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S$FHV PHGLFDPHQW IDFH RELHFIX0 XQHL PRQLIRUL]AUL VXSILPHQIDUH SSFHVIOXFUX YD SHUPLIH
LGHQILILFDUHD UDSLG& GH QRL LQIRUPD LL UHIHULIRDUH 0D VLIXUDQ & 3URIHVLRQL WILL GLQ GRPHQLX0 VaQala LL VXQU
UXJD L va UDSRUIH]H RULFH UHDF LL DGYHUVH VXVSHFIDIH OQH]L SFi SHQIUX PRGX0 GH UDSRUIDUH D UHDF LLORU
DGYHUH
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8Q PO GH FRQFHQIUDI FRQ LQH REWIIR[D[LPDE  PJ 0

Un flacon de 6 PO FRQ LQH RELIR[D[LPDE  PJ (D'

2ELOIR[D[LPDEX0 HVH SURGXV vQ FHOXOH PXULQH *6-16 GH PLHIRP SULQ WHI@JLD $ " 1 UHFRPELQDQ!

( [FLSLHQI FX HIHFI FXQRVFXI @
Un ml dH FRQFHQIUDH FRQ LQH VRUELIR) ~ PJ N @
3HQIUX OLVID IXIXURU H[FLSLHQ LORU YH]L SFI (b'
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&RQFHQIUDI SHQIUX VROX LH SHUIXJDELO& FRQFHQIV m&
EHL

NYXTHRACIS HWH R VROX LH GH 0D 0LP SHGH 0DaRSDOHVFHQIE GH 0D LQFRORUA 0D JAOEXLH VDX X RU PDURQLX-
JA0EXLH FDUH SRDIH FRQ LQH R VHULH GH SDUILR0H SURWHLFH FX DVSHFI GH 0D iUDQVSDUHQW 0D DOE  FDUH YRU IL
VQGHSAUIDIH SULQ ILOIUDUHD 0D QLYHOX0 OLQLHL IXJLH FX YDORDUHD S+ GH L YDORDUHD RVPRODOLNA LL
VQIUH L P2VP NJ
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4.  DATECLINICE .\()\
41 QGLFD LL IHUDSHXILFH b

NYXTHRACIS HVIH LQ FRPELQD LH FX DQILPLFURELHQH DGHFYDIH SHQIUX IUDIDPHQIX0 DQWUD [XOXL
GH LQKDOD LH FDX]DI G illus anthracis 0D IRDIH FDIHIRULLOH GH YkUviia  YH]L SFW

NYXTHRACIS LQGLFDII SHQWUX D DVLIXUD SURILOD[LD SRVH-H[SXQHUH vP SRIULYD DQIUD[XOXL GH

LQKDOD LH 0D WRQIH JRULLOH GH YkUWIi& vQ FD]X0vQ FDUH QX H[LWWi& DOIH RS LXQL WHUDSHXILFH VDX QX VXQN
DGHFYDIH Y

4.2 '® PRG GH DGPLQLVWUDUH
N ACIS WHEXLH DGPLQLVIUD LPHGLDI FH VIDUHD FOLQLF& R LPSXQH

&amentul farmDFRIRJLF L PRQLIRUL]DUHD DGHFYDIH WUHEXLH Va ILH vQIRIGHDXQD GLVSRQLELOH vQ FD]X0vQ
Q:DUH GXS& DGPLQLVIUDUHD GH NY XTHRACIS VXUYLQH XQ HYHQLPHQI GH iILS DQDILD[LH

ZRIH

" R]D UHFRPDQGDIia GH NYXTHRACIS 0D SDFLHQ L DGX0 L FX JUHXIDIHD GH PLQLPXP  NJ HVIH de
16 PJ NLORJUDP JUHXIDHH FRUSRUD0& DGPLQLVIUDIE vQ SHUIX]LH LQIUDYHQRDVA XQLF& = R]D UHFRPDQGDIA GH



NYXTHRACIS 0D SDFLHQ L DGX0 L FX JUHXIDIHD VXE ~ NJHVIHGH  PJ NJ DGPLOLVIUDIE vQ SHUIX]LH
LQIDYHQRDVA XQLFA

painte de administrarea de NYXTHRACIS VH UHFRPDQG& SUHPHGLFD LH FX XQ DQILKLVIDPLQLF  YH]L
SFil L
3HQNUX DIXWWAUL DOH GRTHL GLQ FDX]D UHDF LLORU DVRFLDIH DGPLQLVIUAULL vQ SHUIX]LH 5%$3 YH]L WDE}@
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7DEHIX0  BUXVHEUL DOH GR]HL GH RELMR[D[LPDE GLQ FDX]D UHDF LLORU DVRFLDIH DG PLQLV\@MQ
SHUIX]LH a

BHYHULIDIHD 5$3 | SIXVIDUHD GR]HL QJ

SHDF LH DVRFLDIA | 6H RSUH 1H SHUIX]LD FX RELIR[DLPDE L VH DGPLQLVIVHD] IU 1 GH VXV LQHUH

gﬁlﬁ;Qleéa:%JgG 1Q FD]X0 SULPHL DSDUL LL D XQXL HYHQLPHQI GH JUDG  GH WLS@{UD IH XLHUAIRDUH
] 0 VIPRSUH IH GHILQLILY

1Q FD]X0 UHFLGLYHL XQXL HYHQLPHQN GH JUDG  GH L LH XLHU&IRDUH VDX
XUILFDULH VDX D0 UHFLGLYHL RULFAURU VLPSIRPH GH % RELOIR[D[LPDEX0 VH
RSUH WH GHILQLILY

1Q FHOHODOIH VLIXD LL GXS& UHPLVLXQHD FRE>SIH LPSIRPHIRU SHUIX]LD VH SRDIH
rHOXD FX R YLIH]& FX PDL PLFa GH%H]D XILOL] Diia vQDLQIH GH RSULUHD
EH

1- EURQKRVSDVP VDX XUILFDULH JHQHUDOL] D& RELOIR[D [LPD;E

SHUIXJLHL 1Q DEVHQ D XQRU VLPSIRPH D H DGPLQLVIVAULL vQ SHUIX]LH YLIH]D GH

DGPLQLVIUDUH D SHUIXJLHL HVIH GHVFUL 0X0
6H YD DGPLQLVIUD SUHPHGLFD LH

5HDF LH DVRFLDI& | 6H RSUH IH LPHGLDI SHUIX]LD EX RELIR[D[LPDE

DGPLQLVIVAULL vQ 6H DGPLQLVIUHD] & WDIDPH V LQHUH
SHUIX]LH GH JUDG | 2ELWR[DJLPDEX0 VH RSU GHILQUILY
4
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2. X HVIH QHFHVDU& DUXVIDUHD G@SDFLHQ LL FX YKUWID GHDQL YH]L SF#
&RSLL 0L DGROHVFHQaL @

" R]D UHFRPDQGDIA 0 L L DGROHVFHQ L VH VIDELOH WH vQ IXQF LH GH JUHXIDIH D D FXP VH DUDiia vQ
tabelul GH PDL4RV

7DEHIX0 ™ FQFRPDQGDWH GH RELOWR[D[LPDE 0D FRSLL L DGRIHVFHQ L GR]H VWDELOLIH vQ IXQF LH GH
D0

JUHXWDWHD a
*[IMXIDIH FRUSRUD0A NJ “"Rla PJNJ
JUHXWDWH FRUSRUDOa
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>  SkQao

2\Aod de administrare

2ELOIR[D[LPDEX0 VH DGPLQLVIUHD]& vQ SHUIX]LH LQIUDYHQRDV& FX GXUDID GH ~ GH PLQXIH

3UHFDXaLL FDUH WUHEXLH 0XDIH vQDLQIH GH PDQLSX0DUHD VDX DGPLQLVIUDUHD PHGLFDPHQIXOXL



21X VH DJLii& 10DFRQX0 2ELOR[D[LPDEX0 VH GLOXHD]a vQ VROX LH GH FORUXU& GH VRGLX  PJ P(
SHQIUX SUHSDUDIH LQIHFIDELOH vQDLQWH GH DGPLQLVHUDUHD vQ SHUIX]LH LQIUDYHQRDVA YH]L SFW

2ELOIR[D[LPDEX0 GLOXDIl SHQIUX DGPLQLVIUDUH vQ SHUIX]LH LQIUDYHQRDVA VH DGPLQLVIUHD]& vQ SHUIX]LH FX
GXUDID GH ~ GH PLQXHH 0D YLIH]D GH SHUIX]DUH GHVFULVA vQ WDEHOX0  IRORVLQG R SXQJ& GH SHUIX]LH VDX R
VHULQJA SHQIUX SHUIXTLH L XQ IL0IUX vQFRUSRUDII FX GLPHQVLXQHD GH PLFURQL

3DFLHQ LL IWHEXLH PRQLIRUL]D L DIHQH SHQIUX D VH GHSLVID VHPQHOH L VLPSIRPHOH UHDF LLORU GH @
KLSHUVHQULELOLIDIH SH IIRD& GXUDID SHUIX]LHL L ILPS GH PLQLPXP R Rua GXSa DGPLQLVIUDUH YA S
1Q FD]X0 DSDUL LHL UHDF LLORU DVRFLDIH DGPLQLVIUAULL vQ SHUIX]LH VH SURFHGHD]& FRQIRUP LQGLFBILLORY GLQ

tabelul O

/1QLD LQIUDYHQRDVA VH YD VS&0D FX VROX LH GH FORUXU& GH VRGLX GH  PJ PO S &UHSDUDWH
LQUHFIDELOH GXS& VQFKHLHUHD SHUIX]LHL LQIUDYHQRDVH

7DEH0X0 3: Doza, YRIXP X0 SHUIX]DEL) iIRWDO L YLWH]D DGPLQLVIUAULL vQ SHUIX]LHYGH RELOIR [D[LPDEX0
vQ I1XQF LH GH JUHXWDWHD FRUSRUD(a

]
*UHXWDWH FRUSRUDOa NJ O9RIXP SHUIX]DEL) WIRW LWH]D DGPLQLWIVAULL vQ
GR]H WDELOLWH vQ 1XQF LH GH JUHXWDIWHD PO @ SHUIX]LH
FRUSRUD0& SXQJa VDX VHUL P0 RUa
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SHQIUX LQWIUXF LXQL SULYLQG GLOXD@HGLFDPHQWXOXL L XHLOLJDUHD SXQJLL VDX VHULQJLL SHQIUX SHUIX]LH
VQDLQIH GH DGPLQLVIUDUH YH]L V\

4.3 &RQIUDLQGLFD LL @
-+LSHUVHQVLELOLIDIH 0D @a@ D DFILY3 VDX 0D RULFDUH GLQIUH H[FLSLHQ LL HQXPHUD L 0D SFi
4.4  $IHQ LRQAL L SUHFDX LL VSHFLDOH SHQIUX XWLOLJDUH

Trasabilitate 0

3HQWX D ;XE FRQIURO IUDVDELOLIDIHD PHGLFDPHQIHORU ELRIRJILFH QXPHH L QXPauXo 0RIXOXL
PHGLF, 0XL DGPLQLVIUDH WWHEXLH vQUHILVIUDIH FX DIHQ LH

? DVRFLDIIH DGPLOLVIVAULL vQ SHUIX]LH UHDF LL GH KLSHUVHQVLELOWDIH L DQDILOD[LH

% F LLOH DVRFLDIH DGPLQLVHUAULL vQ SHUIXTLH GH KLSHUVHQVLELOLIDIH DX IRV REVHUYDHH TUHFYHQW vQ VIIXGLLOH
OLQLFH HIHFIXDIH FX RELOIR[D[LPDE 0D VXELHF L VaQaiR L =LQ FDX]D ULVFXOXL GH DSDUL LH D UHDF LLORU VHYHUH
VDX DQDILOD[LHL RELOIR[D[LPDEX0 VH DGPLQLVIUHD] & vQ XQLiid L PRQLIRUL]DIH GH SHUVRQDO LQWIUXLI DYKQG (0D
GLVSR]L LH GRWAULOH QHFHVDUH SHQIUX D JHWLRQD DQDILD[LD 3DFLHQ LL WHEXLH PRQLIRUL]D L DIHQW SH lIRDH&
GXUDID DGPLQLVIVAULL SHUIX]LHL LILPS GH PLQLPXP R RU& GXSa DGPLQLVIUDUH



