HopaTok 29

0o lNopagKy nposefeHHA eKCcnepTU3Kn peecTpaLiiHuX maTepianis Ha NikapcbKi 3acobu,
W0 NOAAKThCA HA AeprKaBHY peecTpaLito (nepepeectpal,iio),

a TAaKOXK eKCcnepTM3u maTepianiB Npo BHECEHHA 3MiH A0 peecTpaLiiHUMX maTepianis
NpPOTArom fAjii peecTpayiftHoro nocsig4eHHn

(n. 4, po3gin IV)

3BIiT NPO AOKANIHIYHI 4OCAIgKEHHA

1. HallmeHyBaHHA BakTonik, ma3sb Ha3zanbHa 2%
NikapcbKoro 3acoby (3a

HaABHOCTI — HOMep

peecTpauiiHoro

nocsiayeHHsa):

1) TMN nikapcbKoro r6pugHuin nikapcbKuii 3acib
3acoby, 3a AKUm

nposogunaca abo

NNAHYETLCA peeCTpaLin

2) npoBengeHi o Tak V Hi  (aKwWwo Hi, 0brpyHTYiiTE)
LOCNiAKeHHA

MynipouuH, aHTubioTuk, Wo Bupobnaetbca Pseudomonas fluorescens NCIMB
10586, snepwe 6y onucaHui B 1971 poui AK NceBAOMOHOBa KucnoTa
naboparopieto EpHcra YeliHa. P. fluorescens — ue rpyHToBa bakTepis, Aka 3a3Bu4ai
ACoUETbCA 3 MIKPOOHOI CMiNBHOTO, WO MeLKAE NobaAN3y KOpPEeHiB pocivH —
pusochepn. BiH BXoAUTb A0 CNMCKY OCHOBHWMX fiKapcbKkux 3acobis BcecBiTHLOI
opraHisauii oxopoHu 3go0pos’sa. ¥ 2017 poui mynipoumH 6y 186-m HaWvacTiwe
NPU3HaYyBaHUM NiKapcbKum 3acobom y Cnonyyenux LUTaTtax, i3 noHan Tpboma
MiNbAOHaMM NPU3HAYEHb.

2. ®apmakonoria:

1) nepsuHHa MynipouuH iHribye isoneliymn-TpaHcep-PHK-
dapmakoagmHamika CMHTETasy, TUM  CamMUM  3YNUHAOYM  CUHTE3
6akTepianbHoro binka.

MynipoumH mae 6aKTepioCTaTWuHi BNACTUBOCTI Npu
MIHIManbBHUX iHriByoUnX KOHLLeHTpaLiax Ta
bakTepuungHi BMactMBocTi nNpu  BinblW  BUCOKUX
KOHUEHTpaLWiax,  4OCATHYTUX npu Mlcu,eaomy
3aCTOCYBaHHI. " /

MexaHi3m pe3ncTeHTHOCTI
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MerKax 3BUYamHOoro XPOMOCOMHOTO reHa CTE&CI)I!IOKQMIB oW
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(ileS) pna uinbosoro depmeHTy i3oneunn-TPHK-
cuHTeTasn. byno nokasaHo, WO BMCOKWMW piBEHb
cTinkocTi  ctadinokokiB 0bymoBNeHUI OKpemuUm
depmenHTom  i3onerdumnn-TPHK-cuHTETasow,  AKKN
KOAYETbCA NAA3MIA0I0.

BnacHa cTilKicTb rpamHeraTMBHUX OpraHiamis, Takux
ak Enterobacteriaceae, morna 6ytn 3ymosneHa
NMOraHMM MPOHMKHEHHAM 30BHiWHbLOI MembpaHu
rpamHeraTMBHOI 6aKTepianbHOI KNITUHHOI CTIHKMN.

3aBasakuM ocobnusomy cnocoby Aii Ta yHiKanbHIN
XIMIYHIA  CTpYKTYpi  MynipouMH He  BUABAAE
NnepexpecHoi pPe3nCTEeHTHOCTI 3 [HWMMMKU KAiHIYHO
NOCTYMHUMMU aHTUBIOTUKAMMU.

2) BTOpUHHA HA
dapmakoguHamika

3) papmakonoria 6e3nekn Kpem 3 MynipoumMHOM NepeHocUTbCA Tak camo aobpe,
AK LedanekcuH; 9% 1a 13% nauieHTiB NOBIAOMKUAN NPO
nobiuHi aBuMwa, nos'a3aHi abo, MOXIMBO, NOB'A3aHI 3
AO0CNiAXYBaHMMM NpenapaTaMu, y rpynax MynipouuHy
Ta wedanekcuHy BignosigHo. Halbinbw nowrpeHnmm
nobivHMMM AaBKLLaMK B Linomy Bynu giapea Ta HygoTa.
Kpem 3 mynipouMHOM, L0 3aCTOCOBYETLCA TPUYi Ha
AEHb, € HACTINbKW X e(deKTUBHUM Yy KAiHIYHOMY
BiAHOWEeHHI Ta nepesBepllye bBakTepionoriuHe
NOPIBHAHHA 3 NepopanbHUM UedaneKCUHOM, AKWNA
3aCTOCOBYIOTb YOTMPW Pa3l Ha OEHb MPW NiKYBaHHI
BTOPUHHO iH(}IKOBaHOI ek3emn obmekeHol rMnbuHu
Ta TAXKKOCTI. Kpem 3 mynipoumHOM nepeHoCUTbLCA TakK
camo aobpe, Ak i nepopanbHUil LedaneKkcuH, i binbLa
4YacTWMHa nNauieHTIB BiAAAE nepesBary MicLeBomy
3aCTOCYBaHHIO, WO  MOXe  CNpMATM  Kpallii
KOMMNANAEHTHOCTI NaLjieHTa.

