3BiT Npo HeKJIiHiYHE BANPOOYBAHHS

1. Hassa jiikapcbkoro 3acoly (3a HaseHocti -|ME3OIIPAJIL, nopommok anst po3unny ais iH’ekuiii Ta indy3iii mo 40
HOMEp peecTpauiifHOro NocBigueHHs): mr y cdunakoni Ne 10

1) Tun gnikapcekoro 3acoly, 3a saxum|['eHepuunuii nikapcbkui 3aci®
npoBouiacs abo MnaHyeTbes peecTpallis

2) IpoeeaeHi BUNpoOyBaHHs Tak Hi X

Homoune 3acmocyeanus nixapcexozo 3acofy Ezomenpazon, 40 me nopowxy Oas posuumny Ons in’'exyiil/ingysii
CHIOCYEMBCSA (2EHEPUYHO20 NIKAPCHK020 3acobyy 6ionogiono 0o cmammi 10 (1) ma 10 (2) Jupexmueu 2001/83/EC 3i
3MIHAMU.

Bionosiono do Kepienuymsa 3 Odocnidoicenns. Oioexgisanenmnocmi CPMP/EWP/QWP/1401/98 Rev. 1/Corr**,
«docnidocenns Gioexksieanenmuocmi, K NPAsULo, He ROMPIOHI, AKWOo docriodcysanuii npodykm byde 6so0umucs y
auU2A15101 OOHO20 POZUUHY OISl GHYMPIUUHLOGEHHO20 66E0CHHSL, 1O MICIUNL MY CAMY QKIMUBHY PEYOBUHY. PeUOBUHA K
Hapazi cxeanenuii NPOOYKmM.

Takum uuHOM, He 8BANCAEMbCS HeOOXIOHUM NPpoeooumu O00cniodxcenHs Gioexsisarenmnocmi, ocKkinbku NiKapcLKuil
3acib, 06’exm 3aa6KU, NOCMAYAEMBCA Y BUSTAOL NOPOWLIKY ONA PO3UUHY 015 THPY3ill 0N GHYMPIUHbOGEHHO20 BBEOCHNS
ma micmume MAaky camy KOHyeHmpayio nixapcwrol pevoguuu, ezomenpazony Hampiio 40 m2, ax [ emanonHuil
npenapam. npooyxkm Nexium 1.V. Ilopowiox ons pozuuny ona in 'exyit/ingy3iii 40 ma. A donomidicui pewosunu maxi o,
Ak I peqpepenmuuii npenapam, i He 83aeMo0ilomy i3 cybcmanyielo npenapamy.

Ocxinbru yi YMOGU BUKOHYIOMBCSL OIS 3ANPONOHOBUHO20 NIKAPCLKO20 3acody, docnidxcenHns BE ne nposodunocs, i 8id
GAACHUKA 00360JTY HE BUMASAEMbCA HAOA8amu pe3ynbmamu OOKIIHIVHUX 6UNpPoOY8anb Ma KIITHIUHUX 6UNPOOYEAHb.

| Jowniniynuii 0ensd (Mooyne 2.4) nidzomoeneHo Ha 0cHOGI ORYONIKOGAHOI HAYKOGOT Tiepanypiut.

2. ®apmMakooris:

1) nepsunHa dapmakoauHamMika He 3acrocoByerbes
2) BropuHHa (apMakouHaMika He 3acrocoByerbes
3) dapmakosioris Gezneku He 3acTocoByeThes
4) papmaxonunamiuni R3aeMoil He 3actocoByetbes

3. ®dapmaKkoKiHeTHKA:

1) aHaniTH4Hi MeTOAMKM Ta 3BiTH wogo ix|HE 3aCTOCOBYEThCA

Bajijanii

2) BCMOKTYBaHHs He 3acTocoByeTbes
3) poznonin He 3acTocoByeTbes
4) meTaboni3m He 3actocoByerbes
5) BUBEJICHHS He 3acTocoByeTbCs

) ) . L He 3actocoByerbes
6) hapMakoKiHeTH4HI B3aeMOiT (HeKIiHiuHi)

7) inii hapMaKOKiHETHYHI JOCITIHKEHHS He 3acTocoBy€eThCs

4. Toxcukosoris: He 3actocoByeThea

1) TokcHuHICTb y pasi 01HOpa3oBOro BBeAeHHs |16 3aCTOCOBYEThCA

2) TOKCHYHICTb Y pa3i MOBTOPHHUX BBEJICHb He 3acrocoByerbes
3) reHOTOKCHYHICTB: He 3acTocoByeThes
in vitro

in vivo (Bmuouaioun popatkoBy ouimky 3|He3acTocoByerbes
TOKCHKOKIHETHKH)

