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3) FesrhildsdunneuazarslifisUssasdvaseniiiesnanie

5 lalesndenlderdugadnlungy aminoglycosides fuideqatnlunguuuail3e
fiasalalunedilaifieondiau (anaerobic bacteria) st gwadidogatnvesenguild
sveviifiosnfueendiau luviedl anaerobic bacteria o1dglutTMMUTIAINBENGIAU Vi3eliiag
Banlen polymyxins fuid egadwlunguunsuuin i esnnnidegadnunsuuaniuusaan
phosphatidylethanolamine Faduswmiatmanelunisiauresen

5) ensliodnugainiioonqvsvamedelunsdifidnifonenfdutufiaund vieludng
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1.1. anulavaatfouuaiiGesosdugain @
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Tiensnuudadnslimethedeni iWomew
aahwesderdeusavinanusomldannmeaeuluiesfifing wadidaylsl
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1.2 MmIftmunvuInYasefugatin @

ANUlIveT o7l Hd o8 Az Y ey an1undvaaum1ans 3y 8 lunIsANUAYTUINEN
Nmngaudusudmiviauue ualunsideimsazaesmisteladonneg Aenavilinisldenldlana
WU dniusaziaziiszaveludenlaluviniu Wieszaveludensalddiusiuszausilueivizi
fimsfnweuazenonanseaeldteieisninisinwelalifivinnas viesalisnuidiunigniians
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AaTumeziassendurnaiiiszdvetluiledeegginiiainnuliveute
3lsiaen (Minimum inhibitor concentration : MIC) 1e1avilalaglienluszdugaiielisedueney

- U oa A v a 1w S A 1y o A
wile MIC lwviuit vivelievuinunaniaseiuvaieass eliszduetegnile MIC aaamian
o v o o v S &4 o o A yy a ) A vy v ]
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1.3.1 msldenduqainiioengridedofivhliAnlsalaoanzuasinansznuse
sumednitesiian
1.3.2. msdenldedugadniiviliiAanisiesldenuielifnae

' 1%
) v

1.3.3 msidenldeduqainiioongrdlunshaedemnniufieaudeanguisuss
masSgiedudimaliusuiureadeniniy
1.3.4. gvisedesligninaneviseldgniilifigridesasantmdeifiessame thiden
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sugatnynivauldanuaziionnisiluunilaglinu leucocytosis waglviesadn 2-3 Tu
2) dudiluldmsmnagdelashnisades wiemnzusnideuaslvendelusn 2-3
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3) ldeslignunuiunin 1 &Uant iWesaneaiaie vea1nsiisussaPainen
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asasuendudilndifinasadaiuuazdoflinivi wseunnsdnisvgalderazyilideym
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foil
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1.4.2. Fudlderdiugatnsaiunmsliiden ilevandsmadeunanmuee el
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81919 Useanad 30 wil
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1.5.1. Lﬁng‘jﬁ%m@iaﬁ’mawﬂusﬁqmsm%mLﬁﬂﬂﬁiLéamqméiuéwaﬂﬁa \esanany
laidfuvesentudlusne
1.5.2. glsianunsagadudlufsinaiiianmsfiadold wu lusedlifinishar
avonUInnuNaTiAANSRnde vielldTinsemuendaiadeneeendsrou
1.5.3. fimsavdgrisiuderaintuldlunsdiflfemanessudu
1.5.4. Medelsaligndesnszdnionnasanawniug Alifedosiunsiade
wuAiiiSeY
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eifariuavawsUlngdedu narnmsnwivandidudesdldsummuaulaeganluszesnaden
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2. Yayan1eI¥INITVBILNIUALBTY (Gentamicin)

ada

g1nauAs B (gentamicin) 1dufae1f songns i aalungueiezdlulnalalys (amino-
slycosides) nalnnnseangws Tnanisduriv 30s Islulau wlhAansadelaeaduoatouuaiise
fifiound wardsualiideuuniidone sengslddeeuuniidounsuay uuuldoondiau U
Juurs s2udui e Pseudomonas aeruginosa Wi awuAT L3 8un sV ALaLLE ouUAT L3
Mycoplasma spp. ﬁﬂ%aaﬂqw‘éﬁims‘t&jj@ Streptococci 19@ni1e1 amikacin LLazaaﬂqw‘éléjﬂaﬂﬁ'UL%’a
Mycobacteria %3 Nocardia sgndlsfina iausmsieduaysioengrineiteuuaiiSed lildooniau
violiannsoeneengni lunmeiifoondiaudi Fenduetesdlulnalalediazoongviande
LL‘UﬂﬁL%HblﬁsﬁuaﬁéﬁU?Ju’m‘UEJ\‘iEﬂ wazsfnfinslétuegannlulsmervadadid elinovaussie
ms¥nwlsafiiannmsindeuuniiise Swmevausdldilaeamefunguidle Enterobacteriaceae
ae Pseudomonas aeruginosa iila.ﬁ;l‘j 3 Enterobacter spp., E.coli, Klebsiella spp., Proteus spp.,
Heamophilus spp. TumﬁmﬂaaJLLUﬂmisJLmi:JU'm LAOUAUDING S. qureus WHNITNDUAUDIND
Streptococci wagieduy Tunguunsuuan asnsanuamunsUrurSelials snaumiiedudy
srwmﬂgﬂLaafﬂfﬁLﬂuaumuLLiﬂTum'ﬁsﬂmmﬁmmwamum mma’n,mmmfval,wﬂmﬁaLmﬁuamwﬁlsﬁ
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2.1 anuautfvasen @
gauaseTy (gentamicin) Tgnsiasasimandl dawandluning 1

NH, 5y HO }\IH

O O

O O
OH
N HN NH

ANA 1 TASIAS19NNATUDI8LAUATeTY

enaunnledy (gentamicin) Sauansalunisendetuiuanududueeen 81980NAATL
"LﬁaLﬁdﬂmamiamﬂ’mﬁmLifaimwummﬁmﬁuqqqmiuLﬁam (peak plasma concentration) #&43N
Sadndaiioudn 3090 Wi pdefunseuuuneni T mEeREens 30-60 Wl AEUTTUEN
geaalumanasnUszanal 30 uiiivdsnlinaiauds srazduaisoonmaladudanlng Fainey
FuweensrluguitlinFeundas Tuseflamimifunmienidolusedidsuewilumninganinns
avaneluiled edusenves imewaziiRefvane e

2.2 dunsN381%a81du (Drug interactions) @

¥
v

Lipasldenaumdedusiuiveilungy aminoglycosides WpenUTrusnilgvaduganis

PN >

WwigAvlnveuoluAiiisy (Bacteriostatic antibiotics) wagluaisldensiuiveniinsziuszuy

q
(%
[ o

Uszannviseiiivsonilosaineraviliifianatiafesainewindy esnngriinadugenisvineuy
VoI UUUTEAW

2.3 35140 @
gAumTeRUlANUdAR T lanalaedsaaldnnanuide (intramuscular) “3eanUaanLa0n

A9 (intravascular infusion)



2.4 auaaUansngdyauaans b2

N139A3Y (Absorption) N13n35¢a1881 (Distribution) nswasuuUate was nsudn

81 (Metabolism and Elimination) 2%
eiaundsdundannmatimnalasnsdadndudouds sivemeianududugean
ludenly 3090 wit msnszesvesetiudadodenie Wurenine Boavaiabiity 90%) lhun fu
Uon Wayurgn uaziinuy smsmsdudulsiludensunn (Feonin 25%) s1aeduaseenmale
Wudilvg Fainasdudwesnuiluguiilivasuudas active form) lustedlavimiinfiunnssawde
Tusefildsuedlunnngasionsavaueludededuien o mesasyiliAnivane s
2.5 audUANINdYWaA1ga3 (Pharmacodynamic properties) *

gnausedY (Gentamicin) Wuenlungu Aminoglycoside Ilunmsshwnsanidewnsuau
giJLwiﬂﬁiquLLifl Toun Pseudomonas, Enterobacter, Klebsiella, Serratia, Proteus Wwag Acinitobacter
Tngaengus Sudinisdauasesilusiu wuu imeversible uazanunsag 1 aldiss lnanuanuse
Tumssidetutuamudutuvesen

nalnnisoangus @

gaunTedu (Gentamicin) WueiTusfivengrslunmssnuvinisindeuuadiFounsy
au (gram negative) LagUAIUAU (Gram-positive) U199l a LAWA Enterobacter spp., E. coli,
Klebsiella spp., Proteus spp., Pseudomonas spp., Salmonella spp., Shigella spp.,
Treponema spp., Staphylococci Wag Streptococci UNTUA EJ’lﬁfm%‘iumﬁ@hL%@Iﬂami%ﬁuii
Tulaw 305 (305 ribosome subunit) Wilensdudansduaszilusiuvesuuniise

2.6 @1n15ldneUsasAnen 30
gnaunnoduiinatnafssreszuulsyam lnslanizog 198nsusmsemadud enuas/
vaelisuiuenyialuviosnanendmiidoenavlindndeusuninld esnindeuaaden
ansnsaviliusingnsaidld SntsorliAnfiwiolauazmsuindurendulsramanssdiuua
yhlmAnfivdeyauanls nmslgiAuvunevdensinyidunaum enarululneanizludni
fidruunnseamila eraviliiAnfiuselnunnause
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unil 3
ad =
2ONSANEN
nsAnwmumuMsiIvuaszezngaetungllsuisuuutagludmiudnindeaun
feguludmlsznou Juuuvenda lnefisneazidunvesisnisAnuawioluil
1. sduuumsAnen
nsfnwvesNauirin1satull Wuns@nwdmssawr inlasnisideenaisuay

ANTIUN13TIUTINTOYAMETENIT0N9Y Ao NMTIATIETENETHaYN1SHUAUY DY ATDINUYIBI 1Y
Miuguandnsusiguamdueiluiisussne leud mirsenumiuguaiiduain (Stingent
Regulatory Authorities: SRAs) 19w USFDA %38 EMA Lusiu uaziunuseuiisuiuteyanzidau
srsueniitunsifouluvssmdlne Wesumudoyannmizssnusiag findoyasien undiasei
dunseht wazUszgndltiileldunuimensufifnuvesidmiiiinessn duinauausnssunis
9IMshazesioly
2. dunoumasiiuns
2.1 swsmsemamzideuifusneumidugiuuvedaiifluussmalne anssuy
Futeyaneilon
2.2 JargnteyalaedarindumsauSeuiisuanuusavesen siadniidivane szes
nene luusiasneidou
2.3 duAudeyansldoaunidedulusnussme laun ansgenisng nquusemavanmglsy
2.4 Aipsenveyanazmiedasy
2.5 lauounnemaudleliymides ssegngasiludmivilaelunsdouifuelulssamalne
3. szggiaanlunisaniiuay
Suddusududifou unsian we. 2564 quiaftou fusneu we. 2564
FszEznatumMIaniuny 9 Wheou
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uni 4
NANTISANEN

PNMIAENITIUTITaYan1sIdenaunTegululsEmasne 9 Mlannuinianuunneng
Aunseliadninldlun1ssnun (target species) Wagszgngauflaiwindy InedeniiAseiain
UsgimAnivdigaumiuguaiidun (stringent regulatory authorities) s1eagidendiasialuil

nsldenaumiisgululssnaanigawsn

n1sldenaundiedu jusuuendalulssimaansgoiuing Jvdedndidmune (target
species) 8¢ 6 vlia Lo ans I 1neae d1 g uwazund Tneddedrianisldenlvldlagdmunnd
yiiedselnedn iunndiiniy warluutorauussvoadndasionvsdszorngaeiivnaiy

