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 IV)

Preclinical study report

1. Name of medicinal product
(registration certificate Ne, if any):

LIDOCAINE 20 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 O no V_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" 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 20 mg/ml ADRENALINE 0.005 mg/ml
AGUETTANT, solution for injection is identical to
the original drug XYLOCAINE 20 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 studies

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
(see 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 20 mg/ml ADRENALINE 0.005 mg/ml
AGUETTANT, solution for injection is identical to
the original drug XYLOCAINE 20 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 &
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{Procedure amended by new annex 29 according to MoH Ukraine Order No 1528 of 27.06.2019 }
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Jlonarok 29

no Iopsaky npoBeieHHs eKCIEPTH3H
peecTpauiiiix marepianis Ha nikapenki
3aco0u, 1110 MOJAIOTLCA Ha JepP/KaBHY
peecTpatito (nepepeecTpalliio), a Takox
ekcriepTHi3y MartepialiB npo BHeceHHs
3MIH JI0 peecTpauiiHux Marepianis
NPOTArOM JliT peectpatifiHoro
MOCBI/I4EHHA

(nyHkT 4 pozniny IV)

3BIT

Npo AOKJIHIYHI JOCTIKeHHS

1. Ha3ga nikapcekoro 3acofy (3a
HasgBHOCTI - HOMep peecTpaliiHoro
NOCBIIYEHHS):

JITOKATH 20 mr/ma AJIIPEHAJITH
0,005mr/ma ATETAH, po3unn s in’ekuiii

1) Tun nikapcbKoro 3aco0y, 3a SKUM
NpoBoAH/acs ado MiaHyeTbes
peecTpartis

I'enepuyunuii JikapcbKuii 3aci6

2) npoBeACHI N0CIIKEHHS

tak [J  HI V sKio Hi, odrpynTyBaTn

3rizno nakazy MO3 Vkpainn Ne 426 Bijg
26.08.2005 p. (3i 3minamu) THN peecrpaniiinoy
¢popmu na «[enepuunuii Jgikapcbkuii 3acio»
JIaHI JIOKJIIHIYHHX J0CTI/KeHb:

«..JUISl TEHEpHUKIB He HAJAIThCH pPe3yJbTaTH
BJIACHHUX TOKCHKOJIOTIYHHX Ta
(papmakogorivHux BUNpodyRaHb a00 KJITHIYHHX
AOCHIIZKEeHb. .. ».

HonaTok € Gibaiorpadiunnm xoaaTkoM, sIKHId
NOCHIAETLC HAa HAYKOBY JliTeparypy s
aemoHcrTpanii Oesnexkn  Ta  e)eKTHBHOCTI
NPOAYKTY.

Cxaan akrusuoi peuosunn JIJJOKATH 20
mr/ma  AJIPEHAJITH 0,005mr/ma ATETAH,
PO3YHH st in’ exkuii inenTnanuii
opurinaasnomy mupenapaty KCHAJOKATH 20
mr/ma AJIPEHAJIIH 0,005 mr/mJj, po34dH AJs
in'eKiii.

Takum uyunHoMm, 3asgBHMK He HOjaBaTHMe
N0JAaTKOBI JOKJIHIYHI naui/moxasu LIS
aemoncrpanii  Gesmexkn Ta  eeKTHBHOCTI
Jikapcbkoro 3aco0y, a oOLiHKAa KOpHETi Ta
PH3HKY pa3soM 3 Yyci€lo IHIIOK HeoOXiAHOI
indopmManicio rpyHTYBaTHMETLCS HA JOCTYIHIH
aiteparypi. Kpim Toro, Jlikapcekuii 3acid
3asiBHMKA Ma€ TakKHid caMHH sAKICHUH Ta
KiIbKiCHHH CcKJaJ 3a Ail04010 PeYOBHHOIO, a
TaKoK Ty camy (papmaneBruuny dopmy, mo i
pedepenTHHii Jikapcbkui 3acib. Jdomimxu i
NpOAYKTH po3najay NOBHICTIO
XapaKTepH3yIOThesl i He BUXOMATH 332 PaMKH
NPUHHATHX CTAH/IAPTIB.




