DCl: PALONOSETRONUM

, 'HILQL LD DB IXQQIGXY GH FKLPLRWHUDSLH VLPSWRPH D
DVRFLDWH FKLPLRWHUDSLHL vQDOW 0L PRGHUDW HPHWRJHQF

,, BWDGLDOL]D:UBMBESISUHF LXQLL
f $QWLFLSDWRU v Ghbnio@die)GH LQVWLWXLUHD
f $FXW DS UXW vQ SULPHOH K SRVWFKLPLRWHUDSLH
+ &X GHEXW WDUGLY DS UXW vQWUH K daL K SRVWFKLP

lll. Criterii de includere YkUVW VH[ SD{ddelHivvétd). FOLQLFR
- YkUVWD SHVWH DQL
- tratamentul SRDWH IL DGPLQLVWUDW RULF UXL SDFLHQW FDI
DQWLQHRSOD]LFH FKLPLRWHUDSLFH vQDOW UL PRGHUDW

IV. Tratament GR]H FRQGL LLOH GH VF GHUH D GR]JHORU SHULRD(
- GR]D DGPLQLVR GIRYHGH) BERIR € R WHIWG H PJ LQWUDYH
FX GH PLOQXWH vQDLQWH G3dwuvQFHSHUHD FKLPLRWHUDSI
- 6H DGPLQLVWUHD] RUDO PLFURJUDPH GH SDORQRVHYV
VQFHSHUHD FKLPLRWHUDSLHL
- QX HVWH QHFHVDU DMXVWWDUHD VDX VF GHUHD GR]JHOR
- VWXGLLOH FOLQLFH DX GHPRQVWUDW VLIJXUDQ D XWLOL]

V. Monitorizarea tratamentului (parametrii clinceSDUDFOLQLFL oL SHULRGLFLWD\
- parametrii clinici:
f UVSXQV FRPSOHW | U BPHfUJHQ U PHGLFD LH
f FRQWURO FRPSOHW U VSXQV FRPSOHW UL QX PDL PXO
f I'U JUHD FRQIRUP 6FDOD /LNHUW
- parametrii paraclinicil Q WLPSXO WUDWDPHQWXOXL-BX SQ@OHRIQK WHM
PRGLILF UHOROHGMHMHORWERUDWRU VHPQHORU YLWDOH uL (.
- periodicitatet UHVSHFW SHULRGLFLWDWHD FKLPLRWHUDSLHL |

VI. Criterii de excludere din tratament:
- 5HDF LL DGYHUVH VHYHUH
- & RPRUE LM EME cdzul
- NonUHVSRQGHU QX H[LVW WHQMXW}H WDIUH GHD HHAGKEBI WH D
SDFLHQ LL FDUH SUH]LQW HPH]D UHIUDFWDU OD WUDWD
- Noncompliant- QX VH DSOLF

VIl. Reluare tratament FR Q GHNAL L

VIII. Prescriptori OHGLFL GLQ VSHFLDW®GWF DLAD HI R REFRRORH. B KHPDYV



‘&, &20%,1% ,, 1(783,7%$1780 3%$/2126(752180

I. Indicatie terapeutica:
- SUHYHQLUHD VHQ]D LHL GH JUHD L DY UV WXULORU D
DQWLQHRSOD]LF FX HIHFW HPHWRJHQ DFFHQWXDW FH FF

Il. Stadializarea DIHF 1BEMEBSISUL
X $QWLFLSDWRU vOQDLQWH GH LQVWLWXLUHD FKLPLRWHUL
X $FXW DS UXW vQ SULPHOH K SRVWFKLPLRWHUDSLH
x &X GHEXW WDUGLY DS UXW vQWUH K 0oL K SRVWFKL|

lll. Criterii de includere YkUVW VH[ SD{gd&dlHdvete)l YRKONVQILDFRSHV WH D
- WUDWDPHQWXO SRDWH IL DGPLQLVWUDW RULF UXL SDF
DOQWLQHRSOD]LFH FKLPLRWHUDSLFH vQDOW UL HPHWRJHC

IV. Tratament GR]H FRQGL LLOH GH VF GHUH D -@®RaHGHEXLEHW LR D
VH DGPLQLVWUH]H R FDSVXO GH PJ PJ FX DSUR[LPDW
FLFOX GH FKLPLRWHUDSLH 'R]D UHFRPDQGDW GH GH[DPHWI
DSUR[LPDWLY DWXQFL FkQG V apsHI¥ELd® hdttpidnt/faRi@seRdL W H Q W

V. Monitorizarea tratamentului (parametrii clinceSDUDFOLQLFL oL SHULRGLFLWD\
- parametrii clinici:

x UVSXQV FRPSOHW | U HPH] 0L I U PHGLFD LH GH X
X FRQWURO FRPSOHW U VSXQV FRPERDHW uL QX PDL PX

x I'U JUHD FRQIRUP 6FDOD /LNHUW
- SDUDPHWULL SDUDFOLQLFL IQ WLPSXO WUDWdPHQWXC
vQUHIJLVWUDW PRGLILF UL DOH WHVWHORU GH ODERUDWEF
- SHULRGLFLWDWH UHVSHFW StitiiteLRGLFLWDWHD FKLPLRW|

VI. Criterii de excludere din tratament: - 5SHDF LL DG Y-HUR/MAR VR Yrig B3 cdzul

-Nor UHVSRQGHU QX H[LVW FULWHULL GH H[FOXGHUH UHQXQ
FDUH SUH]JLQW HPH] UHIQUHDFRIWDLW OMH @UADWIDHFP BEWWUILIHQ

9,, BHOXDUH WUDW-INRHQW FRQGL LL

VIII. Prescriptori OHGLFL GLQ VSHFLDOLW LOH RQFRORJLH PHGLFD



DCI INSULINUM DEGLUDEC

, ,QGLFD LL
7TUDWDPHQWXO GLDEHWXOXL |DKDUDW OD DGXO L

,, &ULWHULL GH LQFOXGHUH vQ WUDWDPHQWXO VSHFLILF
S3DFLHQ L DGXO L FX RULFH IRUP GH GLDEHW ]DKDUDW FD

., 'R]H (L BdRbisGare

Doze: ' HJOXGHF HVWH R LQVXOLQ ED]DO SHQWUX DGPLQLVW
PRPHQW DO JLOHL GH SUHIHULQ vQ DFHODUL PRPHQW D
LQFOXVLY D LQVXOLQHL GHJOXGHF2 HVWH LWy DWH D& CG/H D
GHJOXGHF FRUHVSXQGH OD XQLWDWH LQWHUQD LRQDO
JODUJLQ VDX XQLWDWH GH LQVXOLQ GHWHPLU
/ID SDFLHQ LL FX GLDEHW GH WLS '"HIOXGHF SiR@aVH IL D(
DVRFLHUH FX PHGLFDPHQWH DQWLGLDEHWDRHLQVROHQ DGR
bolus.
/ID SDFLHQ LL FX GLDEHW GH WLS '"HIOXGHF WUHEXLH DV
SHQWUX D DFRSHUL QHFHVDUXD GiH QR KNP WU HEXWH FDSXFOL ®
FRQIRUP QHYRLORU LQGLYLGXDOH DOH SDFLHQ LORU 6H U
vQ SULPXO UkQG SH P VXU WRULOH JOLFHPLHL HIHFWXDWH
Similar tuturor insulinelor, poate f QHFHVDU DMXVWDUHD GR]JHL GDF SDF
FUHVFXW viuL VFKLPE GLHWD X]XDO VDX vQ WLPSXO EROL!
x 3HQWUX '"HIOXGHF XQLW L PO SRW IL DGPLQLVWUD
SHU LQMHF LH
vQ WUHSWH GH XQLWDWH