4) papmakoauHaMI4HI HA
B3aemogii

3. dapmaKoKiHeTHKa:

1) aHaniTuyHi metogn Ta HA,
3BiTWM NpO iX BanigaLito

Mepeknag 3 aHrNIMCLKOT MOBM Ha YKpPaiHCbKY MOBY BUKOHaHO nepeknanadvem LWynesroto 1.B. 7
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2) NOrNAMHaHHA CucrtemHe BCMOKTYBaHHSA MynipouuHy  nicns
MIiCLEeBOro 3acTocyBaHHA MynipouuMHoBOiI Masi Ha
3,0POBi/ Ta A€PMATONOrIYHO XBOPIW WKipi. CucTemHe
NMPOHMKHEHHA MicLeBOro aHTMHIOTMKa, MynipouuHy,
He MO)XHa Byno BMMIpPATKM 33 AONOMOroK nNpenaparty
Ha ocHoBi nonietuneHrnikonto (MEF), konu ogHy Ao03y
(npnbansHo 3000 mr mynipounHy) 3acTocoByBanun Ha
70-80% wWKipK 300pOBUX XKIHOK (n = 6 ) | NoOKpuBanu
OKN03ilHOIO  noB'A3Kol  npotarom 8  roAuH.
HewopaBHo BuNylleHWn y npoaask 6innii m'akuil
napadiHoBUIA NpenapaT KanbLieBOi coni MynipouuHy
(C-WSP), po3pobneHuit pgas  iHTpaHasanbHOro
BBEJEHHA, TaKOoX  He  Aas BUMIpPIOBAHOIO
NPOHWUKHEHHA, Konu eKBiBaNeHTHI KinbKocTi
3acTocoByBanuM TUM CaMMM 300pOBUM CyB’ekTam.
AKLLO NPOHMKHEHHA Biabynoca, ue byno meHwe 0,2-
0,3% Bin, nikapcbKkoi dopmu Ha ocHoBi MEM i meHLwe
0,3-0,9% Big C-WSP. lpOHWMKHEHHA MYyNipoUUHY 3
npenapaty C-WSP nepeBipanoce B noganbliomy
OOCNIAXEHHI Y LWeCTM NaLiEHTIB, AKI CTpPaXK4aloTb Ha
ncopias abo exksemy. Y 3pa3skax nnasmu Ta ceudi,
BifibpaHMx nia 4ac AocnigKeHHsa, Bynum BU3HaueHi
CNiaM OCHOBHOrO MeTaboniTy — MOHIEBOI KUCNOTH.
BuBeaeHi 3 ceveto KinbkocTi ctaHosunu go 0,4-0,6%
Bif, 3acTtocoBaHoi A03u. 3pobneHo BUCHOBOK, LWO
NMPOHUKHEHHA MYyNiPOLMHY 3 NikapcbKoi popmm C-WSP
byno pgewo 6GinbWwKMM nNpyM  3acTOCYBaHHI  Ha
HEenoLWKOAMKEHIN  LWKipi, HiXX Ha NOLWKOAKEHIN
340poBii WKipi. KinbKicTb NOrnMHEHOro mMynipoumHy
BCe we byna He3HauyHo. MynipounH bye besaneyHum
i pobpe nepeHocuBcA 340pOBUMM cyb'ekTamu Ta
nawieHTamu 3 ncopiasom/exk3emoto.

3) po3nogin MoBiAOMNAETbCA, WO 3B'A3YBaHHA MYMiPOUMHY 3
6inkaMu CTaHOBUTL NOHaZ 95%.

4) metabonizm Micna  BHyTpiWwHbOBeHHoro abo  nepopanbHOro
BBEAEHHA  MyNipouUMH  NiAAAETbCA  WBUAKOMY
neyviHKkoBomy meTaboniamy 3 yTBOPEHHAM OCHOBHOTO
MeTaboniTy MOHIEBOI  KMCNOTHM, WO He Mae
aHTubakTepianbHOi aKTUBHOCTI. byap-aka KinKICTE
MYMIPOLUMHY, WO HaAXoaAnTb Y CMCTEMHMm KpOBQb6|r
weMaKo metabonisyerbea 3 VTBODEHHHM. He,arf,, UBHO
MOHIEBOI KMCNOTW, fAKa BwBop,MTbc;l“ HIft Q’f) (6]
eKCKpeL,i€eto. 2 4

%// 7
Mepeknaz 3 aHrNiMCLKOT MOBW Ha YKPATHCbKY MOBY BUKOHaHO nepeknagavem LWynbroto |.B. / /
/.

