Annex 30

to the Procedure of examination

registration materials for medicines
products submitted for the state

registration (re-registration), as well as
examination of materials on the introduction
changes to registration materials

during the validity of the registration

certificate

(paragraph 4 of chapter IV)

REPORT

on clinical researches

1. Name of the medicinal product (if Sinupret® N, syrup, 100 ml in a bottle, 1 bottle

available - registration certificate number):

with a measuring cup per folding box.

2. Applicant

Bionorica SE, Germany

3. Manufacturer

Bionorica SE, Germany

V no if not, justify

In accordance with the requirements of Section II1
of the Procedure for examination of registration
materials for medicinal products submitted for
registration (re-registration), as well as examination
of materials on changes to registration materials
during the registration certificate approved by the
Order of the Ministry of Health of Ukraine 60460
from 23.07.2015 and in accordance type of drug
(well-established use) own clinical trials have not
been conducted.

4. conducted researches: yes

The product has been approved in Germany
based on well-established use (WEU) herbal
medicinal product application (i.e., bibliographic
application) with the following Indication:

“For the relief of complaints due to acute
inflammations of the paranasal sinuses.”

The active substance has been in well-
established use (WEU) within the EU, for at
least 10 years, with recognized efficacy and an
acceptable level of safety, taking into account the
specificities of phytotherapy. This has been
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demonstrated with respect to clinical and
preclinical data by detailed references to

published scientific literature for Sinupret® N,
syrup.

1) Type of medicinal product for which
registration has been or is planned

well-established use (WEU) herbal medicinal
product application (i.e. bibliographic application)

5. Full name of the clinical trial, coded Not applicable
number of the clinical trial
6. Clinical trial phase —
7. Clinical trial period from to
8. Countries where the clinical trial was -
conducted
9. Number of subjects planned: —
actual: —

10. Purpose and secondary goals of clinical
research

11. Clinical trial design

12. Basic inclusion criteria

13. The investigated drug, method of
application, efficiency

14. The drug comparison, dose, method of
application, efficiency

15. Concomitant therapy

16. Criteria for evaluating effectiveness

17. Safety assessment criteria

18. Statistical methods

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

20. Efficiency results

1y
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21. Safety results

22. Summary (conclusion)

Applicant (Marketing
Authorisation Holder)

Head Division DRA




Jlonarox 30

OPOTATOM TepMiHY il
peecTparifinoro moceiTuyeHHs

(yHKT 4 pozainy IV)

BMiH JI0 peecTpauiliHux Marepiais

no ITopsiaky npoBeneHHs excrepTuasu
peecTpalifiHiX MaTepialis Ha JTiKapchki
3aCO0H, 110 OJAIOTECS Ha JEPHKABHY
peecTpaiio (epepeecTpartito), a Takos K

CKCIICPTH3H MaTepialliB Npo BHECEHHS

3BIT

Npo KJIiHIYHI BANPOOYBaHHS

1. Haspa nixapcekoro 3aco6y (3a
HassBHOCTI — HOMeED
[PEECTpAlliiHOTO TOCBiqUeHH S ):

Cunynper® H, cupon, 100 M1 y dmaxoni, 1 ¢rakon 3
MIDHHM KOBIa49KOM Ha CKJIAIHY KOPOOKY.

2. 3asiBHHK

«bionopuxa CE» ( Bionorica SE), Himeuuunna

3. Bupobuux

«bionopuka CE» ( Bionorica SE), Himeuunna

4. TIpoBeneni qOCTiIKeHHST:

tak  \ mi SKIIO Hi, OOTPYHTYBATH

3rizmo 3 Bumoramu Pospiny 111 [opsiaky npoBenerHs
CKCIEPTH3H PEECTPALIHHEX MaTepialiB Ha JikapchKi 3aco0,
[0 [IOAIOTHCA HA AePIKaBHY PEECTPAILi0 (IepepeecTpalliio),
@ TAKOX €KCIePTH3H MaTepiatiB IIPO BHECEHHS 3MiH J0
peecTpalifiHuX MaTepiaiiB IPOTATOM TepMiHY Iii
PeECTpaifHOro MOCBITYEHH S, YXBAIECHOTO HAKA30M
MiHicTepcTBa OXOPOHH 310poB’ s Ykpainu Ne 60460 sin
23.07.2015 p. Ta BiAOOBiAHO A0 THMY JIiKAPCHKOro 3acoly
(106pe BUBYEHE 3aCTOCYBAHHS), BAACHI KIiHIUHI
NOCIIIKEHHS HE IIPOBOMITHCS.

IIpenapar OyB yxBanenuii 8 Himeuunni Ha ocHOBI 3aBKH Ha
pOCIUHHMH JliKapchKHit 3aci6 3 06pe BHBUSHHM MeIUYHIM
sactocysanHaM (WEU) (to6To 6i6miorpadiunoi 3aspkm) 3a
TAKUMH [T0OKa3aHHAMH:

«JLJ1s1 IOTETIIEHHS CKapT, OB’ SI3aHUX i3 TOCTPHM
3allAJICHHAM [IPUAATKOBHX [1a3yX HOCAY.