Flexibiltatea vQ DOHJHUHD PRPHQWXOXL GH DGPLQLVWUDUH D G
SHQWUX VLWXD LLOH vQ FDUH DGPLQLVWUDUHD vQ DFHOD1
SHUPLWH IOH[LELOLWDWH vQ DOHJHUHD PRPHQWXOXL DGF
DVLIJXUDW XQ LQWHUYDO GH PLQLPXP RUH VQWUH LQMHF
R DGPLQLVWUH]H DWXQFL FkQG FRLQVWIDNR DEF WX W@/ ROEXLRIXX
zilnice.

, QL LHUHD WUDWDPHQWXOXL

x ID SDFLHQ LL FX GLDEHW ]J]DKDUDW GH WLS GR]D ]JL
WUDWDPHQWXOXL HVWH GH XQLW L XUPDW GH DMXYV

x ID SDFLHQ LL IXUBWDEHWWV]IIK 'HIJIOXGHF HVWH UHFRP
DVRFLHUH FX LQVXOLQD SUDQGLDO UL QHFHVLW DMXV

x &RQYHUVLD GH OD DGPLQLVWUDUHD DOWRU PHGLFDPH
VXSUDYHJKHUHD DWHOWLP &XDO WRHPAHHHULL UL vQ V SW P
SRVLELO V ILH QHYRLH GH DMXVWDUHD GR]JHORU VDX [
DF LXQH UDSLG VDX FX GXUDW VFXUW GH DF LXQ
antidiabetice concomitente.

a. 3DFLHQ L FX GLDEHW 3IBDRUWUDWSBHLMWQ S L FX GLDEHW GH
LQVXOLQ vQ UH-bbles, prierhDd@ sak &fwx@t, schimbarea insulinei bazale cu



Degludec se poate face unitate la unitate, pe baza dozelor anteriodr®@dXOLQ ED]DO
XUPDW GH DMXVW UL LQGLYLGXDOH DOH GR]JHL
6H YD OXD vQ FRQVLGHUDUH R VF GHUH D GR]JHL FX SH E
XUPDW GH DMXVW UL LQGLYLXDOH GH GR] OD
-VFKLPEDUHD LQVXOLQHL ED]DOKuDreshba QLVWUDWH GH GRX
-VFKLPEDUHD LQVXOLQHL JODUJLQ XQLW L PO FX 7UHV

E 3DFLHQ L FX GLDEHW ]DKDUDW GH WLS

SHQWUX SDFLHQ LL FX GLDEHW WLS VH YD OXD vQ FRQV
dozelor

DQWHULRDUH GH LQV X O ¢iQazdteD|iud trammzntp &b Qubcatahat

FX LQVXOLQ FX DMXVW UL LQGLYLGXDOH VXEVHFYHQWH D

&RPELQD LL WHUDSHXWLFH

8WLOL]DUHD 'HJOXGHF vQ DVRFLHUH FGDDSREOLHMWEL GHK GH
zaharat tip 2.

IQ FD]XO DVRFLHULL DJRQLGW LI®RIX GHFUWIFHIHFRP DBG UHG
'"HIOXGHF FX SHQWUX D PLFURUD ULVFXO GH KLSRJOLF

individual.
*UXSXUL VSHFLDOH GH SDFLHQ L

SDFLHYXXWVWRXFYKUVWD - DQL 'HIJOXGHF SRDWH IL XWL
ORQLWRUL]DUHD JOLFHPLHL WUHEXLH LQWHQVLILFDW 0L
LQGLYLGXDOH ,QVXILFLHQ UHQDO uL KHSDWLFEU 'HIOXG
LQVXILFLHQ KHSDWLF VDX UHQDO ORQLWRUL]DUHD JOLF
vQ IXQF LH GH QHFHVLW LOH LQGLYLGXDOH

Mod de administrare
DegludecVH DGPLQLVWUHD] VXEFXWDQDW SULQ LQMHF LH v
IRFXULOH GH LQMHFWDUH WUHEXLH VQWRWGHDXQD VFKLP
SHQWUX D UHGXFH ULVFXO OLSRGLVWURILHL inedd@ XGHF H
SHQILO 6WLORXO LQMHFWRU SUHXPSG&RWWGH vQ XQUMS W H
0 unitate.
x Degludecnu trebuie administrat intravenos, deoarece poate cauza hipoglicemie
VHYHU
x Degludec nu trebuie administrat intramuscular, deoa@ece se poate modifica
DEVRUE LD
x DegludecQ X WUHEXLH XWLOL]DW vQ SRPSH GH SHUIX]DUH

9 &RQWUDLQGLFD LL

+LSHUVHQVLELOLWDWH OD VXEVWDQ D DFWLY VDX OD RU
fenol, acetat de zinc, acid clorhidripentru ajustarea pHlui), hidroxid de sodiu (pentru
ajustareapHXOXL DS SHQWUX SUHSDUDWH LQMHFWDELOH

9, 3UHFDX LL DWHQ LRQ UL
SUHFDX LL VSHFLDOH SHQWUX XWLOL]DUH



a. Hipoglicemie.Omiterea unei mese sau efectuarea unui efort fizic intgplamécat poate

V LQGXF KLSRJOLFHPLH +LSRJOLFHPLD SRDW V DSDU G|
GH QHFHVDUXO GH LQVXOLQ 3DFLHQ LL OD FDUH FRQWURC
SULQ WUDWDPHQW LOQWHQW.LY FXRQVNEDQYH RWPSWRPIKC
DYHUWL]DUH DOH KLSRJOLFHPLHL UL WUHEXLH VI WXL L FX
FDUH D GHEXWDW FX PXOW WLPS vQ XUP VLPSWRPHOH REI

E &UHUWHUHD BN BHUMHOL GHEFLQVXOLQ

$IHF LXQLOH FRQFRPLWHQWH vQ VSHFLDO LQIHF LLOH uL I
GH LQVXOLQ DO SDFLHQWXOXL

$IHF LXQLOH FRQFRPLWHQWH DOH ULQLFKLORU ILFDWXOXL
sau tiroidel SRW QHFHVLWD PRGLILF UL DOH GR]JHL GH LQVXOL
SUHOXQJLW DO 'HJOXGHF SRDWH vQWKU]LD UHFXSHUDUHD

