Clinical Trial Report

1. Name of the medicinal product (number of

registration certificate, if available) Syrup Pelargonia Doktor Mom*®, 20 mg/2.5 ml, syrup

2. Applicant McNeil Products Limited, England
3. Manufacturer Phytopharm Kleka S.A.
4. Trials conducted: 3 yes M no If not, substantiate

The documentation has been developed in accordance with Article 16¢ of the Directive 2001/83/EC as
amended, for a registration of Pelargonium Phytopharm syrup, 20 mg/2.5 ml. syrup as a Traditional Herbal
Medicinal Product with the indication: “Traditional herbal medicinal product for the symptomatic treatment
of common cold™.

Qualitative and quantitative composition, pharmaceutical form, indication, posology and method of
administration of the Pelargonium Phytopharm syrup, 20 mg/2.5 ml, syrup are completely consistent with
the traditional use described in the “European Union Herbal Monograph of Pelargonium sidoides DC and/or
Pelargonium reniforme Curt., radix (EMA/HMPC/444244/2015, 2018)”. The safety evaluation of
Pelargonium Phytopharm syrup, 20 mg/2.5 ml, syrup is based on the existing HMPC monograph and
assessment report updated and published in 2018. The time gap between the publication date of the HMPC
monograph and the compilation of the presented expert report was bridged by a comprehensive literature
research in relevant databases. These included PubMed and Embase, which cover almost all reliable journals
within the field of medical and pharmaceutical sciences.

The Directive 2004/24/EC defines the term “traditional herbal medicinal product™ to enable a simplified
registration of these products. Pelargonium sidoides/reniforme is a well-documented and widely used herbal
drug which has been used for a long time (more than 30 years) for the treatment of respiratory tract infections.

Bibliographic evidence that the medicinal product in question, or a corresponding product has been in
medicinal use throughout a period of at least 30 years preceding the date of the application, including at least
15 years within the Community, is given in module 2.5 Clinical Overview / Evidence of Traditional Usage.

In summary, all qualifications for the registration of Pelargonium Phytopharm syrup, 20 mg/2.5 ml, syrup
as traditional medicinal product are fulfilled.

1) type of the medicinal product, by which

: . Traditional herbal medicinal product
registration was conducted or planned P

5. Full name of the Clinical Trial, clinical trial N/A
code

6. Clinical trial phase N/A
7. Period of the clinical trial N/A
8. Countries where the clinical trial was N/A

conducted

planned: N/A

9. Number of study participants
actual: N/A




10. Goal and secondary objectives of the

clinical trial N/A
11. Design of the clinical trial N/A
12. Main inclusion criteria N/A
13. The investiga.tiona‘l medicinal product, N/A
method of administration, strength

14, (_fo_mpar-ator, dose, method of N/A
administration, strength

15. Concomitant therapy N/A
16. Efficacy evaluation criteria N/A
17. Safety evaluation criteria N/A
18. Statistical methods N/A
19. Demographic characteristic of study

population (gender, age. race, etc.) A
20. Efficacy results N/A
21. Safety results N/A
22. Conclusion N/A
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3BIT
PO KJIiHIYHEe BUNIPOOYBaHHS

1. Ha3pa nikapcbKkoro 3acody (3a HasBHOCTI - Cupon Ilenaprouii JIoktrop Mom®

HOMEp peecTpaLlifHoOro NnocBiaueHHs)

2. 3asBHUK | MakHina [Tpoaakrte Jlimiten, Aurais |
3. BupoOnuk || @itodapm Kaenka C.A., Tonbia B
4. [TposesieH1 1oCaIIKCHHS: Z  TaK I SIKLILO Hi, 0OrpyHTYBaTH