@OM i M B o



5) BuBEAEHHA Micha BHYTPIWHBLOBEHHOrO BBEAEHHA HATPIEBOI coAi
MynipounHy (mo3u, eksiBaneHTHi 3,2-252  mr)
300p0BMM A0OpPOBONBLAM NPU MEHLLMX A03aX NOHa/,
90% BuBOAMNOCA HUPKaMKU npoTArom 6—12 roamH,
Toai AK nuwe 56% BMBOAMNOCA UMM LUAAXOM Micas
HaMBMLLOI [03U. HeaMiHeHUH MynipouuH BUABAAAN B
cedi Anwe nicna npuitomy 125 1a 252 mr, Ta 1 To Anwe
Y HU3bKUX KOHLeHTpauinax (4,6%), WO BKa3ye Ha Te, Lo
npu UMX PiBHAX 003M PepMeHTaTUBHMIA rigponis Ao
MOHIEBOT KWCNOTM HabAWMKAETbCA [0 HACUYEHHA
(BeiHc Ta iH., 1984). MynipouWH WBMAKO BUBOAMBCA 3
nnasmu 3 nepiogom HanisemeegeHHA 19 1a 35 xBUAMH
y 300poBux AobpoBobLiB nicna npuiiomy 125 Ta 252
Mr BignosigHO. Y Mipy 3HWKEHHA KOHUeHTpaujii
MYMipOUMHY B MAa3mi KPOBi KOHLEHTpauia MoHieBOi
KMCNOTU B nNNasmi 3poctana, xoya uel metabonit
TaKoXX  WBMAKO BMBOAMBCA | MaB  nepiog
HanisBuBeaeHHsA 60 XBUAUH.

6) papMaKoKiHeTUYHI MOAHUX NiIKAPCbKUX B3aEMOAIN He BUABNEHO.
B3aemoga,ii (AoKNIHIuHI)

7) iHwi papmakrokiHeTnuHi H/
DOCNiAXeHHA

4. ToKkcuKonoria:

1) TOKCUYHICTB MepopanbHe 3HaveHHs LD50 mynipouuHy y lwypis
O4HOKpPaTHOI 403U CTaHOBWUTL 5000 mr/Kr.

2) TOKCUYHICTB [ocnipyKeHHA TOKCMYHOCTI  ANnsa  pO3BUTKY Bynu
baraToKkpaTHux 03 npoeegeHi 3 NiAWKIPHAM BBeLEHHAM MYNipouuHy

Lypam i Kponukam B fo3ax Ao 160 mr Ha Kr B AeHb nig,
yac opraHoreHesy. s po3a 8 22 i 43 pas3u BignosigHo
nepeBuLLyE MicLeBy 403y AnA nogauHu (npubansHo 60
MI MyNipoOUMHY Ha AEHb), BUXOAAYM 3 PO3PaxyHKiB
0034, NoAiNeHOI HA BCH NAOLLY MOBEpxHi Tina.
CnocTtepiranaca MmaTepuUHCbKa TOKCMYHICTb (BTpara
Macu Tina / 3HUMKEHHA TPUPOCTY Macu Tma i
CKOpO4YeHHA roayBaHHA) B obox Bugis 6es O3HaH
TOKCUYHOCTI ONA PO3BUTKY Y LWypis. 'Y KpOﬁHKJB
HaZMipHA MaTepUHCbKa TOKCUYHICTb Y Buconwxou}déax N34
He [03BO/IANA OUIHUTKM pesynbTatM Ans. ruyp%a CAYp }_
KpPONUKiB He Byn0 TOKCMYHOCTI AnA poaamuy npm ﬁgyai i L
40 Mr Ha Kr B ieHb, 1o B 11 pa3is nepeBulLLyE MlCLJ,EBV
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3) reHOTOKCHYHICTb:
in vitro

in vivo (BKno4aoum
[A0AATKOBY OLLiHKY
TOKCUKOKIHETUKM)

4) KaHUEpOreHHICTb:

[0BrOCTPOKOBI
O0CNIAMEeHHA

KOpOTKOCTpOKOBI abo
CepeiHbOCTPOKOBI
[OCNiAXeHHA

[0AAaTKOBI AOCNIANKEHHA

5) penpogyKTuBHa
TOKCUYHICTb Ta TOKCUYHMIA
BNJIMB HAa PO3BUTOK
noTOMCTBa:

403y ANA NI0AWHW, BUXOAAYM 3 PO3paxyHKiB [03M,
NoAineHoi Ha BCHO NAOLLY NOBEpPXHI Tina.

JocnigxeHHA, nposeAeHi 3 MynipoLMHOM KanbL,iio Ta
MYNIipOUMHOM HaTpito in vitro i in vivo, He BUABUAU
NOTEHLLIAHOT reHOTOKCUYHOCTI: N03annaHOBUIA CUHTE3
AHK nepBuMHHMX renatouuTiB wWypa, aHaniz ocagy Ha
po3pueu naHutoris [AHK, Tect Ha peBepcito canbmoHen
(rect Eimca), aHaniz mytauii Escherichia coli,
meTadasHMii aHanis NimbouMTiB NOAWHK, aHani3
niméomu muwen i aHania Mikpoagep KiCTKOBOro
MO3KY Y MULLIEN.

JaHi € aHanoriyHMMKM A0 AAHUX ANA TEeHOTOKCUMYHOCTI
in vitro.