C. Hiperglicemie.TQ VLWXD LL GH KLSHUJOLFHPLH VHYHU VH UHFF
cuac LXQH UDSLG JRORVLUHD XQRU GR]JH LQDGHFYDWH VDX
FDUH QHFHVLW DGPLQLVWUDUHD GH LQVXOLQ SRW GXFH
GLDEHWLF IQ SOXV DIHF LXQLOH FRWAFPUWHQWHUJQLWH
SULQ XUPDUH OD XQ QHFHVDU FUHVFXW GH LQVXOLQ 'H R
DSDU WUHSWDW SH SDUFXUVXO FKWRUYD RUH VDX ]JLOH

VRPQROHQ WHJXPHQVWKN K VR OWMNWR RHH WSHPHDVERUHD DSH\
PLURV GH DFHWRQ /ID SDFLHQ LL FX GLDEHW ]DKDUDW
QHWUDWDWH GXF vQ FHOH GLQ XUP OD FHWRDFLGR] GL
administrarea altor meiDPHQWH SH ED] GH LQVXOLQ 6FKLPEDUHI
IDEULFDQWXOXL GH LQVXOLQ WUHEXLH HIHFWXDW QXPDL
QHFHVLWDWHD VFKLPE ULL GR]JHL

G $VRFLHUHD GLQWUH SLRJOLWD]RQ LQARFE ot QWH S|
FD]XUL GH LQVXILFLHQ FDUGLDF DWXQFL FkQG SLRJOLWD
vQ VSHFELDO OD SDFLHQ L FX IDFWRUL GH ULVF SHQWUX LQ
DWXQFL FKkQG VH LBRRIHBRDVAIRIODWH IRQHL FX 'HIJOXGHF

DVRFLHUH HVWH XWLOL]DW SDFLHQ LL WUHEXLH PRQLWRL
FDUGLDF VXUSOXV SRQGHUDO 4L HGHPH 7UDWDPHQWXO F
sePDQLIHVW R GHWHULRUDUH D VLPSWRPHORU GH LQVXILFL

H 7XOEXU ULQRFXQWUHFDUHD WUDWDPHQWXOXL FX LQVXOL
D FRQWUROXOXL JOLFHPLF VH SRDWH DVRFLD FXmpJUDYDUL
FH VPEXQ W LUHD SH WHUPHQ OXQJ D FRQWUROXOXL JOLFI
diabetice.

Il (YLWDUHD HURULOFFLIGH) RHGWEBI EXLH V YHULILFH YL]X
VHOHFWDWH SH FRQWRUXO VWLORXOXL LQMHFWRU 'H DFI
VWLORXOXL LQMHFWRU HVWH R FRQGL LH SHQWUX FD SD
SDFLHYLL WRUL VDX FX YHGHUH DIHFWDW WUHEXLH HGXF
DVLVWHQ GH OD R DOW SHUVRDQ FX YHGHUHD EXQ FDL
de administrare a insulinei.

g. Anticorpi anti- L Q V X @dn@nistrarea msulinei poate determina formarea anticorpilor
antrLQVXOLQ IQ UDUH FD]XUL SUHONQOML @FBRWWRH DEWHV¥R
GR]JHORU GH LQVXOLQ SHQWUX D FRUHFWD WHQGLQ D OD K



,QWHUDF LXQL bRHXOWHIRHIQWH IRUPH GH LQWHUDF LXQH
(VWH FXQRVFXW IDSWXO F XQHOH PHGLFDPHQWH LQWH!L
8UP WRDUHOH PHGLFDPHQWH SRW UHGXFH QHFHVDUXO GH
- OHGLFDPHQWH DQWLGLDEHWLFH RUD OnHibitob JRQLUWLL
PRQRDPLQRR[LGD] -blo¢ast2, intibiHdV Bi enzimei de conversie a
DQJLRWHQVLQHL ,(&$%$ VDOLFLOD L VWHURL]L DQDER
8UP WRDUHOH PHGLFDPHQWH SRW FUHUWH QHFHVDUXO GH
- Contraceptive orale, tiazide, glucocorticoizi,rimoni tiroidieni, simpatomimetice,
KRUPRQ GH FUHUWHUH UL GDQD]RO

Medicamentele bethlocante pot masca simptomele hipoglicemiei. Octreotida/lanreotida pot
ILHV FUHDVF ILH V UHGXF QHFHVDUXO GH LQVXOLQ $(
el[HFWXO LQVXOLQHL GH VF GHUH D JOLFHPLHL

JHUWLOLWDWHD VDUFLQD uL DO SWDUHD

a. Sarcina. 1 X H[LVW H[SHULHQ FOLQLF DGHFYDW vQ FHHD F
JUDYLGH 6WXGLLOH FX SULYLUH OD UHSUWRGXHAHUHQHHHKFQ
LQVXOLQD GHJOXGHF UL LQVXOLQD XPDQ vQ FHHD FH SUL
JHQHUDO FRQWUROXO LQWHQVLILFDW DO JOLFHPLHL uL
UHFRPDQGDWH vQ WLPSXO VDURQIH UWHJIXQ@ S HWHRD/®L XGAH (
VFDGH vQ WLPSXO SULPXOXL WULPHVWUX GH VDUFLQ uL Fl
QDUWHUH QHFHVDUXO GH LQVXOLQ UHYLQH GH RELFHL UD

E $O SWMDUHDVW H[SHULHQ FOLQLF vQ FHHD FH SULYH]I
SHULRDGD GH DO SWDUH 1X VH FXQRDUWH GDF LQVXOLQD
DQWLFLSHD] pbsbuL Lb GH HIHFWH PHWDEROLFH DOH
Q VFX LOBUOWW DO SWD L

c. Fertilitatea. 6WXGLLOH HIHFWXDWH FX LQVXOLQ GHJOXGHF S
UHSURGXFHUH OD DQLPDOH QX DX HYLGHQ LDW HIHFWH DG"

(IHFWH DVXSUD FDSDFLW LL GH Dsibtitaf@GXFH YHKLFXOH uL G
$FHVW PHGLFDPHQW QX DUH QLFLR LQIOXHQ VDX DUH R LC
FRQGXFH YHKLFXOH VDX GH D IRORVLXWLODMH &DSDFLWDYV
pacientului pot fi afectate ca urmare a hipoglicemieeFHDVWD SRDWH FRQVWLW
VLWXD LLOH vQ FDUH DFHVWH FDSDFLW L VXQW GH LPSR
YHKLFXOHORU VDX IRORVLUHD XWLODMHORU 3DFLHQ LL W
HYLWD KLSRJO L RBrducPrii \d€ véMitureS Xdest lucru este important mai ales
SHQWUX FHL FDUH DX VLPSWRPH GH DYHUWL]DUH D KLSRJC
FDUH DX HSLVRDGH IUHFYHQWH GH KLSRJOLFHPLH 1Q DFt
conducereavVE LFXOHORU WUHEXLH UHFRQVLGHUDW

SHDF LL DGYHUVH

Hipoglicemia HVWH UHDF LD DGYHUV FHO PDL IUHFYHQW UDSR
WDEHO SHDF LLOH DGYHUVH HQXPHUDWH PDL MRV VH EL
SUHIHQWDWH vQ IXQF LH GH IUHFYHQ uL FODKarnde FDUHD
&DWHJRULLOH GH IUHFYHQ VXQW GHILQLWH GXS XUP WR



IUHFYHQWH - aL PDL SX LQ IUHFYHQWH - Ul
IRDUWH UDUH UL FX AFDHAY®AR S RMHW M QIR VHFX W
datele disponibile).

