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1o llopsiiky IpoBeieHHsI eKCIIepTH3H
peecTpaniiHux MaTepialtiB Ha JTiKapchbki
3acO0H, IO ONAIOTHCS Ha JICPIKABHY
peecTpanio (epepeecTpariio), a TAKoX
SKCIEPTH3H MaTepiatiB PO BHECEHHS
3MiH JI0 peecTpauiifHix Matepiamnin
TIPOTATOM il peecTpariiHoro
HOCBITUeHHs (IyHKT 4 posminy V)

3BIT
PO JOKJIHIYHI J0c/TiIKeHHs

1. Haspa nikapcekoro 3acoBy (3a HasBHOCTI
- HOMEp PEECTPaNiifHOTO OCBITYEHHS):

Heppairo-Peym-In’ens

1) Tan nikapepkoro 3acoby, 3a sKuM

TPOBO/IHIIACS a00 IUIAHYETHCs peecTpariss [POYMH IS iH’ eKiif

2) IpOBeJIeH] JOCIIiIKeHHS e Hi  gKIO Hi, 06TpyHTYBaTH

Hespanro-Peym-Ia’ens  romeonarnunmii Openapar 3 TPHBATHM KIIHIYHHM 3aCTOCYBaHHAM
JUI0YMX PEYOBHH y FOMEONATHYHIfH Teparii.

Ouinka TOKCHKOJIOTIYHHX BIIACTHBOCTEH JIKapchKoTo 3acofy GasyeThes Ha HaiicydacHimmmx
Gibmiorpadiunux pamux npo Buxigmi Marepiami HOro akTHBHHX DPEYOBHH. BpaXoByIOTbes
JIOKIIHIYHI TaHi 3 ony6mikoBaHOT JITEPATYpH, IO CTOCYETHCS TOKCHIOTI9HOT OIIHKH JUFOYHX
PEIOBHH Ta IX TOKCHKOJIOTIYHO 3HAYYIIHX CKIIA/[OBHX.

2. ®apmaxoioris: He 3acTocoByeTnes

1) nepeunHa hapmakoguHamika He 3acTocoByeThcs

2) BropuHHa (hapMmaxoguHaMiKa He 3actocoByeTnes

3) bapmakosoris 6e3nexu He 3actocoByeThes

4) bapmakormuaMiuni B3aemoii He 3actocoByeTnes

3. ®apmakokiHeTHKa:

1) aHamiTHYHI METOMUKH Ta 3BiTH 10J10 1X
BauTi iy

He 3actocoByernes

2) BCMOKTYBaHHs

He 3actocoByeThes

3) po3nozin

He 3acrocoByernes

4) Meraboizm

e 3actocoByeThes

5) BUBEJIEHHS

He 3actocoByerses

6) bapmakokineTnani B3aemoii
(moxminivmi)

He 3actocosyerbes

7) inmmi dapmakokiHeTHYH] 1ociKeHHS

He 3actocoByetnes




4. Toxkcuxomoris:

NIIOYMX PEYOBUH y TOMEOIaTHYHIN Tepartii.

Hespanro-Peym-In’enp  romeonarHyHuil npenapar 3 TPUBAIMM KITIHIYHHM 3aCTOCYBaHHIM

Orminka TOKCHKOJOTIYHHX BJIACTHBOCTEH JiKApChKOro 3acofy 0Gasdyerhes Ha HalicydacHimmx
OibmiorpadiuamMX IaHUX [pO BUXIiJHI Marepiaju HOro akTHBHHX pEYOBHH. BpaXoByrOThCd
JOKJTiHIUHI J1aHi 3 OmyGIiKoBaHOI JiTEpaTypH, IO CTOCYETHCA TOKCHIIOTIUHOI OIIHKH JIIOYMX
PEYOBHH Ta IX TOKCHKOJIOTIYHO 3HAYYIIHUX CKIIaI0BHX.

1) ToOKCHYHICTE Yy Ppa3i OIHOPa30BOIO
BBEICHHS

Omuinka TOKCHYHOCTI OHOPa30BoOi j103u Heppairo-
PeyMm-IH’€ib, po3udHy JUIsl iH’ €Ki, Oa3yeTbesa Haj
Oinpm HaiHOBimmX Oibmiorpadiunnx manux mpo
BUXIJHI Marepiaji HOro aKTUBHHX pPEYOBHH.
Jloxniniugl mami 3 omyGmikoBaHol JliTepaTrypH
PO3IIAAAIOTECS 10/I0 3arajIbHOI TOKCHYHOCTI ITiCIIs
OIHOPA30BOTO  BBENEHHS  OKPEeMHX  aKTHBHHX
IHTpeiEHTIB.

