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Annex 29

to the Procedure of registration materials examination of medicinal products,
submitted for state registration (re-registration).

as well as expert review of material for changes to registration materials
during the validity of the registration certificate

(art. 4, section IV)

L. Name of medicinal product (if available - DEXMEDETOMIDINE-BAXTER

number of registration certificate):
(Dexmedetomidine Hydrochloride 100 ug/mlL.
Concentrate for Solution for Infusion)

1) the type ol medicinal product for which the Generic Medicinal Product
registration was made or planned

2) the undertaken study: o yes e no ifnotexplain

Dexmedetomidine Hydrochloride Injection was first approved in 1999 as the product PRECEDEX
(Abbott Laboratories) by the U.S. Food and Drug Administration (US-FDA) for sedation of initially
intubated and mechanically ventilated patients in an intensive care unit setting. In the European
Union, Dexmedetomidine Hydrochloride Injection was approved by the Furopean Medicines
Agency in 2011, Since these initial approvals, numerous non-clinical and clinical studies have been
reported and published within the public medical and scientific literature. For example, from 2002
to 2021, 2.299 publications were retrieved from 656 academic journals with 48,549 co-cited
references by 2,335 institutions from 65 countries/regions [Kong et @l. (2023) A comprehensive
overview of clinical research on dexmedetomidine in the past 2 decades: A bibliometric analysis.
Frontiers in Pharmacology 14:1043956].

Given the extensive clinical experience and established safe use of Dexmedetomidine
Hydrochloride Injection, the Baxter manufactured generic medicinal product.
DEXMEDETOMIDINE-BAXTER (Dexmedetomidine Hydrochloride 100 ng/ml, Concentrate for
Solution for Infusion). is deemed safe for clinical use as indicated with no additional (new)
preclinical (non-clinical) studies being warranted since the product impuritv profile is in
compliance with [CH Q3B.

According to Article 10 (1) of Directive 2001/83/EC the applicant is not required to provide the
results of preclinical tests and clinical trials if the applicant can demonstrate that the medicinal
product is a generic medicinal product of a reference medicinal product. Considering a generic
medicinal product application for DEXMEDETOMIDINE-BAXTER. no additional preclinical
studies have been conducted for the said active pharmaceutical mgredient, formulation, or product.

2. Pharmacology:

L) primary pharmacodynamics Not Applicable
2) secondary pharmacodynamics Not Applicable
3) safetv pharmacology Not Applicable
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4) pharmacodynamic interactions
3. Pharmacokinetics:

1) analytical methods and reports concerning
their validation

2) absorption

3) distribution

4y metabolism

3) excretion

6) pharmacokinetic interactions (preclinical)
7) other pharmacokinetic studies

4. Toxicology:

1) single-dose toxicity

2) toxicity in case of repeated injections

3) genotoxicity:
invitro

in vivo (mcluding additional toxicokinetic
assessment)

4) carcinogenicity:
long-term studies
short-term or medium-term studies

additional research

3) reproductive toxicity and toxic effects on offspring development:

impact on fertility and early embryonic
development

embryotoxicity
prenatal and postnatal toxicity

studies in which the medicine is administered
to offspring (non-mature animals) and/or
evaluated for long-term eltects

6) local tolerability

7y additional toxicity studies:
antigenicity (antibodyv formation)
immunotoxicity

study of mechanisms of action

drug dependance

Not Applicable

Not Applicable

Not Applicable
Not Applicable
Not Applicable
Not Applicable
Not Applicable
Not Applicable

Not Applicable
Not Applicable

Not Applicable

Not Applicable

Not Applicable
Not Applicable
Not Applicable

Not Applicable

Not Applicable
Not Applicable

Not Applicable

Not Applicable
Not Applicable
Not Applicable
Not Applicable
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metabolite toxicity Not Applicable
toxicity of impurities Not Applicable
other Not Applicable
5. Conclusions on preclinical study Not Applicable
Applicant (holder of

registration

certificate)

Jeffrey C. White

& rr
(signature)

Jeffrey C. White, Ph.D.. D AB.T.
Vice President, Pre-Clinical Toxicology
Baxter Healthcare Corporation
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Jonatok 29

1o [Topsaxy npoeeneHHs excriepTUsd
peecTpauiifHuX MaTepialiB Ha TIKapChKi 3aCO0H, 1110
NOJAOTECA HA JePIKaBHY PEECTpALIiO
(mepepeecTpalilo), a TAKOXK eKCTIEPTH3H MaTepiais
TIPO BHECEHH 3MiH JI0 PeecTpaliifHuX Marepiais
MpOTATOM Jiii peecTpauifiHOro MocBia4eHHs