JlokymenTalis po3pobiena sigmosiaHo g0 crarti 16c Jupextueu 2001/83/€C 3i 3minamu Ta
NOMOBHEHHAMM /715l peecTpallii Jikapeskoro 3acoby Pelargonium Phytopharm syrup, 20 mr/2.5 mu, cupon,
AK TpaaMLiHHOrO JiKapchbKOro 3aco0y POCAMHHOIO MOXO/UKEHHS JUIS 3aCTOCYBAHHA 3a MOKAa3aHHAM:
«TpaauuiiHuii nikapchKuii 3aci® POCIHHHOTO MOXO/KEHHS V11 CHMITOMATHYHOTO JIIKYBaHHSA 3aCTy AW,

SkicHuil Ta KiNbKICHMM ckiaja, Jjikapcbka (opma, MOKasaHHs, A03yBaHHS Ta cnoci® 3acTocyBaHHS
nikapebkoro 3acoby Pelargonium Phytopharm syrup. 20 mMr/2,5 M1, cupoIl. NOBHOIO Mipoko BiAMOBIAt0Th
TpasuUiiiHOMY 3acTOCYBaHHIO, onucaHoMy B «Mouorpadii €sponeiicbkoro Cotosy as NiKapCbKUX pOCIHH
Pelargonium sidoides DC ta/abo Pelargonium reniforme Curt., radix (EMA/HMPC/444244/2015, 2018)».
Ouinka Ge3neku Jikapckkoro 3acody Pelargonium Phytopharm syrup, 20 Mr/2,5 Mi1, cHpoIL, IpyHTY€TBCSA Ha
licuytouiit moHorpadii Komitery 3 nucapcm{nx 3aco0iB POC/IMHHOTO MOXO/UKEHHS (HMPC) €Bponeucucoro
AreHTCTBA 3 JTIKAPChKUX 3ac0BiB Ta 3BITI PO Pe3yIbTaTH OLiHKK, OHOBJIEHHX Ta onyOikopaHnx y 2018 pouii.
Pospus y uaci mi garoto myGaikauii moHorpadii HMPC Ta ckiagaHHAM NpeiCTaB/IeHOro €KCrepTHOro
3BiTY Y10 [100/1aHO WIAXOM BCeGIYHOrO A0C/IKEHHs JiTepaTy pHUX JUKepel y BiANOBIAHMX 0a3ax JaHUX.
Cepen Hux PubMed Ta Embase, siki 0X0IL1I0I0Th Maii’e BCi aBTOPUTETHI XKypHaIM B ramysi MeAMUHUX Ta
(hapmaneBTUYHUX HAYK.

Jnpektura 2004/24/€C Bru3Hauae TePMiH «TpaauUiiiHUi NiKapebKHii 3aCi0 POCIMHHOTO NOXOIKEHHS» 15
CHPOLLEHOT poLIEeYpH peecTpaulii X nikapebknx 3acolis. Pelargonium sidoides/reniforme € nikapchkum
3ac0B0M POCIMHHOIO MOXO/KEHHS, SKHil 100pe 3a10KYMEHTOBaHMI i LIMPOKO 3aCTOCOBYETHCA NPOTATOM
TpuBasioro uacy (noxas 30 pokis) Aust TiKyBaHHs iHDEKLiH 1MXaqbHUX LLIAXIB.

biGniorpadiuni aaHi Ha 10Ka3 3acTOCYBaHHS B MEAMYHIH MpPaKTHLI J'IlKapChKOI"O 3acody, 1o
“lposraspaersest, abo BiAMOBIAHOrO fipernapary npoTArom wonaiimenine 30 pokie, WO MepeayBand jari
MOJIaHHS 3a5BU Ha PeecTpaLlilo, B TOMy uncii wonaiimene 15 pokis B €sponeiickkomy Cotosi, HaBeeH! B
moayi 2.5 Kniniunuii oras.

TakuM YMHOM, JOTPUMAHI BCi KBani(ikauidHi BAMOrH 1A peecTpauii NikapchbKoro 3aco0y Pelargonium
Phytopharm syrup. 20 Mr/2,5 M1, CHPOIL, AK TPaJAMUiiiHOrO J1IKAPCHKOro 3ac00y.

