Annex 29

to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-
Registration) and for Expert Evaluation
of Materials about Introduction of
Changes to Registration Materials during
the Validity Period of Registration
Certificate (item 4 section V)

Preclinical study report

I. Name of medicinal product
(registration certificate No, if any):

LIDOCAINE 10 mg/ml ADRENALINE 0.005
mg/ml AGUETTANT, solution for injection

1) type of medicinal product according to
which registration has been conducted or
is planned to be conducted

Generic medicinal product

2) studies conducted

yes [ no V_ifno, please justify

According to the Order of the Ministry of Health of
Ukraine No. 426 dated 26.08.2005 (as amended), the
type of registration form for "Generic medicinal
product' data from preclinical studies:

«.. For generics, the results of their own toxicological
and pharmacological tests or clinical studies are not
provided...".

An appendix is a bibliographic appendix that refers
to the scientific literature to demonstrate the safety
and efficacy of a product.

The composition of the active substance
LIDOCAINE 10 mg/ml ADRENALINE 0.005 mg/ml
AGUETTANT, solution for injection is identical to
the original drug XYLOCAINE 10 mg/ml
ADRENALINE 0,005 mg/ml, solution for injection.
Therefore, the Applicant will not submit additional
non-clinical data/evidence to demonstrate the safety
and efficacy of the medicinal product, and the benefit-
risk assessment, along with all other necessary
information, will be based on the available literature.
In addition, the Applicant's medicinal product has
the same qualitative and quantitative composition of
the active substance, as well as the same
pharmaceutical form as the reference medicinal
product. Impurities and degradation products are
fully characterized and do not go beyond the accepted
standards.

2. Pharmacology:




1) Primary pharmacodynamics

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

2) Secondary pharmacodynamics

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

3) Safety pharmacology

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

4) Pharmacodynamic interactions

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

3. Pharmacokinetics:

1) Analytical Methods and validation
reports

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

2) Absorption

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

3) Distribution

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

4) Metabolism

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

5) Excretion

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

6) Pharmacokinetic Interactions
(preclinical)

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

7) Other Pharmacokinetic Studies

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

4. Toxicology:

1) Single-Dose Toxicity

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

2) Repeat-Dose Toxicity

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

3) Genotoxicity:
in vitro

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

in vivo (including supportive
toxicokinetics evaluation)

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

4) Carcinogenicity:

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

Long-term studics

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

Short- or medium-term studies

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

Additional studies

Data are not provided, as the tests were not carried out
(sec point 2) studies carried out - justification)

5) Reproductive and Developmental
Toxicity:

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

Fertility and early embryonic
development

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

Embryotoxicity

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

Prenatal and postnatal toxicity

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)




Studies in which the offspring (juvenile
animals) are dosed
and/or further evaluated

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

6) Local Tolerance

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

7) Additional Toxicity Studies:

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

Antigenicity (production of antibodies)

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

Immunotoxicity

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

Mechanistic studies

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

Dependence

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

Metabolites toxicity

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

Impurities toxicity

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

Other

Data are not provided, as the tests were not carried out
(see point 2) studies carried out — justification)

5. Preclinical study conclusions

The investigational medicinal product is submitted
for state registration according to the type «Generic
Medicinal Product» and has the relevant materials of
the registration dossier, in which the data of
preclinical studies:

«... For generics, the results of their own toxicological
and pharmacological tests or clinical studies are not
provided...".

An appendix is a bibliographic appendix that refers
to the scientific literature to demonstrate the safety
and efficacy of a product.

The composition of the active substance
LIDOCAINE 10 mg/ml ADRENALINE 0.005 mg/ml
AGUETTANT, solution for injection is identical to
the original drug XYLOCAINE 10 mg/ml
ADRENALINE 0,005 mg/ml, solution for injection.
Therefore, the Applicant will not submit additional
non-clinical data/evidence to demonstrate the safety
and efficacy of the medicinal product, and the benefit-
risk assessment, along with all other necessary
information, will be based on the available literature.
In addition, the Applicant's medicinal product has
the same qualitative and quantitative composition of
the active substance, as well as the same
pharmaceutical form as the reference medicinal
product. Impurities and degradation products are
fully characterized and do not go beyond the accepted
standards.