$YkQG vQ YHGHUH F& WIXGLLOH FOLQLFH DX IRV HIHFIXDIH 0D YROXQIDUL V&Q&IR L SHUIX]LLOH FX RELOIR [D[LPDE
DX IRV RSULIH vQ PRPHQHX0 DSDUL LHL RULFAUXL WLS GH UHDF LH 3H ED]D H['SHULHQ HL DVRFLDIH XHLOLJ&ULL DOVRU
DQILFRUSL PRQRFIRQDOL vQ IUDIDPHQIX0 XQRU DIHF LXQL VHYHUH vQ JHQHUDO DGPLQLVWUDUHD SHUIX]LLORU SRDIH IL
ILQDOL] D& vQ FD]X0 vQ FDUH VH SURFHGHD]& FRUHVSXQ]AIRU 1Q FD]X0 DSDUL LHL UHDF LLORU DVRFLDIH
DGPLQLVIVAULL vQ SHUIX]LH VH SURFHGHD]a FRQIRUP LQGLFD LLORU GLQ IDEHOX0

painte de administrarea de ob LUR[D[LPDE VH UHFRPDQG& SUHPHGLFD LH FX XQ DQILKLWIDPLQLF FX &
GLIHQKLGUDPLQa YH]L SFi 1Q VIXGLLOH FOLQLFH HIHFIXDIH FX RELOIR[D[LPDE GLIHQKLGUDPLQD D\IR

DGPLQLVIUDIA FX  GH PLQXIH vQDLQIH GH DGPLQLVIUDUHD RELOIR[D[LPDEX0XL 3UHPHGLFD LD Cu%
DQILKLVIDPLQLF QX DUH HIHFIl GH SUHYHQ LH D DQDILOD[LHL L SRDIH DVFXQGH VDX DPkQD GHEXIX0 Q PHIRU

UHDF LLORU GH KLSHUVHQVLELOLHDIH O
OHQLQJLID GLQ DQIUDL &/

2ELOIR[D[LPDEX0 QX lUDYHUVHD]& EDULHUD KHPDIRHQFHIDOLF& L QX SRDWH IL XilLOL] D@JHYHQLUHD VDX vQ
IUDIDPHQIX0 PHQLQJLIHL FDUH DSDUH FD R FRPSOLFD LH D DQIUD[XO0XL

&RSIL_L DGROHVFHQ L @

Nu s-DX HIHFIXDIl VIXGLL SULYLQG SURILOX0 GH VLIXUDQ & VDX IDUPDFRGL% D0 RELOIR[D[LPDEX0XL 0D FRSLL
L DGROHVFHQ L YH]L SFii
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,QWHUDF LXQL FX UH]ultatele testelor de laborator (b,\
([SXQHUHD 0D NYXTHRACIS SRDIH LQIHUIHUD FX WHVWHOI-@RJLFH FRUHODIH FX DQIUD[X0
Sorbitol

Un ml de NYXTHRACISFRQLOH  PJ GH vw@m YHJLSFI L

8ILILJDUHD PHGLFDPHQIHORU FDUH FRQ LQ VRUELIR) SRDIH 1L leta0a vQ FD]X0 DGPLQLVIUAULL SH FDOH
LQIUDYHQRDVA 0D VXELHF L FX LQIROHUDQ & HUHGLIDUE 0D IUXFIR]A ,()  2ELNRIR[D[LPDE QX VH DGPLQLVIUHD] A
0D SDFLHQ L FX , () FX H[FHS LD VLIXD LLORU H HVIH DEVROXH QHFHVDU GLQ FDX]D VLIXD LHL FOLQLFH L QX
HLVIi% DOIH DOIHUQDILYH 6H YD IDFH R D 3 GHIDOLDIA D VLPSIRPHIRU , () 0D ILHFDUH SDFLHQH vQDLQIH GH
DGPLOLVIUDUHD DFHVIXL PHGLFDPHQW'\

6XJDULL L FRSLLL GH Ykuwia IR " FX YKUWID VXE  DQL DX XQ ULVF DSDUIH GHRDUHFH HVIH SRVLELO V&
QX IL IRW vQFa GLDJQRVILFD L

Sodiy <

$FHVI PHGLFDPHQI F sodiu PDL SXLQGH PPR0 PJ SHUI0DFRQ GH PO DGLFa SUDFILF "nu

FRQ LQH VRGLX" \

4.5 ,QWHU%QFX DOWH PHGLFDPHQWH L DOWH IRUPH GH LQWHUDF LXQH

» GLX SULYLQG LQWHUDF LXQLOH PHGLFDPHQIRDVH ~ GH VXELHF L DX SULPLI R GR]& XQLFa GH
% D[LPDE DGPLQLVIUDIi& vQ PRQRIHUDSLH VDX FRQFRPLIHQN FX FLSURIOR[DFLQ& = RX&]HFL GH VXELHF L
RSULPLW RELOIR[D[LPDE DGPLQLVIUDH vQ PRQRIHUDSLH LDU  GH VXELHF L DX SULPLI RELOWR[D[LPDE DVRFLDH
QX LSURIOR[DFLQA ILPS GH  JLH $GPLQLVIUDUHD GH RELOIR[D[LPDE ~ PJ NJ vQ SHUIX]LH LQIUDYHQRDVa
QDLQIH GH DGPLQLVIUDUHD SHUIX]LHL LQIUDYHQRDVH FX FLSURIOR[DFLQ& VDX GH DGPLQLVIUDUHD RUD0OA GH GRXa
RUL SH L GH FLSURIOR[DFLQ& FRPSULPDIH QX D LQIOXHQ Dif SURILOX0 IDUPDFRFLQHILF DO RELOIR [D[LPDEXOXL 1Q
mod similar RELOIR[D[LPDEX0 QX D LQI0XHQ DI SURILOX0 IDUPDFRFLQHILF DO FLSURIOR [DFLQHL DGPLQLVIUDIH SH
FDOH RUD0& VDX LQIUDYHQRDVA



Nu s-DX HIHFIXDIl DOWH VIXGLL SULYLQG LQIHUDF LXQLOH = HRDUHFH RELOWR [D[LPDEX0 HViH XQ DQILFRUS
PRQRFIRQDO ULVFX0 GH LQIHUDF LXQL HVIH UHGXV

) HUWLOLWDWHD VDUFLQD L DOASHDUHD

Sarcina &

" DIHOH SURYHQLIH GLQ XWLOL]DUHD RELOIR [D[LPDEXOXL 0D IHPHLOH JUDYLGH VXQN LQH[LVWHQIH vQVa VH H(@'xo
F& ,J* XPDQ& IUDYHUWHD]4 SODFHQID ¢ N
6IIXGLLOH 0D DQLPDOH QX DX HYLGHQ LDW HIHFIH IR [LFH G&XQaWRDUH GLUHFIH VDX LQGLUHFIH DVXSUD IQNL GH
UHSURGXFHUH YH]L SFW @yz

&D PavXua GH SUHFDX LH HVIH GH SUHIHUDII V& VH HYLIH XHLOL]DUHD NY XTHRACIS vQ WL% LQLL

$0aSIDUHD 0

21X VH FXQRD iH GDFa RELOIR[D[LPDEX0 VH H[ FUHli& vQ 0DSIHH XPDQ 6H FXQRD IH Fa@; XPDQa VH H[FUHIia
vQ ODSHHOH XPDQ vQ SULPHOH JLOH GXSa QD IIHUH L VFDGH SkQa 0D FRQFHQIUD LL %PHGLDW GXSa DFHDOVID 1Q
FRQVHFLQ & QX VH SRDIH H[FOXGH XQ ULVF SHQIUX QRX-QAVFX LL DO&SID L SH @ FHVIXL VEXUI LQIHUYDO GH

ILPS S0IHULRU XILOLJDUHD RELOIR [D[LPDEXOXL SRDIH IL DYXJ& vQ YHGHUH v 0 DOASIEULL QXPDL GDFa
VIDUHD FOLQLF3 LPSXQH IUDIDPHQIXO @
YHUILOLIDIHD ‘\

Nu s-au HIHFIXDW IXGLL SULYLQG THUILOLIDWHD FX RELOIR[D[LP @
4.7  (IHFWH DVXSUD FDSDFLIIG LL GH D FRQGXFH YHKLF L GH D IRORVL XHLODNH
2ELOIR[D[LPDEX0 SRDIH DYHD R LQIOXHQ & PLFa DVX@SDFLW&“I LL GH D FRQGXFH YHKLFX0H VDX GH D IRORVL

XILODIH GHRDUHFH GXS& DGPLnistrarea de NY XT. CIS DU SXIHD VXUYHQL FHIDOHH DPH HL RERVHD0A& L
YaUVaxuL YH]L SFi

4.8 5HDF LL DGYHUVH @

SH]XPDIX0 SURILOXOXL GH VLIXUDQ é'\

.
6LIXUDQ D DGPLQLVIVAULL GH R &DE D IRV VIIXGLDIIa QXPDL 0D VXELHF L DGX0 L VaQaliR L

Vil HYDOXDia 0D GH VXELHF L VaQaiR L FX YKUVID vQiUH L GHDQL
PJ NJ DGPLQLVIUDIH LQIUDYHQRV vQ IUHL VIXGLL FOLQLFH

6LIXUDQ D RELIR[D[LPDE
IUDHD L FX XQD VDX GRX&

3HU WRIDO GLQ FHL GH VXELHF L DX SULPLIR GR]& XQLFa GH ~ PJ NJ GH RELOIR[D[LPDE 5HDF LL
DGYHUVH DVRFLDW KLSHUVHQVLELOLIDWHD  LQFOXVLY HUXS LL FXIDQDIH IUDQ]LYRULL DX DS&UXIi 0D

GLQ DFH L VXELH -D VQUHJILVIUDII XQ FD] GH DQDILOD[LH vQ ILPSX0 SHUIX]LHL $GPLQLVIUDUHD SHUIX]LHL D
IRVIl vQIUHUXS}a GLQ FDX]D UHDF LLORU GH KLSHUVHQVLELOLWDIH VDX DQDILOD [LHL
&H0H PD@(HQWH UHDF LL DGYHUVH UDSRUIDIH DX IRVl FHIDOHH SUXULI L XUILFDULH

O

DL IUHFYHQIH UHDF LL DGYHUVH REVHUYDWH SH GXUDID SULPHORU lUHL RUH GXS& LQL LHUHD DGPLQLVHUAULL

IXJLHL DX IRV SUXULH Q XUILFDULH Q FHIDOHH Q HUXS LH FXIDQDI&
%JD JURUH Q IXVH Q DPHHL Q LQFOXGH DPH HD0& L DPH HD0&
RVIIXuD0&
8UP&IRDUHH UHDF LL DGYHUVH VHYHUH DX DS&UXH SH GXUDID SULPHORU IUHL RUH GXS& DGPLQLWIUDUHD SHUIX]LHL
XUILFDULH  Q Suxudi Q L GRUVDOJLH Q

5SHDF LD DGYHWV& REVHUYDW& FHO PDL IUHFYHQW vQ LQWHUYDOX0 FXSULQV vQIUH L GH RUH GXS& LQL LHUHD
DGPLQLVIVAULL SHUIX]LHL D IRW FHIDORH Q



/D UHDF LLORU DGYHUVH VXE IRUP& GH IDEH0

7DEHOX0  SUH]LQIA UHDF LLOH DGYHUVH REVHUYDIH vQ DVRFLHUH FX RELOIR[D[LPDE (D FHL  GH VXELHF L
VAQAIR L FDUH DX SULPLI R GR]4 LQIDYHQRDVA XQLFE GH  PJ NJ RELWR[D[LPDE JUXSDIH SH DSDUDIH
VIVIHPH L RUJDQH L vQ IXQF LH GH IUHFYHQ &