2) TOKCHYHICTE y pasi HOBTOPHUX BBEJICHb

Omigka  TOKCHYHOCTI  IIOBTOPHOIO  BBEJCHHS
Hespanro-Peym-Ie’ens, pozumny mus — iHexmii,
OasyeThcs Ha HaliHOBIMHX OibmiorpadiuyHuX JaHHX
PO BHXIIAHI MaTepialy HOro aKTHBHHX PEUOBHH.
PosrisHyTo mokmiHiumi Jgami 3 omyGikoBaHO]|
liTeparypd MIOA0 3arajbHOi TOKCHYHOCTI  micis
[IOBTOPHOIO  BBEJEHHS  OKPEMHX  aKTHBHHUX
IHIpe/IieHTIB.

3y T€HOTOKCHYHICTE:
in vitro

Oninka renotokcnunocti Hespanro-Peym-In’eis,
pO34YMHY I iHEKIiH, Oasyerbes Ha HalfHOBiMX
OibmiorpadiyHux JaHuUX Npo BEXiIHI MaTepiaam #oro
AKTHBHHX  pe4oBWH.  JIOKIIHIYHI  fHaHi 3
oryOikoBaHOI JHiTepaTypu pO3MIANAIOTECA IO
3arajlbHOl T€HOTOKCHYHOCTI  in Vitro okpeMmmx
AKTHBHUX IHTPETi€HTIB.

in vivo (BK/IIOYAIO4M JONATKOBY OIIHKY 3
TOKCHKOKIHETHKH )

He 3actocoByerses

4) KaHIEPOTEHHICTh:

Ouinka xanneporenHocti Hespanro-Peym-In’es,
PO3UMHY JUIsl iHEKUiH, GasyeThcs Ha HAHHOBIIIMX
biGmiorpadiumix naHux npo BuxiaHi MaTepiam iforo
AKTHBHHX  pe4oBuH.  JIokmiHidmi  maHi 3
OnyOIiKoBaHOi JTepaTypu pO3IIAJAIOTECA OO0
3arajJbHOl KaHLEPOreHHOCTI OKPEMHX AKTHBHHX
IHIPE/IIEHTIB.

JTOBIOCTPOKOBI TOCII[KEHHS

Oninka KaHIEPOreHHOCTI Hespanro-Peym-In’es,
PO3YMHY JUIA IHEKIiH, GasyeThcs Ha HAMHOBIIIMX
OibmiorpadiumIx naHuX 1po BUXiaHI MaTepianu Horo
aKTUBHUX  pe4oBHH.  JokmiHiYHI  jami 3

omyOmiKkoBaHOl JTiTepaTypd PpO3DILIAIOTECS IO
3arajbHOT  KaHUEPOreHHOCTI OKpPeMHX aKTHBHHX
IHTpeienTiB.




KOPOTKOCTPOKOBI JIOCJILDKEHHS
ab0 JTOCIIIDKeHHS Cepe/IHBOT TPHBAIOCTI

Oniska kauneporensocti Hespanro-Peym-In’ens,
PO3YMHY U iHEKIIH, OasyeTbcs Ha HaHHOBIIIHX
Oibmiorpadivanx naHuX Ipo BUXijHi MaTepianu iforo
AKTHBHHUX  pe4yoBHH.  JIokaiHiubi  gaHi 3
OmyOMiKOBAaHOI JITEpaTypH pPO3MIAJAIOTBCS IIOJI0
3arajibHOI KaHIEPOTeHHOCTI OKPEMHX AaKTHBHHX
1HIPEIIEHTIB.

TOJATKOBI JOCIIIKEHHS

He 3acTocoByeThes

5) penponyKTHBHA  TOKCHYHICTH  Ta|
TOKCHYHHH BIUIHB Ha PO3BHTOK IIOTOMCTBA:

OuiEka penpomyKTHBHOCTI Ta  eMOpioHANBbHO]
TokcuanocTi HeBpanro-Peym-Iu’ens, posunny mis
inekuil, 6asyeTnes Ha HaltHOBIMMX Gibmiorpadiyamx
NaHMX IIpO BHXIiJHI Marepiand HOTO aKTHBHHX
peuoBun. Jlokmimiumi gami 3 omy6iikoBaHO]
JTEpaTypH  pPO3DBINAIOTBCA  IMIONO  3aTalbHO|
PENpPOYKTHBHOCTI Ta eMOpioHAIBHOT TOKCHYHOCTI
OKPEMHX aKTHBHHX IHIPE/IIE€HTIB,

BIUIMB Ha  (epTWIBHICTL i

eMOpPIOHAIBHHUI PO3BHTOK

paHmHiit

Ouinka BIIMBY Ha (EpTHIBHICTE Ta paHHIM
eMOpioHHHH  po3euTOK  Hespanro-Peym-Iu’ens,
PO3YMHY JUIA 1HEKLiH, Oa3yeThcs Ha HaHHOBIMIHX
Oibmiorpadivaux naHuX po BUXiaHI MaTepiamm iforo
aKTUBHUX  pedoBHH.  Jloxmimiumi  gami 3
OmyOIiIKOBaHOI JHTEPATYpPH PO3MIAJAIOTHCS OO
3arajJbHOrO BIUIMBY Ha (EpPTWIBHICTE Ta paHHIN
eMOPIOHHHH  PO3BHTOK  OKPEMHX  AKTHBHHX
IHTpe/IiEHTIB.

eMOpiOTOKCHYHICTE

Ouinka BBy embpioTokcnunicti Heppanro-Peym-
[H’€nb, po3dmHy mas iHexuiil, 6a3yeTbcs Ha
HalHOBIKMX Gibmiorpagivanx maHux mpo BHXiHI
MaTepiaan HoTo akTHBHHUX pedoBHH. JlokTiHiuHi nani
3 OIy0OIiKOBaHOI JliTepaTypu pO3NIIAIOTECS OO0
3arajbHOT eMOPIOTOKCHYHOCTI OKPEMUX AKTHBHHX
IHTpETIEHTIB.