1399 1 n1stdediaunledududedfglusisuevesssmeansgowsn

sULUY Mgy GRRFTER yilpdn g JLYENEYAL
(target species)
§120 Gentamicin 5mg/ml  [@ng 40 U
(Injection) sulphate 50 mg/ml  [lA Tngas dn wagan LA 5 dUanni, Tneas 9 dUani
100 mg/ml  [ln Tnes wagsh 1A 5 dUae, Tnas 9 dUmna

quv 11 waswunlufiszezvgn
‘a' [l [} & al
guilaaannlaledmivslam

2. msldeauadiedulunguussnaanawglsy ©
TungudssmaannnglsUlsaygalildeaundiedu Tnelvagedluguvadaundedu
= U 1 %71 dy o v a o a dy al a

ndedaun JUkuvenaveyluuvesenimernnedmivin Idlunisinuvimsingewuaiielu

dn7 (tarcet species) 5 ¥lla laun 1A gn3 11 wnuazgv
MNNsEUAUTaYaNUINSIMUATEEErEneveseaulieTy JULUUER IUﬂaNUiuL%ﬂ

awmwaiﬁﬂmmmummmu ‘U‘Ll’eJSJﬂUﬂ’J’]ﬂJLLiQ“UENEJ’W]iJﬂ’]ﬂ‘m‘lJLLﬁlauUiuL‘l/lﬂ FIM15799 2

A15199 2 m{[ﬂfm‘mmmwumuwmﬂummmﬂm susuuenda Tudrsuelunguussmeanain

glsu

Useine AENEAY | AU viindndtmane FTULNYALN
(target species)
gang Gentamicin | 100 mg/ml 1 Lsifiszevenen
sulphate
RGIGER) Gentamicin | 50 mg/ml [la o 192 %u, un 7 Y

sulphate ans \lo 146 Tu
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Useine dandfgy | Anuuse | viladaddinang FTYINYAY
(target species)
20aM38(7D) 1, g, o Liifiszasnenen
walde Gentamicin | 50 mg/ml [la o 192 Y, UM 7 W
sulphate ans o 146 T
100 mg/ml [lm o 192 Su, un 7 Su
1, g Lifiszuengnen
Tasa Gentamicin | 50 mg/ml @ ilo 228 Fu, uu 6 u
sulphate ans o 66 Tu
AU, W7 Lifiszasnenen
#15150359A | Gentamicin | 50 mg/ml [lA o 103 Fu vide 192 Yu
sulphate an e 146 Yy
gy, 3 Lifiszezngnen
ENGE Gentamicin | 40 mg/ml [la e 214 $u
sulphate qilv, wa Liflszezngnen
50 mg/ml [lA o 192 %u
ans o 146 T
DTN Gentamicin | 50 mg/ml [la o 192 $u vide 214 Fu un 7 u
sulphate ans e 146 Yy
1, g, Wud Lifiszuengnen
85 mg/ml [lA o 192 $u vide 214 Fu un 7
ans o 146 Tu
101, g, Wi Lifisvezngnen
100 mg/ml [la o 216 u un 7 %y
ans \ilo 146 Yu
1, v, Wi Liflszezngnen
au Gentamicin | 5 mg/ml  [@n3 o 44 Sy
sulphate qilv, wan Lifiszasnenen
40 mg/ml [l e 192 3y
11, g, o Lifiszasnenen
60 me/ml [l e 192 %u
1, gilv Lifiszezngnen
80,000 IU [l \ile 214 3y
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Useine dandfgy | Anuuse | viladaddinang FTYINYAY
(target species)

au(so) 1, g, o Liifiszasvenen
100 mg/ml i lLiifiszevienen
100,000 IU [l e 139 Yy

\seKaus | Gentamicin | 50 mg/ml (@i, ki Lifiszuengnen

sulphate

100 mg/ml [lm o 139 Su

vanews) g 91 uaswlifissezngagiiesanlilidaiviian

3. msldenauniodu suuuvenda Tudszmalng @i grudeyaszuu skynet naden
d1naUANENITUNTOWMNTUALEN)
Tudszimalneiimzifoudinfusnaunfodu sUnuvendn Afanugnzidousiiive asey

(active) lFdmudniiemuasiuiu 38 f1¥u Budaudd 2530 wandunaed 3
P57l 3 ULUUENER Pmuss F5msld Ussvidnd uavstermgneessaunsieuluyssmelne

AALSY | uunsleuves viladndmane STULNEYALN
(mg/ml) Uszindlne (target species)
5 2 neLlou A o 21 %, 35 Yu
GO lLyifiszasnenen
40 S5vsdew e e 2,10, 30, 100-120 Fu
Ul 7 U
ans 0 2, 10, 30, 100-120 u
(B e 2,10, 30, 35 Ju
1, v, wud Lyifiszasnenen
50 16 vadow  n ile 7, 12, 35, 40, 80, 214 Fu
ans \ilo 7, 35, 40, 146 Tu
1, g1, bun Lyifiszasnenen
100 15 nzdeyu A L‘ﬁ@ 35, 40, 49, 80, 214 U
Ui 3, 4,7
ans 10 30, 35, 40, 42, 60, 146 Fu
(i ile 30, 40 Su
1, 1w, bun Lyifiszasnenen
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sveemgAEn (withdrawal time) vanedls Mfistasssoznawdmniidnislienfaaieauds
nanflaunsadsdaiidlsseindnifelduslnaduemns vierudanaiindadusiiiuunoludy
ansadunuslnaiuensidetisUaensde

msldendmivdnilussmalngldimueliuanissoyvg aonliaanuagionarsind uen
Wi ldemyanslfeundninemindodniviondnsasiluuilng enaunifedu Sezesmgaeing q
Fauandlumsed 3

MNNITIUTILTeYaTEEE g ABIYRILLaUATETY uaniuuaaInuazienansiAved
sroemepeluionasiuluusasriadn i mnefuandaty Tneludodnifaszesvgnedous
2 Yuaufs 214 Yu dewhievdewndadlu (Funiole) dnfunsinedsnsinunszesvgaoi
wonasiuluusesnzdous3ue daldrnumefousiisuendnst uwandouliuunndailsd
msusulgteyasserneneliludagiu lnemsiiansanenansiulssdnsnmuas anudaendy
vosrmweTunsduiivenadydmivdnTlutigtursddarmauuasdonaluenastiiue,
MenansesdiiduenansifvenduuuuioldiueysRanmissnuifuguaniduna (stingent
requlatory authorities ) fiufiseusu FevlisresvyaeludniviinalunsieufuntungiDoul
wilszorngaoruuni medousiueia unsdeuliuuwds dlveradulgmussldeiises
fvmnfuvgensldenes uiagsdndasinnssming ndldefianueeduiunslindntusionte
msimiausdeadsilulfomiidemsiediunazaanszyszervyaevinaty fldofimuduiy
oadsfiedossmamnuasienanstifuglasandeadeunsliomnass waniedesiuliliiA
Usnaendsludodnidinnifuly suenailiiAefivaneld defumsimusliiissosnyaei
Hunmspudosuialudsiidesimumnasmvevdninasidundeliurazvz il o uend
szzngpetudrivilnafidullagiuuargnies
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4. mAwswissuiisustesigaeRuaioIuvesansgasn aunmelsy wasusemdlne
INA 4 malTeuiieussesgaeveseunteduly ansgeuisng anamelsy wasUssmelne

AMULTS (Mg/ml) windniiimane (target species) warszuznenen
v 40 |50 |80 100| Buq 1a qns 1A e el giv | wan
- - - 5 - v’ 40 Hu - - - v v
ansgeasn - vii-| - - - - v 5 &ai v'9 §Uni v v v
- - - v - - - V5 dUanii v 9 danii v - -
NN - - -V - - - - - v - -
9RELASY - V- - i 1920%4 v’ 146 fu - - d Y Y
Uy 7T
v -] - - v'192 Ju V146 Ju - - - - -
waldo v v 214UW ] ) ; v v -
Uy 7T
v 103 Ju V66 u
asssgen | - | V| - | - - v 1925 v 106 % - - v v ]
3 v |- -] - - V214 Yy - - - - v 4
Asua - v -] - - v'192 Ju V146 u - - - - -
v 192 3u
LS - v - - - v 214 %u v’ 146 Su v unansay v v v
un 77
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ANULTY (Mmg/ml)

yiadnitmane (target spe

cies) Lagizurunenyn

Useina - . . = —
40 | 50|80 | 100 | Bu 1n ans [ e 1 gy | wn
J ALY (Mmg/ml) wilndnidmane (target species) karszegnenen
SEwNe .
40 | 50 | 80 | 100 U 1n ans n 1hans 1 qiv L
192 3
S B N 85 | v 2144y v’ 146 u - - v v | v
o drun 7 5u
LWBTUU(RD) vz -
214 fu y
- - -V - y . v 146 fu v v v
Uy 7 Tu
v'103 Hu v 66 Su
laUa v - v’ 208 %u - - - v v
dhun 6 5u
- - - 5 - v 44 Hy - - v v
v |- -] - - v'192 $u - - - v v v
- - - 60 | v'192 3u - - - v v -
80,000 | v 214 u v v v
au - o N - - -
U
. I 4 B} . _ } - v - .
100,000 | v" 139 fu - -
U
- -l - - 20 - - - - - v v
- v - | - - - - - - - v v
LULSBLAUA - - -V - v'139 %u - - - - - -
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ANULTY (Mmg/ml)

yiadnidung (target species) WAz IzULUEAYN

Useine - ; ; ~ —
40 | 50|80 | 100 | Bu 1n ans [ e 1 gy | wn
g AU (Mg/ml) wiadnidmane (target species) warszusnenen
SENA :
40 |50 |80 |100 | duq 1a ans 1A 1Aag 1 qiv | W
v’ 21 fu L, L,
. - - - 5 . . . .
v 35 Yy
v 35 4y .
- -l - - 10 . v 35 fu - - - v v
v’ 100-120 $u
v 2%y
. v 2%y v 2%y
v’ 10 Yu ) )
/o s v 10 Yy v 10 3u
30 U (+ Wne . .
v -l - - - ) v’ 30 fu v’ 30 fu - v v v
, Ung 5 5
L | Y 100120 %u | V355U
v’ 100-120 $u
Uy 79
v 7%y v 71y
I v 12 %u v 35 %u
v 359y v 40 u
A - v 40 %y v’ 146 3u - ; v v v
v’ 80 Yu
v 214 %y
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ANULTY (Mmg/ml)

yiadnidung (target species) WAz IzULUEAYN

Useind .
40 | 50|80 | 100 | Bu 1n ans [ e 1 gy | wn
v 75 v 715
] ol ] dhuw 7 fu ] ] v v v
3 AU (Mg/ml) viladmittwane (target species) IGEPELR Al
v a0 | 5080|100 ®uq 1n ans 1A et 1 gy | W
v 359y v 30 9u V30 fu - v v v
IEIG) v’ 40 fu v 35 5u v 40 fu
v v 49 fu v 40 fu
_ e _ v 80 u v 42 3y
v 214 fu v’ 60 Tu

WYy 3,4, 7 U

v’ 146 Su
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nMsaleuiieusssngne1vegaunleduluUssimaansgewsni anninglsy
wazUszinalnemusiadniidivung (target species) Mdudaiuslaaleun 1a ans 1n lis @
anuuanddlugffia sty Insussmaanssensnagldonludaivilaaldun ans 1d
dnsuaeilszosvgnendud 40 Yuila 9 dUast druvssmdluanamglsvaeldeludniviina
#un 1 wazans Sediauedeadsiuusemelneuiusemdlneaslflunsdnunmsindelulnde
dush gliwuazun ifszogngasnieannlilvdn uadniilonisuilaa