Jliroua peuoBHHA XapaKTepHU3yeThCs A0Gpe BHBIEHHM
MeanaHnM 3actocyBanusm (WEU) y mexax €C pixe
pOTAroM IpuHaiMHi 10-TH poKiB, 3 BH3HAHOIO
e(DEKTUBHICTIO Ta IPHIHATHAM piBHEM Ge3IeKH 3
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ypaxyBaHHAM ocobimBocTeii ditoreparmii. Le 6yto
[IPOJEMOHCTPOBAHO CTOCOBHO KIIIHIYHHX Ta HOKTIHIYHHEX
JlAaHUX § ETATPHHX MOCHIAHHAX Ha ONyOIIiKoBaHy HayKOBY
JliTepaTypy MO0 Ipenapary CHHyl‘IpGT® H, cupor.

1) Tumn sikaperkoro 3aco0y, 3a
SIKHM ITpoBOAMIIAcs abo
[IAHYETHCS PEECTPAILis

3asBKa Ha POCIIMHHMI TiKapCchKuii 3aci6 3 106pe BUBYCHHM
MenuaHuM 3actocyBanHsaM (WEU) (ToGro GibGmorpadiuna
3a5BKa)

5. IloBHa Ha3Ba KJIiHiYHOrO
BUIIPOOYBaHHSI, KOJOBaHHI HOMED
KJIIHIYHOTO BHIIPOOYBaHHS

He 3acTtocoByeTnest

6. ®aza KIiHIYHOTO BUNPOGYBAHHS

7. Ilepion mpoBeieHH sl KIIHIYHOTO
BUIIPOOYBaHHS
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8. Kpainu, ne npoeogumocs
KIIHIYHE BUIPOOYBaHHSA

9. KinpKicTh y9acHHKIB

3aIulaHOBaHa: —
(baxTuuHa: —

10. Mera Ta BTOpHHHI I1iji
KJIIHIYHOTO BHIIPOOYBaHHs

11. JIu3aity KIIiHIYHOTO
BUIIPOOYBaHHS

12. OcHOBHI KpUTeEpii BKIIOUEHHS

13. JlocnipkyBaHuit TIikapChKui
3aci0, crocib 3acTocyBanHs, cHa
i

14. IIpenapar nopiBHIAHHS, 1034,
crocib 3acTocyBaHHs, CHIa Jii

15. CynyTus Teparnis

16. Kpurepii ouinku ed)eKTHBHOCTI

17. Kpurepii omiaku 6e3mnexu

18. Cratuctiuni Metoau

19. Jlemorpagivni nmoxasHuku
JIOCIIDKYBaHOT Oy IAIl (CTaTh,
BIK, paca TOLIO)
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20. Pesynpratn aHamizy -
e(eKTHBHOCTI

21. Pesynbratu aHamizy Oesnexn |-

22. Pestome (BHCHOBOK) —

3asiBHHUK (BIIACHHK

peecTpaliiHoro [Hionuc]
TIOCBiTYEHHS) (MMixnuc)

-p bepun Poiitep (Bernd Roether
TI'onosa nioposoiny DRA kP hep (S. 1\113 1(3_) )

(Ounamiunoi oyinku
PU3UKIB)

[MMeuaTka: «bionopuka CE» (Bionorica SE)
Kepxenmretinmrpacce 11-15, 92318 HoitmapkT
(Kerschensteinstrasse 11-15. 92318 Neumarkt)]




Annex 29

to the Procedure of examination
registration materials for medicines
products submitted for the state

registration (re-registration), as well as

changes to registration materials
during the validity of the registration

certificate

(paragraph 4 of chapter IV)

examination of materials on the introduction

REPORT

on preclinical researches

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

Sinupret® N, syrup, 100 ml in a bottle, 1 bottle with a
measuring cup per folding box.

1) Type of medicinal product for which
registration has been or is planned

well-established use (WEU) herbal medicinal product
application (i.e. bibliographic application)

2) conducted researches:

yes Y no if not, justify

The active substance of Sinupret syrup has been in
well-established use (WEU) within the EU, for at least
10 years, with recognized efficacy and an acceptable
level of safety, taking into account the specificities of
phytotherapy. This has been demonstrated with respect
to preclinical data by detailed references to published
scientific literature for Sinupret® N, syrup.

Additional nonclinical studies were conducted because
of incomplete or missing data in literature (e.g.,
genotoxicity studies). Such additional nonclinical
studies are allowed for WEU to support marketing
authorisation or registration (see EMA “Guideline on
non-clinical documentation in applications for
marketing authorisation/ registration of well-
established and traditional herbal medicinal products™).

2. Pharmacology:

1) primary pharmacodynamics

Treatment with Sinupret leads to an improved

hydration of the airway surface liquid and increases




ciliary beating, thus resulting in the promotion of
mucociliary clearance (PD06-PD08).