IpeHaraJbHa i MOCTHATATFHA TOKCHYHICTh

OniHka BIUIHBY IpeHAaTambHOi i II0CTHATAIBHOL
Toxenunicti Hespanro-Peym-In’ens, posumny s
IHEKIiH, GasyeThes Ha HalfHOBIMHMX Gibiorpadiynmx
JaHHX TPO BHUXIAHI Marepiand HOro axkTHBHHX

peuoBHH. JlokmiHiyHi gmaHi 3 omyGnikoBaHO]]
JITEpPaTypH  PO3MIANAIOTBCS — IIOAO  3araabHoi
[IPeHATaTbHOI 1  IOCTHATAJBHOI  TOKCHYHOCTI

OKPEMHUX aKTHBHHUX iHTPEIiCHTIB.

NOCTIIDKEHHS, ITIPH  SKHX lpernapar
YBOIHUTECS IOTOMCTBY (HECTATE€BO3PiIHM
TBapHHaM) Ta/abo OLIHIOETLCA Bijyiajena
mist

He 3acTocoByeTnes

6) MicIieBa ITlepeHO CHMICTE

Ominka BIUTHBY MicieBoi neperocumocti Hespairo-
Peym-IH’€nb, posuuHy [UIst imekuiii, Gasyerbes Ha

HaliHOBIIMX Gibmiorpadivyanx namux mpo Buximmi




MaTepiaii Horo akTHBHUX PedoBUH. JlOKIIHIYHI JaHi
3 omy0IIIKOBaHOI JIiTepaTypu po3MISAAIOThCs MO0
3araJbHOI  MICIIEBOI  IEPEHOCHMOCTI  OKpeMHX
AKTHBHUX IHTPE/I€HTIB.

7) TOMATKOBI JTOCIIKEHHST TOKCHYHOCTI:

AHTHTECHHICTH (YTBOPCHHS aHTHTLI)

He 3aCTOCOBYETLCI

IMyHOTOKCHYHICTb

He 3aCTOCOBYETLCA

TIOCITi HKEHHSI MEXaHI3MIB IiT

He 3aCTOCOBYETLCS

TiKapchKa 3aJIeKHICTh

He 3aCTOCOBYETLCA

TOKCHYHICTh META0O0JITIB

He 3aCTOCOBYETECA

TOKCHUHICTE JOMIIIIOK

He 3acTocoByeThCS

1HIIIE

He 3aCTOCOBYETBCA

5. BUCHOBKH 10710 AOKTiHIYHOrO BUBYeHHA|OMIHKA BIUIMBY TOKCHJIOTIYHMX  BJIACTHBOCTEH

JliKapchKoro 3aco0y OasyeTbest Ha HaMHOBIIIHX
GibmiorpadivHAX JaHUX PO BUXIAHI MaTepiaii HOro
BHHX pEUOBHH. BcCi TOKCHKOIOTIYUHI KiHIEBI

PO3IVISHYTI Ta MiATBEPDKYIOTE Oe3IeKy
CEROTO 3ac00Y.

.-i

[IpencraBHUK 3asBHHKA
(BnacHMKa

:

peecTpalliiiHoTo
MIOCB1/TYCHHS)

gy 0.4
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Annex 29

to the Procedure for expert evaluation

of the registration documents for

medicinal products submitted for state
registration (re-registration), as well as

for expert evaluation of the materials on
amending of the registration materials

during the period of validity of the

registration certificate (item 4 of the section IV)

REPORT
regarding non-clinical researches

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

Neuralgo-Rheum-Injeel

1) type of medicinal product, under which
registration was conducted or is planned

Solution for injection

2) conducted research

yes not if not, justify

active substances in homeopathic therapy.

published literature relevant for the toxicol

Neuralgo-Rheum-Injeel is a homeopathic medicinal product with long-term clinical use of the

The assessment of the toxicological properties of the medicinal product is based on the most
current bibliographic data on the starting materials of its active substances. Pre-clinical data from

toxicologically relevant constituents are considered.

ogical assessment of the active substances and their

2. Pharmacology: Not applicable
1) primary pharmacodynamics Not applicable
2) secondary pharmacodynamics Not applicable
3) safety pharmacology Not applicable
4) pharmacodynamic interactions Not applicable
3. Pharmacokinetics:

1) analytical methods and reports regarding|[Not applicable
their validation

2) absorption Not applicable
3) distribution INot applicable
4) metabolism Not applicable
5) elimination Not applicable

Neuralgo-Rheum-Injeel, solution for injection



6) pharmacokinetic interactions (non- Not applicable
clinical)

7) other pharmacokinetic researches INot applicable

4. Toxicology:

Neuralgo-Rheum-Injeel is a homeopathic medicinal product with long-term clinical use of the
active substances in homeopathic therapy.