2. ®apmakonoris:

1) nepsunHa papmakoauHamika

Hani He HAZIAI0ThCS, OCKIIBKH BJIACHI
BUNpOOyBaHHA He TNpPOBOAWIMCA (Ous. n. 2)
npoeedeHi Q0CIiONCeH s — 0BIPYHMYGans)

2) BTOpMHHA (hapMaKoIHHaMiKa Jani  He  HajalOThCS,  OCKIIBKM  BJIacHi
BUMpOOYBaHHs He npoBoauiucs (Ous. n. 2)
npogedeni docaiodceHs — 06IPYHMYBAHH)

3) ¢apmakonoris Oe3neku Jani  He  HanalOThCd,  OCKUIBKM  BJAcHI
BUNpOOyBaHHs He MNpoBoAMIMCca (Jug. n. 2)
npoegeoeni docaiodicens — o0Ipynmyeanis)

4) hapmakoMHAMIYHI B3aeMOTIT Hani He  HalaloThCsl,  OCKLJIbKH BJIACHI
BUIPOOYBaHHS He MpoOBOAMIMCH (Oug. n. 2)
nposeoeii 00Caiodcenst — 00IpymyGaniis)

3. ®apMaKkoKiHETHKA:

1) aHamiTHUHI METOAMKH Ta 3BiTH Wono | Haui He HaJ1al0ThCH, OCKINIbKH BJIACHI

ix Baninauii BUNMPOOYBaHHS He TpoBOAMAMCA (Oug. n. 2)
npogsedeni docuiodcenns — 00rpynmysaniis)

2) BCMOKTYBaHHs Jlani HE HaJIAl0ThCH, OCKIJIBKH BJIACHI
BUNpoOyBaHHsI HE MNpoBoaunucs (Oug. n. 2)
nposedeni 0ocaiodicents — 00IPYHmMyEanHsl)

3) posnoain Jlani HE Haar0ThCH, OCKITBKH BJIACHI
BUIPOOYBaHHsI HE TPOBOAMIUCS (Oug. n. 2)
npogeodeHi 00cniOdNCeH s — 0OIPYHMYBAHHS)

4) merabostizm Jlani  HC  HAJAOTBCS,  OCKUIBKM  BJAcHI
BUMPOOYBaHHS HE NPOBOAMIIMCS (Oug. n. 2)
npoeedeHi 00CHiONHCeHHA — 0OIPYHMYBAHHA)

5) BUBEAEHHS Jani He Ha/1a10TLCH. OCKITbKH BAACHI
BUNPOOYBAHHA HE MPOBOJAMIMCH (Ous. n. 2)
npoeedeni 0ocniodcenns — 00LPYHMYBANHS)

6) ¢papmakokiHeTHYHi B3aeMouii Hani He HaJaIoThes, OCKIJILKH BJTACHI

(MOKNIHIYHI) BUIIpOOYBaHHs He MpoBOAMIMCA (Ous. n. 2)
nposeoeHi 00CaiONceHst — 0OIPYHMYGAHHA)

7) iHwi apMaKoKiHETHYHI JlaHi  He  HajalThCS,  OCKIJILKM  BJACHI

JIOCIILKC HHS BUNpOOyBaHHs HE NpoBOAWAMCA (Jug. n. 2)
nposedeni 00cai0CeH s — 0OIPYHMYEAHHS)

4. TokcukoJIoris:

1) TOKCHYHICTB Y pa3i 0IHOPa30BOro Jlani  He  HAJAKOTBCH,  OCKIUJILKM  BJIACHI

BBEJICHHS BUIIPOOYBaHHsI HC TMPOBOAMIUCH (Oug. n. 2)
npogedeHi 00CHi0NHCeHHS — 0DIPYHMYB6aHN5)