4) KaHLEPOTeHHICTh: He 3actocoByerses




AOBrOCTPOKOBI I0CTIAKEHHS

He 3actocoByeTbes

KOPOTKOCTPOKOBI JOCITI/KEHHS abo
AOCTIKEHHS CepeaHbOT TPHBANOCTI

He 3acrocosyernes

MOOATKOBI JOCHimKEeHHs

He 3acTocoByeThes

5) penpoaykTHBHA TOKCHYHICTB Ta TOKCHYHHI
BIUTHB HAa PO3BUTOK MIOTOMCTBA:

He 3acTocoByeTbes

BIUIAB  Ha  QepruibHicTs i paumiif
eMOpioHabHII PO3BUTOK

He 3acTocoByernscs

eMOpioTokcHuHicTE

He 3acTocosyeThes

MPeHaTabHa i MOCTHATANbHA TOKCUYHICTE

He 3acrocosyerscs

MOCIIUKEHHS, TIPH SIKHX Tperapar YBOIUTLCS
IOTOMCTBY (HECTaTEeBO3PiIUM TBapHHaM) Ta/a6o
OUIHIOETBCS BifaieHa mis

He 3acrocoByeTses

6) micueBa nepeHocHMicTh

He 3acrocoByeThes

7) NONATKOBI AOC/IIKEHHS TOKCHUHOCT]:

He 3actocosyetnes

AHTHTCHHICTB (YTBOPEHHS aHTHTIN)

He 3acrocoByerbes

IMYHOTOKCHYHICTB

He 3actocoByerscs

AOCIIIUKEHHS MEXaHI3MIB T

He sacrocoByeTnes

JliKapehKa 3aJ1esKHICTh

He 3actocoByethes

TOKCHUYHICTL MeTaboIiTiB

He 3actocoByeTtnes

TOKCHUHICTb JOMILIOK

He 3acTocoByeTses

1HILIE

He 3acTocoByerncs

5. BucHoBKH 11010 HekiHIYHOrO JIOCHiIKeHHs

He 3acTocoByerncs

[Ipencrarunk 3aseuuka (Bnacuuka
peecTpauiiHoro noceinuenHs)

(nionuc)




Non-Clinical Trial Reports

(number of registration certificate, if

available): ]

1. Name of the medicinal product j Mesopral, powder for solution for injection/infusion, 40 mg

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

2) Trials conducted o yes ] no

medicinal product” according to Article 10 (1) and 10 (2) of the Directive 2001/83/EC, as amended.

According to the Guideline on the investigation of bioequivalence CPMP/EWP/QWP/1401/98 Rev. 1/ Corr*,
studies are generally not required if'the test product is to be administered as an aqueous iniravenous solution con
active substance as the currently approved product”,

And the excipients are the same than the reference product and do not interact with the drug substance.

required to provide results of pre-clinical tests and clinical trials.

Non-clinical overview (module 2.4) has been prepared on the basis of published scientific literature.

Current application of the medicinal product Esomeprazole, 40 mg powder for solution for injection/infusion concerns “the generic

Therefore, it is not considered necessary to perform a bioequivalence study due to the medicinal product object of the application
is supplied as powder for solution for infusion to be administered intravenously and contains the same concentration in drug
substance, esomeprazole sodium 40 mg, as the reference product Nexium 1.V, 40mg Powder for solution for injection/infusion.

Since these conditions are fulfilled for the proposed medicinal product, BE study has not been performed and MAH shall not be

“Bioequivalence
taining the same

2. Pharmacology:

Mprimary pharmacodynamics j@ot applicable

B) secondary pharmacodynamics —HNot applicable

|3) safety pharmacology j@ot applicable

IQ pharmacodynamic interactions Tlﬁot applicable

I3. Pharmacokinetics:

1) analytical procedures and reports

on their validation Not applicable

EREEEEEREER

[2) absorption j@ot applicable
[3) distribution Jmot applicable
li) metabolism —’LNot applicable
5) excretion 1[&)t applicable
6)' pharmacokinetic interactions (non- Not applicable
clinical)

@ other pharmacokinetic studies |Mot applicable

=

4. Toxicology:

|1) Single dose toxicity ]LNot applicable

|2) Repeated dose toxicity jLNot applicable




3) Genotoxicity:

in vitro Not applicable

in vivo (including additional
assessment on toxicokinetics)

Not applicable

lﬂCarcinogenicity: WL j
Ilﬁng-term studies fﬂ\!ot applicable [
Ishort-term studies or mid-term stud@l&)t applicable j
[additional studies “@t applicable ﬁ
5) Reproductive and developmental

toxicity:

effects on fertility and early Not applicable

embryonic development

!embryotoxicity “Not applicable

|prenatal and postnatal toxicity —’@ot applicable

studies in which medication is
administered to the offspring )

