Annex 29

to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as well
as examination of materials on
making changes to registration
materials during the validity of the
registration certificate

(clause 4 of the section VII)

REPORT

on preclinical trials

1. Name of the medicinal product (if Remifemin®, 2,5 mg tablets
available — marketing authorization
number):

1) the type of medicinal product for which |Herbal medicinal product with well-established use
registration was or is planned

2) conducted studies yes X no L] ifno, justify

2. Pharmacology:

1) primary pharmacodynamics The data are not provided since own test were not
performed, see point no. 2.

2) secondary pharmacodynamics The data are not provided since own test were not
performed, see point no. 2.

3) safety pharmacology The data are not provided since own test were not
performed, see point no. 2.

4) pharmacodynamic interactions The data are not provided since own test were not
performed, see point no. 2.

3. Pharmacokinetics:

1) analytical methods and reports on their |The data are not provided since own test were not
validation performed, see point no. 2.

2) absorption The data are not provided since own test were not
performed, see point no. 2.

3) distribution No data available,

4) metabolism The data are not provided since own test were not




performed, see point no. 2.

5) excretion

The data are not provided since own test were not
performed, see point no. 2.

6) pharmacokinetic interactions
(preclinical)

The data are not provided since own test were not
performed, see point no. 2.

7) other pharmacokinetic studies

The data are not provided since own test were not
performed, see point no. 2.

4. Toxicology:

1) single-dose toxicity

The data are not provided since own test were not
performed, see point no. 2.

2) toxicity in case of repeated
administrations

423.2.1
Korn W-D.

IBR Study Report: 6-Month Oral Toxicity Study with
Remifemin® Granulate in Rats followed by an 8-week
recovery period.

Date of Report: 9. December 1991

3) genotoxicity:
in vitro

4233.1a
Leuschner J.

LPT Study Report: Mutagenicity study of Remifemin®
in the Salmonella typhimurium reverse mutation assay
(in vitro).

Date of Report: 21 April 2017

42.33.1b
Hillmann E.

IBR Study Report: Final Report on the Mutagenicity
Testing Salmonella Microsome Test (Ames-Test).

Date of Report: 14. December 1990

in vivo (including additional toxicokinetic
evaluation)

No data available.

4) carcinogenicity:

long-term studies

423.4.1

Dasenbrock C, Bartsch W, Ernst H, Mohr U, Kohler
M.




Fraunhofer-Institut fiir Toxikologie und
Aerosolforschung: Influence of Cimicifuga Extract on
the Growth of Mammary Tumors after Peroral
Application to Ovariectomized Sprague-Dawley-Rats.

Date of Report: 23. October 1997

short-term or medium-term studies No data available.

additional studies No data available.

5) reproductive toxicity and toxic effects |The data are not provided since own test were not
on offspring development: performed, see point no. 2.

influence on fertility and early embryonic
development

embryotoxicity

prenatal and postnatal toxicity

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

6) local tolerance No data available.

7) additional toxicity studies: The data are not provided since own test were not
performed, see point no. 2.

antigenicity (formation of antibodies)

immunotoxicity

study of mechanisms of action

drug addiction

toxicity of metabolites

toxicity of impurities

other
5. Conclusions regarding preclinical Remifemin® is a herbal medicinal product with well-
studies established medicinal use, which is comprehensively

presented in the dossier with relevant data of published
scientific literature and supplemented with pivotal




preclinical studies. All relevant preclinical data are
provided in module 2.4, module 2.6 and module 4.

Not provided studies are not necessary as these are
sufficiently covered by scientific data available in
published literature.

Available preclinical investigations clearly
demonstrated that isopropanolic Cimicifuga extract
possesses primary pharmacodynamic activities relevant
for the proposed indication. All data available on acute
or chronic toxicology as well as mutagenicity do not
reveal signs of a risk for the patients. Therefore,
isopropanolic Cimicifuga extract included into
Remifemin® / Cimicifuga IPA is considered safe, if]
used as recommended.

Applicant:
Schaper & Briimmer GmbH & Co. KG

e N

(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager



Honarok 29

no Iopsaaky npoBeneHHs
eKCIepTH3H

peecTpauiiiHux MaTepialiiB Ha
JiKapchki

3aco0H, 1110 [IOJAFOTECH HA
JIep3KaBHY

peecTpalliio (IepepeecTpaliiito), a
TAKOX EKCTIEPTH3HM MaTepiasiB mpo
BHECEHHS 3MiH 10 peecTpaliifiHux
MarepiajiB mpoTAroM ail
peecTpaLiitHOro NoceiueHHs
(myHKT 4 posginy VII)

3BIT

Npo AOKJIHIYHI JOCTizKeHHS

1. Ha3pa nikapcbkoro 3aco0y (3a
HasBHOCTI - HOMEP PeECTpaLiifHOro
MOCBIYEHHS):

Pemigemin®, 2,5 mr tabieTku

1) Tvn nikapebKoro 3acoby, 3a AKUM
NpoBoMacs abo MIaHyeThCs PeecTpaltis

Pocannnuii dikapebkuii 3aci0, sikuii Mae goGpe

BHBYEHE MEIHUYHE 3aCTOCYBAHHYA

2) npoBeneHi 10CIIiIKEHHS

tak M Hi [ gxumo Hi, o6rpyHTyBaTH

2. ®apmakoJoris:

1) nepBuHHa apmakoaHHaMiKa

JlaHi He Ha/AlOThCA, OCKIIBKM BlacHi BUNpoOyBaHHS
HEe MTPOBOAMIMCS (Ous. n. 2)

2) BropuHHa (hapMaKogMHAMiKa

JlaHi He HanaAIOThCS, OCKIIBKY BIACHI BUMIPOOYBaHHS
HE NPOBOUIHCS (Ous. n. 2)

3) dapmaxkonoris Ge3nexu

JlaHi He HafAKOTHCA, OCKINIBKH BIIACHI BUNIPOOYBaHHS
HE MPOBOAMINCS (Oug. n. 2)

4) dapmakomuHaMiuHi B3acMOiT

JlaH1 He HAaJAOThCs, OCKIIBKH BIIaCHI BUNPOOYBaHHS
He NpoBOAMIKCS (Ous. n. 2)

3. ®apmaKoKiHeTHKa:

1) aHaMITHYHI METOJMKHM Ta 3BITH IIOAO iX
Bajtigauii

JlaHi He HaaaKThCsl, OCKIIBKM BAcHi BUNIPOOYBaHHA
He MPOBOJUIUCS (OU8. N. 2)

2) BCMOKTYBaHHS

Jlani He HajAKOTHCA, OCKIJIBKH BIacHi BUIPOOYBaHHA
HE MPOBOAMIHCA (Ous. n. 2)

3) po3noxin

JlaHi BifcyTHi.

4) meTtabomnizm

JlaHi He Ha/IAKOTHCS, OCKIJIBKH B4
HE MPOBOAMIUCH (Ous. n. 2)




5) BUBeIeHHS

Jlani He Ha/lAKOTBCSI, OCKLTBEKY BACHi BUNPOOYBaHHS
He [IPOBOAMIHCS (Ous. h. 2)

6) dbapmakokiHeTHYH] B3aeMozil
(moxuiHiuni)

JlaHi He HAJAIOTBCS, OCKIIBKY BIACHI BUTIPOOYBAaHHS
He NPOBOAMINCA (Ous. n. 2)

7) iHmmi papMakoKiHETHYHI A0CTiKEHHS

Jlani He HaAKOTHCS, OCKINBKH BIACHI BUNIPOOYBaHHSI
HE MPOBOAMIIKCA (Ous. n. 2)

4. Toxcukomoris:

1) TOKCHYHICTB y pa3si 0HOPa30BOro
BBEJIEHHS

JlaHi He HaJAKOThCS, OCKIIBKM BIIACHI BUIIPOOYBaHHS
HE MPOBOJUIIUCS (Qug. n. 2)

2) TOKCUYHICTh y pa3i MOBTOPHMX BBEEHb

423.2.1

Kopu. B-]1.

3BiT npo aocnipkenas kommnanii IBR: 6-micsune
JIOCJTi [UKEHHS [1epOpaibHOT TOKCHYHOCTI IPaHyJIATY
Pemidemin® Ha 1rypax 3 HACTYIHHM 8-THXHEBHM
NEePioJOM BiIHOBIEHHS,

Jlara 3Bity: 9 rpynus 1991 p.

3) reHOTOKCHUYHICTh:
in vitro

4.2.3.3.1a

Jlotmnep k.

3BiT mpo mocnimkeHHs koMmnadii LPT: pocnigkeHHs
MyTareHHocTi Pemideminy® B amamizi 3BopoTHMX
MmyTauiil Salmonella typhimurium (in vitro).

Hara 3Bity: 21 kBiTHst 2017 p

423.3.1b

Xinnmas E.

3BIT npo gocaigxeHHs komnanii IBR: Ocrarounuii 3BiT
Npo TECTyBaHHSI Ha MyTareHHicTb Salmonella

Microsome Test (Ames-Test).
Hara 3Bity: 14 rpyaus 1990 p

in vivo (BK/IIOYalO4M 0ATKOBY OLLHKY 3
TOKCMKOKIHETHKH )

JlaHi BifgcyTHi.

4) KaHUEPOTeHHICTh:

JIOBI'OCTPOKOBI JOCJIiKEHHS

42.3.4.1

Hacen6pox C, bapt B, Epner X, Mop ¥, Konep M.
[HCTUTYT TOKCHKOMOTIT Ta a6PO30IBHUX JOCTiIKEHb
@payHrodepa: BILIMB €KCTPAKTY LIUMiLMQYTrd HA picT
MyXJIMH MOJIOYHOT 3aJI03H MICHsI IEPOPaTBHOTO
3acTocyBaHHs 110 1typiB Cripar-Jloyni 3 BUaaIeHUMH
seyHuKamu. Jlata 3Bity: 23 sxoBTHs 1997 p

KOPOTKOCTPOKOBI J0CIIi JPKEHHSI
ab0 JOCIiVKeHHS Cepe/lHbOT TPUBAJIOCTI

JaHi BiacyTHi.




JOAATKOBI JOCIIKEHHS

HaHi BigcyTHi.

5) penpONyKTHBHA TOKCHYHICTh Ta
TOKCHYHMH BILTHB Ha PO3BMTOK
[IOTOMCTBA:

JlaHi He Ha/lalOThCs, OCKLTBKH BIAcHi BUIPOOyBaHHS
HE NPOBOAUIIHC (Oue. n. 2)

BIIMB Ha QEepTHIIBHICTE | paHHiii
eMOpiOHaNbHHI PO3BUTOK

eMOpPiIOTOKCHYHICTE

NnpeHarajabHa i mocTHaraabHa TOKCHYHICTB

JOCITiPKEHHS], TIPU SKUX [penapar
YBOIMTBCA MOTOMCTBY (HECTATEBO3PIIHM
TBapHHaM) Ta/abo OUiHIOEThCA BifgaleHa
Jist

6) miclieBa IepeHOCHMICTh

JlaHi BiacyTHi.

7) 1oAaTKOBI HOCIIKEHHSI TOKCHYHOCTI:

JlaHi He HAAOThCS, OCKINBKY BIACHI BUIPOGYBaHHS
He MPOBOAMIMCS (Ous. n. 2)

AQHTUTEHHICTh (YTBOPEHHS aHTHUTIN)

IMYHOTOKCHYHICTB

NOCHIIKEHHS] MEXaHI3MIB il

NiKapchKa 3aeXHICTh

TOKCHYHICTE MeTaboNiTiR

TOKCHYHICTH JOMIILIOK

iHIE

5. BHCHOBKHM 111070 JOKJIIHIYHOTO
BHBYCHHS

Pemipemin® — ne mikapcekuit 3aci6 pociauHHOrO

NOXO/UKEHHs 3 fJo0pe  BUBYEHHM  MEJIHYHHM
3aCTOCYBaHHAM, SKMH BHYEPNHO MpPENCTABICHHH Y
JOCKE 3 BiAMOBITHUMH JaHHMH OITyOiKOBaHOT HayKOBO'l'
ﬂiTCpa‘I'ypH Ta JOMOBHEHUH OCHOBHHUMH ,ELOKJ'[]HI'-!HI/IMPI
JOCTIOKEHHAMH.  Yci anomnm R

HaBeJieHO B Moayasx 2.4, 2.6 Ta 4¢
Henanmani qociaigpkeHHs He If
JIOCTaTHLO OXOIUIEHI HAyKOBHN]

B onyOuikoBaHii niTeparypi.




HocTynHi  JOKIIHIYHI  [OCHIKEHHA  4iTKO
MPOAEMOHCTPYBa/K, 10 i30MPONAHOILHUA EKCTPAaKT
UAMIIAQYTH  Mae MNepBUHHY  (apMakoAMHAMIuHy
aKTUBHICTb, BIITMOBIZIHY 3alIPONOHOBAHOMY MOKA3aHHIO.
Yei poctynni gani mogo roctpoi abo XpoHiYHOI
TOKCHKOJIOTiT, a TaKO MYTAareéHHOCTI HE BHSBISIOTH
O3HAaK PpH3MKY [Jd nauieHTtiB. TakuM  49HHOM,
i30MPONAaHONBHUH EKCTPAKT LWMILMQYTH, 1O BXOIMThH
10 cxaany Pemipemin® / Liuminudyra IPA, BraskaeTbcst
Oe3neyHuM, SKIIO HOro BHUKOPMCTOBYBATH 3TilHO 3
pPEeKOMeHJaLisiMH

3aseuuk: lanep & Bprommep I'm6X & Ko. KT

(migmuc)

Hoxrop I[Terpa Hiken
HaykoBo-mMean4Huii ekcrept
/ MEeHeKEp 3 PeryJIOBaHHs




REPORT Ne 1

on clinical trials

Annex 30

to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as
well as examination of materials
on making changes to registration
materials during the validity of the
registration certificate

(clause 4 of the section VII)

1. Name of the medicinal product (if {Remifemin®, 2,5 mg tablets

available — marketing authorization

number):

2. Applicant Schaper & Briimmer GmbH & Co KG
3. Manufacturer Schaper & Briimmer GmbH & Co KG
4. Conducted investigations: yes X no o if no, justify

Type of medicinal product for which |Herbal medicinal product with well-established use

registration was or is planned

5. Full name of the clinical trial, SB-FEM 0601

coded number of the clinical trial Multicentre, randomised, double-blind, placebo-controlled

parallel group study for the investigation of efficacy and
safety of an isopropanolic Cimicifuga racemosa extract in
postmenopausal women with climacteric complaints

6. Clinical trial phase v

7. Clinical trial period March 2002 to May 2003

8. Countries where the clinical trial |Germany
was conducted

9. Number of patients N =304 (286 completed)

N = 153 (137 completed) Black Cohosh;
N =151 (131 completed) placebo

10. Purpose and secondary objectives [Main objective of this

clinical study was to prove the

of the clinical trial efficacy of Cimicifuga racemosa as compared to placebo in

postmenopausal women with climacteric complaints.
Secondary target parameters were changes from baseline in

four factors of the MRS.

11. Clinical trial design Multicentre, randomised, double-blind, placebo-controlled
parallel group study; GCP-compliant

12. Main inclusion criteria Climacteric complaints (MRS > 0.4 in at least 3 items)

13. Investigational medicinal Remifemin® tablets, 2 x 1 tbl/day, oral

product, method of application,
strength of action

14. Reference drug, dose, method of |Placebo, 2 x 1 tabl/day, oral

application, strength of action

15. Concomitant therapy /

16. Efficacy evaluation criteria * Mean score of the Menopause Rating Scale




* Four factors 'hot flushes', 'atrophy', 'psyche', and 'soma’ of
the MRS

* Clinical global impressions

* Patients' global assessment of efficacy.

17. Safety evaluation criteria

* Incidence of adverse events

* Laboratory parameters

* Physical examination including vital signs and body weight
* CGI: Side effects

* Patients’ global assessment of tolerability.

18. Statistical methods

* Superiority study, significance level a=0.05 two-sided
* Linear regression model for changes from baseline to
individually last visit,

usually visit V3, in the MRS score with prospectively
determined covariates and

cofactors of the treatment factor

* Estimate of treatment differences including 95%
confidence limits in linear

regression models

* Backward elimination of covariates / cofactors in linear
regression models

. x2 test

« t-test, U test

* Analysis of covariance.

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

The age ranged from 43 to 77 years with a median value of]
53.0 years. The mean (= SD) BMI was 25.24 + 2.91 kg/m?
(range 14.5 — 36.5 kg/m2). The proportion of women with
high BMI > 28 kg/m? amounted to 8.6%.

20. Efficacy results

A statistically significant therapy difference in favour of the
isopropanolic extract of Black Cohosh (p=0.0269) was
documented by the MRS 1.

The factor analysis of MRS I documented a statistically
significant superiority of the verum medication for the
factors “hot flushes”, “atrophy” and “psyche”.

21. Safety results

Under therapy with Black Cohosh N=50 (32.7%) of the
patients complained about adverse events (AE); compared to
N=47 (31.1%) under placebo medication.

The proportion of patients with AE being at least “possibly”
related to the study medication was assessed with 6/153
(3.9%) of patients in the Remifemin® group and 7/151 (4.6
%) in the placebo group (p=0.7583).

Serious adverse events were not observed.

Clinically relevant changes of biochemical or physical
parameters were not found.

22. Conclusion

There is a statistically significant and clinically relevant
benefit for the isopropanolic Black Cohosh extract and the
treatment of climacteric complaints. The efficacy is better in

early postmenopausal than in very late postmenopausal




women.
The hot flush MRS subscore is the most Remifemin®-
responsive factor of climacteric complaints.

There is neither a statistically significant nor a clinically
relevant difference between the isopropanolic Black Cohosh
extract and placebo in regard to the drug safety.
Remifemin® shows a favourable benefit-risk ratio

Applicant:
Schaper & Briimmer GmbH & Co. KG @ _"4&& /(/ &d\
wi

(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager



Honarok 30 o I[Topsaaky NpoBeeHHs eKCIEPTH3H
peecTpaliifHiX MaTepianis Ha Jlikapcobki 3acobu, 1o
TMOJAOTELCS HA IepiKaBHy peecTpallilo (mepepeecTpaiiio), a
TAKOX EKCIEPTH3H MaTepiaiB npo BHECEHHS 3MiH 10
peecTpauiifHuX MaTepialliB IpoTAroM Ail peecTpaliiiHoro
MOCBi{YeHHS

(nyHkT 4 posniny VII)

3BIT Ne 1
Npo KJiHiYHe BHNPOOYBaHHSA

1. Hasga nikapcekoro 3aco0y (3a
HasABHOCTI - HOMEp peecTpallifiHOro

Pemidemin®, 2,5 mr TabaeTkn

[IOCBiAYEHHS)
2. 3asBHUK [lanep & Bpommep I'm6X & Ko, KI'
3. Bupobuuk Ilanep & Bprommep I'm6X & Ko, KI'

4. IlpoBeneni qocigKeHHS:

rak M Hi O skwo Hi, o6rpyHTYBaTH

1) Tan nikapeekoro 3acoby, 3a
SIKHM NPOBOJHIIACS abo
[JIaHYETBCSA peecTpailis

Pociiunnmii Jikapebkuii 3aci6, skuii Mae J00pe BHBUeHe MeJH'HE
3aCTOCY BAaHHA

5. IToBHa Ha3Ba KJIiHIYHOTO
BUNIPOOYBaHHS, KOJAOBaHHI
HOMEp KJIIHIYHOIO

SB-FEM 0601
bararouieHTpoBe,  paHgomizoBaHe, mojpiliHe  ciime,  mianebo-
KOHTPOJILOBaHE MOCII[MKEHHA Yy TapajelbHUX Ipynax /i BHBUEHHS

BUNPOOYBaHHs e(pEeKTHBHOCTI Ta Ge3neKH i30MpONaHoIOBOrO EKCTPaKTy LMMiLmbyry
(Cimicifuga racemosa) y »iHOK y TOCTMEHONAY3i 3 KIIMaKTEPUUHHMH
CKapramu

6. ®aza kniHiYHOrO BUNPOOYBaHHs [[V

7. Ilepion npoBeaeHHs KIiHIYHOTO
BUNPOOYBaHHs

3 6epe3ns 2002 o tpasens 2003

8. Kpainu, ne nposoaunocs
KJliHiYHEe BUNpOOYBaHHSA

Himeuunna

9. Kinexicts nocnimkyBanux

IN = 304 (286 3aBepiueni);
N = 153 (137 3aBepiueni) uuminudyra (Black Cohosh);
N =151 (131 3aBepiueni) miaue6o.

10. MeTa Ta BTOpMHHI L]
KJIIHIYHOTO BHIPOOYBaHHs

OCHOBHOIO METOK 1IBOTO KJIIHIYHOTO AOCTiMKEHHA 6yl10 JI0BECTH
edexrusricTs mmitmdyru (Cimicifuga racemosa) nopiBHIHO 3 MWIALEGO
y JKIHOK y MOCTMEHONays3i 3 KIIMaKTepUYHMMM CKapraMd. BTopuHHEMH
LIbOBMHU NapameTpamy Oy/iM 3MiHM Bill BUXiIHOTO PiBHS B YOTHPBOX
(pakTopax MomudikoBaHOI 1KaM OLiHKK MeHonmay3u (MRS).

11. Huzaiin KJIHIYHOTO,

BUNPOOYBaHHS

baraToLeHTpoBe,  paHmOMi3oBaHe, ToABiliHe  ciime, muIANE6o-
KOHTPOJILOBAHE JIOCIIiIKEHHSI y TIapaJie/ibHUX Ipyna; BiANoBiac BUMOram
GCP.

12. OcHoBHi kpuTepii BKIIOYEHHS

Konimakrepuuni ckapru (MoamdikoBana wikana ouinku Mesonaysu (MRS)
> 0,4 npuHaiiMHi B 3 nyHKTax).

13. ocnimxyBanuii TikapehKuit
3aci0, crocib 3acTocyBaHus, cuna
i

Pemidemin® Tabnetku, 2 x 1 Tabm./106y, nepopasHo.

14. IIpenapat nopisHsHHA, 1034,
crioci® 3acTocyBaHHs, cuna ail

[[nauebo, 2 x 1 Tabin./noby, nepopaisHo.

15. CynyTHs Tepanis

/

16. Kpurepil ouinku epekrusHOCTI

MoMbikoBaHOT mIKasy oujnku Menonaysu (MRS);




* 3aranbHi KJIiHIYHI BpayKeHHs;
* 3aranbHa OLiHKa naieHTamMu eeKTUBHOCTI.

17. Kpurepii ouinku 6e3neku

* UacToTa moOIyHHX SBULLL

» JlaboparopHi NoKasHHKH;

* @izryHe 00CTEXKEHHS, BKIIOYAIOYH JKUTTEBI TTOKA3HUKH Ta Bary Tijla;
* lllxana saraneHoro kiiHiuHoro spaxennst (CGI): mobiuni edexru;

* 3arajibHa OLiHKa MAIliEHTAMM ITEPEHOCHMOCTI.

18. CraTucTruni MeToau

* Jlocnimkenns nepesar, piBeHs 3Hadyiocti 0=0,05 1BOCTOPOHHIH.

* Mogene niniHOT perpecii a/ist 3MiH Bil BAXIZAHOTO PiBHS 10
iH/IMBIlya/IbHOIO OCTAHHBOTO Bi/IBiLyBaHHs, 3a3BUYal BisuTy V3, y
OILIHL 32 MOIM(iKOBAHOO MIKANIOKO OLiHKK MeHonay3u (MRS) 3
[POCTIEKTMBHO BU3HAYEHMMH KOBapiaTaMu Ta Kodakropu hakropa
TiKyBaHHSL.

* Ouinka BiAMiHHOCTEH JTiKyBaHHs, BK/ItOYatoun 95% nosip4i inTeppany
B JIiHiHHIH perpeciiini Moaeni.

* 3BOpOTHE YCYHEHHs KOBapiaT/KOo(aKTOpiB y MOJEIISX JIIHIHHOT perpecii.
* TECT ).

* t-rect, U-TecT.

» Kogapiartitinuii ananis.

19. lemorpadiuni nokasHUKu
JIOCTIPKYBaHOT MOMyJisiuii (cTaTh,
BiK, paca, TOIIO)

Bik xonusasca Big 43 10 77 pokis i3 cepennim 3HaueHnaM 53,0 poky.
Cepenniit (x SD) IMT cranous 25,24 + 2,91 kr/m? (gianason 14,5-36,5
kr/m?). Yacrka sxiHOK i3 Bucokum IMT > 28 kr/m? citaia 8,6 %.

20. PesynbraTi edekTHBHOCTI

CraTucTyHO 3HaYyINa Pi3HUL B Teparnii Ha KOPHCTH i30MPONaHOJI0BOIO
excTpakty 1uMinupyru  (p=0,0269) Oyna  3a0KyMEHTOBaHa 33
MoupikopaHoo mmikanoo oninku (MRS) 1. ®akropuuii aHaniz 3a
MoaubikopaHoro mkanoro ouinku (MRS) I 3a10KyMeHTyBaB CTaTHCTHYHO
3Hauylly TiepeBary mpenapary verum 3a (akropamu «NpHILIABIY,
«aTpodis» Ta «ICHUXiKay.

21. Pesynbratu Gesnexku

[lin yac Tepanii excrpakToM wuMitmpyru N=50 (32,7%) mnauieHTip
ckapxuics Ha nodiyni sieua (I151); y nopisuanui 3 N=47 (31,1%) nig
uac NiKyBaHHs u1aue6o.

Yactka nauientie i3 [1f, wo npuHaiiMHI «MOKITHBOY TOB’s3aHi 3
JIOCJTi[DKYBaHMM TIpenapaToM, Oy1a owinena sk 6/153 (3,9%) nauieHTip y
rpyri Pemieminy® Ta 7/151 (4,6%) y rpyni niaue6o (p=0,7583).
Cepiioznux noGiynux SBULL He crioctepiranocs. KiiHiuHO 3Hauy M 3MiH
GioximMidHMX a60 i3HYHMX MOKA3HUKIB HE BUSBICHO.

22. BUCHOBOK (3aKJIFOYEHHS)

[CHye CTaTMCTMYHO 3Hadylla Ta KIHIYHO 3HA4Yylla KOPHMCTE
i301IpONaHOIOBOIO  €KCTPaKTy upMinupyrda 1@ JiKyBaHHS
KJTiMaKTepu4HUX ckapr. E(eKTHBHICTS Kpawia B paHHiii mocTMeHoMays3i,
HDK y Jy>e Mi3Hil ocTMeHonaysi y kiHOK.

[Tininnexc Moaudikoranoi mkanu orinku MRS npunnusis € haxropom
KTIMAKTCPUYHMX — CKapr, sikuii Halibinelue pearye Ha npuifom
Pemideminy®.

Hemae Hi cTaTMCTHYHO 3HAYYINOl, Hi KIHIYHO 3HAYYIIOT Pi3HMLI Mix
i30nponaHonoBuM ekctpaktoM uuminudyru (Black Cohosh) Ta miare6o
mono Oesneku npemapary. Pemidemin® nemoHcTpye cnpusTimBe

CITiBBiJIHOLIEHHS] KOPHCTE/PH3HK.

3aseuuk: [llanep & Bprommep 'M6X & Ko. KI”

HaykoBo-Me/lnuHuii eKcrepT / MeHeKep 3 Pery.IloBaHE

(mignuc)
Hoxrop INeTpa Hiken




Annex 30
to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as
well as examination of materials
on making changes to registration
materials during the validity of the
registration certificate
(clause 4 of the section VII)
REPORT Ne 2

on clinical trials

1. Name of the medicinal product (if
available — marketing authorization
number):

Remifemin®, 2,5 mg tablets

2. Applicant

Schaper & Briimmer GmbH & Co KG

3. Manufacturer

Schaper & Briimmer GmbH & Co KG

4. Conducted investigations:

yes X no o if no, justify

Type of medicinal product for which
registration was or is planned

Herbal medicinal product with well-established use

5. Full name of the clinical trial,
coded number of the clinical trial

SB-FEM 0797
Randomized trial of Black Cohosh for the treatment of hot
flushes among women with a history of breast cancer

6. Clinical trial phase

v

7. Clinical trial period

July 1998 to April 2000

8. Countries where the clinical trial [USA

was conducted

9. Number of patients Niot = 85
N = 42 Black Cohosh
N = 43 Placebo

10. Purpose and secondary objectives
of the clinical trial

Efficacy and safety of Remifemin® in breast cancer patients

11. Clinical trial design

Double-blind, randomised, placebo-controlled

12. Main inclusion criteria

women over age 18, previously treated for breast cancer who
reported experiencing hot flashes daily.