Sinupret exerts antiviral effects (PD19, PD20; PD22).

All herbal components of Sinupret exhibit a certain
amount of anti-inflammatory activity. The most
prominent contribution could be shown for Rumicis
herba (in vivo and COX-inhibition) and Gentianae
radix (especially in combinations with other
components on TNFa) (PD09-PD12; PD14, PD16,
PD32, PD33, PD36-PD338).

Four out of five components of Sinupret exhibit a
certain amount of antibacterial activity. The most
prominent contribution could be shown for Rumicis
herba and Primulae flos (PD13, PD17-PD19, PD30).

2) secondary pharmacodynamics

Sambuci flos and Verbenae herba diminished the acute
allergic bronchoconstrictory response (PD23).

3) safety pharmacology

During safety pharmacology studies, no evidence for
any safety issue was generated from studies on
receptor affinities, CNS, or respiratory function
assessments. (PD07, PD08, PD24, PD25, PD28, PD29,
PD39; PD40; TX05, TXO06).

4) pharmacodynamic interactions

Pharmacodynamic interactions with other co-
administered drugs are unlikely at the recommended
usage of Sinupret syrup.

3. Pharmacokinetics:

1) analytical methods and reports on n/a
their validation

2) absorption n/a
3) distribution n/a
4) metabolism n/a
5) excretion n/a
6) pharmacokinetic interactions n/a
(preclinical)

7) other pharmacokinetic studies n/a

4. Toxicology:

™



1) toxicity in case of single
administration

The acute oral toxicity of Sinupret can be classified as
nearly nontoxic (TX01-TX06, TX12-TX14).

2) toxicity in case of repeated injections

In the 14-day oral rat DRF-study (TX01), no
substance-related findings could be observed up to the
highest tested dose of powdered Sinupret drug mixture.

The following 13-week oral rat study with powdered
Sinupret drug mixture (TX02) did not induce
toxicological relevant findings in the animals.

In a chronic 26-week oral rat study (TX03) with
Sinupret, no toxicological relevant findings were
observed.

[n the 7-day oral dog DRF-study (TX04), the
administration of Sinupret extract (BNO 1016) was
tolerated up to the highest tested dose.

In the following 4-week oral study (TX05) dogs
reacted with transient emesis as expected at the highest
tested dose.

In a chronic 39-week oral dog study (TX06) with
Sinupret, all findings noted during the treatment period
had subsided at the end of the 6-week recovery period.

3) genotoxicity:
in vitro

There was no interaction between Sinupret and DNA.
Sinupret possessed no potential for triggering gene
mutations and was not able to induce damage to the
chromosomes or the mitotic apparatus. Based on all the
findings presented in the mutagenicity studies and
according to the current state of gene research, it can
be assumed that a potential genetic risk to humans by
the use of Sinupret syrup is not existent. (TX07-TX14).

in vivo (including additional
toxicokinetic assessment)

There was no interaction between Sinupret and DNA.
Sinupret possessed no potential for triggering gene
mutations and was not able to induce damage to the
chromosomes or the mitotic apparatus. Based on all the
findings presented in the mutagenicity studies and
according to the current state of gene research, it can
be assumed that a potential genetic risk to humans by
the use of Sinupret syrup is not existent. (TX07-TX14).

4) carcinogenicity:

Carcinogenicity or related studies were not conducted
with Sinupret. Yet there is no concern about the
carcinogenic potential of Sinupret because the active
ingredients of Sinupret do not belong to product
classes with known carcinogenic potential that are
considered relevant to humans. Additionally, Sinupret
does not pose a genotoxic risk to humans. Therefore, a

genotoxic pathogenesis of a potential tumour




development can be excluded. An epigenetic
pathogenesis is not very likely because the
toxicological studies with repeated chronic
administration of Sinupret did not provide any
indications of a mutagenic or carcinogenic potential.

long-term research

n/a (covered by the chronic toxicity study; see above)

short-term research

or a research of medium duration

n/a (covered by the repeat dose toxicity studies: see
before)

additional research

Not conducted

5) reproductive toxicity and toxic effects
on offspring development:

Reproductive toxicity studies with Sinupret (TX15 —
TX20) conducted from 1985 to 1990 in accordance
with GLP in rats and rabbits were carried out according
to EEC guideline 75/318/EEC of May 20, 1975 and
83/571/EEC of October 26, 1983. The type and
duration of administration of the test substances in the
conducted studies ensured that all stages of a complete
developmental cycle could be assessed.

effects on fertility and early embryonic
development

Sinupret did not have an influence in rats on the
investigated parameters up to the highest doses tested
(TX15, TX16). Both fertility studies were combined
with investigations on the embryo-foetal and the peri-
and postnatal development. The type and duration of
administration of the test substance in the conducted
studies ensured that all stages of a complete
developmental cycle could be assessed.

embryotoxicity

Sinupret did not have any influence in rats on the
embryo-foetal development and did not show
teratogenic effects up to the highest tested doses
(TX17, TX18).