(myHKT 4 po3ainy 1V)

3BIT
PO XOKJIiHIYHI JocHiTzKeHHS

1. Hazera nikapcekoro 3aco0y (3a AEKCMEJIETOMIJIMH-BAKCTEP

HasiBHOCTI - HOMEp peecTpauiifHoro

; (aexemeneToMiinHy rigpoxiaopua 100 MKI/MIil, KOHIIEHTPAT /s
MOCBIAYEHH):

PO3UUHY 1714 iH(Y3ii)

I) Tun JmiKapchKOro 3acody, 3a AKUM
npopoauiacs abo mnaHyeTbes

) I'enepuunuii nikapcekuii 3acid
peecTpanis

2) nposeeHi JOCHiIKEHHS ~ TaK E Hi  SKWO Hi, 00IpyHTYBATH

JlekcmeneTomiiMHy ripoXaopua Juis iH ekuii Oy ynepiue 3apeecTpoBaHMid YIIPaBIiHEAM 3 KOHTPOIIO 33
AKICTIO Xap4oBUX NMpoaykTiB i MeaukamenTis CIIA (US-FDA)y 1999 poui sik npenapar PRECEDEX
(xommawii Abbott Laboratories) i ceauii namieHTie, Ki micis1 npoBeAeHHs iHTy6aLii OTPUMYIOTE TITYHHY
BEHTHJIALIO JIETeHb Y BiUTIIEHHAX iHTeHCHBHOI Tepamnil. Y €sponeiicekomy Coro3i IeKCMEIETOMIMHY
riipOXJIOpHA i 1K’ eKuii Oyo 3apeecTpoBaHo €BPOIEHCHKMM areHTCTBOM 3 JIKApChKUX 3aco6iB y 201 1
poui. ITicas uux moyaTkoBMX peecTpaliil Hagxoaua iHdopMaLia Npo YKMCIeHHI JOKAIHIYHI Ta KIHIYH]
JOCIKeHHsA, AKi Oy/u onMcaHi B myGmidHii MequuHil Ta HayKoBii itepatypi. Hanpukmaz, 3 2002 poky
1o 2021 pik 6yno 3naiineno 2299 myGnikauii y 656 HayKOBMX KypHanax i3 48 549 nepexpecHuMu
[IOCHJIAHHAMH, aBTOPH AKUX HaexaTh 10 2335 ycraHoB 3 65 kpain/perionis. [Kong ef al. (2023) A
comprehensive overview of clinical research on dexmedetomidine in the past 2 decades: A bibliometric
analysis. Frontiers in Pharmacology 14:1043956].

Bpaxoryroun BeJMKHI KITiHIYHMI JOCBi i J0BeIeHy Oe3MeuHiCTh 3aCTOCYBaHHA JEKCMEIETOMIJHHY
CLAPOXJIOpHY /UIA iH €Ki, BUpoGieHuii komnaHnielo «bakcrep» (Baxter) reHepuynuii nikapcsKuii 3aci6
JAEKCMEJIETOMIZIMH-BAKCTEP (nexcmeneromimuny rimpoxaopua 100 MKr/MII, KOHIEHTpAT A1
po3uuHy A1 iH(Y3iif) BRaKaeThes Ge3neuHuM I KIIHIYHOro 3acTOCYBAHHA 3TIHO 3 MOKa3aHHAMM 0e3
HeoOXIHOCTI NPOBEIEHHS N0JATKOBHX (HOBHX) TOKTIHIMHHX NOCTIPKEHb, OCKLIBKH Mpodine JoMilIok
npenaparty Bianosigac Bumoram [CH Q3B.

3rimno 3i cratrero 10 (1) Jupextusu 2001/83/EC Bin 3asBHUKA He BUMAra€ThCs HAAABATH Pe3yiIbTaTH
JAOKTIHIYHHX JOCITIKEHD | KIHIYHMX BUNIPOOYBaHb, AKIIO 3aBHUK MOXKE MPOJEMOHCTPYBATH, 110
JIIKAPCHKHUH 3aCi0 € reHepUYHHM JTIKapCEKUM 3ac000M pediepeHTHOro JTiKapehKoro 3acody. 3 ornsay Ha
nojanHs 3aseky a1 npenapaty IEKCMENETOMIIMHY-BAKCTEP sk reHepHYHOTO JIIKApCLKOro
3ac00y, J0/JaTKOBI NOKJIHIYHI JOCIII/DKEHHS U 3a3Ha4€HOr0 aKTMBHOTO ()apMalleBTHYHOIO IHrpelicHTa,
CKJIafy JIKapchKoi (OPMU HM [IpenapaTy He NMPOBOIUIUCE.

