Non-Clinical Trial Reports

1. Name of the medicinal product Cholecalciferol, 20 000 1U, capsules, soft
(number of registration certificate, if
available):

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

2) Trials conducted o yes E 1o

The medicinal product Cholecalciferol, 20000 IU, capsules, soft has been qualified as
well-established product and as a medicinal product containing an active substance which has been in
well-established medicinal use.

Therefore MAH shall not be 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.

2. Pharmacology: “

[1) primary pharmacodynamics —||Not applicable
|2) secondary pharmacodynamics Not applicable
3) safety pharmacology Not applicable
4) pharmacodynamic interactions [Not applicable
B Pharmacokinetics:

1) analytical procedures and reports

on their validation Not applicable

|2) absorption Not applicable
3) distribution ~ |[Not applicable
|4) metabolism Not applicable
|5) excretion Not applicable
Sl)igi}:;rl;nacokinctic interactions (non- ot aplisabile
7) other pharmacokinetic studies ”Not applicable
4. Toxicology:
1) Single dose toxicity Not applicable
|2) Repeated dose toxicity Not applicable
3) Genotoxicity:
Not applicable
in vitro
psessment o toxieokinetes) oL epplicabe |
4) Carcinogenicity: —|

long-term studies WlNot applicable




Ehort-term studies or mid-term studies [Not applicable |

additional studies Not applicable

5) Reproductive and developmental

toxicity:

i Not applicable

embryotoxicity Not applicable

prenatal and postnatal toxicity Not applicable

studies in which medication is

Cmmatue aimale) ot Lng-tm | NOF SPPlicable

effects are assessed

6) local tolerance Not applicable |

7) additional toxicity studies: |LNot applicable I

antigenicity (antibody response) Not applicable _I

]immunotoxicity Not applicable —|

|study of the mechanisms of action ||N0t applicable

|drug dependence “I\Lot applicable

Itgxicity of metabolites lNot applicable —l

Itoxicity of impurities Not applicable T

|other Not applicable —|
B

[5. Conclusions on non-clinical study "Not applicable

Malgorzata Brud
Mod bona afee B ok
RA Business Partner

(signature)

Applicant (Marketing Matgorzata Brud
Authorization Holder)
Regulatory Affairs Business Partner

(full name)



3BiT npo HekJiHiYHe BUNpPOGYBaHHs

1. Haspa nikapcbkoro 3acoby (3a HasBHOCTI -
HOMEp peecTpaLifHOro MoCBiaYeHHs):

OJIJETPHM® 13 ¢hopme 20 000 (OLIDETRIM D3 Jorte 20 000),
(xonexanvyugpepon), 20000 MO, xancynu m axi

1) Tun nikapcbkoro 3acofy, za  sKuM
npoBoauiacs abo nuaHyeTbes peecTpallis

Jlikapcbkuii 3aci6 3 106pe BHBUCHHM MeIHYHHM 3aCTOCYBaHHAM

2) Iposeneni BunpoGypans

Taxk Hi X

Jliapewkwnii 3aci6 OJIIETPHM® J13 hopme 20 000, a1 ’axi xancynu no20000 MO,, xeanidikyerses sk npoaykt 3 goGpe
BUBYEHHM ME/IMYHHM 3aCTOCYBAHHSM | SIK JlikapehKHii 3aci6, 1o MicTHTE Airouy peqoBHHY, 100pe BiAOMY B MeIHLIMHI.
Binnosiano, BracHuk peectpauiifHoro nocBinuenns He 3060B'S3aHM Ha/laBaTH PE3y/IbTATH JOKIJIHIYHHUX TECTIB Ta

KJIIHIYHHX BUIPOOYBaHb.

Hexniniunuii ornsin (Moayns 2.4) niAroToBNIeHO Ha OCHOBI ony0bnikoBaHOT HayKOBOT JiiTepaTypH.