1) Tun nikapcwKoro 3aco0y, 3a AKUM Tpaauuiiiunii  JikapcbkWi  3acid  pOCIHHHOTO
NpoBoAuIacs abo MIaHyEThCs peecTpallis MOX0/PKEHHS

5. [ToBHa Ha3Ba KJIiHIYHOrO BUNIPOOYBaHHS, He 3acTocoBHe

KOJI0BaHHI HOMEpP KJIiHIYHOrO BUNPOOYBaHHA

6. Daza Ki1iHiUHOTO BUNPOOY BaHHSI || He 3acrocosue ]
7. Ilepioa npoBeaAeHHs KJIiHIYHOIO He 3acTocoBHe

BUIIPOOYBaHHS

8. Kpaiuu, sie npoBoanIoCs KiiHiuHe He 3actocoBhe

BUNPOOYBaHHS




3annanosana: He 3actocosne

9. KinbkicTh A0CHiKyBaHUX
@akTuuna: He 3actocoBHe

10. Mera Ta BTOpHHHI Liji KAIHIYHOTO He 3acTtocosHe
BUMNPOOYBaHHs
[11. iuzaiin kainiusoro BUIIPOOYBAHHSA ]LHe 3aCTOCOBHE

12. OcHOBHI KpuTepii BKJIKOUYEHHs | He 3actocoshe

13. HocaimxyBanuii gikapcbkuii 3acid, cnocid He 3actocoeue
3aCTOCYBaHHsI, cua /il

14. Tlpenapar nopiBHsHHS, 1034, crnocid He 3actocoBue
3acTOCYBaHHS, cuia Jii
|I5. CynyTHs# Tepanis “ He 3acTocoBHe
[16. Kpurepii ouinkn edeKTHBHOCTI | He 3actocosne
[17. Kpurepii ouinku Gesnexu “ He 3actocoBHe
'18. Crarucriyni MeToau || He 3acrocosne

19. Jlemorpadiuni nokazHUKM J0CIIJKYBaHOT He 3actocoBHe
nonyJisuii (crare, BiK, paca, TOLLO)
20. Pesynbrati epeKTUBHOCTI | He 3actocosne
21. PesyastaTu Oe3neku | He 3acTocoBHe
22. BUCHOBOK (3aK/IHO4YEHHS) | He 3actocosne

Electronically signed by: Amanda
Belchem
Applicant (Marketing Amtanda Belehent S se .o vorsocurr

Authorization Holder)

(signature)

Name: Amanda BELCHEM
Position: EMEA Regulatory Affairs Senior Consultant
for McNeil Products Ltd

McNeil Products Ltd




\

S

Non-Clinical Trial Reports

1. Name of the medicinal product -
(number of registration certificate. if | Syrup Pelargonia Doktor Mom , 20 mg/2.5 ml, syrup
available):
1) type of the medicinal product, by Traditional herbal medicinal product
which registration was conducted or
planned

2) Trials conducted C  yes M no If not, substantiate

The documentation has been developed in accordance with Article 16¢ of the Directive 2001/83/EC as
amended, for a registration of Pelargonium Phytopharm syrup, 20 mg/2.5 ml, syrup as a Traditional Herbal
Medicinal Product with the indication: “Traditional herbal medicinal product for the symptomatic treatment
of common cold”. The Directive 2004/24/EC defines the term “traditional herbal medicinal product™ to
enable a simplified registration of these products.

The indication, posology and mode of administration of Pelargonium Phytopharm syrup, 20 mg/2.5 ml,
syrup, have been adjusted to the EMA/HMPC monograph European Union Herbal Monograph of]
Pelargonium sidoides DC and/or Pelargonium reniforme Curt., radix (EMA/HMPC/444244/2015, 2018)”
for traditional use.

