Jonarok 29

1o Iopsnky mpoBeaeHHS eKCIIEPTU3H
peECTpallifHUX MaTepiaiB Ha JTiKapChbKi
3aco0H, M0 MOAAIOTECS Ha AePIKaBHY
peecTpariito (TepepeecTpariio), a TAKOX
€KCIIEPTH3H MaTepialiB PO BHECEHHS
3MiH JI0 peECTpallifHUX MaTepiariB
IIPOTArOM Jii peecTpartiitHoro
[OCBiTYEeHHS

(nyuxT 4 posainy IV)

3BIT
MPpo AOKJIHIYHI J0CTIIKeHH

1. Hazpa nixapcekoro 3acody (3a T'EPBIOH® ICJIAHJICEKUI MOX, nb0asHUKH
HasBHOCTI - HOMep peecTpaniiHOro
TTOCB1TUEHHS ):

1) Tin ikapcsKoro 3aco0y, 3a skuM TpangnniitHuiA TikapchKuit 3aci6
poBOAMIIACS ab0 MIAHYEThCS

peecTparis

2) npoBejieH1 JOCTIHKEHHS O Tak I i Ockinbku JTikapesKuit 3acib, 10 peecTpy€eThes
€ TpaJMI[IHHAM JTIKAPCHKHM 3ac000M JOKIiHIUHI TOCITIIKEHHS
He IpoBoAsThECs Bianosiano o Crarri 16a (1) lupexkrusu
2001/83/€C.

2. dapMaxooris: V BigmosigrocTti go Crarri 16a (1) Jupexrusu 2001/83/€C

J101aTKOBI (hapMaKoIoriuHi BUIIPOOYyBaHHA HA TBAPHHAX HE
BUMAraroTbcs. ToMy I0JATKOBI JOKIIHIYHI JOCIIPKEHHS HE
IIPOBOTHITHCS.

1) nepBuHHa (apMaKkoIMHaAMIKa /
2) Bropunta papmMakoMHaMiKa /
3) dbapmaxororis Oe3nexu /
4) hapmakouHamidHi B3aemomii  /

3. dapmMakoKiHETHKA: V Bignmosiguocti g0 Crarri 16a (1) Jupextusu 2001/83/€C
JOaTKOBI (hapMaKOKiHEeTHYHI Blmpeﬁyaaﬁﬁﬂ Ha TBApUHAX HE

-

BHMararmTecs. Tomy 110,[[&’1}»26&! hﬂk@llm gocnlﬂmeHHﬂ HE

IIPOBOIMIIHCS , /A
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1) aHamiTHYHI METOMMKH Ta 3BiTH/ OAXIBEUD B]ﬂﬂa‘ﬂ?f
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2) BCMOKTYBaHHS

3) po3noia

4) meTaboniam

5) BUBEICHHS

6) hbapMakoKiHETHYHI B3aEMOIl
(toKIiHIYHi)

7) inmmi hapMakoKiHETHYHI
JIOCIIIKEHHS

4. TokcHKOIOTis:

1) TokCcHYHICTE ¥ pasi
0/IHOPa30BOT'0 BBEICHHS

2) TOKCHYHICTE Y pa3i MOBTOPHHUX
BBEJICHb

3) reHOTOKCHYHICTE:
in vitro

in vivo (BKJIIOYAIOYH JOJATKOBY
OITIHKY 3 TOKCHKOKIHETHKH )

4) KaHIICPOTEHHICTh!
JOBrOCTPOKOBI OCITIKEHHS

KOPOTKOCTPOKOBI JOCIIKEHHS
a00 10C/II/DKEHHS CEPEeIHBOL
TPHUBAIOCTI

JIOJIATKOBI JOCIILHKEHHS

5) pempoIyKTUBHA TOKCHUHICTD Ta
TOKCHYHUM BIUIMB HA PO3BHUTOK
MOTOMCTBA:

V signosigaocti go Crarti 16a (1) upextusu 2001/83/€C
JIOJIATKOBI TOKCHKOJIOTiYHi BUIIPOOYBaHHS HA TBApHHAX HE
BHUMAraroTecsi. TOMy /10aTKOBI TOKIIIHIUHI JOCTI/KEHHS HE
IIPOBOJTHIIUCS

NEPEKNAA B I\EHHA

/ GAXIBEUD BIAMRY 2
PEECTPALIT < A5
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BILTUB Ha (PePTHIILHICTD 1 paHHIl
eMOpIOHAILHHN PO3BUTOK

eMOpIOTOKCHYHICTB

IpeHaTagbHa 1 MOCTHATAIBHA
TOKCUYHICTH

JOCITDKEHHS, TPH SIKKX MIpernapaT
BBOJIUTHCS IIOTOMCTRY
(HecTaTeBO3PLTMM TBAPHHAM)
Ta/ab0 OLIHIOETHCS BiIJAIEHA JIist

6) MicIieBa IIEpeHOCHMICTh

7) IOATKOBI JOCIiKEHHS
TOKCHIHOCTI:

AHTUTEHHICTE (YTBOPEHHS aHTHTLI)
IMYHOTOKCHYHICTh

JIOCTIDKEHHS MeXaHi3MiB Jiil
JiKapchbKa 3aeXHICTh
TOKCHYHICTH MeTabOJTITIB
TOKCHYHICTH JIOMIIIIOK

inme

5. BUCHOBKHM I[0I0 JOKJTIHIYHOIO

BHBYCHHA

3asBHUK (BIaCHHK
peEcTpaLiitHOro NOCBIAYECHHS)

V Bigmosimpocti no Crarri 16a (1) Jupextusa 2001/83/€C
JO/IaTKOBI (apmaxosoriuHi, (hapMaKOKiHETHYH1 Ta
TOKCHKOJIOIYHi BUIIpoOyBaHHS Ha TBAPUHAX HE BUMAraroThCs.
Tomy 101aTKOBI JOKTiHIUHI JOCIIKEHHS HE POBOTHIIACS

NEPEKNAA B|¥Hﬂ%
OAXIBEUL BiRAR S
PECCTPAUIT  Sle,”
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Annex 29

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials

during the validity of the registration certificate
(art. 4, section IV)

Preclinical research report

1. Name of medicinal product (if available —
number of registration certificate):

Herbion® Iceland moss lozenges

1) the type of medicinal product for which the Traditional use

registration was made or planned

2) the undertaken study:

2. Pharmacology:

1) primary pharmacodynamics

2) secondary pharmacodynamics

3) safety pharmacology

4) pharmacodynamic interactions

3. Pharmacokinetics:

1) analytical methods and reports concerning
their validation

o yes e no Due to registration of
medicinal product with
traditional use — preclinical
studies were not performed
according to Article 16a(1)
of Directive 2001/83/EC.

In accordance with article Article 16a(1) of
Directive 2001/83/EC, no additional
pharmacological studies in animals are required.
For this reason, no additional preclinical studies
have been performed.

In accordance with article Article 16a(1l) of Directive
2001/83/EC, no additional pharmacokinetic studies
in animals are required. For this reason, ng.addifictral
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2) absorption

3) distribution

4) metabolism

5) excretion

6) pharmacokinetic interactions (preclinical)

7) other pharmacokinetic studies

4. Toxicology:

1) single-dose toxicity

2) toxicity in case of repeated injections
3) genotoxicity:

in vitro

in vivo (including additional toxicokinetic
assessment)

4) carcinogenicity:

long-term studies

short-term or medium-term studies

additional research

5) reproductive toxicity and toxic effects on
offspring development:

‘impact on fertility and early embryonic

development

In accordance with article Article 16a(1) of Directive

2001/83/EC, no additional toxicological studies in
animals are required. For this reason, no additional
preclinical studies have been performed.
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embryotoxicity -
prenatal and postnatal toxicity -

studies in which the medicine is administered
to offspring (non-mature animals) and/or
evaluated for long-term effects

6) local tolerability -

7) additional toxicity studies: -

antigenicity (antibody formation) --

immunotoxicity --

study of mechanisms of action -

drug dependance -

metabolite toxicity s

toxicity of impurities -

other - -

5. Conclusions on preclinical study In accordance with article Article 16a(1) of
Directive 2001/83/EC, no additional
pharmacological, pharmacokinetic and
toxicological studies in animals are required.
For this reason, no additional preclinical studies
have been performed.

Applicant (holder of A)‘A

registration (signature)y v ‘{Q KRKA

certificate) AT T %E-CEL,_) KoK A

(Name)
3T [AHO
OAX |
P
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Homartox 30

1o Ilopsinky mpoBeneHHS eKCIepTH3H
peecTpaniifHux MartepialiB Ha JIKapChKi
3aco0u, U0 NOJAITHCS HA JeP)KaBHY
peecTpariio (mepepeecTpario), a TAaKoX
€KCIIEPTU3H MaTepialliB PO BHECEHHS
3MiH JI0 peecTpalliifHuX Marepiarip
IPOTATOM Jii peecTpaliifHoro
IOCBITYEHHS

(nyHKT 4 pozainy IV)