2. dapmakonoris:

1) nepBuHHa (apmakogHHaMika

2) BTopHHHA hapMakoaMHaMiKa

3) dapmakomnoris Gesnexu

4) bapmakonuHaMiuHi B3aeMoOiT

3. dapmakoKiHeTHKa:

1) aHaniTM4YHI METOJMKM Ta 3BiTM OO IX
BaTimanii

2) BCMOKTYBaHHS

3) pozmonin

4) merabonizm

5) BUBeIEHHSA

6) papmaxokineTuuHi B3aeMoIii (HeKTiHiYHi)

7) inui hapMaKoKiHETHYHI JIOC/TiIKEHHS

4, Tokcukomnoris:

1) TOKCHUHICTD y pa3i OHOPA30BOro BBEACHHS

2) TOKCHYHICTb Y pasi MOBTOPHHUX BBE/ICHb

3) reHOTOKCHYHICTE:
in vitro

in Vvivo (BKIOYAIOYH NOJATKOBY OLIHKY 3
TOKCHKOKIHETHKH)

4) KaHIEPOreHHICTh:

JIOBTOCTPOKOBI JA0OCI I3KEHHS

KOPOTKOCTPOKOBI JOCITIKEHHS abo
JOCTIPKEHHS cepeHBOT TPUBAJIOCTI

JOJATKOBI AOCIIPKEHHS

5) penpoayKTHBHA TOKCHYHICTh Ta TOKCHYHHI
BIUTHB HA PO3BUTOK OTOMCTBA:

BIUIMB  Ha  (DEPTHIIBHICTH i paHHiH
eMOpioHaIBHKIT PO3BUTOK

€MOpIOTOKCHUHICTD

MpeHaTajbHa i MOCTHATAIbBHA TOKCHYHICTh




JOCII/DKEHHS, TNPH SKHUX [IPENapaT YBOJUTHCS
MOTOMCTBY (HECTATEBO3PITUM TBapHHaM) Ta/aGo
OLHIOETBCSA BiflZlaJICHa [ist

6) MiclieBa NePEHOCUMICTD

7) MOJATKOBI AOCHIPKEHHS TOKCHYHOCTI:

AHTHIEHHICTh (YTBOPEHHS AHTHTLN)

IMyHOTOKCHYHICTB

JOCITiIKEHHS MEXaHI3MIB T

JIKapCHKA 3aJIe3KHICTD

TOKCHYHICTE METabOIITIB

TOKCHYHICTb JOMIILIOK

iHLIE

5. BUCHOBKH I11[0/10 HEKTIHIYHOTIO 1OCIIIKEHHS

3asenuk (BracHuk peectpaiiiinoro nocsinuenms)

(niomypERTOP SENAPTAMENTY 8

(mianue HTAHD
Manr ﬁﬁﬂ‘ﬁl%“ HX !




3BiT npo jokainiuHe KOCTIAKEHHS

1. Haspa nikapcbkoro 3acofy (3a HasBHOCTI -
HOMEp peecTpaLiiHOro NOCBiq4YeHHs):

OJIIHETPHM® J3 hopme 20 000
(OLIDETRIM D3 forte 20 000),

1) Tun nikapcekoro 3acofy, 3a  SKHM
NpoBoAMaacs abo MIaHyeTbCS PeecTpaLlis

Jlikapcbkuii 3aci6 3 100pe BUBYEHHM MEAHYHHM 3aCTOCY BAHHSAM

2) TlpoBeneHi BunpoGyBaHHs

Tax Hi X

Jixapceruit sacié OJIIJETPHM® J{3 gopme 20 000, m'axi kancyau no 20000 MO, KEALihiKyembes Ak npodyKm 3
Oo0pe GUBYEHUM MeOUHUM 3ACMOCYEAHHAM | 5K IIKAPCLKULl 3aci, wo micmums Oilouy pevosuny, 0obpe sidomy 6

Meduyumi.

Bionogiono, Baacnux peccmpayiiinozo noceiouenns we 30606's3anuii Haoasamu pes3yibmamu OOKNIHIYHUX mecnie ma

KAIHIYHUX 6UNPOOYEaHD.