+LSRJOLFHPLD SRDWH V DSDU GDF GR]D GH LQVXOLQ I
LQVXOLQ +LSRJOLFHPLD VHYHU SRDWH GHWHUPLQD SLHL
avea ca rezultatltHFWDUHD WHPSRUDU VDX SHUPDQHQW D IXQF
6LPSWRPHOH KLSRJOLFHPLHL DSDU GH UHJXO EUXVF $F
WHIXPHQWH SDOLGH 0L UHFL IDWLJDELOLWDWHVBBOYR]LYV
VDX VO ELFLXQH QHRELUQXLW FRQIX]LH GLILFXOW L (
H[DJHUDW GH IRDPH WXOEXU UL GH YHGHUH FHIDOHH JUI

7TDEHO OS5HDF LL DGYHUVH OD XWLOL]DUHD LQVXOLQHL "HJC

Clasificarea pe aparate, sisttimuL RUJD{ Tip JUHFYHQ
7XOEXU UL DOH VLVWHPXO X Hipersensibilitate, Urticarie Rare

7XOEXU UL PHWDEROLFH uL| Hipoglicemie Foarte frecvente
$IHF LXQL FXWDQDWH uL D( Lipodistrofie ODL SX LQ |
7TXOEXUHQHUDOH uL OD Q| 5HDF LL OD QLYHOXO O] Frecvente
administrare Edem periferic ODL SX LQ |

7XOEXU UL DOH VLVWBHPXWOKSDUPXNHOWMDGH LQVXOLQ SRW V
SHDF LLOH DOHUJLFH GH WLS LPHGLDW OD LQVXOLQ VDX
'HJIOXGHF DX IRVW UDSRUWDWH UDU KLSHUVHQVLELOLWDWI
diareH JUHD IDWLJDELOLWDWH dL SUXULW uL XUWLFDULH

Lipodistrofie. /LSRGLVWURILD LQFOXVLY OLSRKLSHUWURILH OL
ORFXOXL GH DGPLQLVWUDUH D LQMHF LHL 6FKLPEDUHD FR
cadru DFHOHLDUL UHJLXQL DQDWRPLFH SRDWH DMXWD OD UH

5HDF LL OD QLYHOXO ORFXGXYLIFIGH)D.GPWQDWDUD FX 'HIJO XG't
la nivelul locului de administrare (inclusiv hematom, durere, hemgragiem, noduli, edem,

GHFRORUDUH SUXULW F OGXU ORFDO 0L WXPHILHUHD O
UHDF LL VXQW XURDUH UL WUDQ]JLWRULL UL GLVSDU vQ PRG
5DSRUWDUHD UHDF LLORS DOGWHRJWIH DVUXAVES HPAHVEDL WP BQ W X O )
$FHVW OXFUX SHUPLWH PRQLWRUL]DUHD FRQWLQX D UDSR

Supradozaj
8Q VXSUDGR]DM VSHFLILF FX LQVXOLQ QX SRDWH IL GHILC
pe parexUVXO XQRU HWDSH VXFFHVLYH GDF SDFLHQWXO SULI
FHD QHFHVDU
x (SLVRDGHOH KLSRJOLFHPLFH XURDUH SRW IL WUDWDWt
SURGXVH FDUH FRQ LQ DK U 'H DFHHD EMW WHHRHMADQ
VOQOWRWGHDXQD DVXSUD ORU SURGXVH FDUH FRQ LQ JO
x (SLVRDGHOH KLSRJOLFHPLFH VHYHUH FKkQG SDFLHQWX
ILH SULQ DGPLQLVWUDUHD LQWUDPXVFXODU VDX VXEF
GH F WUH RL®NWWMRO.QY DGHFYDW ILH SULQ DGPLQLVW
GH F WUH SHUVRQDO PHGLFDO *OXFR]D WUHEXLH DGP



UVSXQGH OD JOXFDJRQ vQ GHFXUV GH SkQ OD PL(
pentru a prevend HF GHULOH HVWH UHFRPDQGDW DGPLQLVWI

9,, IQWUHUXSHUHD WHMPWDPHRW XMNUHUXSHUH WHPSRUI
WUDWDPHQWXOXL YD IL OXDW vQ IXQF LH GH LQGLFD LI
diabetolog,OD ILHFDUH FD] vQ SDUWH

VIII. Prescriptori. PHGLFL GLDEHWRORJL DO L PHGLFL VSHFLDOLU
VDX PHGLFL GHVHPQD L °



DCI &20%,1$% (INSULINE GLARGINE + LIXISENATIDUM)

. ,QGLFD LH

&20%,1% (INSULINE GLARGINE + LIXISENATIDUM) esteindicat la D G Xp@nttu
tratamentul diabetului zaharatde tip 2 insuficient controlat, pentrua v P E X Q céhtrolul
glicemic,caadjuvantdietei LH[H U F lfizic XX XId PWW | R IDRALRL Q LWaBdtidpasu
sau | Unhibitori ai co-transportoruluR desodiu J O X HBEGLT-2).

II. Criterii deincludere v @atamentul specific:

&20%,1% (INSULINE GLARGINE + LIXISENATIDUM) v @socierecu PHWIRWGWP L Q

sau | Unbhibitori ai cotransportorulude sodiu J O X R2R3GLT2), pentrutratamentuldiabetului
zaharatde tip 2, la D G Xg@nttua v P E X Q coMtrolul glicemic,la SDFLHQMIERQWKRN ROD L
terapiaDQWHULRDU

Doze Utod de administrare

x &20%,13% (INSULINE GLARGINE + LIXISENATIDUM) estedisponibilsub IR U P
de G R Xtilouri injectoare(penuri), care R | Hdferite RS LdeQ@dministrare, DGLF
stiloul injector (pertul)

x &20%,1% (INSULINE GLARGINE + LIXISENATIDUM) (10 - 40), respectiv
stiloul injector (penul) &20%,1$ (INSULINE GLARGINE + LIXISENATIDUM
(30-60). 'L 1 HU H Qv QRRBHDF H Qatilddiorlinjeotbhare(penurilor) se E D | Hii]
intervaluldedozeal stiloului injector (penului)

x CO0%,1% ,(INSULINE GLARGINE + LIXISENATIDUM) 100 XQLW +I50P O
micrograme/mistilou injector (pen)preumplut H O L E HibkzE D@eptecuprinse v Q MU H
(40 X Q L WQ \LXg@rgi®, v FRPE L QB -RH J O L[ LV HSiDuNrjestor (pen
ul) CO0%,13$ (INSULINE GLARGINE + LIXISENATIDUM) (10- 40)

x &20%,1% (INSULINE GLARGINE + LIXISENATIDUM) 100 XQLW +133P O
micrograme/mistilou injector (pen)preumplut H O L E HibkzE D@eptecuprinse v Q BOU H
UB0 XQLWQV Xglatgd, v@F RPE @O0 20 J OL[LV HE&iDWihj&tor
(pentul) &20%,1 % (INSULINE GLARGINE + LIXISENATIDUM) (30- 60).