JocnigyeHHA, nposeaeHi 3 MynipoLMHOM KanbLito Ta
MYNipOUMHOM HaTpito in vitro i in vivo, He BUABUAMU
NOTEHLiMHOI reHOTOKCUYHOCTI: MO3an/IaHOBUI CUHTES
JAHK nepsuHHMX renaToumTis Wypa, aHanis ocany Ha
po3puBu naHutorie HK, Tect Ha peBepcito caabMoHen
(tect Eimca), aHaniz mytauii  Escherichia coli,
meTadasHUit aHanis nimpouuTiB NOAUHM, aHani3
nimpoMmu MUeH | aHania Mikpoagep KiCTKOBOro
MO3KY Y MULLEN.

HA,

HA

HA

Kateropia BaritHocTi B. [ocnig)eHHa penpoaykLii
NPOBOAWAM Ha Lypax Ta KPOAMKax i3 3aCcTOCYBaHHAM

MyMipouMHY NIAWKIPHO y Ao3ax A0 22 Ta 43 pasu
BIANOBIAHO A0 MicueBOi [03M  ANA -~ NOAUHU g
(npubnunsHo 60 mMr mynipouMHy Ha ,u,o6y) ‘Ha OCH?BP

Mr/M? | He BUABMIW XKOAHWUX [OKa3iB LUKOAM Mfo,

cnpuymMHeHoi mynipourHom. OaHak, ap,eKBaTkﬁJxMr;”’f’

i )

nobpe KOHTPONLOBAHUX AOCNIAMEHDb Y BarlTHbQ(‘iklt?;oH ‘f
Hemae. OCKINbKM  JoCnigMKeHHA Ha TBapmHax —rﬁe/

u_,_,
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BN/AMB Ha GEepPTUNBHICTb Ta
paHHi embpioHaNbHUI
PO3BUTOK

eMbpioTOKCHMYHICTD

npeHaTaZibHa Ta
MOCTHATaNbHa TOKCUYHICTb

LOCNIAKEHHA, B AKUX
npenapaT BBOAATb
noTomcTBy (cTateBo
He3pinMm TBapuHam)
Ta/abo ouiHtoOTHCA
[LOBroCTPOKOBi edeKTu

6) micuesa
nepeHoCUMIcTb

7) noaaTKoBI
OOCAIAMEHHA
TOKCHUYHOCTI:

Mepeknaa 3 aHrNIMCbKOT MOBMW Ha YKpaiHCbKY MOBY BUKOHaHO nepeknagayem LLynbroto 1.B.

3aBX¥AM [03BONAIOTL NepenbaynT peakLito NIoANHM,
uel npenapat Ccnif4  BMKOPMCTOBYBATM nif  yac
BariTHOCTI TiNbKM Yy pasi KpalHboi HeobxigHOCTI.

Y  pocnigkeHHi depTtunbHocTi / penpoayKTUBHOI
34aTHOCTI (3 A03yBaHHAM Nif Yac nakTauii) MynipouuH,
AKMIA BBOAWAM NiALWKIPHO camuam i camKam Lypis B
Aozax Ao 100 Mr Ha Kr Ha fAeHb, wo B 14 pasis
nepesuLLye MmicueBy 403y AnsA NoAuHKU (NprubausHo 60
MI MYNipOLWHY Ha leHb) Ha OCHOBI PO3PaxyHKY 03M,
noAineHoi Ha BCHO NAOLLLY NOBEPXHIi Tila, HE NPU3BOAUB
A0  nopyweHHs depTuabHOCTI abo  3HWMKEHHs
penpoAyKTUBHOI GYHKLIT, NOB'A3aHMX 3 MYNipOUMHOM.

HA

MynipoumH, Wo BBOAMAM lWypam MNIAWKIPHO B
[OCNnigeHHi npe- | MNOCTHAaTa/bHOTO  PO3BUTKY
(mo3yBaHHA Ha nNi3HiX TepmiHax BariTHOCTI i B nepiop,
NaKTaUii), acouiloBaBCA 3i 3HUMKEHHAM KUTTE3[ATHOCTI
NOTOMCTBA B pPaHHbOMY NICAANOAOrOBOMY Mnepiofi B
003i 106,7 mr/Kkr 3a HaAaBHOCTI NOAPA3HEHHA B MicLi
iH'ekujii Ta/abo niawkipHoi KpoBoTeui. Lla oo3a B 14
pasiB nepesullye MmicueBy A03y ANA  NOOWHM,
BUXOAAYN 3 PO3PaxyHKIB 4034, MNoAineHoi Ha BCKO
nAaoLwy noeepxHi Tina. PieeHb BiACYTHOCTI BUABNEHUX
Hecnpuatnuemx edekrtis (NOAEL) cknas 44,2 Mr Ha Kr
B AEHb, WO B 6 pasiB NepesuLLyE MicLeBy A03Yy ANA
NOANHU.

HA

HA

HA,
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aHTUreHHicTb (yTBopeHHa H/
aHTUTIN)

iMYHOTOKCHMYHICTb HAO

BUBYEHHA MeXaHiamis aii  HI

NiKapCbKa 3anexKHicTb HAO

TOKCUYHICTb MmeTabonitis  HA

TOKCUYHICTb A0OMILLOK HAO
iHWe HO
5. BUCHOBOK Woa0 Ha 3akiHYyeHHA cnig 3a3HaAYMTHM, WO TOKCHMYHUNI
OOKNIHIYHOrO noTeHLian MynNipoLUHY bys nobpe
DOCNigeHHA OXapaKTepu30BaHUWA Yy BEAMKIN cepil AOKNIHIYHMX

pocnigeHb. OCHOBHMM edeKTom, noB'A3aHUM 3
NiKyBaHHAM, 0Oyna BigCYTHICTB TOKCMYHOCTI, WO
CNOCTEpPIraeTbCA B AOCNIAMEHHAX  TOKCMYHOCTI
NOBTOPHUX [A03 Ha Wypax i Kponaumkax. [aHi umx
AOKNIHIYHUX AOCNIAMEHb NIATBEPANYIOTb KAIHIYHE
BUKOPWUCTAaHHA MyNipouWHy ansa nikysaHHa MRSA.