The assessment of the toxicological properties of the medicinal product is based on the most
current bibliographic data on the starting materials of its active substances. Pre-clinical data from
published literature relevant for the toxicological assessment of the active substances and their
toxicologically relevant constituents are considered.

1) toxicity in case of single injection The assessment of the single dose toxicity of]
INeuralgo-Rheum-Injeel, solution for injection, is
based on the most current bibliographic data on the
starting materials of its active substances. Pre-clinical
data from published literature are considered
regarding the overall toxicity after single
administration of the active single ingredients.

2) toxicity in case of repeated injections  {The assessment of the repeated dose toxicity off
Neuralgo-Rheum-Injeel, solution for injection, is
based on the most current bibliographic data on the
starting materials of its active substances. Pre-clinical
data from published literature are considered
regarding the overall toxicity after repeated
administration of the active single ingredients.

3) genotoxicity: The assessment of the genotoxicity of Neuralgo-
in vitro Rheum-Injeel, solution for injection, is based on the
most current bibliographic data on the starting
materials of its active substances. Pre-clinical data
from published literature are considered regarding the
overall genotoxicity in vitro of the active single
ingredients.

in vivo (including additional toxicokinetic [Not applicable

assessment)

4) carcinogenicity: The assessment of the carcinogenicity of Neuralgo-
Rheum-Injeel, solution for injection, is based on the
most current bibliographic data on the starting
materials of its active substances. Pre-clinical data
from published literature are considered regarding the
overall carcinogenicity of the active single
ingredients.

long-term researches The assessment of the carcinogenicity of Neuralgo-
Rheum-Injeel, solution for injection, is based on the

Neuralgo-Rheum-Injeel, solution for injection



most current bibliographic data on the starting
materials of its active substances. Pre-clinical data
from published literature are considered regarding the
overall carcinogenicity of the active single
ingredients.

short-term researches or medium-term
researches

The assessment of the carcinogenicity of Neuralgo-
Rheum-Injeel, solution for injection, is based on the
most current bibliographic data on the starting
materials of its active substances. Pre-clinical data
from published literature are considered regarding the
overall carcinogenicity of the active single
ingredients.

additional researches

INot applicable

5) reproductive toxicity and toxic impact
on the development of offspring:

The assessment of the reproductive and
developmental toxicity of Neuralgo-Rheum-Injeel,
solution for injection, is based on the most current
bibliographic data on the starting materials of its
active substances. Pre-clinical data from published
literature are considered regarding the overall
reproductive and developmental toxicitiy of the
active single ingredients.

Impact on fertility and early embryonic
development

The assessment of the effects on fertility and early
embryonic development of Neuralgo-Rheum-Injeel,
solution for injection, is based on the most current
bibliographic data on the starting materials of its
active substances. Pre-clinical data from published
literature are considered regarding the overall effects
on fertility and early embryonic development of the
active single ingredients.

embryotoxicity

The assessment of the embryotoxicity of Neuralgo-
Rheum-Injeel, solution for injection, is based on the
most current bibliographic data on the starting
materials of its active substances. Pre-clinical data]
from published literature are considered regarding the
overall embryotoxicity of the active single
ingredients.

prenatal and postnatal toxicity

The assessment of the prenatal and postnatal toxicity
of Neuralgo-Rheum-Injeel, solution for injection, is
based on the most current bibliographic data on the
starting materials of its active substances. Pre-clinical
data from published literature are considered
regarding the overall prenatal and postnatal toxicity
of the active single ingredients.

researches under which the medicinal
product is injected to offspring (immature
animals) and/or remote action is evaluated

Not applicable

6) local tolerance

The assessment of the local tolerance of Neuralgo-
Rheum-Injeel, solution for injection, is based on the
most current bibliographic data on the starting

Neuralgo-Rheum-Injeel, solution for injection



materials of its active substances. Pre-clinical data
from published literature are considered regarding the
overall local tolerance of the active single
ingredients.

7) additional toxicity researches:

antigenicity (antibody formation) Not applicable
immunotoxicity Not applicable
research of mechanism of action Not applicable
medicinal addiction Not applicable
metabolite toxicity Not applicable
toxicity of impurities INot applicable
other Not applicable

5. Conclusions regarding non-clinical
studies

The assessment of the toxicological properties of the
medicinal product is based on the most current
bibliographic data on the starting materials of its
active substances. All toxicological endpoints are
considered and verify the safety of the medicinal

product.