The expert report is based on the Community Herbal Monograph of Pelargonium sidoides DC and/or
Pelargonium reniforme Curt, radix and its respective assessment report. The safety evaluation of]
Pelargonium Phytopharm syrup, 20 mg/2.5 ml, syrup, is based on the existing HMPC monograph and
assessment report updated and published in 2018. The time gap between the publication date of the HMPC
monograph and the compilation of the presented expert report was bridged by a comprehensive literature
research in relevant databases. These included PubMed and Embase, which cover almost all reliable journals
within the field of medical and pharmaceutical sciences.

Pelargonium root extract is a traditional herbal medicinal product, which has been used in Europe for more
than 30 years. The benefit/risk ratio of Pelargonium Phytopharm syrup, 20 mg/2.5 ml, syrup is positive, and
its registration in accordance with the Directives 2001/83/EC (Article 16c) is endorsed from a medicinal
point of view.

With respect to the indication the therapeutic use of Pelargonium Phytopharm syrup, 20 mg/2.5 ml, syrup
is supported from an expert point of view, and its registration as traditional herbal medicinal product is clearly
endorsed.

In summary, all qualifications for the registration of Pelargonium Phytopharm syrup, 20 mg/2.5 ml, syrup
as traditional medicinal product are fulfilled.

2. Pharmacology: “
|T) primary pharmacodynamics J| N/A
2) secondary pharmacodynamics Jl N/A

3) safety pharmacology N/A
4) pharmacodynamic interactions N/A
{3. Pharmacokinetics: J

1) analytical procedures and reports
on their validation

2) absorption ” N/A
3) distribution | wa

N/A




4) metabolism ” N/A
5) excretion H N/A
6) pharmacokinetic interactions (non-
e N/A
clinical)
7) other pharmacokinetic studies N/A
4. Toxicology:
1) Single dose toxicity IH\IIA
2) Repeated dose toxicity N/A
?a) Qenotox101W: N/A
In vitro
in vivo (including additional
s N/A
assessment on toxicokinetics)
4) Carcinogenicity: N/A
long-term studies N/A
IsTlort-term studies or mid-term studies | N/A
additional studies N/A
5) Reproductive and developmental N/A
toxicity:
effects on fertility and early
. N/A
embryonic development
embryotoxicity N/A
prenatal and postnatal toxicity N/A
studies in which medication is
administered to the offspring
. : N/A
(immature animals) and/or long-term
effects are assessed
6) local tolerance N/A
7) additional toxicity studies: N/A
antigenicity (antibody response) N/A
immunotoxicity N/A
study of the mechanisms of action N/A
drug dependence N/A
Bxicity of metabolites N/A
toxicity of impurities ‘rN/A
other N/A
5. Conclusions on non-clinical study || N/A
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3BIT
PO AOKJAIHIYHI JocTiTKeHHA

1. Hasga nikapcbkoro 3aco0y (3a Cupon Ilenapronii JTokrop Mom®
HasABHOCTI - HOMEp peecTpauiiiHoro
MOCBIAYEHHS): 20 mr/2,5 mn, cupon

1) Tin NikapceKoOro 3acody, 3a AKUM Tpaauuiiinuii nikapchKuii 3acid pOCIHHHOIO NOXOPKEHHS
NpoBoaAHIacs adbo M1aHyEeTbCs
peecTpallis

2) npoBeAeHI 0C/iAKEHHS Z TaK I =i AKUIO Hi, OOTPYHTYBaTH

JlokyMeHTauis po3podieHa BianosigHo a0 crarti 16¢ Jupextuu 2001/83/€C 31 3minamn Ta
JOTOBHEHHSIMH [T peecTpallii Jikapeskoro 3aco0y Pelargonium Phytopharm syrup, 20 Mr/2,5 mi, cuport,
AK TPAJMLi{HOTO iKapehKOro 3acody POCIMHHOIO TMOXO/KEHHS IS 3aCTOCYBaHHA 32 MOKA3aHHSM:
«Tpaauuiiinuii Nikapcekuil 3aci6 poCIMHHOTO MOXOKEHHSA /1 CHMITOMATHYHOTO JIIKYBaHHS 3acTyan».
Jupekrusa 2004/24/€C Bu3Hauae TepMiH «TpaanLiiiHuii JTiKapebKuil 3ac¢id PpOCTMHHOTO MOXOLKEHHS /IS
CHPOIIEHOT MpoLEeLypH peecTparii LNX JikapehKHX 3aco0iB.