13. Investigational medicinal
product, method of application,
strength of action

Remifemin® tablets, 40 mg drug/day, oral

14. Reference drug, dose, method of |Placebo
application, strength of action
15. Concomitant therapy Partly tamoxifen

16. Efficacy evaluation criteria

Number and intensity of hot flushes

17. Safety evaluation criteria

report of adverse events

18. Statistical methods

analysis of covariance, paired t-test. All analyses were
stratified by tamoxifen use.

19. Demographic indicators of the

Women; mean 63.0 — 64.8 years old; 5 African-American, 2




studied population (gender, age, race,
etc.)

Asian/Pacific Islander, 67 European-American, 11 Hispanic

20. Efficacy results

Of 85 patients (59 on tamoxifen, 26 not) enrolled in the
study, 42 were assigned to treatment and 43 to placebo; 69
completed all three hot flush diaries. Both treatment and
placebo groups reported declines in number and intensity of
hot flushes; the differences between the groups were not
statistically significant. At the final visit, the treatment group
reported a significantly greater improvement than the
placebo group in sweating but not in any other symptom.
Blood levels of FSH and LH did not change significantly in
either group.

21. Safety results

No adverse event was linked to Cimicifuga extract.

22. Conclusion

Black cohosh alleviated sweating but was not significantly
more efficacious than placebo against other menopausal
symptoms, including number and intensity of hot flushes.
The study illustrates the feasibility and value of standard
clinical trial methodology in assessing the efficacy and safety

of herbal agents.

Applicant:

Schaper & Briimmer GmbH & Co. KG % / /(/ A
/ ; ' ;

(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager



Honatok 30 o [lopanky npoBefeHHs eKCIepPTH3H
peecTpaliiiHuX MaTepianiB Ha JliKapchKi 3aco0u, 1110
MOJATECS Ha IEPHKABHY PEECTPALIi0
(mepepeecTpallito), a TAKOK EKCIIEPTH3H MaTEpialiB
PO BHECEHHS 3MiH 10 peecTpalliliHux MaTepianis
IPOTArOM Jii peecTpauiifHoro moceiqueHHs

(yHKT 4 po3niny VII)

3BIT Ne 2

Npo KJIiHIYHE BHNPOOYBaHHS
1. Hasga nikapcbkoro 3acoGy (3a  [Pemigpemin®, 2,5 mr Tabierku
HAABHOCTI - HOMEp peecTpaliifHOro

MOCBiAYeHHS)

2. 3aiBHUK Ilanep & Bpiommep I'm6X & Ko. KT’

3. Bupobuuk Ilanep & Bpiommep I'm6X & Ko. KI'

4. IlpoBeneni pocnimxerHs: tak M Hi 0 sikuio Hi, o6rpyHTYBaTH

1) Tun nikapcekoro 3aco0y, 3a Pocnunnmii jikapebknii 3acib, axuii mMae q06pe BHBueHe
SIKUM TIpOBOAMIACS 200 MeIMYHe 32CTOCYBaAHHS

MJIaHYETECA peecTpaliis

5. IloBHa Ha3Ba KAiHIYHOIO SB-FEM 0797

BUIIPOOYBaHHS, KOJOBaHHI PanjomizoBane nocnimkenns uuminmgyru (Black Cohosh) s
HOMEp KJTiHIYHOro JIKyBaHHS IPUILTHBIB Y XKIHOK 3 PAKOM MOJIOYHOT 3aJ1034 B aHaMHe3i
BUIPOOYBaHHs

6. ®aza kniHiyHOrO BUNPoOYBaHH: [[V
7. Ilepion nposenenHs kiiniynoro (3 iunus 1998 no keirexs 2000

BUNPOOYBaHHS
8. Kpainu, ne nposoaunocs CLIA
KJIiHiYHe BUIIPOOYBaHHS
9. KinbKicTh 1ocimKyBaHUX Niot= 85
N =42 unmitmdgyra (Black Cohosh)
IN =43 nnaneGo
10. Meta Ta BTOpUHHI Lini Edexrupnicts i Gesnexa Pemideminy® y xBopux Ha pax MonouHoi
KJIiHiYHOTO BHIIPOOYBaHHS 3aJ103H
11. Juzaiin kniniunorollozgikiHe cine, paHaoMizoBane, nianebo-KOHTPOILOBAHE
BUNPoOYyBaHHS

12. OcHoBHi KpuTepil BKIIOUEHHS PKIHKH BikoM Biz 18 pokiB, 1m0 paHile oTpuMyBam NiKyBaHHs BiJl paKxy|
MOJIOUHOI 3aJ103H, AIKi MOBIIOMHIH NPO LIOIEHH] MPHILIMBH.

13. Nocnimkysauuii nikapcekuii  [Pemipemin® rabnerku, 40 Mr npenapary Ha 106y, NepopaIbHO

3acib, crocib 3acTocyBanHs, cuna
il

14. Tlpenapar nopisHsinus, 103a, |[Inate6o
crocib 3actocyBaHHsl, cuia Ail

15. CynyTHs Tepanis Yacrkoro Tamokcuden

16. Kpurepii ouinku edekruBroCTi [KislbKicTb i iHTEHCHBHICTH NPUILTHBIB

17. Kpurepii oninku 6e3nexu 3BIT Mo Mo6iuHI ABHIIA

18. CrarucTnuni Metoau AHaii3 koBapiauif, napuuit t-rect. Yci ananisu 6ynu

crparudikopaHi 3a Bukopuctanuam Tamokcudeny.

19. lemorpaciuni moka3Huku PKIHKH; cepennii Bik 63,0 — 64,8 pokie; 5 ady , %ﬁ
'l ';"» 4
7 e

JIOCIT/DKY BAHOT TOMy1siuii (cTath, |2 kuTenbku AsiaTchko-THXOOKEaHChKHMX OCTPOBIE, $7 e
BiK, paca, ToI10) aMepukaHoK, 11 icnanku




20. PesynbTaTh edekTHBHOCTI 3 85 mauienTok (3 Hux 59 orpumyBanu Tamokcuen, 26 He npuiimManm),
siKi Opaii y4acTh y HOCHiMKeHHi, 42 OTpuMyBanu JNiKyBaHHs, a 43
OTpuMyBaiu n1anedo; 69 3anoBHUIIK BCi TPH LIOJEHHUKH IIPUILIMBIB. |
rpyna JiKyBaHHs, i rpyna miauebo MOBIJOMHIN TPO 3HHIKEHHs
KiJTbKOCTi Ta iHTEHCHBHOCT] NPUIUIMBIB; BIAMIHHOCTI MiJK IpyramMy He
Oymu crarucruuno suadymmmu. [lin yac ocTaHHBOTO Bi3WTY Ipyma
MiKyBaHHA TOBIIOMHJIA NP0  3HAYHO  Gifbllle  TOKpPAIIEHHS
MOTOBK/II/IEHHS, HIXK Tpyna riauebo, ajie He Mo/0 IHIIHUX CUMIITOMIB.
Pigni @CI" i JII" B KpoBi iCTOTHO He 3MIHHJIMCS B JKOHIH i3 rpym.

21. PesyneraTu Ge3nexku JKomHoro mobiyHoro sipuia He Oya0 MOB’S33HO 3 EKCTPAKTOM
LUMiLHbYTH.
22. BUCHOBOK (3aKJIFOYEHHs) [uminmdyra (Black Cohosh) smeriuysana norosusinenns, ane He 6yna

3Ha4HO edEeKTUBHIIIOW, HDK mMiauebo, MPOTH IHIIKMX CHMIITOMIB
MEHONay3H, BKJIKOYAKOYM KiJbKiCTh Ta iHTEHCHBHICTH IIPHILIMBIB.
JIoCmiDKeHHs  imocTpye  IOLIIBHICT 1  WiHHICTE — CTAHAAPTHOI
METOJIONIONIT KNiHIYHUX BHIIPOOYBaHb 1s OLIHKH e(eKTHMBHOCTI Ta)
De3neku pocIMHHUX Mpenaparis.

3assuuk: lanep & Bprommep I'm6X & Ko. KI'

(minmuc)

Hoxrop INetpa Hiken
HaykoBo-meuuHuii excriept
/ MeHe[Kep 3 peryaloBaHHs




Annex 30
to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as
well as examination of materials
on making changes to registration
materials during the validity of the
registration certificate
(clause 4 of the section VII)
REPORT Ne 3

on clinical trials

1. Name of the medicinal product (if
available — marketing authorization
number):

Remifemin®, 2,5 mg tablets

2. Applicant

Schaper & Briimmer GmbH & Co KG

3. Manufacturer

Schaper & Briimmer GmbH & Co KG

4. Conducted investigations:

yes X no o if no, justify

Type of medicinal product for which
registration was or is planned

Herbal medicinal product with well-established use

5. Full name of the clinical trial,
coded number of the clinical trial

SB-FEM 0286
Double-blind study with Remifemin®, an estrogen
preparation and a placebo group with climacteric complaints.

6. Clinical trial phase

IV

7. Clinical trial period Not stated
8. Countries where the clinical trial |Germany
was conducted

9. Number of patients ntot = 80

placebo n = 20
Remifemin® n = 30
conjugated estrogens n = 30

10. Purpose and secondary objectives
of the clinical trial

Proof of the equivalence of a treatment with Remifemin® and
a low-dose estrogen preparation with a simultaneous efficacy
proof of the therapies vs. placebo.

11. Clinical trial design

Double-blind, and reference-

controlled

randomised, placebo-

12. Main inclusion criteria

Women in the climacteric with the following symptoms
* neurovegetative complaints, such as hot flushes, sweating,
etc
* psychological complaints, such as feelings of anxiety,
sleep disorders, depressive moods, etc
esomatic complaints, such as trophic changes in the
mucous membranes in the genital area, bleeding disorders.

13. Investigational medicinal
product, method of application,
strength of action

Remifemin® tablets, 2 x 2/daily

14. Reference drug, dose, method of
application, strength of action

e conjugated estrogens 0.625 mg/die (Transannon® mite) (+
3 placebo tablets/daily)




* 4 placebo tablets/daily

15. Concomitant therapy

/

16. Efficacy evaluation criteria

® neurovegetative complaints: Kupperman menopause index

e psychical complaints: Hamilton Anxiety scale (HAMA)

e somatic changes: vaginal degree of proliferation acc. to
Schmitt

17. Safety evaluation criteria

side effects, drop-outs

18. Statistical methods

e mean values, standard deviations

e t-test (student; for non-connected samples)
» Chi-Square adaptation test

e P = (.05 significance level

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

Climacteric women, aged between 46 and 56 years

20. Efficacy results

In all three groups decrease in the score of the menopause
index after 12 weeks of therapy. The difference Remifemin®
vs. placebo or estrogens was already significant after 4
weeks (p < 0.001). In the Remifemin® group the difference
to baseline also was clinically relevant, after 12 weeks the
score in this group was < 15, i.e. no more treatment required.
The same result was proven for Remifemin® also with the
HAMA scale. These results were not obtained in the control
group.

After completion of the therapy the somatic findings showed
that the vaginal degree of proliferation versus placebo
showed a statistically secured cell picture change (p < 0.01),
which indicates an estrogen-like stimulation (increased
occurrence of inner surface cells).

21. Safety results

In all 3 groups AEs/side effects occurred. The causality of]
the side-effects (ADR) was not evaluated.
* Estrogens: 1 x heart palpitations; 1 x weight problems
e Placebo: 2 x headaches, 1 x weight problems
*Remifemin®: 6 x headaches, 1 x vertigo, 2 x inner
restlessness, 3 x weight problems, 1 x tender breast, 1 x
heavy legs

22. Conclusion

In regard to the efficacy parameters a clinically relevant
efficacy was obtained under Remifemin® which is equal to a
standard hormone treatment. The concomitant symptoms
assessed as AEs/side-effects cannot be attributed to any of

the 3 groups as "specific "

Applicant:

Schaper & Briimmer GmbH & Co. KG

Cbra. i

(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager



Honartok 30 no Iopsaky NpoBeneHHS EKCIEPTH3H
peecTpaliiinux MaTepianiB Ha Jikapchki 3acobu, o
NOJaK0TECA Ha JAePiKaBHY PEECTpALIito
(mepepeecTpallito), a TAKOX eKCTIEPTH3H MaTepiaiiB
PO BHECEHHs 3MiH 10 peecTpaliiiHuX MaTepiaiiB
NPOTATOM Ail peecTpauiifHoro mocBiq4eH s

(nynxT 4 posainy VII)

3BIT Ne 3
Npo KJiHiYHe BUNIPOOYBaHHA
1. Hasga nikapcbkoro 3acofy (3a  [Pemidemin®, 2,5 mr Tabaerkn
HasABHOCTI - HOMEp peecTpaliifHoro
MOCBiIYEHHS)
2. 3asBHHK [lanep & Bpommep I'm6X & Ko. KI'
3. Bupobuuk Ilanep & Bpiommep I'm6X & Ko. KI'
4. IpoBeneHi nocuipreHus: Tak M Hi O sKo Hi, 06rpyHTYBaTH
1) Tun nikapeekoro 3aco6y, 3a Pociunnmii  gikapebknii 3aci6, skuii Mae Jo0pe BHBYeHe|
IKUM NpoBoOAMIIacs abo MeIHYHe 3aCTOCYBaHHSA
[JIaHYETBCS peecTpallis
5. IloBHa Ha3ea kiiHIYHOrO SB-FEM 0286
BUIPOOYBaHHS, KOJOBAHHI [lomsiiine cnine mocmimkenHs 3 Pemipeminom®, npenaparom
HOMEp KJIiHIYHOTO €CTPOreHY Ta rPyrnoko miauedo 3 K1iMakTepUYHUMH CKapraMH.
BUNPOOYBaHHS
6. Pasa KkiiHiyHOTrO BHNpOOYBaHH: IV
7. Ilepion npoBenenus kiiniunoro |He Bkazao
BUNPOOYBaHHs
8. Kpainu, ne nposomunocs Himeuuuna
KJliHiYHe BUMIpoOyBaHHs
9. Kinekicte mocnimkysanux Niot = 80
[Inanebo n =20
Pemicdemin® n = 30
Kon'torosai ectporetu n = 30
10. Mera ta BTOpuHHI wini Jlokas exBipaneHTHOCTI JliKyBaHHs PemideminomM® i HU3BKOL030BaHIM
KJIIHIYHOrO BUMPOOYBaHHS IPENapaToM €CTPOreHy 3 OJIHOYACHUM MiATBEPLKEHHSM e(peKTHBHOCTI
Tepanii MopiBHSHO 3 marebo.
11. HMuzaiin kniniyHorollozpiline  cmine, panzomizoBane, nnanebo- Ta  pedeperc-
BHIIPOOYBaHHS KOHTPOJILOBAHE
12. OcHoBHi kputepii BkmoueHnst DKiHKM B KITIMAKTEPUYHOMY MEPiO/i 3 TAKUMH CHMITTOMAMH:
* HEHPOBEreTaTHBHI CKAPTH, TaKi SIK MPUILIMBM, ITIMBICTh TOLIO;
* TICHXOJIOTIYHI CKapru, Taki sIK BIZYYTTS TPHMBOTH, PO3JajM CHY,
JIETIPECHBHI HACTPOT TOLO;
* COMaTHYHI CKapru, Taki ik Tpo(idHi 3MiHHM CIM30BMX OGOTOHOK
CTATEBUX OPraHiB, MOPYIIEHHS MOB’s3aHi 3 KPOBOTEUAMH.
13. NocnimkyBanuit nikapeekuii  [Pemidemin® raGnerku, 2 x 2 Ha no0y.
3acib, crocib 3acTocyBaHHs, cuna
hyll
14. Ilpenapar nopiBusiHus, f03a, [ Kou''oroBaHi ectporend 0,625 Mr/mm.

crocid 3acTocyBaHHs, cuaa Aii (+ 3 Tabnerku mnaue6o Ha J00y).
* 4 Tabnerku maueGo Ha 100y.

15. CynyTHs Teparis

16. Kpurepii ouinku ehekTHBHOCT |» HepoBereTaTUBHI CKapry: iHAEKC MEHONAy3u Ky
* [ICUXiYHi CKapry: IKaja TpUBOry [ amineToHa




* COMAaTHYHI 3MiHH: BariHaNbHHUH cTyniHb nponidepauii 3a [l Imitrom

17. Kpurepii oninku 6e3neku

no6iuHi eekTH, BUNagaHHs

18. CrarrcTuuni Metoau

* CEpe/IHI 3HAUEHHS, CTAHAAPTHI BiJIXUIEHHS;

* t-kputepiii (CTbrofieHTa; U1 HE3B I3aHUX BUOIPOK);
* AnanrauiiiHuii TecT Xi-KBapar;

* P = 0,05 piBens 3nauymioci.

19. Jlemorpadiuni nokasHuku
JIOCTTIIKY BAHOT MOy ST (CTaTh,
BiK, paca, TOIIO)

DKiHKM B KJliMaKTepHYHOMY CTaHi BikoM Bij 46 10 56 pokis.

20. Pe3ynpraT edeKTHBHOCTI

Y BCIX TPBOX rpymnax BiaGynocst 3HIKEHHs GajliB MEHONAay3anbHOTO
inaexcy nmicns 12 TikHiB Teparnii. Pisauusa Pemipeminy® nopiBHsHO 3
mianebo abo ectporeHamu Oyna 3HAYHOK BKe depe3s 4 Tkui (p
<0,001). ¥ rpyni Pemibeminy® pisHus 3 Buxinnum pisem takox Gya
KIIHIMHO 3HAYYIIOH, micas 12 TIKHIB ouiHKa B wiii rpyni 6yma <15,
mobT0 Ginblie nikyBaHHS He Oyno notpiGHo. Toi cammii pesymbTar
Oyno moeemeno misi Pemidpeminy® Takoxk 3a mxamoro HAMA. V|
KOHTPOJIbHIM IPyIIi TAKMX pe3ybTaTiB He 5yJi0 OTPUMAHO.

[licns 3aBeplieHHs Teparii COMAaTW4Hi pe3yJLTATH MOKA3ajiH, IO
CTymiHb  BariHalbHOT  mposidepaiii  mopiBHAHO 3 nnauebo
MPOICMOHCTPYBAB CTATUCTHYHO TMiATBEP/DKEHY 3MiHY KJITHHHOI
kaprund (p <0,01), mo BKa3dye Ha €CTPOreH-TIOMIOHY CTUMYJISALIIO
(30inb1IEHHS KiTBKOCTI KJIITHH BHYTPIIIHBOT IIOBEPXHi).

21. PesaynbraTu Ge3nexu

Y Beix 3 rpynax cnocrepiramics nobiudi edextu. I[lpuumHHO-
HACTIIKOBHH 3B's130K MOOIYHUX eeKTiB HE OLIHIOBABCH.

* Ecrporenu: 1 x cepueburrst; | x npo6iemu 3 Baroto

* [Tnaue6o: 2 x ronoeui 6o, 1 x npobiemu 3 Baroro

* Pemidemin®: 6 x ronosni 6o, 1 X 3anamopouerHs, 2 X BHYTPilLHIH]
HECTOKiH, 3 X npobremu 3 Baroko, 1 X 4y TaMBICTE pyeH, | X BaXKKIiCTb
y HOrax.

22. BUCHOBOK (3aKJIFOYEHHS)

Lo crocyerbes mnapamerpiB  ©(EKTHBHOCTI: KJIiHIYHO 3HaYyIIal
edexTHBHiCTE, ik TOPIBHIOE CTAHAPTHIM rOpMOHANBHIH Teparii 6ynal
OTpuMaHa TIpH 3actocyBauHi Pemideminy®. CymytHi cummrommu,
OUiHeHi sk obiyHa jis/moGiuHi edekTH, He MOXKyTh Oy TH BiHECEH] 10

PKOIHOT 3 3 rpyn sIK «crieudiyHi».

3asBHuk: Illanep & Bprommep 'moX & Ko. KI'

(mianuc)

Joxrop [letpa Hiken
HaykoBo-menuunmii excrepr
[ MEeHEJDKep 3 peryIroBaHHs




Annex 30
to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as
well as examination of materials
on making changes to registration
materials during the validity of the
registration certificate
(clause 4 of the section VII)
REPORT N: 4

on clinical trials

1. Name of the medicinal product (if
available — marketing authorization
number):

Remifemin®, 2,5 mg tablets

2. Applicant

Schaper & Briimmer GmbH & Co KG

3. Manufacturer

Schaper & Briimmer GmbH & Co KG

4. Conducted investigations:

yes X no O if no, justify

Type of medicinal product for which
registration was or is planned

Herbal medicinal product with well-established use

5. Full name of the clinical trial,
coded number of the clinical trial

SB-FEM 0295

Controlled double-blind study on the efficacy and safety of]
Cimicifuga tablets with an IPA Cimicifuga extract off
different dosages for neurovegetative and psychic disorders
due to the climacteric

6. Clinical trial phase Phase IV (III)
7. Clinical trial period 1995 to 1996
8. Countries where the clinical trial |Poland

was conducted

9. Number of patients ot = 152

Intention-to-treat collective n = 149
per treatment group n = 75 (CH) or n = 74 (CN)

10. Purpose and secondary objectives
of the clinical trial

Proof of a more favourable benefit-risk-relation of a higher
Cimicifuga dosage vs. the lower monograph-compliant
dosage

11. Clinical trial design

Multicentric, double-blind, block-randomized, with 2
parallel groups; dose-response

12. Main inclusion criteria

® Diagnosis: Neurovegetative and psychical disorders of
climacteric origin
e Kupperman-Menopause-Index > 20

13. Investigational medicinal
product, method of application,
strength of action

Cimicifuga rhiz. 31.83 mg/tbl.; 2 x 2 tbl./daily
daily dose: 127 mg drug/isopropanolic extract

14. Reference drug, dose, method of
application, strength of action

Cimicifuga rhiz. 9.75 mg/tbl.; 2 x 2 tbl./daily
daily dose: 39 mg drug/isopropanolic extract

15. Concomitant therapy

/

16. Efficacy evaluation criteria

Main objective criterion:




Difference of the Kupperman menopause index for
neurovegetative disorders of the climacteric in weeks 2, 4
and 8 (visits 3, 4, and 5) in comparison to the baseline.
Secondary objective criterion:

® SDS scale(Self assessment form) according to Zung

* global assessment of the efficacy by the investigator

® global assessment of the tolerability by the investigator

e vaginal cytology

* hormone status; LH, FSH, E2, Prolactin, SHBG

17. Safety evaluation criteria

e climacteric bleeding anomalies (visit 1 and 6)

e organic changes (visit 1 and 6)

e adverse events (visits 3, 4, 5 and 6)

e blood pressure and heart rate (visit 1 and 6)

e clinical chemistry, haematology, urinalysis (visit 1 and 6)

18. Statistical methods

e simultaneous test of the difference to baseline between
week 2, 4, 8 as per the Wei-Lachin procedure

* univariate Wilcoxon-Mann-Whitney-Test

e test for one-sided superiority of the higher dose with a =
0.05

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

Women, Age: 42 to 60 years

20. Efficacy results

In both treatment groups the menopause index reduced
clinically relevant from a mean of 31.0 (high dose) or 30.5
(low dose) to 7.0 (high dose) or 8.0 (low dose). There were
no differences in the treatment groups (pWei-Lachin =
0.7171). That means that the moderate symptoms (25 - 30 to
35 points) at the beginning had totally disappeared after the
treatment (< 15 points). In the CH-group the symptoms had
normalized at the end of treatment in 72% of the cases (< 15
points) and in the CN-group this applied to 70.3% of the
cases.

In regard to the SDS scale and the vaginal cytology as well
as the hormone analyses both dosages were equal. In both
therapy groups the SDS values decreased clinically relevant,
from a mild depression at the beginning of the therapy to "no
" depression at the end of the therapy. During the treatment
period the vaginal cytology and the hormones were not
influenced by the investigational product, which indicates a
non-estrogen-like effect of the Cimicifuga-extract.

The global assessment of the efficacy by the investigator
showed an equally good efficacy of both investigational
products.

21. Safety results

In regard to the tolerability criteria there were no significant
differences between the groups. A combined analysis of the
adverse concomitant events as well as the global assessment
of the tolerability shows that the higher dose trivially tends
to be inferior, whereby relevant differences can be excluded
by the confidence interval.

The number of adverse events (N = 18; 24.0 %) and the

number of affected patients (N = 11; 14.7 %) are equal in




both therapy groups. The incidence of adverse events in both
groups is low, the degree of severity mostly mild and
moderate. No serious adverse events or deaths occurred in a
either therapy group.

In the clinical study 14 laboratory parameters were
determined and described in detail in the final study report.
|On the whole there were no negative effects on these
parameters in either treatment group.

22. Conclusion

In both treatment groups a good efficacy was shown with a
good tolerability and thus a good benefit-risk relation. For
practical purposes relevant group differences can be
excluded both regarding the efficacy criteria as well as in
regard to the tolerability criteria with sufficient certainty.
Based on the presented data no recommendation in favor of]
one or the other investigational product is possible.

Based on the general assumption that a maximum benefit-
risk relation is to be achieved with the lowest possible
expenditure, the lower dose should be applied in daily
practice.

Applicant:

Schaper & Briimmer GmbH & Co. KG ?8’94\‘-‘\ X/%\
'

(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager



Honarok 30 no [Nopaaky npoBeneHHs eKCIEPTH3H
peecTpaliiHiX MaTepialliB Ha Jlikapchbki 3aco0wu, 1110
MOAAIOTHCS Ha JePIKaBHY PEECTpaLito
(mepepeecTpallilo), a TAKOMK eKCIIEPTH3H MaTepialliB
Npo BHECEHHS 3MiH 10 peecTpallifHuX MarepiaiiB
MpoTAroM Aii peecTpawiiiHoro NocBigueHHA

(nyHKT 4 po3niny VII)

3BIT Ne 4

Nnpo KJAiHiYHe BUNIPOOYBaHHS

1. Hazga nikapcpkoro 3aco0y (3a
HasBHOCTI - HOMEp peecTpalifHoro
MOCBiIYESHHs)

Pemidemin®, 2,5 mr Tabierkn

2. 3agBHUK

MManep & Bprommep I'm6X & Ko. KI'

3. Bupobuuk

Mlanep & bprommep I'm6X & Ko. KT

4. [TpoBeneHi JOCTiIKEHHS:

TaK Hi O SKILO Hi, 0BYPYHTYBATH

1) Tvn nikapcbkoro 3acoby, 3a
AKHAM IIpoBoAuaacs abo
[IAHYETHCSA pEECTpallis

Pocimnuunii  gikapebknii  3acié, sikmii Mae ao0pe BHBYeHe
MeIHYHe 3aCTOCYBaHHS

5. IloBHa Ha3Ba KJIiHIYHOTO
BUMPOOYBaHHS, KOJAOBAHHIA
HOMEp KITiHIYHOTO
BUMPOOYyBaHHS

IO3YBAHHAX IpM  HEHPOBEreTaTWBHHX i

SB-FEM 0295

KonrposboBaHe nojgiliHe ciine AocmimkeHHs e(heKTHBHOCTI Ta
besnexu Tabnetok imitmdyru 3 excrpaktom IPA Cimicifuga y pisHux]
MCHXIYHUX po3ajax,
CIPUYMHEHUX KITIMAKTEPUUHUM TIEPIOIOM.