2. dapmakosoris: ‘

MEPEKNAR 3POBAERO

37 [AHU 3 OPH [HANOM '5*:KPATUinTﬂ;§ )

BoctoBiPHICTD
REPEKAAAY 3ACBIAYYD

Kigayelic H.
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1) meprunHa dhapmakoguHaMika

He 3acrocoByerbes

2) BTOpMHHA (hapMaKoMHaAMIKa

He 3acrocoByetnes

3) dapmaxonoris He3rexu

He 3acrocoByerncs

4) dbapmakoIUHAMIYHI B3aEMOIT

He 3actocoByeTnes

3. dapMaKoKiHETHKA:

1) aHATITHYHI METOAMKY Ta 3RITH
100 TX Bamifawii

He 3acTocoByeThea

2) BCMOKTYBaHHs

He 3actocoByeThes

3) posnogin

He zactocoryeTncs

4) meTabomizm

He 3acTocoByeThes

5) BHBEACHHA

He 3acTocoByeThes

6) hapMaKOKiHETHYHI B3aEMOLil
(noxIiHIYHI)

He 3acTtocoByerncs

7) inmni papMaKoKineTH4Hi
JOCITIKEHHS

He 3acTocoByeThes

4. TOKCHKOIOTIA:

|) ToKCHYHICTB Y pazi OTHOPa30BOI0
BBeIEHHSA

He 3acTocoByerscs

2) TOKCHYHICTB Y pa3i MOBTOPHUX
BBeJIEHb

He 3acTocoByeThes

3) reHOTOKCHUYHICTE:
in vitro

He 3actocoByeTbes

in Vivo (BKJIFOMAOYM JOJATKOBY
OLIHKY 3 TOKCHKOKIHETHKH)

He 3acTocoByerhes

4) KaHUEpOreHHICTE:

JOBrOCTPOKORI JOCITIJIZKEHHS

He 3acTocoByeTses

KOPOTKOCTPOKOBI JOCHIIKEHHA abo
JOCIIIPKEHHS cepeHBOT TPHBAIOCTI

He 3acTocoByeTbes

JIOJATKOBI JOCTIKEHHA

He 3acTocoByeThes

5) penpoayKTHBHA TOKCUYHICTb Ta
TOKCHYHMH BIUIHB HA PO3BUTOK
I0TOMCTBA:

BIUTMB Ha QepTHIIBHICTE 1 paHHiii
eMOpioHanbHUIA PO3BUTOK

He zacTocoByetbes

eMOpIOTOKCHYHICTE

He 3acTocoryerbes

[IpeHaTabHA | IOCTHATAILHA
TOKCHYHICTE

He 3acTocoByeTbes

JIOCITIDKEHHS, TIPH AKUX [1penapar
YBOAMTHCS MTOTOMCTBY
(HecTaTeBO3PIIMM TBapHHaM) Ta/abo
OLIHIOETECS BijiaieHa ais

He 3acTocoByetnes

6) MiclIeBa IEPEHOCUMICTh

7) 1OJATKOBI JIOCHIDKEHHS
TOKCUYHOCTI:

aHTUTEHHICTS (YTBOpEHHS aHTHTIJ)

He 3acTocoryeTtnes

| IMYHOTOKCHYHICTB

He 3acTocoByerbes

IIEPEKNAA 3POBAEHO
3T TAHO 3 OPHT INANON

AocToBIPHICTY
NEPEKAARY 3ACBIAYYSR

Kinayeic H.
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JOCJTIJDKEHHS MEXaHi3MiB aii

He 3actocoByeThes

JTiKapchKa 3a1eKHICTh

He 3actocoByerses

TOKCHYHICTh MeTaboJIiTIB

He 3acTocoByeTnes

TOKCHYHICTB JOMIILIOK

He zacTocoByeThes

iHIIE

He 3acTocoByeTnes

5. BUCHOBKHM LI0JI0 JOKIIHIYHOIO
BHBYEHHS

He 3actocoByeTses

3asBHUK (BJIACHHK peeCTpaLidHOro
MOCBIIUEHH)

/midnucano/
(mipmuc)
Jeffrey C. White (Jlxeddpi C. Vaiir), Ph.D.. D.A.B.T.
Bile-npe3uaenT 3 NOKIiHIYHO1 TOKCUKOJIOTIT,

komnanis Baxter Healthcare Corporation
(ILLB.)