YUHFYHQ D UHDF LLORU DGYHUVH HVIH GHILQLI& GXS& FXP XUPHD]& IRDUIH IUHFYHQIH |UHFYHQW+($’
L L PDL SX LQ IUHFYHQIH 1 1Q FDGUXD ILHF&UHL FDIHIRULL G
IUHFYHQ & UHDF LLOH DGYHUVH VXQli SUHTHQIDIH vQ RUGLQHD GHVFUHVFAIRDUH D VHYHULI LL '\
7DEHIX)  SHDF LLOH DGYHUVH UDSRUNDIH 0D VXELHF L DGX0 L VAQAIR L f$
&IDVLILFDUH OHG = 5% SH DSDUDIH | )UHFYHQIH ODL SX LQ IUHFYHQUHN
VIWHPH L RUJDQH
7X0EXUAUL DOH VLVIHPX0XL LPXQLIDU 5HDF LL DQDILOD
-+LSHUVHQVLEL
7XOEXUAUL DOH VLVIHPX0XL QHUYRV Cefalee $PHHDIE
$PH HDIBASRVIXUDIE
+LSR
7 X)EXUAUL RFX0DUH RIRIREL
7XOEXUAUL DFXVILFH L YHVILEXODUH ZIYFRGIRUI 0D QLYHOX0 XUHFKLL
7 XOEXUEUL YDVFXODUH | )tHEDia
7XOEXUAUL UHVSLUDIRULL WRUDFLFH Tuse N\, UUID LH 1DULQJLDQA
L PHGLDVILQDOH (b' " LVIRQUH
&RQJIHVILH VLQXVD0A
,@ " LVSQHH
7 X0EXUAUL JDVIURLQIHVILQDOH = XUHUL 0D QLYHOX0 EXJHORU
$IHF LXQL FXIDQDIH L DOH HVXIXOXL | 3UXULI XUILF * HUPDILI& DOHUJLFA
subcutanat HUXS LH & (UXS LH FXIDQDIE IUDQ]LIRULH
tranzit®gie JHQHUDOL] D&
\ ([[IROLHUHD SLHOLL
7X0EXUAUL PXVFXOR-VFKHOHILFH = XUHUL 0D QLYHOX0 H[WHPLIA LORU
L DOH HVXIXOXL FRQUXQFILY .(b' 6SDVPH PXVFXODUH
. &RQIUDF LL PXVFXODUH LQYRIXQIDUH
- ™ XUHUL 0D QLYHOX) PD[LODUHORU
7XOEXUAUL JHQHUDOH L 0D QLYHOX\\) * XUHUH 0D ORFX0 = XUHH
locului de administrare DGPLQLVIVAULL SHUIXJLHL | = LVFRQIRUINIRUDFLF
YULVRDQH
@ 2ERVHDUA
(GHP 0D 0RFX) DGPLQLVIVEULL
@ SHUIX]LHL
$QJLQ& SHFIRUD0E GH DOIE FDX]&
\ GLIHULIE GH FHD FDUGLDF
0 Sensibilitate
@ ™ XUHUH 0D QLYHOX0 ORFXOXL GH
vQ HSDUH vQ YHQ&

- HVFL@ UHDF LLORU DGYHUVH VHOHF LRQDIH

HQVLELOLWDIH 0L DQDILOD[LH

F LLOH DGYHUVH UDSRUIDIH 0D FHL ~ VXELHF L 0D FDUH DGPLQLVWUDUHD SHUIX]LHL FX RELOWR[D[LPDE D IRW
VQIUHUXSIA GLQ FDX]D XQRU SRVLELOH UHDF LL GH KLSHUVHQVLELOLIDIH DX LQFOXV XUILFDULH HUXS LL FXIDQDIH
IUDQ]LURULL WXVH SUXULI DPH HOL LULID LH IDULQJILDQ& GLVIRQLH GLVSQHH L GLVFRQIRUI 0D QLYHO IRUDFLF SHVIIXO
VXELHF LORU FX UHDF LL GH KLSHUVHQVLELOLIDIH DX SUHTHQIDH FX SUHF&GHUH VLPSIRPH FXIDQDIH FXP sunt SUXULY
L HUXS LL FXIDQDIH WUDQJLIRULL LDU  VXELHF L DX UDSRUIDW WXVH (YHQLPHQIX0 GH WLS DQDILOD[LH D IRW
FDUDFIHUL]DIF GH HUXS LH FXIDQDW& WDQ]LIRULH FX DVSHFH GH XULFDULH GLIX]a SUXULJLQRDVA DSURDSH
JHQHUDOL]DWA LQFOXVLY 0D QLYHOXO FHIHL WRUDFHOXL VSDWHOXL DEGRPHQXOXL PHPEUHORU VXSHULRDUH L
LQIHULRDUH GLVSQHH L WXVH




X DX H[LVIDI GRYH]L F2 UHDF LLOH GH KLSHUHQULELOLIDIH L HUXS LLOH FXIDQDIH IUDQ]LIRULL DX IRV SURYRFDIH
GH HOLEHUDUHD GH FLIRNLQH QX V-DX REVHUYDI PRGLILFAUL UHOHYDQIH GLQ SXQFW GH YHGHUH FOLQLF DOH DFHVIRUD
GLQ XUP&

,PXQRJIHQUIDIH

YRUPDUHD GH DQILFRUSL anti-RELOIR[D[LPDE D IRVI HYDOXDIS 0D IR L VXELHF LL FDUH DX SULPLI XQD Vi 4
GR]H GH RELOIR[D[LPDE vQ IUHL VIXGLL FOLQLFH 2SI VXELHF L > 8 FDUH DX SULPLI FHO S 14
LQIDYHQRDVA GH RELOIR[D[LPDE DX SUHJHQIDI UZVSXQV SULQ DQILFRUSL DQti-UDIDPHQI %RFLD
IUDIDPHQIXOXL SRILILY ™ LQ SXQFH GH YHGHUH FDQULIDILY WLIUXULOH DX IRVI UHGXVH YDULLQG vQIUH I

21X DX H[LVIDH GRYH]L DOH PRGLILFAULL SURILOXOXL IDUPDFRFLQHILF VDX SURILOXOXL GH WR[LFLWD@ ELHF LL FX
UAVSXQV GH ILS $$B7

=

SDSRUIDUHD UHDF LLORU DGYHUVH VXVSHFIDIH 0

SDSRUIDUHD UHDF LLORU DGYHUVH VXVSHFIDIH GXS& DXIRUJDUHD PHGLFDPHQIXOXL HVWH@FQUWDQWE\ SFHVI OXFUX
SHUPLIH PRQUIRUL]DUHD FRQILQX3 D UDSRUIXOXL EHQHILFLX ULVF D0 PHGLFDPHQIXARE o 3URIHVLRQL L GLQ
domentX0 VAQAIA LL VXQH UXJD L V& UDSRUIHTH RULFH UHDF LH DGYHUV VXVSHF% Q LQIHUPHGLXO sistemului
QD LRQDO GH UDSRUIDUH DVIIIHY FXP HVIH PHQ LRQDI vQ $QH[D 9 @

4.9 6XSUDGR]DM @

L 4

1Q FD] GH VXSUDGR]DI SDFLHQ LL IWHEXLH PRQLIRUL]D L SHQIUX D@LVWD VHPQHIH VDX VLPSIRPHH
HYHQLPHQUHORU DGYHUVH

5. 35235,(7A ,)$50%$&2/2%*,&( 0

5.1  3URSULHIA L IDUPDFRGLQDPLFH Q

*UXSD IDUPDFRIHUDSHXILF& 6HUXUL LPXQH NQRJOREXOLQH LPXQRJOREXOLQH VSHFLILFH FRGX0 $7&
- %% ‘2 r

OHFDQLVP GH DF LXQH '\Q

2ELOIR[D[LPDEX) HVIH XQ DO ‘égQRFORQDO FDUH OHDJ& DQILIHQX0 SURIHFIRU $3 DO B. anthracis
2ELNR[D[LPDEX0 LQKLEA 0HID GH UHFHSIIRULL GH 0D QLYHOX0 FHOXOHORU vPSLHGLFKQG SAIUXQGHUHD vQ
FHOX03 D IDFIRUXOXL OHIDO DO OXL L D IDFIRUXOXL HGHPDIRV FHOH GRX& HQ]LPH GLQ FRPSRQHQ D

IR [LQHL VSHFLILFH DQIUD UR0 vQ PHGLHUHD HIHFIHORU SDIRIHQH DOH DFHVIHLD

Efecte farmacodina

ODIRDUHD FRQV@H GLVRFLHUIH -G SHQIUX DILQLIDWHD GH 0HJDUH D RELOWR[DJLPDEXOXL GH $3 0LEHU HVIH
GH Q0

In vitro R [LPDEX0 VH 0HDJ& GH $3 GH 0D QLYH0X0 WX0SLQLORU $PHV 9QRIXP L 6lIHUQH GH B.
anthraci IRSX0 GH SH $3 0D QLYHOX0 FAUXLD VH 0HDJa RELOIR [D[LPDEX0 HVIH vQIkoQLI vQ FDX0 IX0SLQLORU
de B. %

cis SHQIUX FDUH H[LViia UDSRUNi&UL
efectuate in vitro vQ FDGUX0 XQXL HWW FHOX0DU FDUH XILOLJHD]& PDFURIDIH PXULQH VXJHUHD]& Fa
Q OIR [D[LPDEX0 QHXIUDOL]HD]& HIHFIHOH IR [LFH DOH WRLQHL OHIDOH R FRPELQD LH GH $3 L IDFIRU OHIDO

tudiile efectuate in vivo SHQIUX HYDOXDUHD HILFDFLIi& LL 0D LHSXUL 2HZ =HDIDQG = KLHH 1== L PDFDFL
FAQRPROJXV VXSX L XQXL WHWI GH SURYRFDUH SH FDOH LQKDODIIRULH FX VSRUL GH IIX0SLQa $PHV GH B. anthracis
DX GHPRQWIUDI R FUH IHUH GHSHQGHQW& GH GR]a D VXSUDYLH XLULL GXSa IUDIDPHQIX0 FX RELOWR[D[LPDE
([[SXQHUHD 0D VSRUL GH B. anthracis D GXV 0D FUH WHUHD FRQFHQIUD LLORU VHULFH GH $3 0D LHSXULL 1== LD
PDLPX HH FA\QRPROJXV = XSa IUDIDPHQIIX0 FX RELOIR[D[LPDE V-D vQUHILVIUDH R VFAGHUH D FRQFHQIUD LLORU



GH $3 (D PDIRULIDIHD DQLPDOHORY VXSUDYLH XLWRDUH &RQFHQIUD LLOH GH $3 0D DQLPDOHH 0D FDUH V-a folosit
SODFHER DX FUHVFXII SkQa 0D GHFHVX0 DFHVIRUD

Eficacitate

* HRDUHFH QX HVIH IH]DELO VDX HILF V& VH HIHFIXH]H VIXGLL FOLQLFH FRQIURODIH FX DQIUD[ GH LQKDID LH 0D &
VXELHF L XPDQL HILFDFLIDIHD RELOR[D[LPDEX0XL DGPLQLVIUDN vQ PRQRIHUDSLH FRPSDUDILY FX SODFH
JUDIDPHQIX0 DQIUD[XOXL GH LQKDOD LH VH EDJHD]A SH VIXGLL GH HYDOXDUH D HILFDFLIE LL HIHFIXDIH 0D L§X