Pentruaevitaerorilede P H G L FniedIciH prescriptortrebuie V seasigureF sunt PHQ L Rr@QD W H
SUHVFRRQHFHJFW U BIFR P tbreCdetreptededozare.

Dozatrebuie V W D Bvi@od Wwdividual, pe baza U V S X @V OXHe D M X V iréptdd, v Q

| X Q Rdelndcesarude L Q V XaDpaQentului.Dozade O L[ L V He3tb WULIEBVFaX WF | X W

R G @Wdozade L Q V Xglatg@ U Hepinde,de asemeneae care dintre stilourile injectoare
(penuriyse XWLOL]JHD]

DozaLQL LDO

Tratamentulcu insulina E D ] Bs&u cu agonistul receptorului pentru peptidull DVHP Q WRU
glucagonului(glucagonlike peptidel (GLP-1) ) saucu un medicamentantidiabeticoral, altul

G H mietibrmina Linhibitorii SGLT-2, trebuie vQ W U HQXIBMMHL LIHGMIDQ LdeW U ULL
&20%,1% (JNSULINE GLARGINE + LIXISENATIDUM) .



Doza LQL de®®0%,1$ (INSULINE GLARGINE + LIXISENATIDUM) seba] H D pe

tratamentul antidiabetic anterior U Lpentrua nu GHS doéza L QL LWHF R P Dgg@rD W

OL[LVHemWILG

Tratament anterior

Tratament Insuli Q glargin , QV X glar@n
antidiabetic oral (100 XQLW L | (100
SDFLH)IWU&Y >20 £30 XQLW XQLW L Pd
LQVXGOshcu un > 30 ulg 60
agonist al XQLW L
receptorului GLP-1)
Doza L QL Wi Stiloul injector (penul) | 10treptededozare 20treptededozare
stiloul injector | Suliqua (10-40) (10 XQLWJL (20 XQLW J
(pen-ul) Stiloul injector (pen-ul) 30 trepte de
Suligua (30-60) dozare (30
XQLW J

*) X QLWQ\LX@ngiR(100 XQLW LPJLVHQDWLG

) 'DFse XWLO& IHD/XERJ@EA IHULW

¥ Pentruinsulina E D ] DB0OG P L Q Lo¥ \@ B Bricpe zi sau pentruinsulinaglargin (300 XQLW dozRB @ R\
]L O QX W L Cabfeiditrebuie V F ] XM/20% pentru a selectadoza LQL deD&20% ,1$ (INSULINE
GLARGINE + LIXISENATIDUM).

TPentruoriceal WL Q V XEO |@r€buie D S O LIFMONHIMHWEAQ Gazulinsulineiglargin (100 X QLW DOoz&
]LO QADF[ L Bstede60 X Q LA L Q V Xgangi@ u20 JOL[L V Heeé&xl coeespundda 60 treptededozare.
&20%,1% (INSULINE GLARGINE + LIXISENATIDUM) trebuieinjectato G DW zi, v Qra de dinaintea
unei mese Estepreferabilca L Q M /e LHDI H F W Xz &vkezi v Q D H&QMFHH HPIDWMG X Be afost D O H:Ba\
mai FRQ Y H @KL O

Ajustarea dozei

Doza de &20%,1$ (INSULINE GLARGINE + LIXISENATIDUM) se VWDEL/@HUWH
conformitatecu necesarutle L Q V XaDILL®1 F phckeht v Qarte.Se U H F R P B € Gptimizeze
controlulglicemicprin ajustarealozeipebazaglicemiei v @ R Q @drepdus.

Se UHF R P b@irizareaaW H @ @icemiei v @mpul stabilirii dozei ulLvQv SW PkQLOH
ulterioare.
"D F pacientul v Q F l@thistrareacu stiloul injector (penul) &20%,1$ (INSULINE
GLARGINE + LIXISENATIDUM) (10 - 40), dozapoatefi D M X \SW a0 treptede dozare
cuaces stilouinjector (pen).
x Pentrudoze> 40 treptede dozare/ziajustareadozeitrebuie F R Q W lciisXldulihjector
(pentul) &20%,1 % (INSULINE GLARGINE + LIXISENATIDUM) (30- 60).
x 'DF pacientul vQ F Ha8rinistrareacu stiloul injector (penul) COMBINS$ ,,
(INSULINE GLARGINE + LIXISENATIDUM) (30 - 60), dozapoatefi D M X \SW @aW
60 treptede dozarecu aceststilou injector (pen).
x Pentrudoze totale zilnice > 60 trepte de dozare/zi,nu trebuie utilizat &20%,1$ ,,
(INSULINE GLARGINE + LIXISENATIDUM).
Ajustarea dozei Ula orei de administrarea &20%,1$ (INSULINE GLARGINE +
LIXISENATIDUM) trebuie H I H F W& B W8 DBIF LiiiQailsub supraveghereP HG L FeD O
monitorizare D G H Fagir@vhiei.



$WHQ LsReiald:L

1. 9k UV \(¢@QY kWx/6ldni)

&20%,1% (INSULINE GLARGINE + LIXISENATIDUM) poatefi utilizatla SDFLHQ LL
Y kU V \dgdtfehuie D M X W\@Bdwidividual, pebaza PR Q L W Rjliterhidil LA Y KUV W QLFL
deteriorareaSUR JU &l VX @ F réndlé pode ducela VF G HRRHDV W De@asaruluide

LQV XPebttu OL[LVHQuUESEL@H F Hajusthreadozei vQ X Q AL MkUMWSHULHQ D
WHUDSH X®0%,1$ (INSULINE GLARGINE + LIXISENATIDUM) la SDFLEUWQ LL

Y kU¥VAWddieste OLPLWDW

2., QVXILRIHHID O
&20%,1% (INSULINE GLARGINE + LIXISENATIDUM) nu esterecomandata SDFLHQ LL

cu LQVXILRHHIMBY Hildu DIHF UXHQQHD @tadiu terminal, deoarecenu H[LV W

V X'I L FIHH MW MWHHU D $HvKiLIzarealixisenatidei. Nu este Q H F HayuBtareadozei

de OL[LVHOROIWLGIQ QY XILBEHDDIREBUPRGHUDSD FLEIQ QY XILFLHQ
U H QieCesarude L Q V Xp0di€d diminuatcaurmarea VF G IR UIMLD E Rr@ulihelJlaL
SDFLEUQSXLLFLUHBQOIOREAUPRGH WA WL O IBHIDS,1$ (INSULINE
GLARGINE + LIXISENATIDUM), pot fi necesaremonitorizarea | U H F Yal@hid&miei G L
ajustarealozei.

3., QVXILKIHS®WLF

Nu este Q H F HajuBtareadozeide OL[LVHOOMMALGEUQ QU X ILRHISQMIISDFLHQ LL
cu LQVXILKHISQ wédebarutde L Q V Xp0dtef) diminuat,din cauzaF D S D Fdinhuakel

de JOXFRQHRWHQGIR H WD E Reulifell B ISD FLeUQ QY X | L K HIS Q pMtlfiF
necesag monitorizareal U H F Ya-br®¥vhiei 0 hjustareadozeide &20%,13$ (INSULINE
GLARGINE + LIXISENATIDUM).