2. ®apmakonoris:

1) nepeuHHa papmakogHHaMika

JIOKIiHIYHI TOCTIIKEHHS HE TIPOBOIHIIHCS

2) BropuHHa (apmMakoHHaMiKa

JlOXIiHIuHI JOCTIKEHHS HE IPOBOIUITHCS

3) dbapmakosnoris Gesnexu

JlokminigHi nocTi/pKeHHS He IPOBOIHIHCS

4) papmakoauHamMiuHi B3aeMOiT

JIOKIiHIUHI JOCIiJDKEHHS HE TIPOBO/THIIHCS

3. ®apmakokiHeTHKa:

1) aHaniTH4Hi METOAMKH Ta 3BiTM WOAO iX
BasTigarit

JIoKniHiYHI TOCTiIKEHHS He IPOBOIMITHCS

2) BCMOKTYBaHHS

JIOKMiHIYHI JOCHIKEHHS He MPOBOIUIHCS

3) posnogin

JlokiHiuHI JOCIIIKeHHS He MTPOBOIMIHCS

4) merabotizm

JloxniniuHi JOCTiKEHHS He TPOBOIMIHCS

S) BUBeaEHHS

JloKmiHiYHi JOCITIJKEHHS HEe TIPOBOIUIIHCH

6) GapmakokiHeTHUHI B3aeMOJIiT (HEKJIiHIUHI)

JIOKTiHIYHI JOCTiKEHHS HE MPOBOIHIHCS

7) inwi papMakoKiHETHYHI JOCIIPKEHHS

JIoKIiHIYHI DOCHI/PKEHHS HE MPOBOIAIHCS

4. TokCHKOIOrS:

|) TOKCHUHICTD y pa3i 0AHOPA30BOro BBEAEHHS

JIoKmiHIYHI JOCHI/DKEHHS HE TIPOBOIHIIHCS

2) TOKCHYHICTb Y pa3i NOBTOPHHMX BBEJEHb

JIOKIIHIYHI JOCIIKEHHS HE TTPOBOIHIIHCS

3) reHOTOKCHYHICTh:
in vitro

JIOKJIIHIUHI JOCTiIKEHHS He [TPOBO/IHIHCS

in Vvivo (BKJIIOYAIOYM JOJATKOBY OILHKY 3
TOKCHKOKIHETHKH)

JIOKJIIHIYHI DOCTIKEHHS HE TPOBOTHITHCS

4) KaHUEPOTEeHHICTh:

JIOKTIHIYHI JOCTIPKEHHS HE IPOBOHIIHCS

JIOBTOCTPOKORBI JIOCIII JKEHH3

JIOKITiHIYHI JOCIIKEHHS HEe TIPOBOTHIIHCS

KOPOTKOCTPOKOBI JIOCiIPKEeHHS abo
JOCITKEHHs cepeIHbOT TPHUBAJIOCTI

JIOKITIHIYHI JOCII/KEHHS HEe MPOBOHIIHCS

JIOJATKOBI JOCITIIKEHHS

JIOKIIIHIYHI JOCIJKEHHS HE TIPOBOIMITHCS

5) penpomyKTHBHA TOKCHYHICTL Ta TOKCHYHHI
BIIMB Ha PO3BHTOK [TOTOMCTBA!

JIOKITiHIYHI JOCIIPKEHHS HE MPOBOIHIIHCS

BIUIKBE  HAa  (epTHABHICTE 1 paHHiK
eMOpioHa/IbHHI PO3BHUTOK

JIOKTIHIYHI JOCITIPKEeHHS HE TPOBOIHIIUC

eMOpIOTOKCHYHICTh

JIOKTIHIYHI JOCTIJKEHHS HE IPOBOAMIMCS




NpeHaTalibHa i I0CTHATAIEHA TOKCHYHICTh

JIOCITI/PKEHHS, NPU SKMX TIPenapaT YBOXUTLCSA JloKITiHIYHI TOCII/PKEHHS HE IPOBOIHIIHCS
MOTOMCTBY (HECTATEBO3PINMM TBapHHAM) Ta/abo
OLIHIOETbCS BiganeHa Jiis