2) TOKCHYHICTB Y pa3i MOBTOPHUX Jani He HAJ1al0ThCH, OCKIJTBKH BJIACHI

BBE/IEHb BUNpoOYBaHHA He [POBOAMIMCS (OJug. n. 2)
npoBedeHi 00CHIONCeHHS — 0OIPYHMYGAHNS)

3) reHOTOKCHYHICTD: Tani HE  HAaJaloThCs, OCKIJIbKH BJIACHI

in vitro BUIIpOOYBaHHA HE TIpoBOAMIMCH (Ous. n. 2)
npogederi 00CIIONCen s — 00IpyHmy6anns)

in vivo (BKJIKOYAIOYM JOJATKOBY OLHKY | JlaHi  He  HAJarOTBCS,  OCKUIBKM BJIACHI

3 TOKCHKOKIHETHKH) BUNIpOOYBaHHS HC TPOBOAMIMCS (Ous. n. 2)
npoeedeni 00CNiONCeH S — 0OTPYHMYGANNS)

4) KaHUepOreHHICT! Jlami  He  HajaloThCS,  OCKUIBKM  BJIACHI




BUNpoOyBaHHA HE [POBOJAMIUCS (Ous. n. 2)
npoeedeni 00CnioNceHts — 0OIPYHNYGAHN)
IOBIrOCTPOKOBI JIOC/I IDKEHHSI Jani HE HaJaloThCH, OCKIJIbKH BJIACHI
BUNIPOOYBAHHSA HE TPOBOJAMIMCS (Oug. n. 2)
npogedeni 0ocniodicens — 00TPYHmMYBaHHS)
KOPOTKOCTPOKOBI JIOCIIIIZKEHHS Hani He  HAJalOThCSA,  OCKIIBKM  BJIACHI
abo J10cUKEHHs cepe/iHbOT TpUBAJIOCTI | BUNIpOOYyBaHHS HE MNpOBOAMIMCH (Oug. n. 2)
npogedeni 0ocaiodicenns — 0OIPYHINYGaHHS)
NI0aTKOBI 10CITPKEHHS Jlani  He  HajgaloTBCA,  OCKINIBKM  BJAacHI
BUIIPOOYBaHHs HE MNpOBOJMIMCA (Oug. H. 2)
npogeodeHi 00CaiOdCeHHS — 0OIPYHMYBAHNS)
S) penpoyKTHBHA TOKCHUYHICTB Ta Jlani  He  HajgalOTBCA,  OCKUJIBKM  BJIacHI
TOKCHYHUH BIUIMB Ha PO3BHTOK BUMpoOyBaHHs He MpoBOAMAHMCA (Jug. n. 2)
NOTOMCTBA: npogedeni docaiodceHns — 00IpPYHMYGanis)
BIUIMB Ha (PEPTUIIBHICTE | paHHiii Hani He  HAJalOThCs,  OCKIJIbKM  BJacHi
eMOpiOHAJILHHI PO3BUTOK BUNpOOYBaHHS HE MPOBOJAWIMCA (Jus. n. 2)
nposedeHi 00caioxcets — 06TPYHMYBAHH)
eMOPIOTOKCHYHICTh JlaHi  He  HamaloThCHA,  OCKIJIbKM  BJACHI
BUMpoOyBaHHs He MpoBojMAuCs (Ous. n. 2)
npoGedeni 00C.1idNCe s — 0OTPYHMYGAH )
npeHaTajibHa i MOCTHATa bHA Jani HE HaarThCs, OCKIJIbKH BJIACHI
TOKCUYHICTh BUIPOOYBaHHS He [POBOAMIMCH (Ous. n. 2)
npogedeni 00CiOdCeH s — ODTPYHIMYBANHS)
0CTI/DKEHHS, TP SIKUX MpenapaT Jlani HE Ha/al0ThCH, OCKIJIBKH BJIACHI
YBOJIUTHCA MOTOMCTRY BUMPOOYBAHHS HE T[POBOAWIKCS (Oug. hn. 2)