Applicant (Marketing
Authorization Holder)

(signature)

(full name)

’f #
Dr. Norbert Skuball A 5’;’%&“/”

a
L

Neuralgo-Rheum-Injeel, solution for injection
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1o Iopanky npoBeIeHHS eKCIIEPTH3H
peecTpanifHuX MarepiaiiB Ha JiKapChKi
3ac00H, 110 MOJAIOTHCS HA JAePIKABHY
peecTpaliiio (IepepeecTpariro), a TakoxK
EKCIIEPTHU3H MaTepialiiB Ipo BHECEHHs
3MiH JI0 peecTpalifiHiX MaTepianis
IIPOTATOM il peecTpariiHoro
IIOCB1IYEHHSA

(myHKT 4 posaimy [V)

3BIT

Npo KJIiHiYHe BUIPOOYBAHHSA

Hocaimkenns I: AT/1993-NeuRhIn

1. Hassa mixapcrkoro 3acoby (3al
HAABHOCTI - HOMEp peecTpaliiftHoro

[10CBITUEHHS)

Hespanro-Peym-In’enn

Pozunn s 10’ ki

2. 3asBHUK

Biosorime Xaitnemitrens Xeens [M6X

3. BupoOuuxk

biosorime Xaiinsmitrens Xeens ITM6X

4. IIpoBeneHi NOCIiKeHHS:

Fak— Hi  AKIO Hi, 00IpyHTYBaTH

L[5 3as1BKa CTOCYETHCA FOMEONIATHYHOTO JHKAPCHKOr0
3aco0y. Kuniniuni BHIIpoOyBanus He IpoBomIHCS.

Onuax, 6y710 IpoBeIEHO 1B CIIOCTEPEKITHBUX
JIOCIIiIKEHHS.

1) Tun mikapcpKoro 3acoby, 3a siKiM
[IPOBOJMIIACS a00 IUIAHYEThCSI
peecTparis

[ oMeonmarryHmii mpenapar

5. IloBHa Ha3Ba KyiHIUYHOrO
BUIIPOOYBaHHA, KOZOBAHUI HOMED
KJIHIYHOTO BUNPOGYBAHHS

Homep nocmimxenns: AT/1993-NeuRhIn

6. Paza kiiHiYHOrO BUNPOGY BaHHS

He 3actocoByeThes.

BHITPOOYBaHHs

7. llepion mpoBenenHs Kiiniumoro 1953
BHIIPOOYBaHHs
8. Kpaiuu, ne nposomuiocs kiiniune ABCTpist

9. KinbKicTb focmimKkyBammx

3apeecTpoBano i mpoanamizopano: n=8(




10. Mera Ta BTOpHHHI LTI KJIIHIYHOTO
BUIIPOOYBaHHS

Busnauennst crioco0iB BBe/IeHHS, epEKTUBHOCTI Ta
neperocumocti Hespanro-Peym-IH’ b B ymoBax
[IOZICHHO]1 JTIKYBaIBHOI IPAKTHKH.

11. JIuzaiin KIiHIYHOTO BUIIPOOYBAHHS

[lepcriektuBHe, OararoleHTpoOBe, HeiHTepBeHIliiiHe
OIHOPA30Be JIiKyBaHHS

NOCIII/DKEHHS (CrIocTepeskHe JOCTiKeHHS Ipenapary)

12. OcHoOBHI KpHUTepii BKIIOYESHHS

“Koxngoro

13. NocmimKyBaHuii Tikapcbkuii 3acib,
crocib 3acTocyBaHHs, cuia Jil

Hegpainro-Peym-In"enb
Criocib BBegenns: Posumn mig in’exiiif

Jlo3yBaHHA: HA PO3Cy/ JiKaps.

14. ITpenapar nopiBHAHHA, 1034,
criocid 3acTocyBaHHs, CHIa il

He 3actocoryerbest

15. CynyTHs Teparris

78.75 % (n=63) OTPUMAHO JOAATKOBE JIiKyBaHHS:
MenikamMeHTO3Ha Teparis: n=26
HemenuxamenTtosna tepamis: n=20

Kom0OiHOBaHa MeIUKaMEHTO3HA Ta HEMEIUKAMEHTO3HA
Teparis: n=2

16. Kpurepii oninks eeKTHBHOCTI

[nobanbpHa olliHka edeKTUBHOCTI 3a I’ ATUOATBHOIO
[IKAIOK OILIIHIOBAHHS

17. Kpurepii oninku 6e3nexu

BunuknenHs moGivHAX peakiliil Ha npenapar Imij yac
KypCy JTIKYBaHHS

18. CrarucTuni MeToau

OnucoBi CTATUCTUYHI METOIH

19. lemorpadiuni noxasHuKH
JI0CIIIKYBAHOT IOMyJIALii (CcTaTh, BiK,
paca, TomIo)

Uucno: n=80

Bik: 3 MiHiManbHEM 16 pokiB Ta MakcuMatbHEM §1
POKOM

20. Pesynbratu epexTuBHOCTI

Ouinka edexrusnocti Herpairo-Peym-In’ens (pozums
1UTs 1H  €KITiH) B 3arajibHii JOCIIKYBaHIM Oy sl
Oyna nyxe no6poro un no6poto B 87.5 %  (N=70)
BHITAJIKIB (1yKe 106pa: N=36, 45 %; no6pa: N=34, 42.5
). Oninka edextusnocti Hepanro-Peym-In’ens
(posumn /uts in’exuiit) 6y1a nosutusHa. e Gyo
38/J0KyMEHTOBAHO BIIMIHHOK 3araJlbHOK OIIHKOO.,

21. Pesynbraru 6e3nexu

L IpoTsroM MBOro IOCIi/HKeHHS He BHHHKAIO SKOIHIX
NoOIYHHEX eeKTiB Bil OCIiIKyBaHOTO Iperapary.