5. wuwnsmsimuassesugaglungioumusuauilagtudmiudadisl Gentamicin

Judauusznauguuuuenida

f\]’msuyaﬁ,gu AU®9 Veterinary Regulatory 989 European Medicines Agency (EMA) Article 35
Referral 71 LeLws wn Committee for Medicinal Products for Veterinary Use (CVMP) wu1 18l #iane
wansausinmuuzalunslden (Dosing instructions) lsidmwusgludeyanandnst demionuusiay
Usmmaanansnidey et ludssgndldnuiinagegeiiuugtim SPC AldSunmsausi® (nawuan)
wagsidumslunsaifiduuzilunsldenludoyandndasilisnsafemailsogagndes

nsltemavasaidens (ntravenous route) livilszduansnndsgstudateutumsli
encdndunile (ntramuscular route) wazdemmiinsuivnsendlifiamil (Subcutaneous route) T
finasiosvezvgaemnnt egslsimuliwugiinisliend iRl (Subcutaneous route) ulauay
ans Wemnddlivsundraaumansvesunnian dmsuszezvgaoiludadasinionauntedy
Fuanseangvsif et usnauntedunanivelasulymduwazendarlanmitonduagldndnnis
Aoty definsanivansandravesiaundeiuludedolunndasifinautuelanulmiuare)
Fomlaamiondutulifinatessiuasmnddlusresem

nslermmelussernamieiunliugeieshlvgnavauvesetaunsedulus Tn wa
Uinnaidnen dnfufsmsssylidmamdludeyaransasihesvnidsmsliod udsssesgae®

s Anwn Aengingdouiiusuntegiudmiudnindfenauniiedu 1
menddgilusiuen sUkuuean wud vedeuinsuenaunledu dmudnifldsunstung deou
Tutsswelnedudnilug Junsfouildsunmtunadsusuinidussesnauuuasusduiianan
mstunsSedlvl TnelddmiusnulsedndeiiflanvmanidenuaiiBounsuauriildeendiauGram-
negative aerobic bacteria) (E.coli, Salmonella spp, Pasteurella spp. Wa¥ Pseudomonas aeruginosa
LLazLLUﬂﬁﬁEJLLﬂiumﬂ (beta-haemolytic streptococci) ﬁlasiammumﬁa%u Tnedanuunzdeudsu
eranlulszmalvericiu 38 sy Seseevgaeiuansuuamnuasienansiiveluuias s Douty
feuuansnstuinn nndeyansdeuinsuelulssmdlnenyuinsesvgasludodnidassosven
gaud 2 Yu quls 214 Yu deuthidedriinuilnalidupsguieiu nwnsnsuasdldene9
Fualumsivunszezngaels Gamstmuaszogvgaeuusanuazenansiiuenduisnidide
aomannésveselundndamiidodn Fufulsenslitimmumussesveaeveseiaunniietu Tngld
numuenas8 193 siluenansiniusndulu (Summary of product characteristic) vasUssinely
annmg lsUuazUsemmansgoluinn wudtenansidvenduuuuvesannng 15U iweuns Tae
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Furopean Medicines Agency (EMA) fimnumanysalvestayasnnignddtiduuumdunmsiivua
sevgaeiluded 2 vianinsliluvssmalnewaravnmglsuiiioutu 1éun Teuavans Taeliuas
nnauilsifnsldenstueiitusdolussmalne Safumslhiauedansldelulisenande
Vil lurdnsnrieitunstodlusamelng duat wn weihdudeidedildidenisuiineds

Wildfvunssesnenemnggiu Al

TN 5 WITINSIvLRTEEEvienen Gentamicin JULUUENARA (solution for injection) ludniuslaa

AU viladnidmaneuasszesvengn 81989m11 EMA’
(mg/ml) 1A GUK
Maximum total yiadnlvung Maximum total | wliadaddivune
dose (s383viEAEN) dose (sv83%gnEn)
5 - - - <5 mg/anans anans (44 Ju)
40 <24 mg/kg anla (192 ) | - - -
24-50 mg/kg anla (214 ) | - - -
50 <12 mg/kg gnla (103 1) | lew <12 me/kg anans (66 )
<24 mg/kg 1A (192 ) (i 7 3)
24-50 mg/kg 1A (214 ) <50 mg/kg gns (146 )
<80 mg/kg 1A (228 )
100 <12 mg/kg 1A (139 Ju) e <50 mg/kg a4ns (146 1)
<24 mg/kg 1A (192 ) (i 7 3)
24-50 mg/kg 1A (214 )
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unil 5
unagUuasdatauauue
unagy
Tutlgunmswanuaznsenedvesnsissdnififianndy mavihuadadiendn

[

Huomnsdmiuayusuilnafifunndumulde edndlsinumuitiygmlsefadeludaifnaiu
ﬂzy,mﬁﬁzyﬁé’aiﬂmmaaﬁwmimmﬂé’ﬁmm TspimdeanuunilSenanaqlsainuludnfnilon
yi3ondetuiinuluiyud deiunslfedugatniomunuuss Snulseludeidnsdamuduiu
ot wriileq iloandunmoauisinludniasdumsmuaulsaliliunsnszagludednismau q
yiedwingudu  fe nadenldedugatnludaidulidedamuiniudedd maduediden
songisselefivilhiislsaane wezmslusiviliiAndenesildenud eliifmas Feny
Sudulunsldonufauesaisedugadnvdanieg lusnsddasdsdemarlnandagm
nsandnveseli odniilduslnelunandasiaiinne wardmaduiymettasieos Wail
ydsnndidnilasueliinagdlngislag Amuegnuinewduviosfifinaasundasiveglusy
wnuslash viteuduvesfifinsdesaasludlosylusenedniasiinaravegluiodosiie
Fannvietesunndiuluududsiavoweuaseinveaieds fdnimatdgmiluldiievsina
Huawnslasidaionandeyludodednledruniudisdnaviliuslnaldsuendludae
Faswnlssueg Dulszdmieldsvedwraileafunauiug eransliAnuansznusequninwes
Auslaala
mfinwndeyaveseiaunsisfuluiuauaudinndvaumans indymamans el

fiavsvasdaner nslieludn e dudniusinauasdnifosidulsamelnouassiassma s
yUTIUIEIERYAILanIULaaN g1 sMUMUMz D suihusnaumiedululsemelne 1Judn
Fwilseimuaszongeeidunnmssuandutagiuiietisannsnndsoselundn s
ol

ULIGIGLITE

1. drianuengnssunsensiazetmsisaidunsinymumune Dousiiuend
flg1iaunnsiedy ‘ﬁqﬁﬁai’]’@ﬁ'}izawqmmmmgm iiorvuaszaznganivasnsslunsmgag
foumnhdniviendndusidniuuilan viedmundUTinaeinndagegeluevns (MRL)
WioliAnuszloviuazanaasnsioseduilan uazeenUszmadidnauanznssumsemsuas
g eligdniduiansiiduidvemaifoudifuemudlvszogngaolndutagtu lnoiausli
fvunszozngaoludnivilaadanised 5

2. l@usAuraynIINNIINERTileMmunszaEvgnEImsgILE IS B LU ETETY
Tusuuuusdauazmeunslunuledvesdrinnuauznssunisemsuazeiioiduuuimsdmsu
mssumnvmsmmiumuavmmﬁlmﬁaammawvLusmmiumuwuﬂmuummuammmwumua
Fu guuuvedn WWudndszneu
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3. dnvindelinruduniidwesiidesdn vieinwasns satnn q thefifiduAeados
funsaneuazaeednilimusiuiiety Tnonsliodenmiusziaseda Moo ndudedy
wihthu azdeanilymnshest manndreseuarsuameiiinainnisldeils

4. Uizﬁmé’mﬁuﬁ‘uazmﬁﬂﬁiﬁnﬂr;'hsjﬁgﬂmﬂ%’gl,l,azl,aﬂsnu NuRTNIUazUsTTITUTALY
Tnszminderudduazdymnisandrveseiluilednias miendnfusianndedns uas
fufletuusletiymuasiilugnislisognegnies antyvnisiosnvesteqdurie uazfuilaa
fimulaensiy
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NT1ANUIN

Veterinary regulatory 989 European Medicines Agency (EMA)

Usznaunie

Referral procedures: veterinary medicines A veterinary referral is a procedure used

to resolve issues such as concerns over the safety or benefit-risk balance of a medicine or
a class of medicines for veterinary use. In a referral, the European Medicines Agency
(EMA) is requested to conduct a scientific assessment of a particular medicine or class

of medicines on behalf of the European Union (EU).

Al referrals on veterinary medicines are assessed by the Committee for Veterinary
Medicinal Products (CVMP).

For most referrals, the European Commission issues a decision to all Member States

reflecting the measures they need to take to implement EMA's recommendation.

Tngilononadeavilu Article 35 referral : Issues related to the quality, safety or efficacy of
a medicine or a class of medicines that affect the interests of the European Union. 7tAga1a4
AUgNAUALITU
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Member Applicant/Marketing Name INN Strength Pharmaceutical | Animal species Route of
State Authorisation Holder form administration
EU/EEA
Austria Vana GmbH Gentavan 5%- gentamicin 50 mg/ml solution for Cattle, calves, SC, IM, slow IV
Wolfgang Schmalzl Gasse 6 Durchstichflasche injection pigs, horses,
1020 Wien fur Tiere foals, dogs, cats
Austria
Belgium EMDOKA bvba Emdogent 100 gentamicin 100 mg/ml solution for Cattle, pigs, SC, IM, slow IV
John Lijsenstraat 16 injection horses, dogs,
B-2321 Hoogstraten cats
Belgium
Belgium VMD nv Gentaveto 5 gentamicin 50 mg/ml solution for Pigs M
Hoge Mauw 900 injection
B-2370 Arendonk
Belgium
Belgium KELA NV Genta-Kel 5% gentamicin 50 mg/ml solution for Cattle (calves) IM
Sint Lenaartseweg 48 injection
2320 Hoogstraten
Belgium
Bulgaria Biovet JSC FEEHTAMNUMH 10% gentamicin 100 mg/ml solution for Cattle, pigs, IM, SC, IV
39 Petar Rakov Str. MHXXEKLMOHEH pa3TBop injection dogs, cats

4550 Peshtera
Bulgaria

GENTAMYCIN 10%
solution for injection
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Bulgaria Biovet JSC FEEHTAMNLUVH 4% gentamicin 40 mg/ml solution for Cattle, pigs, IM, SC, IV
39 Petar Rakov Str. MHXEKLMOHEH pa3TBoOp injection dogs, cats
4550 Peshtera
Bulgaria GENTAMYCIN 4%
solution for injection
Bulgaria Interchemie werken "de FEHTA-100 gentamicin 100 mg/ml solution for Cattle, calves, IM
Adelaar" B.V. injection pigs
Hosterweg 26a GENTA-100
5811 AC Castenray
The Netherlands
Bulgaria VetProm JSC FTEHTAMULUWH 40 gentamicin 40 mg/ml solution for Calves, pigs, IM, sSC
26, Otets Paisii Str mg/ml MHXeKUnoHeH injection dogs, cats
2400 Radomir pa3TtBop /
Bulgaria
GENTAMICIN 40 mg/ml
solutio pro injectionibus
Croatia Krka - Farma d.o.o. GENTAMICIN 80 mg/mL | gentamicin 80 mg/ml solution for Cattle, non-food IM (cattle, pigs),
Radnicka cesta 48 injection producing horses, | IV (horses),
10000 Zagreb pigs, dogs, cats SC (dogs, cats)
Croatia
Croatia PROPHARMA VET d.o.o. NEOGENT gentamicin 80 mg/ml solution for Cattle, pigs, IM, SC
Vijenac A. Cesarca 16 injection horses, dogs,
31000 Osijek cats
Croatia
Cyprus FATRO S.p.A. AAGENT, 50 mg/ml, gentamicin 50 mg/ml solution for Calves and IM, SC, slow IV
Via Emilia, 285 solution for injection for injection piglets up to one
40064 Ozzano Emilia calves and piglets up to month old

(Bologna)
Italy

one month old.
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Cyprus

Dimitrios Christophorou
169 Tseriou Av.