3BIT
Nnpo KJiHivHe BUNPOOYBaHHA

1. Ha3ga nikapcbkoro 3aco0y (3a
HAsIBHOCTI - HOMEP peecTpaliifHoro
MTOCBITYCHHST)

T'EPBIOH® ICJIAHACBKHUN MOX, nb0asHuKH

2. 3a9BHHK

KPKA, a.1., HoBo mecTo,

3. BupobHuk

supobHuymeo «in bulk», nepeunna ma 6mopunna ynakosxka
KPKA, n.1., HoBo mecTo

Vnina Pana ITymensika 10, 9240 Jliotomep, CrnoseHis
KOHMPOJib Ma 6UNYCK cepii

KPKA, 1.1., Hoso mecrto, ITImap’emka necta 6, 8501 Hoso MecTo,
CroBeHis

4. ITpoBeneHi TOCTiKEHHS:

o rax ] ui OckinbKH JTiKapchKui 3aci0, mo
PEECTPYEThCSA € TPATUITHHEM JIIKAPCHKHM 3aC000M JOKTiHiYHi
JOCITIDKEHHS He TIPOBOAATHCS BianmosigHo o Crarti 16a (1)
Jlupextusu 2001/83/€C.

1) Tun nikapeskoro 3aco0y, 3a AKHM
npoBo Iacs ado MIaHyeThCs

peecTpartis

Tpamuuilinmii nikapcbkui 3acio

5. ITorHa Ha3Ba KIIHIYHOTO /
BUIIPOOYBaHHs, KOJOBAHUN HOMED
KJIHIYHOT'O BUIIPOOYBaHHs
6. ®aza KIiHIYHOTO BUIIPOOYBaHHs
. = 3 no
7. llepion npoBeieHHS KIITHIYHOTO -
BUIIPOOYBaHHSA
. /
8. Kpaiuu, ne mpoBoauiiocs
KJTiHIYHEe BHIPOOYBaHHS
;s /:"’4' 2 2 \/ i
OF )~ /-((./{’,:fz‘fﬁ.//;_/s )
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22. BUCHOBOK (3aKJIIOUEHHS)

- ) 3alaHOBaHa:
9. KibKiCTh HOCTiIKYyBaHHX )
thakTHyHa:
. s /
10. Meta Ta BTOpHHHI L1
KTIHIYHOTO BUIPOOYBAHHS
" w /
11. JIuzaitn KIiHI9YHOTO
BUIIPOOYBaHHSI
12. OcHOBHI KpUTEpii BKIOUEHHS
13. JlocnijuKyBaHUi JTiKApCHKU
3aci0, cnocib 3acTocyBaHHS, CHIa
i
14. Ilpenapat mopiBHAHHS, 1034,
crocib 3acTocyBaHHS, CHIA il
: /
15. CynyTHs Tepamnis
16. Kpurepii onink# eheKTHBHOCTI
ok /
17. Kpurepii oninku Oe3nexu
1 /
18. CraTicTHUHI METOAH
- /
19. Jlemorpadiusi moka3HHKH
JIOCITi Ky BaHOT MOMYJIAI] (CTaTh,
BiK, paca, TOIIO)
2 /
20. Pe3ynstati eeKTUBHOCTI
/
21. Peaynbratu 6e3nexu
/

3assBHUK (BIIACHHUK
peeCTpaniiHOro MOCBITYECHHA)

(mimnuc)

Sus Peuens  (IlpizBuine ta im’s1)

G golecte 3 g 4 i{ff
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Annex 30

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials

1. Name of medicinal product (if available —
number of registration certificate):

2. The applicant

3. Manufacturer

4. the undertaken study:

1) the type of medicinal product for which the
registration was made or planned

5. Full name of clinical research, coded
number of clinical research

6. Phase of clinical research
7. Time frame of clinical research

8. Countries where the clinical research was
conducted

during the validity of the registration certificate
(art. 4, section I'V)

Herbion® Iceland moss lozenges

Krka, d.d., Novo mesto

Bulk production, Primary packaging, Secondary
Packaging:

KRKA, d. d., Novo mesto, Ulica Rada Pusenjaka
10, 9240 Ljutomer, Slovenia

Quality control testing, Batch release:

Krka, d.d., Novo mesto, Smarjeska cesta 6, 8501
Novo mesto, Slovenia

o Yyes e no Due toregistration of
medicinal product with
traditional use — clinical
studies were not performed
according to Article 16a(1)
of Directive 2001/83/EC.

Traditional use

from ———  until ———
3F1AHO 3 0
OAXIBEUD
PEECTPALU
NIKAPCbKUX 3ACOBIB
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9. The number of persons under investigation:

10. Purpose and secondary objectives of the
clinical research

11. Clinical research design

12. Main inclusion criteria

13. Test medicinal product, method of
administration, strength

14. Reference substance, dose, method of
administration, strength

15. Concomitant therapy

16. Efficacy evaluation criteria

17. Safety assessment criteria

18. Statistical methods

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

20. Efficiency results

21. Safety results

22. Conclusion (evaluation)

planned: --
actual: --

In accordance with article Article 16a(1) of
Directive 2001/83/EC, no clinical studies have been
performed.

Applicant (holder of ! (signature)
registration certificate) Fada Begels e
({4 KRKA
i dravil, d.d.,
n
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