Scientific and Regulatory Affairs &
Market Access Chief Officer —
Laboratoire AGUETTANT

{Procedure amended by new annex 29 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }
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Honarok 29

Ao Iopsaky nposeneHHs eKCrnepTH3m
peecTpauiiinix Matepialis Ha Jikapebki
3aCO0M, L0 N0MIAIOTECS HA AEpiKaBHY
peecTpaiio (mepepeecTpaunio), a TakoxK
€KCIIePTH3H MaTepiaiiB PO BHECEHHS
3MiH 10 peecTpauiiiHix Marepianis
MpOTATroM il peecTpauiiiHoro
MOCBIIYEHHSI

(nyHkr 4 posainy IV)

3BIT

PO JOKJIHIYHI JoCaiIKeHHsI

1. Haspa nikapcekoro 3acoby (3a
HAasBHOCTI - HOMEp peecTpauiiiHoro
MOCBiAYCHHS):

JITOKATH 10 mr/ma ATPEHAJITH
0,005mr/ma ATETAH, po3unn ans in’ekuiii

1) Tun nikapebKoro 3acofy, 3a SKUM
MpoBOAMIACs ab0 MIIaHyEeThCs
peecTpallis

I'enepuunuii jJikapeskuii 3aci6

2) NpoBeJeH] J10CTiKEHHS

Tak [ wHi V sxio Hi, o6rpynTyBaTH

Jrizno makazy MO3 Vkpainn Ne 426 Bin
26.08.2005 p. (3i 3minamm) THN peecrpauniiinoi
dopmu Ha «IeHepuunmii Jikapchbkuii 3aci6»
JAaHi JOKJIIHIMHHX JOCTIIKeHb:

«..lJI51 TeHEepPHKIB He HAJAKTHCA pPe3Y/bLTATH
BJIACHHX TOKCHKOJIOTYHHX Ta
dhapmakosorivHux BUIPoOyBanb 260 KIiHiYHKMX
JA0CTi/TKeHb. .. ».

Honarok € Gibmiorpadiunum jgogarkom, sKHii
MOCHJIAETLCH HAa HAYKOBY JiTepatypy s
JAemoncrpanii  Oesmekn Ta  eeKTHBHOCTI
HPOJIYKTY.

Cxaax akrusnoi pedosunn JIJOKATH 10
mr/ma  AJIPEHAJITH 0,005mr/ma AETAH,
PO34YMH b 0) £ i’ exiii ileHTHYHHIT
opurinaasHomy npenapatry KCHUJIOKAIH 10
mr/ma AJIPEHAJIIH 0,005 mr/mi, pozuns as
1H'eKnii.

Takum uupom, 3agBHHK He noJaBaTHMe
JOJATKOBI  JIOKJiHIYHI  maHi/mokasu s
AeMoHcTpamii  Oesmekn  Ta  edeKTHBHOCTI
Jikapebkoro 3acofy, a omiHKa KOPHCTI Ta
PH3HKY pa3oM 3 Yyciclo iHIIoKw HeoOXiTHo
iHopMauUiclo IPYHTYBATHMETbCS HA JIOCTYIHIMH
aitepatypi. Kpim Toro, Jikapchkmnii  3aci6
3asgBHuka Mae TakMii camMuil  saxicHMil Ta
KIIBKICHHH cKJIaa 3a JiF049010 PEYOBHHOIO, a
TAKOXK Ty camy (apmaleBTHYHY dopmy, 110 i
pedepenTHni Jikapcekuii 3aci6. Jdomimkn i
HPOAYKTH posnaay MOBHICTHO
XaPAKTEpPH3YIOThCs i He BHXOMITH 32 paMKH
NPUITHSATHX CTAHIAPTIB.




2. @apmakosoris:

1) nepBunHa papmakoaunamika

Jaui

He HAa/1al0ThCsl, OCKIJIbKH BJIACHI
BUMPOOYBAHHA HE INPOBOIMIMCH (Oug. n. 2)
nposedeni docaiodncenns — 0bIpyHmysans)

2) BTOpHHHa rapMakoMHamika Hani He HaZalThCsd,  OCKIJIBKM BJIACHI
BUNIPOOYBAHHS HE MPOBOJMIMCS (Ous. n. 2)
NpoBederi Q0CIONCEHHA — 0OIPYHMYBAHHS)

3) dapmakonoris Ge3rneku Jlani  He  HaJalOTECH,  OCKINBKH  BJIACHI
BUIIPOOYBaHHA He MNPOBOAWAMCH (Ous. n. 2)
npogedeni docniodcenns — oOIpyHmysans)

4) papmakoauHamivHi B3aeMoaii Hani  He  HajaroThes,  OCKUILKM  BIACHI
BUNIPOOYBAHHA HE MPOBOAMIMCH (Oug. n. 2)
nposedeni docriodcenns — odIpyHmysanns)

3. dapmakoKiHeTHKA:

1) ananiTHuni MeToanKK Ta 3BiTH wWoao | Jlawi HE Ha/Ial0ThC A, OCKINLKH BJIACHI

X Bajijanii BUNPOOYBaHHA He TMpPOBOAMIMCH (Ous. n. 2)
npogedeni O0CHiONCeH S — OOTPYHMYBAHHSL)

2) BCMOKTYBaHHs JlaHi  He  HaJAlOTBCHA,  OCKITBLKM  BJACHI
BUIIPpOOYBaHHA HE MPOBOAWIMCA (Jus. n. 2)
npogeoeni Q0CHIONCeHHA — 0BTPYHMYGAHHS)