2048 Strovolos Nicosia
Cyprus

Gentamycin 5%
50mg/ml evéaipgo
d1aAupa yia Boosidn,
OKUAOUG Kal YATEG

gentamicin

85.0 mg/ml

solution for
injection

Cattle, dogs, cats

IM, SC, slow IV

Czech
Republic

FATRO S.p.A.

Via Emilia, 285
40064 Ozzano Emilia
(Bologna)

Italy

AAGENT 50 mg/ml
injek¢ni roztok

gentamicin

50 mg/ml

solution for
injection

Calves, foals and
piglets at the age
of one month

IM, SC, slow IV

Czech
Republic

KELA NV

Sint Lenaartseweg 48
2320 Hoogstraten
Belgium

GENTA-KEL 50 000
IU/ml injekcni roztok

gentamicin

81 mg/ml

solution for
injection

Calves, pigs,
dogs

M, IV

Estonia

Interchemie werken "De
Adelaar" Eesti AS
Vanapere tee 14, Pringi
74001 Viimsi

Harju County

Estonia

Genta-100 EE

gentamicin

100 mg/ml

solution for
injection

Cattle, pigs,
horses

M

Estonia

Interchemie werken "De
Adelaar" Eesti AS
Vanapere tee 14, Pringi
74001 Viimsi

Harju County

Estonia

Genta-100

gentamicin

100 mg/ml

solution for
injection

Cattle, pigs

M

Estonia

KELA NV

Sint Lenaartseweg 48
2320 Hoogstraten
Belgium

Genta-kel

gentamicin

50 mg/ml

solution for
injection

Calves, dogs

IM, 1V, SC
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Estonia Huvepharma AD Gentacin gentamicin 100 mg/ml solution for Calves, dogs IM, IV
33 James Boucher Blvd. injection
Sofia 1407
Bulgaria

France VIRBAC PANGRAM 4 % gentamicin 40000 UI/ml | solution for Calves, dogs, M, IV
lere Avenue 2065 MLID injection cats
06516 Carros Cedex
France

France Vetoquinol SA FORTICINE SOLUTION gentamicin 40000 UI/ml | solution for Calves M, 1V
Magny-Vernois injection
70200 Lure
France

France VIRBAC G.4 gentamicin 40000 UI/ml | solution for Calves, dogs, M, IV
lere Avenue 2065 MLID injection cats
06516 Carros Cedex
France

France CEVA SANTE ANIMALE VETRIGEN gentamicin 50000 UI/ml | solution for Calves, piglets M
10 Avenue de la Ballastiere injection
33500 Libourne
France

Germany CP-Pharma Genta 100 mg/ml gentamicin 100 mg/ml solution for Cattle, pigs, IM, 1V, SC
Handelsgesellschaft mbH injection horses declared

Ostlandring 13
31303 Burgdorf
Germany

as not intended
for slaughter for
human
consumption,
dogs, cats
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Germany aniMedica GmbH Vepha-Gent forte gentamicin 50 mg/ml solution for Cattle, pigs, IM, 1V, SC
Im Sadfeld 9 injection horses declared
48308 Senden-Bdsensell as not intended
Germany for slaughter for
human
consumption,
dogs, cats
Germany Bela-Pharm GmbH & Co. KG | Gentacin gentamicin 50 mg/ml solution for Cattle, pigs, IM, 1V, SC
Lohner Str. 19 injection horses declared
49377 Vechta as not intended
Germany for slaughter for
human
consumption,
dogs, cats
Germany aniMedica GmbH Gentamicin 50 gentamicin 50 mg/ml solution for Cattle, pigs, IM, 1V, SC
Im Suidfeld 9 injection horses declared
48308 Senden-Bdsensell as not intended
Germany for slaughter for
human
consumption,
dogs, cats
Germany aniMedica GmbH Genta-Sulfat 81 gentamicin 50 mg/ml solution for Cattle, pigs, IM, 1V, SC
Im Sudfeld 9 injection horses declared

48308 Senden-Bosensell

Germany

as not intended
for slaughter for
human
consumption,
dogs, cats
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Germany Bela-Pharm GmbH & Co. KG | Vetogent Inj. gentamicin 85 mg/ml solution for Cattle, pigs, IM, 1V, SC
Lohner Str. 19 injection horses declared
49377 Vechta as not intended
Germany for slaughter for
human
consumption,
dogs, cats
Germany Bremer Pharma GmbH Gentafromm gentamicin 50 mg/ml solution for Cattle, dogs, cats | IM, IV, SC
Werkstr. 42 injection
34414 Warburg
Germany
Germany Eurovet Animal Health B.V. Genta 5% gentamicin 50 mg/ml solution for Cattle, pigs, IM, 1V, SC
Handelsweg 25 injection dogs, cats, pet
NL-5531 AE Bladel birds
The Netherlands
Greece PROVET SA GENTAMICIN/PROVET gentamicin 50 mg/ml solution for Calves, dogs, M
Aspropyrgos Attikis 19300 injection cats
Greece
Greece KELA NV GENTAKEL gentamicin 50 mg/ml solution for Calves, pigs, M
Sint Lenaartseweg 48 injection dogs
2320 Hoogstraten
Belgium
Hungary KELA NV Neogent 5 % injekcid gentamicin 50 mg/ml solution for Cattle, pigs, dogs | cattle, pigs: IM
Sint Lenaartseweg 48 A.U.V. injection dogs: IM or SC

2320 Hoogstraten
Belgium
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Ireland KELA NV Genta 50 mg/ml gentamicin 50 mg/ml solution for Cattle IM
Sint Lenaartseweg 48 solution for injection. injection
2320 Hoogstraten
Belgium
Italy FATRO S.p.A. Aagent gentamicin 50 mg/ml solution for Calves, piglets (in | IM, SC, slow IV
Via Emilia, 285 injection the 15t month of
40064 Ozzano Emilia life)
(Bologna)
Italy
Italy FATRO S.p.A. Aagent 10% gentamicin 100 mg/ml solution for Calves, piglets (in | IM, SC, slow IV
Via Emilia, 285 injection the 15t month of
40064 Ozzano Emilia life)
(Bologna)
Italy
Italy Industria Italiana Integratori | Gentabiotic gentamicin 100 mg/ml solution for Calves, piglets, IM, 1V, endo
Trei S.p.A. injection dogs, cats peritonea
Via Affarosa, 4
42010 Rio Saliceto (Reggio
Emilia)
Italy
Latvia Huvepharma EOOD Gentacin gentamicin 100 mg/ml solution for Cattle, pigs, IM, 1V, SC
3A Nikolay Haytov street injection horses, dogs,
Sofia 1113 cats
Bulgaria
Latvia Bela-Pharm GmbH & Co. KG | Gentamycin 5 gentamicin 85 mg/ml solution for Cattle, pigs, IM, 1V, SC
Lohner Str. 19 injection horses, dogs,

49377 Vechta
Germany

cats
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Latvia CP-Pharma Genta- 100 gentamicin 100 mg/ml solution for Cattle, horses, IM, 1V, SC
Handelsgesellschaft mbH injection dogs, cats
Ostlandring 13
31303 Burgdorf
Germany
Latvia KELA NV Genta-kel 10% gentamicin 100 mg/ml solution for Cattle, pigs, IM, 1V, SC
Sint Lenaartseweg 48 injection horses, dogs
2320 Hoogstraten
Belgium
Latvia Industrial Veterinaria, S.A. Gentaprim trimethoprim | 40 mg/ml solution for Cattle, pigs, M
Esmeralda, 19 gentamicin 30 mg/ml injection horses, dogs,
E-08950 Esplugues de sulphate cats
Llobregat (Barcelona) sulfadi- 200 mg/ml
Spain methoxinum
Latvia Bremer Pharma GmbH Gentamicin BREMER gentamicin 50 mg/ml solution for Cattle, dogs, cats | IM, SC, slow IV
Werkstr. 42 PHARMA injection
34414 Warburg
Germany
Latvia KELA NV Genta-kel 5% gentamicin 50 mg/ml solution for Cattle, pigs, dogs | IM, SC, slow IV
Sint Lenaartseweg 48 injection
2320 Hoogstraten
Belgium
Latvia CP-Pharma Genta gentamicin 100 mg/ml solution for Cattle, horses, IM, SC, slow IV
Handelsgesellschaft mbH injection dogs, cats

Ostlandring 13
31303 Burgdorf
Germany
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Lithuania CP-Pharma Genta 100 mg/ml, gentamicin 100 mg/ml solution for Cattle, pigs, IM, 1V, SC
Handelsgesellschaft mbH injekcinis tirpalas injection horses, dogs,
Ostlandring 13 cats
31303 Burgdorf
Germany
Lithuania Dopharma Research B.V. GENTA-JECT, injekcinis | gentamicin 100 mg/ml solution for Cattle, calves, IM, 1V, SC
Zalmweg 24m tirpalas injection pigs, piglets,
4941 VX Raamsdonksveer horses, dogs,
The Netherlands cats
Lithuania Bela-Pharm GmbH & Co. KG | Gentacin, injekcinis gentamicin 85 mg/ml solution for Cattle, calves, IM, 1V, SC
Lohner Str. 19 tirpalas injection pigs, piglets,
49377 Vechta weaners, horses,
Germany foals, dogs, cats
Lithuania Interchemie werken "de GENTA 100 mg/ml gentamicin 100 mg/ml solution for Cattle, calves, M
Adelaar" B.V. injekcinis tirpalas injection pigs
Hosterweg 26a galvijams ir kiauléms
5811 AC Castenray
The Netherlands
Malta CENAVISA, S.L. Gentacen gentamicin 100 mg/ml solution for Calves up to 13 IM
Cami Pedra Estela s/n injection weeks
43205 Reus (Tarragona)
Spain
Malta Industrial Veterinaria, S.A. Gentaprim trimethoprim | 40 mg/mi solution for Cattle, pigs M
Esmeralda, 19 gentamicin 30 mg/ml injection
E-08950 Esplugues de sulfa- 200 mg/ml
Llobregat (Barcelona) dimethoxin

Spain

10/37




Malta

Laboratorios Calier, S.A.
Barcelones, 26 - El
Ramassar

08520 Les Franqueses del
Valles (Barcelona)

Spain

GENTACALIER

gentamicin

40 mg/ml

solution for
injection

Cattle, calves,
pigs, piglets

IM, slow IV

Portugal

IAPSA PORTUGUESA
PECUARIA, LDA

Avenida do Brasil n® 88 7°
Esq

1700-073 Lisboa

Portugal

GENTAYET 40 mg/ml
solucdo injectavel

gentamicin

40 mg/ml

solution for
injection

Cattle, horses,
dogs, cats

IM, slow IV

Portugal

KELA NV

Sint Lenaartseweg 48
2320 Hoogstraten
Belgium

GENTA-kel 05, solugao
injectavel para bovinos,
suinos, cdes, gatos

gentamicin

50 mg/ml

solution for
injection

Cattle, pigs,
dogs, cats

IM, SC (only
dogs)

Portugal

VETLIMA - SOC.

DISTRIBUIDORA DE PROD.