== L PDFDFL F\QRPRIJXV '@

1Q DFHVIH VIXGLL V-D HIHFIXDI #HVI GH SURYRFDUH D DQLPDOHORU FX VSRUL GH B. anthracis VX@E GH
DHURVROL WX0SLQD $PHV (0D DSUR[LPDILY [/= FaURUD XOWHULRU (L V-a administrat tr tcu
RELO/R[D[LPDE 0D UHSHUH YHPSRUDOH GLIHULIH TQ VIXGLLOH SULYLQG IUDIDPHQIX0 DQIUD X0 &QKDOD LH
animalelor li s-a administrat tralDPHQI GXSa GHEXIX0 VHPQHORU VDX VLPSIRPHORU Fa@ GH DQIUD[
VIVIHPLF 1Q VIXGLLOH GH SURILOD[LH SRVI-H[SXQHUH DQLPDOHOH DX IRV IUDIDIH GXS3 QHUHD 0D B.
anthracis vQVa vQDLQIH GH DSDUL LD VLPSIRPDIRIRJLHL ODFDFLL FAQRPROJXV DX IRWIUDID L 0D PRPentul
RE LQHULL UH] XOIDIHORU SRJLHLYH 0D WHVIX0 VHULF GH HOHFIURFKHPLOXPLQHVFHQ & SHQIUX $3 D0 B.
anthracis 0D XQ LQIHUYD0 PHGLX GH DSUR[LPDILY ~ GH RUH GXSa SURYRFD . anthracis 1Q WXGLLOH
SULYLQG WUDIDPHQUX0 HIHFWIXDIH SH LHSXUL 1= = DQLPDOHOH DX IRW liuDHD!| XQ WHWI SR]UILY SULQ (&7
SHQIUX 3% VDX FUH HUHD SHUVLWHQIE D WHP SHUDIXULL FRUSRUDOH SHVIH LQL LDO 0D XQ LQUHUYDO PHGLX
GHDSUR[LPDILY ~ GH RUH GXSa SURYRFDUH 6XSUDYLH XLUHD D IRV H alD  GH ]LOH GXSa SURYRFDUH

cu B. anthracis vQ VIXGLLOH GHVFULVH vQ FRQILQXDUH ‘\

(ILFDFLIDIHD XQHL VLQIXUH GRTH LOIUDYHQRDVH GH RELUR[D[L L0]DH vQ PRQRIHUDSLH SHQIUX
IUDIDPHQIX) DQIUD[XOXL GH LQKDOD LH D IRV HYDOXDIE vQ FD XL VIXGLX HIHFIXDI 0D LHSXUL == LD IUHL
studLL HIHFIXDIH 0D PDFDF FA\QRPRIJXV $3  $3 IRDIH VIXGLLOH DX IRVI FRQIURIDIH FX

SODFHER UDQGRPL]DIH L HIHFIXDIH vQ FRQIRUPLIDIH FXEXQHIH SUDFILFL GH 0DERUDIRU 6IXGLLH $5
$3 L$3 DX IRVWHIHFIXDIH vQ PDQLHU& RDUE&, WXGLX0 $3 04 a fost efectuat cu mascarea
JUXSXOXL

7DEHIX0  SDWH GH VXSUDYLH XLUH vQ WX NIIHFWXDWH FX PRQRWHUDSLH SHQWUX HYDOXDUHD
HILFDFLWA LL FX RELOWR[D[LPDE PJN

3URSRU LD,V XLULL 0D 1LQDOX0 VIXGLXOXL
[Yo VXSUDYRE XUIRUL Q 6 ODIRDUH S? | 1885 %0°

7UDIDPHQI - LHSXUL 1=
BIXGNS$5 1 | (7, | | -
7UDIDPHQI - PDFDFL ROIXV

BIXCLO$3 ! -
BIXGLX $3 -
3URILOD[LH SRYIMMESXQHUH — PDFDFL FAQRPRIJXY

30DFHE§K.) 2EWIR[D[LPDE  PJNJ

N R
\i[SXQHUH

RUH
St SRWIi- - -

{ " |HESXQHH
Q

100 -

RUH
! SRVI- -
H[SXQHUH
1 ,QIHUYDO GH vQFUHGHUH

L6XSUDYLH XLUHD HYDOXDIE 0D GH JLOH GXS3 SURYRFDUHD FX VSRUL LQGLF3 IDSIX) F3 IRDIH DQLPDOHOH
UDQGRPLIDIH DX IRV SR]LILYH SHQIUX EDFIHULHPLH vQDLQIH GH IUDIDPHQH LDU WUDIDPHQIX0 D IRVH LQL LDI Q




XUPD XQHL FUH IHUL VHPQLILFDILYH D IHPSHUDIXULL FRUSRUDOH VIXGLX0 $5 VDX D XQXL UH]X0IDi SRLILY DO
IHVIXOXL GH GHSLVIDUH D DQILIHQXOXL SURIHFIRU SULQ HHFIURFKHPLOXPLOHVFHQ & VIXGLUH $3 L $3
ODIRDUHD S VH EDJHD]4 SH IHVIX0 %RVFKORR XQLGLUHF LRQD0 FX PRGLILFDUH GH ILS %HUJHU-Boos a
JDPD FRPSDUDILY FX SIDFHER
ODIRDUHD HDFIA D LQIHUYDOXOXL GH VQFUHGHUH SHOQIUX GLIHUHQ D DVRFLDHE UDIHORU GH VXSUDYLH XLUH
4 GXSUDYLH XLUHD HYDOXDIE 0D GH JLOH GH 0D SURYRFDUHD FX VSRUL
X GHQRIE VHPQLILFD LH VIDILVILFE 0D XQ QLYHO GH (on

&RSLL L DGROHVFHQ L

$IHQ LD (XURSHDQA SHQIUX OHGLFDPHQHH D VXVSHQGDH iHP SRUDU REOLJID LD GH GHSXQere a@atelor
studiilor efectuate cu NYXTHRACIS (0D XQD VDX PDL PX0IH VXEJUXSH GH FRSLL L DG

HUDIDPHQIX0 LQIHF LHL SURYRFDIH GH EDFL0 YH]L SFi SHQIUX LQIRUPD LL SULYLQG XHLOL OD FRSLL L
DGROHVFHQ L

S$FHVI PHGLFDPHQW D IRW DXIIRULTDI vQ AFRQGL LL H[FHS LRQDOH"  $SFHDVID vQVHD. Q@'GLQ FDX]D UDULWa LL
ERIL L GLQ PRILYH HILFH QX D IRV SRVLEL0& RE LQHUHD LQIRUPD LLORU FRP SOHIK 8UkYLQG DFHV PHGLFDPHQN
$IHQ LD (XURSHDQ& SHQIUX OHGLFDPHQIH YD UHYLTXL vQ ILHFDUH DQ RULFH L LL QRL GLVSRQLELOH L
DFHWI 5&3 YD IL DFIXDOL]DIi GXS& FXP YD IL QHFHVDU

5.2 3URSULH#A L IDUPDFRFLQHILFH N @

$EVRUE LH (&

)DUPDFRFLQHILFD RELOIR[D [LPDEXOXL HVIH 0LQHDU& SHQWUX@IUYDO de doze FXSULQVVQIWH PJ NJ GH
RUL GR]D PLQLP& UHFRPDQGDIA L PJ NJ GXS& DERLQLVIUDUH XQLFE vQ SHUIX]LH LQIUDYHQRDVA 0D

VXELHF L VAQAIR L = XS3 DGPLQLVIUDUHD XQLFA vQ SHUIXYH LQIUDYHQRDVA GH RELOIR[D[LPDE vQ GR]4 GH

16 P.J NJ 0D VXELHF L VAQAIR L GH DPEHIH VH[H Y PHGLH D &ppp L D $6&in a fost de

400 PFJ PO L UHVSHFILY * L PO 7LPSX0 GH vQIIXPalia LUH SIDVPDILFa D
RELOIR [D[LPDEXOXL D IRVW GH DSUR[LPDILY «GH Jl0H PHGLH

" VIULEX LH (b"

ODIRDUHD PHGLH D YRIXPXOXL GH GLI! H D RELOIR [D[LPDEX0XL 0D VWDUHD GH HFKLOLEUX D IRV GH
* PONJ LDGHSa LW ¥YDORDUHD YROXPX0XL SODVPDILF FHHD FH VXJHUHD]& XQ DQXPH JUDG GH

GLVIULEX LH JLVX0DUA b\

Nu s-DX HIHFIXDI vwx%@DOH SULYLQG PHIDERILJDUHD FX RELOIR[D[LPDE

&X IRDIH DFHVIHD vQ JAQHUD) GLWULEX LD DQILFRUSLORU PRQRFORQDIL LPSOLF& GLWIULEX LH vQ DIDUD VSD Lului
YDVFXODU vQVR Lii% B, SUHOXDUH SRIHQ LD0Z 0D QLYHO ILVXODU L FDIDEROL]DUHD GH F&IUH SURIHD]H vQ SHSILGH GH
GLPHQULXQL P@ LQRDFL]L FDUH VXQIf XOIHULRU VQFRUSRUD L vQ UHJHUYRUX0 HQGRIHQ VDX HFUHID L

cnis

Ellmlnare?

9DIR GLL FRUHVSXQJAIRDUH HOLPLQAULL RELWR[D[LPDEXOXL DX IRW GH + POJLNJ L PX
PD HFKil UDID GH 1LOWUDUH JORPHUX0DU& FHHD FH LQGLFA IDSWX0 F& SUDFILF FOHDUDQFH-ul

i D[LPDEX0XL QX HVIH PHGLDW UHQDO

Q*UXSH VSHFLDOH GH SDFLHQ L

(IHFIX0 VHEXOXL  YKUWIHL 0L UDVHL

3URILOX0 IDUPDFRFLQHILF DO RELOWR [D[LPDEXOXL D IRV HYDOXDI SULQIU-R DQDOL]& IDUPDFRFLQHILF&

SRSX0D LRQD0& FDUH D XHLOL]DW SUREH VHULFH SURYHQLIH GH 0D GH VXELHF L V&QalR L FDUH DX SULPLI R GR]a
LQWDYHQRDVA XQLF& vQ FDGUX0 D IXGLL FOLQLFH 3H ED]D DFHWHL DQDOLJH VH[X0 IHPHL 1D & GH E&UED L
UDVD QRQ-FDXFD]LHQL ID & GH FDXFD]LHQL VDX YKUID YKUVIQLFL 1D & GH LQHUL QX DX DYXI HIHFIH
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VHPQLILFDILYH DVXSUD SDUDPHIULORU GH IDUPDFRFLQHILF& DL RELUIR [D[LPDEXOXL &X RDIH DFHVIHD VIIXGLLOH
FOLQLFH HIHFIXDH FX RELOIR[D[LPDE QX DX LQFIXV XQ QXPau VXILFLHQN GH VXELHF LFX YKUMIDGH ~ DQL L
SHVIH SHQIUX D WDELOL GDF& H[LWIH GLIHUHQ H GH IDUPDFRFLQHILF& ID & GH VXELHF LL GH YkUVia PDL IkQ&ua

" LQIUH FHL GH VXELHF L vQURID L vQ VWXGLLOH FOLQLFH HIHFIXDIH FX RELOIR [D[LPDE GLQ

DYHDX YKUVID GH ~ DQL L SHViH LDU GLQ DYHDX YKUVID GH ~ DQL L SHVIH

(IHFIH FRUHODIH FX FRQWILIXaLD IL]LFa &
Clearance-X0 FRUHVSXQ]&IRU XQRU YDORUL PDUL DOH JUHXI& LL FRUSRUDOH NJ D IRW FX DSUR[LEABIL
PDL PDUH GHFKIl vQ SRSX0D LD GH UHIHULQ & 8IILIL]DUHD GRJAULL vQ IXQF LH GH JUHXIDIHD FRU@(
PJNJ GHIHUPLQa FUH IHUHD FX % a ASCinr FDUH QX HVIH UHOHYDQII& GLQ SXQFI GH YHGHUH FOLQLF

&RSLL 0L DGROHVFHQaL &FO
3URILOX0 IDUPDFRFLQHILF SHQIUX RELOIR [D[LPDE QX D IRVI HYDOXDII 0D FRSLL L DGROHVFH RPDQGAULIH
SULYLQG VIDELOLUHD GRTHORU GLQ WDEHOX0  SFi VXQIl GHULYDIH GLQ VLIPX0&UL FDUH X&]é R VIUDIHJLH GH
IDUPDFRFLQHILF& SRSX0D LRQD0& FRQFHSXIiZ SHQIUX D FRUHVSXQGH HLSXQHULL REVHU%@D DGX0 L 0D
RELWR[D[LPDE DGPLQLVIUDI vQ GRJaGH ~ PJ NJ