Sinupret did not have an unequivocal influence in
rabbits on the embryo-foetal development and did not
show teratogenic effects up to the highest tested doses
(TX19, TX20).

The reproductive tolerability of Sinupret, used as
Sinupret, was confirmed with a third embryo-foetal
toxicity study (Segment II) in rabbits (TX21).

prenatal and postnatal toxicity

The oral rat peri-and postnatal studies were conducted
in combination with the fertility studies (TX15, TX16).
The type and duration of administration of the test
substance in the conducted studies ensured that all
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stages of a complete developmental cycle could be
assessed.

No unequivocal substance related findings could be
observed in both studies with regard to fertility and
carly embryonic development as well as embryo-foetal
and peri- and postnatal development.

studies in which the drug is
administered to offspring (immature
animals) and / or evaluates the long-
term effect

Not conducted

6) local tolerability

Not conducted. There are no indications for local
intolerability in the gastro-intestinal tract after oral
administration of the different Sinupret formulations as
demonstrated within the repeated-dose toxicity studies.

7) additional toxicity studies:

Not conducted. After analysis of the available
pharmacovigilance data, the potential photoprotective
effects of two Sinupret components, and not lastly in
accordance with the requirements of the EMA
guidance documentation, no systemic phototoxicity
studies are warranted for Sinupret syrup.

antigenicity (antibody formation) n/a
immunotoxicity n/a
study of mechanisms of action n/a
drug dependence n/a

toxicity of metabolites

Male Wistar rats were treated with oral dose of
powdered Sinupret drug mixture for 4, 8 or 14 weeks.
The glucose tolerance test conducted after 12 weeks of
treatment showed no differences between treated and
control animals (PD27).

toxicity of impurities

n/a

other

n/a

5. Conclusions on preclinical studies

According to the type and extent of findings in toxicity
studies performed with Sinupret and along with the
results showing that Sinupret (all dosage forms) for
long-term use has been well tolerated in patients since

the 1930s, the safety margin is considered adequate to




support the administration of Sinupret syrup at doses
recommended in clinical therapy.

The present pharmacodynamic and toxicological data
are suitable for predicting the benefits of Sinupret on
administration to humans.

Based on a considerable amount of evidence, it can be
concluded that Sinupret produces the claimed
pharmacological activity and is administered safely.
Based on a critical review of the extensive
documentation, the Pharmaco-Toxicological Expert
endorses the approval of Sinupret developed by the

applicant
.-{mﬁ‘c'a — - /:\
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JomaTox 29

BMIH JI0 peecTpalifHuX MaTepianiB
MPOTArOM TepMIiHY il
peecTpaniifHoOro MoCBiA49eHHs

(myHKT 4 posniny IV)

1o [lopsinky mpoBeeHHs eKCIIepTH3H

3aco0u, M0 MOJAI0TECA HA JIEPIKABHY

EKCIIepTH3N MaTepiasiB PO BHECEHHS

peecTpaniifHuX MaTepiaiiB Ha JIKapchKi

peecTpallito (IepepeecTpalito), a Takox

3BIT

Mpo AOKJiHIYHI JOCTiAKEHHS

1. HazBa nikapcekoro 3aco0y (3a
HassBHOCTI — HOMEp peecTpaliifHoro
TIOCBITICHHS )

Cunynper® H, cupon, 100 mx y ¢nakoni, 1 ¢rakoH 3
MipHHM KOBITAYKOM Ha CKJIaJIHYy KOpOOKY.

1) Ten nikapcbkoro 3aco0y, 3a SKUM
npoBoannacs abo MIIaHy€eThCs

peecTparist

3asBKa HA POCTHMHHUHA JTiKapchKuH 3acib 3 qobpe
BUBYEHHM Meu4HuM 3actocyBanusM (WEU) (To6to
Oibmiorpadivyna 3asBKa)

2) MPOBEIEH] TOCIIIDKEHHS:

rak mi SKITIO Hi, 0OIPYHTYBATH

Jliroua pedoBuHa npenapary CHHYIIpPET, CHPOIL,
XapaKTepH3yEThCs A00pe BHBYEHHM MeEIHIHHM
3acrocyBanuam (WEU) y mexxax €C Bxke npoTsarom
npuHaiiMui 10-TH poKiB, 3 BU3HAHOIO e(EKTHBHICTIO Ta
MPUHHSTHUM PIBHEM O€3IIEKH 3 ypaxyBaHHIM
ocobiuBocTel ditoreparii. [{e Oy1o mpoaeMOHCTPOBAHO
KJIIHIYHAMA Ta JOKTIHIYHUMHU JJAHUMHU IIJITXOM
JIeTAbHUX ITOCHIAHE Ha ONyOJIiKOBaHY HAYKOBY
niTepaTypy 11010 IIpenapary Cunynper® H, cupor.