AGRO-PECUARIOS, SA
Centro Empresarial da
Rainha, Lote 27
2050-501 Vila Nova da
Rainha

Portugal

GENTAVET solugao
injectavel

gentamicin

40 mg/ml

solution for
injection

Cattle (calves),
pigs (piglets),
birds (chicks,
turkeys), dogs,
cats

IM, slow IV

Romania

Alapis SA

19 300 Aspropyrgos
mailbox 26

Athens

Greece

GENTAMICIN 5%
Gentamicin Provet
50mg/ml

gentamicin

50 mg/ml

solution for
injection

Calves, piglets,
dogs, cats

M
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Romania Dopharma B.V. GENTA-JECT 10% gentamicin 100 mg/ml solution for Cattle, pigs 1v, IM, SC
Zalmweg 24 injection
4941 VX Raamsdonksveer
The Netherlands
Romania PASTEUR - Filiala Filipesti GENTAMICINA FP 10% gentamicin 100 mg/ml solution for Cattle, pigs, IM, slow 1V, SC
SRL injection dogs, cats
Str. Principala nr. 944
Filipestii de Padure
Jud. Prahova
Romania
Slovak FATRO S.p.A. Aagent 50 mg/ml gentamicin 50 mg/ml solution for Calves and IM, SC, slow IV
Republic Via Emilia, 285 injekény roztok injection piglets in the first
40064 Ozzano Emilia month of life,
(Bologna) horses declared
Italy as not intended
for slaughter for
human
consumption
Slovenia KRKA, d.d. GENTAMICIN KRKA 80 gentamicin 80 mg/ml solution for Cattle, pigs, M
Novo mesto, Smarjeska mg/ml raztopina za injection dogs, cats
cesta 6 injiciranje za govedo,
8501 Novo mesto prasic¢e, pse in macke
Slovenia
Spain Laboratorios Maymo, S.A. MAYCOLI INYECTABLE - | gentamicin 40 mg/ml solution for Cattle (calves up | IM, slow IV
Via Augusta, 302 306 ESP injection to 250 kg), non-

08017 Barcelona
Spain

food-producing
horses
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Spain MEVET, S.A.U. GENTAVALL 40 MG/ML gentamicin 40 mg/ml solution for Cattle (calves up | IM, slow IV
Poligono Industrial El Segre | SOLUCION INYECTABLE injection to 250 kg), non-
Parcela 409-410 - 307 ESP food-producing
25191 Lérida horses, dogs,
Spain cats
Spain Laboratorios Calier, S.A. GENTACALIER - 397 gentamicin 40 mg/ml solution for Cattle (calves up | IM, slow IV
Barcelones, 26 - El ESP injection to 250 kg), non-
Ramassar food-producing
08520 Les Franqueses del horses, dogs,
Valles (Barcelona) cats
Spain
Spain Laboratorios e Industrias VETERSAN gentamicin 40 mg/ml solution for Cattle (calves up | IM, slow IV
Iven, S.A. GENTAMICINA - 637 ES injection to 250 kg), non-
Luis I, 56 food-producing
Poligono Industrial Vallecas horses, dogs,
28031 Madrid cats
Spain
Spain LABIANA LIFE SCIENCES, GENTASOL 80 - 638 gentamicin 80 mg/ml solution for Cattle (calves up | IM, slow IV
S.A. ESP injection to 250 kg), non-
Venus, 26. Can Parellada food producing
Industrial horses, dogs,
08228 Terrassa (Barcelona) cats
Spain
Spain Laboratorios e Industrias GENTAMICIVEN - 641 gentamicin 40 mg/ml solution for Cattle (calves up | IM, slow IV
Iven, S.A. ESP injection to 250 kg), non-
Luis I, 56 food-producing

Poligono Industrial Vallecas
28031 Madrid
Spain

horses, dogs,
cats
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Spain SUPER 'S DIANA, S.L. GENDIAN 60mg/ml gentamicin 60 mg/ml solution for Cattle (calves up | IM, slow IV
Ctra. C-17, Km 17 SOLUCION INYECTABLE injection to 250 kg), non-
08150 Parets del Valles - 690 ESP food-producing
(Barcelona) horses, dogs
Spain
Spain CENAVISA, S.L. PURMICINA 40 MG/ML gentamicin 40 mg/ml solution for Cattle (calves up | IM, slow IV
Cami Pedra Estela s/n SOLUCION INYECTABLE injection to 250 kg), pigs
43205 Reus (Tarragona) - 2922 ESP (suckling pigs),
Spain horses not
intended for
human
consumption,
dogs, cats
Spain CENAVISA, S.L. GENTACEN 100mg/ml gentamicin 100 mg/ml solution for Calves (up to 13 M
Cami Pedra Estela s/n SOLUCION INYECTABLE injection weeks of age)
43205 Reus (Tarragona) - 2583 ESP
Spain
Spain S.P. VETERINARIA, S.A. GENTAVIN 100mg/ml gentamicin 100 mg/ml solution for Calves (up to 13 M
Ctra Reus Vinyols, km 4.1 SOLUCION INYECTABLE injection weeks of age)
Riudoms (Tarragona) 43330 | - 2584 ESP
Spain
Spain MEVET, S.A.U. GENTAVALL 5mg/ml gentamicin 5 mg/ml solution for Piglets, dogs, M
Poligono Industrial El Segre | SOLUCION INYECTABLE injection cats

Parcela 409-410
25191 Lérida
Spain

- 304 ESP

14/37




Spain LABORATORIOS HIPRA, S.A. | GENTIPRA - 305 ESP gentamicin 50 mg/ml solution for Cattle (calves up | IM, slow IV
Avda. la Selva 135 injection to 250kg)
Amer (Girona)
17170
Spain
The Dopharma Research B.V. Genta-ject 10% gentamicin 100 mg/ml solution for Calves up to 13 IM
Netherlands | Zalmweg 24m injection weeks of age

4941 VX Raamsdonksveer
The Netherlands
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Overall summary of the scientific evaluation of veterinary
medicinal products containing gentamicin presented as
solutions for injection to be administered to cattle and pigs
(see Annex I)

1. Introduction

Gentamicin is an aminoglycoside antibiotic indicated for the treatment of a variety of bacterial
infections. It is normally used as the sulfate salt. In veterinary medicine gentamicin is used mainly as a
solution for injection for cattle, pigs, horses, cats and dogs.

Following a marketing authorisation application to the Belgian Federal Agency for Medicines and Health
Product, under Article 13(1) of Directive 2001/82/EC as amended, i.e., a generic application, it
appeared that no product-specific residue data were generated in support of the cattle and pigs’ meat
and offal withdrawal periods for the reference product Genta 100 mg/ml, as authorised in Germany.
Using the data available in the CVMP EPMAR for gentamicin (EMEA/MRL/803/01)%, it was not possible
for Belgium to confirm that the withdrawal periods of 95 days for cattle and 60 days for pigs are safe.
Furthermore, data available in Belgium for comparable products clearly indicate that residue levels can
be above the maximum residue limits (MRLs) at the proposed withdrawal periods. Therefore, Belgium
considered that consumer safety is not ensured by the withdrawal periods set for the reference product
Genta 100 mg/ml (marketing authorisation holder (MAH): CP-Pharma) and consequently, for its
generic product Emdogent 100 (applicant: Emdoka).

Belgium also noted that there are different approved withdrawal periods for cattle and pigs for
veterinary medicinal products containing gentamicin presented as solutions for injection across the
European Union, e.g. cattle meat and offal from 28 days to 210 days; cattle milk from 2 to 7 days,
with some of the products stating ‘do not use in cows whose milk is intended for human consumption’;
and pigs meat and offal from 28 days to 150 days.

Therefore, on 8 January 2016, Belgium initiated a procedure under Article 35 of Directive 2001/82/EC,
for veterinary medicinal products containing gentamicin presented as solutions for injection to be
administered to cattle and pigs. The Committee for Medicinal Products for Veterinary Use (CVMP) was
requested to review all available residue depletion data and recommend withdrawal periods for cattle
(meat and milk) and pigs.

2. Discussion of data available

Residue depletion in cattle meat and offal

In all residue depletion studies submitted, gentamicin was used as an injectable aqueous solution and
was administered by the intramuscular route.

A GLP-compliant study in calves was submitted concerning the product Aagent 50 mg/ml solution for
injection (MAH: Fatro). The study design is in accordance with current standards. The study involved
calves of less than 1 month of age. Groups of 5 animals were treated at a dose of 4 mg/kg body
weight (bw) once a day for 3 days, and slaughtered at days 30, 40, 50, 60, 70, 80 and 90 after the
last administration. Kidney, liver, fat, muscle, and injection site (core and surrounding) were analysed
using a validated HPLC/MS-MS method. Analysis of the results for each tissue leads to a maximum
withdrawal period of 103 days, relating to residue depletion in the liver, and obtained using the

! CVMP EPMAR for gentamicin (EMEA/MRL/803/01) -
http://www.ema.europa.eu/docs/en GB/document library/Maximum Residue Limits -
Report/2009/11/WC500014350.pdf
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statistical method as per CVMP note for guidance on the approach towards harmonisation of
withdrawal periods (EMEA/CVMP/036/95)2.

The product Aagent 50 mg/ml solution for injection was also tested in a depletion studies in adult
cattle. The study is GLP-compliant; it is considered by the MAH (Fatro) as a preliminary study. No
surrounding control injection site was sampled. The residue measured (gentamicin) was not the
established marker residue, and the lower limit of quantification (LLOQ) of the HPLC-MS/MS method
was equal to the MRL for muscle and fat. No stability data were presented. The study involved groups
of 4 animals receiving a dose of 4 mg/kg bw once a day for 5 days, which were slaughtered at days 21,
35, 49 and 70 after the last administration. Kidney, liver, fat, muscle, and injection site were analysed.
At day 70, the last sampling point, the concentration of gentamicin still exceeded the MRLs in all liver
and kidney samples, with some values amounting to more than 2x the current MRL in kidney and more
than 3x in liver. No reliable withdrawal period can be established from these data.

A GLP compliant study conducted with Gentamicina 4% solucion inyectabile (applicable for Gentacalier
40 mg/ml, Maycoli inyectable 40 mg/ml, Gentavall 40 mg/ml, Vetersan gentamicina 40 mg/ml,
Gentamiciven 40 mg/ml and Purmicina 40 mg/ml (MAHs: Laboratorios Calier, Laboratorios Maymo,
Super's Diana, Mevet, Laboratorios e Industrias Iven and Cenavisa)) was provided. The study meets
current standards, although fat and muscle (other than injection site) were not analysed. However in
view of the overall data available on gentamicin residue depletion, it is known that fat and muscle
(except injection site muscle) are not limiting tissues. The enrolled animals were 6-7 month old
ruminating calves. Groups of 4 animals were treated at a dose of 4 mg/kg bw every 12 hours for

3 days, and slaughtered at days 80, 100, 130, and 170 after the last administration. Kidney, liver, and
the injection site (core and surrounding) were analysed using a validated HPLC/MS-MS method.
Analysis of the results for each tissue leads to a maximum withdrawal period of 192 days, relating to
residue depletion in the liver and calculated with the statistical method.

Another study in calves was submitted in relation to the product Vetrigen (MAH: Ceva Sante Animale),
but is not GLP-compliant. The study concerns non-ruminating animals weighing approximately

50-60 kg. Groups of only 3 animals were treated at a dose of 4 mg/kg bw every

12 hours for 4.5 days (9 injections), and slaughtered at days 15 and 60 after the last administration.
Kidney, liver, fat, muscle and the injection site, with no control surrounding sample, were analysed
using a microbiological method, for which no adequate validation data are available. At the last
slaughter point i.e. day 60, residue levels were below the MRL in liver and kidney, but no firm
conclusion can be drawn as to fat, muscle and in particular the injection site, since the relating
sensitivity limit was twice the MRL. Overall, a withdrawal period cannot be derived from this study.

A GLP compliant study conducted with Genta-ject 10% (MAH: Dopharma), was provided. The study
meets current standards, although the analytical method was microbiological and no control
surrounding injection site sample was collected (on the other hand, two injection sites per animal, one
on each side, were analysed). The microbiological assay was adequately validated. The enrolled
animals were non-ruminating calves of approximately 3 months, reported to have been fed solid feed
during the study. Groups of 4 animals were treated at a dose of 2 mg/kg bw every 12 hours for 3 days,
and slaughtered at days 76, 90, 104, and 126 after the last administration. Kidney, liver, muscle, fat
and the injection site were analysed. The statistical method could not be applied as, for all edible
tissues, an insufficient number of data points were available. Using the alternative method, applied to
data in kidney, and with a 10% safety margin, leads to a withdrawal period of 139 days.