(HecTaTeBO3pinKUM TBapuUHaM) Ta/abo npogedeni docnioxcenus — 0bIpynmyeaniis)
OLLIHIOETLCA BlggancHa ais
6) MiclieBa NepeHOCHUMICTb JaHi HE HaJar0ThCs, OCKIJIbKH BJIACHI
BUIIpOOYBaHHsI He MpPOBOAWIMCS (Oug. n. 2)
npogeoeHi 00CniONHCeHHA — 0OIPYHMYSaHNs)
7) 10AATKOBI IOCIIiIIKEHHS Ilani  He  HAQMAKOTBCHA,  OCKINIBKM  BJACHI
TOKCUYHOCTI: BUNpOOYBaHHS HE [MpOBOAMIIMCH (Ous. h. 2)
npoGeodeHi OOCHOMNCeHHA — OOLPYHMYGUNIs)
AHTHIeHHICTb (YTBOPEHHS aHTHTIJT) Jlani  He  HajalOTLCH,  OCKIJIbKA  BJACHI
BUIIPOOYBaHHs He TpOBOJMIIMCH (Ous. n. 2)
npogedeHi 00CHIONCeHH — 0OIPYHMYBAHHA)
IMYHOTOKCHYHICTB Jlani  He  HajalOTbCH,  OCKUIBKM  BJIAcHI
BUMPOOYBaHHSA HE TMPOBOAMAMCH (Oug. n. 2)
nposederi dochiodicenia — 00IpyHIMYSanHA)
NOCTTIOKEHHS MeXaHi3MiB it Jlani HEe  HaJaloThCH, OCKiJILKM  BJAcHi
BUNpOOYBaHHA He [POBOAMIHCS (Ous. n. 2)
HPOBeOeHi QOCHIONCeHHA — OOIPYHMYGAHNA)
NiKapchKa 3a/ekKHICTh Iani  He  HagalOTBCS,  OCKIJIBKM  BJIACHI
BUMPOOYBaHHS HE TPOBOAMIMCA (Oug. n. 2)
npogedeni 00caiONCeH s — 0OIpYHmMY6aNHA)
TOKCHYHICTh MeTaboiTiB Jlani  He  HAQJAOTBCS,  OCKUIBKM  BJIACHI
BANpOOYBaHHS HE TNPOBOAMAMCH (dus. n. 2)
nposedeni 0ocniodceHH — 0OTPYHMYGAHHS)
TOKCHUUYHICTB AOMILLIOK Jani HE  HajaloTbCs,  OCKIIBKH  RBJIACHI
BUNPOOYBAaHHS He [POBOAMIMCH (Ous. n. 2)
nposedeni dochioxcens - 0bIpynmysaniis)
iHwe HaHui HE HaJal0The, OCKINTBKH BJIACHI




BUIIPOOYBAaHHS HE [pOBOjMAMCS  (Qug. n. 2)
npoeedeni docniodicenns — 0OIpynmyeans)

5. BuCHOBKH 11010 A0KITIHIYHOTO HocnikyBanuii Jlikapchkuii 3acié nogaernes
BMBUEHHS Ha  Jep:KaBHY  peecTpanilio, 3a  THIIOM
«enepuunmii  sikapebkuii  3acib» Ta  mac
BIINOBI/IHI 10 IbOT0O MaTepiaju peecTpaniiinoro
A0CHE, Y SIKOMY JaHi JOKJIHIYHHUX I0CII/KEHb:
«..JUIS TEHEPHKIB He HA/JAI0ThCsl Pe3yJbTaTH
BJIACHHX TOKCHKOJIOTiYHHX TAa
dapmakooriunux BHNpodyBaHs a60 KiiHiYHUMX
JOCITIZKEeHb. .. »,

Jdoparok ¢ Gibmiorpadiunnm joparkom, saKuii
NOCH/IAETLCH HAa HAYKOBY JiTepaTypy s
Aemoncrpanii  OezmexkH  Ta  eeKTHBHOCTI
NPOAYKTY.