Uepes HemoBHOTY a00 BiCYTHICTh JaHUX Yy NiTepaTypi
6yJ10 IPOBEIEHO JOAATKOBI JOKIIHIYHI JOCIIUKEHHS
(HanpuKIIa, AOCIiUKeHHS TeHOTOKCHYHOCTI). Taki
TOATKOBI AOKJIIHIYHI JociKeHHsa qo3BoneHl mis WEU
IUIS TATPHMKH OJIEPXKAHHS PeECTPaIifHOr0 MOCBIYEHHA
a60 s peectpanii (muB. EMA «Hacrtanosa mozo
TOKITIHIYHOT MOKYMEHTaLlIl B 3asBKaxX Ha OJepKaHHs
peecTpaniifHoro IOCBiTYeHHS/peecTpanito n1obpe
BU3HAHHX 1 TPaJUIIHHAX IiKapChKUX 3ac001B POCIHHHOTO
TOXOKSHHS ).

2. ®apMaKoJIoris:




1) mepBuHHa papmakoauHaMika

JlikyBanna CHHYIIPETOM MOKpAIIye 3BOJIOKEHHS
[IOBEPXHEBOI PITMHA AUXATBHUX [UISXIB 1 MOCHIIOE
4acTOTy CKOPOYEHHS BIHOK MHTOTIHBOIO EITENiI0, o
IPU3BOAHTE /10 MiABUINEHHS MyKOLHTIAPHOTO KIIipeHcy
(PD06-PDOS).

Cunynper BusBIISI€ NPOTHBipycHY Jiro (PD19, PD20;
PD22),

Bci pocnunEi KoMnoHeHTH npenapary CHHyTper
BUSBIISIIOTH [IEBHY NIPOTH3aNAJIbHY Air0. HaiiGineim
MOMITHHI BHECOK MOXe OyTH NPOJEMOHCTPOBAHHIA JUIs
Rumicis herba (tpaBa masmo) (in vivo Ta inri6ypanms
[{OI') i Gentianae radix (kopinb ropedaBku) (0COGIHBO B
KoMOiHanisx 3 iHmuMu komnonentamu TNFa) (PD09-
PD12; PD14, PD16, PD32, PD33, PD36-PD38).

Yortupu 3 n'aTH KOMIOHEHTiB CHHYIIPETY BHAB/IAIOTEH
NEBHY aHTHOaKTepialbHy aKTHBHICT. Haiibinpm
MOMITHHI BHECOK MOXe OYTH IPOJIEMOHCTPOBAHMIL 118
Rumicis herba (TpaBa masmo) ta Primulae flos (xBiTkn
nepsoreity) (PD13, PD17-PD19, PD30).

2) BTopuHHA (papMakoauHaMiKa

Sambuci flos (xBiTku 6y3uHn) Ta Verbenae herba (tpasa
BepOEHM) 3HHKYIOTH TOCTPY AJEPriuHy
OPOHXOKOHCTPHKTOPHY peakiito (PD23).

3) papmakosoris 6e3nexu

[1ix 9ac papmaxonorivHuX KOCIimKeHb Oe3meku He 6yII0
OTPHMAHO KOIHHX JOKa3iB 11010 OYy/b-5KO0I poOIeMH
Oesnexu 3 TocIiukeHb aiHHOCTI 10 PEIenTOopiB, OLiHKHA
LIHC abo muxansnoi ¢yukuii (PD07, PD08, PD24, PD25,
PD28, PD29, PD39; PD40; TX05, TX06).

4) hapmakoguHAMIYHI B3aEMOJIiT

3a yMOBH 3acToCyBaHHsI cupory CHHYIIPET 3riHO 3
peKOMeHalisMH, (hapMaKoJHHAMIYHI B3aEMOIIT 3
IHIIUMH JTiKapChKUMH 3ac00aMH, SIKi 3aCTOCOBYIOThCS
0JIHOYACHO, MAIIOHMOBIpPHI.

3. GapMakoKiHeTHKa:

1) aHaniTHYHI METOTHKH Ta 3BiTH H/3
10710 1X Bajigamii

2) BCMOKTYBaHHS H/3
3) po3noain H/3
4) metaborizm H/3
5) BUBEJICHHS H/3
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MoCiKEHHS

6) bapMakoKiHeTHYHI B3aEMOIi1 H/3
(moxTiHIYHIi)
7) iHu1 (hapMaKOKiHETHYHI H/3

4. Toxcukomoris:

1) TOKCHYHICTB Y pa3i 0IHOPa30BOT0
BBEJICHHS

["ocTpa nepopanbHa TOKCHUHICTE CHHYTIpETY MoXke OyTH
KnacudikoBana sk Maibke sincyTs (TX01-TX06, TX12-
TX14).

2) TOKCHYHICTh Y pa3i HOBTOPHHX
BBEIICHB

Y 14-neHHOMY JIOCTIIMKEHH] [IEPOPAILHOIO BBEIECHHS 3
BH3HAYEHHS Jiana3ony 103 Ha mypax (TX01) ve 6yno
BHABJICHO YXOJHHUX BiJIXHUJIEHB, IIOB’ A3aHUX 13 I[i€I0
cybcraHmicio, ax 10 HABHINOT epeBipeHol 103U
nopomkonoaioHoi Jlikapchkoi cymimn CHHYIpeT.