3anBHUK (BNACHMK

peecTpaLiiHoro

noceigveHHs) O-p Canpgpxann Miwpa
AcucTeHT reHepanbHoro AuvpeKkTopa 3
bapmakoHarnagy

MNepeknaz 3 aHINIMCbKOTI MOBM Ha YKPAiHCbKY MOBY BUKOHaHO nepeknagadvem Wynbroto 1.B. ///
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Hopatok 30

Ao MNopaaky NnpoBeAeHHA eKCNepTU3N peEecTpaLiiHMX maTepianis Ha NikapcbKi 3acobu,
L0 NOAaTLCA Ha AepPIKaBHY peecTpaLito (nepepeecTpau,io),

a TAaKOXK eKCnepTW3n matepianis Npo BHECEHHA 3MiH A0 PeECTpaliiHnx matepianis
NpPOTArom fAii peecTpauyiitHOro NOCBiAYEHHA

(n. 4, po3ain V)

3BIT NPO KAIHIYHI goChigXKeHHA

1. HalimeHyBaHHSA nikapcbKoro 3acoby (3a bakTonik, ma3b Ha3zanbHa 2%
HaABHOCTI — HOMep peecTpaLiiiHoro
nocBiAYeHHA):

2. 3aABHUK Kusum Healthcare Pvt. Ltd (IHgia)

3. BupobHuk Kusum Healthcare Pvt Ltd, SP-289 (A), RIICO Industrial
area, Chopanki, Bhiwadi, Dist. Alwar (Rajasthan) (IHgjn)

4. MpoBeAeHi AoCNigKeHHA: 0 Tak v Hi  (AKWo Hi, 0brpyHTYTE)

Mpenapatv baktonik®, ma3b HasanbHa, 2% w/w, BupobHuuTea Kusum Healthcare Pvt. Ltd (lHgis) Ta
baktpo6aH®, masb HasanbHa, 2%, BupobHuutea GlaxoSmithKline (BenukobpwuTtadina), € nikapcbKumu
3acobamu ana MmicueBoro 3actocyBaHHa. [na uiei rpynu npenapatie 6yno o6paHo nopiBHANbHE
[OCNioKEeHHsA Woao aHTubakTepianbHOT ePEeKTUBHOCTI in vitro ANA [OKa3y eKBiBaNeHTHOCTI pedepeHTHOMY
npenapaty. 3rigHO 3 pes3ynbTaTaMu, OTPUMAHUMKM B Pe3ynbTaTi aHTUOaKTepianbHOTO AOCNIAMKEHHA, AK
HOBUI NiKapcbKuit 3acib, Tak | pedepeHTHMIA npenapaT € A0CTaTHbO edeKTUBHMMMK 3acobamu Ans
CTPUMYBAHHA POCTY MiKPOOpPTaHi3miB.

1) TMn nikapcbKoro 3acoby, 3a AKUM rbpuaHuin nikapcoKuii 3acid
npoBoaunaca abo NNaHyeTbCA peecTpalin

5. MoBHa Ha3Ba KNiHIYHOro BUNPobyBaHHA, HAO
KOA0BaHWUI HOMEpP NPOTOKO/Y KNiIHIYHOrO
BUNpoOyBaHHA

6. ®a3a KniHiYyHOoro BUNPOOYBaAHHA HO
7. MNepioa, KNiHiyHOro BUNPO6YBaHHA HO
8. Kpaiuu, ne nposogmnoca KniHiyHe HAO

Nepeknap, 3 aHrNIMCbKOT MOBM Ha YKpaiHCbKY MOBY BUKOHAHO nepeknagayem LWynwroto |.B. /W/
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BMNPOOYBaHHA

9. KinbKicTb gocnigKyBaHnx HAO

10. OcHoBHa meTa Ta BTOPMHHI Lini HA,
[OCNiOMEHHA

11. nsaitH KNiHiyHOro BUNpPobyBaHHA HO
12. OCcHOBHI KpuTepii BKAOYEHHA HA
13. JocnigxysaHuii npenapar, cnocib HA,

3acTocyBaHHA, cuaa Aaji

14. Mpenapart NopiBHAHHA, A03a, cnocib HO
3acTocyBaHHA, cuaa gii

15. CynyTHa Tepanis HA
16. Kputepii ouiHkn edeKTHOCTI HA
17. Kputepii ouiHkm Be3neku HAO
18. CTaTUCTUUHI meToaM HAO

19. [lemorpadiyHi NoKasHUKKM gocnigkysaHoi  H/
nonynauji (craty, BiK, paca i 1.4.)