3) posnoain Hani HE  HAJAlOThCA,  OCKIIBKM  BJACHI
BUIPOOYBaHHA HE TNPOBOAWIHCH (Ous. n. 2)
npoeedeni 0ocniodcens — 0OIPYHMYEanHs)

4) meradonizm Jani  He  HajalOTLCH,  OCKIIBKM  BjacHi
BUNPOOYBaHHS HE npoBojics  (Oug. n.  2)
nposedeni 00CNIONCeHHs — OOTPYHMYBAHNS)

5) BUBEIEHHHA Hawi HE HAJal0ThCH, OCKITBKH BJIACHI
BUNpPOOYBaHHS HE OpOBOAMIMCA (Oug. n. 2)
nposedeni Q0CHIONCEHHA — 0OTPYHMYGaHHA)

6) papmakokiHeTHUHI B3aeMoOiT Jlani  He  HajaAlOTHCHA,  OCKiIbKH  BIACHI

(moKMiHIUHI) BUIIPOOYBaHHSI He TIPOBOJMIIMCH (Oug. n. 2)
nposeoeni QOCHIONCeHH — 00IPYHIMYGaNI)

7) inwi papMaKoKiHETHYHI Jlani  He  HAJAlOTLCS,  OCKIILKM  BJAcHI

JLOCITKEHHS BUIPOOYBaHHS He TMNpoBoaunucs (dus. n. 2)
npogedeni 00CHiONCeHHs — 0BTPYHMYGAHHA)

4. Tokcukooris:

|) TOKCHYHICTB Y pa3i 0HOpa30BOro JaHi HE  HAJalOThCH,  OCKIJTBKH BJIacHi

BBE/ICHHS BUNpOOyBaHHA HE TIPOBOAMJIMCH (Jus. n. 2)
npoeedeni 00CHiONCeHHA — OOIPYHMYBAHHS)

2) TOKCUYHICTD Y pazi MOBTOPHHUX Jlani  He  HAMAIOTBCS,  OCKINTBKH JTacHi

BBE/IEHD BUIIPOOYBaHHS HE TPOBOAMIIMCH (Oue. n. 2)
npoGedeHi 00CHIONCeHHs — OOTPYHMYBAHHNS)

3) reHOTOKCHYHICTh! Hani He HAIAIOTRCS, OCKIJIbKH BIIACHI

in vitro BUMpoOyBaHHS HE 0OpPOBOAMIMCS (Oug. n. 2)
npoeedeni 00CIIONCeHHA — 00IPYHIMYBAHHS)

In Vivo (BKIIOYAIOUM [10aTKOBY OUiHKY | Jlani  He  HAJaloThCd,  OCKiIbKM  BAAacHi