The products Forticine Solution 1% and 4% (MAH: Vetoquinol), were investigated in one main study
focusing kidney, liver and muscle, and using the 1% solution, and one confirmatory study using the

2 CVMP note for guidance on the approach towards harmonisation of withdrawal periods (EMEA/CVMP/036/95) -
http://www.ema.europa.eu/docs/en GB/document library/Scientific guideline/2009/10/WC500004428.pdf
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4% solution, after demonstration of plasma bioequivalence to the 1% strength, and where only the
injection site was analysed. In both studies, calves of maximum 1.5 months, presumably non-
ruminating, were involved. The studies were either not GLP-compliant, or the status is unknown.

In the main study, the dose administered was 4 mg/kg bw once, followed by three injections of

2 mg/kg bw every 12 hours. The analytical method used liquid-liquid chromatography with
fluorometric detection but data demonstrating the validity of the method were not available; only 3 of
the 4 recommended gentamicin marker residue components were monitored. Only two animals per
slaughter time were involved (14 hours, 7 days, 14 days, 28 days). Due to a LLOQ which is unclear
and possibly higher than the respective MRLs no conclusion can be drawn as to residues in muscle and
liver. In kidney, at the last time point i.e., 28 days after the last administration, all residue
concentrations were below the current MRL value, although they remained relatively close to the MRL
(680 and 700 pg/kg). Overall, a withdrawal period cannot be derived from this study.

In the confirmatory, injection site study no control surrounding sample was collected but

3 injection sites per animal were used, in 6 animals. The dose received was 3 mg/kg bw every

8 hours for 3 days. The analytical method was a bacteriological assay for which adequate validation
data were not available, with a LLOQ of 100 ug/kg, i.e., twice the current applicable MRL (50 pg/kg for
muscle). For that reason it is not possible to use the study to demonstrate a safe withdrawal period,
despite the fact that no residues above the sensitivity limit of 100 pg/kg were detected.

A further GLP study concerning both cattle and pigs was conducted with Gentamicin 40 mg/ml solution
for injection (MAH: Vetprom), using an enzyme-linked immunoassay as the analytical method. The
study is not provided as a full report but rather as a summary. No complete validation data are
available. Residue depletion was only followed in kidney and liver; notably the injection site was not
analysed. Only two animals per slaughter point were involved. The study was conducted in ruminating
cattle (350-380 kg). The dose administered was 4 mg/kg bw at a 12-hour interval on the first day, and
afterwards at 24-hour intervals, until day 5 included. Groups of cattle were slaughtered 60, 70, 80 and
90 days after the last administration. Residues in both kidney and liver fall below the MRL at day 80.
However in view of shortcomings in the study a reliable withdrawal period cannot be derived from this
study.

In renewal assessment reports as assessed by the Belgian NCA, a study was identified supporting the
withdrawal period for Genta-kel 5% in calves (MAH: Kela). No full study report and analytical method
validation report are available. The GLP status of the study is not known. The study involves non
ruminating calves of 8-11 weeks of age, which received 3 mg/kg bw gentamicin twice a day for

3 consecutive days. Animals were slaughtered at 4, 11, 20, and 89 days after the last administration,
in groups of 4 to 5. Kidney, liver, fat, muscle, injection site (with no control surrounding sample) were
analysed for residue depletion, using an LC-MS/MS method. At the last time point i.e., day 89, residues
above the MRL were still detected in the liver (2 in 5 samples). Use of the statistical method for
evaluation of the liver data is not considered appropriate, as the homoscedasticity assumption is not
met. For the other tissues, the alternative method could be applied. However, in view of the residues
above the MRL in liver at day 89, and given that no full study report is available and no analytical
method validation report is available, it is not possible to derive a withdrawal period from the study.

Withdrawal periods for cattle meat and offal

Overall for the species cattle, three studies allow derivation of withdrawal periods of 103 days for
Aagent 50 mg/ml (MAH: Fatro), 192 days for Gentacalier 40 mg/ml, Maycoli inyectable 40 mg/ml,
Gentavall 40 mg/ml, Vetersan gentamicina 40 mg/ml, Gentamiciven 40 mg/ml and

Purmicina 40 mg/ml (MAHs: Laboratorios Calier, Laboratorios Maymo, Super's Diana, Mevet,
Laboratorios e Industrias Iven and Cenavisa), and 139 days for Genta-ject 10% (MAH: Dopharma).
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It is not appropriate to pool the residue data in order to calculate an overall withdrawal period for all
products as different dosing regimens were applied in the studies.

It is considered that the withdrawal periods of 103, 192 and 139 days should be applied to the
aforementioned specific products used in the corresponding studies, insofar as the recommended
dosing regimen is identical to the one applied in the relevant study, or amounts to a lesser or
equivalent dosing in terms of total exposure.

For those products mentioned in the above paragraph that have maximum recommended doses that
exceed those used in the corresponding residue studies, the worst case withdrawal period derived
directly from residue data, i.e. 192 days, should be applied provided the total dose as per the SPC
recommendations does not exceed the total dose administered in the study that yielded this
withdrawal period (i.e. 24 mg gentamicin base per kg bw).

For the products where the residues depletion study provided does not cover the recommended dosing
regimen, or for products where no data have been provided, the worst case withdrawal period
calculated directly from residue depletion data, i.e., 192 days, should apply. This relates to a dosing
regimen of 4 mg/kg bw each 12 hours for 3 days, and an injection volume of 20 ml for a concentration
of 40 mg/ml. It can be considered that this withdrawal period is sufficient to cover differences in
product composition that could have an impact on the residue depletion pattern. Any such impact is
likely to remain limited in view of the available product compositions, given the very long period over
which depletion takes place, and given that all products concerned by this referral are aqueous
solutions. The withdrawal period of 192 days cannot be applied to products for which the total
recommended dose exceeds the dose used in the residues study, i.e., 24 mg gentamicin base per kg
bw.

For products where the total dose exceeds that for which reliable residues data are available (i.e., for
products administered at total doses of greater than 24 mg gentamicin base per kg bw in cattle) the
CVMP agreed to extrapolate withdrawal periods based on pharmacokinetic principles. This is not a
standard approach and is not referred to in CVMP guidance. However, in the context of this referral
procedure, where products are already authorised and where limited residue depletion data are
available, use of this pragmatic approach was considered to be an acceptable way to maintain the
availability of medicinal products while ensuring consumer safety. The pharmacokinetic approach uses
the observed terminal depletion half-life in tissues, the withdrawal period established based on data,
and the dose to be administered to allow derivation of withdrawal periods, according to the following
formula:

WPpew = WPoy + {10g2(Dnen/Dois) X T1/2(final phase)} rounded up

Where: WP, is the withdrawal period for the product for which a withdrawal period is to be derived;
WP,4 is the withdrawal period for the product from which extrapolation is proposed; D, is the dose of
the product for which a withdrawal period is to be derived; D, is the dose of the product from which
extrapolation is proposed; T,,(final phase) is the terminal half-life.

This calculation is applicable provided that the depletion kinetics are linear and that when residues
deplete below the MRLs, the tissue distribution is complete. The mean half-life calculated is 20.41
days. The method leads to a recommended extrapolated withdrawal period of 214 days based on the
maximum recommended total dose for most concerned products, i.e., 50 mg gentamicin base per kg
bw. Only one product (Gentamicin Bremer Pharma, authorised in Latvia, MAH: Bremer Pharma)
recommends a higher total dose, of 80 mg gentamicin base per kg bw. In that case an extrapolated
withdrawal period of 228 days is recommended.

It should be emphasised that the extrapolation method used is a pragmatic approach aimed at
preserving product availability while in the same time ensuring consumer safety. It is acknowledged
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that there are some uncertainties in the data with respect to the terminal half-life and dose linearity of
the depletion kinetics, both being conditions, that have to be fulfilled for a correct use of the
extrapolation. The intention is to address those products concerned by this procedure for which the
maximum recommended dose is high and for which no withdrawal period can be set in a conventional
manner based on residue data. For products for which the maximum recommended dose is below that
used in the worst case residues studies (24 mg gentamicin base per kg bw), use of this extrapolation
approach is not considered appropriate, as using the highest calculated withdrawal period has the
effect of incorporating an overall safety margin to cover the lack of specific and adequate data.

Some of the concerned products may be used in older animals than those used in the studies, leading
to higher total injection volumes, which may entail a slowest depletion rate due to the decreased
surface/volume ratio of the injection site bolus. Therefore, the withdrawal periods cannot be
extrapolated to higher injection volumes than those applied in the studies. However, it appears from all
the data taken together that, at least for an injection volume of up to 20 ml in calves, the injection site
is not the limiting tissue and therefore, it may be considered that the risk for the consumer in relation
to higher injection volumes would remain low.

The 192 days withdrawal period was established in ruminating animals; however the Committee
considers that it is applicable also to non-ruminating calves. Indeed, the concerned products are for
parenteral injection and therefore the impact of digestive physiology is likely limited. Furthermore, the
comparison of the studies with Aagent 50 mg/ml solution for injection (MAH: Fatro) and

Genta-ject 10% (MAH: Dopharma) shows that residue depletion is not slower in very young animals,
since the withdrawal period is lower (103 days) for calves less than one month of age receiving a milk
replacer and a solid supplement, than for older calves receiving solid food. This is confirmed to some
extent by the rapid depletion observed with Forticine Solution 1% (MAH: Vetoquinol), also conducted
in young calves fed with milk replacer. Moreover the residue depletion period is long for gentamicin,
and will in most cases cover a period where animals will at least partly, be ruminating.

Residue depletion in pig meat and offal

In all residue depletion studies provided, gentamicin was used as an injectable aqueous solution and
was administered by the intramuscular route.

A study is available concerning the product Aagent 50 mg/ml solution for injection (MAH: Fatro). That
study in piglets is GLP-compliant; the design is in accordance with current standards. The piglets used
were less than 1 month of age. Groups of 5 animals were treated at a dose of 4 mg/kg bw once a day
for 3 days, and slaughtered at days 30, 40, 50 and 60 after the last administration. Kidney, liver,
skin+fat, muscle, and injection site (core and surrounding) were analysed using a validated
HPLC/MS-MS method. Analysis of the results for each tissue leads to a maximum withdrawal period of
66 days, relating to residue depletion in skin+fat and in the injection site and obtained using the
alternative calculation method.

The product Aagent 50 mg/ml solution for injection was also tested in depletion studies in adult pigs.
This study is GLP-compliant and it is considered by the MAH (Fatro) as a preliminary study. No control
injection site surrounding sample was analysed. No combined skin+fat sample was analysed, as only
fat was sampled. The residue measured, gentamicin, was not the marker residue, and the LLOQ of the
HPLC-MS/MS method was equal to the MRL for muscle and fat. No stability data were presented.
Groups of 4 adult pigs receiving a dose of 4 mg/kg bw once a day for 5 days, were slaughtered at days
7, 21, 35, and 49 after the last administration, and kidney, liver, fat, muscle, and injection site were
analysed. At day 49, the last sampling point, levels in kidney and liver were above the MRLs in all
samples, with some values being more than 2x MRL in kidney and more than 3x MRL in liver. In
addition, for the injection site, one concentration was still slightly above the MRL at day 49. Therefore,
no reliable withdrawal period can be established from these data.
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Another study in pigs is available in relation to the product Vetrigen (MAH: Ceva Sante Animale). The
study is not GLP-compliant. The study concerns animals weighing 23 to 27 kg. Groups of only 3
animals were treated at a dose of 4 mg/kg bw every 12 hours for 4.5 days (9 injections), and
slaughtered at days 15 and 60 after the last administration. Kidney, liver, fat, muscle and the injection
site, with no control surrounding sample, were analysed using a microbiological method, for which no
adequate validation data are available. At the last slaughter point i.e. day 60, residue levels were
below the MRL in liver and kidney, but no firm conclusion can be drawn for fat, muscle and in particular
the injection site, since the relating sensitivity limit was twice the MRL. A reliable withdrawal period
cannot be derived from this study.