4. Copii UIDGROHWYRB®,L$ (INSULINE GLARGINE + LIXISENATIDUM) nu
S UH ]utirsv¥e UHO HY®ORIWD GROHVFHQ L

lll. Criterii deevaluarea H | L F D Rdrafgeutick

1. Pacientulva fi monitorizatde F Whhédicul prescriptor, v Q X Q Fddfidcare caz v Qarte,
clinic: W R O HIL(D®&L D Llseénhb simptomede U HD B @ H Uelalkareal X Q Frdnkle,
gastrointesnale sau alte H'Y D OcKnitbtbiochimice, acolo unde V L W XA L @ Lirkpune;
paraclinic prin determinareaalorii glicemieibazale U postprandialev Q X Q Flelfietarecaz v Q
parte UévaluareddbAlc,creatininarata | L O Vglomerlarda L Q L tratdsnidridului, 0 Wterior
periodic,la6 u12luni.

2.0ride Fk@ildeproduc P R G L | alésdhémeterapeutice,H | L F LateQtoiztrebuie SURED W
prin determinareglicemieiajeun 0 ISR VW S U&QdaandbeSteposibil udHbALC).

3. Schemelderapeuticanstituitevor fi PHQ Ldpa\8 B 6 HP R Q VIW &véhijterapeutic
Gsuntdefolosla RE L QHRJH@ L @dhilibrudi metabolic v QL Q \Wopask)La rezultate
similare v@®rmenii L Q WerbPeRtidet i c D O L WL Hhatiéntuluilvorfi PH Q Lsghéinele
terapeuticeu unraportcost H | L F LAH«@di bun.



IV. 8$RQWUDLQGLFD LL
Hipersensibilitatda V X EV Wb B @&a oricaredintre H{FLSLHQ L

V.3UHFDX LL
&20%,1% (JNSULINE GLARGINE + LIXISENATIDUM) nutrebuieutilizatla SDFL&UQ LL
diabetzaharatdetip 1 saupentrutratamentutetoacidozediabetice.

1. Hipoglicemie

Hipoglicemiaa fost U H D b G DHREW H UYYIDDMRdeMn 8l iécvent v @mpul tratamentului
cu&20%,1% (INSULINE GLARGINE + LIXISENATIDUM).

Hipoglicemia poate DS UBD Fdoza de &20%,1%$ ,(INSULINE GLARGINE +
LIXISENATIDUM) este mai mare G H Fektéhecesar Factorii care cresc susceptibilitateda
hipoglicemie impun monitorizareadeosebitde D W HIQPA necesitaajustareadozei. $FHUW L
factori includ: - schimbarea zonei de injectare- VPEXQ W VHWQK L Hd Q QW X(@eL Q
exempluprin vQGHS tavtoblar HI® stres) - activitate IL]LRQ HRE L U RXH Wsad W
SUHO X QJHWihtxr€uente(deexempluY UV Waxed)Lconsumneadecvatle alimente

- omiterea unor mese- consumde alcool etilic - anumite D | H F dn¥dQrlnedecompensatéde
exemplu v Qipotiroidism U lv Q Q V X | LdtdnHe@hifgdfizare anterioaresau adrenocorticale}
tratamentoncomitenttu anumitealte medicamente lixisenatida U L VhBuKna v @socierecu o
sulfoniluree pot duce la F U H G WddWuH & hipoglicemie. Prin urmare, &20%,19%$ ,,
(INSULINE GLARGINE + LIXISENATIDUM) nu trebuie administrat v Qasocierecu o
sulfoniluree.Dozade &20%,1$ (INSULINE GLARGINE + LIXISENATIDUM) trebuie

V W D BEL@ddWidividual, pe baza U V S X Qclinic© Ktke D M X V Wéptd&d,]v Q X Q Fdd. H
necesarutle L Q V Xa(pad@ntului.

2. 3D Q F U HDRX MW

Utilizarea agR Q L U Yedefidrildr pentru peptidutl DV HP QlWweagdhului(glucagon like
peptidel GLP-1) a fost DV R FdulbWisc de D S D la Ipahdreatiteiacute.Au fost raportate

F k Wevahibnentele SDQFUB BXoRtW O L [ L V HQ aelFGw afost VW D B IUHIOND L H
decauzalitate.3 D F L HeDuie L Q | R WWPdprekimptomelecaracteristicele pancreatiteacute:

durere DE G R P L\QGHDYHS.H U V L VI \@tBizQI W @are este V X V S HpaW Ratita, trebuie

v Q W UrdtahestMtu & 20% ,1$ (JINSULINE GLARGINE + LIXISENATIDUM); G D$e

F R QI ldlaghosticulde S D Q F U B b XtWwbuie U H v Q Fade®émiicu OL[LVHESRBWLG
QHFHYDXGIH ®D F L ¢tu@ntededentde SDQFUHDW LW

3. $1HF lgas@dintestinale severe

Utilizarea D JR Q L te¢ht@iRAGLP-1 se poateasociacu U H Datdversegastreintestinale.
&20%,1% (INSULINE GLARGINE + LIXISENATIDUM) nu afoststudiatla SDFLeUQ LL
DIHF [gastpointestinale severe, inclusiv JDVWUREBYHIllprin urmare, nu ede
UHFRPDQIZ&®& &20% ,1%$ (INSULINE GLARGINE + LIXISENATIDUM) Ila
DFHDOUW® SDFLHQ L

4. ,QVXILFUHQVWBYHU



La SDFLELQ QV XL BHH@KY (dlearanceaul creatinineisub 30 ml/min) saucu ER D O
U H QD@adiuterminal, nu H[ L VW¥S H U IWHHQU D SIRLXedtd B H F R P Dufli@abedla
SDFL&UQ QY X | LB HQ®HOYddltu E R DUWCH QuD§RAdiuterminal

5. Medicamenteadministrate concomitent~.

1Q W k U holiilJ ¢hiBtrice, G HW H U @eLliQiseétL G poate reduce viteza de DEVRWBE LH
medicamenteloradministrate pe cale RUD®20%,1$ ,(INSULINE GLARGINE +
LIXISENATIDUM) trebuieutilizatcu SUH F R>S D AL MVQJ Ruyvheditamenteadministrate
pecale R U Ba@ Q H F H\VOLBAV R ghEird IHQ W H VUMD IS@aBe@® H F Hsvpkaegherds O L QL F
D W KB&@aM un indiceterapeuticv Q J X5VHW R P D €p&ifiddreferitoarela administrareainor
astfeldemedicamentsuntprezentatev RezumatuktaracteristiciloprodusuluiRCP)

6. Deshidratare:

SDFLHWQUIXW B 20% ,1$ (INSULINE GLARGINE + LIXISENATIDUM) trebuie
V1 Wellprlvire la riscul SR W Hd@ deghldratareca urmarea U H D F adve@&dstro
intestinale Uttebuieluate PV Xde) § U H F peXtrlialdeevita G H S @eictidie.