3 TOKCUKOKIHETHKH) BUIPOOYBAaHHS HE TPOBOAWIWCH (Oug. n. 2)
npogeoeri 0oCIONCeHHS — OOIPYHIYEanTIs)

4) KaHUEPOTEHHICTD: Jani HC  HaJaloThCsd,  OCKIJILKM  BJIACHI




BUTIPOOYBAHHA He MNpoOBOJMAWCA (dus. n. 2)
nposedeni docaiodcenns — obrpynmysanns,)
IIOBIOCTPOKOBI JIOCTIIYKEHHS Jani HE  HaJaloThed, OCKIJIEKH BJIACHI
BUNPOOYBaHHs He MPOBOAMIMCA (Ous. M. 2)
nposederi 00cniodNceHHs — 0OIPYHMYBAHHS)
KOPOTKOCTPOKOBI TOCIIIJKEHHS Jlani  He  HajalOTBCA,  OCKIIBKM  BIAcHi
ab0 10CIIKEH S CepeIHbOT TPUBAJIOCTI | BUIIPOOYBAHHS  He IPOBOAMIMCS  (Qug. n. 2)
nposedeni docaiodcenns — odrpynmyeans,)
10AATKOBI AOCTIMKEHHS Hani He Ha/1a10ThCS, OCKIJIbKH BJIACHI
BUNPOOYBAHHS  He TNpoBOJMIMCS (Jus. n. 2)
Nposedeni QocioxHceHHs — 0DIPYHMY6aHHS)
5) penpoyKTHBHA TOKCHYHICTL Ta Hani HE  HAJalOTbCs,  OCKINIbKM BJIACHI
TOKCHYHMH BIUIMB Ha PO3BUTOK BUNIpOOYBaHHA HE IpoBOAMIUCH (Oug. n. 2)
[MOTOMCTBA: nposeoeri 00CIIONCeHHA — 0OTPYHMYGAHH)
BIJIMB HAa PEPTUIILHICTE | panHiii Hani HE  HAAAOTBCA,  OCKIIBKH BJIacHI
eMOpiOHa/IbHHUIT PO3BHTOK BHUIIPOOYBAaHHA HE MPOBOAMIMCA (Oug. n. 2)
npoGedeni docniodcents — oOIPYHMYEans)
eMOPIOTOKCHYHICTB Jlani  He  HAjaAIOTBCS,  OCKIILKM  BNacHI
BANpOOYBaHHA HE MpoBOAMInCS (Ous. n. 2)
nposedeni 00CiddNceH s — 0OTPYHMYBanHs)
MpeHaTajibHa i OCTHATANEHA Jlani  He  HajalOTBCH,  OCKIILKH  BJIACHI
TOKCHYHICTh BUIIpOOYBaHHA HE IPOBOAMIHCH (Oug. n. 2)
nposeoeni Q0cHiOdNCeH s — 06IpYHmMY6eanHs)
NIOC/ILIZKEHHS, 1IPU SAKUX Mpenapar Haui  He  HajalOTbCS,  OCKiJILKM  BiacHi
YBOJMTBCS MOTOMCTBY BUTIPOOYBAHHS He MNPOBOAMIMCH (Oug. n. 2)
(HecTareBO3pisIMM TBApHUHAM) Ta/aGo npoeedeni dociodcenns — 0OIpPyHmysans,)
OLIIHIOETHCS BiflaeHa Jis
6) MiclieBa MepeHOCHUMICTh Hani He Ha/1al0ThCH, OCKINTEKH BJIACHI
BUIIPOOYBaHHSA HE TPOBOAMIMCH (Oug. n. 2)
nposedeni 00CiONCeHHs — 0OIPYHMYBAHHS)
7) 10AATKOBI JIOCTiIZKEHHS Jlani  He  HajaKlThCH,  OCKIILKM  BJIACHI
TOKCUYHOCTI: BUIIPOOYBaHHA HE TNPOBOJAMIMCH (Oug. n. 2)
nposedeni 00ChI0dICeHH — 0BTPYHmMYBANHA)
AHTUI'€HHICTb (YTBOPEHHS aHTHTIJI) Hani HE  HaJaKThCs, OCKIJIbKH BJIACHI
BUIPOOYBaHH: HE NPOBOAMIMCA (Oue. n. 2)
npoeedeni Q0CHIONCeHHS — 0OTPYHMYBANHS)
IMYHOTOKCHYHICTb Jani  He  HALAIOTBCS,  OCKINBKM  BJACH]
BUIPOOYBAaHHS HE TNPOBOJMINCA (Jue. n. 2)
npoeeoeHi 00CHIONCeHHST — OOTPYHMYGAHHS)
NOCTIIKEHHS MEXaHI3MiB AiT Haui HE  HaJalTbeH,  OCKIJIBKH BJACHI
BUIIDOOYBaHHs He MPOBOJMIMCA (Oug. n. 2)
npoeedeni 0ocnioncens — 06IPYHMYGaHHs)
NIKapChKa 3aJIeXHICTD Jlani He HaJIaI0ThCS, OCKIJIBKH BJIACHI
BHIIPOOYBaHHS He MNPOBOJMIMCA (Ous. n. 2)
npoeedeni 00CHIONCeHHs — OOIPYHMYBAHH)
TOKCUYHICTE MeTaboJiTiB Jlani He HAaJAl0ThCS, OCKIJIBKH BJIACHI
BUIIPpOOYBaHHA HE nHpoBOAMAMCS (Ous. n. 2)
npoGeoeni OOCIIONCeHH — 0OTPYHMYGANTIsA)
TOKCHYHICTH JOMILIOK Jani He HaxaroThCH, OCKIUIBKH BJIACHI
BUIPOOYBaHHs HE TNpoOBOAWIMCH (Jug. n. 2)
npoeedeni 00C1iONCeH s — 0OIPYHMYGAHNA)
iHIe Hani HE  HAJarwTbhCsd,  OCKUIBKM  BIAcHI




BUNIPOOYBAHHA HE NPOBOAMIMCH (Oug. n. 2)
nposedeni docriodcenns — obrpynmyeanns,)

5. BHCHOBKM L10/10 JIOKJIIHIYHOTO Hocaipkysannii sikapcbkuii 3aci6 noxaerncs
BUBYCHHSI Ha  Jep:KaBHY  peecTpaulilo, 3a  THIOOM
«lenepuunnit  jikapeskuii  3acib» Ta Mac
BIANOBIAHI 10 bOro MaTepiaan peccrpaniiinoro
A0CHE, Y AKOMY AaHi JOKJIIHIYHHX J0CTiIKeHb:
«..JJIf TEHEPHKIB He HAJAITBLCS PE3yJIbTATH
BJIACHHX TOKCHKOJIOIYHHX Ta
dapmakoioriunux BUNpobGyBanb 260 KainivyHmx
NOCiZKeHb. .. ».