6. @aza KJIiHIYHOro BUNPOOYBAHHS

Phase IV (III)

7. Ilepion npoBeaeHHs KITiHIYHOTO
BUNPOOYBaHHS

31995 no 1996

8. Kpainu, ne npoBoaunocs [Tonbia
KJIiHiYHe BUIIPOOYBaHHs
9. KinbKicTh DOCTIIKYBaHHX Nt = 152

Bubipka paHI0Mi30BaHHX MattieHTiB n = 149
Ha rpyny nikyBsannst n = 75 (CH) a6o n = 74 (CN)

10. Mera Ta BTOpHHHI Hini
K1iHI9HOTO BUNIPOOYBaHHs

N03M LMMILMGYrd TOPIBHAHO 3 HIDKUOK 03010, AKA BiAMOBiae

Jloka3 OinbIl COPUATIMBOIO CHiBBiHOLIEHHS KOPHCTH/PH3UK BHILOI

BUMOIaM MoHorpadii

LhiI8 Juzaiin
BHUITPOOYBaHHA

KJliHiYHOroMyIBbTHLIEHTpOBE, NOABiMHE ciiine, 3 GJOYHOK paHaOMIzalier, 3 2

napajie/IbHUMH IPynaMH; 103a-BiNoBiIb

12. OcHOBHI KpuTepii BKIFOUEHHS

« Jliarno3: HeiipoBeretaTuBHi Ta MCUXi4YHI pO3/aad KJIIMaKTEPUUHOIO
TIOXO/KEHHS
» Innexc Menomnay3u Kyrmnepmana > 20

13. JlocnimkyBanuii likapcbKuii
3acib, crioci6 3acTocyBaHHs, cuia
il

ino6osa 103a: 127 Mr npenaparty/i3onponaHoioBOro eKCTpaKTy

KopeHeBuIle uuminugyru 31,83 mr/rabn.; 2 x 2 tabin./neHp

14. TIpenapat nopiBHSAHHA, 1034,
crocib 3acTocyBaHHs, cuia il

KOpEHEBUILE LUAMILU(YrH 9,75 Mr/Tabm.; 2 X 2 Tab./aeHb
no6oBa 103a: 39 Mr npenapaty/i3onponaHoiOBOro eKCTPaKTy

15. CynyTHs Teparnis

16. Kpurepii oninku edekTHBHOCTI

TWoKHI (Bi3UTH 3, 4 Ta 5) y nopiBHSAHHI 3 BUXiTHUM piBi

OcHoBHMI 00'€KTHBHHWIT KpUTEPIii:
Piznuis MEHOTIaY3aJIEHOTO iHAeKCY
HEWPOBETETATUBHUX PO31a/liB KIIMAKTEPUUHOIO MNep

BToprHHWIT 00'eKTHRHMI KpUTEpIii:
» Illkasia n1st camooninku aenpecii 3ydra (SDS Zuigs

.




* 3arajibHa OLiHKa JIOCITiIHUKOM e()eKTHBHOCTI

* 3arajibHa OLiHKA JOCIi THUKOM NepPEeHOCHMOCTI

* BariHaJIbHA LIATOJIOTIS

* ropmonasieHuii craryc; JII', @CI, E2, INponaktun, [CIIT

17. Kputepii ouinku 6e3nexu

* KIiIMaKTepU4Hi aHOMaIbHi KpoBoTedi (BisuT 1 i 6)

* opraHiyHi 3miau (Bizur 1 i 6)

* no6i4Hi sBULIA (Bi3uTH 3,4, 51 6)

* apTepiaibHUi THCK i YaCTOTa CepLieBUX CKOpoueHs (Bisurt 1 i 6)
* KIIHIYHa Ximis, reMaroJiorisi, anais ceyi (Bizur 1 i 6)

18. CrarucTryni Metomu

* OHOYACHHI TECT Pi3HMILi 3 Oa30BUM piBHeM Mix 2, 4, 8 TIHXKHAMHE
3riaHo 3 npoueayporo Wei-Lachin

* onHodakTopHHii Tect Binkokcona-Manua-YiTHi

* TECT Ha OJIHOCTOPOHHIO MEpPERary BUILOI 103H 3 o = 0,05

19. Jlemorpadiuni nokasuuku
IIOCTILIKY BAHOT MOy isiii (cTaTh,
BiK, paca, TOLI0)

DKinkw, Bik: Big 42 1o 60 pokip

20. PesynpTaTi eeKTHBHOCTI

B 000x rpynax nikyBaHHS iHIEKC MEHOMAY3M 3HH3MBCS KJIHIYHO
3HA4y IO i3 cepeiHboro 3HadeHHs 31,0 (Bucoka n03a) a6o 30,5 (Hu3BKa,
nosa) no 7,0 (Bucoka mosa) aGo 8,0 (Husbka mo3a). He 6ymo
BiAMiHHOCTEH y Tpymax mikysauHs (pWei-Lachin = 0,7171). Le
O3Hauae, IO moMipHi cumnTomu (25-30-35 Gamis) Ha mouarky
MOBHICTIO 3HUKJIM Miciis NiKyBanHs (<15 6ani). Y rpyni CH cumnromu
HOPMaJli3y BANIUCS| HANPMKIHLY JTiKyBaHHs B 72% Bunaakis (<15 Ganis),
a B rpyni CN we crocysasocst 70,3% BUnaaKie.

CrocoBHo mkand SDS Ta BariHambHOT LMTONOMI, a TaKoOX
TOPMOHAJIBHUX aHalli3iB oOuaBi mo3u Oyau oxHakoBuMHu. B 06ox
rpynax tepanii 3HavyeHHs SDS 3HM3WIHCA KIIiHIYHO 3Ha4ymo, Bif|
JIerKOI Jienpecii Ha NoyaTKy Tepartii 10 «BiACYTHOCTI» aernpecii B KiHLj
repanii. TIpotsarom nepiofy mikyBaHHs 10caimKyBaHHi Npenapar He
BIUIMBAB HA BariHaJlbHy LMTOJNOTIO Ta TOPMOHM, LIO CBiUMTH MpO
HEECTPOreHOMNOMIOHY [0 eKCTPaKTy [MMILUyTH.

3araibHa oOlliHKa e(eKTHBHOCTI JOCHIJHMKOM TMOKa3ana OIHAKOBO
Xopoury eheKTUBHICTh 060X 10CIIHKYBaHHX NPENaparis.

21. Peaynwrati He3nexu

CTocoBHO KpuTepiiB mepeHoCHMOCTi Mik rpynamu He 6yn10 iCTOTHHX
BiaMiHHOCTeH. KoMOiHOBaHKH aHami3 HECTIPUATIIMBUX CYTTyTHIX SBHLL,
@ TaKOXX 3arajibHa OLIIHKA NMEPEeHOCHMOCTI MOKa3ykoTh, 10 BHIIA A034)
TPUBIAJILHO Mac TEHAEHIIO JI0 HEMEPEBAKHOCTI, 3aBASKH YOMY
BiAMOBIHI BiAMIHHOCTI MOMHA BUKTIOYHTH 33 JOTIOMOTOK JIOBipYOTO
iHTEpBay.

Kinbkicts no6iunux sisuuy (N = 18; 24,0 %) Ta KijbKicTh nawienTie 3
BrumBoM (N = 11; 14,7 %) piBHi y 0GHABOX TepaneBTHYHUX Ipymax.
Yacrora noGiunux siuiy B 060X rpynax HH3bKa, CTYMiHb TDKKOCTI
MEPEBaXKHO JIETKKMi Ta cepe/Hii. Xoauux cepHosnux mobigHMUX B
abo cmepreii He BinOynocs B skofHil rpyni Tepamii. Y KniHidHOMy
Jocrikerni 6yno BusHaueHo 14 naGopaTopHux mapamerTpiB, sKi
MIETaJIbHO OMUCaHI B OCTATO4MHOMY 3BITi IIPO JOCHIKEHHS. 3arajioM He|
OyJ10 JO/IHOrO HEraTHBHOTO BIUIUBY Ha Lii NAPAMETPH B JKOHIM rpymi
NTiKyBaHHS.

22. BUCHOBOK (3aKIKOUeHHs)

B o0ox rpynmax rikyBaHHsS OyJ0 NpPOIEMOHCTPOBaH
CEKTHBHICTE i3 XOpOLIOK [EPEHOCHUMICTIO i, OTIXKE, ﬂm
CTIBBIJHOLUCHHAM KOPHMCTH/PH3HK. JIisi MpakTHUHKX Afife )
IOCTATHEOK)  BMEBHEHICTIO  BHKIFOYMTHM  Bifmm o3

: o>
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BIZIMIHHOCTI IK 1110710 KPUTEPiiB eeKTHBHOCTI, TaK i LIOAO KPHTEPIiB
nepeHocMMocTi. Ha OCHOBI npe/icTaBneHuX AaHUX HEMOSKIIMBA KO/IHA|
PEKOMEH/Iallisl Ha KOPHCTh TOTO YH iHINOTO AOCiPKYBAHOTO MPOAYKTY.
BuxoasuM i3 3arajpHOrO  MpPHMYLIEHHA, 100  MaKCHMaJbHE|
CTiBBiIHOIIEHHS KOPHCTH/PU3HK Ma€e OyTH MOCATHYTO 3 HAMEHIIHMH
MO/IMBUMH BHTpaTaMH, Yy LIOJACHHIH INpaKTHLI CJijl 3aCTOCOBYBaTH

MEHIITY 103Y.

3assuuk: [lanep & bprommep I'm6X & Ko. KI'

(mignuc)

Hoxkrop Iletpa Hiken
HaykoBo-menuunuit excriept
[ MeHeJKep 3 peryaroBaHHS




Annex 30
to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as
well as examination of materials
on making changes to registration
materials during the validity of the
registration certificate
(clause 4 of the section VII)
REPORT Ne 5

on clinical trials

1. Name of the medicinal product (if
available — marketing authorization
number):

Remifemin®, 2,5 mg tablets

2. Applicant

Schaper & Briimmer GmbH & Co KG

3. Manufacturer

Schaper & Briimmer GmbH & Co KG

4. Conducted investigations:

yes X no 0 if no, justify

Type of medicinal product for which
registration was or is planned

Herbal medicinal product with well-established use

5. Full name of the clinical trial,
coded number of the clinical trial

SB-FEM 0295 — ext
Controlled double-blind study on the efficacy and safety of
Cimicifuga tablets with an IPA Cimicifuga extract of
different dosages for neurovegetative and psychic disorders
due to the climacteric (SB-FEM 0295-Ext.; Extension,
month 4 - 6)

6. Clinical trial phase IV (1II)
7. Clinical trial period 1995 - 1996
8. Countries where the clinical trial |Poland

was conducted

9. Number of patients

Extension nit = 116
high dosage (CH): n =59
low dosage (CN): n =57

10. Purpose and secondary objectives
of the clinical trial

Proof of a more favourable benefit-risk-relation of a higher
Cimicifuga dosage vs. the lower monograph-compliant
dosage

11. Clinical trial design

Multicentric, double-blind, block-randomized, with 2
parallel groups; dose-response

12. Main inclusion criteria

e Diagnosis: Neurovegetative and psychical disorders
of climacteric origin

e Kupperman-Menopause-Index > 20

13. Investigational medicinal
product, method of application,
strength of action

Cimicifuga rhiz. 31.83 mg/tbl.; 2 x 2 tbl./daily
daily dose: 127 mg drug/isopropanolic extract

14. Reference drug, dose, method of
application, strength of action

Cimicifuga rhiz. 9.75 mg/tbl.; 2 x 2 tbl./daily
daily dose: 39 mg drug/isopropanolic extract

15. Concomitant therapy

/




16. Efficacy evaluation criteria

Main objective criterion:
Difference of the Kupperman menopause index for
neurovegetative disorders of the climacteric in weeks 16, 20,
24 (visits 7, 8, and 9) in comparison to the baseline.
Secondary objective criterion:

® SDS scale according to Zung

¢ global assessment of the efficacy by the investigator

e vaginal cytology

¢ Karyopyknotic index, Acidophilic index, proliferation

degree
e hormone status; LH, FSH, E2, Prolactin, SHBG

17. Safety evaluation criteria

e climacteric bleeding anomalies

e organic changes

e adverse events

e blood pressure and heart rate

e clinical chemistry, haematology, urinalysis

¢ duration of treatment

¢ global assessment of the tolerability by the investigator
e inner concomitant diseases

e physical examination

e blood pressure, heart rate and EKG

18. Statistical methods

e simultaneous test of the difference to baseline between
week 2, 4, 8 as per the Wei-Lachin procedure

e univariate Wilcoxon-Mann-Whitney-Test

e test for one-sided superiority of the higher dose with o =
0.05

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

Women, CH age 50.1 +/- 4.39, CN age 50.4 +/- 4.59 years

20. Efficacy results

In both treatment groups the median of the menopause index
decreases by the end of the extension study clearly from
initially (V1) 32.0 (high dose) or 31.0 (low dose), resp., to
6.0 (high dose) or 5.0 (low dose). The difference between the
two treatment groups in regard to the main criterion
(simultaneous test of the differences to the baseline for week
16, 20, and 24) is statistically insignificant (Pyei-Lachin =
0.2194). The Mann-Whitney parameter is at 0.5385 above
the equivalence line 0.5 and thus shows a trivial superiority
of the higher dose in the extension study. The lower limit of]
the one-sided 95% confidence interval for the MannWhitney
parameter ("worst case") is at 0.4567, within the range of]
trivial differences (0.44 to 0.56).

The analysis of the per-protocol collective matches with the
results of the intention-to-treat collective (Pwei-Lachin = 0.2194,
MW = 0.5294).

In regard to the self-evaluation depression scale (SOS scale)
exploratorily there was the trend of a superiority of the
higher dose, although in the intention-to-treat collective
(Pwei-Lachin = 0.0675, MW = 0.5725) as well as in the per-

protocol collective (Pwei-Lachin = 0.0144, MW = 0.6618) there




were no differences found in the subgroup postmenopause.
Regarding the criteria of the vaginal cytology as well as the
global assessment of the efficacy by the investigator no
significant group differences were found. The confidence
intervals allow the conclusion of a sufficiently high precision
of the study.

21. Safety results

In regard to the tolerability criteria there were no significant
differences between the groups.

In the course of the extension study five adverse events
occurred under the high dose and four adverse events under
the low dose. All adverse events were "not serious" and
"expected". In no case was there a connection with the
investigational or reference product in the opinion of the
investigators.

An analysis of the benefit/risk relation by means of the
combined monthly global assessments of the investigators in
regard to efficacy and tolerability shows an almost perfect
equivalency of the two treatment groups both in the
intention-to-treat collective (Pwei-Lachin = 0.4306, MW =
0.5049) as well as in the per-protocol collective (Pwei-Lachin =
0.4611, MW = 0.5033).

22. Conclusion

In both treatment groups a good efficacy was shown with a
good tolerability and thus a good benefit-risk relation. For,
practical purposes relevant group differences can be
excluded both regarding the efficacy criteria as well as in
regard to the tolerability criteria with sufficient certainty - an
exception being the SOS scale in patients in premenopause
with a clear — to be assessed exploratorily - superiority of the
higher dose.

Based on the presented data no recommendation in favor of]
one or the other investigational product is possible. Based on
the general assumption that a maximum benefit-risk relation
is to be achieved with the lowest possible expenditure, the
lower dose should be applied in daily practice.

Applicant;

Schaper & Briimmer GmbH & Co. KG 744 /{/ ! 6&»\,
€ra, /

(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager



Hogaarok 30 no ITopsaky NpoBeleHHS eKCepTU3H
peecTpauiiiHux MaTepianiB Ha JlikapchbKi 3aco0u, 10
NOJAK0ThCA HA JIEPYKABHY PEECTpaliio
(mepepeectpallilo), a TaKOXK eKCIEPTH3H MaTepialiB
Npo BHECEHHS 3MiH JI0 peecTpauiiHUX MaTepianis
MPOTSATOM Jii peecTpaliffiHOro nocsiueHHs

(myHKT 4 pozniny VII)

3BIT Ne §

Npo KJiHIYHEe BUNPOOYBAHHSA

1. Ha3pa nikapcbkoro 3aco0y (3a
HasBHOCTI - HOMEp peecTpaliiHoOro
[IOCBiUEHHSI)

Pemicemin®, 2,5 mr Tabierku

2. 3adBHUK

IManep & bprommep I'm6X & Ko. KI'

3. Bupobuuk

Ilanep & Bprommep I'm6X & Ko. KI'

4. ITpoBenieHi HOCTiKEHHS:

tak M Hi O sKuwo Hi, 06rpyHTYBaTH

1) Tun nikapcekoro 3aco0y, 3a
SIKUM MpoBoaMIacs abo
[JIAHYETHCS PEECTPALlisl

Pocaiunnuii  Jikapebkuii 3acid, sikmii Mae no0pe BHBUYEHe
MelHYHe 3aCTOCYBAHHA

5. IloBHa HazBa KJiHIUHOTO
BUITPOOYBaHHS, KOAOBaHHMH
HOMEp KJIIHIYHOTO
BUIPOOYBaHHS

SB-FEM 0295 — ext

KoHTposipOBaHe TMoOIBikHE chine AOCTiMKEHHA ©(DEKTHBHOCTI Ta)
Gesnexu Tabierok uminugyru 3 excrpakrom IPA Cimicifuga B pizHux|
1103aX NPHU HEHPOBEreTaTUBHUX i MCHXIYHMX PO3Najax, CIPUINHEHUX|
KiiMakrepuuHuM niepiogom (SB-FEM 0295-Ext.; Posmmpenns, 4-6
MiCSLIIB)

6. ®aza KJIiHiYHOrO BUMIPOOYBaHHs

IV (11I)

7. Ilepion npoBeeHHs KIiHIYHOTO
BUIPOOYBaHHS

1995 - 1996

8. Kpainu, ne nposoaunocs
KJIiHIYHe BUTIPOOYBaHHS

[lonsina

9. KinbkicTe fochimpKyBaHuX

PosimpenHs n = 116
Brcoka no3a (CH): n=59
Hu3bKa f103a (CN): n =57

10. Meta Ta BTOpHHHI L1ii
KIIIHIYHOTO BUNPOOYBaHHs

Jlokaz OinblI CHPUSATIMBOTO CIiBBiTHOINEHHS KOPHUCTE/PH3UK BHIIO]
1031 LUMILKAYTH MOPIBHAHO 3 HIDKYOK 030K, fKA BIAMOBIAaE
BHMOraMm MoHorpadii

11; Iu3aiin KJTiHIYHOTO)

BUNPOOYBaHHS

My ieTHLEHTpOBE, NMOABIiHE ciine, 3 GJOYHOI paHAOMizali€ro, 3 2|
napajieIbHUMH IPYNaMHK; 103a-BiANOBiAb

12. OcHoBHI KpuTEpil BKIKOUEHHS

«Jliarno3: HetipoBererarusHi Ta ncuxiyxi posznagu
KTiMaKTePUYHOTO MOXO/KEHHS
lnexc menonaysu Kynnepmana > 20

13. HocaijkyBaHuii JiKapehKui
3aci0, crocib 3acTocyBaHHs, cuia
i

uuMinudyry kop. 31,83 mr/rabn.; 2 x 2 Tabn./neHp
inoboBa mo3a: 127 Mr npenapary/i3onponaHoibHOIO eKCTPaKTy

14. Ilpenapar nopiBHsHHS, 1034,
crnocib 3acTocyBaHHs, CHla ail

mMinmdyra kop. 9,75 mr/tabn.; 2 x 2 tabn./neHs
joboBa 1o3a: 39 Mr npenapaty/i3onponaHoI0BOTO EKCTPAKTy

15. CynyTHst Tepanis

16. Kpurepii owinku edekTuBHOCTI

OcHoBHHMIT 00'€EKTUBHHI KpUTEpiii:

Pisnuig innexkcy Menonaysu Kyrnmepmana Juisi Hy
po3saliiB KiiMakTepu4Horo nepioay Ha 16, 20, 24 w4
i 9) y mopiBHSIHHI 3 BUXiTHUM PiBHEM.

BropuHHuUit 06'€KTHBHHH KpHTEPIH:




* llIxanma ans camoouinku aenpecii 3ynra (SDS Zung)

* 3arajibHa OLIiHKA JIOCTiTHUKOM e(heKTHBHOCTI

* BariHAJIbHA LIUTOJIOTIS

» KapionikHotnunuii  iHgexc, auupodinbHMil  iHIEKC, CTyIiHb
npoidepanii

» ropmoHaibimii craryc; JII', @CI', E2, [Tponaktun, I'CIIT

17. Kpurepii ouinku Oe3nexu

* KJIIMaKTEepHYHI aHOMaJIbHI KpOBOTEYi

* OpraHiuHi 3MiHu

* 100IUHi IBAIIA

* apTepianbHUi THCK i ITyJibe

* KJIIHIYHA XiMisl, reMaTooris, aHani3 ceui

* TPUBAITICTB JIIKyBaHHs

* 3araJIbHa OLIiHKA J0C/Ti JHUKOM NMEePEeHOCHMOCTI
* CYITyTHI 3aXBOPIOBAHHSI BHYTPIIIIHIX OpraHiB

® MEUYHMI OIS

» aprepianpHuii THek, YCC i EKT

18. CraTrcTruni meroau

* OIHOYACHUH TecT pi3HULI 3 6a30BUM piBHEM MiX 2, 4, 8 TIKHAMH
3rizHo 3 npoueayporo Wei-Lachin

* oqHo(akTopHuii Tect BinkokcoHa-MaHHa-YiTHi

* TECT Ha OIHOCTOPOHHIO NEpeBary BUIOi 403K 3 o. = 0,05

19. Jlemorpadiuni nokazHuku
IOCIIi Ky BaHOT Moy sl (cTars,
BiK, paca, Touo)

Kinku, CH Bik 50,1 +/- 4,39, CN gik 50,4 +/- 4,59 pokis

20. Pesynbrati epeKTHBHOCTI

B o0ox rpynax /iKyBaHHS Me[iaHa IHIEKCY MeEHONAay3d YiTKO
3MEHIIYEThCS 0 KiHLS PO3IIMPEHOro J0CiKeHH 3 moyaTtkoBHX (V1)
32,0 (Bucoka no3a) abo 31,0 (Hu3BKa 1034), BiAMOBiAHO, 10 6,0 (BUCOKA
103a) abo 5,0 (Hu3bKa f03a). PisHULS MiXK BOMa rpynaMu JiiKyBaHHs
IIOJI0 OCHOBHOIO KpHUTepit0 (OJHOYAacHHI TECT Ha BIOAMIHHOCTI BiH
OasoBoro piBHst 11 16, 20 i 24 THXKHIB) € CTATUCTHYHO HE3HAYYLIOK)
(Pwei-Lachin = 0,2194). TTapameTp Manna-VYiTHi 3HaxoauTscs Ha 00,5385
BUILE JiHIl ekBiBaseHTHOCT 0,5 i, TAKUM YMHOM, NOKa3y€ TPUBIAbHY
repeBary BULIOI 034 B pO3IUMpEHOMY HociimkeHHi. HikHa Mmexa
OJHOCTOPOHHEOr0 95% goBipyoro intepsany i MannWhitney
napaMeTp («Halripumii Bunagok») craHoButh 00,4567, y Mexax
TpHUBiaIbHUX BiaMiHHOCTe# (Bin 0,44 mo 0,56).

AHani3 rpynu 3a npotokonoM (per-protocol collective) 36iraerscs 3|
pesyabTaTamyu BUOIpKM paHAOMi30BaHMX MallieHTiB (intention-to-treat
collective) (Pwei-Lachin= 0,2194, MW = 0,5294).

CTOCOBHO  WIKamd  caMooliiHKM  jenpecii  (wkana  SOS)
EKCIIEPMMEHTAJIBHO CIOCTepiraiacs TeHAEHLs [0 MepeBard BHUIO]
1034, Xo4a B rpymni BUOIpKM paHIOMi30BaHHX NALIEHTIB (Pwei-Lachin =
0,0675, MW = 0,5725), a Takox y rpymi 3a mpoToKOJIOM (Puwei-Lachin =
0,0144, MW = 0,6618) He BusBICHO BigMiHHOCTEH y miarpyrmi
MOCTMEHOTIAY 3H.

I1lo crocyeTbest KpUTEPIiB BariHANBHOI LIMTOJIOTI, 8 TAKOXK 3arajibHoi
OLIHKM  e(EeKTUBHOCTI  JOCHIIHMKOM,  3HAYyLMX  IPYIOBHX|
BiAMIHHOCTeH BusiBieHo He Oyno. JoBipui iHTEpBand I03BOJISHOTH

21. PesynbraTu Ge3nexu

3p0OHMTH BUCHOBOK TIPO JOCHTH BUCOKY TOUHICTB JHOCITiIpKe
CTOCOBHO KpMTEpIiB NMEPEHOCHMMOCTI MK Ipyramuy4f
BiIMiHHOCTEIA.
Y X0Ji po3IMpPEHOro JOCTIMKEHHs I’ ATh MoOilH

MpH 3aCTOCYBaHHI BHCOKOI 03U TA YOTHPH MOK
B




3aCTOCYBaHHA  HM3bKOI  J03W. Yci moOiuni  sBuma  Oyid
«HECEPHO3HUMHU» Ta «OodviKyBaHMMM». Ha &nymKy mocnmigHukis, y
PKOTHOMY BMnNaaky He Oyno 3B’a3Ky 3 jgociipKysaHum  a6o
pedepeHTHUM NpenapaTamH.

/AHani3 CIiBBIJHOLLEHHS KOPUCTE/PU3HK 38 JOMOMOIOI0 KOMOIHOBaHHX
IOMICSUHHX II00ANIBHHUX OLIHOK JOCIIHHKIB MO0 e()eKTHBHOCTI Ta)
MEPEHOCKMOCTI T0Ka3ye Maibke ileanbHy €KBiBalIeHTHICTh JBOX I'PYII
JiKyBaHHs B 000X rpynax: B rpymi BUOIpKHM paHIOMi30BaHUX IALEHTIB
(Pwei-Lachin = 0,4306 , MW = 0,5049), Ta y rpyri 3a NpOTOKOJIOM (Pyeid
Lechin = 0,461 1, MW = 0,5033).

22. BUCHOBOK (3aKITFOYEHHS)

B obox rpymax JjikyBaHHA OyJ0 TPOJEMOHCTPOBAHO XOPOLLY)|
eDEKTUBHICTD i3 XOpPOIIOK MEPEHOCHMICTIO i, OTXKE, XOPOLIMM
CITiBBIAHOLIECHHAM KOPUCTH/PU3MK. [Iisi MpakTHYHKX LS BiANOBiIHI
rpyNoBi  BIAMIHHOCTI MOMKHAa BHUKJIIOMHTH SK I0OJ0 KpPHUTEpiiB
e(eKTUBHOCTI, TaK i 100 KPUTEpIilB MepeHOCHMMOCTI 3 JOCTATHHOIO
BreBHEHICTIO. BunATkoM € mkana SOS y nauieHTok y npemeHonaysi 3
HiTKOO, JUTs JOCTITHHLEKOT OL[IHKH, MIEPEeBaroko BHIIOI A03H.

Ha ocHOBI npezicTaBneHUX JaHKX HEMOYK/IUBA JKO/IHA PEKOMEHIallisl Haj
KOPHCTh TOTO YM IHLIOrO JOCHiIKyBaHOro rnpenapary. Buxopsuu i3

3arajlbHOrO  NPMITYIIEHHs, 10 MaKCMMajdbHE CITiBBiIHOIIEHHS
KOPMCTB/PM3UK Mae OyTH AOCATHYTO 3 HAWMEHLIHUMH MOXTHBUMH
BUTPATaMH, V LIOJICHHI# NPaKTHIIi CJi 3aCTOCOBYBATH MEHLIY J03Y.

3agsauk: [llanep & Bprommep I'm6X & Ko. KI'

(mignuc)

Hoxrop Iletpa Hiken
HaykoBo-menuunuii excriept
[ MeHeKep 3 PeTyVIIFOBAHHS

KEH
LTATLHICE
HOBALIIR




Annex 30
to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as
well as examination of materials
on making changes to registration
materials during the validity of the
registration certificate
(clause 4 of the section VII)
REPORT Ne 6

on clinical trials

1. Name of the medicinal product (if
available — marketing authorization
number):

Remifemin®, 2,5 mg tablets

2. Applicant

Schaper & Briimmer GmbH & Co KG

3. Manufacturer

Schaper & Briimmer GmbH & Co KG

4. Conducted investigations:

yes X no o if no, justify

Type of medicinal product for which
registration was or is planned

Herbal medicinal product with well-established use

5. Full name of the clinical trial,
coded number of the clinical trial

SB-FEM 0401

Multicenter, randomized, double-blind, parallel-controlled
study on the efficacy and tolerability of Remifemin® vs.
Tibolone in patients with menopausal symptoms

6. Clinical trial phase

v

7. Clinical trial period 2004 - 2005
8. Countries where the clinical trial |China

was conducted

9. Number of patients N =244

N = 122 Black Cohosh
N = 122 Tibolone

10. Purpose and secondary objectives
of the clinical trial

To prove that the efficacy-safety balance of Cimicifuga
racemosa is not inferior to Tibolone in Chinese peri- and
postmenopausal women with climacteric complaints

11. Clinical trial design

Multicenter, randomized, dobule-blind, parallel-controlled

12. Main inclusion criteria

Peri- and postmenopau-sal patients with meno-pausal
complaints for at least 4 weeks and with a Kupperman Index
> 15

Sub-group analysis in patients uterine myomas

13. Investigational medicinal
product, method of application,
strength of action

Remifemin® tablets, 2 x 1 tbl/day, oral

14. Reference drug, dose, method of
application, strength of action

Tibolone tablet 2.5mg (Zi Zhu Awei®), 1 tablet/day, oral

15. Concomitant therapy

/

16. Efficacy evaluation criteria

Efficacy-safety-composite variable (combination of the
Mann-Whitney values (MWYV) of the KMI and the frequency




of AEs)
KMI-score, CGI 1, 2, 3.1

17. Safety evaluation criteria

Adverse events

18. Statistical methods

e Wilcoxon rank sum test

* 95 % CI of Mann-Whitney value

e Wei-Lachin-Mann-Whitney-U-test
e Fisher's exact test

e Pearson's Chi-square test
 Cochran-Mangel-Haenszel (CMH)

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

women
TP: 51.28 years (41.66 - 60.29)
RP: 51.61 years (41.27 - 59.9)
Chinese

20. Efficacy results

From the results of analysis on primary endpoint, benefit-
risk-balance, a composite of Kupperman Menopause Index
and frequency of adverse events, it is concluded that the
efficacy-safety balance of Remifemin® 20 mg bid is non-
inferior and even superior to Tibolone 2.5 mg QD. This
indicates that a randomly selected patient given Remifemin®
responds better at 57% probability than a randomly selected
patient given Tibolone in terms of benefit-risk balance.