TMoka3aHHs, 103yBaHHs Ta crocib 3acTocyBaHHs Jikapcbkoro 3aco0y Pelargonium Phytopharm syrup,
20 MI/2,5 M, CHpOIl, TpHUBEAeHO Y BianosiaHicTe 10 monorpadii Komitery 3 stikapchknx 3aco0iB
POCIMHHOIO MOXO/KeHHsT €BPOIeiicbKOro areHTCTBa 3 JIiKapehbKHX zacobis (EMA/HMPC) «Monorpadis
€sponeiickkoro Corosy 11s TKapcbkuX pociaun Pelargonium sidoides DC ta/abo Pelargonium reniforme
Curt., radix (EMA/HMPC/444244/2015, 2018)» ans TpaAuLiHOrO 3acTOCY BAHHS.

EkcriepTHuii 3BiT rpyHTyerbes Ha MoHorpadii CrisToBapucTBa s JIKAPCHKHX POC/IHH Pelargonium
sidoides DC Talabo Pelargonium reniforme Curt, radix Ta BiANOBITHOMY 3BITi PO Pe3yIbTaTH OLIHKM.
Ouinka Ge3nexu Jikapebkoro 3acody Pelargonium Phytopharm syrup, 20 Mr/2,5 M1, CHpOIL, IPYHTY€TbCS HA
icHytouiit monorpaii HMPC Ta 3BiTi npo pe3y/bTaTi OUIHKH, OHOBJICHHX Ta onyb6ikosanux y 2018 poui.
Po3pup y yaci Mik aaroro myGaikauii monorpadii HMPC Ta cKiajaHHAM MPeACTaB/lICHOr0 eKCnepTHOro
3BiTY 6y710 MOA0JAHO LUISAXOM BCeOIHHOTO A0CTIIKEHHA JIiTepaTy PHUX JKepe y BiAMOBIAHUX Da3ax JaHHX.
Cepea nux PubMed Ta Embase, siki oxomuioioTh Maiike BCi ABTOPUTETHI JKYPHAIM B rajy3i MEAUYHHX Ta
(dapmMalLEeBTHUHHUX HaYK.

EKcTpakT KOpeHs Meiaprouii € TpaauuiiiHum JliKapchKUM 3aC000M POCIHHHOIO MOXO/UKEHHS, SKHH
BMKOPHCTOBYEThCs B €Bpori Bike nonaa 30 pokis. CriiBBiAHOLICHHS KOPHCTB/PU3HK JIIKAPChKOro 3acody
Pelargonium Phytopharm syrup, 20 mr/2,5 w1, cupor, € MO3UTHBHHM, a HOro peecTpallisi BiANOBIAHO [0
Jupextusu 2001/83/€C (crarra 16¢) cxXBasieHa 3 MEAMUHOT TOUKH 30pY.

lllof0 10Ka3aHb, TO TEpaNeBTHYHE 3aCTOCYBaHHs Jlikapcbkoro 3acody Pelargonium Phytopharm syrup,
20 Mr/2,5 MI, CHPOI, MiATPUMYETbCA 3 eKCMEepTHOT TOuKM 30py, I iforo peectpalis SK TpaauLiiiHOro
POC/IMHHOIO JIIKapChKOTO 3ac00y CXBalleHa.

TakuM 4MHOM. AOTPHMaHi Bei KBaslidikauiiiHi BUMOrH 118 peecTpauii Jikapcbkoro 3acody Pelargonium
Phytopharm syrup, 20 Mr/2,5 M1, cpoIl, SIK TpajHUiiiHOro J1iKapchKoro 3acooy.