Honpatoxk ¢ GibaiorpadivnuM gogaTkom, AKHH
NOCHJIAETBC  HA HAYKOBY Jliteparypy ajs
AeMoHcTpauii  Gesmeku  Ta  edexkTHBHOCTI
NPOAYKTY.

Ckaan akrtusnoi pewosunn JIUTOKAIH 10
ymr/min - AJIPEHAJIIH 0,005mr/mva ATETAH,
pO3YHH AJISE in’exuiii iIeHTHIH I
opurinansHomy mnpenapaty KCHUJIOKATH 10
mr/ma AIIPEHAJITH 0,005 mr/ma, pozunn aas
in'exuii.

Takum unHOM, 3asBHHK He mnNogaBaTHME
JI01IaTKOBI  JIOKJAiHIuHI  Jadi/mokasu s
AemMoHcTpanii  Oe3nekH  Ta  epeKTUBHOCTI
Jikapebkoro 3acofy, a omiHka KopHucri Ta
PH3HKY pa3oM 3 Yyci€lo iHIIOI HeodXiaHow
indopmanieio rpyHTyBaTHMETBCS HA JOCTYNHIl
aiteparypi. Kpim Toro, umikapeskuii 3aci6
3agBuuka Mae Takuii camMuil  gkicHuili  Ta
KUIbKICHMIT ckiajl 3a il049010 PEYOBHHOI, 2
TAKOXK Ty camy dapmaueBTH4aHy dopmy, o i
pedepenTnuii Jikapceskmit 3aci6. Jomimku i
HPOYKTH posnajay NOBHICTIO
XapaKTepH3ylOThCH i He BHXOMITH 3a pPaMKH
NpUiHATHX CTAHAAPTIB.

Laboraioire AGUETA
1 Rue Alexander Fle

69007 LYON - FR/

HayxoBi Ta perynatopHi
MHTaHHS Ta JIOCTYI 0 PHHKY
["onoBHuii odinep — Henspina ®OPHAC
Laboratoire AGUETTANT (. 1. B)

{Ilopsoox oonosneno nosum Jooamrom 29 seiono 3 Haxazom Minicmepemea oxoponu
30opoe’a Ne 1528 id 27.06.2019}




Annex 30

to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-
Registration) and for Expert Evaluation
of Materials about Introduction of
Changes to Registration Materials during
the Validity Period of Registration
Certificate (item 4 section V)

Clinical study report

l. Name of medicinal product (registration
certificate Ne, if available )

LIDOCAINE 10 mg/ml ADRENALINE
0.005 mg/ml AGUETTANT, solution for
injection

2. Applicant

Laboratoire Aguettant SAS, France

3. Manufacturer

Laboratoire Aguettant, France

4. Studies conducted:

yes [0V if no, please justify

According to the Order of the Ministry of
Health of Ukraine No. 426 dated 26.08.2005
(as amended), the type of registration form for
"Generic medicinal product" clinical trial
data:

«.. For generics, the results of their own
toxicological and pharmacological tests or
clinical studies are not provided...".

An appendix is a bibliographic appendix that
refers to the scientific literature to
demonstrate the safety and efficacy of a
product.

The composition of the active substance
LIDOCAINE 10 mg/ml ADRENALINE 0.005
mg/ml AGUETTANT, solution for injection is
identical to the original drug XYLOCAINE 10
mg/ml ADRENALINE 0,005 mg/ml, solution
for injection.

Therefore, the Applicant will not submit
additional clinical data/evidence to
demonstrate the safety and efficacy of the
medicinal product, and the benefit-risk
assessment, along with all other necessary
information, will be based on the available
literature. In addition, the Applicant's
medicinal product has the same qualitative
and quantitative composition of the active
substance, as well as the same pharmaceutical
form as the reference medicinal product.
Impurities and degradation products are fully
characterized and do not go beyond the
accepted standards.

1) type of medicinal product, which has been
or will be registered

Generic medicinal product




5. Title of clinical trial, code number of
clinical trial

Data are not provided, as the tests were not
carried out (see point 2) studies carried out —
Justification)

6. Phase of clinical trial

Data are not provided, as the tests were not
carried out (see point 2) studies carried out —
justification)

7. Period of clinical trial

Data are not provided, as the tests were not
carried out (see point 2) studies carried out —
Justification)

8. Countries, where clinical trial has been
conducted

Data are not provided, as the tests were not
carried out (see point 2) studies carried out —
Justification)

9. Number of trial subjects

Data are not provided, as the tests were not
carried out (see point 2) studies carried out —
justification)

10. Objective and secondary endpoints of
clinical trial

Data are not provided, as the tests were not
carried out (see point 2) studies carried out —
justification)

11. Clinical trial design

Data are not provided, as the tests were not
carried out (see point 2) studies carried out —
Jjustification)