The results of analysis on secondary efficacy endpoints, at
the interim evaluation of week 4 and the end of treatment
after week 12 show a remarkable reduction in total score of
KMI in each group. There are no significant differences
between the two groups at each timepoint, and non-
inferiority is significant. The analyses of individual items of]
KMI including hot flush, profuse sweating, insomnia,
nervousness, depressive mood, vertigo, weakness and
fatigue, joint pain, headache and palpitation, at the interim
evaluation of week 4 and the end of treatment of week 12
show remarkable reductions in each group. Except for
significant differences in the insomnia item score between
the two groups at baseline, there are no significant
differences of other individual items between the two groups
at each timepoint, and non-inferiority is significant. There is
no significant difference but significant non-inferiority in the
KMI responder rate (very much improved, much improved,
improved, and no change) between the groups.

21. Safety results

The safety results show, that both Remifemin® and Tibolone
have good safety and tolerability. However, there are
significant differences in the incidence of all adverse events
(P<0.0001), and trial drug related adverse events (P<0.0001).
The incidences of vaginal bleeding (P<0.0001), breast pain
(P = 0.015), leukorrhea (P = 0.005), abdominal pain (P =
0.006) in the Remifemin® group were all significantly lower
than those in the Tibolone group. In the Remifemin group,
all subjects experiencing bleeding were at perimenopausal
period, whereas 17 Tibolone cases (= 61%) experienced
bleeding despite their postmenopausal status. In contrast to
Tibolone, there were only very few subjects (5) in the




Remifemin® group who experienced spotting. No matter
peri- or post-menopausal subjects, the incidence or risk of
vaginal bleeding or spotting in Remifemin® group was
significantly lower than that in Tibolone group (P<0.0001).
In both groups at week 12, the BMI increased slightly
(Remifemin 0.2 kg and Tibolone 0.4 kg). The increase in
BMI was possibly related with seasonal change and regular
body mass increase of menopausal women. Although the
endometrial thickness increased slightly, it was still within
the physiological range of 5 mm for postmenopausal women,
and therefore the corresponding statistical significance is
clinically irrelevant. In this trial, there were 2 serious adverse
events. Both occurred in the Tibolone group. One of which
was related to the trial drug, because endometrial biopsy
indicated an endometrial hyperplasia and unblinding
revealed that the patient had been allocated to the Tibolone
group. No clinical significant findings were found from the
results of hematology, blood chemistry and physical
examinations. The above results indicate that the safety of]
Remifemin® is superior to Tibolone.

22. Conclusion

The results of this trial demonstrate that the phytomedicine
Remifemin® which contains the isopropanolic extract of 20
mg per tablet and is taken orally twice daily(40mg/day), can
improve the menopausal climacteric complaints effectively
and safely. Its efficacy-safety balance is non-inferior and
even superior to Tibolone in Chinese women with peri- and

postmenopausal climacteric complaints.

Applicant:

Schaper & Briimmer GmbH & Co. KG 25 %ﬁ\ /(/ Cﬂk-
AV

(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager

R



Honatoxk 30 no IMopsaky npoBegeHHS eKCOEPTH3H
peecTpauiiHux MaTepianie Ha mikapceki 3aco6u, WO
MOJAOTHCS Ha JepIKaBHY PEECTpPaLiio
(mepepeecTpallilo), a TAKOMXK eKCIIEpPTH3M MaTepialliB
PO BHECEHHs 3MiH JI0 peecTpallifHuX MarepianiB
NPOTATOM [ii peecTpaLiliHOro NocBiyeHHs

(nyHkT 4 posniny VII)

3BIT Ne 6

Npo KJiHiYHe BUNPOOYBAHHSA

1. Ha3pa nikapcekoro 3aco0y (3a
HasABHOCTI - HOMep PeecTpaliiHOro

Pemipemin®, 2,5 mr Tabaerku

MOCBITUEHHS)
2. 3asaBHHK Ilanep & bprommep I'm6X & Ko. KT
3. BupoGuuk Ilanep & Bprommep I'm6X & Ko. KT’

4. IlpoBeneHi nocimKeHH:

TaK Hi O $KLIO Hi, OOIPYHTYBaTH

1) Tvn nikapcbkoro 3aco0y, 3a
SIKHM TIpOBOAMIacs abo
[JIAHYEThCS peecTpailtis

Pociunauii  dikapebkuii 3acif, sxkuii mae noGpe BHBueHe|
MeJUYHE 32CTOCYBAHHS

5. IToBHa Ha3Ba KniHiYHOTO
BUIIPOOYBaHHS, KOJOBaHUI
HOMEp KIIIHIYHOrO

SB-FEM 0401
baratouenTpoBe, paHnoMi3oBaHe,
KOHTPOJBOBAaHE JOCHIKeHHS e(eKTHBHOCTI

nojBiliHe cijine, apaiesbHO
Ta [EPEeHOCHUMOCTI

BUIPOOYBaHHS Pemideminy® nopieuaHo 3 THOONOHOM y MAIIEHTOK i3 CHMITOMAMH
MEHOIIay3H

6. ®a3a kiiHiuHOro BUNpoOyBaHHs [[V

7. Ilepion npoBenenns Kiiniunoro 2004 - 2005

BUNPOOYBaHHS

8. Kpainu, ne nposoaunocs Kuraii

KJliHiYHe BUNIPOOYBaHHS

9. KinbKicTb A0OCTiKYBAaHUX N =244

N = 122 Pemipemin®
IN = 122 Tuboion

10. Mera Ta BropuHHi wimi
KIiHIYHOTO BUMPOOYBaHHS

Jlopectu, mo OanaHc edextuBHOCTI Ta Oe3nekd UMMILUQYTH
(Cimicifuga racemosa) He TOCTynNaeTbcss THOONOHY y KMTaHCHKHX
JKIHOK Y MepH- Ta MOCTMEHOMAY3i 3 KiMaKTepUYHHMH CKapraMu

1 Juzaiin KJIiHIYHOTO|

BUIPOOYBaHHs

bararolieHTpoBe, paHJOMi30BaHe, [O[BiiiHE ciine, NapaielibHO|
KOHTpOJIbOBaHe

12. OcHOBHI KpuTepil BKIIOYEHHS

[lanieHTKH B nepu- Ta MOCTMEHONAY3i 3i cKapraMu Ha MEHOTIAY3Y
NPOTAroM LoHalMeHLIe 4 THXKHIB Ta 3 iHaekcoM Kynnepmana > 15
AHaJli3 miArpyn naieHToK 3 MiOMOK) MATKH

13. HocnigpxyBaHuit miKkapehKui
3aci0, crocib 3acTocyBaHHs, cuia
i

Pemipemin® Tabnerku, 2 x 1 Tabm./100y, mepopaasHO

14. I1penapat nopiBHsIHHSA, 1034,
crocib 3acTocyBaHHs, CHIa ail

Tubosnon Tabnerku 2,5 mr (Zi Zhu Awei®), 1 tabnerka Ha 06y,
NepopajiEHO

15. CynyTas Tepanis

/

16. Kpurepii ouinku edekTHBHOCTI

KomnosuTHa 3MiHHa edekTuBHiCTb-Oe3neka (komOiHaLis 3HA4YEHB

17. Kpurepii ouinku Ge3nexu

TET S
2 =
R

[To6iuni siBuia (I151)

i
30
[

wisiiom

18. CtatrcTi4Hi MeTooH

e Kpurepiii cymu panrie BinkokcoHa
YMH D




* 95 % CI 3nauenns Manna-YiTHi
» U-tect Beii-Jlaxina-ManHa-YiTHi
* Tounuii kpurepiii @imepa

» Tect Xi-kBaapar I[Tipcona

* tecT Koxpana-Manresns-XaHiens

19. Jlemorpadiuni nokasHuku
JIOCIIi 1KY BaHOT MOMy AT (cTaTh,
BiK, paca, TOII0)

Kuraliceki xiHKH
TP: 51,28 pokis (41,66 - 60,29)
PP: 51,61 pokis (41.27 - 59.,9)

20. PezynbraTu edekTHBHOCTI

3a pesysibTaTaMy aHali3y NEPBUHHOT KiHLIEBOT TOUKH, CITiBBiTHOIIEHHS
KOPUCTB/PU3HMK, CYKYITHOCTI iHAekcy MeHonay3n Kynnepmana Ta
4acTOTH no0iyHuX edexriB 3pobiieHO BHCHOBOK, 10 OanaHc
edexturHoCTi Ta Gesnexu Pemideminy® 20 mr 2 pasu Ha 100y He
nocTynaeThes i HaBiTh nepepepinye Tubomnon 2,5 Mr 1 pas Ha go0y. e
BKa3ye Ha Te, 10 BUMAAKOBO BiliOpaHa MallieHTKa, 1Ka OTpUMYyBana
PeMi(beMiH®, 3 imoBipHicTIO 57% BiANOBifae Kpalle, HK BUNAAKOBO
BifiOpaHa naiieHTka, 1O OTpuMyBama THOONOH, 3 TOUYKH 30pY|
CITiBBIiTHOLICHHS KOPHCTi Ta PU3MKY.

Pe3ybTaTi aHanizy BTOPHHHHX KiHIIEBHX TOYOK €(peKTHBHOCTI Mij Hac
MPOMIXHOT OLIHKM Ha 4-My TWXKHI Ta B KiHII JiKyBaHHs micas 12-ro
TYOKH TTOKa3yIOTh 3HA4He 3HWKeHHs 3araibHoro 6any KMI y kosxxHil
rpyni. Hemae icTOTHHX BiMiHHOCTE# MiXK JIBOMa rpyrnami B KOXHiH
YacoBi TOYIL, | HEMOBHOLIHHICTE € 3HAYHOK. AHAI3 OKPEMHX]
nokasHukiB KMI, BKIOYAlOYH [PUILUIMBY, PSCHE MNOTOBHALIEHHS,
Oe3COHHsA, HEpPBO3HICTh, EMPECHBHHH HACTpil, 3amaMOpOYEHH,
cnabkicTs i BTOMy, 6inb y cyrnobax, ronoBHuit O6inb i ceplieOUTTs, Imiz
yac MPOMIKHOI OLIIHKM Ha 4-My THIKHI Ta B KiHLI JiKyBaHHsS Ha 12-My
THKHI [TOKA3ye, 11O € NOMITHI CKOPOUEHHS B KOXHIi# rpymi.

3a BUHATKOM CYTTEBHX BiIMIHHOCTEH Yy MOKAa3HHKAaX OE3COHHS MK
/IBOMa IpylaMy Ha No4aTKOBOMY €Tarll, HEMA€E CyTTEBMX BIAMIHHOCTEH
IHIIMX OKPEMMX €JIEMEHTIB MK JBOMa TpynaMH B KOXHiH 4acoiii
Toyll, i He MeHWa edekTUBHiCTE € 3Hauymow. Hemae 3Hawymioij
PI3HULIL, a/le HasBHA 3HAUYIld He MEHIIa e(EeKTUBHICTh B MOKa3HHKAX|
Bianogiznei 3a KMI (qyske 3HaUHO MOKpAIIUBCS, 3HAYHO TMOKpPAIUBCS,
MOKpaIMBecs Ta 0e3 3MiH) MiXK IPYIaMu.

21. Pesynbratu Gesneku

Pe3ynbraTi Oe3nexy nokasyrors, Lo i PeMi(l)eMiH® i TubBosnon MaroTh
xopouy Oe3neky Ta mepeHocuMicTh. [lpoTe iCHYIOTB CYTTEBI
BiIMIHHOCTI y 4acToTi Bcix mobignux sBuin (P<0,0001) i moGiummx
IBHLL, TIOB’13aHHUX 3 IOCJI Ky BaHUM rpenaparomM (P<0,0001). YactoTa
BariHabHUX Kpoported (P<0,0001), 6omo B rpymsx (P = 0,015),
neiikopei (P = 0,005), 6o:mo B skupori (P = 0,006) y rpyni Pemideminy®
Oyna 3HauHO HKKYOIO, HiX Y rpymni Tuboony.

Y rpyni Pemicheminy® Bci cy6’exth, y sikux cniocTepiranmcst KpoBOTeui,
Oynu B meprMeHonay3alibHOMY Iepioi, Toai sik y 17 maiieHTok, siKi
orpumyBaiu TubonoH (= 61%), kporoTeua Oysa He3BaKaKOUH Ha TXHIH
nocTMeHonay3aneHuii craryc. Ha BigMiHy Bim TubomnoHy, KiNbKiCTb
cy6’exTiB, sIKi May MaxKy4i BUieHHs Oynia aysxe manoto (5) y rpymi

nlu,r}

Pemideminy®. Hesanexuo Bin cy6’extin nepH--a00 MoCTHEN
e

(P<0,0001). B obox rpynax Ha 12-my T

(Pemichemin 0,2 kr i Tubosion 0,4 kr).




36inbiennHs IMT, MmoxnuBo, GyJ10 nos’s3aHe 3 CE30HHAMH 3MiHAMH Ta
peryasapHUM 30iMbIIEHHSAM MacH Tijia JKIHOK y MeHomaysi. Xoua)
TOBLIMHA €HIOMETPisl TPOXH 30inblIIMIAacs, BOHA Bee 1e Oynia B MeXKax|
(hiziosoriyHoro aianasoHy 5 MM [uid JKIHOK y MOCTMEHOMNAy3i, i ToMy
BIATOBIZIHA CTATHCTHYHA 3HAYYIIICTh HE € KIIHIYHO 3HAYYINOK. V|
oMy pociaipkeHHi Oyno 2 cepiiosni nobGiuni seuma. OGuasa
BinOy/mcs B rpymni TuGonony. Onne 3 Hux Oyno mos’ssaHe 3
JI0CIT1/1KY BAHUM TPenapaToM, OCKiTbKK Giomcisa eHIOMeTpis BKa3ala Ha,
rinepnniasito eHIOMETpit0, a PO3KPUTTS 110Ka3aJ10, 10 nauieHTKy Oyo
BiZHeceHo 10 rpynu TuGonony. 3a pe3ynsrataMu reMaToIorii, GioXimiil
KpOBi Ta (hi3MKaNBHOrO OOCTEKEHHS HE BMSIBJICHO SKOAHMX KITiHIYHO
3HauyIIMX 3HaXifoKk. HaBezeHi Bulle pe3ybTaTy CBi4aTh Ipo Te, 110
Gesneka Pemideminy® nepesepurye Tu6onoH.

22. BUCHOBOK (3aK/IIOYEHHS)

Pe3ynbTaTi Lboro BUNpoOyBaHHS JEMOHCTPYIOTh, O diTonpenapar
Pemidbemin®, skuii MicTute 20 Mr i30MpOMaHONOBOTO €KCTPAaKTy Hal
TabneTKy Ta MpUMMacThCs MepopaibHO ABidi Ha AeHb (40 Mr/aeHs),
MOyKe epeKTHBHO Ta Ge3MeyHO MONErINTH KIIMAaKTepPHYHI CKapry Iijy
yac MeHomay3u. Moro Gananc edexTHBHOCTI Ta Oesmeku He
MOCTYIAETHCA 1 HaBiTh nepeBepinye THOOMOH y KMTAHChKUX MIHOK i3

MEpH- Ta NMOCTMCHOIIAY3aJIbHUMH K.I]iMaKTepH‘-IHHMH CKapramu.

3assHuk: [llanep & Bprommep I'MGX & Ko. KI'

(mimnuc)

Hoxrop Iletrpa Hiken
HayxoBo-meuuHui ekcrept
[ MeHeIDKep 3 PeryJBaHHS

HHOBAII MY
* HAYKOBO.LHPOB;:;{P?LM )
. KaHiko. 4
& PMALEBTH
. \EHTP *CIKEp
Kox 241244
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Annex 30
to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as
well as examination of materials
on making changes to registration
materials during the validity of the
registration certificate
(clause 4 of the section VII)
REPORT N: 7

on clinical trials

1. Name of the medicinal product (if
available — marketing authorization
number):

Remifemin®, 2,5 mg tablets

2. Applicant

Schaper & Briimmer GmbH & Co KG

3. Manufacturer

Schaper & Briimmer GmbH & Co KG

4. Conducted investigations:

yes X no o if no, justify

Type of medicinal product for which
registration was or is planned

Herbal medicinal product with well-established use

5. Full name of the clinical trial,
coded number of the clinical trial

SB-FEM 0186

Clinical and endocrinological studies on the therapy of
ovarian deficiencies after hysterectomy with maintenance of
adnexes

6. Clinical trial phase v
7. Clinical trial period 1975 to 1984
8. Countries where the clinical trial |Germany

was conducted

9. Number of patients

ntot = 60, randomized distribution on 4 groups
n = 15 for each group

10. Purpose and secondary objectives
of the clinical trial

Therapy of ovarian deficiencies after hysterectomy with
Cimicifuga in comparison to hormone replacement therapy

11. Clinical trial design

open reference-controlled study

12. Main inclusion criteria

Women, age <40 years, hysterectomized with at least one
remaining ovar but ovarian deficiencies, and Climacteric
complaints with the leading symptoms of hot flushes and
sweats

13. Investigational medicinal
product, method of application,
strength of action

Remifemin® tablets 2 x 2 /daily each 2 mg extract,

14. Reference drug, dose, method of
application, strength of action

Group 2: estriol 1 x 1 tbl./day each 1 mg

Group 3: conj. estrogens 1 x 1 tbl./day each 1.25 mg

Group 4: estrogen-progestogen combination 1 x 1 tbl/day
each 2 mg estradiol + 1 mg noresthisteronacetate

15. Concomitant therapy

/

16. Efficacy evaluation criteria

change of the modified Kupperman menopause index

including trophic disorders of the genitals,




serum hormone values

17. Safety evaluation criteria

Adverse events

18. Statistical methods

e normal distribution

e Bartlett test for unequal variants (p = 1 %)

e variance analysis

o if difference in variance analysis, group test by Scheffé
test

* 5 % significance level

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

Women < 40 years, hysterectomized

20. Efficacy results

The before/after comparison showed that the differences in
the modified Kupperman index were statistically significant
(p = 1 %) and clinically relevant in the estriol and the
conjugated estrogen groups after 8, 12 and 24 weeks. The
same applies to the estrogen-progestogen and the
Remifemin® groups, however, here already after week 4 in
comparison to baseline, i.e. in all 4 therapy schemes, the
menopause score was reduced. An internal group comparison
between the individual groups yielded no statistical
differences.

In regard to the LH and FSH serum levels all 4 groups
showed no influence on the 5 % significance level for the
therapeutical period of 6 months.

21. Safety results

There were no reports of adverse events/drug reactions.

22. Conclusion

The ovarian deficiencies were severe in all groups (1/5 of the
patients) and moderate (4/5 of the patients). After 24 weeks
of therapy 67 % of the patients in the Cimicifuga group were
free of complaints and only 33 % still reported mild
complaints. This study proves the comparability and good
efficacy of a phytotherapy with a hormone therapy for the
treatment of surgically induced ovarian ("climacteric")
deficiencies.

Applicant:

Schaper & Briimmer GmbH & Co. KG % 'V(‘d“r\_ /{/ . %\
/

(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager



Honatok 30 no [Nopsinky npoBeneHHs eKCIEPTH3H
peecTpaliifiHuX MarepianiB Ha Jlikapchki 3aco0u, Mo
TNO/IAl0TECA HA JEpKAaBHY peecTpaliio
(mepepeecTpalliro), a TAKOXK eKCIIEPTH3H MaTepialiB
Mpo BHECEHHS 3MiH /10 peecTpallifHiIX MaTepianip
NpOTAroM Al peecTpalifiHoro mocBiqueHHs

(mynkT 4 posniny VII)

3BIT Ne 7

Npo KJiHiuHe BUNIPOOYBAHHS

1. Ha3Ba nikapcekoro 3aco0y (3a
HasiBHOCTI - HOMEp peecTpaliiiHoro|

Pemidemin®, 2,5 mr TabiieTku

MOCBiTYEHHS)
2. 3asBHHK Ilanep & Bprommep I'm6X & Ko. KT’
3. BupoGHuk Ilanep & Bprommep I'm6X & Ko. KT’

4. [IpoBeaeHi 10CTiKEHHS:

Tak M Hi O KO Hi, 0GIPYHTYBaTH

1) Tun nikapcekoro 3acofy, 3a
SIKMM MpoBouIacs abo
MJIaHYETHCSA PEECTPALLis

PocaiuHHuii  Jikapcbkuii 3acif, sxuii mMae no0pe BHBUEHE
MeJHYHEe 3aCTOCYBaHHSA

5. IloBHa Ha3Ba KIIiHIYHOTO
BUNPOOYBaHHS, KOIOBAHHIMA
HOMEp KJIIHIYHOro
BUITPOOYBAHHS

SB-FEM 0186
KniniuHi Ta eHIOKPUHOJIOTIYHI JOC/IKEHHs Teparii HeZOCTaTHOCTI
SEYHHUKIB MTiC/Is MICTEPEKTOMIT 31 30epeKeHHAM NPHUAATKIB

6. @aza KIiHIUHOrO BUNPOOYBAHHS

I\

7. Ilepion npoBeneHHs KIiHIYHOTO
BUNPOOYBaHHSA

3 1975 no1984

8. Kpaiuu, ne nposoaunocs
KJTiHIYHE BUMTPOOYBaHHS

Himeuunna

9. KinpkicTh JocimKyBaHUX

Nioe = 60, paHIOMi30BaHMI po3NoiN Ha 4 rpynu
= 15 151 KOXKHOT rpynu

10. Mera Ta BropuHHi uiii
KITiHIYHOro BUIpoOYBaHHs

.HiKyBaHHﬂ HEJIOCTATHOCTI  SIEYHMKIB  Icjis  TicTepeKToMill
LIMMiLIM(YTO0 MOPiBHSHO i3 3aMiCHOK FOPMOHAJIBHOIO TEPAITi€l0

11. Jnzaiin KJTIHIYHOTO
BHUIIPOOYBaHHS

BiflkpHTe pedepeHc-KOHTPOIBOBAHE N0CTiIKEHHS

12. OcHoBHI KpuTepii BKJIIOYEHHS

DKinku Bikom < 40 pokiB, ricrepekToMmis 3 NpUHAAMHI OJHUM
IEYHHUKOM, 11O 3aJTUIIMBCH, aJ1€ HEAOCTATHICTIO ACYHHUKIB, i
KJIiMaKTepUUHi CKapri 3 OCHOBHUMM CUMITTOMAMM NPUILIUBIB i
MiTAMBOCTI

13. NocninxyBaHuii nikapchKuii
3acib, crnocib 3acTocyBaHHs, cuna
it

Ta6nerku Pem i(l)eMiH® 2 x 2 /neHb KOXHA N0 2 MI" €KCTPaKTy,

14. Tlpenapat nopiBHAHHS, 1034,
crioci0 3acTocyBaHHs, cuiia aii

2 rpymna: ectpion 1 x 1 Tabn./noby mo 1 Mr

3 rpymna: koH'tororasi ectporenu 1 x 1 tabs./noby no 1,25 mr

I'pyna 4: kombinatis ectporeH-nporecrared 1 x 1 Tabnerka Ha 100y
KOJKHa 2 M ecTpaiiony + 1 MI HOPECTHCTEPOH alleTaTy

15. CynyTHs Tepanis

16. Kpurepii oninku epekTuBHOCTI

3M1Ha MOI[I/I(I)IKOBaHOFO IHACKCY MGHOHaYBH KyrmepmaHa BIUIIOqal-O‘{H

KpOBI

17. Kputepii ouiHku 6e3neku

[To6iuHi sBHIIA

18. CrarucTHyHI MeETOIH

* HOpMaJIbHUH PO3MOi




* TecT baptierra nas HepiBHMX BapianTis (p = 1 %)

* MCTIepCiHHUI aHami3

* SIKILO HasBHA Pi3HULA B IUCTIEPCIHHOMY aHaTi3i, TPYIIOBHH TECT 3a
kputepiem [ledde

* 5 % piBeHb 3HAYYIOCTI

19. lemorpadiuni nokazuuku
IOCTTIKYBaHOT NOMy ST (CTaTh,
BiK, paca, To1o)

XKinku < 40 pokis, ricrepexromoBani

20. PesynpraTit eeKTUBHOCTI

[TopiBHAHHS 10/ITiC/Is MOKA3aII0, O BiAMIHHOCTI B MOAM(IKOBaHOMY
innexci Kynnepmana Oymu craructuydo sHauymmmu (p = 1%) i
KITIHIYHO 3HaYYIIMMHU B IPyIIaX eCTPioJy Ta KOH FOrOBaHOTO €CTPOreHy
uepes 8, 12 i 24 Twkni. Te came CTOCYETBCSA €CTPOreH-recTareHoBOj|
rpyni ta rpynd Pemideminy®, oamak TyT yxke micna 4 TKHS
MOPIBHSIHO 3 BHXIJHMM piBHeM, ToOTO y BCix 4 cxemax Teparii,
MOKa3sHMK MeHonay 3K OyB 3HIWKeHHI. BHyTpillIHE rpynoBe ropiBHAHHS
MiXK OKpEMHMH IpyTIaMH HE BUSBHIIO CTATHCTHYHHX BiAMiHHOCTEIA.
[Llo crocyerses piBHiB JII' i @CT" y cuposatwi KpoBi, yci 4 rpynu He
nokasajqd  BIUIMBY npud 5%  piBHI  3HAYYLLOCTI  [POTSIOM
[TepaneBTUYHOrO Iepioay 6 MicsIIiB.

21. Pesynbratu Ge3nexu

[ToifomneHs npo nobiuHi ABHLIA/peakLii Ha JIIKK He HAIXOHUJIO.

22. BUCHOBOK (3aKirO4eHHS)

Jediuut seynukie OyB BakkuM y Beix rpynax (1/5 nauieHToK) i
nomipHuM (4/5 manienrok). ITicist 24 TvkHiB Tepanii 67% NalieHToK y
rpyni uuMminugyry He Manu OKOAHMX ckapr i jgumie 33% Bce Ime
MOBIIOMIISLIA  Npo  7lerki  ckapru. Lle mocnimkeHHs [JOBOIMTE
MOPIBHAHHICTE | Xopouy edexTuBHicTh diToTeparnii 3 FOPMOHAIBHOKO
Tepamiero U1 J1iKy BaHHs XipypriyHo CIPUYHHEHOT («KIIMAKTEPUYHOI» )

HEJ0CTATHOCTI (PYHKLIT AEYHHKIB.