\2. dapmMaKoJIoris: ”

h) nepBUHHA (papMakoAMHaMiKa H He 3actocoBHe

\2) BTOpPHHHA (hapMaKoAMHaMiKa “ He 3acTocoBHe ‘
Ecl)apmaxonoriﬂ Oe3neku He 3actocoBHe |
\4) dhapmakoMHaMiYHI B3aeMOii He 3actocoBHe 4]
|3. dapMaKOKiHETHKA: j
1) aHaniTH4Hi METOMKH Ta 3BITH He 3acTocoBHe

1o0 1X Bajligauii

BBCMOKT)/B&HHH He 3acTocoBHe

|3) po3Moia 4” He 3acTocoBHe

[4_) meTaboJtizM \r He 3actocoBHe

5) BUBE/IEHHA ||7He 3aCTOCOBHE : J

6) hapMaKOKiHETHUHI B3aeMOil

A He 3acTtocoBHE
(MOKMiHIUHI)




7) iHwi papMakokiHeTHUHI
MOCTIIKEHHSA

He 3acTtocoBHe

‘74. TokcukoJoris:

1) TOKCHYHICTB ¥ pa3i 0AHOPa30BOIO
BBCICHHS

He 3acTocoBHEe

2) TOKCHYHICTD Y pa3i MOBTOPHHX
BBEJICHb

He 3acTocoBHe

3) reHOTOKCHYHICTh:

in vitro

He 3acTocoeHe

in vivo (BKJIIOUAKOUH 101aTKOBY
OLIIHKY 3 TOKCHKOKIHETHKH)

He 3acTtocoBHe

4) KaHUEPOTEeHHICTD: i

He 3acTocoBHe

JIOBrOCTPOKOBI JA0CIIIIZKEHHS |

He 3acTocoBHe

KOPOTKOCTPOKOBI JI0CTiIzkeHHs abo
NOCITiAKEHHS cepeHbOT TPHBAJIOCTI

He 3acrocoBHe

{ﬂonaTKOBi JI0C1KEHHS ”

He 3actocosHe

5) penpoayKTHBHA TOKCHYHICTb Ta
TOKCHYHUI BIUIMB HA PO3BHTOK
110TOMCTBA:

He zacTocoBHe

BM/IMB HA EPTHILHICTD i paHHii
eMOpioHa/IbHHI1 PO3BHTOK

He 3actocorHe

|6M6pi0TOKCH‘-lHiCTb

He 3acTocoBHE

npeHaTa.rlea l [nocTHartalbHa
TOKCHYHICTD

He 3acTtocoBHe

nocAiKEHHS, MIPU AKUX Mpenapat
YBOAWUTBLCS MOTOMCTBY
(HecTaTeBO3piIMM TBapHHaM) Ta/abo
OLLIHIOETHCS BiyIasieHa Jis

He zacTocoBhe

|6) MiclieBa NMepPeHOCHMICTh J

He zacTtocoBHe

7) 10JATKOBI J1IOCTIIKEHHS
TOKCHYHOCTI:

He 3acTocoBHe

AHTHUI€HHICTD (YTBOPEHHS aHTUTIIT) J

He 3acrocoBHe

limyHOTOKcuqucrb |

He 3acTtocoBHe

chniml{eﬂnﬂ MeXaHi3MiB il H

He 3acTocoBHe

IﬂiKa}‘JChKa JAJIIKHICTh I[

He 3acTocoBHe

{TOKCW{HiCTb meTadoniTiB ”

He 3acTocorHe

|T0KcaniCTb JIOMILLOK

IrHe 3aCTOCOBHE

\iﬂwe ”

He 3acTocoBHe

| | | |

5. BHCHOBKH 11010 JOKTIHIYHOTO
BUBYEHHS

He 3acTocoBHe
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