22. BECHOBOK (3aK/IIOYEHHS) [lepcreKTHBHE, —OAraTONCHTPOBE, — HEIHTCPBCHIHHE
nocniprxenas AT/1993-NeuRhIn ©ymno mpoBeiaeHo Al
360py iHdopmarii npo crocodu BBEICHHS, TePAEBTHIHY
edbexTHBHICT Ta nepeHocnmicts Heppanro-Peym-1n" ek
B yMOBax II[0/IEHHOI JIIKYBaJILHOI TIPAKTHKH.

TepaneBTHUHUH YCIIiX OLIHIOBABCA K Tyske 100puit ado
nobGpuit B 87.5 % y BCiX BHIA/IKIB.

Nocainzxenns II: Feroyan et al. 2009

1. Hazga mixapcekoro 3aco0y (3a HasBHOcCTi[HeBpairo-Peym-In’ enp

- HOMEp PEECTPAIfHOTO OCBI TICHHS) ey
Po3uuH i 1H €KIIH

2. 3asiBHUK biosorime Xainpmitrens Xeenb I'MOX
3. BupoOuuxk bionorime Xa#nemitrens Xeenb [ MOX
4. IlpoBeneHi 10 KEHH: Fak— Hi  SKIIO Hi, OOTPYHTYBaTH

115 3a9BKa CTOCYETHCS TOMEONIATHYHOIO
nikapeekoro 3aco0y. Kinidni BunpoOyBaHHs He
IPOBOIHIUCS.

Opnnak, OyJ10 MPOBEIEHO IBA CIIOCTEPEIKITHBIX

JIOCIIiKEHHS.

1) THII JIIKAPCHKOTO 3aco0y, 3a AKHM ['omMeomaTHyHMi Ipenapar

pOBOIUIACS a00 IIAHY€ETHCS PeecTpallis

5. [ToBHa Ha3Ba KIiHiYHOTO BUNpoOyBaHHd, [Feroyan et al. 2009

KOIOBAaHHI HOMEp KJIiHIYHOTO

BUIIPOOYBAHHS

6. ®a3a KIiHIYHOTO BUIIPOOYBaHHS He 3acTocoBy€eThCH.

7. Iepion mpoBeeHHs KIiHIYHOTO 2009

BUIIPOOYBaHHS

8. Kpaiuu, Jie npoBoamIocs KiliHIYHE [py3ist

BUAMPOOYBaHHS

9. KinpKicTh MOCII Ky BAaHUX 3apeecTpoBaHo i MpoaHaTizoBaHO: n=76

10. MeTa Ta BTOPUHHI Lili KJIIHIYHOIO MeTOI0 TOCITi/DKEHHS OyI10 OLIHUTY e(EKTUBHICTD

BUIIPOOYBaHHS POTOKOJTY JIiKyBaHHs, 0 BKItodae Tpaymens C,
Hespainro-Peym-In’ennb 1 creriasibHo po3pobiaeny




(i3KyIETYPY HOPIBHAHO 31 CTAHAAPTHHM
iKY BaHHSIM.

11. Ju3aiia KIiHIYHOTO BUIIPOOyBaHHS

Bi,I[KpH-Te, MOHOLIEHTPHYHE, KOHTPOJIEOBAHE
CIIOCTCPEIKIIC JIOCJIi,II}KeHHH

12. OcHoBHI KpHuTepii BKIIOUCHHS

YKonuoro

13. TocnipkyBanuit Jlikapcbkuit 3aci0,
criocib 3acTocyBaHH:A, CHIA il

Tpaymens C 1 HeBpanro-Peym-In’enb
Crioci0 BBeIGHHS: MiAMIKIPHO MapaBepTeOpaibHo.

Jlozysanusa: Tpaymens C (2.2 mi) Ta Heppasro-
Peym-In’ens (1.1 M)

14. IIpenapar nopiBHAHHA, 1032, CIOCIO
3aCTOCYBaHHS, cua il

Kontponsha rpyna 3 29 naimieHTiB, OTpUMyBaia
CTaH/apTHE JIKyBaHHA (10’ €Kil JUKIo(eHaKy,
HII33 nepopaisHo, dizioTeparmito i Tpaauiiiay
JIOK).

