 3aCTOCOBYEThCS

Hekcadpi® (Monodpi), | Mr/mi, Kpanii ouHi, po34uHH, B
OJIHO/IO30BOMY KOHTeHHepi

HE 3aCTOCOBYETLCH
HEC 34CTOCOBYETLCA
HC 3aC'.I'OCOBy€TbCH
HE 3aCTOCOBYETHCA

HE 34CTOCOBYETLCA

HC 3aCTOCOBYCTLCH
HE 3aCTOCOBYETLCA

JlexcanoBa, Kparjii ouHi, pozumH, | wmr/mi, — ue
riGpuHmii THN JTiKapebkoro 3acoly, BiAMOBIAHO 10 CTATTI
10(3)  Iupextueu  2001/83/€C. Bianosiano 10
CPMP/EWP/QWP/1401/98, npoaykth s MicueBoro
3aCTOCYBAHHS,  BKJIIOYAIOUW  OYHE  3aCTOCYBaHHA.
npusHaveni aas aii 6e3 cucremHoi abcopOuil, MOKYTh
OyTH BHKJIOUEHI UIJISIXOM BHKOHAHHS  JLOCHIIMKEHHS
TeparneBTHYHOT  eKBIBAJEHTHOCTI, AKILO  MOKHa
MPOJEMOHCTPYBATH, LLO CKJa/d MPOAYKTY BiAnosijac
ckaany pedepeHTHOro npenapary, KilbKiCHO Ta sKicHO.
Cknag  npoaykty Ta  (pi3Mko-XiMiuHI  BJIACTMBOCTI
€KBIBaJICHTHI pedepeHTHOMY NPOJLYKTY. TOMY
JOCHIKEeHHs He noTpiOHI.

Binbuiicts KAIHIYHUX JaHux 0a3yeThesd BHKIIKOYHO Ha
GibmiorpadiTHUX TOCTIKEHHAX.

Jlexcanosa, Kparji ouni, posuun, | wmr/mu no cyri.
cxoimuid  na  pedepentHuit  mpoaykt  [ekcadpi®
(Mowuogpi). | wmr/mna, xpanui  O4Hi, pO3YMH, B

0/1HO/1030BOMY KOHTeMHepi. JoAHMX HOBUX KIIHIYHMX
a60 (papMakoJOTIYHUX J0CHIUKEHb HA MIATPUMKY i€l
3a51BKM  HE  IIPOBOAMIOCS,
NPOAYKT NPOAAETLCSA 3 MPUHHATHOO Oe3nekoto OiabLue 10
pOKiB. cTaH ua0 Oes3rneku Ta
e()eKTUBHOCTI pedepeHTHOro MPOLYKTY Oy/I10 OUIHEHO
WASXOM MowyKy niteparypu. Hemae nauux. saki 6
BKa3yBalM Ha Oy/b-siKe 3aHeNoKoeHHs, ado Oyab-AKHX

OCKIZILKH  pepepeHTHHHA

[Torounui 3HAHBb



3asBHUK (BAACHUK
peectpauiiiHoro
[1OCBIAYCHHS)

nCpCE\'ﬂ'd;l 3 aHr’,1 MOBH

11

JAHKX,  AKI  MOXYTb  3MIHMTH  CIIBBiJHOLIEHHS
KOPHCTb/PU3UK.

(nianuc)
Hp. Hara Cai LLpi Jlanita leppaminni, Keanidikosana ocoda, BianoigansHa
3a apmakoHarian Ta Kniniunuii ekenepr

(Dr. Naga Sai Sri Lalitha Yerramilli, QPPV and Clinical Expert)

(1.5

MeHekep 3 peryJIaTOpHUX NUTaHb ) Misanmxi 1.C.
[Tpeacrapuuureo «Papmacenekt [HTepHewnn bereniranrs 'moX»

B Ykpaini