Ckaajn axktuBHoi peuounn JIJJOKATH 20
mr/ma - AJIPEHAJITH  0,005mr/ma ATETAH,
PO34YHH JUIst in’exkuii iIeHTHYHHI
opurinaasnomy mupenapatry KCUJIOKATH 20
mr/ma AJIPEHAJITH 0,005 mr/mu, po3uun ais
iH'exmiii.

Takum uypHOM, 3afBHHK He MNOJaBATHME
MOJATKOBI  JOKJIHIYHI  gani/mokasm s
aeMoHcrpanii - Oe3nekH  Ta  edeKTHBHOCTI
Jikapebkoro 3aco0y, a omiHKa Kopucri Ta
PH3HKY pa3oM 3 yci€w iHII0K HeodXiaHOoIo
ingopmanicro rpyHTYBaTHMETLCSI HA IOCTYNHIMH
Jgirepatypi. Kpim Toro, Jjikapeskmii 3aci6
3agBHHMKA Ma€ TaKWii camMuii  sIKicHWil  Ta
KRiIbKRICHHH ¢KJIaJ 3a JIil040K0 pPeYOBHHOW, a
TaKkoxk Ty camy dapmaneBTuuny dopmy, mo i
pedepenTHuii Jikapeskuii 3acid. Jdomimkn i
HpPOAYKTH posmangy HOBHICTIO
XapaKTepH3YIOThes | He BHXOMATH 32 pPaMKH
NPHITHATAX CTAHAAPTIB.

HayKkoBl Ta peryasaTopHi

MUTAHHA Ta JOCTYI A0 PHHKY
["osioBHHE oilep — e
Laboratoire AGUETTANT (I 1. B.)

Jenb(pina DOPHAC

{Topsioox Oonosneno noeum Jlooamxom 29 32iono 3 Haxazom Minicmepemea oxoponu
sdopoest Ne 1528 610 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

1. Name of medicinal product (registration LIDOCAINE 20 mg/ml ADRENALINE

certificate No, if available ) 0.005 mg/ml AGUETTANT, solution for
injection

2. Applicant Laboratoire Aguettant SAS, France

3. Manufacturer Laboratoire Aguettant, France

Delpharm Dijon, France
Delpharm Tours, France

4. Studies conducted: yes 0 V¥ 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 20 mg/ml ADRENALINE 0.005
mg/ml AGUETTANT, solution for injection is
identical to the original drug XYLOCAINE 20
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 pharmaceutj
form as the reference medicinal
Impurities and degradation produc
characterized and do not go
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 —
justification)

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 are 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)

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

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 20 mg/ml ADRENALINE
0.005 mg/ml AGUETTANT, solution for
injection is identical to the original drug
XYLOCAINE 20 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.

Laboratoire AGUETTAMT

(s‘fgl\i?lture/
Scientific and Regulatory Affairs & Market

Access Chief Officer — Laboratoire Delphine FORNAS
AGUETTANT (full name)

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




Honatok 30

A0 INopanky npoBeneHHs eKcrepTHiu
peECTpaLiHHNX MaTepiaiB Ha JiKapchKi
3aco0w, 110 NOJAOTHCA Ha JepHaBHY
peectpauiio (mepepeecTpariiio), a TaKokK
EKCMepTH3U MaTepialliB Mpo BHECEHHs
3MiH 10 peecrpalliiiHux Marepianis
MpoTsSroM Aii peecrpauiiHoro
MOCBIAYEHHS

(nmyukr 4 posainy IV)