7. Formare de anticorpi

Administrarea& 20 % ,1$ (INSULINE GLARGINE + LIXISENATIDUM) poatedetermina
formare de anticorpiant- L Q V Xglatgl@ G L \amiXO L[ L V H Q@aalki Gre, S U H ] H@r D
astfel de anticorpi poate face Q H F H ¥jistdrea dozei de &20%,13$ ,(INSULINE
GLARGINE + LIXISENATIDUM), pentruacorectaW H Q {a higerddcemiesauhipoglicemie.

Evitarea erorilor de PHGLFD LH

3DFL KHé&puiell Q V WUKrlficek v Q W R WeBdHddaXtDlui injector (penului) vQ D d&Q W H
fiecare L Q M HoenttuHa evita VQORFREBH®HQ@WDFRRQFHQ@QW&DO WL 1$ ,,
(INSULINE GLARGINE + LIXISENATIDUM) cu FH D OIWOQAD R FdLJUHDA ellal@e
medicamenteantidiabeticeinjectabile. Pentru a evita erorile de administrare tun SRWHQ LDO
supradozajnici SDFLHQ@icLISURIHV AR @dmeWul ¥ Q Whu trdbuie V utilizeze
QLFLRGMHW pénttua extragemedicametul din F D U Véfiati X@iloul injector (penul)
preumplut.

Grupe de S D F LieiQvdstigate

Nu a fost VW X Gschinvdareatratamentului de la un agonist al receptorilor GLP-1.
&20%,1% (INSULINE GLARGINE + LIXISENATIDUM) nu a fost studiat v @sodere cu

inhibitori ai dipeptidil peptidazeé (DPP-4), medicamenteulfonilureice,glinide, SLRJOLWMD]RQ
inhibitori ai co-transportoruluiV R G L X JXISGERY).

5 H D Rdldrse
a. 5HDF ddvdédsdraportate cel mai frecvent v Qimpul tratanentuluicu &20%,19%$ ,,

(INSULINE GLARGINE + LIXISENATIDUM) aufost hipoglicemia 0 IU H D Fadidr&addstro
intestinale.



5 H D F atlle@dgastrointestinale JUHDY UV Wiktéd)aufost U H D Fadudr<erbportate
frecvent v @mpul perioadedetratament.5 H D F atideBdgastraintestinaleaufost predominant
X U R DichRzitorii.

b. 7 X O E Alesisgtdmuluiimunitar

5 H D Falérgice (urticarie) posibil asociatecu &20%,1%$ (INSULINE GLARGINE +
LIXISENATIDUM) au fost raportatela 0,3%din SD F L H@mpul X W L OG K Bunéreagpe
S L @insulineiglargin U &lixisenatidei,aufost raportatecazuride U H Dafergitegeneralizate,
inclusiv U H D B Q Bl L Qiarkgwedém.

c. ImunogenitateAdministrarea& 20 % ,1 $ (JINSULINE GLARGINE + LIXISENATIDUM)
poatedeterminaformareade anticorpi v P S R Whkllinéiglargin U L A Dxkenatidei.' X S 30

V SW Ré&atamentcu &20%,1$ (INSULINE GLARGINE + LIXISENATIDUM) v Q

G R 3tudiiclinicede 1D ]3, L Q FL G R Q POvdnticorpi antr L Q V Xg@igiQa fostde 21,0%
0126,2%. La aproximativ 93% din S D F L lu@icdrpii antr L Q V X@drgh au prezentat
reactivitatevQ F U XB indWind X P D Q Q F L GIHRQ B®dPanticorpiant- O L [ L V HEQd3tW L G
de aproximativ 43%. Nici statusulanticorpilor ant L Q V Xdlatgi@, nici al anticorpilor antr-

O L[LV HQansvt @ impactrelevantclinic asupraV LI X UsBUH HLIED FLW LL

d. 5H D Fa hilzelul locului de injectare.~$Q X P IS LF L(H,Q%b)care X U P HtBrape care
FRQ LOMXDdWiv &20% ,1$ (INSULINE GLARGINE + LIXISENATIDUM), au
prezentateritem,edemlocal Gfruritlalocul LQMHFW ULL

Pentru L Q I R U &efaliatecu privire la U H D Fadver€eHL Q W H U cuFRalte Xh€dicamente,
S U R S Ufarkh&¢ologiceeste obligatoriu a se studia Rezumatul caracteristicilor produsului
(RCP)produsului & R P E L (nBulibéglargine+ lixisenatidum)

VIl. 1QW U H U ixaiarhéhkiDi:
Deciziade vQW U HW KM 8B Bad B U | L Qaltrdtdméntuluvafi OX Q@YX QRellHQGLFD LL
0 E R QW U Dde(rGWsRHBialidtuldiabetolog)a fiecarecaz v Qarte.

VIII. Prescriptori: , QL L Ebutidureal monitorizarease facede F Whtédicii diabetologi
saude F WmeHiciicu FRP SHW H Q v Qixvétdantori YWevederilorlegale v @igoare.
SUHVFPHS Liéh@e V PHQ L Rri@ed/all de doze U IF R Q F H QW injebtor
(perrului) preumplut F R P E L @§ulihdglargine+ lixisenatidum),precum t 1Q X P deXrépte
dedozarecaretrebuie DGPLQLVWUDWH °



DClI &20%,1% ,, '$3%$*/,)/2=,180 0(7)250,180

, ,QGLFD LL WHUDSHXWLFH

&RPELQD LH 'DSDJOLIOR]LQXP OHWIRUPLQXP HVWH LQGL!
diabetului zaharat de tip 2 ca tratam&nGMXYDQW OD GLHW uL H[HUFL LL IL]

,, &ULWHULL GH LQFOXGHUH vQ WUDWDPHQWXO VSHFLILF

/ID SDFLHQ LL LQVXILFLHQW FRQWUROD L FX GR]D PD[LP WHF
T vQ bVRFLHUH FX DOWH PHGLFDPHQWH SHQWUX WUDWD
FRQWUROD L FX PHWIRUPLQ uL DFHVWH PHGLFDPHQWH
T SHQWUX SDFLHQ LL wWuDWD L GHMD FX DVRFLHUHD GDSI

separate.