6) MicLieBa MepeHoCUMiCTb JIOKITiHIuHI JOCIIIKEHHS He MPOBOIHIIHCS
7) NOJIATKOBI JIOCAIAKEHHS TOKCHUHOCTI: JIoKTiHIYH] TOCTIKEHHS He TPOBOIUITHCS
aHTHICHHICTb (yTBOPEHHS AHTHTIN) JloKmiHIYHI JOCITiIKEHHS HE TPOBOIMITHCS
IMYHOTOKCHYHICTB JloxniHIYHI JOCTiHKEHHS HE TIPOBOIUITICS
JOCITI/KEHHA MEXaHI3MIB i1 JIoKmiHiYHI JOCTIKEHHS HE [IPOBOIHITHCA
JKapChKa 3aj1eXkKHICTh JloxniHIYHI DOCHI/PKEHHS HE IPOBOIHIIHCS
TOKCHYHICTL MeTabOiTIR JIOKIIiHIUHI NOCiJDKEHHS HE TIPOBOHIIHCS
TOKCHUYHICTb AOMILLOK JIOKiHIUHI JOCHTIPKEHHS HE TPOBOIHIINCS
iHwe JIOKIIHIYHI TOCHI/PKEHHS HE ITPOBOAMIIHCS

. , KJIIHIYHI JOCTiKeHHSI H BOJIHJIH
5. BHCHOBKH oA0 JOKJIIHIYHOTO AOCKEHHSA HO AURIILACH & HpO AR

(nionuc)

(nignuc)ss

3aseHuk (BnacHuk peectpatiiinoro nocsipuenns)



Clinical Trial Report

1. Name of the medicinal product (number of Cholecalciferol, 20 000 1U, capsules, soft
registration certificate, if available)

2. Applicant |Pharmaceutical Works POLPHARMA S.A,, Poland |

Manufacturer (batch release site):
Pharmaceutical Works POLPHARMA S.A.
Medana Branch in Sieradz

10 W. Lokietka St, 98-200 Sieradz

Poland

s MArIRCHISY Site of manufacture (manufacture, packaging, quality
control testing):

Pharmaceutical Works POLPHARMA S.A.

Medana Branch in Sieradz

57 Polskiej Organizacji Wojskowej St,

98-200 Sieradz

Poland

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

The medicinal product Cholecalciferol, 20 000 IU, capsules, sofi has been qualified as well-established
product and as a medicinal product containing an active substance which has been in well-established
medicinal use.

Therefore 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 Mot applicable
5. Full name of the Clinical Trial, clinical trial !
Not applicable
code
6. Clinical trial phase ||N0t applicable I
7. Period of the clinical trial Not applicable |

8. Countries where the clinical trial was .
Not applicable

conducted

|9. Number of study participants Not applicable ]
tlr?élGoaI and secondary objectives of the clinical et applicable

[11. Design of the clinical trial Not applicable

| 12. Main inclusion criteria Not applicable

13. The investigational medicinal product,

method of administration, strength ot applicals




14. Comparator, dose, method of administration,

stvength Not applicable

|15. Concomitant therapy ”Not applicable 1
16. Efficacy evaluation criteria Not applicable —|
17. Safety evaluation criteria Not applicable |

|18. Statistical methods B\Iot applicable |

19. Demographic characteristic of study

population (gender, age, race, etc.) Hotgppliceble
20. Efficacy results Not applicable l
21. Safety results Not applicable
22, Conclusion Not applicable

Biowaiver justification (if applicable):

Matgorzata Brud

oy 5
Mot Gona edoe B ol
RA Business Partner

(signature)

Applicant (Marketing Matgorzata Brud
Authorization Holder)

Regulatory Affairs Business Partner

(full name)



3BiT npo KJiHivHe BUNpPoOyBaHHs

OJIITETPHM® /13 hopme 20 000

I Hassa nikapcekoro 3acoGy  (3a|(OLIDETRIM D3 forte 20 000)
HaABHOCTI - HOMEp peecTpaLiiiHoro