3asruk: Hlanep & Bprommep I'm6X & Ko. KI'

(mignwuc)

Hoxrop Ilerpa Hiken
HaykoBo-Menn4Huii ekcriepT
[ MeHeJuKep 3 peryaioBaHHs

B ... Elthio

= JAbHICTIO
IHHOEAL[I'H
0BO i

~S~



Annex 30
to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as
well as examination of materials
on making changes to registration
materials during the validity of the
registration certificate
(clause 4 of the section VII)
REPORT N: 8

on clinical trials

1. Name of the medicinal product (if
available — marketing authorization
number):

Remifemin®, 2,5 mg tablets

2. Applicant

Schaper & Briimmer GmbH & Co KG

3. Manufacturer

Schaper & Briimmer GmbH & Co KG

4. Conducted investigations:

yes X no O if no, justify

Type of medicinal product for which
registration was or is planned

Herbal medicinal product with well-established use

5. Full name of the clinical trial,
coded number of the clinical trial

SB-FEM 0282

Efficacy of the hormone-free preparation Remifemin®
solution for the treatment of climacteric complaints
compared to HT and a psychopharmaceutical

6. Clinical trial phase 1Y%

7. Clinical trial period 1982 - 1983
8. Countries where the clinical trial Germany
was conducted

9. Number of patients Niot = 60

Remifemin® n = 20
psychopharmaceutical n = 20
hormone n =20

10. Purpose and secondary objectives
of the clinical trial

Efficacy of the hormone-free preparation Remifemin®
solution for the treatment of climacteric complaints
compared to HT and a psychopharmaceutical

11. Clinical trial design

Reference-controlled, open

12. Main inclusion criteria

climacteric complaints, age 45 - 60 years, hormone
treatment-free period of time at least 3 months before the
beginning

13. Investigational medicinal
product, method of application,
strength of action

Remifemin® solution, 2 x 40 drops/day (ethanolic extract)

14. Reference drug, dose, method of
application, strength of action

hormones, oral: conj. estrogen 0.625 mg/day
psychopharmaceutical oral: Diazepam 2 mg /day

15. Concomitant therapy

/

16. Efficacy evaluation criteria

* Kupperman menopause index (mod.)

e Self-evaluation scale (SDS)




¢ Hamilton Anxiety Scale (HAMA)
e Clinical Global Impression (CGI)
e vaginal functional cytology

17. Safety evaluation criteria

Adverse events

18. Statistical methods

Mean value and standard deviation, test for normal
distribution, t-test (paired/unpaired), U-test (paired/unpaired)

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

Women 45-60 years

20. Efficacy results

Neurovegetative and psychical findings:

In all three treatment groups the therapeutic efficacy for
these symptoms was good. A statistically significant
reduction in the before/after comparison was found for the
imodified menopause index (p < 0.05). The severity of the
disorder changed clinically relevant from severe at the
beginning of the therapy to moderate - mild at the end of the
therapy. In the treatment group "conj. estrogens" the HAMA
index was not significantly reduced.

Somatic findings:

After 4 and 12 weeks of therapy with Remifemin® solution
and conj. estrogen a clear increase in the vaginal cell picture
was found, however, not under the diazepam therapy.

Based on the CGl-scale in all 3 therapy groups after
treatment a very much better condition was documented as
compared to the beginning.

21. Safety results

No adverse events/side effects were observed.

22. Conclusion

In the therapy of climacteric neurovegetative complaints
Remifemin® shows a good therapeutic efficacy comparable
to a low-dosed hormone with a good tolerability. Therefore
the therapeutical use of Cimicifuga extract is sensible and
generally justified, since this is a low-risk therapy with
proven clinical efficacy.

Applicant:

Schaper & Briimmer GmbH & Co. KG '?é /(/ A
“?4\4 /

(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager

/;,



Honarok 30 1o ITopsaky NpOBeNeHHS eKCIepTU3H
peecTpauiliHHX MaTepiamiB Ha JikapchbKi 3aco0H, 110
MOAAIOThCS Ha JIEpIKaBHY PeECcTpaLlito
(mepepeecTpallilo), a TAKOX eKCIIEPTHU3H MaTepiaiiB
PO BHECEHHS 3MiH JI0 peecTpauiiiHuX MaTepiaiiB
TPOTATOM JIii peecTpaLifiHoro ocBiJueHHs

(nynxrt 4 pozainy VII)

3BIT Ne 8

Npo KJIiHIYHe BHNIPOOYBAHHS

1. Hazga nikapcekoro 3acofy (3a
HasIBHOCTI - HOMEp PeeCTpalliiiHOro

Pemidemin®, 2,5 mr Tabiaerkn

[I0CBiTYEHHS)
2. 3asgBHUK Illanep & bprommep I'm6X & Ko. KT’
3. Bupobnuk Illanep & Bprommep I'm6X & Ko. KT’

4. TIpoBeneHi QOCIiIKEHHS:

rak M Hi O sk Hi, o6rpyHTYBaTH

1) Tun nikapcbKoro 3aco0y, 3a
SKUM NpoBoauacs abo
[UIAHYETHCS PeECTpallis

Pociinanni  jikapebkuii 3acié, sikmii mMae Jgo0pe BHBHeHe
MEAHYIHE SRCTﬂcyBaHHﬂ

5. IloBHa Ha3Ba KJIiHIYHOTO
BUIIPOOYBAaHHS, KOTOBaHHI
HOMEp KJIIHIYHOTO
BUNPOOYBaHH:A

SB-FEM 0282

EdexrupnicTs Ge3ropmonansHoro npenapaty Pemidemin® posuun s
iKyBaHHS  KMIMakTepu4yHHX  ckapr mopieHaHo 3 [T Ta
ncuxodapMalieBTHUHHM 3ac000M

6. ®aza KiiHiyHOro BUIPOOYBaHHs [V

7. Ilepion npoBeneHHs KiiHiuHoro (1982 - 1983
BUNPOOYBaHHS

8. Kpaiuu, ne nporogunocs HiMeuunna
KJIiHIYHe BUIIPOOYBaHHS

9. KinbkicTe H0CiHKYBaHHX Niot = 60

Pemipemin® n =20
[IcuxopapmaueBruunmii 3acid n =20
["opmoH n =20

10. MeTa Ta BTOpHHHI Lt
KJIiHIYHOTO BUMIpOOYBaHHs

Edextusnicts Ge3ropMoHanbHoro npenapaty Pemidemin® posunn
IS JTIKYBaHHS KJliIMakTepuyHUX ckapr nopieasHo 3 ['T ta
ncuxodapMaleBTHHHUM 3ac000M

11. Juzaiin KJIIHIYHOTO

BUNPOOYBaHHS

PedepeHTHO-KOHTPOIbOBaHE, BiIKpHTE

12. OcHoBHi kpuTepil BKIIOUEHHA

KuimakTepuuHi ckapri, Bik 45 - 60 pokis, nepion 6e3
rOPMOHAJIBHOTO JIIKYBaHHS HE MEHIIe 3 MiCAIIiB 0 MOYaTKy

13. locnimxyBaHU#H TiKapChKHi
3acib, crnocib 3acTocyBaHHs, cuia
it

Pemidemin® pozunn, 2 x 40 kpaness Ha 106y (CIMPTORMH €KCTPAKT)

14. Ilpenapar nopiBHsiHHS, 1034,
cnocib 3acTocyBaHHs, cuia ail

ropMOH, OpaibHuUi: KoH'toroBanuii ectporet 0,625 mr/no0y
[ TcuxodapmarieBTHIHII epopaibHIM 3aci6: miazenam 2 Mr/mnoby

15. CynyTHs Teparnis

16. Kpurepii ouinku eekTHBHOCTI

* Innexc meHonaysu Kynnepmana (Mog.)

» [lIkana camooninku (SDS)

» [1lkana TpuBmkHOoCcTi ["aminerona (HAMA)
* [lIkana 3aransHOro kiiHiuHoro BpakeHHs (CGI)
* QYHKIIOHAJIBHA ITUTOJIOTS MiXBH

17. Kputepii oninku Oe3nexu

[ToGiuHi sBHIIA




18. Cratuctuuni MmeTo 1 CepeHe 3HAUECHHS Ta CTAHJAPTHE BiJIXWIEHHS, TECT Ha HOPMANBHHIH
po3nojii, t-rect (napuuii/Henapuuii), U-tecT (napHuit/HenapHuii)
19. lemorpadiuni nokasHUKH Kinku 45-60 pokis

TIOCITIPKYBaHOT oty sl (ctath,
BiK, paca, ToI0)

20. Pesynbratu edexTuBHOCTI HeiiposereraTBHi Ta neuxivHi gaHi:

V' BCiX TpLOX Ipyliax JiKyBaHHs TepaneBTHYHA €(EKTHBHICTh LIMX|
cUMNTOMIB Oyna Xopoinow. Byso BHSIBIEHO CTaTUCTHYHO 3HAYYILE
BHIDKCHHS Yy TIOPIiBHAHHI Jo/micist  MoauikoBaHOro iHAEKCY
meronay3u (p <0,05). Tsokkicts posnaxy 3MiHroBanacs KIiHIYHO
3HAYYIIMM BiJl B&XKKOTO Ha MOYaTKy Tepanii 0 MOMIPHOIO - JIETKOTO B
KiHui Tepanii. ¥ rpyni JiiKyBaHHs KOH'FOrOBAHMM €CTPOreHOM iHIEKC
HAMA He GyB iCTOTHO 3HIKEHHIA.

ComaruuHi JaHi:

Uepes 4 Ta 12 TwxwiB Tepanii posumHom Pemideminy® Ta
KOH'IOTOBAHHM ~ €CTPOreHOM Oyl0 BHSBNEHO SBHE 30iNbIICHHS
BariHaJIbHOI KJIITHHHOI KapTHHHM, OJJHaK He Tifl Yac Teparii Aia3enamMoM.
Ha ocHogi mikanu CGI y Beix 3 rpynax Tepamil miciist JdikyBaHHA 0yJio
33/I0KyMEHTOBaHO HA0AraTo Kpauuii cTaH MOPiBHAHO 3 TIOYATKOM.

21. PesynpraTi 6e3neku DKoanux nobiynux aeun / mobiyHHX eeKTiB He CIOCTepiranocs.

22. BHCHOBOK (3aK/IFOUCHHS) V' rTepanii KIiMakTepUYHHX HeHpOBEreTaTHMBHHMX 3aXBOPIOBaHb
Pemihemin® neMOHCTpye Xopomury TepaneBTHUHY e(eKTUBHICTS,
MOPiBHAHHY 3 HU3bKMMM 103aMH FTOPMOHY 3 XOPOLLOIO NEPEHOCHMICTIO.
ToMmy TepaneBTMYHE 3aCTOCYBaHHS eKCTPaKTy UMMILMQYTH €]
pallioHaJIbBHAM | 3arajioM BWIIPaBIaHWM, OCKIJBKH L€ Teparis 3
HHU3BKHM PU3UKOM 1 IOBEJICHOIO KIIHIYHOI e()eKTHBHICTIO.

3asBHuk: [lanep & bprommep I'm6X & Ko. KI'

(miamuc)

Joxrop [letpa Hiken
HaykoBo-Menn4nuii ekcrept
{ MEHeIDKep 3 peryIroBaHHs

“IHHOBALIAHME,
% 3 HAYKOBO-LHPOP

%y LEHTP “CIHEP{
' .jxon 2412442

<



Annex 30
to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as
well as examination of materials
on making changes to registration
materials during the validity of the
registration certificate
(clause 4 of the section VII)
REPORT Ne 9

on clinical trials

1. Name of the medicinal product (if
available — marketing authorization
number):

Remifemin®, 2,5 mg tablets

2. Applicant

Schaper & Briimmer GmbH & Co KG

3. Manufacturer

Schaper & Briimmer GmbH & Co KG

4. Conducted investigations:

ves X no o if no, justify

Type of medicinal product for which
registration was or is planned

Herbal medicinal product with well-established use

5. Full name of the clinical trial,
coded number of the clinical trial

SB-FEM 0701

An open clinical study of the drug safety of Remifemin® on
breast epithelial cell proliferation and mammagraphic breast
density in postmenopausal women

6. Clinical trial phase v

7. Clinical trial period March 2003 to May 2004
8. Countries where the clinical trial |Sweden

was conducted

9. Number of patients Niot = 75

10. Purpose and secondary objectives
of the clinical trial

The primary objectives were to study the safety of
Remifemin therapy on mammographic breast density and
breast epithelial proliferation in healthy, naturally
postmenopausal women with climacteric symptoms.

The secondary objectives were to study the safety ofl
Remifemin therapy by adverse event (AE) reporting,
laboratory assessments and gynaecological assessments
including vaginal ultrasound endometrial measurement in
healthy naturally postmenopausal women with climacteric
symptoms.

11. Clinical trial design

Open (observer-blinded), uncontrolled, drug safety study

12. Main inclusion criteria

Healthy, naturally postmenopausal women with climacteric
symptoms, 50 - 70 years on age, not taking HT for the past 3
months and not previously exposed to Remifemin®

13. Investigational medicinal
product, method of application,
strength of action

Remifemin® tablets, 40 mg drug/day, oral

14. Reference drug, dose, method of

NA




application, strength of action

15. Concomitant therapy

/

16. Efficacy evaluation criteria

No efficacy assessments were performed.

17. Safety evaluation criteria

1. Fine needle biopsy from the upper lateral quadrant of the
left breast with immuno-cytochemical analysis of epithelial
cell proliferation was performed at baseline and after six
imonths of treatment (24-26 weeks).

2. Mammographic density of the mediolateral oblique view
of the left breast classified according to Wolfe and according
to a percentage scale was performed at baseline and after six
months of treatment (24-26 weeks);

3. Abnormalities on mammography of both breasts were
evaluated at baseline and after six months of treatment (24-
26 weeks);

4. Gynaecological examinations including vaginal ultrasound
for measurement of endometrial thickness were performed at
baseline and after 6 months of treatment (24-26 weeks).

5. Laboratory blood assessments (Estradiol 178, SHBG,
IGF-1, lipids) were performed at baseline and after six
months of treatment (24-26 weeks).

6. During treatment the subjects recorded subjective AEs on
a diary card. Elicited reports of AEs were recorded at two
interim visits and one endof- treatment visit. A follow-up
telephone contact was performed where the subject was
asked for any AEs occurred within 14 days after stopping
study treatment.

18. Statistical methods

The null hypothesis that at least 45% of the subjects having
an increased breast density at end of treatment was tested
against the alternative hypothesis by means of the Binomial
test, using both the classification according to Wolfe and the
categorised per cent amount of dense breast parenchyma
classification.

The null hypothesis of no change in breast density from
baseline to end of treatment was tested against the alternative
hypothesis using the Wilcoxon Signed-Rank Test. The null
hypothesis of no change in proportion of Ki-67 positive cells
from baseline to end of treatment was tested against the
alternative hypothesis using the Wilcoxon Signed-Rank Test
and the two-sided 95% confidence interval has been
calculated.

The hypothesis of no change in each laboratory parameter
has been tested using the Wilcoxon Signed Rank Test. Two-
sided 95% confidence intervals based on the t-distribution
are given.

The adverse events are presented both by summary data and
by subject and the listings include detailed information of the
events according to the evaluations collected and stored in
the database.

Descriptive statistics are provided for all data collected.

19. Demographic indicators of the
studied population (gender, age, race,




etc.)

20. Efficacy results

Not applicable.

21. Safety results

None of the 65 subjects treated with daily doses of
Remifemin® for six months showed any increase of breast
density categories according to the Wolfe classification or
according to the Wolfe classification or according to the
categorized per cent amount of dense breast parenchyma.

An exact, two-sided 95 % confidence interval for the
increase proportion extends to 0.045 using the classification
according to Wolfe and the categorised per cent amount of
dense breast parenchyma respectively. The null hypothesis of
at least 45 % of the subjects having an increased breast
density at end of treatment was rejected at a significance
level of p<0.001.

The p-value for test of the null hypothesis of no change in
breast density from baseline to end of treatment was 1.0000
when using the Wolfe classification and the percentage
classification respectively. This second null hypothesis could
not be rejected. None of the mammography results are
indicating that there is a change from baseline until end of]
therapy in breast density.

The mean change + std in proportion of Ki-67 positive cells
in the FNA samples was -0.5 = 2,4 % (median 0.0) when
only samples from subjects with valid FNA results at
baseline and at the end of study treatment were included in
the analysis. The p-value for test of the null hypothesis of no
change from baseline to end of treatment of 0.9479 and the
two sided 95 % confidence interval was (-1.32; 0.34). When
the same analysis was performed including all subjects with
valid results at any time point with imputation of missing
values the mean change was -0.3 £ 1.9 % (median 0.0), the
p-value for test of the null hypothesis was 0.7864 and the
two-sided 95 % confidence interval was (-0.80; 0.13). None
of the results are indicating that there is a change from
baseline until end of therapy in proportion of Ki-67 positive
cells as a measurement of breast tissue proliferation.

Two of the subjects in the safety population had some
abnormal finding at the gynecological examination, not
present at baseline. These findings were cervical cyst and
lichen sclerosis. The incidence of these events is within the
expected spontaneous range in this population off
postmenopausal women. The mean of endometrial thickness
was similar before and after study treatment. The mean
change + std was 0.0 £ 0.9 mm (median 0.0).

Twenty-one of the subjects (28.4%) treated with Remifemin®
experienced at least one AE assessed as at least possibly
related to the study medication. None of the AEs reported
were classified as serious.

No major changes from baseline to end of treatment were
seen for any of the laboratory parameters analysed (IGF-1,
SHBG, total cholesterol, trigylcerides).

For four of the subjects completed, the abnormal findings at




the physical examination reported at baseline were not
present at the end of study treatment. No new findings were
reported at end of treatment.
No major changes from baseline to end of treatment were
found regarding vital signs.

22. Conclusion

Seventy-four women were treated with Remifemin® at the
recommended dose of 20 mg twice daily for the period of six
months. Sixty-five women completed the study according to
the protocol. Individual end-of-treatment status was
compared with baseline. There were no signs of increased
breast density or increased proportion of Ki-67 positive cells
in fine needle biopsies. There were a modest number of]
possibly treatment related adverse events but none of these
was serious.

The findings suggest that Remifemin® is safe at the breast
tissue. They do not give rise to any endometrial or general
safety concerns regarding Remifemin® treatment of]
postmenopausal women at the recommended daily dose of 2
x 20 mg crude drug.

Applicant:

Schaper & Briimmer GmbH & Co. KG ?g; %a\ /(/ . 6&\-«-
é

(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager



Honarok 30 no Ilopsanky npoBeneHHs eKCnepTU3d
peecTpauiifHuX MaTepiaiB Ha JlikapceKi 3acobH, 110
MOJAKTELCS HA IePXKABHY PEECTpaLito
(nepepeecTpallilo), a TAKOXK EKCIIEPTHU3H MaTepiaiB
PO BHECEHHs 3MiH /10 peecTpalliifHuX MaTepianin
NPOTAroM Jif peecTpauiffHoro noceiueHHs

(mynxT 4 posainy VII)

3BIT Ne 9

Npo KJiHiYHe BUNIPOOYBaHHHA

1. Ha3pa nikapcbkoro 3acoby (3a
HAsIBHOCTI - HOMEp peecTpaliiiHoro

Pemipemin®, 2,5 mr Tabierku

MOCBIYEHHS)
2. 3asBHHK [Manep & Bprommep I'm6X & Ko. KI'
3. BupobHuk Ilanep & Bprommep I'm6X & Ko. KI'

4. IIpoBeneHi 1OCTiKEHHS:

mak M Hi O sKmo Hi, OOTpYHTYBaTH

1) Tun nikapcbKoro 3aco0y, 3a
SIKMM MpoBoIHIIacs abo
IUIAHYEThCS peecTpallis

Pociinnuuii  nikapebkuii 3acid, sikuii mMae o0pe BHB4YeHe
MeIHYHe 3aCTOCYBaHHS

5. [ToBHA HazRa KIiHIYHOTO
BUNPOOYBaHHsA, KOJOBaHHI
HOMEp KJIiHIYHOrO
BUITPOOYBaHHS

SB-FEM 0701

Binkpure KiIiHiuHE AOCHIKeHHS OE3MEKH JIiKapChKOro 3acoly
Pemipemin® oo nponidepauii enitenianbHUX KITHH MOJIOYHOI
3as1031 Ta MamorpadiuHol IIALHOCTI rpyaeH y 3KiHOK Y MOCTMEHONaY3i

6. @a3a kIiHIYHOTO BUMPOOYBAHHS

I\

7. Ilepioa npoBeieHHs KTiHIYHOTO
BUNPOOYBaHHS

3 Oepe3ns 2003 no Tpasens 2004

8. Kpaiuu, ne nposouiocs [ 1seriis
KJIiHiYHe BUNpOOYBaHHS
9. KilbKiCTh N0CIIIKYBAHUX Niot = 75

10. Meta Ta BropuHHi uini
KJIiHIYHOrO BUNpOOYyBaHHS

OcHoBHUMH Linsimu Oy o BuBUMTH Oe3nexy tepanii Pemideminom Ha
MamorpadiuHii miaBHOCTI IpyAeit i mpomidepauil enitenito rpyaeH

y 3[0POBMX IKIHOK Yy [OCTMEHOomay3i 3 KIiMaKTepHYHHUMHU
CHMITOMaMH.
NpyropsaHumMu  winsmMu  Oyno  BHBUMTH  Oe3meKky  Teparnii

Pemipeminom wmnsixom 3BiTyBaHHs mnpo noGiyHi sBuwa (IT4),
nabopaTopHa Ta TiHEKOJOTiYHA OLiHKA, BKJIHOYAIOYM BariHallbHE
yIBTPa3BYKOBE BUMIpPIOBAHHS CHIOMETPIIO Y 3[0POBHX JKiHOK Y
NocTMEHONay3i 3 KI1iMaKTepHYHUMH CUMIITOMaMH.

11. Juzaiin KIiHIYHOTO

BUNPOOYBaHHS

Binkpure (cmimi crocTtepiradi), HEKOHTPOJBOBAHE HOCIIKEHHS
Oe3neKH npernapary.

12. OcHOBHI KpuTepiT BKIFOUSHHS

310poBi JKIHKM B IPUPO/IHiii NOCTMEHOMAY31 3 KIIMAKTEPHYHUMH
cUMNTOMaMH, BikoM 50 - 70 pokiB, siki He npuitmanu I'T npoTarom
octanHix 3 Micauis i pauine ne orpumysanu Pemipemin®

13. locnikyBaHui TiKapebKHit
acid, criocib 3acTocyBaHHA, CHTa
it

Pemiemin® Tabnerku, 40 Mr npenapaTy Ha 106y, NEPOPaTbHO

14. TIpenapat nopiBHsAHHS, 1034,
crnoci® 3acTOCyBaHHs, cua Ail

He 3aCTOCOBYBaJIHMCA

15. CynyTHs Teparis

16. Kpurepii oriHku eeKTHBHOCTI

17. Kputepii oninku 6e3nexku




Py
"

eriTeNialbHUX KITITHH Oy/ia BUKOHAaHA Ha MOYaTKy Ta 4yepe3 6 MicALiB
iKyBaHHS (24-26 TUWKHIB).

2. MamorpagiyHe BH3HAYeHHs LIIJIBHOCTI MejiosarepaibHol KOcoi]
MpoeKLii JiBoi MOMOYHOI 3a03H, KiacudikoBaHe 3a Byndom i 3a
BIJICOTKOBOIO ILIKAJIOK, MPOBOMMJIOCS HA T0YATKY AOCIHIPKEHHS Ta
mic/is mwecTy MicauiB miKyBanns (24-26 TwkHIB).

3. Anomaiii Ha mamorpadii 000X MOJOYHHUX 3aJ03 OLHIOBAIM Ha
MoYyaTKy Ta yepes 6 MicsiiiB niKyBaHHs (24-26 THXKHIB).

4. I'iHeKomoTiuHI OIJIAaH, BKJIKOYAIOUM BariHaJlbHE YJbTPa3BYKOBE
\OCITiDKEHHSI 21715l BAMIPFOBaHHSI TOBLUIMHH €HIOMETPIO, IPOBOANIIH Ha
Mo4aTKy Ta yepe3 6 MicAiB JiKyBaHH:A (24-26 TIKHIB).

5. JlaGopatopHi aHanizu kposi (ectpamion 17B, I'3II" (SHBG), IOP-I
(1GF-I), niniau) npoBOAMIM HA IOYATKY Ta Yepe3 6 MICAILIB JIiKyBaHHS
(24-26 THOKHIB).

6. Ilin yac nikypanHs ofcrexxyBaHi 3anucyBanu cy6’exruHi 1S y
MOoJeHHUK. BusBneni nopizomienHs npo nobiuni sBuima Oyau
3apeecTPOBaHi Mifl Yac IBOX MPOMDKHHX Bi3MTIB i OJHOTO BI3UTY B KiHLII
niKyBaHHs1. Byno 3aificHeHO mopanpLIii TeneOHHHH KOHTAKT, Mij Yac
sIKOTO Cy0’eKTa 3aNUTYBaIH MPo Oy 1b-s1Ki MOOIYHI eheKTH, IKi BUHUKIN
npoTarom 14 aHiB Mic/isi NPUNUHEHHS NPUHOMY AOCITIIHOTO [Penapary.
18. CraTHCTHYHI MeTOAU HyneoBy rinotesy npo Te, mo npuHaiiMHi 45% cy0’eKTiB, ski MalOTh
MiJABUIIEHY IiBHICTE IPYAeH HaNPHKIHIII JiKyBaHHs, NEepeBipaId Ha
abTEpPHATHBHY TiNoTe3y 3a JOMOMOrol OiHOMIaBHOTO —TECTY,
BHKOPUCTOBYIOUH sK Kiacuikaiiiro 3a Byadowm, Tak i kiacudikaitiio 3al
KaTeropu30BaHOK) BiJICOTKOBOK KiMBKICTHO MIIIBHOI MapeHXiMH
MOJIOYHOT 3aJI03H.

Hy/ieoBY rinore3y Mpo BiACYTHICTH 3MiH Yy LIUJIBHOCTI rpyned Bif]
MOYaTKOBOrO piBHS [0 KiHUS JKYBaHHS TEpeBIpAId  TPOTH
ANbTEPHATHBHOI TiMOTE3M 3a JOMOMOrOK TECTYy PaHIOBMX 3HAKIB
Binkokcony (Wilcoxon Signed-Rank). HynsoBy rimoresy npo
BIJICYTHICTB 3MiH Yy YacTIli MO3MTHBHHX KITHH Ki-67 Bia BHUXiIHOrO
PiBHSI 10 KiHLIs JIIKYBaHHsI MEPERIPSUTA MPOTH alIbTEPHATUBHOI MiloTesy
3a JIOTIOMOTOKO TeCTY paHroBHX 3HakiB Binkokcony (Wilcoxon Signed-
Rank) i po3paxoByBau 1BoctoponHiit 95% noBipuuit inTepsai.
[irnoTe3y Mpo BiACYTHICTb 3MiH Y KOXKHOMY JiabopaTopHOMY Iapamerpi
OyJ10 mepeBipeHo 3a JO0NOMOTOK TECTY PaHrOBMX 3HAKiB BilkoKcoHY)
(Wilcoxon Signed-Rank). Haseneno nasocroponHi 95% mosipui
iHTepBa/li Ha OCHOBI t-posnoainy. [ToGiuni gBMINa npeacTaBlieHi K
3BEICHUMU JaHUMH, TaK i 3a cy0’eKTamu, a CIIUCKH MIiCTATH JeTalbHY!
iH(opMallito Mpo ABMINA BiAMOBIIHO 0 OLIIHOK, 3i0paHuX i 30epeeHHX
y 0asi nmanux. Jlng Beix 3i0paHMX [aHMX HANacThesl OMMCOBA

CTATUCTHKA.
19. Nemorpadiuni nokasHUKH
IOCTIL/KY BaHOT momynsauii (cTats,
BiK, paca, TOII0)
20. PesyneTaTi eheKTHBHOCTI He 3acTocoByBajacs.
21. PesynbraTi Oe3nexku DKoneH i3 65 cy6’eKTiB AKi oTpuMyBamu HoOoBi 103 Pemideminy

MPOTArOM LIeCTH Mlcm.uB He MPOJIEMOHCTPY BB XKOAHOr0 361J'IBHJEHH${

HapeHXlMH MOJIOYHOT 3aJ103H.




Tounmii, aBocropoHHil 95% noBipuumii iHTepBaNn IS YaCTKY
30inblleHHs  posmmproethess g0 0,045,  BHKOPHCTOBYIOUM
knacubikauiro 3a Byndom i xareropusoBaHy BiICOTKOBY KiNBKIiCTH
IITBHOT MAPeHXIMH MOJIOYHOI 3a/1031 BianosigHo. Hyneopa rimoresal
[po Te, 1o HioHaiMeHIue 45 % cy0’eKTiB May MiiBUILEHY [IIBHICTH
rpyaelt HampuKiHI JTikyBaHHs, OyJa BiaxuieHa Ha piBHI 3HAYYLIOCTI
p<0,001.

P-3HaueHHs 1)1 [IepeBipKH HyJIbOBOT FiMOTE3H PO BiICYTHICTH 3MiH V|
I1IEHOCTI 'py el BiJi BUXITHOTO PiBHS 4O KiHLS JTIKyBaHHS CTAHOBHJIO
1,0000 npu Bukopucranni knacudikauii Bynada ta knacudikanii y
BiZicoTKax BianosigHo. Lljo apyry HyisoBy rimoTesy He MoxHa OyiI0
BiaxuauTH. JXozneH i3 pesynsTatiB Mamorpadii He BKazye Ha 3MiHY
LIiTLHOCTI Tpy/iel BiJ BUXiJHOIO piBHS 10 3aKiHUEHHS Tepaii.
CepeiHs 3MiHa £ cepeHE BiIXWUJIGHHS Y YaCTLi MO3HTHBHKX KTiTHH Ki-
67 y 3pazkax FNA cranosuna -0,5 + 2,4 % (meniana 0,0), Ko Jiaie
3pasky cy0’ekTiB i3 gificHuMu pesynbTaraMu FNA Ha modatkoBomy
eTami Ta B KiHLi JOCII/PKYBAHOrO JiKyBaHHs Oy/M BK/IOYEHi 10
aHamisy. P-3HaueHHs [UIs [NepeBipKM HYJIBOBOT TiMOTE3d MpO
BiZICYTHICTb 3MiH BiJl BUXi[IHOTO PiBHsl 10 KiHLIS JIKYBaHHS CTAHOBHJIO
0,9479, a nBobiunui 95% nosipuwuii intepsan 6y (-1,32; 0,34).