15. CynyTHs Teparis

He 3actocoByeTtbes

16. Kpurepii oninku eeKTHBHOCTI

Lliyur0 BUBUeHHS Oyra omiHKa e(eKTUBHOCTI
JTiKyBaJIbBHHX [IPOTOKONIB BKIFOuatoun Tpaymers C
Hespanro-Peym-In’ens i cneniansao pospodieny
(hi3KyIBTYpy HOPIBHSHO 31 CTAHAAPTHHM

Ky BaHHIM.
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17. Kpurepii orinku 6e3nexku

He Oy KOHKpETHO BH3HAYeHI B 11ilt hopmi

18. CrarucTuuni meToqu

CraTHCTHYHHI aHAaNi3 JOCITIDKEHHS TPOBOIUITH 3a
JI0IIOMOT 00 t-KpuTepito CThIONeHTa.

19. lemorpadivni moKa3sHHKH
10 CITLDKY BaHOT NOMyJIsMii (CTarh, BiK,
paca, ToIIo)

Uuciro: n=80

Bix: 3 miHiMansHuM 16 pokiB Ta MakcuMansHEM 81
POKOM

20. Pesynbraru epekruBHOCTI

PesyneraTi moxasany, mo 3arocysanns TpayMmens
C/ HeBpanro-Peym-In’enn Ta cneniaasaol
JIIKYBaIbHOT (i3KyIBbTYpH GyIio 3HAYHO
e(hEeKTHBHIIMIM MOPIBHSHO 31 CTAHIAPTHUM

JTIKY BAHHAM

bionoriyni dakropu B koMOGiHarii 3 mporpamMoio
iKYy BaTbHOT (i3KyITYpH 3a6e3Iedrin
cTatucTU4HO 3Hagye (p<0.001) monermenss,
MOPIBHAHO 3 KOHTPOJIBHOIO IPymoro. ITpoTsrom
OJTHOTO POKY CIIOCTEPEIKEHHS 3ar0CTPEHHS]
PeUMAMBYBaNH Y 4 mamieHTis (8.5 %) 3 rpymm




nikyBaHHS, Tay 15 mauientis (51.7 %) —3
KOHTPOJILHOI IPYIIH.

21. Pesyneraru Oe3nexu

[IpoTsAroM IBOTo JOCIHIHKEHHS HE BHHIKAIO
PKOJHHX ITOOIYHUX e(DeKTiB Bif JOCIIIIKYBaHOIO

[Ipernapary.

22. BUCHOBOK (3aKIIFOYEHHS)

Binkpure, MOHOIIEHTPHYHE, KOHTPOJIbOBAHE
criocTepeskue pociukenHs Feroyan et al. (2009) y
MAIliEHTiB, fAKi CTPaXKIAIOTh Ha OCTEOXOHAPO3
MUAHAX XpeOIiB, IOKa3alo, L0 3aCTOCYBAHHS
Tpaymens C/ Hespanro-Peym-In’ens T4
crienudivnoi TiKyBanbsHOT Bi3KyIETypH 6yI10 3HAYHO
epeKTMBHIIMM  TOpIBHSHO 31  CTaHAApTHHM
likyBaHHAM. Bionoriuni daktopum B xomGimamii 3
IIPOrPaMoIo JIKyBaJIbHOI (i3Ky/IbTypH 3abe3meunnu
CTATUCTHYHO 3HAUyIle TOJIerIeHHs 0olo, Ta
MEHIIY KUIBKICTh 3arOCTpPEHb, K i B KOHTPOJBHii

[IpencraBHuk 3asBHMKaA (BlIacHHKA
PEECTPaIiifHOro HOCBITUEHHS)




Annex 30

to the Procedure for expert evaluation

of the registration documents for

medicinal products submitted for state
registration (re-registration), as well as

for expert evaluation of the materials on
amending of the registration materials

during the period of validity of the

registration certificate (item 4 of the section IV)

REPORT
regarding clinical trial

Study I: AT/1993-NeuRhIn

registration certificate number)

1. Name of medicinal product (if available —|Neuralgo-Rheum-Injeel

Solution for injection

2. Applicant

Biologische Heilmittel Heel GmbH

3. Manufacturer

Biologische Heilmittel Heel GmbH

4. Conducted research:

yes no if not, substantiate

The present application concerns a homoeopathic
medicinal product. Clinical trials have not been
performed.

However, two observational studies were
conducted.

1) Type of medicinal product, under which
registration was conducted or is planned

Homeopathic medicinal product

trial number

5. Full name of the clinical trial, coded clinical|Study number: AT/1993-NeuRhIn

conducted

6. Clinical trial phase Not applicable.
7. Clinical trial period 1993
8. Countries where the clinical trial was Austria

9. Number of investigated

Enrolled and analyzed: n=80

10. Goal and secondary goals of the clinical
trial

Determination of modes of administration,
effectiveness and tolerability of Neuralgo-Rheum-
Injeel under the conditions of daily routine
treatment practises.

Neuralgo-Rheum-Injeel, solution for injection



11. Clinical trial design

Prospective, multicentre, non-interventional
single treatment

study (drug observational study).