[NEPEKNAR 3POGAEHO
3T LAHO 3 OPHI IHANOM

A0CToBIPHICTD
NEPEKNARY 3ACBIAYYY

Hinayeic H.
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Annex 30

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials

during the validity of the registration certificate
(art. 4, section I'V)

1. Name of medicinal product (if available — number DEXMEDETOMIDINE-BAXTER

of registration certificate):

2. The applicant

3. Manufacturer

4. the undertaken study:

1) the type of medicinal product for which the
registration was made or planned

5. Full name of clinical research, coded number of
clinical research

6. Phase of clinical research

FLAHO 3 OPHT IHAROM

(Dexmedetomidine Hydrochloride 100
ug/mL Concentrate for Solution for
Infusion)

Baxter Holding BV
Kobaltweg 49,
3542 CE Utrecht, Netherlands

Baxter Pharmaceuticals India Private
Limited

Chacharwadi-Vasana,

Ahmedabad - 382213, India.

O Yes o no it not explain

The Baxter manufactured product
formulation contains the same clinical
indications, active substance, strength,
dosage form, posology and method/route of
administration as that of the innovator’s
product.

According to Article 10 (1) of Directive
2001/83/EC, the applicant is not required to
provide the results of clinical tests and
clinical trials if applicant can demonstrate
that the medicinal product is a generic
medicinal product of a reference medicinal
product. Considering a generic application,
no clinical studies have been performed for a
said formulation.

Generic Medicinal Product (Psycholeptics,
Other hypnotics and sedatives)

N/A

N/A

H.B.HINAYP|C




000009

7. Time frame of clinical research N/A

8. Countries where the clinical research was N/A

conducted

9. The number of persons under investigation: planned: N/A
actual: N/A

10. Purpose and secondary objectives of the clinical N/A

research

1 1. Clinical research design N/A
12. Main inclusion criteria N/A
13. Test medicinal product, method of N/A

administration, efficiency

14. Reference substance, dose, method of N/A
administration, efficiency

15. Concomitant therapy N/A
16. Efficacy evaluation criteria N/A
17. Safety assessment criteria N/A
18. Statistical methods N/A

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

20. Efficiency results N/A
21. Safety results N/A
22. Conclusion (evaluation) N/A

Applicant (holder of M e (signature)

registration certificate)

_Jian Wu. Sr. Manager, Medical Affairs / Pharmaceuticals g4N3#

[ {AHO 3 OPHT IHAHOM::i._:
H.B.KINAYP ] '
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Honatoxk 30

Ao [opaaky npoBeeHHs eKCIIePTU3M
PeECTpalifHUX MaTepiaiiB Ha TiKapchKi 3aco0u,
1[0 TIO/IAFOTECA HA JIEPXKABHY PEECTpallito
(mepepeecTpallilo), a TAKOIK EKCIEPTH3U
MaTepiajiB Mpo BHECEHHS 3MiH JI0 peecTpauiitHux
MarepiaiiB IpoTAroM Jiil peectpauidHOro
MOCBigYeHHA

(myHKT 4 pozginy 1V)

NPpo KJiHIYHEe BUNIPOOYBaHHSH

1. Hazga nixapcekoro 3aco0y (3a nassHocrti - Homep JIEKCMEJIETOMIJIUH-BAKCTEP

peecTpaliifHOro NOCBiA4eHH)

2. 3agaBHUK

3. Bupobruk

4. IlpoBeneHi JOCTi IKEHHS:

3riano 3 OPurlnanou
HOCIOHIFH 'C'b Lo Inemmhtaulﬁuuﬁko,q‘ q
NEPEKAAAY 3ACH |AYYy® N et oA

(nexcMeneroMiauHy rigpoxiaopun 100
MKI/MJI, KOHUEHTPAT JUIA PO3YHHY IS
iHby3ii)

bakctep Xonaiur bi.Bi. (Baxter Holding
BV.)