Komu OyB npoBejieHui TOH caMuii aHaui3, BKJIFOYAKOUH BCIiX cy0’ €KTiB
i3 iHCHUMH pe3ybTaTaMu B OyAb-AKHi MOMEHT Yacy, i3 BpaxyBaHHSM
BIZICYTHIX 3HaueHb, cepejiHs 3MiHa cranoBuna -0,3 + 1,9 % (Meniana)
0,0), p-3HaueHHs 1151 NepeBipKK HYIbOBOI rinoTe3u ctaHoBuio 0,7864,
a nBoOiyHMi 95% mosipuwmii iHTepBan 6ye (-0,80; 0,13). XomeH i3
pe3yNbTaTiB He BKA3Ye Ha Te, L0 € 3MiHa BiJi BUXIZHOrO PiBHsI 0 KiHLIs
Teparii y 4vacTui no3MTHBHMX KIiTHH Ki-67 5K BHMipHOBaHHS
nposmidepanii TKAHWH MOJIOYHOT 3aJI03H.

JIBoe cy0’eKTiB y JOCHiIKyBaHii MOMyIsLil Maiy AesKi BiIXHIEHHS
BiZl HOPMH T1i/I 4ac riHEKOIOTIYHOIO OIVISLY, IKMX He OYJI0 Ha IOYaTKy
nocrimxenHs. i 3Haxiaxu Oymu KicToro MMAKKM MaTKH Ta CKIIEPO3HHUH
numai. Yacrora uMx nopiil 3HaXOMMTECA B MEXKax OUIKyBaHOTO
CIIOHTAHHOIO Jiama3oHy B I MOMyJsiUil KIHOK y MOCTMEHOIay3i.
CepenHe 3Ha4Y€HHs TOBLIMHU eHIOMETpis OyJI0 MoaiOHKUM 10 Ta micis
nocigHoro JikyBaHHs. CepenHs 3MiHa + CepelHE BiIXHIEHHS
craHoBuia 0,0 = 0,9 mm (Memiana 0,0).

Y aBajusTi onHoro cyG’exra (28,4%), ki orpumysanu Pemidemin®,
criocTepiranocsi nNpuHaiiMHi ojHe mOOiYHE SBHINE, OL[HEHE SK|
npuHaMHI WMOBIPHO IOB’si3aHe 13 JOCHIKYBAHHM IIPENApPaTOM.
JKoznue i3 noigomneHnx noGiunmx sBuin He Oyno KnackdikoBase sK
cepiosHe.

PKomHux cepilo3HMX 3MiH Bil MOYATKOBOTO PiBHS /0 KiHLA JKyBaHHS
HE CIIocTepiragocs s KOJHOTO 3 aHaNli30BaHUX J1abOpaTOpPHHX
napametpip (I@P-I (IGF-I), I'3[1I" (SHBG), 3aransHuii XonecTepuH,
TPUTTTILIEPULIH).

Jlns yoTHpbox cyO'ekTiB, 10 3aBEpIIMIMA JOCTIIKEHHs, 3adiKcoBaHO
BiZIXMJIEHHS BiJl HOPMHU TIPH MEIUYHOMY OOCTEXEHHI Ha MOYaTKy, [0
He Oyno 3a¢nxcosaH0 HATPUKIHII npuiioMy JOCITiTHOTO npenapaTy
HaHpPlKlHLII TKyBaHHS He Byno HOB]JIOMJIGHO TpO HOBI '

EHTP “CIKEPHg~
Koz 241 3440

0/




22. BUCHOBOK (3aKITIOYEHHS) CimzecsT 4oTvpH KiHku oTpuMyBany Pemipemin® y pekomennosaniif
no3i 20 Mr fBiui Ha AeHbs NpoTarom iectd Micsuis. [lictaecsTt n'saty
KIHOK ~ 3aBEpIIMJIM  JOCHIDKEHHS  3MIHO 3 MPOTOKOJIOM.
[HAMBiqyanbHUH CcTaTyc HAlpWKiHUi J1iKyBaHHsA [OpIBHIOBAIM 3|
BUXigHMM piBHeM. He Oyno skoaHuxX O3HaK 30iNblUEHHS ILiTLHOCTI
rpyneit abo 30inblueHHs 4acTku mosuTHBHEX KmitHH Ki-67 mnpu
TOHKOTOJIKOBI# Bioricii. BixmiueHo nomipHy KillbKicTb NOOIYHHX SBHIIL,
ki MOrM OYTH TOB’si3aHi 3 JIKYBaHHSM, ajie OJAHe 3 HUX He Oyl
cepiio3HuM. OTpuMani jaHi cBimuath mpo Te, mo Pemidemin®
OesrneuHuii I TKAHWH MOJIOMHOI 3a/03d. BOHM He BHKIMKAOTH
KOZHMX npoblieM 3 eHpoMmeTpieM abo 3aranbHOK Ge3neKoro MO0
nikyBanus Pemideminom® skiHOK y nocTMeHONay3i B peKOMEHIOBaHi
[moboBiit 1o3i 2 x 20 Mr HeobpobieHoTO Npenapary.

3assHuk: lllanep & Bpiommep 'mM6X & Ko. KI'

(mignuc)

Hoxrop [letrpa Hiken
HaykoBo-mMenuuHuii ekcriepr
/ MeHemKep 3 peryIoBaHHs




Annex 30
to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as
well as examination of materials
on making changes to registration
materials during the validity of the
registration certificate
(clause 4 of the section VII)
REPORT Ne 10

on clinical trials

1. Name of the medicinal product (if
available — marketing authorization
number):

Remifemin®, 2,5 mg tablets

2. Applicant

Schaper & Briimmer GmbH & Co KG

3. Manufacturer

Schaper & Briimmer GmbH & Co KG

4. Conducted investigations:

yes X no o if no, justify

Type of medicinal product for which
registration was or is planned

Herbal medicinal product with well-established use

5. Full name of the clinical trial,
coded number of the clinical trial

Pethd
Is it possible to switch from HT to an herbal gynecological
preparation?

6. Clinical trial phase v
7. Clinical trial period No data
8. Countries where the clinical trial |Germany

was conducted

9. Number of patients

niot = 50 patients

10. Purpose and secondary objectives
of the clinical trial

Is it possible to successfully switch from HT for climacteric
complaints to a herbal preparation?

11. Clinical trial design

open, uncontrolled study

12. Main inclusion criteria

patients with climacteric complaints who had been treated
with a minimum of 1 - 2 hormone injections prior to the
study

13. Investigational medicinal
product, method of application,
strength of action

Remifemin® tablets 2 x 2 /daily, isopropanolic-aqueous
extract

14. Reference drug, dose, method of
application, strength of action

No additional therapy

15. Concomitant therapy

hormone injection: estradiolvaleriate 4 mg, prasteronenantat
200 mg

16. Efficacy evaluation criteria

e determination of the number of hormone injections

¢ Kupperman menopause index

e condition as indicated by the patient

e assessment of the therapeutical success by the investigator

17. Safety evaluation criteria

Adverse events, drop-outs




18. Statistical methods

mean value with standard deviation

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

Women: 46.5 years (test group), 45.7 years (control group)

20. Efficacy results

28 (56%) of 50 patients required only the Remifemin®
therapy, i.e. no addition hormone injection, while 21 (44 %)
of the patients requested one additional hormone injection,
whereby 1 patient received 2 injections / 6 months. The
menopause index decreased from 17.6 (SD + 5.3) at the
beginning of the therapy to 9.2 (SD + 5.3) at the end of the
treatment after 6 months (p < 0.001). Already after 2 months
of treatment with Remifemin® the score was below 15, i.e. a
"favorable" therapeutical result had been achieved. 41 (82
%) of the patients considered the therapeutical success under
Remifemin® as "good" to "very good". Only 9 patients still
suffered from ailments ("slight improvement"), so that
further treatment was required.

21. Safety results

There were no reports of adverse events / drug reactions
under the Remifemin® therapy. There were no therapy drop-
outs.

22. Conclusion

Phytotherapeutic measures in patients with climacteric
complaints are effective, so that in most cases the switch
from a hormone preparation to Cimicifuga is accepted in
regard to efficacy and tolerability and is sensible in light of]

the good tolerability of herbal pharmaceuticals.

Applicant:

Schaper & Briimmer GmbH & Co. KG l?é’—véa\ /OA‘
‘

(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager



Honatox 30 1o TTopsaaKy NpoBeneHHs EKCIIEPTH3N
peecTpaliiiHuX MaTepianiB Ha Jlikapchbki 3acobu, mo
NOJAIOTECA Ha JAEPKaBHy PEECTpallito
(mepepeecTpallito), a TAKOK EKCIIEPTH3H MaTepiaiiB
PO BHECEHHs 3MiH 10 peecTpaliiiHuX Marepianis
MpOTAroM Aii peecTpalifiHoro nocBi ueHHs

(myHKkT 4 posainy VII)

3BIT Ne 10

npo KJiHiYHe BUNPOOYBAHHSA

1. Ha3pa nikapcekoro 3acoby (3a
HasBHOCTI - HOMEp peecTpaLiiiHOro)
[IOCBiAYCHHS)

Pemidemin®, 2,5 mr Tabierkn

2. 3agBHUK

IMlanep & Bprommep I'm6X & Ko. KI'

3. BupoGHuxk

lanep & bprommep I'm6X & Ko. KI'

4. ITpoBeneHi gocimkeHHs:

rak M wi O Ko Hi, 06rpyHTYBaTH

1) Tun nikapeekoro 3acoy, 3a
AKUM [IpoBOAMIacs abo
MJIaHYEThCS peecTpaltis

Pociiunnuii  jikapebknii 3aci6, sikuii mMae 106pe BHB4YeHe)
MeH4YHEe 3aCTOCYBaHHS

5. IloBHa Ha3Ba KJiHiYHOrO
BUIPOOyBaHHS, KOJOBaHHH
HOMEp KJIiHIYHOro
BUIIPOOYBAHHS

Petho

Hu moxmBo nepeiity 3 I'T Ha poc/IMHHMIA MHEKOJIOTIYHHIA TIpenapar?

6. ®a3a KIiHIYHOTO BUNIPOOYBaHHS

v

7. Ilepion npoBeneHHs KIiHIYHOrO
BUNPOOYBaHHs

Jlani BincyTHi

8. Kpaiuu, ne nposoaunocs
KJiHIiYHEe BUIIPOOYBaHHS

Himeuunna

9. KinbKicTh 10CiIKYBaHUX

Niot = 50 narieHToK

10. MeTa ta BropuHHI Wi
KJIiHIYHOTO BUIPOOYBAHHS

Un moxnueuii yenmimmui nepexin 3 I'T npu KiiMakTepHYHHX|
CKaprax Ha POCIIMHHUIA npenapar?

11. Juzaiin KJIIHIYHOTO
BHIIPOOYBaHHS

BiIKpUTE, HEKOHTPOJIBOBAHE AOCTIIPKEHHS

12. OcHOBHI KpuTepii BKIKOYEHHS

MALiEHTKY 3 KJIIMaKTEPUYHUMHU CKapraMu, siki OTpHMYBaJli
MiHiMyM 1-2 iH'eKiii ropMoHiB 10 aocnipKeHHs

13. TocnimiyBanwii nikapchkuii
3acib, crocib 3acTocyBaHHsl, cuiia
i1

TaGnerku Pemipemin® 2 x 2 Ha 06y, i30MpONaHONBEHO-BOIHMIA
€KCTPaKT

14. TlpenapaT nopiBHsAHHS, 1034,
crnoci® 3acTocyBaHHs, Cuia il

be3 nonatkoroi Teparii

15. CynyTHs Tepanis

iH'ex11il TOPMOHIB:
ecTpaaiony Bajepar 4 Mmr,
npactepoH eHanrat 200 mr.

16. Kpurepii ouinku edexruBHoCTI

* BU3HAUEHHS KiIbKOCTI iH'€KLiil ropMOHY

» ingexc MeHonaysu Kynnepmana

* CTaH 3a NOKa3aHHAMH MallieHTa

* OLliHKA TepaneBTHYHOIO YCIiXy JAOCIIiIHHKOM

17. Kpurepii ouinku 6e3nexu

[To6iuHi siBHIIA, BHOYBaHHS

18. Cratuctvuni Mmetoam

Cepe/iHE 3HAUCHHS 31 CTAHAAPTHUM BiIXHIICH)
7



19. lemorpadiyni nokasHuku
I0CTTi DKYBAHOT MOMYJIALIT (CTATh,
BiK, paca, Touio)

Kinku: 46,5 pokiB (zocniaHa rpymna), 45,7 pokiB (KOHTPOJIbHA IpyIIa)

20. Pe3ynsTaTi edekTHBHOCTI

28 (56%) i3 50 nauientok moTpeOyBanM sMine  Tepaniil
Pemicdeminom®, To6T0 Ge3 momarkoBoi ropMOHaNBHOI iH’eKIil, TOAI
sk 21 (44%) manieHTOK MONPOCHIM OQHY JOAATKOBY 1H’EKLIIIO
TOPMOHY, TAKMM YMHOM | nauieHTKa OTpuMaB 2 iH’eKuii 3a 6 MicsIIiB.
MenonaysaneHuii inaexe 3uu3uBes 3 17,6 (SD + 5,3) Ha noyatky|
repanii 10 9,2 (SD + 5,3) HanpukiHui ikyBaHHs yepe3 6 Micaiie (p
<0,001). Bske uepes 2 micaui nikysanns Pemideminom® orinka 6ynal
HiK4e 15, To6TO O6yN0 JOCATHYTO «CIPUATIMBOIO) TEPAreBTHYHOrO
pesynbraty. 41 (82 %) mamieHTOK OIHWIM TepaneBTUYHHH YCIIiX]
Pemideminy® sx «xopommity abo «Iyxe Xopommin. Jlume y 9
XBOPMX  3ajlMIIANMCA  O3HAKM  HE3JYKaHHsd  («HEe3Ha4yHe
MOKpaLEHHs» ), ToMy 6yn0 noTpibHO mogaibie JiKyBaHHs.

21. Pesaynsratu Gesnexku

[NoBinomiieHb npo nobiuHi sBKILE/peakilii Ha Mpenapar MpH JIiKyBaHH]
Pemideminom® ne manxoauno. BinmoB Bix Teparmii He 6y10.

22. BUCHOBOK (3aKTHOUEHHS )

iToTepaneBTUYHI 3aX0/IM Y MAIIEHTIB i3 KITIMAKTEPUUHAMH CKapraMul
€ edeKTUBHUMH, TOMYy B OilblIOCTi BHNAIKIB mnepexin Bif
rOPMOHAIBHOTO MpernapaTy A0 UMMiLKUdyrd NpUHHATHUHR 3 orjsiny Ha)
eeKTUBHICTE | MepeHOCHMICTh i € JOUiBHMM Yy CBiT/Ii 100poi

NEPEHOCHMOCTI POCTMHHHX JIKapChKHX 3ac00iB.

3assHuk: [Hlanep & Bprommep I'm6X & Ko. KI©

(mipnuc)

Hoxtop Iletpa Hiken
HayxoBo-meuynuii excnept
/ MeHeJDKep 3 peryJloBaHHS




Annex 30
to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as
well as examination of materials
on making changes to registration
materials during the validity of the
registration certificate
(clause 4 of the section VII)
REPORT Ne 11

on clinical trials

1. Name of the medicinal product (if
available — marketing authorization
number):

Remifemin®, 2,5 mg tablets

2. Applicant

Schaper & Briimmer GmbH & Co KG

3. Manufacturer

Schaper & Briimmer GmbH & Co KG

4. Conducted investigations:

yes X no 0 if no, justify

Type of medicinal product for which
registration was or is planned

Herbal medicinal product with well-established use

5. Full name of the clinical trial, SB-FEM 0182

coded number of the clinical trial Therapy of climacteric complaints
6. Clinical trial phase v

7. Clinical trial period 1982 - 1983

8. Countries where the clinical trial Germany

was conducted

9. Number of patients n=50

10. Purpose and secondary objectives
of the clinical trial

Efficacy of the hormone-free preparation Remifemin® for the
treatment of climacteric complaints in patients with
contraindications against HT

11. Clinical trial design

open, uncontrolled

12. Main inclusion criteria

climacteric symptoms such as hot flushes, nervousness,
depressions, sleeping problems, tachycardias etc.; age 45 -
60 years

13. Investigational medicinal
product, method of application,
strength of action

Remifemin® solution 2 x 40 drops/daily (ethanolic extract)

14. Reference drug, dose, method of |[NA
application, strength of action
15. Concomitant therapy /

16. Efficacy evaluation criteria

¢ Kupperman menopause index
* Profile of Mood States (POMS)
® Clinical Global Impression (CGI)

17. Safety evaluation criteria

Adverse events

18. Statistical methods

Mean values, standard deviations, t-test (paired), U-test
(paired)




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

Women aged 46 — 60 years

20. Efficacy results

The Kupperman menopause index showed a significant
reduction for the treatment period (p < 0.001), which already
was detectable after 4 weeks of treatment. After 4 and 12
weeks of treatment the assessment of the POMS scale
(record of the current mood profile) showed a significantly
positive change of the mood profile (p < 0.001) which also
needs to be considered clinically relevant.

The therapy result was a clear improvement of the clinical
picture in the 4th and 12th week (CGI).

21. Safety results

4 patients reported mild gastrointestinal complaints and 1
patient reported mild premenopausal irregular bleedings.
A causality evaluation for ADRs was not performed.

22. Conclusion

The statistical evaluation of the treatment results in the
before/after comparison with Remifemin® solution for the
climacteric syndrome of the woman showed a significant
improvement of the symptoms, which is to be assessed as

clinically relevant.

Applicant:

Schaper & Briimmer GmbH & Co. KG {% ‘_& /(/ : A
- /

(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager




Honarok 30 no [Topsaky npoBeaeHHs ekcniepTH3H
peecTpauiiinux matepianie Ha Tikapchki 3acobu, 110
TIOAIOThCA Ha [EpIKaBHy PEECTpAaLlio
(mepepeecTpallito), a TAKOXK EKCIIEPTH3H MaTepiaiis
Tpo BHECEHHs 3MiH [0 peecTpaliiiHuX MaTepianis
MPOTATOM Jii peecTpauiiiHOro noceiqyeHHs

(nyHkt 4 posainy VII)

3BIT Ne 11

Npo KJiHIYHe BUNPOOYBAHHA
1. Hasga nikapcekoro 3acoby (3a  [Pemidemin®, 2,5 mr tabaericn
HAsIBHOCTI - HOMEp peecTpaliiiHoro

[OCBiIYEHHS)

2. 3asBHHK Ilanep & bpommep I'm6X & Ko. KI'
3. BupoGuuk IManep & Bpiommep I'm6X & Ko. KT
4. [posesieni nocnimkenHs: rak M Hi O sKwo Hi, 06rpyHTYBaTH
1) Tun nikapcekoro 3acoby, 3a Pocinunnii gikapeekuii 3aci6, sikuii mae a0o0pe BHBYeHe
AKUM IIpoBoAMAacs abo MeIH4YHe 3aCTOCYBAHHS

MIAHYEThCS peecTpallis

5. [ToBHa Ha3Ba KiIiHiYHOrO SB-FEM 0182

BUTIPOOYBaHHS, KOJOBaHUIA JlikyBaHHs KTiMaKTEPUYHHUX CKapr
HOMEp KJTiHIUYHOTrO

BUIPOOYBaHH

6. ®aza kiiHiyHOrO BUNPOOYBaHHs [[V
7. Ilepion npoBeaeHHs kaiHiuHoro [1982 - 1983

BHIIPOOYBaHHS

8. Kpainu, ne nposoaunocs HiMeuunna

KJIiHi4YHe BUIIPOOYBaHHA

9. KinbKicTb JociimKkyBaHuX n=50

10. Mera Ta BropuHHi 1iti Edextupnicte GesropmonansHoro npenapary Pemidemin® mns

KIIIHIYHOrO BUNpOoOyBaHHS IKyBaHHA  KIIMaKTepUYHHUX  pO3NafiB y  Mali€eHTOK i3
[poTHNOKasaHHsMu a0 ['T.

11. Muzaiin KJIIHIYHOTO|Bi IKPUTHIA, HEKOHTPOIILOBAHHIA

BUIIPOOYBaHHS

12. OcHoBHi KpUTepii BKIIIOYEHHS [KTIMAKTEPHYHI CUMITTOMM, TaKi K NPHITIMBH, HEPBO3HICTB,
jienpecis, npobaeMH 3i CHOM, Taxikapiis Tommo; Bik 45-60 pokis
13. locnimkyBannit mikapebkuii  [Posunn Pemidemin® 2 x 40 kpanens Ha 100y (cnMpTOBHIA €KCTPAKT)
3acif, croci 3acTocyBanHs, cuia
i

14. [Ipenapar nopieHsiHHs, 1033, [BincyTHi
cnoci6 3acTocyBaHHs, cuna aii
15. CynyTHs Tepanis

16. Kpurepii ouinku edexrusuocril [nneke menonaysu Kyrmepmana

* [Ipodink emouiiinux cranis (POMS)

» [lIkana 3aranpHOrO KiiHiuHoro BpaskerHs (CGI)

17. Kputepii ouinku 6e3nexku [1o6i4Hi sBHIIA

18. Cratuctuuni MeToam Cepezti 3Ha4eHHSI, CTAHAPTHI BiIXWIEHHS, t-TeCT (NapBeRFfa:
U-tect (napuwif)

19. Jlemorpadiuni mokasHuku PKinku 46-60 pokis

NOCTIIKYBaHOT MOMy siwii (cTaTs,
BiK, paca, ToIo)




20. Pe3ynbTatu e(heKTUBHOCTI [Haekc MeHomaysu Kymmepmasa npomeMOHCTpYBaB 3Hauyine
BHIDKEHHS NpOTAroM mnepiofy jikyeanHs (p < 0,001), sxe Gyno
BUSIBJICHO Bie uepes 4 TwkHi mikyBanHa. Ilicns 4 i 12 TwkHiB
sikyBaHHs omiHka wkamy POMS (3amuc noTodHoro mpodimo
HACTPOIO) MOKa3aja CyTTEBO MO3MTHBHY 3MiHy Hpo®imio HACTpPOKo
(p <0,001), mo Takox ciif BBaXKaTH KAIHIYHO 3HAYYIIHM.
PesynbTaTom Tepanii 6yo siBHE NOKpaLLEHHs KIiHIYHOT KAPTHHH Ha
4-my Ta 12-my TikHax (CGI).

21. PezynsraTtu Ge3neku 4 NauieHTKY MOBIIOMMIIM TIPO JIErKi IUTYHKOBO-KUIIKOBI CKapru, a 1
MallieHTKa TOBiJlOMMAA TPO JIeTKi HeperysispHi KpoBoTedi B
npemeHonaysi. OuiHka NpUYUHHO-HACTIIKOBOTO 3B’ 3Ky IS MOGTUHMX]
peakiliii He IPOBOIMIIACK.

22. BUCHOBOK (3aKJIFOUYEHHS) [TopiBHAHHS CTATHCTHYHO! OLIHKHM PE3yJLTATIB JIKyBaHHS A0/micis
posdnHOM Pemideminy® kiiMakTepuuHOro cumHApOMy y IKiHOK]
MoKa3ajga 3HA4YHe MOKPAIEHHS CHUMIITOMIB, SIKE CIliJ OLIHFOBAaTH SK
KJHIYHO 3HAYyLIE.

3asBHuk: lllanep & Bprommep I'M6X & Ko. KT

(mianuc)

Hoxrop [etpa Hiken
HayxoBo-meuunmii excriept
{ MEHEJIXED 3 peryrBaHHg




Annex 30
to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as
well as examination of materials
on making changes to registration
materials during the validity of the
registration certificate
(clause 4 of the section VII)
REPORT Ne 12

on clinical trials

1. Name of the medicinal product (if
available — marketing authorization
number):

Remifemin®, 2,5 mg tablets

2. Applicant

Schaper & Briimmer GmbH & Co KG

3. Manufacturer

Schaper & Briimmer GmbH & Co KG

4. Conducted investigations:

yes X no o if no, justify

Type of medicinal product for which
registration was or is planned

Herbal medicinal product with well-established use

5. Full name of the clinical trial, SB-FEM 0382
coded number of the clinical trial Therapy of climacteric complaints
6. Clinical trial phase v
7. Clinical trial period 1982 -
spring 1983
8. Countries where the clinical trial |Germany
was conducted
9. Number of patients n=36

10. Purpose and secondary objectives
of the clinical trial

Efficacy of the hormone-free preparation Remifemin® for the
treatment of climacteric complaints in patients with
contraindications to HT

11. Clinical trial design

open, uncontrolled

12. Main inclusion criteria

Climacteric symptoms; contraindication to hormone therapy,
wish of the patients to be treated with Remifemin®; age 45 -
62 years

13. Investigational medicinal
product, method of application,
strength of action

Remifemin® solution, 2 x 40 drops/daily (ethanolic extract)

14. Reference drug, dose, method of [NA
application, strength of action
15. Concomitant therapy /

16. Efficacy evaluation criteria

¢ Kupperman menopause index
¢ Clinical Global Impression (CGI)

17. Safety evaluation criteria

Adverse events

18. Statistical methods

Mean values, standard deviation, test for normal distribution,

t-test (paired), Wilcoxon test




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

Women, average age 52 years, average weight 69 kg.

20. Efficacy results

Under the Remifemin® therapy a clear and clinically relevant
decrease in the most frequent neurovegetative climacteric
symptoms was observed. The Kupperman menopause index
was significantly reduced (p < 0.001) after 12 weeks as
compared to baseline.

Also based on the CGI scale a very much better condition of]
the syndrome was documented after the therapy as compared
to the beginning.

21. Safety results

In one patient "dry skin" was observed and "hair loss" in one
other.
A causality evaluation for ADRs was not performed

22, Conclusion

The Cimicifuga showed a high efficacy with a good to very
good tolerability for the treatment of neurovegetative

climacteric complaints.