12. Main inclusion criteria

Data are not provided, as the tests were not
carried out (see point 2) studies carried out —
justification)

13. Investigational medicinal product, mode of|
administration and strength

Data are not provided, as the tests were not
carried out (see point 2) studies carried out —
justification)

14. Reference product, dose, mode of
administration and strength

Data arc not provided, as the tests were not
carried out (see point 2) studies carried out —
justification)

15. Concomitant therapy

Data are not provided, as the tests were not
carried out (see point 2) studies carried out —
justification)

16. Criteria for evaluation efficacy

Data are not provided, as the tests were not
carried out (see point 2) studies carried out —
justification)

17. Criteria for evaluation safety

Data are not provided, as the tests were not
carried out (see point 2) studies carried out —
justification)

18. Statistical methods

Data are not provided, as the tests were not
carried out (see point 2) studies carried out —
justification)

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

Data are not provided, as the tests were not
carried out (see point 2) studies carried out —
Justification)

20. Efficacy results

Data are not provided, as the tests were not
carried out (see point 2) studies carried out —
justification)

21. Safety results

Data are not provided, as the tests were not
carried out (see point 2) studies carried out —
justification)




22. Conclusion (summary) According to the Order of the Ministry of
Health of Ukraine No. 426 dated 26.08.2005
(as amended), the type of registration form
for "Generic medicinal product" clinical
trial data:

«... For generics, the results of their own
toxicological and pharmacological tests or
clinical studies are not provided...".

An appendix is a bibliographic appendix
that refers to the scientific literature to
demonstrate the safety and efficacy of a
product.

The composition of the active substance
LIDOCAINE 10 mg/ml ADRENALINE
0.005 mg/ml AGUETTANT, solution for
injection is identical to the original drug
XYLOCAINE 10 mg/ml ADRENALINE
0,005 mg/ml, solution for injection.
Therefore, the Applicant will not submit
additional  clinical  data/evidence to
demonstrate the safety and efficacy of the
medicinal product, and the benefit-risk
assessment, along with all other necessary
information, will be based on the available
literature. In addition, the Applicant's
medicinal product has the same qualitative
and quantitative composition of the active
substance, as well as the same
pharmaceutical form as the reference
medicinal  product.  Impurities and
degradation products are fully characterized
and do not go beyond the accepted
standards.

(sigatu rV

Access Chief Officer — Laboratoire Delphine FORNAS

Scientific and Regulatory Affairs & Market

AGUETTANT (full name)

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }



Honarok 30

o [opaaky npoBeleHHs eKcrepTH3n
peecTpalifiHHX MaTepialliB Ha JliKapchKi
3ac00H, 110 [OJAIOTECS Ha ACPIKABHY
peecTpanito (mepepeecrpatiiio), a TaKOK
EKCMEPTH3U MATePiasiB Mpo BHECEHHS
3MiH J10 peecTpauiifHux Matepianis
NpoTaroM Aii peectpauiiiHoro
MOCBIAUEHHS

(myHkT 4 pozniny V)

3BIT

PO KJiHiYHe BUNIPOOYBaHHSA

1. Hassa sikapeskoro 3aco6y (3a HasiBHOCTI
- HOMEp peecTpalliifHOro NocBi4eHHs)

JIIOKAIH 10 wmr/ma  AJIPEHAJIH
0,005mr/ma ATETAH, posuun qas in’ekuiii

2. 3asBHUK

JlabopaTopist Areran CAC, ®pannis

3. Bupobuuk

JlaGoparopis Areran, ®panuis

4. [TpoBeneHi 10oCTipKEHHS:

tak [ Hii V sKwo Hi, 06rpyaTyBaTH

3rizno nawkazy MO3 Vekpainu Ne 426 Bin
26.08.2005 p. (3i 3minamMu) THI peecTpaniiinoi
dopmu na «leHepuunuii Jikapceknii 3acio»
JaHI KJIHIYHAX J0C/Ti/IKeHb:

«..JJIs1 TEeHEPHKIB He HAJAIThCSl Pe3yJbTATH
BJIACHUX TOKCHKOJOTIYHHX Ta
(papmakosioriannx BUNPOOYBAHE abo
KJIHIYHHX 10CTi/KeHb. . . ».

Jdonarok ¢ Gibaiorpadgiunum gogaTkom, sIKHii
NOCH/IAETHLCH  HA HAYKOBY JliTepaTypy s
Aemoncrpanii  Ge3mekn  Ta  eeKTHBHOCTI
NPOAYKTY.

Cknaa axktuBnoi pewosunn JIIJIOKAIH 10
mr/min AIPEHAJITH 0,005mr/ma ATETAH,
pO3YHH s i’ exnii iZleH THYHHI
opurinaasnomy npenapaty KCHJIOKAIH 10
mr/ma AAPEHAJITH 0,005 mr/ma, pozunn juisi
iH'exmiii.