20. Pe3ynbTaTh aHanisy epeKkTMBHOCTI HA
21. Pe3ynbTaTy aHanisy 6esneku HAO
22. BUCHOBOK (3aKkntoyeHHn) HA

3anABHUK (BNaCHMK
peecTpayinHoro
noceigyeHHn) Pyuika Ceami
MeHeaKep 3 papmakoHarnaay

Nepeknag, 3 aHrNINCHKOT MOBM Ha YKPAiHCbKY MOBY BUKOHaHO nepeknagavem Lynbroto 1.B. W
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Valid Out-S,de Jndia

Special Power of Attorney

Effective Date and place of | May 26, 2020, at New Delhi.
Issue:
Name and address of the | KUSUM HEALTHCARE PVT LTD, India (hereinafter referred
Company issuing Power of | to as “Company”), registered under Companies Act 1956,
Attorney: on the address - D-158A, Okhla Industrial Area, Phase-l,
New Delhi, India- 110020

Designation, surname, name | Dr. Sanjay Mishra,
of the person to whom Power | AGM — Pharmacovigilance
of Attorney is issued: Kusum Healthcare Pvt. Ltd.

Kusum Healthcare Pvt. Ltd. (hereinafter referred to as the “Company”), a company registered
under the legislation of India at the address D-158A, Okhla Industrial Area, Phase-I, New Delhi,
India- 110020, having the certificate of incorporation bearing No. - 55-85780; represented by
Mr. Sanjeev Gupta, Managing Director, herewith appoints and approves:

» Dr. Sanjay Mishra, Asst. General Manager ~ Pharmacovigilance, Kusum Healthcare Pvt.

Ltd., having Passport No. N 0576712 issued at Delhi, India on 20.07.2015 (hereinafter -
Attorney)

As true and lawful attorney of the Company, empowering him to create, revise and sign the
materials to registration dossier that relate to Non-clinical trial of medical product and Non-
clinical Trial Report and Pharmacovigilance documents that related to registration dossier
medical product.

The powers under this power of attorney may not be transferred to third parties. The power
granted by this document, authorities and competence of attorney comes into effect from the
date of document and will be valid until 31/12/2023.

In witness whereof; the present document is signed for and on behalf of the company by its
Director and is affixed by Common Seal.

For & on Behalf of
Kusum Healthcare P

_~"_SANJEEV GUPTA
S
/%“’ {Managing Director)
£ Place: New Delhi
Date: May 26, 2020

On this date appeared before me and said Sanjeev Gupta personally known to me and duly
acknowledged to me that he executed the above instrument. In testimony whereof | have
hereunto subscribed my name and affixed my offac;a;égamn this-gay of May 26, 2020.

Notary Public, New Delhi, India AT Zy .

Print name of Notary:

My Commission Expires:




Valid Out-S.de Indis

Special Power of Attorney

Effective Date and
place of Issue:

May 26, 2020, at New Delhi,

Name and address of
the Company issuing
Power of Attorney:

KUSUM HEALTHCARE PVT LTD, India (hereinafter referred to as
“Company”), registered under Companies Act 1956, on the
address - D-158A, Okhla Industrial Area, Phase-l, New Delhi,
india- 110020

Designation, surname,
name of the person to
whom  Power of
Attorney is issued:

Ms. Ruchika Swami,
Manager — Pharmacovigilance
Kusum Healthcare Pvt. Ltd.

Kusum Healthcare Pvt. Lid. (hereinafter referred to as the “Company”), company registered
under the legislation of India at the address D-158A, Okhla Industrial Area, Phase-i, New Delhi,
India- 110020, having the certificate of incorporation bearing No. - 55-85780; represented by
Mr. Sanjeev Gupta, Managing Director, herewith appoints and approves:

s Ms. Ruchika Swami, Manager — Pharmacovigilance, Kusum Healthcare Pvt. Ltd., bearing
Passport No. P5500167 issued on 13.10.2016 (hereinafter - Attorney)

As true and lawful attorney of the Company, empowering her to create, revise and sign the

materials to registration

dossier that relate to Clinical trial of medical product and Clinical Trial

Report and bioequivalence documents that related to registration dossier medical product.

The powers under this power of attorney may not be transferred to third parties. The power
granted by this document, authorities and competence of attorney comes into effect from the
date of document and will be valid until 31/12/2023.

In witness whereof; the

present document is signed for and on behalf of the company by its

Director and is affixed by Common Seal.

For & on Behalf of

Kusum Healthcar%_
/ :?“(&

=]

Place: New Delhi
Date: May 26, 2020

On this date appeared before me and said Sanjeev Gupta personally known to me and duly
acknowledged to me that he executed the above instrument. In testimony whereof | have
hereunto subscribed my name and affixed my official seal on this day of May 26, 2020.

Notary Public, New Delhi, India A‘%’ T %:_ “éo j

Print name of Notary:
My Commission Expires:
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Annexure 29

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

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

during the validity of the registration certificate

(clause 4, Section IV)

Non-Clinical Trial Report

1. Name of the medicinal BACTOPIC®, NASAL OINTMENT 2%
product (if available —

registration certificate

number):

1) type of medicinal product  Hybrid Medicinal Product
for which the registration has
been conducted or is planned

2) conducted studies o yes \ no ifnot,
justify

Mupirocin, an antibiotic produced by Pseudomonas fluorescens NCIMB 10586, was first described in 1971 as
pseudomonic acid by Ernst Chain’s laboratory. P, fluorescens is a soil bacterium that is commonly associated
with the microbial community living in the vicinity of plant roots — the rhizosphere. It is on the World Health
Organization's List of Essential Medicines. In 2017, it was the 186th most commonly prescribed medication in
the United States, with more than three million prescriptions.