Applicant:

Schaper & Briimmer GmbH & Co. KG //D 44 /{/ Cﬂ\\-
Era_ /

(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager



Honarok 30 no IMopsiaky npoBeseHHs eKCIEPTH3H
peecTpauiiinux MaTepianis Ha Jikapchki 3ac06H, WO
TMOJIAIOTECA Ha JAEPIKABHY PEECTPALIit0
(mepepeecTpalliio), a TakoX eKCIepPTH3H MaTepialis
PO BHECEHHsI 3MiH /10 peecTpaliiiHiX MaTepianis
HPOTATOM JIii peecTpauiifHoro nocsigueH s

(nyHkr 4 po3niny VII)

3BIT Ne 12

npo KJiHi4YHe BHIPOOyBaHHS
1. Haspa nikapcbkoro 3acofy (3a Pemidemin®, 2,5 mr Tabrerku
HasIBHOCTI - HOMEp peecTpaLiifHOro

OCBiTUEHHS)

2. 3asBHUK Llanep & Bprommep I'm6X & Ko. KT
3. Bupo6uuk Illanep & Bprommep I'm6X & Ko. KT
4. IpoBeneni nocimxeHHs: rak M Hi O sxwo Hi, 06rpyHTYyBaTH
1) Tun nikapeekoro 3acofy, 3a Pocannnnii nikapenkuii  3acié, sikmii  mae Ao0pe BHBYeHe
SIKMM MpoBouiiacs abo MEIHYHE 3aCTOCYBAHHS

[LUIAHYEThCS PEECTpALLis

5. IloBHa Ha3Ba KiHiYHOrO SB-FEM 0382

BUINPOOYBAaHHS, KOJOBaHUil UlikyBaHHs KTIMAKTEPUYHHMX CKapr
HOMEp KJiHIYHOTO

BUTIPOOYBaHHS

6. ®a3a KkJIiHiYHOTO BUNpo6yBaHHs [[V
7. Ilepion nposeneHHs kiiniunoro |1982 - pecua 1983

BUNPOOYBaHHS

8. Kpaiuu, ne nposoaunocs HimMeuuuna

KJIiHiYHe BUNpPOOYBaHHA

9. KinpkicTs focimKkyBaHux n =36

10. Meta ta BropHHHi wini Edekrisricts  GesropmonansHoro npenapaty Pemidemin® s

KJIIHIYHOTO BUNPOOYBaHHS MKYBaHHS — KJIIMaKTEpU4HHMX  pO3JagiB  y  MAli€HTOK 3
MPOTHIOKA3aHHAMH 1o [T,

L1 Muzaiin KJIiHIYHOT OB IKPUTHIA, HEKOHTPO.ILOBAHHI

BUIPOOYBaHHS

12. Ocnoeri kpuTepii Bkmovenns [KnimakTepuuni cumnromu; [IPOTHIIOKA3aHHA 40 FOPMOHAIBHOT
repariii, 6axcaHHs nanieHToK JikyBaTucs npenapatoM Pemidemin®;
BiK 45-62 poku.
13. locnimxyBanuit nikapcbkuit  [Po3umn Pemidemin®, 2 x 40 kpanens Ha 106y (€TaHONBHMIA EKCTPaKT)
3aci6, cnoci6 3actocyBaHHs, cuna
it
14. TIpenapar nopiensiuus, no3a, [He 3acTocoBysaucs
crocib 3actocyBaHHs, cuna il
15. CynyTusi Teparis /
16. Kpurepii ouinku edexrurHocTi [» [ngekc meHomnaysu Kynnepmana
» llIkana 3aranbHoro kiiniyxoro spaxenns (CGI)
17. Kputepii oninku 6e3nexu [To6iuHi sBuIa .
18. Craructuuni Metoan Cepeni 3Ha4eHHS, CTAHIapTHE BiAXMICHHS, KDUTED
HOPMaJIbHOTO pO3Moiny, t-KpuTepiii (napHu -
Binkokcona

~



19. lemorpadiuni nokazHuku
OCITIKY BAHOT MOy JISALiT (CTaTh,
BiK, paca, To1110)

DKinku, cepenniii Bik 52 poku, cepeans ara 69 kr.

20. PesyneTaTi epekTHBHOCTI

[Tix uac Tepanii Pemidgeminom® cnoctepiranocs yiTke Ta KiiHiuHO

BHAYYLIE€ 3MEHINEHHA HaWOINbll 4YacTUX HEeHPOBEreTaTHBHMX|
KITIMAKTEPUYHMX CHUMIOTOMIB. [HAEKC MeHonay3u Kynnepmana
3HaYHO 3HU3HBCA (p <0,001) uepes 12 THXKHIB NOPIBHSAHO 3 BUXiTHHM
piBaeM. Takox Ha ocHoBi mkami CGI 6y/0 3a10KyMEHTOBaHO
3HaYHE MOKpalleHHd CTaHy Micjs Tepanii HOpiBHAHO 3 MOYaTKOM.

21. Peaynbratu Gesneku

B onmiel naiieHTKH criocTepiraiucs «CyXicTh IIKIipH», a B iHLIO]
«BHITAJ[iHHS BOJIOCCS.

OuiHka NPUYUHHO-HACIIAKOBOTO 3B’SI3KY JUIS TNMOOIYHMX SIBMIL HE
NpOBOIMIIACE

22. BUCHOBOK (3aK/IHOU€eHHs)

Lluminidyra mokasana BUCOKY e(eKTHBHICTB i3 XOpOILIOK abo IysKe
XOpOINOKO  IEPEHOCHUMICTIO /s JIKYBaHHA HEHpOBEreTaTMBHMX

KJIIMAKTEPUYHHMX CKapr.

3assHuk: [lanep & Bprommep I'm6X & Ko. KI©

(migmmc)

Hoxtop [letpa Hiken
HayxoBo-mequunmii excrepr
/ MeHeJpKep 3 peryIIloBaHHs




Annex 30
to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as
well as examination of materials
on making changes to registration
materials during the validity of the
registration certificate
(clause 4 of the section VII)
REPORT Ne 13

on clinical trials

1. Name of the medicinal product (if
available — marketing authorization
number):

Remifemin®, 2,5 mg tablets

2. Applicant

Schaper & Briimmer GmbH & Co KG

3. Manufacturer

Schaper & Briimmer GmbH & Co KG

4. Conducted investigations:

yes X no o if no, justify

Type of medicinal product for which
registration was or is planned

Herbal medicinal product with well-established use

5. Full name of the clinical trial,
coded number of the clinical trial

SB-FEM 1400

Pharmacoepidemiological cohort study regarding the
application of Remifemin® / Remifemin® plus in patients
with a breast cancer history, including hormone-receptor
positive tumours (comparative data-based cohort study)

6. Clinical trial phase

v

7. Clinical trial period 1992-2003
8. Countries where the clinical trial  |Germany
was conducted

9. Number of patients Niot = 18,861

N = 1,102 Black Cohosh resp. Black Cohosh plus St. John's
Wort;
N = 17,759 control group

10. Purpose and secondary objectives
of the clinical trial

Safety of Remifemin® /Remifemin® plus

11. Clinical trial design

Data-base analysis

12. Main inclusion criteria

Diagnosis breast cancer during the period from 01.07.1992
bis 31.12.2003

13. Investigational medicinal
product, method of application,

Remifemin® tablets, 40 mg drug/day, oral and Remifemin®
plus coated tablets, (Black Cohosh, iCR, corresponding to 1

strength of action mg triterpene glycosides plus St. John's Wort, standardized to
0.25 mg total hypericin per coated tablet), oral.

14. Reference drug, dose, method of [NA

application, strength of action

15. Concomitant therapy protocolled

16. Efficacy evaluation criteria

No efficacy assessments were performed.

17. Safety evaluation criteria

Tumour-free survival time after the breast cancer diagnosis




18. Statistical methods

Hazard-Ratio, Cox Regression Model, Kaplan-Meier Plots

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

Women, mean age at diagnosis was 61.4 years (range 26 —
103, median 62), with 50% of patients between 52 and 72
years of age

20. Efficacy results

Not applicable.

21. Safety results

Overall and in all age classes, the direct group comparison
rather showed lower rates of recurrences in Remifemin® /
Remifemin® plus-patients. While 14% of the women in the
control group had developed a recurrence already two years
after first diagnosis, this rate of recurrences was reached in
the Remifemin® / Remifemin® plus-group only after 6.5
years.

The effect on the rate of recurrences, indicated as Hazard
Rate Ratio, was 0.83 (95% confidence interval 0.69 - 0.99).
In comparison to the control group, there was a 17% smaller
risk for a recurrence under Remifemin® / Remifemin® plus.
This effect was consistent in all subgroup analyses.

22. Conclusion

The hypothesis that there might be a relevant increase in the
recurrence risk for women under/after Remifemin® /
Remifemin® plus treatment in comparison to women not
treated with Remifemin, can be excluded on the basis of the
achieved results. Compared with the control group, a 17 %
lower risk for a relapse was shown under Remifemin. The
effect of Remifemin® could be demonstrated consistently

across all subgroup analyses.

Applicant:

Schaper & Briimmer GmbH & Co. KG ?g /(// . A
"‘?‘\/"4 ‘

(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager




Honarok 30 no ITopsaaky npoBeieHHs eKCIIEPTH3N
peecTpauiifHuX MaTepialiB Ha mikapchki 3aco6H, WO
MO/IAIOTECH HA JEPIKaBHY peecTpailito
(mepepeecTpallito), a TAKOXK eKCIepTU3M MaTepianin
NP0 BHECEHHS 3MiH 110 peecTpaliiiHiX Marepianis
IPOTATOM Jii peecTpaliifHoro nocBig4eHHsA

(nyHkt 4 posainy VII)

3BIT Ne 13

Npo KJiHiYHe BUNIPOOYBAHHSA
1. Hazpa nikapcekoro 3acoby (3a  [Pemidemin®, 2,5 mr Tabuaerku
HasABHOCTI - HOMEP PeeECTpaLiiHOro|

NOCBITYEHHSI)

2. 3asBHUK Ilanep & Bpiommep I'm6X & Ko, KI'

3. Bupobuuk [lanep & Bpommep I'm6X & Ko. KI'

4. Iposeseni pocipKeHHs: rak M Hi O Ko Hi, 06rpyHTYBaTH

1) Tun nikapcskoro 3acoby, 3a Pocaiunnnii jikapeekuii 3acib, skuii mae go6pe BHBUeHe
SIKMM IIpOBoAMIacs abo MeIHYHE 32CTOCY BAHHS

[JIaHYEThCS peecTpallis

5. [loBHa Ha3ga KiiHIYHOTO SB-FEM 1400

BUIPOOYBAaHHS, KOJIOBAHUH DapMaKoeriieMioNoriuHe KOropTHe JOCHiIPKEHHS L0/10 3aCTOCYBAHHS
HOMeEp KJIIHIYHOro npenapaty Pemidemin® / Pemipemin® mmoc y maiientok 3 paxom
BUIPOOYBaHHs MOJIOYHOT 3aJ103H B aHaMHe3i, BKIFOYAl0YH MyXJIMHH 3 TOPMOHAIBHIM,

PELENTOPOM (MOPiBHsIbHE KOTOPTHE OCTIIKEHHS. Ha OCHOBI IaHKX)
6. @a3a kiiHiyHOro BMNpoOyBaHH: [[V
7. Ilepion npoBeaexus Kiiniunoro (1992-2003

BUNPOOYBaHHS
8. Kpaiuu, ne nposoamiocs Himeuuuna
KJIiHIYHE BUIIPOOYBaHHs
9. KinbkicTh poc/imKyBaHux Niot= 18,861
N = 1,102 Pemitemin® / Pemichemin® mmoc (uuminpmdyra/ numitmdyra
[LTIOC 3Bipo0ii);
IN = 17,759 KoHTpoJIEHA IpyTia
10. MeTa Ta BTOpHHHi 1 Besneka Pemidemin® /Pemidemin® niroc
KJIiHIYHOTO BHIIPOOYBaHHA
1. Huzaiin KJTiHIYHOTO|AHaTi3 623K JaHux
BUNPOOYBaHHS

12. OcHoBHi kpurepii Brmrouenns |[liarHo3 pak MOIO4HOT 321031 1aToBaHM B niepiox 3 01.07.1992 p.
mo 31.12.2003 p.
13. Nocnipxysannii mikapeskuit  [Pemipemin® tabnetkn, 40 Mr npenapary Ha aeHb, nepopaisHO Ta
3aci0, criocil 3actocysanns, cuna  [Pemidemin® nimoc tabneTku, Bkputi oSonoukoro, (mmirmdyra (Black
it Cohosh, iCR), mo Bignosizae 1 Mr TpUTEpHEHOBUX IVIKO3MIIB T4
3Bipobili (St. John's Wort), o crannaprusosano 0 0,25 Mr 3aransHoro
rinepiuMHy Ha TabneTKy, BKPUTY 060J0HKOK), IEPOPATIBHO.
14. Ilpenapar nopiBHsiHHs, n03a, |He 3aCTOCOBYEThCS
croci6 3acToCyBaHHs, cuaa fii
15. CynyTHs Tepariis 33 [IPOTOKOJIOM
16. Kpurepii ouinku edektiBHOCTi |(OuiHKM eeKTHBHOCTI HE IPOBOIHIHCH.
17. Kpurepii ouinku 6e3nexu Hac BwKMBaHHA 3a BiACYTHOCTI MyXJIMH nicn‘fz/ t:
¥
¢/

MOJIOYHOI 3aJI03H.




18. CratucTuyni MeToqu

KoediuienT pusuxy, perpeciiina mopens Kokcea, rpacdixu Kannana-
Meiiepa

19. lemorpadiuni nokasHuku

BiK, paca, To110)

1OCTi Ky BaHOT oy nsiutii (crats,

CepeHiii Bik :XiHOK Ha MOMEHT BCTAHOBIIEHHS JiarHo3y craHoBuB 61,4
poKy (mianason 26-103, mexiana 62), 50% nauieHTok Bikom Bix 52 10
72 poKiB.

20. Pesyneraru edextuBHOCTI

He 3acTocoByeThes.

21. PesynbraTu Gesneku

3arajioM i B yciX BiKOBMX rpymnax npsive rpyroBe MopiBHAHHS 0Ka3a/io
HIDKYY 4YacTOTy peumnusiB y nauientis Pemidpemin® / Pemidpemin®
nmoc. Tozisik y 14% 5KiHOK y KOHTPONBHIi IpyIIi peLyauB po3BUHYBCs
B)KE Yepes [1Ba POKH Mic/is TNEepLIOro AiarHosy, ek piseHs pelvauBiB
Oye nocsruyruid y rpyni Pemidpemin® / Pemidemin® mmoc mume uepes
6,5 pOKiB.

BIUIMB Ha YacTOTY pelMIMBIB, MO3HaYeHWH K KoedillieHT pH3HKy,
craHoBUB 0,83 (95% nosipuuii intepan 0,69 - 0,99). V nopiBHsHHi 3
KOHTpO.ﬂbl-IOK) TPYTIOKO PU3KMK PELMINBY [pH 3acTocyBaHHi Pemidemin®
/Pem(pewH wioc 6yB Ha 17% menumii. Leii eexr 6yB nocigoBHIM
y BCIX aHasmizax miarpyr.

22. BHCHOBOK (3aKJIIOYEHHS)

['inotesy npo 3HauHe 30UIBLICHHS PHM3UKY PELMAMBY Y IKIHOK M|
uac/miciis nikysanus Pemidemin® / Pemidemin® nmoc nopismsiHO 3
DKiHKamu, siki He oTpumysanu Pemidemin®, Moxua BHKTIOUMTH Ha
OCHOBI JIOCSTHYTHX pe3yJIbTaTiB. [I0piBHAHO 3 KOHTPONBHOIO IPYIIOKO
npu 3actocypanHi Pemideminy® Gyso mokasaHo 3HIDKEHHS PH3HKY
peunauney Ha 17 %. Edexr Pemipeminy® moxna npoaemoHcTpyBaTi

MOC/TiIOBHO B yCiX aHaji3zax miArpyr.

3aspuuk: llanep & Bprommep I'm6X & Ko. KI©

(mizgmuc)

Joxkrop Ilerpa Hiken
HaykoBo-menauunuit excrnept
/ MeHe Kep 3 perynioBaHHs

B
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Annex 30
to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as
well as examination of materials
on making changes to registration
materials during the validity of the
registration certificate
(clause 4 of the section VII)
REPORT Ne 14

on clinical trials

1. Name of the medicinal product (if
available — marketing authorization
number):

Remifemin®, 2,5 mg tablets

2. Applicant

Schaper & Briimmer GmbH & Co KG

3. Manufacturer

Schaper & Briimmer GmbH & Co KG

4. Conducted investigations:

yes X no 0 if no, justify

Type of medicinal product for which
registration was or is planned

Herbal medicinal product with well-established use

5. Full name of the clinical trial,
coded number of the clinical trial
H

SB-FEM 0201

Non-interventional trial for explorative evaluation of efficacy
and safety data of Remifemin® and Remifemin® plus during
long-term therapy in women with climacteric complaints

6. Clinical trial phase

v

7. Clinical trial period 2002-2004
8. Countries where the clinical trial |Germany
was conducted

9. Number of patients Niot = 6,141

N = 3,027 Black Cohosh;
N = 3,114 Black Cohosh plus St. John's Wort

10. Purpose and secondary objectives
of the clinical trial

Investigation of long-term drug safety and efficacy of
Remifemin® and Remifemin® plus in a large number of]
patients with climacteric complaints in routine medical care.

11. Clinical trial design

non-interventional, open

12. Main inclusion criteria

Climacteric complaints, no pretreatment with Remifemin® or
Remifemin® plus during the last 6 months, no treatment or
pretreatment with HT during the last 4 weeks.

13. Investigational medicinal
product, method of application,
strength of action

Remifemin® tablets, 40 mg drug/day, oral and Remifemin®
plus coated tablets, (Black Cohosh, iCR, corresponding to 1
myg triterpene glycosides plus St. John's Wort, standardized to
0.25 mg total hypericin per coated tablet), oral.

14. Reference drug, dose, method of [NA
application, strength of action
15. Concomitant therapy /

16. Efficacy evaluation criteria

Main objective criterion:

Descriptive statistics of the Menopause Rating Scale (MRS




1) after 12 months and in the time course.

Secondary objective criterion:

All subscales of the Menopause Rating Scale, change of
condition by physician's judgement according to Clinical
Global Impressions (CGI 2). Safety and tolerability:
Frequency of adverse events and assessment of tolerability
after 12 months.

17. Safety evaluation criteria

Frequency of adverse events and tolerability assessment

18. Statistical methods

Descriptive-statistical values, group comparisons according
to Mann-Whitney-U-test, descriptive covariance analyses.

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

Women, mean age 52 years

20. Efficacy results

Both Remifemin® plus and Remifemin® result in a
significant and relevant decrease in menopausal symptoms
on the MRS scale. The two preparations are used in a
differentiated manner in daily medical practice: Remifemin®
for neurovegetative complaints; Remifemin® plus for
additional psychological complaints.

This proves to be correct, because the combination product is
superior to the monopreparation in the improvement of]
psychological complaints.

The baseline and confounder-adjusted group difference is
0.018 MRS score points. This is half more than in placebo-
controlled trials for HRT or the Cimicifuga monoproduct
Remifemin® alone was found. In the subgroup of patients
with initially severe psychological complaints, this
difference was difference was even more pronounced with
0.038 MRS score points. Furthermore, the benefit of the
combination product occurred primarily in the symptom
group, which was symptom group that could be expected for
St. John's wort. All in all this represents a clear indication of
the usefulness of the combination.

21. Safety results

The rate of adverse events is relatively low for both
preparations despite the long observation period of 6 months.
An influence of the dosage could not be determined. With
regard to the side effects specified in the SPC, more
gastrointestinal ~ disturbances were documented with
Remifemin®, whereas more allergic reactions were
documented with Remifemin® plus. Laboratory value
changes, especially liver value increases or adverse events
associated with liver diseases were not reported. The rate of
adverse drug reactions for both products was 1 and 2 %o,
respectively. Both Remifemin® plus and Remifemin® are
therefore well-tolerated and safe medicinal products.

22. Conclusion

For both products, efficacy is proven by placebo-controlled
randomised ftrials. The two preparations are used in a
differentiated way. Remifemin® plus is superior to the
monopreparation Remifemin® in improving psychological

complaints. Side effects are very rare. The risk-benefit ratio




L for both products can be classified as very good.
Applicant: -
Schaper & Briimmer GmbH & Co. KG ?g /(/ . A
'Vé\ﬂ /
(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager

.YJ.



Honarox 30 o [Mopsaky npoBeneHHs EKCNepPTU3N
peecTpauiiHux MaTepianis Ha Jikapceki 3aco6u, o
NOZAI0THCA Ha IepikaBHy peecTpallito (epepeecTpalliio), a
TaKOXK €KCIIEPTH3M MaTepialtiB PO BHECEHHS 3MiH 10
peecTpaLifiHuX MaTepialliB IpOTAroM i peecTpauiiiHoro
NOCBiA49eHHA (MyHKT 4 posainy VII)

3BIT Ne 14
Npo KJiHiYHe BHNPOOYBAHHSA

1. HasBa nikapcekoro 3aco6y (3a
HasIBHOCTI - HOMep
CECTPALiHHOrO NOCBiIYeHHs)

emidpemin®, 2,5 mr Tabaerku

2. 3assBHUK

Ilanep & Bprommep I'm6X & Ko. KT

3. Bupobuux

[lanep & Bprommep I'm6X & Ko. KI'

4. [TpoBeneHi nocimKeHHS:

rak M Hi O skwo Hi, 06rpynTyBaTH

1) Tun nikapcekoro 3acoby, 3a
SIKHM IpoBOgMJIacs abo
MJIAHYEThCS PEECTPALLis]

Pocinnnmii nikapebkuii 3aci6, sxuii Mae no0pe BHBYEHE MeAHYHE
3acToCcyBaHHS

5. [ToBHa Ha3Ba KJIiHiUYHOrO
BUNPOOYBAHHSI, KOJIOBAHHUIi
HOMED KJIiHIUuHOTO
BUIIPOOYBaHHs

SB-FEM 0201

Heinrepsenuiiine BUNpoGyBaHHs 1718 TOCTIHALBKOT OLIHKY IaHUX npo
ebexrusHicTs i Gesniexy npenaparis Pemidemin® i Pemidemin® mmoc mix
H4ac TPUBANIOL Tepanii y JKiHOK i3 KiliMaKTEPMYHMMM CKapraMu.

6. @asa kniHiyHOro BUNPoGyRaHHAIV

7. Iepion npoBeaenns kiiniyHoro 2002-2004
BUINPOOYBaHHS

8. Kpaiuu, ne nposoaunocs HiMeuunna
KIIiHiYHe BUNIPOOYBaHHS
9. Kinbkicts gocnimkyBannx Niot = 6,141;

N = 3,027 Pemicemin® (umminmdyra);
N = 3,114 Pemicdemin® nuuroc (pmitmdyra mmoc 38ipoGiit).

10. MeTa ta BropuHHi uini
KITIHIYHOrO BUNPOOyBaHHs

Jocnimkenns TpuBanoi OesnekH Ta  e(eKTHBHOCTI npenaparis
Pemipemin® i Pemidemin® mmoc y Bemmkol kinbkocTi mamienTok i3
KIIIMAKTEPHYHHMH CKapramu Npy 3BWYaliHIH Megu4Hili JonoMosi,

KJIiHIYHOTO[HEiHTepBeHIIiiiHe, BiJIKpUTE
BUIIPOOYBaHHS

12. OcHOBHI KpuTepii BKIIOYCHHS

Knimakrepuuni  ckapru, BincyTHicts MOTIEPEIHEOr0  JTIKyBaHHS
npenapatamu Pemidemin® aGo Pemidemin® nmoc nporsrom ocranuix 6
MicsaniB, BiacyTHicTe mikyBaHs abo mnomepenme nikysanus [T
[IPOTATOM OCTAHHIX 4 THXKHIB.

13. NocnimkyBanuii nikapekkuit
3acib, crioci6 3aCTOCYBaHHSA, CHJIA

Pemidemin® Tabnerxn, 40 wmr npenapary Ha JeHb, TEpPOpabHO Tal
PemipeMin® mumoc TabneTku, BKPHTI 06OJIOHKOI, (uuminmdyra (Black]
Cohosh, iCR), 1m0 Bianosinae 1 Mr TpuTepreHOBHX rTiKO3MIIB Ta 3BipoGiii
(St. John's Wort), o cranmaptusosano 10 0,25 Mr 3araisHOro rinepiluHy|
Ha TabNeTKy, BKPHTY 0GOJIOHKO), IEPOPANIBHO.

14. Tlpenapar nopiBHAHHS, 1034,
croci 3acTocyBaHHs, cuna i

He 3acTocoByeThcsl.

15. CynyTHs Tepanis

16. Kpurepil ouinku
edextuBHOCTI

OcHoBHuii 06'eKTHBHMIA KpUTEpiii: '
OnucoBa CTATHCTHKA OLIHOYHOT IIKAgM MeHomawst 41
MICALIB i NPOTSATOM Yacy Kypcey.

Bropunnuii 00'eKTHBHHMI KpuTepiii:




i MiJIIKag¥ OL[iHOYHOI LIKAIH MEHOIay3H, 3MiHa CTaHy 3a OLHKO)
JTiKaps BiMOBIHO 0 IIKAIM 3araibHOrO KAiHIYHOrO BpaxkeHHs (CGI 2).
besneka i nepenocumicts: Yactora moBiYHMX SBMII TA  OLiHKA
MEPEHOCHMOCTI Yepes 12 Micsuis.

17. Kpurepii ouinku 6e3neku

Yactora no6iuHuX SIBUIL i OLLiHKA NEPEeHOCHMOCTI.

18. Crarucruuni meroau

OnHCOBO-cTATHCTHYHI 3HAYEHHS, IPYTOBI MOPIBHAHHSA 38 U-kputepiem
ManHa-YiTHi, onucosuii KoBapiauiiinmii anamnis.

19. Ilemorpadiuni nokazuuku
IOCTIKYBaHOT onynsuii (crars,
BiK, paca, Touio)

Kinku, cepeniit Bik 52 poku

20. Pe3ynprarti epeKTHBHOCTI

Sk Pemidemin® mmoc, Tak i Pemidemin® npussonsts 1o 3uausoro 4
iICTOTHOTO ~ 3MEHIIEHHS ~ CHMIITOMIiB  MEHONAY3H 32  IIKAJIOH
MOAM(IKOBAHOI IMKAaNoK OWiHKKH MeHomaysu (MRS). YV wmopenHii
MEIWYHIA nNpakTHil AM(epeHIiHOBAHO BMKOPHUCTOBYIOTHCS B
npenapatu: Pemidemin® npu HeHpoBereTaTHBHMX 3aXBOPIOBAHHSAX;
Pemidemin® mumoc npu 101aTKOBUX MCHXOMOTIYHMX cKaprax.

[le BHUSABIAETBCS MPABHILHUM, OCKUIBKH KOMGIHOBaHMi MPOAYKT
NepeBepllye MOHOIpenapar y MOKpalleHHi NCHXOJIONYHUX pO3aiB.
basoBa i rpynosa pi3sHMIs, CKOPMroBaHAa Ha 3MilllyBaHHS, CTAHOBHTE
0,018 6axis 3a MoaudikosaHoO mKanOK0 ouinkyu Meronaysu (MRS). Lle
BIBii OinbIe, HiX y niane60-KOHTpoIbOBaHKX Kocimkennsx 31T a6o
MOHOTpoyKTy tumMinmdyru Pemideminy® oxpemo.

Y niarpyni DaUieHTiB i3 NOYAaTKOBO BaKKMMH IICHXOJIOTIYHHMM
CKapramu us pisHuil Oyna we Ginbin BupakeHow 6ins 0,038 Gana 3al
MOM(IKOBAHOW WIKANOK OLiHKH MeHomaysu (MRS). Kpim Toro,
nepeBarn KOMOIHOBAHOIO NPOMYKTY CHOCTEPIranucs B OCHOBHOMY B
TPyl CAMNTOMIB, XapakTepHHUX /s JIiKyBaHHS 3Bipo6oeM. 3aranom re
€ 9iTKUM CBiJUEHHSIM KOPHCTI MOEJHAHHSI.

21. Pesynerarn Gesneku

PiseHb MOOIYHHMX edeKTiB BiJHOCHO HM3BKHH Ig 000X TIpETapaTis,
HE3BAKAIOYH Ha TPHMBAIMH Tepiol criocrepexeHHss 6 Mmicsuie. Bruus
[103yBaHHsA BU3HA4YWTH He Baajocs. llono nobiunmx edekris, 3a3HaueHNX
Y KOpoTKiii xapaktepuctuui (SPC), 6inblme LITyHKOBO-KHIIKOBHX
po3nazis 6yJI0 3aI0KyMEHTOBAHO MPH 3acTocyBanHi Pemideminy®, Tozi sk
npu 3actocysanHi Pemideminy® mmoc 6yno 3amokymentosaso 6ibime
QIEPriyHMX  peakilid. 3MiH 1abOpaTOpHMX IOKA3HHKIB, OCOBIMEO
OUIBIIEHHS MOKA3HHUKIB NEYiHKOBUX (epMeHTiR a60 MOBIYHMX SBHMIL,
MOB’SI3aHMX i3 3aXBOPIOBAHHSMH MEYiHKH, He MOBimoMsinocs. Yactoral
nobiunux peakuiii juist 060x npenaparis craHoBuna 1 i 2 %o BiAnosiaHo.
Taxum umnoMm, Pemidemin® mmoc i PeMi(beMiH® € Oe3neyHuMH
JiKapchKUMH 3aco0amH, siki 106pe MepeHoCsAThCS.

22. BUCHOBOK (3aKJIFOYEHHS )

Jl1st 000X mpoayKTiB eheKTHBHICTE H0BeAEHA MIaLEe60-KOHTPOILOBAHUMH
PaHIOMI30BaHAMH JI0CTiDKeHHsIMH. OGH/1Ba TIpenapaTi 3aCTOCOBYOTHCS
nudepennifioBano.  Pemidemin® mmoc  mepesepuiye MOHOIIperapar
Pemipemin® y 3MeHIIeHH] NCHXOIOTiUHMX posnagiB. [Tobiuni edextu
BUHMKAFOTh [yXe pinko. CHiBBiIHOIIEHHS PH3MK-KOPMCTh 18 000X

MPOJYKTIB MOKHA KIacH(iKyBaTH siK ayske n06pe.