Takum  unHom, 3asiBHMK He NoJaBaTHMeE
J101aTKOBI KJIHIYHI JaHi/a10Kka3m il b
aemoHcrpanii - 0esnekn  Ta  ed)eKTHBHOCTI
JIKapchbKOro 3acody, a OlliHKA KOPHCTI Ta PH3HKY
pasoMm 3 ycicio iHmow HeodXxiTHOIO iH(opmauicio
IPYHTYBATHMETLCA HA JOCTYNHIl JdiTepaTypi.
Kpim Toro, Jaikapebkmuii 3aci6 3asiBuuka mae
TAKHI caMuii sIKiCHHI Ta KinbKicHUIl cKnaj 3a
AI0YOI0  PEYOBHHOK, A TaKoXK Ty camy
tapmvanerTnuny gopmy, mo i pedepentimii
JikapcesKuii 3aci6. Jomimku i npoxykT po3naay
NOBHICTI0 XapaKTePH3YIOTLCS | HE BHXOAATH 32




PaMKH NPHIAHSITHX CTAHAAPTIB.

1) T nikapeskoro 3acoby, 3a siKum

nposoJuacs abo MIaHyeThCs peecTpallis

I'enepnunmii gikapeskuii 3aci6

5. [loBHa nassa kainiunoro sunpoGysanns, | Jlani  He  HAajaloThes.  OCKITHKH  BiacHi
KOJIOBAHHI HOMED KJIiHIYHOIO BUIIPOOYBAHHS He MOpOBOAMIMCH (Oug. n. 2)
BHIIPOOYBaHHS nposedeni 00CHiOdNCeHHs — 0OIPYHMYBANHHS)

6. ®asa kIiniYHOTO BUNIPOOYBaKHS Jlani  He  HajaroThes,  OCKiNBKM  BiacHi
BUIIPOOYBaHHSI HE IPOBOAMIUCS (Qug. n. 2)
npogedeni docniodicenns — obrpynmyeans)

7. IlepioJ npoBeieHHs KIIHIYHOrO Jani HE  HaJarThes,  OCKINBKH  BJIACHI

BUIIPOOYBaHHSI BUIIPOOYBAaHHS HC [pOBOAMIMCA (Oug. n. 2)
nposedeni 0ocniodNcents — 00IpyHmMyeans)

8. Kpainu, e npoBounocs KiiHiuHe Hani HE HaJIaroThes, OCKIJIBKH BJIACHI

BUIIPOOYBaHHSA BUNPOOYBaHHS HE NPOBOAWIMC (Oug. n. 2)
npoeedeni docaiodicens — oOIpyHmMyaeanis)

9. KisibKicTb JIoci Ky BaHUX Hani HE HaJ[a10ThCH, OCKIJIbKH BJIACH]
BUIIPOOYBaHHS HE TMpPOBOAMIHCA (Jue. n. 2)
npoeedeni QoCcnioNcenns — oBIPYHMYEanHs)

10. MeTa Ta BTOpMHHI 1iNi KIIiHIYHOTO Jani  He  HajalOTLCS,  OCKIJIBKM  BIACHI

BUIPOOYBaHHS BUMIPOOYBAaHHSA He MNpoBOAMIMCA (Jus. n. 2)
npoeedeni docniodicens — oOIpYHmMyaans)

1'1. JIusaitt KJ1iHIYHOrO BUNIPOOYBaHHs Jlani  He  HaAjaAlOTBCS,  OCKIALKM  BJACHI
BUIIPOOYBaHHs He MpoBOAWIUCH (Oue. n. 2)
npoeedeni 0ocniodNcen s — 0DTPYHMYEaNHs)

12. OcHoBHI KpUTEpil BKIIIOYCHHS Hani  He  HajaloThCs,  OCKIILKM  BjacHi
BUIIPOOYBAHHS He TIPOBOAMJMCH (dus. n. 2)
npoeedeni 00CIiONCeHHs — 0BTPYHMYGan )

13. HocatiakyBaHuit JikapchKuii 3aci6, JaHi He HaJ1al0ThCH, OCKIiJIbKU BJIACHI

croci0 3acTocyBaHHs, cuiia aii BUIIPOOYBAaHHA He TMPOBOJIMIMCA (Jus. n. 2)
npoeedeni 0ocnioNcenHs — 00IPYHMYEanHs)

14. Ilpenapar nopiBHsHHSI, 1034, crioci6 HaHi HE  HaJaloThCd,  OCKUJIBKM  BIIAcHi

3aCTOCYBaHHS, cuia Jil BUIIPOOYBaHHS HE NPOBOAMIMCH (Jus. n. 2)
npoeeoeni 00CiodNCeHHs — 0OTPYHMYBANNA)