MOCBIIYEHH )

®Dapmauertuunuii 3ason “TIOJILOAPMA” C.A.
2. 3asBHUK

BupoGhuk (ainbHULA, BiANOBiZaIbHA 32 BHITYCK cepiil):

@apmauestuynui 3apoa “IIOJIbOAPMA” C.A.
Binnin Menana 8 Cepansi_
Byn. Bnagucnasa /loketka, 10, Cepaas, 98-200, Monbuwia

3. Bupobumk Ainoruys, eionosioansna 3a 6upobHUYMEO (6U20MOGNEHHS, NAKYGAHHS,

GUNPOOYEAHHS 6 PAMKAX KOHMPOIIO AKOCTT)

Papmauertaunuii 3asoa “I[IOJIb@APMA” C.A.
Bignin Menana B Cepangi

ByJ1. ITonscbkoi Opranisaitii BiicekoBoi, 57
98-200 Cepans, IMonbina

4. TIpoBeaeHi BUnpoGyBaHHs Tak __ Hi X  Skmo Hi, o6rpyHTYBaTH.

Jlikapeeknii 3aci6 OJMIAETPHM® /I3 gopme 20 000, m’sxi, kancyau no 20000 MO, xsanipikyeTbes sK MPOAYKT 3
foOpe BMBYEHHM MEIHYHHM 3aCTOCYBAHHAM i K Jkapchkuii 3aci6, WO MicTUTH Ail0dy pedoBHHY, 106pe BiIoMy B
MEIHLMHI.

Binnosinno, BnacHuk peectpariiiHoro mnocBiqyeHHs He 3000B'93aHMii HanaBaTH pe3ysbTaTH JOKIIHIYHMX TECTiB Ta
KJTIHIYHUX BUTPOOYBaHb.

Kniniynuii ornan (Momysie 2.5) MiAroToB/IeHO Ha OCHOBI oMy O/IiIKOBaHOI HAYKOBOI JTITEPATypH.

1) tun nikapcbkoro 3acoly, 3a SKUM

. |He 3acTocoBano
npoBoauiacs abo NIaHyeTbCs peecTparlis

5. [ToBHa Ha3Ba KiiniuHoro|He 3actocoBano
BUIIPOOYBaHHS, KOJIOBaHHH HOMeEp
KIiHIYHOTO BUNpOoOyBaHHS

6. ®aza KIiHIYHOrO BUIIPOOYBAHHS He 3actocosano

7. [TIlepion mnposenenns kniniuHoro|He 3actocosano
BUNPOOYBaHHA

8. Kpainu, ne npopoausocs wiiHiuHe|He 3acTocoBaHo
BUIPOOYBaHHS

9. KinbKicTb DOCHiAKYBaHHX He 3acTocoBano

10. Mera Ta BTOpHMHHI Wini kiiHiyHoro|He 3acTocosano
BUIPOOYBaHHS

11. du3aiin kninivHoro BunpoOyeanns  |He 3actocosano




12. OcHoOBHI KpuTepil BKIIOYEHHS

He 3acTocorano

13. Jocnimxysanuii Jikapcbkuil 3aci6,
crocib 3acTocyBaHHs, cuia aii

He 3acTocorano

14. Ilpenapar nopiBHsAHHS, 1033, CrociG
3aCTOCYBaHHS, cuna aif

He zactocosano

15. CynmyTHs Tepanis

He 3acTocosano

16. Kputepii onliHku eheKTHBHOCTI

He 3acTocoBano

17. Kpurepii ouinku Gesneku

He 3acTocoBano

18. CratucTHuHI MeTOAH

He 3acTocoBano

19. Hemorpadiuni MOKa3HUKH
Jocnipkysanoi nonynauii (crate, Bik,
paca, TOIIO)

He 3acTocoBaHo

20. PesynbraT €peKTHBHOCTI

He 3acTocoBano

21. Pesynpraru Ge3nexu

He 3acTocoBano

22. BUCHOBOK (3aKJIKOUEHHS!)

He zactocoBano