2. Pharmacology:

1) primary Mupirocin inhibits isoleucyl transfer-RNA synthetase, thereby arresting bacterial
pharmacodynamics protein synthesis.
Mupirocin has bacteriostatic properties at minimum inhibitory concentrations
and bactericidal properties at the higher concentrations reached when applied
locally.
Mechanism of Resistance
Low-level resistance in staphylococci is thought to result from point mutations
within the usual staphylococcal chromosomal gene (ileS) for the target isoleucyl
tRNA synthetase enzyme. High level resistance in staphylococci has been shown
to be due to a distinct, plasmid encoded isoleucyl tRNA synthetase enzyme.
Intrinsic resistance in Gram negative organisms such as the Enterobacteriaceae
could be due to poor penetration of the outer membrane of the Gram negative
bacterial cell wall.
Due to its particular mode of action, and its unique chemical structure, mupirocin
does not show any crossresistance with other clinically available antibiotics.

g




2) secondary
pharmacodynamics

3) safety pharmacology

4) pharmacodynamic
interactions

3. Pharmacokinetics:

1) analytical methods and
reports on their validation

2) absorption

3) distribution

NA

Mupirocin cream is as well tolerated as cephalexin; 9% and 13% of patients
reported adverse events related or possibly related to study medication in the
mupirocin and cephalexin groups, respectively. The most common adverse
events overall were diarrhoea and nausea. Mupirocin cream applied three times
daily is as effective clinically and superior bacteriologically compared with oral
cephalexin given four times daily in the treatment of secondarily infected eczema
of limited depth and severity. Mupirocin cream is as well tolerated as oral
cephalexin, and more patients prefer the topical regimen, which should improve
patient compliance.

NA

NA

Systemic absorption of mupirocin after topical application of mupirocin ointment
to healthy and dermatologically diseased skinSystemic penetration of the topical
antibiotic, mupirocin, was not measurable from the marketed polyethylene glycol
(PEG) based preparation when a single dose (approximately 3000 mg mupirocin)
was applied to 70-80% of the skin of healthy female subjects (n = 6) and
occluded for 8 hours. A recently marketed white soft paraffin formulation of the
calcium salt of mupirocin (C-WSP), developed for intranasal application, also
gave no measurable penetration when equivalent amounts were applied to the
same healthy subjects. If penetration occurred it was less than 0.2-0.3% from the
PEG formulation and less than 0.3-0.9% from C-WSP. The penetration of
mupirocin from the C-WSP formulation was examined in a further study in six
patients, suffering with psoriasis or eczema. Traces of the principal metabolite,
monic acid, were determined in plasma and urine samples collected during the
study. The amounts excreted in urine accounted for up to 0.4-0.6% of the applied
dose. It is concluded that the penetration of mupirocin from the C-WSP
formulation is slightly greater when applied to non-intact skin than to intact
healthy skin. The amount of mupirocin absorbed is still negligible. Mupirocin
was both safe and well tolerated by healthy subjects and psoriasis/eczema
patients.

The protein binding of mupirocin is reported to be over 95%.




4) metabolism

5) elimination

6) pharmacokinetic
interactions (non-clinical)

7) other pharmacokinetic
studies

4. Toxicology:

1) single-dose toxicity

2) repeated dose toxicity

3) genotoxicity:
in vitro

Following intravenous or oral administration, mupirocin undergoes rapid hepatic
metabolism to form the principal metabolite monic acid, which has no
antibacterial activity. Any mupirocin reaching the systemic circulation is rapidly
metabolized to form the inactive monic acid, which is eliminated by renal
excretion.

Following intravenous administration of the sodium salt of mupirocin (doses
equivalent to 3.2 to 252mg) to healthy volunteers, at the lower doses over 90%
was excreted by the kidneys within 6 to 12 hours, whereas only 56% was excreted
by this route after the highest dose. Unchanged mupirocin was only detected in
the urine after 125 and 252mg doses, and even then only in low concentrations
(4.6%), indicating that at these dose levels, enzymic hydrolysis to monic acid
approaches saturation. (Baines et al. 1984). Mupirocin was rapidly eliminated
from the plasma with elimination half-lives of 19 and 35 minutes in healthy
volunteers after 125 and 252mg doses, respectively. As plasma mupirocin
concentrations declined, plasma monic acid concentrations increased, although
this metabolite was also rapidly cleared and had an elimination half-life of 60
minutes

No drug interactions have been identified.

NA

The oral LDso value of mupirocin in rats is 5000 mg/kg.

Developmental toxicity studies have been performed with mupirocin
administered subcutaneously to rats and rabbits at doses up to 160 mg per kg per
day during organogenesis. This dose is 22 and 43 times, respectively, the human
topical dose (approximately 60 mg mupirocin per day) based on calculations of
dose divided by the entire body surface arca. Maternal toxicity was observed
(body weight loss/decreased body weight gain and reduced feeding) in both
species with no evidence of developmental toxicity in rats. In rabbits, excessive
maternal toxicity at the high dose precluded the evaluation of fetal outcomes.
There was no developmental toxicity in rabbits at 40 mg per kg per day, 11 times
the human topical dose based on calculations of dose divided by the entire body
surface area.