Hacrynue 13-TuKHEBE AOCTIKEHHS IEPOPATIBHOIO
BBEJICHHS Ha IIypax i3 3aCTOCYBaHHAM MOPOIIKOIOIIOHOT
mikapebkol cymimm Cunymnper (TX02) ne Bukinkano
BI/ITOBIIHUX TOKCHKOJIOTIYHUX BiJIXHJICHb Yy TBAPHH.

Y 26-THXXHEBOMY AOCTIIKEHHI XPOHIYHOTO
MEpPOPaILHOTO BBEACHHS eKCTpakTy CHHYNpET 1mypam
(TX03) He cocTepiranocs JaHuX, sKi cBiggumu 6 mpo
TOKCHKOJIOTIYHHI{ BILTHB.

Y 7-meHHOMY IOCJIiDKeHH] I€pOpaIbHOTO BBEJECHHS 3
BH3HAYCHHS Jiana3oHy 103 Ha cobakax (TX04) BeeneHHs
exctpakry Cunynper (BNO 1016) HopmansHO
NEPEHOCHIIOCS TBAPUHAMH JI0 HaWBHIIOI IIPOTECTOBAHOL
TO3H.

YV HACTYIIHOMY 4-TH)KHEBOMY JIOCIIiDKeHH] IIepOpaT-HOrO
BeeaeHH: (1X05) cobaku BigpearyBaIy IMBUIKOMUHYYHM
OJIFOBaHHSM, SIK OUIKYBaJIOCs, Ha BBEJIEHHA HalBHILO1
JOCIIDKEHOT 1031,

Y 39-THXKHEBOMY JOCIIKEHHI XPOHIYHOTO
nepopainsHOro BBeaeHHs cobakam (TX06) Cunymnpery, yci
pe3yNbTATH, BiI3HAYEH] IPOTSrOM Iepioay JTiKyBaHHS,
SHUKIH HAPUKIHI 6-THXXHEBOTO Iepio/ly BiIHOBJICHHS.

3) reHOTOKCHYHICTE:
in vitro

He 6ymo BigzuaueHno Bzaemomii mixk Cunymnperom 1 JIHK.
CHHYIIpET He MaB MOTEHINATY IJIs iHIIIFOBAHHS FeHHUX
MyTalliif i He OyB 34aTHUH BUKIIMKATH ITOMIKOHKEHHS
XpoMocoM a0 MITOTHYHOTO arapary. Buxonsun 3 ycix
BHCHOBKIB, IIPEICTABICHHUX Y JIOCIIIKEHHIX
MYTareHHOCTI, T4 BiAMOBiTHO JI0 IIOTOYHOI'O CTaHy
JTOCITIJDKEHE MeHIB, MOXKHA IPHITYCTHTH, IO
MOTEHLIHHOrO reHeTHYHOTO PU3HKY [ JIIOJEH,

OB’ A3aHOTO i3 3acTocyBaHHAM cupony CHHYNpeT, He




ichye. (TX07-TX14).

in vivo (BKJIFOYHO 3 JOZATKOBOIO
OIIIHKOIO TOKCHKOKIHETHKH)

He 0Oyno BinzHayeno B3aemonii Mixk Cunynperom i JIHK.
CHHynper He MaB NOTEHLIATY JUIA iHIIIFOBAHHS TeHHHX
MyTalii i He OyB 3HaTHHIT BUKITHKATH TOIIKOKECHHS
XxpomMocoM ab0 MITOTHYHOTO arapary. Buxomsiun 3 ycix
BHCHOBKIB, IIPEACTABICHUX Y JOCII1JIKEHHSIX
MYTareHHOCTI, Ta BIAMOBIHO A0 MOTOYHOIO CTaHy
OCITi/PKeHb T'€HiB, MOXKHA IIPUNYCTHTH, 110
[OTEHLIHHOr0 reHeTUYHOI'0 PUBHKY JUISL JIIOAeH,
[1OB’13aHOT0 13 3acTOCyBaHHAM cupory CHHynpeT, He
icaye. (TX07-TX14).

4) KaHIIEpPOT€HHICTE:

JlociPKeHHS KaHIIepOreHHOCTi abo MoB’s3aHi 3 HEelo
nocipkeH s npenapary CHHYIIPET He TPOBOIMIIUCS.
[TpoTe 3aHENOKOEHHS 100 KAHI[EPOTeHHOI0 MOTEeHIiay
CHHYyIpeTy BiICYTHi, OCKUJIBKH aKTHUBHI iHIpeAi€eHTH
CHHYIpeTy He Halle)KaTh J0 KJIAciB IpenapaTis 3 BiZOMHM
KaHI[epOTeHHUM MOTEHIIIaIOM, K1 BBayKAIOThCA
aKTyansHEMH Ui moneil. KpiM toro, CHHYIpeT He
CTAHOBHTH F'€HOTOKCHYHOTO pU3HKY s mozeit. Takum
YHHOM, MOYKHA BHKJIIOYHTH T€HOTOKCHYIHHUIT TAaTOTEHE3
MOTEHIIHHOr0 PO3BUTKY NyXJIKMHU. EnireneTnunnii
maToreHe3 MaJOUMOBIPHHUIA, OCKLIBKH TOKCHKOJIOITYH1
OCITIDKSHHS 3 TIOBTOPHHM XPOHIYHHM 3aCTOCYBAaHHIM
excTpakTy CHHYNpeT He BUSBUIH JKOJHUX O3HAK
MyTareHHOro abo KaHI[epOreHHOro MOTeHITiamy.