A study conducted with Gentavall 5 mg/ml (MAH: Mevet), was not clearly GLP-compliant (the study
used a surprisingly low dose of 5 mg per animal, in newborn piglets (3-5 days old), administered once).
Otherwise, it can be regarded as meeting current standards, although muscle (other than injection site)
and fat were not analysed; this can be accepted as these tissues are recognised as not limiting with
regard to gentamicin residue depletion. A validated HPLC-MS/MS analytical method was used. Groups
of 4 animals were slaughtered at days 40, 45 and 50 after the last administration. Kidney, liver, and
the injection site were analysed. Due to the size of the animals no control surrounding injection site
sample could be collected. As expected in view of the dose administered, depletion appears rapid in all
tissues and levels were below the MRL at the first time point, i.e. 40 days. The withdrawal period
derived from those data, based on the alternative method with a 10% safety span, and relating to a
single dose of 5 mg/animal, is 44 days for piglets.

A GLP study concerning both cattle and pigs was conducted with Gentamicin 40 mg/ml solution for
injection (MAH: Vetprom), using an enzyme-linked immunoassay as the analytical method. The study
is not provided as a full report, but rather as a summary. No complete validation data are available.
Residue depletion was only followed in kidney and liver; notably the injection site was not analysed.
Only two animals per slaughter point were involved. The study was conducted in ruminating cattle
(350-380 kg) and pigs of 35-40 kg. The dose administered was 4 mg/kg bw with a 12 hours interval
on the first day, and afterwards at 24 hours intervals, until day 5 inclusive. Groups of pigs were
slaughtered 14, 28, 35 and 40 days after the last administration. Residues in both kidney and liver fall
below the MRL at day 28. However, in view of study shortcomings a reliable withdrawal period could
not be derived from this study.

In renewal assessment reports as assessed by the Belgian NCA, two studies were identified,
respectively supporting the withdrawal periods for Genta-kel 5% (MAH: Kela), and for Gentaveto-5 in
calves (MAH: VMD). No full report is available for the study with Genta-kel 5%, while the study with
Gentaveto-5 was provided as a full report.

The study for Genta-kel 5% (MAH: Kela) in piglets used a dose of 3 mg/kg bw twice daily; the
treatment duration could not be identified. Groups of 4 to 5 animals were slaughtered at days 3, 10,
17, 27, 67 and 89 after the last administration. Kidney, liver, fat, muscle and injection site (with no
surrounding sample) were analysed using a validated LC-MS/MS method; however the results for fat
are not available. No withdrawal period can be drawn from the study since residues above the MRL
were detected in all tissues for which adequate data were available at the last time point i.e., 89 days
after the last administration.

The study for Gentaveto-5 (MAH: VMD) was conducted in pigs weighing 3.75 to 8 kg, and dosed at 5
mg/kg bw, every 12 hours for 5 days. Groups of 5 animals each were slaughtered at 14, 42, 70 and
112 days after the last administration. Kidney, liver, skin+fat and injection sites were analysed for
residue depletion, using a validated LC-MS/MS method. No control surrounding sample was collected
for the injection site, but 2 sites per animal were analysed and the sites were considered as sufficiently
close to each other. On day 112 after the last injection, the last time point, all concentrations were
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below the MRL. The approved withdrawal period of 146 days was derived using the alternative method
with a safety span of 30%, and can be considered as safe for the consumer.

Withdrawal periods for pigs

For the target species pigs, three studies were identified from which a sufficiently reliable withdrawal
period could be drawn. Those are the studies conducted with the products

Gentavall 5 mg/ml (MAH: Mevet), Aagent 50 mg/ml solution for injection (MAH: Fatro), and
Gentaveto-5 (MAH: VMD). The withdrawal periods are, respectively, 44, 66 and 146 days. They do not
relate to the same applied posology.

It is of note that the withdrawal period of 44 days in piglets based on the study with
Gentavall 5 mg/ml (MAH: Mevet) corresponds to very particular conditions of use (one single 5 mg
injection in neonates).

It is concluded that the withdrawal periods of 44, 66 and 146 days should be applied to the
aforementioned products used in the corresponding studies, insofar as the recommended dosing
regimen is identical to the one applied in the relevant study, or amounts to a lesser or equivalent
dosing in terms of total exposure.

For those products mentioned in the above paragraph that have maximum recommended doses that
exceed those used in the residue studies, the worst case withdrawal period derived directly from
residue data, i.e. 146 days, should be applied provided the total dose as per the SPC recommendations
does not exceed the total dose administered in the study that yielded this withdrawal period (i.e. 50
mg gentamicin base per kg bw).

The withdrawal period of 146 days can also be applied to other products, provided the total dose as
per the recommendations does not exceed the total dose administered in the corresponding study (50
mg gentamicin base per kg bw). It is noted that the dose used in the relevant study (50 mg
gentamicin base per kg bw) appears to cover all of the currently recommended dosing regimens. It can
be considered that this worst case withdrawal period sufficiently covers possible effects arising from
differences in product composition. Indeed, it appears from the available product compositions that
products have very similar compositions, including common preservatives and buffer systems which
are not likely to influence the absorption rate, and which are present in very low relative amounts. In
addition the period over which depletion takes place is very long, and all products concerned by this
referral are aqueous solutions.

In the case of pigs, all withdrawal periods determined relate to a maximum injected volume of

1 ml, for a concentration of 50 mg/ml, and cannot be directly extrapolated either to larger volumes or
to larger doses per injection site. Therefore, the injection volume should be limited to a maximum of

1 ml per injection site, or to 50 mg gentamicin per injection site for products with a strength exceeding
50 mg gentamicin per ml.

Residue depletion data in cattle milk

The only residue depletion in cow milk is provided with Aagent 50 mg/ml solution for injection (MAH:
Fatro), although the product is not authorised for use in lactating cows. The study is considered by the
MAH as a pilot study and involves only 8 animals. The residue measured (gentamicin) did not
correspond to the established marker residue, and the available data are not sufficient to allow
verification of the validity of the HPLC-MS/MS analytical method. The dose administered was

4 mg/kg bw once a day for a duration of 5 days. Residue concentrations in milk were determined 12,
24, 36, 48, 60, 72, 84 and 96 hours after the last administration. The low number of animals and data
points did not allow analysis of the results using the TTSC (time to safe concentration) or SCLR (safe
concentrations, based on linear regression, and allowing for measurements below the limit of
quantification) statistical methods, as per CVMP Note for guidance for the determination of withdrawal
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periods for milk (EMEA/CVMP/473/98)3. The SCPM (safe concentrations, based on data per time point,
allowing for data below the limit of quantification) method resulted in a calculated withdrawal period of
72 hours, which corresponds to the first time points where all concentrations are below the MRL,
although residues were below the MRL for 7 out of 8 animals at 48 hours after the last administration.
Overall the data from this study were not considered adequate for the purpose of deriving a milk
withdrawal period.

In the milk residue study described in the CVMP EPMAR for gentamicin (EMA/CVMP/619817/2015)%,
five lactating cows were treated with repeated intramuscular doses of 4 mg gentamicin/kg bw/day for
3 days. Milk samples were collected up to 90 hours after the last administration. Gentamicin residues
in edible tissues and milk were determined by a microbiological assay with a limit of quantification
being 50 ug/kg (1/2 MRL). No antimicrobial active residues could be detected in any milk sample
collected, which is indicative of an overall very rapid depletion.

Taking a pragmatic approach intended to preserve product availability in lactating cows while ensuring
consumer safety, it is considered appropriate to apply to the maximum milk withdrawal period
currently authorised, i.e., 7 days, to all products that have lactating cows as an indicated species. This
withdrawal period includes a wide safety margin with regard to the available data.

General considerations

Based on the information made available to the CVMP it appears that there are several products for
which unclear dosing instructions are given in the product information. It is the responsibility of each
National Competent Authority to apply the recommendations of this opinion based on the
recommended maximum dose as per the approved SPC, and to take action in case the
recommendations in the product information cannot be properly interpreted.

It is considered that the intravenous route is unlikely to lead to higher residue levels in comparison to
the intramuscular route and consequently the withdrawal periods derived based on subcutaneous
administration can also be recommended for intravenous administration. However, the subcutaneous
route should no longer be recommended for cattle and pigs since the depletion kinetics from the
injection site remains unknown and may be limiting.

The same rationale used as a basis for the withdrawal periods for products containing gentamicin as
the sole active substance may also be applied to gentamicin in combination with trimethoprim and
sulfadimethoxine. Indeed, given the especially long persistence of gentamicin in tissues, which is not
the case for the other substances in combination products, in view of the withdrawal periods generally
approved for products containing trimethoprim and sulphonamides, there is no reason to expect any
long-term effect on residues due to interaction.

Finally, a repeated course of treatment within a certain timescale is highly likely to lead to
accumulation of gentamicin residues in liver, kidneys, and potentially injection sites of treated animals,
and therefore it should be made clear in product information that any repeated course of treatment
during the withdrawal period must be avoided.

3. Benefit-risk assessment

Quality, target animals safety, user safety, environmental risk and efficacy have not been assessed in
this referral procedure.

3 CVMP Note for guidance for the determination of withdrawal periods for milk (EMEA/CVMP/473/98) -

http://www.ema.europa.eu/docs/en GB/document library/Scientific guideline/2009/10/WC500004496.pdf

4 CVMP EPMAR for gentamicin (EMA/CVMP/619817/2015) -

http://www.ema.europa.eu/docs/en GB/document library/Maximum Residue Limits -
Report/2016/03/WC500203742.pdf
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The withdrawal periods for cattle (meat and milk) and pigs should be amended as recommended to
provide assurance for consumer safety.

The subcutaneous route should no longer be recommended for cattle and pigs since the depletion
kinetics from the injection site remains unknown and may be limiting.

A warning sentence should be added to the product information to advise that any repeated course of
treatment during the withdrawal period must be avoided.

The overall benefit-risk balance of the products under this procedure was deemed positive subject to
the recommended amendments in the product information (see Annex III).

Grounds for amendment of the summary of product
characteristics, labelling and package leaflet

Whereas

e on the basis of the residue depletion data in cattle and pigs, the CVMP considered the withdrawal
periods for cattle (meat and milk) and pigs should be amended to provide assurance for consumer
safety;

e in the absence of residue depletion data with subcutaneous route of administration, the CVMP
considered the subcutaneous route for cattle and pigs should be removed from the product
information;

e a repeated course of treatment within a certain timescale is highly likely to lead to accumulation of
gentamicin residues in liver, kidneys, and potentially injection sites of treated animals, the CVMP
considered that a warning sentence should be added to the product information to advise that any
repeated course of treatment during the withdrawal period must be avoided;

e the CVMP considered that the overall benefit-risk balance for the products under this procedure
remains positive subject to amendments in the product information;

the CVMP has recommended variations of the marketing authorisations for veterinary medicinal
products containing gentamicin presented as solutions for injection to be administered to cattle and
pigs (see Annex I) in order to amend the summaries of product characteristics, labelling and package
leaflets in line with recommended changes in the product information as set out in Annex III.
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Annex III

Amendments in the relevant sections of the summary of
product characteristics, labelling and package leaflet
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A. For Aagent 50 mg/ml listed in Annex I (Marketing
Authorisation Holder: Fatro S.p.A.)