Studies performed with mupirocin calcium or mupirocin sodium in vitro and in
vivo did not indicate a potential for Genotoxicity: rat primary hepatocyte
unscheduled DNA synthesis, sediment analysis for DNA strand breaks,
Salmonella reversion test (Ames), Escherichia coli mutation assay, metaphase
analysis of human lymphocytes, mouse lymphoma assay, and bone marrow

micronuclei assay in mice.
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in vive (including additional
toxicokinetics assessment)

4) carcinogenicity:

long-term studies

short-term or medium-term
studies

additional studies

5) reproductive toxicity and
toxic effects on offspring
development:

impact on fertility and early
embryonal development

embryotoxicity

prenatal and postnatal toxicity

Same as in vitro.

Studies performed with mupirocin calcium or mupirocin sodium in vitro and in
vivo did not indicate a potential for Genotoxicity: rat primary hepatocyte
unscheduled DNA synthesis, sediment analysis for DNA strand breaks,
Salmonella reversion test (Ames), Escherichia coli mutation assay, metaphase
analysis of human lymphocytes, mouse lymphoma assay, and bone marrow
micronuclei assay in mice.

NA

NA

NA

Pregnancy Category B. Reproduction studies have been performed in rats and
rabbits with mupirocin administered subcutaneously at doses up to 22 and 43
times, respectively, the human topical dose (approximately 60 mg mupirocin per

day) on an mg/m2 basis and revealed no evidence of harm to the fetus due to
mupirocin. There are, however, no adequate and well-controlled studies in
pregnant women. Because animal studies are not always predictive of human
response, this drug should be used during pregnancy only if clearly needed.

In a fertility/reproductive performance study (with dosing through lactation),
mupirocin administered subcutaneously to male and female rats at doses up to
100 mg per kg per day which is 14 times the human topical dose (approximately
60 mg mupirocin per day) based on calculations of dose divided by the entire
body surface area, did not result in impaired fertility or impaired reproductive
performance attributable to mupirocin.

NA

Mupirocin administered subcutaneously to rats in a pre-and postnatal
development study (dosed during late gestation through lactation) was associated
with reduced offspring viability in the early postnatal period at a dose of 106.7
mg per kg, in the presence of injection site irritation and/or subcutaneous
haemorrhaging. This dose is 14 times the human topical dose based on
calculations of dose divided by the entire body surface area. The no-observed
adverse effect level in this study was 44.2 mg per kg per day, which is 6 times
the human topical dose.




studies in which the drug is
administered to offspring
(non-mature animals) and/or
long-term effects are assessed

6) local tolerance

7) additional toxicity studies:

antigenicity (antibody
formation)

immunotoxicity

study of mechanisms of
action

drug dependence

metabolite toxicity

toxicity of impurities

other

5. Conclusions on non-
clinical study

Applicant (registration
certificate holder)

NA

NA

NA

NA

NA

NA

NA

NA

NA

NA

In conclusion, the toxic potential of Mupirocin has been well characterized in a
comprehensive battery of nonclinical studies. The principal treatment related
effect was no toxicity observed in repeat dose toxicity studies in rats and rabbits.
Data from these nonclinical studies support the clinical use of Mupirocin for the
treatment of MRSA.
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Dr. Sanjay Mishra
AGM Pharmacovigilance




Annexure 30

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

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

during the validity of the registration certificate

(clause 1V, Section 4)

Clinical Trial Report

1. Name of the medicinal product (if BACTOPIC® NASAL OINTMENT 2%

available — registration certificate number)
2. Applicant Kusum Healthcare Pvt. Ltd, India

3. Manufacturer Kusum Healthcare Pvt Ltd, SP-289 (A), RIICO Industrial area,
i Chopanki, Bhiwadi, Dist. Alwar (Rajasthan) India

4. Conducted studics: v yes o no if not, justify

Bactopic® Nasal Ointment 2% w/w, manufactured by Kusum Healthcare Pvt Ltd, India and Bactroban® 2%
Nasal Ointment, “GlaxoSmithKline UK”, United Kingdom are topical medicinal products. For this group of
drugs, it has been chosen to prove equivalence to the reference product, as comparative study for antibacterial
efficacy in vitro. As per results obtained in antibacterial study, both innovator and test product is quite
effective to inhibit the growth of microorganism.

1) type of medicinal product for which the Hybrid Medicinal Product
registration has been conducted or is planned

3. Full name of the clinical trial, coded NA
clinical trial number

6. Phase of the clinical trial NA
7. Clinical trial period NA
8. Countries where the clinical trial was NA
conducted

9. Number of subjects NA

10. Purpose and secondary objectives of the NA
clinical trial

11. Clinical trial design NA e T
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12. Main inclusion criteria

13. Investigational drug, method of
administration, strength

14. Reference drug, dose, method of
" administration, strength

| 15. Concomitant therapy
 16. Assessment criteria of eftlicac.y
7 17 Assessrnenlt criter.ia. ”c;af ;éfct.y
18, Statistical methods
i9. ‘Demographic indfcators of the study
population (gender, age, race, etc.)
20. Results of efficacy
21. Results of safety

22. Conclusion (resolution)

Applicant
(registration
certificate
holder)

Ruchika Swami
Manager Pharmacovigilance

NA

NA

NA

NA

NA

‘NA

NA

NA

NA
NA

NA