5.3  "DIH SUHFOLQLFH GH VLIXUDQ & @

" DiHOH QRQ-FOLQLFH QX DX HYLGHQ LDW QLFLXQ ULVF VSHFLDO0 0D RP SH EDWLORU FRQYHQ LRQDOH
IDUPDFRORJLFH SULYLQG HYDOXDUHD VLIXUDQ HL WRLFLIDIHD GXS& GR]H DWH WR [LFLIDWHD DVXSUD IXQF LHL
GH UHSURGXFHUH L GHTYRONaULL '\

RFDJLRQD0 QHFUR]& DX IRV REVHUYDIH 0D LHSXUL == L F\QRPRIJXV LQIHFID L FX DQWUD[ FDUH DX
GHFHGDI F&URUD 0L V-D DGPLQLVIUDI LQIUDYHQRV RELOIR[D[L VQGR]a 4 PJNJ VDX DIHQIX0 FRQIURO 0D
PRPHQIX0 FRQILUPAULL ERILL ORGLILFAULH PLFURVFRSKEH 0D DQLPDOHOH FDUH DX GHFHGDW L FaURUD (i s-a
DGPLQLVIUDN RELOVR[D[LPDE DX IRV SURYRFDIH GH S@D EDFIHULLORU H[IDYDVFXODUH L QX GH HIHFIX0
RELOWR[D[LPDEXOXL 21X V-D LGHQILILFDW R UHOD LH @UéVSXQV SHQIUX UH]XOIDIHOH KLVIRSDIIRORJLFH 0D QLYHO
FHUHEUDO 2.X V-DX HYLGHQ LD 0H]LXQL FHUHEUROH DVRFLDIH IUDIDPHQIXOXL 0D LHSXULL == 0D JLXD VDX

/H]LXQLOH 0D QLYHOX0 VLIVIHP X0XL QHUYRV FHQIUD0 61& S% DFIHULLORU LQIODPD LH KHPRUDJWH L

PDLPX HH FA\QRPROJXV SkQa 0D JLXD D L FX DQIDL L FDUH DX VXSUDYLH XLI GXS& R DGPLQLVIUDUH
XQLFa GH RELOIR[D[LPDE vQ GR]H GH SkQa PJNJ L UHVSHFILY SkQa0D PJNJGR]a "XSa
trDIDPHQIX0 FX RELWWR[D[LPDE QX V-D YD HIHFIH QHXUR-FRP SRUIDPHQIDOH DVRFLDIH FX

RELOIR[D[LPDE 0D PDLPX HiH F\QRP LQIHFIDIH FX DQWDL L FDUH DX VXSUDYLH XLW
S-D HIHFIXDI XQ VLQJIXU VIXGLX i GH] YROIDUHD HPEULRQDU& L IHiD0& 0D LHSXURDLFH 1= = VaQalRDVH
JHVIDQIH F&URUD (L V-DX DGPLQ% GR]H LQIUDYHQRDVH GH RELOIR[D[LPDE GH SkQa (0  PJNJ GH RUL
PDL PDUL GHFkil GR]D DGPL! 0D RP VIDELOLI& SH ED]D JUHXWa LL FRUSRUDOH H[SULPDIia vQ PJ NJ vQ
JLO0HOH L DO HL 21X s-DX REVHUYDIl GRYH]L DOH XQRU HIHFIH QRFLYH 0D IHPHOHOH JHVIDQIH
VDX HIHFIH QRFLYH IHIDORAGLQ*FDX]D RELOVR[D[LPDEXOXL ([SXQHULOH FXPXODILYH 0D LHSXULL 1= =

000 PFJ JL PO Q QLYHO 0D FDUH QX VH REVHUYa QLFLXQ HIHFWDGYHW GH ~ PJNJGR]a Q  GRJH
SH ED]D $6&o. X IRV GH DSUR[LPDILY GRX& RUL PDL PDUL GHFKIl YDORDUHD PHGLH D $6& FXP X0DIH
REVHUYDIH 0D RP X DPEHOH VH[H FRUHVSXQ]&iRDUH XQHL GR]H FOLQLFH LQIDYHQRDVH GH ~ PJ NJ
ODIRULH &p RGR]JaGH  PJNJDX IRW GH PFJ JL PO

Nu 5-25 @(DW VIXGLL FX RELOIR[D[LPDE SULYLQG FDUFLQRIHQLIDIHD JHQRIR [LFLIDIHD L IHUILOLWDIHD

&65235,(7A , )$503$&(87,&(

Q /WD H[FLSLHQ LORU

+LVILGLQA

BRUELIR) (

3RIVRUEDI  (

SFLG FORUKLGULF ¢ SHQIUX DIXWIDUHD S+-X0XL
+LGUR[LG GHVRGLX ( SHOQIUX DIXVIDUHD S+-XOXL
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$Sa SHQIUX SUHSDUDIH LQUHFIDELOH

,QFRPSDILELOLIA L
SBFHVI PHGLFDPHQI QX SRDIH IL DPHVIHFDH FX DUiH PHGLFDPHQIH FX H[FHS LD FHORU PHQ LRQDIH 0D SF¥

3HULRDGD GH YDODELOLWDWH &'

0DFRQ VLJILODW ¢ /\/
| QO
ani
@)
&

6ROX LH GLOXDI& vQ SXQJD SHOQIUX SHUIX]LH

= XSa GLOXDUH vQ SXQJD SHQIUX SHUIX]LH VIDELOLIDIHD FKLPLFa IL]LFa L PLFURELDQ@LPSXO XILOLJAULL D
IRV GHPRQVIUDI& SHQIUX XQ LQIHUYDO GH  RUH 0D #HP SHUDWXUD FDPHUHL &— VDX vQ FRQGL LLOH
SAVIVAULL 0D IULJLGHY & - &

" LQ SXQFI GH YHGHUH PLFURELRORJLF medicamentul IWHEXLH XHLOL]DW LP@X H[FHS LD FDJXO0XL vQ FDUH
PHIRGD GH SULP& GHVFKLGHUH UHFRQVILIXLUH GLOXDUH HILPLQa ULVFXULOH@ DPLQDUH PLFURELDQa

" DFa QX VH XILOLJHD]& LPHGLD WLPSLL L FRQGL LLOH GH SaVilUDUH SIQ(UDWD XILOLJAULL VXQW UHVSRQVDELOLIDIHD

XILOL] DHRUXOXL @,

6R0X LH GLOXDI& vQ VHULQJID SHQIUX SHUIX]LH

= XS& SUHJANLUHD VROX LHL GLOXDIH GH NY XTHRACIS4QFHDVID VH DGPLQLWIUHD]& LPHGLDH L QX VH
GHSR]LIHD]& 2ULFH PHGLFDPHQI QHXHLOL]DW WUHEXLH Dl

3UHFDX LL VSHFLDOH SHQUUX SéVWUDU\
SVHSAWD D ILILGH) & - & (b'
$ QX VH FRQJHID
5 VH SEVIUD vQ DPEDODIX0 RULILQDO S IL SURIHIDH GH 0XPLQA
3HQIUX FRQGL LLOH GH SAVIUDUH B FDPHQIXOXL GXS& GLOXDUH YH]L SFI
1DIXUD L FRQ LQXI DODIXOXL
600 PJ PO GH FRQFH@IDMNQ I0DFRQ VILFOA GHILS , FX GRS GH FDXFLXF L FDSDF GLQ SROLSURSLOHQA FX
FDSV3 GH DIXPLQLX
&XILD FRQ LQH RQ

3UHFD, @FLDOH SHQWUX HILPLQDUHD UHJLGXXULORU L DOH LQWUXF LXQL GH PDQLSX0DUH

,QVWUX‘E L§}PSRUWDOWH UHIHULYRDUH 0D SUHJ&IILUH
X QIH GH DGPLQLVIUDUH FRQFHQIUDIX0 SHQIUX VROX LH SHUIX]DEL0& WUHEXLH LQVSHFIDI YL]XDO0 SHQIUX D

HIHFID SUHTHQ D XQRU HYHQUXDOH SDUILFX0H VDX PRGLILFaUL GH FXORDUH NYXTHRACIS este o
Q VROX LH GH 0D 0LPSHGH 0D RSDOHVFHQI& GH 0D LQFRORU& 0D JA0EXLH VDX X RU PDURQLX-JA0EXLH FDUH

SRDIH FRQ LQH R VHULH GH SDUILFX0H SURWHLFH FX DVSHFI GH 0D UDQVSDUHQW 0D DOE  FDUH YRU IL
VQGHSEUIDHH SULQ ILONUDUHD 0D QLYHOX0 OLQLHL GH SHUIX]LH

X 1Q FD]X0 vQ FDUH VROX LD SUH]LQIE PRGLILFAUL GH FXORDUH VDX SDUILFXOH VIUALQH 10DFRQX0 IUHEXL
HOLPLQDI YH]L SFW

X $ QX VH DJLID 10DFRQX0

3UHJAILUHD L GLOXDUHD vQ SXQJD SHQIUX SHUIX]LH
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6H FDOFXOHD]A FDQILIDIHD QHFHVDUZ GH RELOIR[D [LPDE H[SULPDIA vQ PLLIUDPH \QPX0 LQG GR]D
UHFRPDQGDIE PJNJ GLQUDEHIX0  YHJLSFI  FX YDORDUHD LQGLYLGXD0S D JUHXIA LL FRUSRUDOH D
SDFLHQIXOXL H[SULPDI3 vQ NLORIUDPH
6H FDOFXOHD]A YRIXP X0 QHFHVDU H[SULPDI vQ PLOLOLIUL GH RELUIR[D[LPDE FRQFHQIUDI SHQIUX VROX LH
SHUIX]DELOZ L QXP&UX0 GH 10DFRDQH QHFHVDUH SHQIUX GR]A SULQ vPSaU LUHD GRHL FDOFXODIH
H[SULPDIH vQ PLILJUDPH HIDSD (D FRQFHQID LK~ PJ PO )LHFDUH 10DFRQ SHUPLIH (0,
administrarea a 6 P0 GH RELOIR[D[LPDE FRQFHQIUDI SHQIUX VROX LH SHUIX]DELO&

@mﬁw’ikm

HUL

6H DOHIH R SXQJa GH SHUIX]JLH FX GLPHQVLXQHD DGHFYDW& GH VROX LH SHQIUX SUHSDUDIH L H GH

FORUXU& GH VRGLX  PJ PO 6H H[WDJH XQ YROXP GH VROX LH GLQ SXQJD SHQIU H HJIDO
FX YROXPX0 FDOFX0DIl H[SULPDI vQ PLOLOLIUL GH RELOVR[D[LPDE vQ HIDSD ~ GH PDL VXV PLQ&
VROX LD FDUH D IRW H[WUDV& GLQ SXQJD SHQIUX SHUIX]LH &i

6H H[WDJH YROXPX0 QHFHVDU GH RELOVR [D[LPDE FRQFHQIUD SHQIUX VROX LH SHUI
HIDSD  GLQ I0DFRQX0 10DFRDQHH GH NYXTHRACIS &DQILIDIHD QHXILOL] DW%D

I0DFRDQHH GH N'YXTHRACIS IUHEXLH DUXQFDii& %’
6H IUDQVIHUA YROXPX0 QHFHVDU GH RELOVR [D[LPDE FRQFHQIUDI SHQIUX VROX LH SHUIX]DEL0E vQ SXQJa

FDOFXODI 0D
VA VQ 10DFRQXO

SHQIUX SHUIX]LH DOHDV& @

6H UAVIRDUQE X RU SXQJD SHQIUX SHUIX]LH SHQIUX D RPRJHQL]D VRO QX VH DJLID

3HUIX]LD VH DGPLQLWUHD]& ILPS GH  GH PLQXIH 0D YLIH]D GH S GHVFULVA vQ IDEHOX0  YH]L

SFI IRORVLQG XQ ILOWUX vQFRUSRUDH FX GLPHQVLXQHD GH RQL

6ROX LD SUHJAILIE HWIH VIDELOZ ILPS GH  RUH vQ FRQGL LLOH SAVIUE(W/0D IHPSHUDIXUD FOPHIHL & -
& VDX ILPS GH ore vQ FRQGL LLOH SEVIVAULL 0D IULJLGI-KJ\& - &