3assuuk: llanep & Bprommep I'm6X & Ko. K[

(mmigmuc)
Hoxrop Iletpa Hiken
HaykoBo-mennuHuii excrept
/ MeHe[Kep 3 peryIrIoBaHHs
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Annex 30
to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as
well as examination of materials
on making changes to registration
materials during the validity of the
registration certificate
(clause 4 of the section VII)
REPORT Ne 15

on clinical trials

1. Name of the medicinal product (if
available — marketing authorization
number):

Remifemin®, 2,5 mg tablets

2. Applicant

Schaper & Briimmer GmbH & Co KG

3. Manufacturer

Schaper & Briimmer GmbH & Co KG

4. Conducted investigations:

yes X no o if no, justify

Type of medicinal product for which
registration was or is planned

Herbal medicinal product with well-established use

5. Full name of the clinical trial,
coded number of the clinical trial

SB-FEM 0301
Non-interventional trial with Remifemin® tablets in breast
cancer patients with climacteric complaints under therapy
with tamoxifen

6. Clinical trial phase v

7. Clinical trial period 2001-2003
8. Countries where the clinical trial |Germany
was conducted

9. Number of patients Niot = 47

10. Purpose and secondary objectives
of the clinical trial

Efficacy and Safety of Remifemin® in breast cancer patients
with climacteric complaints under anti-estrogenic therapy
with tamoxifen

11. Clinical trial design

Non-interventional, open

12. Main inclusion criteria

® Menopausal complaints under therapy with tamoxifen

eno pre-treatment with Cimicifuga racemosa products
during the last 3 months

e no further hormone therapy besides tamoxifen

e no current/planned chemo- or radio-therapy

13. Investigational medicinal
product, method of application,
strength of action

Remifemin® tablets, 40 mg drug/day, oral

14. Reference drug, dose, method of [NA
application, strength of action
15. Concomitant therapy /

16. Efficacy evaluation criteria

Menopause Rating Scale (MRS II), adverse events, self-

assessment by the patient




17. Safety evaluation criteria

6-level scale of self-evaluation on tolerability
Adverse events

18. Statistical methods

Descriptive statistics, Wilcoxin-test, comparison of patients
with or without therapy dropout (Chi?-test, u-test)

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

Women, mean age 55,79 years

20. Efficacy results

47 of 50 patients who were included in the non-interventional
trial could be evaluated within the scope of the efficacy
analysis. One patient violated the inclusion and exclusion
criteria, 2 discontinued the treatment prior to the first control
date. Tamoxifen therapy started approx. 4 months after first
diagnosis of tumour and 4 months prior to start of Remifemin®
treatment. At the beginning of the treatment with Remifemin®
moderately pronounced hot flushes and sweating were the
predominating symptoms, followed by sleeping disorders as
well as physical mental exhaustion of moderate symptoms.
The psychic symptoms (depressive moods, irritation, anxiety)
were mildly pronounced. Approx. two third of the patients
showed "severe symptoms" in the MRS sum score. The
efficacy of Remifemin® is assesses as "good" to "satisfactory"
by most patients. After one month and as last assessment
(LOCF) a responder rate 1 (very good/good efficacy) of 31.9
% resp. a responder rate 2 (very good/good/satisfactory
efficacy) of 68.1 % after one month and of 70.2 % as last
assessment (LOCF) (n = 47) results. The MRS II sum score is
decreased in the course of the Remifemin® treatment by 4
points (t1: 17.6; t2: 14.0; t3: 14.2; t4: 13.8; last value: 13.6).
In the Wilcoxon-test all differences between the date t1 and
the control dates and the last value respectively are significant
(two-sided; p<0.001). The same applies to the subscores
"vegetative-somatic complaints" and "psychic complaints".
There were no change regarding the subscore "urogenital
complaints" The items 1 and 3 (hot flushes/sweating and sleep
disorders) are of special importance within the subscore
"vegetative-somatic complaints", as item 2 (cardiac disorders)
and 11 (joint and muscle complaints) were only slightly
pronounced at therapy start. When further separating the
subscores '"vegetative-somatic complaints" in vegetative
complaints (hot flushes and sleep disorders) and somatic
complaints (cardiac disorders and joint and muscle
complaints), the differences between the control dates or the
last value and the date t1, respectively, were significant only
with regard to the vegetative complaints in the Wilcoxon test
(p<0.001 each), whereas the somatic complaints showed no
differences. Drop-out patients and non-drop-out patients do
not significantly differ in the subjective assessment of the
efficacy. The effect of Remifemin® in the reduction of the
MRS sum score is slightly lower in drop-out patients, as these
showed on average a lower score value than the other patients.
The value at the end of therapy is, however, hardly different

in both groups.




21. Safety results

12 of 47 women discontinued the treatment and the
documentation, respectively, during the course of 6 months.
22 patients report an adverse event. 4 of these prematurely
discontinued the therapy, for the other 18 no drop-out was
registered. The occurrence of an adverse event is not
significantly connected to discontinuation of the Remifemin®
treatment (Chi*-test: p=0.146). The initial daily dosage of 2 x
2 tablet Remifemin® was maintained for 25 women between
date 2 and date 3 and for 20 women between the dates 3 and
4. During the mentioned periods the dosage was increased to
2 x 2 tablets/day for 15 and 11 patients, respectively. A few
women received 1 and 2 tablets per day, respectively. The
tolerability of Remifemin® was in no case assesses as bad, but
by 90 % of the patients as "very good/good". Totally 36
adverse events occurred in 22 patients. A causal relationship
between adverse event and the intake of Remifemin® was in
no case assessed by the physicians.

22. Conclusion

In the special group of women treated with an antiestrogen
Remifemin® can clearly improve the massively occurring
climacteric symptoms, especially neurovegetative symptoms
like hot flushes and psychic after-effects like depressive
moods, even though it cannot completely remedy them. Some
patients do not sufficiently respond (despite dose variation) to
the treatment - 20 - 30 % therapy failures should be
anticipated. As other alternatives, e.g. a hormone replacement
therapy, lack, this Cimicifuga extract represents an effective
treatment possibility with few side effects in mamma
carcinoma patients with Tamoxifen-induced climacteric

complaints.

Applicant:

Schaper & Briimmer GmbH & Co. KG 75 /(/ : a&_\‘
‘VC\Q ‘

(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager



Jonarok 30 no [Nopanky npoBeaeHHs eKCIIEPTH3H
peecTpaLiifHIX MaTepianiB Ha JliKkapchKi 3aco0u, 110
MONAKTHCA Ha IEpIKaBHY PeECTpalito
(nepepeecTpalilo), a TAaKMK eKCIIEPTH3H MaTepiaiB
PO BHECEHHS 3MiH /10 peecTpaliiiHux Matepianis
MPOTATOM Ail peecTpauiiiHoOro noceiqueHHs:

(myHKT 4 posainy VII)

3BIT Ne 15

Npo KJiHiYHe BUNPOOYBAHHSA

1. Hasga nikapcpkoro 3acoby (3a
HasgBHOCTI - HOMep
€ECTPaLLIHHOTO MOCBIAYCHHS)

Pemipemin®, 2,5 mr Tabiaerkn

2. 3agBHUK

[Mlanep & bprommep I'mo6X & Ko. KT’

3. Bupobuuk

[llanep & bprommep I'm6X & Ko. KT

4. IlpoBeneni nocaimxeHH:

mak M Hi O sKuwo Hi, 06rpyuTyBaTH

1) Tun nikapcekoro 3aco0y, 3a
SIKMM TpoBoMiacs abo
MJIaHYEThCS peecTpailist

Pocimunuii dikapeskuii 3acib, sikuii Mae 106pe BHBYeHe MeIHYHE
BacToCyBaHHS

5. IToBHa Ha3Ba

SB-FEM 0301

KJIIHIYHOTO HeinrepeeHuiiite nocimkends 3 Tabnetkamu Pemidpemin® y manientox
BUIPOOYBaHHS, 3 PAKOM MOJIOUHOT 3aJ103H 3 KJIIMAaKTepUYHUMH CKapraM Il Yac Tepanii
KOJOBaHUI HOMep TaMOKcH(peHOM

KTiHIYHOrO

BUNPOOYBaHHS

6. ®aza KIiHIYHOrO 1A%

BUITPOOYBaHHS

7. Ilepion npoBeaeHHs 2001-2003

KJIIHIYHOro BUNpoOyBaHHS

8. Kpaiuu, ne npoBoauiocs Himeyunna

KJIiHIYHE BUIIPpOOYBaHHA

9. KinbKicTb goc/iixyBaHmux Niot = 47

10. Meta Ta BTOpUHHI wLini
KJTIHIYHOTO BUIPOOYBaHHS

EdextusHicts i Geaneka Pemideminy® y xBopux Ha pak Mos04HO]
3ajio3M 3 KJIIMaKkTEPUUYHHMM CKapramu Npd aHTHECTPOTeHHiH Teparii
TaMOKCH(EHOM

11. Huzaiin KJIiHIYHOrO[HeiHTEPBEHILIHHE, BiAKpUTE

BUIIPOOYBAHHS

12. OcHoBHi KpuTepii * Cxapru B MeHOMay3i Mpy JTiKyBaHHI TAMOKCH(EHOM.

BKJIFOUEHHS * BigcyTHicTh monepeaHboro JMiKyBaHHS MpenapataMd LUMILUMQyTH

MPOTATOM OCTaHHIX 3 MicsaLliB.
* BigcyTHicTh nosanboi ropMoHaNBHOT Tepartii, KpiM TaMOKCUdeHy.
* BincyTHicTh moTOUHOI/3aM1aHOBaHOT XiMio- a60 MpoMeHeBo]l Teparii]

13. NocnimxyBaHuii nikapcbKuit
3aci0, croci 3acrocyBaHHs,
cuma mit

Pemidemin® rabnerku, 40 Mr npenapaty Ha 106y, IEpOPaIBHO.

14. IIpenapar nopiBHsHHS, 1034,
crnocif 3acTocyBaHHs, cuia ail

He 3acTocoByeThes.

15. CynyTtHst Tepanis

16. Kpurepii orinku
eexTrBHOCTI

[lxana ouinku meHonayzu (MRS II), noGiuni
Nal[i€HTOK.

17. Kputepii ouinku Gesneku

6-cTyrneHeBa LKana caMOOLIiHKH MePeHOCHMOCTI.
[To6iynHi sBUIIA.




18. CraTucTuuni meToau

OnucoBa cTaTHCTHKA, KpuTepiii BikokcoHa, OpiBHAHHS NAL{eHTIB 3
BIIMOBOIO Bizl Tepamii abo Ge3 wei (Tect Xi-kBagpar, U-tect).

19. Jlemorpadiuni nokasHuxu
IOCTIIKYBAHOT MOy JISL|T
(cTaTs, BiK, paca, TOLIO)

DKinku, cepenniii Bik 55,79 pokis.

20. PesynpraTtu edextrBHOCTI

47 i3 50 naunientok, ski OyaM BKIKOYEHI B HEiHTEpBEHLiiHE
MOCITIZIKEHHS, MOXKHA OyJI0 OL[IHMTH B paMKax aHai3y e(eKTHBHOCTI.
OnHa nauieHTKa MOPYIIXIA KPUTEPii BKIIOYEHHS T4 HEBKJIIOUEHHS, 2
NPUIIHHWIKM JIIKyBaHHA [0 Teplioi KOHTPOJBHOI aaTH. Teparito
TaMOKCH(EHOM PO3MoYaTo MPUOIH3HO Yepes 4 MicsLi micas nepmoro
[miarHo3y myXJmHU Ta 4 Micsui ao noyarky nikysasHsa Pemideminom®.
Ha nouatky nikyBanHs mpenapatom Pemidemin® nepesaxann
MOMipHO BHpaXKeHi MPUILTMBY Ta MiTJIMBICTh, MOTIM PO3laaM CHY Ta
(hi3nuHe NcUXiyHe BUCHAKEHHS 3 MOMipHUMH cuMnTomamH. [lcuxivni
O3HAKW (NETIPECHBHI HACTPOi, PO3ApaTyBaHHs, TPHBOTA) BHUpAXKEHI
He3HauHo. [Ipubau3HO [BI TpeTHHM NALIEHTIB IMOKA3alM «BAXKKI
CUMIITOMHM» B cyMapHomy Oasii MRS.

BinbIIicTh naLieHTiB OWiHIOOTE edekTUBHICTE Pemideminy® Bin
«nobpe» 10 «3an0BinsHOY. Yepes oaMH Micslpb i B IKOCTi OCTaHHBOT
ouinku (LOCF) pieens Bignosini 1 (xyxe no6pa/nobpa edekTHBHICTS)
cranoButh 31,9 % BignoeinHo. PiBens BigmoBiai 2 (myxe
nobpa/nobpa/3ajoBineHa eeKTHBHICTE) cTaHOBHUTH 68,1 % uepes
oauH Micsup i 70,2 % 3a pesyasratamu octanHbol ouinku (LOCF) (n|
= 47). Cymapna ouinka MRS II 3HmxKyeTbcst B mpolieci TiKyBaHHS
Pemicdeminom® Ha 4 Ganu (t1: 17,6; t2: 14,0; t3: 14,2; t4: 13,8; ocranHe
3HaueHHs: 13,6).

laTaMd T4 OCTAaHHIM 3HAYEHHSM BIJNOBIAHO € JOCTOBIPHUMH
(p<0,001). L1e x cTocyeTbes i cyOGaniB «BereTo-coMaTHYHI CKapri» Ta
«ICHXIuHI cKapru». 3a cy00anoM «yporeHiTajabHi CKapri» 3MiH HE
BinOynocs. VYV  cybbani «Berero-coMaTMuHi ckapru» ocobimBe
BHAYEHHS MalOTh MYHKTH | i 3 (NpUIMBH/PO3aaM MOTOBHIIIEHHS T
pO31au CHY), IK MyHKT 2 (cepueBi po3naau) i 11 (cyrnobu). i m'sa3o8i
ckapru) OyIH JUle He3HAYHO BUPaXKEHi HA MOYATKY Teparii,

[Tpu nopanemomy po3aineHHi cy60aliiB «BereTo-coMaTu4Hi CKapruy» y
BErETATHBHUX CKaprax (MpUIUIMBU T4 PO3JIafd CHY) Ta COMATHYHHX
CKaprax (pos3najyu cepls Ta cyrio00BO-M’si30Bi CKapri) BiAMiHHOCTI
MiXX KOHTPOJBHUMHM Jatamu ab0 OCTaHHIM 3HaYeHHSM Ta Jaroio tl
BiINMOBiZHO, OYIIM 3HAUYLIMMH JTHILIE OO BETeTATHBHUX CKAPT ¥ TECTi
Binkokcona (p<0,001 xoxeH), TOAI IK COMATHYHI CKAPrH HE MOKa3aJy|
BimMiHHOCTe#. Cy6’ekTHBHA OUiHKa e(pEKTMBHOCTI MAallieHTIB, fAKi
BHOYIH, Ta NaLieHTIB, SKi He BUOYIIH, ICTOTHO He Biapisaserscs. Edekr
Pemideminy® mono sumkenns cymaproro 6any MRS meimo HynKkamii y
NallieHTiB, sKi BHOYJIH, OCKINBKHM BOHH NMOKA3a/M B CEPEAHBOMY HIKUE
3HaueHHA Oaily, HiX iHWI nauienTH. OHAK 3HAYEHHS B KiHIII Teparil
Maiike He Biipi3HAeThes B 000X rpymnax.

Y Tecti BinkokcoHa Bci BiAMiHHOCTI Mik aatoro tl i KOHTPOJIBHHUMH]|

21. PesynbraTi Oe3neku

Bi/MOBiHO, ]'IpOTﬂl"OM 6 Micsmis. 22 nauleHT
o0i4Hy peakuito. 4 3 HUX MEPeaYacHo NPUITHHE
18 BuOyTTS He Oyio 3apeecTpoBaHO. BUHMKHE

CYTTEBO HE MOB’SI3aHE 3 MPUIIMHEHHSM JTiKyBagH

O



kBajgpar Ttect: p=0,146). IloyarkoBy mo0OBy mosy 2 X 2 TabieTky
Pemideminy® Gy:to 36epexeHo mst 25 xKiHOK Mk AaToro 2 i gatoro 3 i
st 20 kiHOK Mk naroro 3 i 4. [IpoTaroM 3ragaHuxX MepiofiB 103y
s0iIbLIYBanM A0 2 X 2 TabmeTok Ha JeHe 15 Tta 11 mnauieHTkam
BifnoBinHO. Kinbka siHok orpumyBamu 1 Ta 2 TabneTku Ha JeHb
Binnosinno. [lepenocumicts Pemideminy® ui B sxomy Bumagky He
OLiHIOBaNacs K moraHa, 90 % malieHTOK OLIHIOBAIM il K «IyXKe
nobpy/nobpy». 3aranom y 22 naiieHTOK BUHHKIO 36 MOOIYHHX SBMIIL.
[ IpHYMHHO-HACTIAKOBHH 3B'I30K MiX MOOIYHMM SBHIIEM Ta MPUHOMOM
Pemideminy® nikapsmu 3o0/1HOro pasy He OLiHIOBABCL.

22. BUCHOBOK (3aK/IHOUeHHS)

B ocobmuBiit rpymni xiHOK, siKi OTpUMyBaTH aHTHecTporeH, Pemipemin®
MOJKE SIBHO IOJIETIIMTH MacoBi KJIIMAakTEpPH4HI CHMIITOMH, OCOOIHBO
HEHpPOBEreTaTUBHI CUMITTOMM, TaKi SIK PUILTHBH Ta NCUXIYHI CHMIITOMH,
TaKi AK JAETPECHBHMI HACTPIil, HABITH AKLIO BiH HE MOXE TMOBHICTIO iX
yeyHyTH. Jleski nauieHTH HENOCTaTHBO pearyioTh (HEe3BaKAIOUM Ha
Bapiallito J03M) Ha JTiKyBaHHS — cJ1i1 ouikyBaTu HeBadi 20—30 % teparii.
Sk iHImi  anbTepHATHBM, HAMPHKIAA 34  BiJCYTHOCTI 3aMicHOI]
rOpMOHAJILHOT Tepanii, eKCTPaKkTy UUMILMYTH NPeACTaBIsie eheKTHBHY
MOZK/TMBICTb JIIKyBaHHS 3 HEBEJTMKUMH MTOOIYHUMH SBHIIAMH Y MALIEHTOK
3 KapIMHOMOK) MOJIOYHOI 3al03M 3 KIIMakTepUYHUMH CKaprami,

CIIPUUHHCHHUMH TaMOKCPIleHOM.

3assuuk: [Tlanep & bprommep I'M6X & Ko. KT’

(miamnuc)

Hoxrop Ietpa Hiken
HayxoBo-MeIHUHMi ekcriepT
{ MEHEeINKep 3 peryaroBaHHsL

)
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Honarok 30 no ITopsaaky npoBefeHHS eKCIEPTH3H
peecTpauiifHiX Marepianis Ha JTikapceki 3acobu, 1o
TIOJIAOTHCS HA JEPHABHY PeeCTpariio
(mepepeecTpallilo), a TAKOX EKCIEPTH3H MaTepiais
TIpO BHECEHHS 3MiH 110 peecTpauiifHux Marepianis
TPOTArOM Jii peecTpauiffHOro mocBiqueHHs

(nyHkt 4 posniny VII)

3BIT Ne 16

Npo KJIiHiYHEe BUNIPOOYBAHHSA

1. Hasga nikapcskoro 3aco0y (3a
HasBHOCTI - HOMep
€ECTpaLiiHOro NMOCBiqYEHHS)

Pemipemin®, 2,5 mr Tabaerku

2. 3asiBHUK

lanep & bprommep I'm6X & Ko, KI'

3. Bupobuuk

[Mlanep & Bpommep I'm6X & Ko. KI'

4. TlpoBeneHi pocimkeHHs:

rak ¥ wi O sxmo Hi, 06rpyHTYBaTH

1) Tun nikapeekoro 3aco0y, 3a
SIKHUM NpoBoaunacs abo
[IJIAHYETHCS PEECTPALlist

Pocauunmii Jikapebkuii 3aci6, sikuii Mae 106pe BUBYEHE MeIHYHE
3aCTOCYBaHHS

5. IloBHa HazBa
KJTiHIYHOTO
BUIIPOOYBaHHH,
KOZIOBaHUH HOMEp
KJTiHIYHOTO
BUIIPOOYBaHHS

SB-FEM 0281
JlikyBaHHS KJIIMAKTePUYHHX CKapr

6. ®aza KIiHiYHOTO
BUNPOOYBaHHS

v

7. Ilepion npoBenenHs
KJIiHIYHOro BMNpOOYyBaHHS

1980 - 1981

8. Kpaiuu, ae nposoamiocs
KJiHiYHe BUIPoOyBaHHs

Himeuyunua

9. KinbkicTb gociimkyBanux

Niot = 704
oLiHeHO n = 629

10. Meta ta BropuHHi it
KJIIHIYHOTO BUIPOOYBaHHS

PocnHHM rinekonoriunmii 3aci6 sik anerepHatyea I'T

I Huzaiin Kiiniynoro[llocTMapkeTHHrOBH# Harsz,
BUIIPOOYBaHHS HEeiHTepBEHLIiHHE, BiAKPHTE
12. OcHoBHi KpuTepii Cxapru B MeHOMay3i
BKJIIOYEHHS

13. JlocnipkyBanuit JikapeeKuii
3aci0, cnocid 3acTocyBaHHs,
cuna mit

Pozunn Pemiceminy®, 2 x 40 kpanens Ha 106y (€TaHONBHMI €KCTPAKT)

14. [Ipenapar nopisHsaHHS, 1033,
croci6 3acTocyBaHHs, cuia ail

He 3acTocoByeThest.

15. CynyTHs Tepamnis

IHeobxinHa nonoMiskHa Tepanis, 0ocobiMBo neuxohapmaleBTHIHI 3ac00m

16. Kpurepii ouinku
e(heKTHRHOCTI

OuiHka JDOCHIIHHKOM | MAllieHTOM HEHPOBEreTATHBHMX 1 TCHXIYHUX
ckapr 3a 4-cTyniH4acToro WKaIow (0 = 3HUKIIO 10 3 = Now

PR

17. Kputepii oninku 6esnexku

[TobiuHi aBHIA

18. CratucTiuHi MeToau

CepeliHi 3HaYEHHS Ta CTAHAAPTHE BiAXHUIIEHHS




19. Jlemorpadiuni nokasHUKH
[1OCTI KYBAHOT MOy JIsALLl
(cTaTs, Bik, paca, TOLI0)

DKinku, cepeaniii Bik 51,0 pik.

20. PeynbraTu edeKTHBHOCTI

Y  75% BunagkiB cUMOTOMM mokKpaupanucs (3HuKaM  abo
MOKpalMIACA) BXKE Ticas 4 TWKHIB Tepamil, 4yepe3 6-8 THXKHIB
npubnusHo 80% 3a3Hanyu cnpUsTIMBHIA BILIKB.

Y 72% BunaakiB AocnigHUKK TOOAYMIIM TepeBard MOPIiBHSHO 3
nonepeaHsoro I'T i B 54% BumaakiB mnepeBard TOPIBHSHO 3
nonepeIHbOK NcuxohapMalieBTUYHOK TepParicio.

21. PesynbraTu Gesnexku

YV 7% (n = 44 nauienTi) BUnaakiB cnocrtepirankcs HecrnerudivHi
CYyNyTHI CHUMNTOMHM, siKi OyJd MHHYIIAMH 1 He 3yYMOBIIOBAIH
npunuHeHHst Tepamnii. Hymota 9 pazie, 30inbiueHHs Baru 6 pasis,
MOCKIIEHHS! cKapr 5 pasie, ronoBHui Oib 4 pa3u, CyxXuii 1 neKy4uid s3uK
3 pazu, kpoBoTeui 3 pa3u, 611k y )KMBOTI 2 pa3u, Mpobaemu 3i cHoM 2 pasu,
KoKeH 1o | pasy: HaOpsKIiCTe rpyzeH, BIACYTHICTH MEHCTPYasbHOI]
KpoBoTe4i, Npo0iieMd 3 TpaBJeHHsM, BTOMa, Ie4is, MAacTOAMHIs,
nepiliHast B ropni, iHme 8. [IpuuMHHO-HACTIIKOBWH 3B'A30K A1
NOOIYHMX SBHII] HE OLIIHIOBABCSL.

22. BUCHOBOK (3aK/IHOYEHHS)

Pemidemin®/ekcTpakT MMILMAYTH € ATbTEPHATHBOIO 1A JIiKyBaHHS
KTIMAKTEpPUYHHX 3aXBOPIOBaHb, OCOOMMBO Yy JKIHOK, $SKi MaloTh
MPOTHIIOKA3aHHs 10 ropMoHasbHOT abo ncuxodapMaleBTHYHOT Teparlii
uepe3 pu3nKH abo nobiuHi edektH. ExcTpakT mumildyru BiapisHAeTbCS
XOPOIIIOKO TePaneBTHYHOIO e(hEKTHBHICTIO TPH XOPOIIiii MEPEHOCHMOCTI.
'Y moHorpagii uumitmepyru (1989) sk nobiynuil edekr 3a3HAYEHO:

«BHIAJIKOBI IUTYHKOBI pO3TaIn».

3assHuk: [llanep & Bprommep 'm6X & Ko. KI'

(mmignuc)

Hoxrop [Terpa Hiken
HaykxoBo-MequuHuii excrept
[ MEHEJKEp 3 PEerynBaHHS




Annex 30
to the Examination Procedure of
registration materials for medical
products submitted to the state
registration (re-registration), as
well as examination of materials
on making changes to registration
materials during the validity of the
registration certificate
(clause 4 of the section VII)
REPORT Ne 16

on clinical trials

1. Name of the medicinal product (if
available — marketing authorization
number):

Remifemin®, 2,5 mg tablets

2. Applicant

Schaper & Briimmer GmbH & Co KG

3. Manufacturer

Schaper & Briimmer GmbH & Co KG

4. Conducted investigations:

yes X no o if no, justify

Type of medicinal product for which
registration was or is planned

Herbal medicinal product with well-established use

5. Full name of the clinical trial, SB-FEM 0281

coded number of the clinical trial Therapy of climacteric complaints
6. Clinical trial phase v

7. Clinical trial period 1980 - 1981

8. Countries where the clinical trial |Germany

was conducted

9. Number of patients niot = 704

evaluated n = 629

10. Purpose and secondary objectives
of the clinical trial

Herbal gynecological agent as alternative to HT

11. Clinical trial design

Postmarketing Surveillance,
non-interventional, open

12. Main inclusion criteria

Menopausal complaints

13. Investigational medicinal
product, method of application,
strength of action

Remifemin® solution, 2 x 40 drops/daily (ethanolic extract)

14. Reference drug, dose, method of [NA

application, strength of action

15. Concomitant therapy necessary adjunctive therapy, especially
psychopharmaceuticals

16. Efficacy evaluation criteria

Investigator and patient assessment of the neurovegetative and
psychical complaints based on a 4-step scale (0 = disappeared
to 3 = deteriorated)

17. Safety evaluation criteria

Adverse events

18. Statistical methods

mean values and standard deviation

19. Demographic indicators of the

Women, mean age 51.0 years

8



studied population (gender, age, race,
etc.)

20. Efficacy results

In 75% of the cases the symptoms had ameliorated
(disappeared or improved) already after 4 weeks of therapy,
after 6 - 8 weeks approximately 80% had been favorably
influenced.

In 72% of the cases the investigators saw advantages versus
previous HT and in 54 % of the cases advantages versus a
previous psychopharmaceutical therapy.

21. Safety results

In 7% (n = 44 patients) of the cases unspecific concomitant
symptoms were observed which were transitory and did not
cause a discontinuation of the therapy. Nausea 9 x, weight gain
6 x , increasing complaints 5 x, headache 4 x, dry and burning
tongue 3 x, bleedings 3 x, stomach ache 2 x, sleeping problems
2 x, each 1 x: swollen breasts, no menstrual bleeding,
digestive problems, fatigue, heartburn, mastodynia, scratchy
throat, other 8 x. The causality for ADRs was not evaluated

22. Conclusion

Remifemin® /Cimicifuga extract is an alternative for the
treatment of climacteric complaints especially in those women
with  contraindication  against a  hormone  or
psychopharmaceutical therapy due to the inherent risks or side
effects. Cimicifuga extract distinguishes itself by a good
therapeutical efficacy with a good tolerability. The Cimicifuga
monograph (1989) lists as side effect: "occasional gastric

disorders".

Applicant:

Schaper & Briimmer GmbH & Co. KG % i K/ A
s

(signature)

Dr. Petra Nicken
Scientific & Medical Expert /
Regulatory Manager
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