TOBrOCTPOKOBI JOCIIIKEHHS

H/3 (PO3IIISHYTI ¥ JOCTIKEHHSIX XPOHIYHOI TOKCHYHOCTI;
THB. BHIIE)

KOPOTKOCTPOKOBI JTOC/IIKEHHS abo
MOCTIIDKEHHS CepeaHBOT TPHUBAIOCTI

H/3 (PO3MJIHYTI Y HOCTIPKeHHSX TOKCHIHOCT]
araToKpaTHHX JI03; JUB. BHIIE)

OJATKOBI JOCIIDKSHHS

He npoBoaumnucs

5) penpoAyKTHBHA TOKCHYHICTH Ta
TOKCHYHHI BIUTHB Ha PO3BUTOK
MOTOMCTBA:

JloCTiIDKeHHS penpoIyKTHBHOT TOKCHYHOCTI IIpeTnapaTy
Cunynpet (TX15 — TX20), sixi npoBoauancs 3 1985 p. 1o
1990 p. sriguo 3 npaunamu Hanexnol maboparopHoi
npaxtaky (GLP) Ha mypax 1 Kpoisix, BAKOHYBAJIHCS
srigao 3 HactanoBoro €EC 75/318/EEC Bix 20 TpaBHs
1975 p. Ta 83/571/EEC Bin 26 >xoBTHst 1983 p. Tum i
TPHBAIICTH BBEACHHS JOCIIIKYBaHHX CyOCTaHIIH y
MPOBEJICHUX JIOCTI/PKeHHIX 3a0e3eYrIi MOXKIUBICTD
OLIIHKM BCiX €TalliB IIOBHOI'O LIMKIIY PO3BHTKY.

BILIMB Ha (pepTHIIBHICT i paHHIH
eMOpiOHaIEHHH PO3BHTOK

CHHYyIpeT He BIUTMBAB Ha JOCTIIKyBaHi TapaMeTpH
mIypiB @ 0 HalBUIIUX BUpoOyBanux 103 (TX15,
TX16). O6uasa nocmimkenHs GepTHILHOCTI HOEIHYBAIH

3 JIOCITIIDKEHHSIME eMOpioHaIbHO-(DeTaIBHOTO Ta TIEPH- 1




[IOCTHATAIBHOTO PO3BUTKY. THII i TPHBAJIICTE BBEIECHHS
NIOCIIIIYKYBaHOI CyOCTaHIIIT B IIPOBEAEHHX JOCII IDKEHHSIX
3a0€e3I1eYHIH OIIHKY BCiX €TaliB MOBHOTO IHKITY
[PO3BHUTKY.

eMOpPIOTOKCHYHICTE

Cunynper He BluinBaB Ha eMOpioHaIBHO-(PeTanbHUM
PO3BUTOK INYPIB i He BUSBJISB TEPATOrEHHOI il a 0
HaiBUIIMX BHNpoOyBanux 103 (TX17, TX18).

CuHynpeT He MaB OTHO3HAYHOTO BILTHBY Ha
eMOpiOHANTBbHO-(ETATLHUI PO3BHTOK KPOJIB i HE BUSBJISAB
TepaTOreHHol JIii ax 10 HAHBHIIMMX BHIPOOYBaHHX 103
(1TX19; TX20),

PenponykTuBHY epeHOCUMICTE npenapaty CHHYTIpeT,
BUKOpHCTOBYBaHOIO sk Cunynper, Oyjio miaATBEpIKEHO B
TPETHOMY JOCTIDKEHHI TOKCHYHOCTI Jyisi eMOpioHy i
rmoxy (cermenrt 1I) Ha kponsx (TX21).

[IpeHaTaJIbHA i MOCTHATAIbHA
TOKCHYHICTH

[lepu- i mOCTHATANBHI JOCTIKEHHS 3 MEPOPATBHEM
BBEIICHHAM IIpernapary Ha Iypax IIPOBOJUIN B OETHAHHI
3 nocnimkenusamu Gpeprunprocti (TX15, TX16). Tum i
TPUBAJIICTh BBEJICHH: AOCIIIKYBaHOl cyOcTaHIii B
POBEACHUX JOCITIIKEHHIX 3a0€3Medr/IH OIliHKY BCiX
€TaIliB IIOBHOTO LUKy PO3BHTKY.