3UHJANLUHD L GLOXDUHD vQ VHULQJD SHQIUX SHUIX]LH @
dﬁ

Se calFX0HD]a FDQILIDIHD QHFHVDUA GH RELOWR[D[L SULPDIi& vQ PLILIUDPH vQPX0 LQG GR]D
UHFRPDQGDIEZ PJ NJ GLQIDEHOX0  YH]L SFii FX YDORDUHD LQGLYLGXD0& D JUHXIi& LL FRUSRUDOH D
SDFLHQUXOXL H[SULPDI& vQ NLORJUDPH
6H FDOFXO0HD]& YROXP X0 QHFHVDU H[SULPDWOLOLWUL GH RELOIR[D[LPDE FRQFHQIUDII SHQIUX VROX LH
SHUIX]DEL0A L QXPaUXo GH 10DFRDQH QHFHVDUM SHQIUX GR]a SULQ vPS&U LUHD GRTHL FDOFX0DIH
H[SULPDIH vQ PLILJIDPH HIDSD (D HQIUD LH PJ P0 )LHFDUH I0DFRQ SHUPLIH
administrarea a 6 ml de NYXTH FRQFHQIUDI SHQIUX VROX LH SHUIX]DEL0&
6H DOHJH R VHULQJA FX GLPHQVL FYDWa SHQIUX YROXP X0 WRIDO DO SHUIX]LHL FDUH XUPHD]a Va ILH
DGPLQLVIUDIA ¢
)RORVLQG VHULQJD DOHDVa ‘%S GH SHUIX]LH FX TLOWUX vQFRUSRUDII FX GLPHQVLXQHD GH
MWDIH

microni VH H[WDJK X0 QHFHVDU GH RELOWR [D[LPDE FRQFHQIUDN SHQIUX VROX LH SHUIX]DEL(A
FDOFXODW 0D HIDSD  &DQI
IUHEXLH DUXQFDI&

D QHXILOL]Dlid UaPDVa vQ 10DFRQX0 10DFRDQHIH GH NYXTHRACIS

6H H[WDJH R FDQ HFYDI& GH VROX LH SHQIUX SUHSDUDWH LQUHFIDELOH GH FORUXU& GH VRGLX
PJ PO HQWX SUHJAILUHD YROXPXOXL WIRIDO SHQIUX SHUIX]LH LQGLFDI vQ WDEHOX0
6H RPRJIHQL]HDY& FX JuLlia VROX LD $ QX VH DJLID

GHSR]LID D vQ VHULQJA OHGLFDPHQIX0 UaPDV QHXILOL] DN WHEXLH HOLPLQDI

—

Eliminare
2ULFH gPHQW QHXHLOL] DI VDX PDWHULDO UHJLGXDO WUHEXLH HOLPLQDI vQ FRQIRUPLIDIH FX UHJOHPHQUAULOH
ORF

" XS& SUHI&HLUHD VROX LHL GLOXDIH GH 2ELOWR[D[LPDE DFHDVID VH DGPLQLVIUHD]& LPHGLDIN $ Qu se

Q& "( ,1A7258/ $8725,=% ,(, "(381(5(3(3,$ A

6)/ 3KDUPDFHXILFDOV = HXIVFKODQG *PE+
Marie-Curie-6lUDVVH

/ |WDFK
*HUPDQLD
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8. 180A58/ (/( $8725,=% ,(, "(381(5(3(3,$ A

(8

9. "$7$35,0( $8725,=A5,6%$8 $5(i1112,5,, $8725,=% ,(,

" DID SULPHL DXIRUL]JAL ~ QRLHPEULH

10. DATA REVIZUIRII TEXTULUI

,QIRUPD LL GHIDOLDIH SULYLQG DFHVI PHGLFDPHQN VXQIl GLVSRQLELOH SH VLIH-X0 $JHQ LHL (@
Medicamente KIS ZZZ HPD HXURSD HX L SH VLIH-X0 ~"QXPHIH $JHQ LHL 60O (L

14
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ANEXA 11 @@

)PN5,&$1787 68671 (, %,27/2L,& $&7,9(C ,
FABRICANTUL RESPONSABIL PE ELIBERAREA

SERIEI
&21", ,, 638 5(675,& ,,3@')851,=$5($ ,
UTILIZAREA

$/7(&21", ,, ,&(EIN($S/($8725,=% ,(, "(
381(5(3(3,$

&21°", ,,6$85(@5,& ,,35,9,1" 87./,=$5($
6,~85A ,Q,Qg $0(",&$0(178/8,

2%/,%%$ ., ),&(3(175811"(3/,1,5($
OA685; 267-AUTORIZARE # CAZUL
$8725 11821, ,, (&3 ,21%/(

<

\

N
S
S’
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A, )$%5,8$1787 )$%5,&$1 ,, 68%67$1 (, /25 %,2/2*,& $&7,9( ,
YB%5,8&$1787 I$%5,&B1 ,, 5(63216$%,7 , 3(1758 (/,%h(5$5($ 6(5,(,

1XPHOH L DGUHVD IDEULFDQUXOXL IDEULFDQ LORU VXEWIDQ HL 0RU ELRORJLF DFILYH

/RQID %LRIRILFV ,QF &
101 ,QIHUQDILRQD = ULYH

3RUIVPRXIK 1+ /\/@
SUA ’
QO

1XPHOH L DGUHVD IDEULFDQUXO0XL IDEULFDQ LORU UHVSRQVDELQ L SHQIUX HOLEHUDUHD VHULHL O

S$FHUIL3KDUPD % 9
%RVFKVIUDDII 0

*& Breda
Olanda

B. &21-, ,,6$85(675,& ,,35,9,1')851,=$5($6§Sf/,=$5($

OHGLFDPHQII HILEHUDI SH ED]a GH SUHVFULS LH PHGLFD0a @

L 4

N
c. $/7(&217, ,, ,&(5,1 ($/($872;>§b(', "(381(5(3(3,% A

X SDSRDUIHH SHULRGLFH DFWXDOL]DWH SULYLQG VLIX D 53%$6

&HULQ HOH SHQIUX GHSXQHUHD 536 SHQIUX DFHW P@PHQW VXQIf SUHTHQIDIH vQ OLVID GH GDIIH GH
UHIHULQ & L IUHFYHQ H GH IUDQVPLIHUH 0D QLYHOX0 QIXQLL 0VID (85 ~PHQ LRQDI (D

articolul ~ FDOLQHDIXO  GLQ ™ LUHFILYD &( L RULFH DFIXDOL] UL XOWHULRDUH DOH DFHVIHia
SXELFDIH SH SRUIDOX0 ZHE HXURSHDQ SULYL% GLFDPHQIHH

D. &21-, ,,6$85(675,&\Q‘5,9,1'87,/,=$5($6,*85A L O.888( S
MEDICAMENTULUI,

X 30DOXI GH PDQDJHPH@ULVFXOXL 305

= LQAIRUX0 DXIRU]D LHLGH$MGHUH SH SID & =533 VH DQIDIHD]A V& HIHFIXH]H DFILYLIA LOH L

LQWHUYHQ LLOH GH 1DUP 0HQ & QHFHVDUH GHIDOLDIH vQ 305 DSUREDI L SUHJHQIDI vQ
modulul D0 DX LHL GH SXQHUH SH SLD & L RULFH DFIXDOL]&UL XOHULRDUH DSUREDIH DOH 305

4D 305 IUHEXLH GHSXVa
JHQ LH. (XURSHQH SHQIUX OHGLFDPHQIH
LFDUHD VLVIHPXOXL GH PDQDJHPHQI DO ULVFXOXL vQ VSHFLD) FD XUPDUH D SULPLULL GH
RUPD LL QRL FDUH SRV GXFH 0D R VFKLPEDUH VHPQLILFDILY& D UDSRUIXOXL EHQHILFLX ULVF VDX FD
q?DUH D DILQJHULL XQXL RELHFILY LPSRUIDQI GH IDUPDFRYLJLOHQ & VDX GH UHGXFHUH 0D PLOLPXP D
F

O XOXL

QE. 2%/,*$ ,, 63(&,),&(3(175811" (3/,1,5($ OA685,/25 3267-
$8725,=$5( 11 &$=8/ $8725,=A5,,11 &21", ,, (;&(3 ,213$/(

SFHDVID ILLQG R DXIIRUL]DUH vQ AFRQGL LL H[FHS LRQDOH™ L vQ FRQIRUPLIDIH FX DUILFROX)  DOLQHDIX0  GLQ

SHIXIDPHQIX0 & QU " $33 IVHEXLH Va SXQa vQ DSOLFDUH vQ LQIHUYDOX0 GH WLP'S VSHFLILFDI
XUP&IRDUHH PavXuL
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" HVFULHUHD

" DD GH ILQDOL]DUH

3HQIUX D YDOLGD PHIRGD GH GHIHUPLQDUH D SDUDPHIULIRU GH
IDUPDFRFLQHILFA D RELOIR[D[LPDEXOXL *&/-  vQ VHU GH
SURYHQLHQ & XPDQ& ™ $33 IHEXLH VA GHSXQa UH] XOIDIHOH YDOLGAULL
HHVIXOXL SHQIUX XUPIRDUHOH DVSHFIH vQDLQIH GH XILOLJDUHD IHVIXOXL
SHOQIUX DQDIL]D SUREHORU SHQIUX VIXGLX) FOLOLF $+  LOIHUIHUHQ D
GLQSDUHD$3 L )( )/ LDQILFRUSLORU DQILPHGLFDPHQI L
SHUIRUPDQ D IHVIIXOXL vQ VHU FX LQIHUIHUHQ & DVRFLDIE KHPRILHL L
OLSHPLHL 6H YD HIHFIXD R HYDOXDUH SDUDOH0A FX SUREHOH SURYHQLIH GLQ
studiul $+  FX PHGLFD LH FXQRVFXIA SULYLQG SUDFILFD FOLQLFA

3HQIUX D HYDOXD UavVSXQVX0 FOLQLF VLIXUDQ D L WROHUDELOLIDIHD LQFOXVLY
HYROX LD EROLL L VXSUDYLH XLUHD 0D VXELHF LL FX VXVSLFLXQH

6H YD GHSXQH vPSUHXQa FX
UDSRUIX0 FOLQLF 1LQDO DO
VIIXGLXOXL S+

SUREDELOLIDIH VDX FRQILUPDUH GH DQIUD[ GH LQKDID LH IUDID L FX
RELOR[D[LPDE =$33 YD GHUXID FX UHVSHFIDUHD SURIRFROXOXL
FRQYHQUI L YD GHSXQH UH]XOIDIHOH UDSRUIXOXL 1LQDO SHQIUX VIXGLXO
$+ GHID]d FX PHGLFD LH FXQRVFXIE SULYLQG SUDFILFD FOLQL
vQ FRQGL LLOH DSDUL LHL XQXL IRFDU GH DQIUD[ vQ &ULH vQ care ‘\
RELOIR [D[LPDEX0 HVIH DXIRUL]DI L GLVSRQLELD (b,

¢

SWWH DQXDOH FDUH
% GHSXVH

3DSRUWXO ILQDO YD IL IXUQL]DW
0D PD[LPXP  0XQL GXS&
ultima administrare de
RELOIR[D[LPDE VDX XOILPD
VQUHJILVIUDUH D GDIIHORU vQ

FD]X0 FROHF#AULL
UHIURVSHFILYH D GDIHORU
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ANEXA 111
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1)250% ,, &$5( 75(%8, ( 6A $3$5A 3( $O%S/$-8/ 6(&81"$5