KobGanetser 49, 3542CE Yrpexr,
Hinepnanau (Kobaltweg 49, 3542CE
Utrecht, Netherlands)

BAKCTEP ®APMACBIOTIKAJI3 IHIA
[TPAMBIT JIMITE]I (Baxter
Pharmaceuticals India Private Limited)

YAYAPBAJII-BACAHA, AXMEJIABAJL,
382213, IH/IA (CHACHARWADI-
VASANA, AHMEDABAD, 382213,
INDIA)

O Tak O mi SIKIIO Hi,
oOIpyHTYBaTH

Jlixapcpkuii 3aci6, BUpoOIeHHMI KOMITaHiEr0
«bakcrepy (Baxter), mae Taki cami KmiHiumHi
MIOKa3aHHA, A0y peUOBHHY, KilBKiCTh
JiI0401 pEeYOBUHHU, JIIKApChKY hopmy,
JO3YBaHHSA Ta CMOCIO/MUIAX BBEACHHA, IO i
IHHOBaLIIHHMI Tperapar.

3rijgno 3i crarrero 10 (1) [upextusu
2001/83/EC Bin 3asBHHKA HE BUMAracThbes
Ha/aBaTH Pe3yabTaTHl KIIHIYHHX
JOCHIKEHB | KITHIYHUX BHIIPOOYBAHb,
AKIIO 3aIBHUK MOJKE TIPOJIEMOHCTPYBATH,
L0 JIIKapchKuit 3aci € reHepuuHUM
JIKapChbKUM 3ac000M pedepeHTHOTro -

”%Wfkﬁro sacooé/ KITiHiuHi '

Hinayeic H.



|)) Tun nikapcekoro 3aco0y, 3a IKHM NpoBOAHMIACS
abo m1aHyeThCA peecTpanis

5. TloBHa Ha3Ba KIiHIYHOrO BUNPOOYBAHHS,
KO/IOBaHHMI HOMED K/IiHIYHOTO BUNIPoOYBaHHA

6. ®a3a kniHiYHOTO BUIIPOOYBaHHA

7. Ilepiox mpoBefeHHA KIiHIYHOrO BUIIPOOYBaHHs

8. KpaiHu, 1€ npoBoguiiocs KiiHidHe BUOPOOYBaHHs

9. KinpKicTh JoctipKyBaHHX

10. Mera Ta BropuHHi wiji KIiHI9HOTO
BUITPOOYBaHHS

1'1. Muzaiin kninivHOro BUnpoGyBaHHs
12. OcHOBHI KpUTepii BKIIOYEHHS

13. JlocnimpkyBaHuii ikapebkuit 3aci6, crnoci6
3aCTOCYBAHHS, cuia Jii

14, [Ipenapat nopiBHAHHA, 1034, CIIOCI0
3aCTOCYBaHHS, ciia il

15. CynyTtHs Tepanis

16. Kputepii ouinku edexTHBHOCTI
17. Kputepii oninku 6e3nexu

18. CraTtucTH4Hi MeTOaH

19. Jlemorpadiuni nokazHUKK AOCITIIKYBaHOT
MomyJALii (cTars, BiK, paca, TOIIO)

20. Pe3ynbraT epeKTHBHOCTI
21. Pesynsratu Oe3neku
22. BUCHOBOK (3aKJIHOYEHHS )

3aABHUK (BIACHUK
peecTpainiiHoro
MOCBiIUEeHHS)
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AJ1s 3a3Ha4YeHol Jlikapebkol hopmu
Nnpenapary He IpOBOHINCE.

I'enepuyHui nikapceKuii 3acio
(ncuxonentuusi 3acobu, iHWI cHOAilHI T
CellaTUBHI NpenapaTH)

He 3acTocoByeThes

He 3acTtocoByeThcs
He 3actocoByerscs
He 3actocoByeThes

3allJlaHOBaHa: HE 3aCTOCOBYEThCA
(akTHUHA: HE 3aCTOCOBYETHCA

He 3acTocoByeThCs

He zactocoryeTbes
He 3acTtocoByeTscs

He 3acrocoByeTbcs
He 3acTocoByeThcs

He 3acTocoByeTrcs
He 3actocoByernes
He zacTocoryeTnes
He 3acTocoByeThes

He 3acTocoByeThes

He 3actocoByeThes
He 3acTocoByeTnes
He 3acTocoByeThes

/‘nionucano/
(miamuc)

[[3au6 By (Jian Wu). crapiiuii MeHemxep BULTITY

MEAHYHUKR/PapMalleBTHYHUX IUTAHb

NEPEKAAA 3POBAEHO
3T cAHO 3 OPHT IHAAON

AoCTOBIPHICT
NEPEHARAAY 3ACBIANYD

HKinaypic H.B

dL.1 B.)