Where the maximum total dose, as recommended in the product information, does not exceed 12 mg
gentamicin base per kg bw in cattle and pigs, the wording below should be used:

Summary of product characteristics

4.9 Amounts to be administered and administration route

Delete, where applicable, any references to subcutaneous use in calves and piglets.
In pigs do not administer more than 1 ml per injection site.

Repeated injections should be made at different injection sites.

4.11 Withdrawal period(s)

Due to accumulation of gentamicin in liver, kidneys and injection site, any repeated course of
treatment during the withdrawal period must be avoided.

Calves:
Intramuscular or intravenous use: Meat and offal: 103 days.

Piglets:
Meat and offal: 66 days.

Labelling:

7. METHOD AND ROUTE(S) OF ADMINISTRATION

Delete, where applicable, any references to subcutaneous use in calves and piglets.

8. WITHDRAWAL PERIOD

Calves:
IM, IV: Meat and offal: 103 days.

Piglets:
Meat and offal: 66 days.

Package leaflet:

8. DOSAGE FOR EACH SPECIES, ROUTE(S) AND METHOD OF ADMINISTRATION
Delete, where applicable, any references to subcutaneous use in calves and piglets.

In pigs do not administer more than 1 ml per injection site.

Repeated injections should be made at different injection sites.

10. WITHDRAWAL PERIOD

Due to accumulation of gentamicin in liver, kidneys and injection site, any repeated course of
treatment during the withdrawal period must be avoided.
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Calves:
Intramuscular or intravenous use: Meat and offal: 103 days.

Piglets:
Meat and offal: 66 days.
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B. For Genta-ject 10% listed in Annex I (Marketing
Authorisation Holder: Dopharma Research B.V.)

Where cattle and/or pigs have already been approved as target species and provided that the
maximum total dose, as recommended in the product information, does not exceed

12 mg gentamicin base per kg bw in cattle and 50 mg gentamicin base per kg bw in pigs, the wording
below relating to the relevant species should be used:

Summary of product characteristics

4.9 Amounts to be administered and administration route

Delete, where applicable, any references to subcutaneous use in cattle and pigs.
In pigs do not administer more than 50 mg gentamicin per injection site.
Repeated injections should be made at different injection sites.

4.11 Withdrawal period(s)

Due to accumulation of gentamicin in liver, kidneys and injection site, any repeated course of
treatment during the withdrawal period must be avoided.

Cattle:

Intramuscular or intravenous use: Meat and offal: 139 days.
Pigs:

Meat and offal: 146 days.

Labelling:

7. METHOD AND ROUTE(S) OF ADMINISTRATION

Delete, where applicable, any references to subcutaneous use in cattle and pigs.

8. WITHDRAWAL PERIOD

Cattle:

IM, 1IV: Meat and offal: 139 days.
Pigs:

Meat and offal: 146 days.

Package leaflet:

8. DOSAGE FOR EACH SPECIES, ROUTE(S) AND METHOD OF ADMINISTRATION
Delete, where applicable, any references to subcutaneous use in cattle and pigs.

In pigs do not administer more than 50 mg gentamicin per injection site.

Repeated injections should be made at different injection sites.

10. WITHDRAWAL PERIOD

Due to accumulation of gentamicin in liver, kidneys and injection site, any repeated course of
treatment during the withdrawal period must be avoided.
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Cattle:

Intramuscular or intravenous use: Meat and offal: 139 days.
Pigs:

Meat and offal: 146 days.
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C. For Gentavall 5 mg/ml listed in Annex I (Marketing
Authorisation Holder: Mevet S.A.U.)

Where the maximum total dose, as recommended in the product information, does not exceed 5 mg
gentamicin base per animal in pigs, the wording below should be used:

Summary of product characteristics

4.11 Withdrawal period(s)

Due to accumulation of gentamicin in liver, kidneys and injection site, any repeated course of
treatment during the withdrawal period must be avoided.

Piglets:
Meat and offal: 44 days.

Labelling:

8. WITHDRAWAL PERIOD

Piglets:
Meat and offal: 44 days.

Package leaflet:

10. WITHDRAWAL PERIOD

Due to accumulation of gentamicin in liver, kidneys and injection site, any repeated course of
treatment during the withdrawal period must be avoided.

Piglets:
Meat and offal: 44 days.
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D. For Gentaveto-5 (50 mg/ml) listed in Annex I (Marketing
Authorisation Holder: V.M.D. n.v.)

Where the maximum total dose, as recommended in the product information, does not exceed 50 mg
gentamicin base per kg bw in pigs, the wording below should be used:

Summary of product characteristics

4.9 Amounts to be administered and administration route
Repeated injections should be made at different injection sites.

In pigs do not administer more than 1 ml per injection site.

4.11 Withdrawal period(s)

Due to accumulation of gentamicin in liver, kidneys and injection site, any repeated course of
treatment during the withdrawal period must be avoided.

Pigs:
Meat and offal: 146 days.

Labelling:

7. METHOD AND ROUTE(S) OF ADMINISTRATION

Repeated injections should be made at different injection sites.

8. WITHDRAWAL PERIOD

Pigs:
Meat and offal: 146 days.

Package leaflet:

8. DOSAGE FOR EACH SPECIES, ROUTE(S) AND METHOD OF ADMINISTRATION
Repeated injections should be made at different injection sites.

In pigs do not administer more than 1 ml per injection site.

10. WITHDRAWAL PERIOD

Due to accumulation of gentamicin in liver, kidneys and injection site, any repeated course of
treatment during the withdrawal period must be avoided.

Pigs:
Meat and offal: 146 days.
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E. For Gentamicin Bremer Pharma listed in Annex I

(Marketing Authorisation Holder: Bremer Pharma GmbH)

Where the maximum total dose, as recommended in the product information, is up to 80 mg
gentamicin base per kg bw in cattle, the wording below should be used:

Summary of product characteristics

4.9 Amounts to be administered and administration route
Delete, where applicable, any references to subcutaneous use in cattle.
Repeated injections should be made at different injection sites.

4.11 Withdrawal period(s)

Due to accumulation of gentamicin in liver, kidneys and injection site, any repeated course of
treatment during the withdrawal period must be avoided.

Cattle:

Intramuscular or intravenous use: Meat and offal: 228 days.

Labelling:

7. METHOD AND ROUTE(S) OF ADMINISTRATION

Delete, where applicable, any references to subcutaneous use in cattle.

8. WITHDRAWAL PERIOD

Cattle:

IM, IV: Meat and offal: 228 days.

Package leaflet:

8. DOSAGE FOR EACH SPECIES, ROUTE(S) AND METHOD OF ADMINISTRATION
Delete, where applicable, any references to subcutaneous use in cattle.

Repeated injections should be made at different injection sites.

10. WITHDRAWAL PERIOD

Due to accumulation of gentamicin in liver, kidneys and injection site, any repeated course of
treatment during the withdrawal period must be avoided.

Cattle:

Intramuscular or intravenous use: Meat and offal: 228 days.
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F. For all other products listed in Annex I for which the
recommended total doses do not exceed

24 mg gentamicin base per kg bw for cattle and 50 mg
gentamicin base per kg bw for pigs

Where cattle and/or pigs have already been approved as target species and provided that the
maximum total dose of gentamicin, as recommended in the product information, does not exceed

24 mg gentamicin base per kg bw in cattle and 50 mg gentamicin base per kg bw in pigs, the wording
below relating to the relevant species should be used:

Summary of product characteristics
4.9 Amounts to be administered and administration route
Delete, where applicable, any references to subcutaneous use in cattle and pigs.

For products with a strength up to 50 mg gentamicin per ml: In pigs do not administer more than 1 ml
per injection site.

For products with a strength exceeding 50 mg gentamicin per ml: In pigs do not administer more than
50 mg gentamicin per injection site.

Repeated injections should be made at different injection sites.
4.11 Withdrawal period(s)

Due to accumulation of gentamicin in liver, kidneys and injection site, any repeated course of
treatment during the withdrawal period must be avoided.

Cattle:

Intramuscular or intravenous use: Meat and offal: 192 days.
Pigs:

Meat and offal: 146 days.

Labelling:

7. METHOD AND ROUTE(S) OF ADMINISTRATION

Delete, where applicable, any references to subcutaneous use in cattle and pigs.

8. WITHDRAWAL PERIOD

Cattle:

IM, IV: Meat and offal: 192 days.
Pigs:
Meat and offal: 146 days.

Package leaflet:

8. DOSAGE FOR EACH SPECIES, ROUTE(S) AND METHOD OF ADMINISTRATION
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Delete, where applicable, any references to subcutaneous use in cattle and pigs.

For products with a strength up to 50 mg gentamicin per ml: In pigs do not administer more than 1 ml
per injection site.

For products with a strength exceeding 50 mg gentamicin per ml: In pigs do not administer more than
50 mg gentamicin per injection site.

Repeated injections should be made at different injection sites.
10. WITHDRAWAL PERIOD

Due to accumulation of gentamicin in liver, kidneys and injection site, any repeated course of
treatment during the withdrawal period must be avoided.

Cattle:

Intramuscular or intravenous use: Meat and offal: 192 days.
Pigs:

Meat and offal: 146 days.
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G. For products listed in Annex I for which the recommended

total dose is between 24 mg gentamicin base per kg bw and
50 mg gentamicin base per kg bw for cattle

Summary of product characteristics

4.9 Amounts to be administered and administration route
Delete, where applicable, any references to subcutaneous use in cattle.
Repeated injections should be made at different injection sites.

4.11 Withdrawal period(s)

Due to accumulation of gentamicin in liver, kidneys and injection site, any repeated course of
treatment during the withdrawal period must be avoided.

Cattle:

Intramuscular or intravenous use: Meat and offal: 214 days.

Labelling:

7. METHOD AND ROUTE(S) OF ADMINISTRATION

Delete, where applicable, any references to subcutaneous use in cattle.

8. WITHDRAWAL PERIOD

Cattle:

IM, IV: Meat and offal: 214 days.

Package leaflet:

8. DOSAGE FOR EACH SPECIES, ROUTE(S) AND METHOD OF ADMINISTRATION
Delete, where applicable, any references to subcutaneous use in cattle.

Repeated injections should be made at different injection sites.

10. WITHDRAWAL PERIOD

Due to accumulation of gentamicin in liver, kidneys and injection site, any repeated course of
treatment during the withdrawal period must be avoided.

Cattle:

Intramuscular or intravenous use: Meat and offal: 214 days.
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H. For products listed in Annex I for which lactating cows
have already been approved as target species

Summary of product characteristics

4.9 Amounts to be administered and administration route
Delete, where applicable, any references to subcutaneous use in cattle.
Repeated injections should be made at different injection sites.

4.11 Withdrawal period(s)

Due to accumulation of gentamicin in liver, kidneys and injection site, any repeated course of
treatment during the withdrawal period must be avoided.

Cattle:
Intramuscular or intravenous use:
Meat and offal: as recommended in the relevant sections of Annex III above.

Milk: 7 days.

Labelling:

7. METHOD AND ROUTE(S) OF ADMINISTRATION

Delete, where applicable, any references to subcutaneous use in cattle.

8. WITHDRAWAL PERIOD

Cattle:
IM, 1V:
Meat and offal: as recommended in the relevant sections of Annex III above.

Milk: 7 days.

Package leaflet:

8. DOSAGE FOR EACH SPECIES, ROUTE(S) AND METHOD OF ADMINISTRATION
Delete, where applicable, any references to subcutaneous use in cattle.

Repeated injections should be made at different injection sites.

10. WITHDRAWAL PERIOD

Due to accumulation of gentamicin in liver, kidneys and injection site, any repeated course of
treatment during the withdrawal period must be avoided.

Cattle:
Intramuscular or intravenous use:
Meat and offal: as recommended in the relevant sections of Annex III above.

Milk: 7 days.
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