" ; |
(immature animals) and/or long-term Mot spplicdble
effects are assessed

@ocal tolerance jmot applicable

7) additional toxicity studies: T| Not applicable

antigenicity (antibody response) “&)t applicable

immunotoxicity ]mot applicable ]
study of the mechanisms of action WLNot applicable —f
@rug dependence WlNot applicable |
ltoxicity of metabolites TlNot applicable 1
ltoxicity of impurities TINot applicable ]
|0ther —Hyot applicable —’

5. Conclusions on non-clinical study Not applicable

Marvsiak

(signature)

Anna Marusiak

Applicant (Marketing

Authorization Holder) Regulatory Affairs Business Partner

(full name)



3BiT npo kainivuHe BUNPOGyBaHAS

ME3OITPAJL, nopomok s PO3uMHy Iia in’ekuiii Ta indysiii o
I. Hassa nikapcekoro 3acoGy (3a nasBHocti -|40 Mry dmakoni Ne 10
HOMep peecTpauiiHoOro nocsinueHH:)
®apmauertuunuii sason “IIOJIbAAPMA” C.A.
2. BasaeHuk
Bupo6uuk (ninenuus, Bixnosizansua 3a BHITYCK Cepiif):
BHpOOHHLTBa JTaGopaTopioc Hopmon C.A. Icnanis
Jlaboparopioc Hopmon C.A. /
3. BupoGuuk Micliesnaxomkents BupoGHuKa Ta ampeca Micus mposamKeHms
foro pigneHOCTI.
Ponna ne Bansnekappico, 6, Tpec Kanroc, 28760 Mapnpun, Icnanis
/ Ronda de Valdecarrizo 6, 28760, Tres Cantos, Madryt, Spain.
4. ITposeneni BUNpoGyBanHs Tak HiX  Sxmo Hi, 06rpynryBarn.

Ioroune 3acTocyBanus mikapcbKkoro 3aco0y Mesomnpai, 40 Mr nopomky s PO34HMHY JUIs iH’ exuii/indysiii cTocyeTbes
«TEHePUYHOTO JIiKapchKOro 3acoby» BifmoBiaHo 1o crarti 10 (1) Ta 10 (2) Tupexrusu 2001/83/EC 3i 3minamu.
Binnosinto no Kepisuuurea 3 mocmimkenus GioekeiBanentrocti CPMP/EWP/QWP/1401/98 Rev. 1/Corr* %
«nocrifkeHHs GloeKBiBaNeHTHOCTI, K NpaBuIo, He MOTPibHi, AKIO KoCinKyBaHHI npoaykt Oyne BBOAMTHCH Y
BHIVIA1 BOAHOTO PO3YMHY /ISl BHYTPIlHEOBEHHOIO BBG/ICHHS, 10 MICTHTh Ty CAMY aKTHBHY PEHOBHHY. PEUOBHHA K
Hapasi cxBaJleHHH NpoayKT.

Taxum umHOM, He BBaXKaeTHCS HEOBXITHHM MIPOBOMTH JOC/IKEHHS 6I0eKBIBaIeHTHOCTI, OCKIThbKH Jikapcekui 3aci6,
06’€KT 3a8BKH, MOCTAYAETHCA Y BHIIIALI TMOpOLIKY Ul PO3UMHY s iH(y3iH /U1 BHYTpIilIHBOBEHHOrO BRENEHHS Ta
MICTUTb TaKy camy KOHIEHTpALLio JIKApChKOT PEYOBHHH, esomenpasony Hatpito 40 mr, K i eTanoHHMIT npenapar.
npoaykt Nexium LV. Iopowok masa posunny ms iH’exuii/ingysii 40 Mr. A nonomixxi PEUOBMHH TaKi ¥k, fK i
pedepenTHHiT ipenapart, i He B3aeMOAIIOTH i3 cybceranuiero npenapary.

OCKiNbKM 11i YMOBH BUKOHYIOTBCS U1 3alPOTIOHOBAHOTO JIIKAPCHKOro 3acoBy, MOCIKEHHA Gi0eKBIBAIEHTHOCTI He
MPOBOJTHIIOCS, | BiJl BIACHHKA JO3BOJTY HE BHMAracThesl HaJaBaTH pe3yNnbTaTH JOKIiHIYHUX BUIIPOOYBAHB Ta KIIHIYHHUX
BHITPOOYBaHb.

Kniniunuii ornag (Mozyss 2.5) niaroTosneso #a ocHoBi ory01iKoBaHOT HayKOBOT NiTepaTypy.