&87,( " ($O%$/$-

(1. -(180,5($&20(5&,5/A % O(",&$0(178/8, %S, |
¢

NYXTHRACIS 100 PJ P0 FRQFHQIUDI VIHUL0 .
RELOIR[D[LPDE &\

2. " (&/$5$5($68%67$1 (, 68%67$1 (/25 $&7,9( ‘é |
1 P0 REWR[D[LPDE  PJ (b,

.
3.  7,67%(:&3,(1 ,/25 ,Q'(J

([FLSLHQ L KLVILGLQa VRUELIR0 DFLG FORUKLGULF KLGUR[LG GH V a SHQIUX SUHSDUDIH
LQUHFIDELOH
L 4

A4

N
|4 )250%)$50$8(87,8A , &21 ,187%[0'

&RQFHQIUDI SHQIUX VROX LH SHUIX]DEL0&
600 PJ ml 0
1 flacon Q

(5. 0278/ ,&$/($&A,/( '¢§0,1,67S$5(
O

$ VH FLIL SURVSHFIIX0 vQDLQIH GH XILOLJD

/9 GXS& GLIXDUH ()\

1 XPDL SHQIUX R VLQJXU& XiLoL]DY
$ QX VH DJLID

&RG 45 FH XUPHD]a D IL L XV ZZZ RELWIR[D[LPDE-VI0 HX

3A675 9("(5($ ,I1"(0OE1%$&23,,/25

$7(1 ,§1$§63(&,$/A 35,9,1" )$378/ &A O(",&3$0(178/ 18 75(%8, (

(7. $(TAT $7(1 .213$5( A5, 63(&,$/A ( "$&A (67( 6817 1(&(6$5A (|
"4

Q)

Q;S'DATA DE EXPIRARE |
53

9. &21-7, ,,63(&,%/( " (3R675%35(

$ VH Savilub 0D 1ULILGHU
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$ QX VH FRQJHID
$ VH SAVIUD vQ DPEDODIX0 RULJLQDO SHQIUX D 1L SURIHIDI GH 0XPLQA

10. 35(&%$8 ,, 63(&,%$/( PRIVIND ELIMINAREA MEDICAMENTELOR
NEUTILIZATE SAU A MATERIALELOR REZIDUALE PROVENITE DIN ASTFE&,

"(O(",&3$0(17( "$&A (67( &$=8/
| ¥4
SV

[11. 180/ ( ,$"5(6% "( ,1A7258/8, $8725,=% ,(, "(381(5 $ A

6)/ 3KDUPDFHXILFDOV = HXIVFKIDQG *PE+

Marie-Curie-6lUDVVH 0
7 |WDFK
*HUPDQLD (0'

| 12. 180A58/ (/( $8725,=$ ,(, "(381(5(3( 3,$,.XA\¢

(8 Q)\o

[13. 6(5.% " OO%5.8% ,( "b'

<
>

(14, &/$6.,),&$5( *(L(5$/A 35,9,@0'2'8/ “ (/. %(5$5(

AN

|15. ,16758& ,81, '(87,/,:@
.\\
~

| ,1)250$ ,, 11 %5%

-XVILILFDUH DFFHSIDIi& SHQWU@XGHUHD LQIRUPD LHL vQ %UDLIH

17. IDENTIFIC/@UNIC — COD DE BARE BIDIMENSIONAL

FRG GH EDUH EL@LRQDO FDUH FRQ LQH LGHQILILFDIRUX0 XQLF

‘ 18. %NIFICATOR UNIC - DATE LIZIBILE PENTRU PERSOANE

&
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0,1,080 "(,1)250% ,, &$5( 75(%8, ( 6A $3$5A 3( $OUS/$-(/ ( 35,0$5(
MICI

(7.&+(7TA)/$&21

1. =(180,5(%$&20(5&,3/A$0(",&$0(178/8, ,&$/($&A,7( "( (Ov
ADMINISTRARE AL
\V
NYXTHRACIS 100 PJ P0 FRQFHQIUDI VIHUL) &
RELUR[D[LPDE

O GXS4 GLOXDUH 0&,0

| 2. MODUL DE ADMINISTRARE "b' |
1 XPDL SHQIUX R VLQIXUZ XILOLJDUH @
P
| 3. DATADE EXPIRARE ~ 7 |

(3

, Y
d
N
(4. 6(5.8 " O5.8% .( ,e,

Lot 0

5. &21 ,1878/ 3( O$6A 92/ g81,7$7($ “("2=A

600 PJ ml @
-$

$/7(,1)250% ,,*
| D \\)

Qo
%
<
S
S
O

K

Q’&
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L 4
B. PROSPECpr,\



3URVSHFII ,QIRUPD LL SHQWUX SDFLHQW

NYXTHRACIS 100 PJ P0 FRQFHQIUDH SHQIUX VROX LH SHUIX]DEL0A
RELOIR[D[LPDE

S$FHV PHGLFDPHQW IDFH RELHFIIX0 XQHL PRQLIRUL]AUL VXSILPHQIDUH SSFHVI0XFUX YD SHUPLIH
LGHQILILFDUHD UDSLG& GH QRL LQIRUPD LL UHIHULIRDUH 0D VLIXUDQ & 3XIH L V& IL L GH DIXIRU UDSRUIKQG RU
UHDF LL DGYHUVH SH FDUH OH SXIH L DYHD 9OH]L X0ILPD SDUIH GH 0D SFi SHQIUX PRGX0 GH UDSRUWPU%

UHDF LLORU DGYHUVH \

&UIL L FX DIHQ LH L vQ vQIUHILPH DFHVI SURVSHFH vQDLQIH GH D vQFHSH V& XILL]D L DFHVW@%DPHQW
GHRDUHFH FRQ LQH LQIRUPD LL LP'SRUIDQHH SHQIUX GXPQHDYRDVIUA &

- 3EVIUD L DFHVI SURVSHFII 6-DU SXIHD V& 1LH QHFHVDU VA-0 UHFLIL L

- "DF&DYH L RULFH vQIUHEAUL VXSILPHQIDUH DGUHVD L-Y& PHGLFXOXL GXPQHDYRD\M&ADUPDFLVIXOXL VDX

DVLVIHQIHL PHGLFDOH

- =DF& PDQLIHVID L RULFH UHDF LL DGYHUVH DGUHVD L-YA PHGLFXOXL GXPQHDYRDVITA IDUPDFLVIXOXL VDX
DVLVIHQIHL PHGLFDOH SFHVIHD LQFOXG RULFH SRVLELOH UHDF LL DGYHUVH k LRQDIH vQ DFHVI SURVSHFI
OH]L SFI

&H JavL L vQ DFHW SURVSHFII Qg’
L 4

Ce este NYXTHRACIS L SHQIUX FH VH XILOLJHD] & \
Ce tUHEXLH Va IIL L vQDLQIH Va YL VH DGPLQLVIUH]H NYXTI—% S
&XP VH DGPLQLWUHD]& NYXTHRACIS

5SHDF LL DGYHUVH SRVLELOH @

&XP VH SavitHb]a NYXTHRACIS

&RQ LOXIX0 DPEDODIXOXL L DOMH LQIRUPD LL 0

1. &H HWIH NYXTHRACIS LSHQWUX%I LL]HD]a
NYXTHRACIS FRQ LQH VXEVIDQ D DFWLEé@WR [D[LPDE 2ELOR[D[LPDEX0 HVIH XQ DQILFRUS

PRQRFIRQD0 XQ ILS GH SURIHLQa FDUH Vi{ 0HBda GH IR [LQHOH SURGXVH GH EDFIHULD FDUH SURYRDFa DQIUD[X0 L
GHIHUPLQa LQDFILYDUHD 0RU

NYXTHRACIS eViH XiLL]Dii DY

RFLHUH FX PHGLFDPHQIH DQILELRILFH SHQIUX D HUDID DGXO0 L L FRSLL FDUH
VXIHU& GH DQIUD[ SURYRFDIi GH %v

QGHUHD EDFIHULHL SH FDOH UHVSLUDIRULH DQIUD[ GH LQKDOD LH

NYXTHRACIS SRDIH DI L GDF& HVIH SRVLELO FD GXPQHDYRDVIUA Va IL LQIUDN vQ FRQIDFI FX EDFIHULD
VDX VSRULL EDFIHULHL F URYRDFa DQIUD[X0 vQva QX DYH L VLPSIRPH DOH EROLL SUHFXP L vQ FD]X0vQ FDUH
QX H[LVii& DOW IUDIDPHQINGLVSRQLELD L SRIULYLH

2. &H WU@E\ WL L vQDLQWH Va YL VH DGPLQLWUH]IH NYXTHRACIS

1X W Q& YL VH DGPLQLVIUHIH NYXTHRACIS
g VXQIH L DOHUJLF 0D RELOIR [D[LPDE VDX 0D RULFDUH GLQWUH FHOHODOWH FRP SRQHQWH DOH DFHVIXL
GLFDPHQII HQXPHUDIH 0D SFW

Q LRQAUL L SUHFDX LL
QQDLQWH VA YL VH DGPLQLVIHJH NYXTHRACIS DGUHVD L-Y& PHGLFXOXL GXPQHDYRDVIUZ 1DUPDFLVIXOXL VDX
VLVIHQIHL PHGLFDIH

- GDFa DYH L VDX FRSLOX0 GXPQHDYRDVIUA DUH R LQIROHUDQ & HUHGLIDU& 0D IUXFIR]a ,() R WXOEXUDUH
JHQHILF& UDUa VDX GDFa FRSLOX0 GXPQHDYRDVIU& QX PDL SRDIH FRQVXPD DILPHQIH VDX E&XHXUL GXOFL
GHRDUHFH L VH IDFH JUHD & DUH Y&UVAIXUL VDX vL SURYRDF& HIHFIH QHS0&FXiH FXP DU IL EDORQDUH
FUDPSH DEGRPLQDOH VDX GLDUHH
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8QHRUL UHDF LLOH DOHUJLFH FDUH SRI DSaUHD GXSa latamentul cu NYXTHRACIS SRI 1L JUDYH (ViH SRVLELO
FD vQDLQWH GH DGPLQLVIUDUHD GH NYXTHRACIS V& YL VH DGPLQLVIUH]H XQ DQILKLVIDPLQLF  SHQIUX D
UHGXFH ULVFX0 GH UHDF LL DOHUJLFH

NYXTHRACIS vPSUHXQ& FX DOH PHGLFDPHQIH &
6SXQH L PHGLFX0XL GXPQHDYRDVIU& VDX IDUPDFLVIXOXL GDFa XHLOL]D L D L XWLOL]DW UHFHQI VDX V-DU SXH

XHLOL]D L RULFH DOIH PHGLFDPHQIH
(VIH SRVLELO V& YL VH DGPLQLVIUH]H DQILELRILFH FXP este FLSURIOR[DFLQa SHQIUX D DIXID 0D WUDW@(O
DQIUD [XOXL GH LQKDOD LH

6DUFLQD L D0aSHDUHD
" DFa VXQIH L JUDYLGa VDX DO&SID L FUHGH L Fa D L SXIHD IL JUDYLG& VDX LQIHQ LRQD L va U@ L JUDYLGA
DGUHVD L-Ya PHGLFX0XL SHQIUX ULHFRPDQGAUL vQDLQIH GH D YL VH DGPLQLVIUD DFHV PHG Qll

1XVH liLH GDFa NYXTHRACIS SRDH G&XQD l1alixoxL

NX VH WILH GDFa NYXTHRACIS WUHFH vQ 0DSIHH PDIHUQ = XPQHDYRDVIU @GLFXO GXPQHDYRDVHU& YH L
GHFLGH GDFa PDL SXIH L DOASID GXSa FH YL VH DGPLQLVIUHD]a NYXTHR

&RQGXFHUHD YHKLFXOHORU L TRORVLUHD XWLODMHORU @

NYXTHRACIS SRDIH SURYRFD UHDF LL DGYHUH FXP VXQll FHIDORK,DPH HIL RERVHD0A L YAUVEIXUL SFHW
OXFUX SRDIIH DIHFHD FDSDFLIDIHD GH D FRQGXFH YHKLFX0H VDX GH L XWLODWH