3BIT

Npo KJIIHIYHe BUNIPOOYBaHHA

1. Ha3ga nikapcekoro 3acofy (3a HasgsBHOCTI
- HOMEp PeECTpalLiifHOro MOCBIJYeHHS)

JITOKATH 20 wmr/ma  AJIPEHAJIIH
0,005mr/ma ATETAH, pozuun auas in’ekuii

2. 3as9BHUK

JlaGopatopia Areran CAC, ®panuis

3. BupobHuk

JlaGoparopia Areran, @panuis
Henspapm dixon, ®panuis
Heaspapm Type, @panuis

4. IpoBexeni goCiHKEHHS:

tak O Hi, V skuwo Hi, o6rpyHTyBaTH

3rinzno nakazy MO3 VYkpainu Ne 426 Bin
26.08.2005 p. (3i 3minamMu) THI peecTpaniiinol
¢bopmu Ha «['eHepuunmii nikapcbkuii 3acio»
AaHi KIIHIYHHX JOCiKeHb:

.01 TeHepHKIB He HAJal0TLCSl Pe3y/abTaTH
BJIACHHX TOKCHKOJIOTIYHHX Ta
dhapmakoJOrivyHUX BHNPOOYBaHb abo
KJIHIYHHX J0CTiMKeHb. ..».

HonaTtok € GidgiorpadgiuuuM a0AaTKOM, SIKH
NOCH/IAETHCSI HAa HAYKOBY JiiTepaTtypy Aisi
aemoncrpauii  Gesnekn Ta  edeKTHBHOCTI
HPOAYKTY.

Ckian aktueHoi pewosunn JIIJIOKAIH 20
mr/man  AIPEHAJIIH 0,005mMr/ma ATETAH,
pO34HH A in’ exnnii ineHTHYHHIT
opurinaasuomy npenapary KCUJIOKAIH 20
mr/ma AJIPEHAJITH 0,005 mr/mi, po3uun aas
in'exuii.

Takum uyuHOM, 3asiBHUK He I[oJaBaTHMe
J0JaTKOBI KJIiHIYHI JaHi/noka3u s
aemoHcTpanii  Oe3nexku Ta e()eKTHBHOCTI
JiKapcbKOro 3acody, a OiHKA KOPHCTI TA PH3HKY
pasom 3 yciero iHmorw HeoOXxiaHoKW iHdopmauicio
IPYHTYBATHMETbCSI Ha JI0CTYNHiH JiTepartypi.
Kpim Toro, nikapcekuii 3acid 3asBHMKa Mae
TAKM caMHii sikicHHil Ta KinbkicHHi ckyajg 3a
JiI0Y0I0 pPEeYOBHHOI0, a TaKoO :
¢papmanesTuuny ¢opmy, o -'-

Jikapcebkuii 3acio. Jomimkn i ngofAykTH posnaay




MOBHICTIO XapaKTepH3YIOTbCsl i He BHXOASITH 3a
PaMKH NPHHHATHX CTAHAAPTIB.

1) Tvn nikapcekoro 3aco0y, 3a AKMUM I"enepuunmii Jikapcekuii 3aci6

NpoBoHIacs abo MIaHyEThCA peecTparlis

5. [loBHa Ha3Ba KNiHiYHOrO BUIIpoOYBaHHA, | JlaHi  He  HamarOThes,  OCKIJIbKM  BJIACHI

KOJIOBaHUH HOMEP KJIiHIUHOTro BUMpOOYBaHHS He TMNpOBOAUIHCA (0ug. hn. 2)

BUIPOOYBaHHS nposederi docniodiceHHs — 0OTpyHmMy8aHHs)

6. ®a3a kIiHiYHOrO BUIIPOOYBaHHS Jlani  He  HajalOThCs,  OCKIJIBKM  BJIAcHi
BUMpOOYBaHHA HE TpPOBOAMIMCA (Ous. n. 2)
npogeodeHi 00Ci0dNceHHs — 0OIPYHMYBAHHA)