B 060x gociikeHHsX (epTHILHOCTI T pAHHBOTO
eMOPIOHAJILHOT'O PO3BHUTKY, a TAKOXK eMOpiOHAILHO-
(heTalbHOrO Ta MEPH- 1 IOCTHATAIBHOIO PO3BUTKY HE
Oy110 3po0IeHO KOIHUX OJTHO3HAYHHX BHCHOBKIB,
OB sI3aHUX 13 CyOCTaHIIsIMA.

OCTTIDKeHHS, Y SIKHX Ipernapar
YBOJHTLCS TOTOMCTBY
(HecTaTeBO3pLINM TBapHHAM) Ta/abo
OIIIHIOETHCS BimaneHa mis

He mpoBoaunucs

6) MiclieBa IEPEeHOCHMICTh

He nposopunmucs. BincyTHi ¢BiiueHHs MicIieBOT
HeNnepeHOCHMOCT] Y Iy HKOBO-KHIIKOBOMY TPAKTI IiCIId
[epOpaIBLHOro NpuifoMy pizHHX NpenapatiB CHUHYIIpeETy,
sk OyJI0 IIPOJAEMOHCTPOBAHO B JOCIIKEHHIX
TOKCHYHOCTi 6araTOKpaTHUX J03.

7) NOJATKOBI JOCIIIXKEHHS
TOKCHYHOCTI:

He npoBoaumuics. Ilicns aHanizy HassBHUX JTAHUX
(hapmakoHarnsaay, HOTeHIiHHUX (OTO3aXHCHHUX e(EeKTiB
1BOX KOMITOHeHTIB CHHYIIpeTy, 1, 10 He MEHII BaXIIUBO,
Bi/IITOBIIHO JI0 BAMOI' K€PiBHOI JIoKyMeHTalii EMA,
MOCTIKEHHS CHCTEMHOT ()OTOTOKCHYHOCTI CHPOILY
CuHyIIpeT He BUMAraroThes.

AHTHI'€HHICTH (yTBOPEHHS aHTHUTIN)

H/3




(2

IMyHOTOKCHYHICTE H/3
NOCTIDKEHHS MEXaHI3MIB il H/3
JliKapChKa 3aJIeXKHICTh H/3

TOKCHYHICTE METa0O0JIITIR

Camui-mypu ninil Wistar orpumyganu [IEpOpaIbHI T03H
MOpOIKONOAiOHoi cymimmi npenapary Cunymper
npotarom 4, 8 a6o 14 ki, TecT Ha ToNEpaHTHICTH 10
CJTIOKO3H, IPOBEICHHUH mmichst 12 THKHIB JiKyBaHHS, He
OKa3aB BiIMiHHOCTEH Mixk 06pobieHHME Ta
KOHTPOJIbHUMH TBapuHamu (PD27).

TOKCHYHICTh JOMIIIIOK

/3

1HIIIE

H/3

5. BUCHOBKH 3a JaHUMH TOKTIHIYHIX
MOCITI JPKEHD

BifnoinHO 10 THIIY Ta 06CATY NaHHX Y MOCITiIKEHHAX
TOKCHYHOCTI, TPOBeIeHNX i3 CHHYIPETOM, a TAKOXK
Pe3YJIbTATIB, SKi CBi/TyaTh, mo CHHYNpET (BCi TiKapehKi
(hopMH) 11t TPHBANIOrO 3aCTOCYBaHHS T06pe
NePEHOCHTECA MAIllCHTaMH 1€ MoYnHaoun 3 1930-x
POKIB, 3anac Ge3neKH BBaKAETHCA HOCTATHIM I

M ITBEP/DKEHHS 3aCTOCYBaHHS cHpolty CHHYIIPET y 103ax,
PEKOMEH/IOBAHUX JIJIsl KITIHIYHOT Teparii,

Hasgri hapmakoiHamMiyHi Ta TOKCHKOIOTIYHI fani
JI03BOJIIOTE NepeadaunT Kopucth CHHYIIpeTy npH #oro
34CTOCYBaHHI y JIOAEH.

Ha ocHOBI 3Ha9HOT KiNBKOCTI OKa3iB MOKHA 3pOOUTH
BHCHOBOK, [0 CHHYIIPET BUABIISE 3asBICHY
(hapmakosIOriuHy aKTHBHICT i 6€311€4HO BBOIUTHCS.
BUXOIA9H 3 KPHTHYHOIO OIJISTY BEJTHKOT KUIBKOCTI
JIOKyMEHTaLil, eKCrepT 3 (PapMaKOTOKCHKOJIOTIT CXBAIIOE
3aTBEPKCHHS npenapaty CHHYIpeT, po3po0ieHoro
3asBHHKOM.

3asBHUK (BIACHHK

peecTpartiifHoro [Hionuc]
IIOCBI/TUCHHS) (Tigmuc)
H-p Bepun Poiitep (Bernd Roether)
I'onosa niopo3zoiny DRA (S.N.P)
(Ounamiunoi oyinku
PU3UKIG)
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