1) tun nikapebkoro 3acoby, 3a sSIKum MpOBOAMIIACS

. He 3actrocorano
abo mnaHyeTbes peccTpariis

5. lloBHa wasea KiiniuHOro BHNPOGYBaHHs,|He sactocopano
KOZ0BaHHMH HOMep KJIiHi4HOro BUnpo6yBaHHs:

6. ®asa KIiHIYHOro BUIIPOGYBAHHS He 3acrocoBano

7. Tlepion nposenienHs KiTiHiuHOro BUMpoGyBanHs| He 3actocopano

8. Kpaiuw, ne mnposomumocs  kiiniune|He sactocosano
BUIIPOOYRaHHs




9. Kinbkicrs nocnimkypanux

He 3acTtocosano

10. Mera Ta
BUNpoOyBaHHs:A

BTOPHHHI Wi KjIiHiyHOrO

He 3acTocoBano

11. Tu3aiin kniniynoro BHIIPOOYBaHHs

He 3actocoBano

12. OcHoBHi kpuTepii BKIIOUEHHS

He 3actocoBano

13. HNocnimkysanuii mikapcekuit 3aci6, croci
3aCTOCYBaHHA, CHiia Oil

He 3actocoBano

14. Ilpenapar mnopisusuus, posa, crociG

3aCTOCYBaHHMA, CHIIA [ii

He zacrocorano

15. CynyTHa Tepanis

He 3actocoano

16. Kpurepii oninku edextrHOCT

He 3acTocorano

17. Kpurepii ouinku Gesnexu

He 3acTocosano

18. Cratuctuni Metonu

He 3acrocorano

19. Jemorpadiuni mnoxazuuku JIOCITiPKYBaHOT
TnonyJAuif (craTs, Bik, paca, TOIQ)

He 3actocorano

20. Pesynbratu eexTUBHOCTI

He 3actocoBano

21. Pesyneraru 6e3nexu

He 3acTocorano

22, BUCHOBOK (3aKJIFOUEHHS)

He 3actocoBano

[lpencrasuuk 3assuuka (BnacHuka
peecTpauiiiHoOro noceiaueHHs)

(nionuc)

(mianuc)
_ AHPEKTOP aEpap

TYARTOPHKX

D VRYTA | M
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Clinical Trial Report

1. Name of the medicinal product (number of MESOPRAL, powder for solution for
registration certificate, if available) injection/infusion, 40 mg

E Applicant |[Pharmaceutical Works POLPHARMA S.A., Poland j

Manufacturer (batch release site):

LABORATORIOS NORMON, S.A.

Ronda de Valdecarrizo, 6 — 28760 Tres Cantos — Madrid
(SPAIN)

3. Manufacturer
Site of manufacture (manufacture, packaging, quality
control testing):

LABORATORIOS NORMON, S.A.
Ronda de Valdecarrizo, 6 — 28760 Tres Cantos — Madrid
(SPAIN)

4. Trials conducted: O yes no If not, substantiate

Current application of the medicinal product MESOPRAL, 40 mg powder for solution for injection/infusion
concerns “the generic medicinal product” according to Article 10 (1) and 10 (2) of the Directive 2001/83/EC,
as amended.

According to the Guideline on the investigation of bioequivalence CPMP/EWP/QWP/1401/98 Rev. 1/
Corr**, “Bioequivalence studies are generally not required if the test product is to be administered as an
aqueous intravenous solution containing the same active substance as the currently approved product”,
Therefore, it is not considered necessary to perform a bioequivalence study due to the medicinal product
object of the application is supplied as powder for solution for infusion to be administered intravenously and
contains the same concentration in drug substance, esomeprazole sodium 40 mg, as the reference product
Nexium LV. 40mg Powder for solution for injection/infusion. And the excipients are the same than the
reference product and do not interact with the drug substance.

Since these conditions are fulfilled for the proposed medicinal product, BE study has not been performed and
MAH shall not be required to provide results of pre-clinical tests and clinical trials.

Clinical overview (module 2.5) has been prepared on the basis of published scientific literature.

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

Not applicable

5. Full name of the Clinical Trial, clinical trial :
Not applicable

code
(6. Clinical trial phase [Not applicable |
[7. Period of the clinical trial Not applicable ‘

8. Countries where the clinical trial was

conducted Not applicable




@ Number of study participants

INot applicable

10. Goal and secondary objectives of the clinical
trial

Not applicable

ul. Design of the clinical trial

1N0t applicable

|12. Main inclusion criteria

I Not applicable

L

13. The investigational medicinal product,
method of administration, strength

Not applicable

14. Comparator, dose, method of administration,
strength

Not applicable

ILS. Concomitant therapy

"&t applicable

|16. Efficacy evaluation criteria

|Not applicable

|17. Safety evaluation criteria

IB\Iot applicable

|18. Statistical methods

|[Not applicable

L

19. Demographic characteristic of study Not applicable
population (gender, age, race, etc.) pp
BO. Efficacy results [Not applicable

Ig. Safety results

|INot applicable

22. Conclusion

Not applicable

Biowaiver justification (if applicable):

Marwsiak

(signature)

Applicant (Marketing Anna Marusiak

Authorization Holder)

Regulatory Affairs Business Partner

(full name)