7. llepioa npoBeieHHs KJIIHIYHOTO Jani  He  HajalOTbCH,  OCKUILKM  BJIACHI

BUIpoOyBaHHS BUIIpoOYRaHHS He npoBopunucs (Oug. n. 2)
npogeoeri 00CniONCeHHs — OOIPYHMYBAHHSL)

8. Kpainu, ne npoBoauiiocs KiiHidHe JHani He HaJlal0ThCH, OCKIJIBKH BJIACHI

BUIIPOOYBaHHA BUNpoOyBaHHs He M[poBoauiucs (Ous. n. 2)
nposedeni 00CaI0NCeHHA — 0OTPYHMYBAHHS)

9. KinskicThs fochipKyBaHIX Jlani  He  HaJAlOThCd,  OCKINBKM  BNACHI
BUNPOOYBaHHA HE MpPOBOJAMIHCA (Ous. n. 2)
npoeederi 00CNI0JUCEHH — 0OTPYHMYBAHHS)

10. MeTa Ta BTOPHHHI LiJ1 KIiHIYHOrO Jaui He HaAl0ThCH, OCKIJIBKH BJIACHI

BUIPOOYBaHHs BUNIpOOYBaHHA HE TMpPOBOJAMIMCA (Ous. n. 2)
npoeederi 00CHiOdCeHH — 0OTPYHMYBAHNA)

11. Ju3aitn Ki1iHIYHOTO BUNPOOYBaHHS Jlani  He  HAJAIOTBCH,  OCKIJIBKM  BJACHI
BUNpOOYBaHHA HE [pOBOAMIMCA (Ous. n. 2)
npogedeni 00cnioHcenHs — 0BTPYHMYBANHS)

12. OcHOBHI KpUTEPiT BKIIOUEHHS JHawui He HaJlal0ThCH, OCKIJIBKH RJIACHI
BUMpPOOYBAaHHS He MpOBOAMIMCA (Ous. n. 2)
npogedeHi 00CniOdNCeHHs — 0DIPYHMYBaHNS)

13. NocnipkyBaHuii Jlikapchkuit 3acio, Jlani He  HAJAIOThCH,  OCKIJIBKM  BJacHi

crnoci6 3acTocyBaHHs, cuia Ait BUNPOOYBaHHSA HE TMpPOBOJAMIMCS (Ous. n. 2)
npoeedeni 00CNIQHCeHHS — OOTRYHNYBAHHS)

14. Ipenapat nopiBHsHHS, 1034, cI10ci0 Ilani  He  HaJalOThCs,  OCKIJIBKM  BJAacHI

3aCTOCYBaHHS, cUia Iil BUMpOOYBaHH He MpoOBOAMIMCS (Jug. n. 2)
npoeedeHi 00CniOdNCeH A — 0OIPYHMYBAHHS)

15. CynyTHs Tepanis Iani  He  HajalOThCs,  OCKINBKM  BIACHI
BUNpoOYBaHHA HE TMpOBOAMAMCHA (Ous. n. 2)
npoeedeni 00CAiONCeHHA — 0OTPYHMYBAHHSL)

16. Kputepil onlinku eeKTUBHOCTI Jlani  He  HajgalOThCsA,  OCKINIBKM  BJIACHI
BUNPOOYBaHHS HE NPOBOAMIHMCA (Jug. n. 2)
nposedeni 00caiOdceH s — 0OTPYHMY6AHHS)

17. Kpurepii oulinku 6e3neku Tani  He  HajalOThCs,  OCKIJIBKM  BJACHI
BUMPOOYBaHHS He TpOBOAMIHCA (Oug. n. 2)
npogedeni 00CNiOHCeHHs — 0BTPYHMYGaNHS)

18. CraTucTHuHi MeTOaAU Jlani  He  HAJalOThCS,  OCKIIBKM  BJIACHI
BUNPOOYBaHHS He IMPOBOAMIMCS (Oug. n. 2)
nposedeHi 00ChiOKceHHs — 0OIPYHMYBAHHS)

