Non-Clinical Trial Reports

1. Name of the medicinal product
(number of registration certificate, if |Biotebal (Biotin) 5 mg, 10 mg, tablets
available):

1) type of the medicinal product, by
which registration was conducted or | Well-established medicinal use
planned

2) Trials conducted yes no

The medicinal product Biotebal (Biotin), 5 mg and 10 mg, tablets concerns “theactive substance with

well-established medicinal use” according to Article 10a of the Directive 2001/83/EC, as amended. Non-

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

|2. Pharmacology: H

{1) primary pharmacodynamics H

|2) secondary pharmacodynamics |L

13) safety pharmacology H

|4) pharmacodynamic interactions —‘L

‘3. Pharmacokinetics:

.

1) analytical procedures and reports
on their validation

[2) absorption I

13) distribution

{4) metabolism

5) excretion ”

.

6) pharmacokinetic interactions (non-
clinical)

|7) other pharmacokinetic studies ”

|4. Toxicology:

|1) Single dose toxicity “

|2) Repeated dose toxicity H

-

3) Genotoxicity:

in vitro

in vivo (including additional
assessment on toxicokinetics)

|4) Carcinogenicity: [

llong-term studies [




\short-term studies or mid-term studies ”7 = l
ladditional studies I . J

5) Reproductive and developmental
toxicity:

effects on fertility and early
embryonic development

|embryotoxicity H

prenatal and postnatal toxicity

studies in which medication is
administered to the offspring
(immature animals) and/or long-term
effects are assessed

6) local tolerance

|7) additional toxicity studies: ||

lantigenicity (antibody response) “

’immundtoxicity ”

[study of the mechanisms of action ||

ldrug dependence ||

‘toxicity of metabolites ||

ltoxicity of impurities H
lother |
|5. Conclusions on non-clinical study |

Applicant (Marketing (signature)
Authorization Holder)

(full name)
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Clinical Trial Report

1. Name of the medicinal product (number of
registration certificate, if available)

Biotebal (Biotin), 5 mg and 10 mg

2. Applicant

Pharmaceutical Works Polpharma S.A

3. Manufacturer

Pharmaceutical Works Polpharma S.A

4, Trials conducted:

T yes X no If not, substantiate

The medicinal product Biotebal (Biotin), 5 mg and 10 mg, tablets concerns “theactive substance with well-
established medicinal use” according to Article 10a of the Directive 2001/83/EC, as amended. 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

well-established medicinal use

LS. Full name of the Clinical Trial, clinical trial code

|

]6. Clinical trial phase

|

|7. Period of the clinical trial

|

|8. Countries where the clinical trial was conducted

L

9. Number of study participants

L

10. Goal and secondary objectives of the clinical trial

L

11. Design of the clinical trial B

12. Main inclusion criteria

|

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

14. Comparator, dose, method of administration,
strength

| 15. Concomitant therapy —H

| 16. Efficacy evaluation criteria —H

|17. Safety evaluation criteria

|

|18. Statistical methods

19. Demographic characteristic of study population
(gender, age, race, etc.)

|20. Efficacy results

[21. Safety results

[22. Conclusion

Applicant (Marketing (signature)
Authorization Holder)

(full name)




3BIT

Npo KJiHiYHe BUIPoOyBaHHSA

1.HazBa JKapChKOTro 3acoby | BIOTEBLAJI/ BIOTEBAL,

(32 HAsIBHOCTI —  HOMEp  peecTpauiiinoro | mabnemxu no 5 mz ma no 10 me

[OCBIAUEHHS )

2. 3asBHUK Dapmayesmuunuii 3a600 «llonspapmar C. A.,
Honvwa

3. Bupobuuk Dapmayesmuynuii  3a600 «llonepapmar C. .
Honvwya

4. TIpoBeJieHi gocmimkenns: Hi.

1) Tun ;ikapcekoro 3acoQy, 3a SIKHM
IIPOBOJMIIACS ab0 IUIAaHYEThCS PEECTPaLlis

JIIKAPCBKHH 3ACIF, AKHH MAE JOBPE

BUBYEHE ME/IHYHE 34CTOCYBAHH

5. IloBHa Ha3pa KIiHiYHOTO BUMPOOYBaHHS,
KOJIOBaHHH HOMEP KIIHIYHOI'O BUIIPOOYBaHHS

6. da3za KIiHIYHOTO BHIIPOOYBAHHSI

7. llepion  mpoBemeHHA  KIHHIYHOIO |3 1o
BUIIPOOYBaHHSA
8. Kpaimm, ne mnpoBogminocs KiiHiuHe -
BUIIPOOYBaHHA
9. KinpKicTb 10CHi Ky BaHHX 3allJlaHOBaHa:

bakriana:

10. Mera Ta BTOpWHHI I KIiHIYHOrO
BUIIpOOyBaHHS

11. Jluzaiin K1iHigHOTO BHNIPOOYBAHHS

12, OcHOBHI KpUTepil BKIKUYEHHS

13.  JocmimpkyBaHuit mikapchkuil  3aci6,
crocid 3acTocyBaHHs, CHIA il :

14. TIpemapaT mopiBHAHHS, 1033, CIOCIO
3aCTOCYBaHHs, CHIA T

15. CynyTHs Teparis

16. Kpurepii oninku edextusaocTi

17. Kpurepii oninku Ge3nexn

18. CraTucTiydi MeToau




il Hemorpadivuni MTOKA3HUKH -
JIOCIIiJKYBaHOT MOyl (ctath, BiK, paca,
TOIO) ‘ '

20. Pesynbrati edekTHBHOCTI -

21. Pesynbratu Ge3nexu =

22. BUCHOBOK (3aKIIFOUCHHS) -

[IpencraBHuk BnacHUKa /
3agBHUK (BITACHHK PeCCTPALiifHOTO MOCBIUEHH)

(miaruc)
Kepignux pecynsamopnozo 6i00iny

TOB Ioneghapma Yypyma ILM.
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3BIT

Nnpo AOKJIiHIYHI 10¢/IiIKEeHHA

1. Ha3zga nikapcekoro 3aco0y (3a HassBHOCTI —
HOMEpP PEECTPALIIHHOTO ITOCBIIUEHHS):

BIOTEFRAJI/ BIOTEBAL,

mabnremxu no 5 mz ma no 10 m2
eUPOOHUYMEA Dapmayesmuynuti
«Ilonvghapmar C. A., Honvwya

30600

1) Tun nikapcbkoro 3acody, 3a SKUM
npoBoamIacs abo IIAHYETHCS PeECTpallis

JIIKAPCHKHH 3ACIF, AKHH MAE IJOFPE
BHBYEHE MEJTHYHE 3ACTOCYBAHHA

2) mpoBeieHi JTOCIiKeHHSI

Hi.

2. dapmakoioris:

1) nepBunHa (papMakoHHAMIKA

2) BTOpHHHA (papMaKoMHaMiKa

3) dapmakoioris Oe3nexu

4) papmakonuHaMivHI B3aeMOIiT

3. dapmakoKiHeTHKA:

1) aHaTITUYHI METOIMKH Ta 3BITH IIOTO IX
Basimarmil

2) BCMOKTYBaHHS

3) poznoain

4) meTtabomizm

5) BUBEIEHHS

6) hapmakokiHeTHUHI B3aeMOIiT (HOKIiHiYHI)

7) iH1 (hapMaKOKIHETHYHI JOCIIIPKEHHS

4, Tokcukooris;

1) TOKCHYHICTB y pa3i 0JTHOPA30BOI0 BBEICHHS

2) TOKCHYHICTD y pa3i MOBTOPHUX BBEICHE

3) TeHOTOKCHYHICTB:
in vitro




in vivo (BKJIIOYAIOUH JI0JIATKOBY OIIHKY
3 TOKCHUKOKIHCTHKH)

4) KaHIIepOTeHHICTE:

JIOBFOCTPOKOBI JTOCIKEHHS

KOPOTKOCTPOKORBI A0CIIPKEHHs a0
JOCTTIDKEHHS cepeIHBOT TPHBATIOCTI

JNOJJATKOBI JOCIIIKEHHSA

5) pernpoayKTHBHA TOKCHYHICTE Ta TOKCHUHHIH
BIUIMB Ha PO3BHTOK IIOTOMCTBA:

BIUIMB Ha (PePTHIILHICTD 1 paHHii
eMOpioHaNLHIH PO3BHTOK

eMOpIOTOKCHYHICTE

IIpeHaTajlbHa i mocTHATAIbEHA TOKCHIHICTE

JOCTIDKEHHS, TIPH AKHX Mpenapar YBOIUTHCS
MIOTOMCTBY (HECTATEBO3PIIUM TBapHHAM)
Ta/ado OLIHIOETHCS Bimanena ais

0) MicIieBa NepeHOCUMICTh

7) momaTKOBI JOCII/KEHHS TOKCHYHOCTI:

AQHTUTCHHICTE (YTBOPEHHS aHTUTIN)

IMYHOTOKCHYHICTH

IOCTIKEHHS MEeXaHi3MiB il

JKapchKa 3aIeKHICTh

TOKCHYHICTH MeTaboJIiTIiB

TOKCHYHICTH JOMIIIOK

iHIIe

5. BUCHOBKH 111010 JIOKJIIHIYHOTO BUBUEHHS

[TpencraBHUK BIacHUKA /

Ke GHUR DE2ynsimopiozo 6i00iny

¥