15. CynyTHst Teparis Jlani  He  HajgarOThCs,  OCKIJILKM  BJAacHi
BUMpOOYBaHHS He TNPOBOAMAMCH (Jug. n. 2)
npoeedeHi 00CHIONCeH s — 0OIPYHIMYBAHHSL)

16. Kpurepii ouinku edpekTuBHOCTI Jlani  He  HAJAKOTBLCA,  OCKINLKM  BJACHI
BUIPOOYBaHHA HE MNPOBOAWIMCA (Jus. n. 2)
nposedeni 00CHI0dNCen s — 0BIPYHMYBAHHSL)

17. Kpurepii oninku Oe3neku Jlani  He  HaJalOTbCH,  OCKIIBKM  BJacHI
BUMpOOYBaHHs He MOpOBOAMIMCS (Qug. n. 2)
nposedeni 00CiONCeHH — 0OTPYHMYGaN1)

18. CraTucTuuHi MeTo/iu Jani HC HaJIAl0ThCH, OCKIJTLKH BJIACHI
BUIIPOOYBaHHA HE NPOBOAWIMCH (Ous. n. 2)
npoeeoeni O0CNIONCeHHs — OBTPYHIMYGAaHH)

19. JlemorpadiuHi nmokazHuKu Haui  He HAJAKOTECA,  OCKIJIBKM  BJIACHI

JLOCITI/DKYBAHOT nony Asiii (CTaTh, BiK, paca,| BUNpoOyBaHHS HE NPOBOAMIMCH (Ous. n. 2)

TOIIO) npo6edeHi QOCNIONCeHHs — 0OIPYHMYGUHHNSL)

20. Pesyubratn epeKTUBHOCTI Jlani He Ha1al0ThCs, OCKUIBKH BJIACHI




BUNIPOOYBaHHS He NPOBOAWIHMCH (Jus. n. 2)
npo6edeni docniodcenns — 0OIpyHmMyeans,)

21. PesynbraTu Gesneku

Hani He HaJaloThCs,  OCKIJIBKM  BJIACHI
BUNPOOYBaHHs HE NpoBOaMiucs (Oue. n. 2)
npoeedeni 00Ciodcen st — 00IPYHMYBUNHSL)

22, BUCHOBOK (3aKJIFOYEHHS )

3rigno nakazy MO3 Vkpainm Ne 426 eix
26.08.2005 p. (3i 3minamu) THn peecTpauiiinoi
popmn na «['eHepuunnii Jikapcbkuii 3acio»
JaHi KAIHIYHAX J0CTIKeHD:

«..JJI5 TEHepPHKIB He HAJalThCS pPe3ybTATH
BJIACHHUX TOKCHKOJIOTYHHX Ta
(hapmakoiioriuHux BHIIpOOYBaHb a0o
KJAIHIYHHX T0C//1KeHb. .. ».

Monarok ¢ Gibaiorpadiunum noxarkom, sikmii
MOCHJIACTLC  HAa HAYKOBY JiTeparypy s
AeMoHcTpanii  Oesneku Ta  eeKTHBHOCTI
NPOIYKTY.

Crxaan aktusaoi pewosnnu JIJOKAIH 10
mr/ma AAPEHAJIIH 0,005mr/ma ATETAH,
pO3YHH b1 §) i’ exuiii iTeHTHYHHIT
opurinaasnomy npenapaty KCHJIOKATH 10
mr/mu AJIPEHAJITH 0,005 mr/ma, po3uun aas
iH'exuiid.

Takum unHoM, 3asiBHUK He mNoxaBaTHMe
J0/1aTKOBI KJIHiYHI JaHi/10Ka3u il b
nemoncrpanii  Geameku  Ta  edeKTHBHOCTI
Jikapcbkoro 3aco0y, a omiHKa KOpHCTI Ta
PU3HKY pa3oM 3 yci€w iHmow wneodxianoro
inopmManicio IPYHTYBATHMEThCSI HA AOCTYIHIM
aireparypi. Kpim Toro, aikapcbkmii  3aci6
3asiBHHKA Mae Takuii cammuil  sikicnuii  Ta
KUIbKICHHI cK1aj 3a JiI0Y010 PeYOBHHOIO, a
TAKOX Ty camy (apmanesTHuny gopmy, mo i
pedepenTunii Jikapcekuii 3aci6. Jomimku i
HPOIYKTH po3many NOBHICTIO
XapaKTepPU3YIOThCs | He BHXOJSATH 32 PaMKH
NPHITHATHX CTAHAAPTIB.

Labarat
1 Fuea
G007
HaykoBi Ta peryasiTopHi muTaHHs Ta
aoctyn 10 puHKy ['onoBHuii odiuep
— Laboratoire AGUETTANT

P T W
Oeiiver L

Alexandear Fiaming

aTKa

(mimrmic)

Henshina GOPHAC

(T. . B.)
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