NYXTHRACIS FRQ LQH VRUELIR0

GRUELIROX0 HWIH R VXUVa GH IUXFIR]a XQ ILS GH JDK&U =DR&DYH L VDX FRSLOX0 GXPQHDYRDVIUA DUH R
LQWROHUDQ & HUHGLIDUA 0D TUXFIR]& ,() R WXOEXUDUH JHQHILFa UDUa PHGLFX0 GXPQHDYRDVIUA SRDIH GHFLGH
F& DFHVIl PHGLFDPHQI HViH FRQIUDLQGLFDIN SHQIUX GX%RDVWU& VDX FRSLOX0 GXPQHDYRDVIUA 2UJDQLVPX0
SDFLHQ LRV FX , () QX SRDIH GHVFRPSXQH IUXFIRYD “RHHD FH SRDIiH SURYRFD UHDF LL DGYHUVH JUDYH

TQDLQIH GH D SULPL DFHVIl PHGLFDPHQIl IUHEXLH V& VSXQH L PHGLFXOXL GXPQHDYRDVIUA GDF& DYH L VDX
FRSL0X0 GXPQHDYRDVIU& DUH , () VDX GDFa 0 GXPQHDYRDVIU& QX PDL SRDIH FRQVXPD DILPHQIH VDX
EaXIIXUL GXOFL GHRDUHFH L VH IDFH JUHD & D allXUL VDX vL SURYRDFa HIHFIH QHS0&FXIH FXP DU IL
EDORQDUH FUDPSH DEGRPLQDOH VDX GLD@

NYXTHRACIS FRQ LQH VRGL
$FHVI PHGLFDPHQI FRQ LQH s SXL1QGH PPR0 PJ SHU flacon de 6 ml de NYXTHRACIS
adiFa SUDFILF "QX FRQ LQH VR

3. &XP VH DGPL ]a NYXTHRACIS

NYXTHRACISYg YD IL DGPLQLVIUD GH FalluH XQ PHGLF VDX R DVLVIHQI& PHGLFD0& OHGLFX0 VDX DVLVIHQID
PHGLFD0& YD FDO R]D SH ED]D JUHXV& LL GXPQHDYRDVIU& VDX D FRSLOXOXL GXPQHDYRDVIU&
OHGLFX0 G @YRDVWUE\ IDUPDFLVIX0 VDX DVLVIHQID PHGLFD0& YD SUHJaIL PHGLFDPHQIX0 SHQIUX SHUIX]LH
XTHRACIS YD IL DGPLQLVIUDIiZ SULQ SHUIX]LH LQIUDYHQRDVA SLFXUDUH vQ YHQ& FX GXUDID GH
GH RELFHL GH 0D QLYHOX0 EUD XOXL OH L IL VXSUDYHJIKHDII SH GXUDID DGPLQLVIUAULL SHUEXJLHL FX
ACIS L GHDVHPHQHD LPS GH FHO SX LQ R RU& GXSa vQFKHLHUHD DFHVIHLD

I GH D YL VH DGPLQVIUD NYXTHRACIS YL VH YRU DGPLQLVIUD GH RELFHL PHGLFDPHQHH SHQIUX D
Q&Y HQL VDX UHGXFH ULVFX0 DSDUL LHL GH UHDF LL DOHUJLFH

" DFa DYH L RULFH vQIUHEAUL VXSOLPHQIDUH FX SULYLUH 0D DFHVI PHGLFDPHQIN DGUHVD L-Y& PHGLFX0XL
GXPQHDYRDVIU& IDUPDFLVIXOXL VDX DVLVWHQHHL PHGLFDOH

4, 5HDF LL DGYHUVH SRVLELOH
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&D IRDIH PHGLFDPHQIHH DFHVIl PHGLFDPHQW SRDIH SURYRFD UHDF LL DGYHUVH FX WRDIH Fa QX DSDU 0D WRDIH
SHUVRDQHOH

6SXQH L LPHGLDI PHGLFX0XL GXPQHDYRDVIUA VDX SHUVRDQHL FDUH Ya DGPLQLWUHD]& SHUIX]LD vQ FD]X0
vQ FDUH REVHUYD L RULFDUH GLQWUH XUP &WRDUHOH UHDF LL DGYHUVH &

OKQFAULPH HUXS LH SH SLHOH dilLFX0li& L GH UHVSLUD LH VDX UHVSLUD LH  XLHU&WRDUH — DFHVHD DU SXHHD,

VHPQH GH DSDUL LH D XQHL UHDF LL DOHUJLFH GH KLSHUVHQVLELOLNDIH W
L 4

S$0IH UHDF LL DGYHUVH DOH NY XTHRACIS LQFIXG &

YUHFYHQIH SR DIHFID SkQa 0D SHUVRDQ& GLQ @

- " XUHUL GH FDS

- Tuse 0

- * XUHUH 0D 0RFX0 DGPLQLVIVAULL SHUIX]LHL @

- OKQFAULPH HUXS LH SH SLHOH LQFOXVLY HUXS LH FDUH HVIH YL]LELOZ SH SLHOH “¥"HVIIH vQVR Liid GH

PkQFaULPL XUILFDULH

ODL SX LQ IVHFYHQUH SRIl DIHFID SkQ& 0D SHUVRDQA GLQ é\'
- SHDF LL DOHUJLFH

- $PH HD0& @

- 6HQ]D LH GH DPRU HD0& ‘\

: BHQVLELOLIDIHD RFKLORU 0D 0XPLQ& IRIRIRELH (b,

- " LVFRQIRUN 0D QLYHOX0 XUHFKLL
- ULID LH vQ JKI @
- 55JX HD0A

- &RQIHVILH VLQXVDOA

- = LILFX0I L GH UHVSLUD LH 0

- " XUHUL 0D QLYHOX0 EXTHORU Q

- (F]HP3 H[IROLHUHD SLHOLL

- &RQIUDF LL DOH PX FKLORU VSDVPH ?NX FKLORU

- 2ERVHDI&

- YULVRDQH VHQ]D LH GH 1ULJ Q

- = LVFRQIRUI IRUDFLF ‘\

- 6HQ]D LH GH GXUHUH JHQﬁU[@j XUHUH GH PKLQL L SLFLRDUH SLHSI PD[LDU PX FKL 0LIDPHQIH

tendoane sau oase \
- 8PI10DUH 0D 0RFX0 DGaUI.L SHUIX]LHL GXUHUH 0D 0RFX0 DGPLQLVIUAULL SHUIX]LHL VDX 10HELWA
LQIODPD LD YHQHO

SDSRUIWDUHD UHDF LLO@-{UVH

" DFa PDQLIHVID L RUL F LL DGYHUVH DGUHVD L-Y& PHGLFX0XL GXPQHDYRDWIU& IDUPDFLVIXOXL VDX
$FHVIHD LQFOXG RULFH SRVLELOH UHDF LL DGYHUVH QHPHQ LRQDIH vQ DFHVIi SURVSHFII = H
DVHPHQHD SXIH L UID UHDF LLOH DGYHUVH GLUHFI SULQ LQWHUPHGLX0 VLIVIHPX0XL QD LRQDO GH UDSRUIDUH D D
vQ $OH[D 9 SDSRUIKQG UHDF LLOH DGYHUVH SXIH L FRQIULEXL 0D IXUQL]DUHD GH

HQIDUH SULYLQG VLIXUDQ D DFHVWXL PHGLFDPHQH

5. Q’ VH S&VIUHD]& NYXTHRACIS
Ql 0aVD L DFHVIl PHGLFDPHQII 0D YHGHUHD L vQGHPKQD FRSLLORU

X XWLOL]D L DFHWW PHGLFDPHQW GXS& GDID GH H[ SLUDUH vQVFULVA SH FXILH L SH HILFKHIid GXS& ( ;3 "DID GH
H[SLUDUH VH UHIHU& 0D XOILPD L D 0XQLL UHVSHFILYH

$VH SEVIUD 0D IULJLGHI & — &
$ QX VH FRQIHID
$ VH SaVIUD vQ DPEDODIX0 RULILQDO SHQIUX D 1L SURIHIDH GH 0XPLQ&
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= XSa GLOXDUH vQ SXQJD SHQIUX SHUIX]LH VHDELOLWDIHD FKLPLFa ILJLFa L PLFURELDQa vQ ILPSX0 XHLOLJ&ULL D
IRV GHPRQVIUDII& SHQIUX XQ LQWHUYDO GH  RUH 0D WHP SHUDIXUD FDPHUHL & - & VDXVvQ FRQGL LLOH
SAVIVAULL 0D IULJLGHY & - &

" XSa GLOXDUHD NY XTHRACIS vQIU-R VHULQJA SHQIUX SHUIX]LH DFHDWID VH DGPLQLVIUHD]& LPHGLDY L M
GHSR]LIHD]& 2ULFH PHGLFDPHQN QHXIILOL]DW WUHEXLH DUXQFDH @.
O\W

&RQ LOXIIX) DPEDODIXOXL L DOWH LQIRUPD LL &

&H FRQ LQH NYXTHRACIS O

- BXEVIDQ D DFILYZ HVIH RELOIR[D[LPDEX0 8Q P0 GH FRQFHQIUDI FRQ LQH RELOIR[D PJ 80
flacon de 6 P0 FRQ LQH REWR[D[LPDE ~ PJ

- &HOHODOIH FRPSRQHQIH VXQI KLVILGLQE VRUEWRO ¢ SROVRUEDI  ( G FORUKLGLLF

C L KLGUR[LG GH VRGLX ( OH]L LSFl  ANYXTHRACIS FRQ LQH VRUELIR)”

&XP DUDIA NYXTHRACIS L FRQ LQXWX0 DPEDODIX0XL @
NYXTHRACIS HWH XQ FRQFHQIUDI SHQIUX VROX LH GH 0D 0LPSHGH 0D RS & GH 0D LQFRORU 0D JA0EXL
VDX X RU PDURQLX-JA0EXL

NYXTHRACIS HWH DPEDODI vQ FXILL FX  10DFRQ @

L 4

" H LQaWRUX0 DXNRUL]D LHL GH SXQHUH SH SLD a @,\

6)/ 3KDUPDFHXILFDOV ™ HXIVFKODQG *PE+
Marie-Curie-6lUDVVH @

/| WDFK

*HUPDQLD 0
)DEULFDQIX0 Q
SFHUL3KDUPD % 9

%6RVFKVIUDDI

AN
*& Breda (b'
&

Olanda
L 4
S$FHVI SURVSHFW D IRWW UHYL]XLVin()\

S$FHVI PHGLFDPHQI D IRV DX
EROLL L GLQ PRILYH HILFH Q
$JIHQ LD (XURSHDQa SH
DFHVI PHGLFDPHQI L

vQ AFRQGL LL H[FHS LRQDOH™ SSFHDVID vQVHDPQA F& GLQ FDX]D UDULIA LL
SRVLEL0& RE LQHUHD LQIRUPD LLORU FRPSOHIH SULYLQG DFHI PHGLFDPHQI
GLFDPHQIH YD UHYL]XL vQ ILHFDUH DQ RULFH LQIRUPD LL QRL GLVSRQLELOH GHVSUH
RVSHFI YD IL DFIXDOL]DI GXS& FXP YD IL QHFHVDU

$OIH VXUVH GH LMDD L

,QIRUPD LL G SULYLQG DFHW PHGLFDPHQI VXQN GLVSRQLELOH SH VLIH-X0 $JHQ LHL (XURSHQH SHQIUX
OHGLFDPﬁ S ZZZ HPD HXURSD HX ([LW§& GH DVHPHQHD OLQNXUL F&IIUH DOWH VLIH-XUL GHVSUH EROL
UDUH L lUBUD BHQIH

$F SHFI HVIH GLVSRQLELO vQ IRDIH OLPELOH 8 ( 6 (( SH VLIH-X0 SJHQ LHL (XURSHQH SHQIUX
PHQIH

Q;}%UPD LL VXSILPHQIDUH ZZZ RELOIR[D[LPDE-VI0 HX Cod QR cH XUPHD]a D IL LQIURGXV
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