19. lemorpadiuHi noka3sHUKH JlaHi He  HajalOThCA,  OCKUIBKH

JOCIIiJIKYBAHOT MOMy ALl (CTaTh, BiK, paca,| BUNpoOYyBaHHA HE TPOBOIMIINCS

TOII10) npogedeni 0ocaiodcenus — 00IpyHm




20. Pe3ynbraTi epeKTHBHOCTI Jani  He  HaLalOThCH,  OCKUIBKM  BJACHI
BUNpoOyBaHHS He NpPOBOAMIIMCA (Oug. n. 2)
npogederi 00CIONHCeHHA — OOTPYHMYBAHHA)

21. PesynsraTi 6e3neku Jlani  He  HaJalOThCS,  OCKINBKM  BJACHI
BHNIPOOYBaHHA He TPOBOAMIHCA (Oug. n. 2)
nposedeHi 00CHIONCEHHA — OOTPYHMYBAHHS)

22. BucHOBOK (3aKJIIOYCHHS) 3rizno makazy MO3 Vkpainn Ne 426 Bin
26.08.2005 p. (3i 3minamu) THN peecrpauiiinof
¢dopmu Ha «['eHepuuHuii Jikapchbkuii 3acit»
JaHi KIiHIYHAX J0C/IIIKeHb:

«..JJIsl TeHePHKIB He HAJAIOTHbCS pe3y/bTaTH
BJIACHUX TOKCHKOJIOTTYHHX T2
¢papmakostoriunux BUNpo6yBaHb abo
KJIHIYHHX JOC/TiKeHb. .. ».

Honatok € 6GiGaiorpadgiunum aogaTkoM, sSIKHi
NOCHJAETLC HA HAYKOBY JiiTepaTtypy /s
aemoHcrpanii  Oesnekn Ta  edeKTHBHOCTI
NPOAYKTY. }
Cxknaan axtueHoi peuoBnnun JIITOKAIH 20
mr/ma AJIPEHAJIIH 0,005mr/ma AI'ETAH,
po34YHH Jif) b in’ exniii ineHTHYHHIA
opurinansHomy npenapaty KCHJIOKATH 20
mr/ma AJIPEHAJIIH 0,005 mr/ma, po3uuH auas

iH'exuii.
TakuM 4HHOM, 3asiBHHK He I0JaBATHME
NOAATKOBI KJiniyni Jani/qokasu s

nemoncrpanii  Geamekn Ta  edeKTHBHOCTI
Jikapcekoro 3acofy, a oOmIHKAa KOPHCTI Ta
PU3HKY pa3oM 3 Yyci€lo iHmow HeodXiaHOIO
indopmaunicio rpyHTYBaTHMEThCH HA JOCTYIHIH
aiteparypi. Kpim Toro, jikapebknii 3acib
3asiBHHKa Mae Takuid camuii SKiCHMA Ta
KiJbKiCHHIT CKJIaA 32 [il04010 pe4YOBHHOIO, a
TaKoXK Ty camy apmauesTnuny dopmy, mo i
pedepenTHnii Jgikapcbkuii 3acid. Jdomimkwu i
NMPOAYKTH po3najay NOBHICTIO
XapaKTepH3YIOThes | He BHXOAATL 32 PaMKH
NpPUITHATHX CTAHJAPTIB.

Laboratoire AGUETTANT,

1 Rue Alexandar Flaraing

GO007 LYON - FREANLI I 1

HaykoBi Ta peryisTopHi MUTaHHS Ta

noctyn no puHky [onoBHHiT odiuep (niamic)
— Laboratoire AGUETTANT Jensdhina ®OPHAC
(I.1.B)

{Hopadox donosneno nosum Jodamrkom 30 32iono 3 Haxkazom Minicmepemea oxoponu 300pos'a Ne 1528

8id 27.06.2019}
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