12. Main inclusion criteria

None

of use, force of action

13. Investigational medicinal product, method

Neuralgo-Rheum-Injeel
Method of administration: Solution for injection

Dosage: At the discretion of the doctors.

14. Comparison medicinal product, dose,
method of use, force of action

Not applicable.

15. Concomitant therapy

78.75% (n=63) received additional treatment:
medical therapy: n=26
non-medical therapy: n=20

combined medical and non-medical therapy: n=2

16. Efficiency assessment criteria

Global assessment of effectiveness on a five-
point rating scale

17. Safety assessment criteria

Occurrence of adverse drug reactions during the
course of treatment

18. Statistical methods

Descriptive statistical methods

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

Number: n=80

Age: with a minimum of 16 years and a
maximum of 81 years.

20. Efficiency results

The assessment of the effectiveness of Neuralgo-
Rheum-Injeel (Solution for injection) in the
overall study population was very good or good
in 87.5% (N=70) of the cases (very good: N=36,
45%; good: N=34, 42.5%). The efficacy
assessment of Neuralgo-Rheum-Injeel (Solution
for injection) was positive. This was documented
by the excellent overall assessment of efficacy.

21. Safety results

During the course of this study no side effects of
the study medication occurred.

22. Conclusion

The prospective, multicentre, non-interventional
observational study AT/1993-NeuRhIn was
conducted to gather information on modes of

administration, therapeutical efficacy and

Neuralgo-Rheum-Injeel, solution for injection




tolerability of Neuralgo-Rheum-Injeel under the
conditions of daily routine treatment practises.

Therapeutic success was evaluated as very good
or good in 87.5% of all cases.

Study II: Feroyan et al. 2009

1. Name of medicinal product (if available —[Neuralgo-Rheum-Injeel

registration certificate number) e for indecian

2. Applicant Biologische Heilmittel Heel GmbH
3. Manufacturer Biologische Heilmittel Heel GmbH
4. Conducted research: yes mno if not, substantiate

The present application concerns a homoeopathic
medicinal product. Clinical trials have not been
performed.

However, two observational studies were
conducted.

1) Type of medicinal product, under which  [Homeopathic medicinal product
registration was conducted or is planned

5. Full name of the clinical trial, coded clinical{Feroyan et al. 2009
trial number

6. Clinical trial phase Not applicable.

7. Clinical trial period 2009

8. Countries where the clinical trial was Georgia

conducted

9. Number of investigated Enrolled and analyzed: n=76

10. Goal and secondary goals of the clinical ~ [The aim of the study was to evaluate effectiveness
trial of the treatment protocol including Traumeel S,
Neuralgo-Rheum-Injeel and specially-designed
exercise therapy compared to standard of care.

11. Clinical trial design open-label, monocentric, controlled observation
study
12. Main inclusion criteria None

Neuralgo-Rheum-Injeel, solution for injection




of use, force of action

13. Investigational medicinal product, method

Traumeel S and Neuralgo-Rheum-Injeel

Method of administration: subcutaneously
paravertebrally

Dosage: Traumeel S (2.2 ml) and Neuralgo-
Rheum-Injeel (1.1 ml)

14. Comparison medicinal product, dose,
method of use, force of action

the control group of 29 patients, received
standard of care (diclofenac injections, NSAIDs
orally, physiotherapy and traditional exer-cise
therapy).

15. Concomitant therapy

Not applicable.

16. Efficiency assessment criteria

The aim of the study was to evaluate ef-
fectiveness of the treatment protocol including
Traumeel S, Neuralgo-Rheum-Injeel and spe-
cially-designed exercise therapy compared to
standard of care.

17. Safety assessment criteria

Were not specifically defined in this form

18. Statistical methods

Statistical analysis of the study data was
performed using the Student’s t-test.

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

Number: n=80

Age: with a minimum of 16 years and a
maximum of 81 years.

20. Efficiency results

Results showed that application of the Traumeel
S/Neuralgo-Rheum-Injeel and specific exercise
therapy was significantly more effective
compared to the standard care.

The biological agents in combination with an
exercise therapy program provided statistically
significant (p<0.001) pain relief, compared to the
control group. In one year of follow-up the flares
recurred in 4 patients (8.5%) from the treatment
group, and in 15 patients (51.7%) — in the control
group.

21. Safety results

During the course of this study no side effects of
the study medication occurred.

22. Conclusion

The open-label, monocentric, controlled
observation study of Feroyan et al. 2009 in
patients suffering from cervical vertebral
osteochondrosis showed that application of
Traumeel S/Neuralgo-Rheum-Injeel and specific

Neuralgo-Rheum-Injeel, solution for injection




exercise therapy was significantly more effective
compared to the standard care. The biological
agents in combination with an exercise therapy
program provided statistically significant pain
relief, and lesser exacerbations as in the con-trol
group.

Applicant (Marketing Authorization Holder)

(signature) V. /(“7 ‘
_______Dr. Norbert Skuballa_{ Z ;\//"H‘”V i

(full name)
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