M. 'R]JH oL PRG GH DGPLQLVWUDUH
$GPLQLVWUDUHD &RPELQD LHL 'DSDJOLIOR]JLQXP OHWIRUP
peste 18 ani cu diabet zaharat tip 2.

$GXO0L FX IXQFOLH UHQDO QRUPDO -90miib) ILOWU ULL JOR

Doza recoman®@W HVWH GH XQ FRPSULPDW GH GRX RUL SH ]JL )
GH GDSDJOLIOR]LQ uL PHWIRUPLQ GH PJ PJ

SHQWUX SDFLHQ LL LQVXILFLHQW FRQWUROD L FX PHWII
cu alte medicamente pentimatamentul diabetului zaharat.
SDFLHQ LL LQVXILFLHQW FRQWUROD L FX PHWIRUPLQ vQ P
SHQWUX WUDWDPHQWXO GLDEHWXOXL |DKDUDW WUHEXLH
Dapagliflozinum + Metforminum eKLYDOHQW FX PJ GDSDJOLIOR]LQ S
PHWIRUPLQ VDX FHD PDL DSURSLDW GR] WHUDSHXWLF L
&RPELQD LD 'DSDJOLIOR]LQXP OHWIRUPLQXP HVWH XWL
secretagogDO LQVXOLQHL FXP HVWH R VXOIRQLOXUHH VH SRD\
PLFL GH LQVXOLQ VDX GH VHFUHWDJRJ DO LQVXOLQHL SHQ

SHQWUX SDFLHQ LL FDUH WUHF GH ODUERRPHW LRPPDRLK) VHSI
3DFLHQ LL FDUH WUHF GH OD FRPSULPDWH VHSDUDWH Gt
PHWIRUPLQ OD &RPELQD LD 'DSDJOLIOR]JLQXP OHWIRUPLQ X
GH GDSDJOLIOR]LQ uL PHWIRUWLRQVEX FIBD H DH DSVUIRFGL]IDW
DGHFYDW GH PHWIRUPLQ

&DWHJRULL VSHFLDOH GH SDFLHQ L
$ ,QVXILFLHQ UHQDO
2 5)* WUHEXLH HYDOXDW vQDLQWH GH LQL LHUHD WUDWDP
FHO SX LQ DQXDO GXK® IDIFAXDJLADFSDJAHVFEFXW GH HYROX LH X
OD YKUVWQLFL IXQF LD UHQDO WUHEXLH H&mMOXDW PDL IU

'R]D JLOQLF PD[LP GH PHWIRUPLQ WUH E-Z déteGilHic& BabtiH U D W
FDUH SRW FUH WH ULVFXO GH DFLGR] ODFWLF YH]L SFV
FRQVLGHUDUH LQL LHUHD FX PHWIRUPLQ OD SDFLHQ LL FX

'DF QX HVWH GLVSRQLELO R FRQFHQWUD LH MafarfhiidnV G F
vQ ORFXO FRPELQD LHL vQ GR] IL[ WUHEXLH XWLOL]DWH P

1



Tabelull. 'R]JH OD SDFLHQ LL FX LQVXILFLHQ UHQDO

RFG ml/minut| Metformin Dapagliflozin
'R]D PD[LP ]JLOQLH'R]D PD[LP ]LOQLF
3000mg. 10 mg.

60 &9 Reducerea dozei poate O XDV

FRQVLGHUDUH vQ U
IXQF LHL UHQDOH
'R]D PD[LP ]JLOQLHA'DSDJOLIOR]JLQ QX W

4556 2000mg. 'R]D PD[LIPOQLF WR
'RID LQL LDO HVWH|10mg.

GLQ GR] PD[LP ]LOQ
'R]D PD[LP ]LOQLDHA Dapagliflozin nu este recomanda

1000mg.
30 'R]D LQL LDO HVWH
GLQ GR] PDI[LP ]JLOC
<30 Metformin este contraindicat. Dapagliflozin nu este recomanda

% ,QVXIKFISHDQVLF
$FHVW PHGLFDPHQW QX WUHEXLH XWLOL]DW OD SDFLHQ LL

& 9KkUV WREN L

'HRDUHFH PHWIRUPLQ HVWH HOLPLQDW SDU LDO SULQ H[F
SDFLHQ LL YKUVWQLFL VLPRIQEXDRVIXQF HHWUPRI®IOFD® HQW WU
OD SDFLHQ L RGDW FX FUHUWHUHD vQ YKUVW ORQLWRUL]
DFLGR]D ODFWLF DVRFLDW FX DGPLQLVWUDUHD PHWJ/RUP
WUHEXLH DYXW vQ YHGHUH ULVFXO GH GHSOH LH YROXPLF

V. Monitorizarea tratamentului:
- GH F WUH PHGLFXO VSHFLDOLVW GLDEHWRORJ VDX PHG|
GH ILHFDUH FD] vQ SDUWH SH ED]D XQRU SDUDPHWUL F
- FOLQLF WROHUDQ LQGLYLGXDO V. dPaQlidicvVparRa®stiRdeH Gt
HFKLOLEUX PHWDEROLF JOLFHPLH ED]DO UL SRVWSUI
+E$ F OD LQL LHUHD WUDWDPHQWXOXL LHL XOVDOBDWIHR M QF
LQL LHUHD WUDWDPHQWXOXL 0oL SHULRGLF XOWHULRU

V. &RQWUDLQGLFD LL
&RPELQD LD 'DSDJOLIOR]JLQXP OHWIRUPLQXP HVWH FRQWU

- +LSHUVHQVLELOLWDWH OD VXEVWDQ HOH DFWLYH VDX C
Orice WLS GH DFLGR] PHWDEROLF DFXW GH H[HPSOX DFL
PreFRP GLDEHWLF
- ,OQVXILFLHQ U H QD30 miMith) H U 5)*
- &RQGL LL PHGLFDOH DFXWH FX SRWHQ LDO GH DIHFWDU
- Deshidratare.
-,QIHF LH VHYHU
- URF
- $IHF LXQH DFXW VDX FURQLF FH SRDWH GHWHUPLQD KI
-, QVXILFLHQ FDUGLDF VDX UHVSLUDWRULH
- Infarct miocardic recent.
- URF
- ,QVXILFLHQ KHSDWLF



- ,QWR[LFD LH DFXW i$hx DOFRRO HWLOLF HWLO
V. $WHQ LRQ UL uL SUHFDX LL VSHFLDOH SHQWUX XWLOL]D
'‘DSDJOLIOR]LQ QX WUHEXLH XWLOL]DW OD SDFLHQ L FX (

$FLGR] ODFWLF

iQ FD] GH GHVKLGUDWDUH GLDUHH VHYHU VD Adnvinisthara& X U L
&RPELQD LHL 'DSDJOLIOR]JLQXP OHWIRUPLQXP WUHEXLH
contactarea medicului.

YXQF LD UHQDO
(ILFDFLWDWHD JOLFHPLF D GDSDJOLIOR]LQ HVWH GHSHQG
OD SDFLHQ LL FDUH DX LQVXILFLHQ UHQDO PRGHUDW UL
UHQDO VHYHU 7TUDWDPHQWXQX&RP BIHMWI R.WHR L QXD JIOL IW R |
SDFLHQ LL FX 5)* PO PLQXW L WUHEXLH va&l&elpErsistegtWw O
sub 45ml/minut).

ORQLWRUL]DUHD IXQFOLHL UHQDOH

)XQF LD UHQDO WUHEXLH HYDOXDW

+ IQDLQWH GH LQL LHUHD WUDWDPHQWXOXL UL DQXDO GXS
$ 1Q FD]XO XQHL IXQF LL UHQDOH FX YDORUL DOH 5)* PO
2-4 ori pe an.

+ 1QDLQWH GH LQL LHUHD WUDWDPHQW XOG® X FHR QFQRP IL\Y H+
apoi periodic

t 'DF IXQF LD UHQDO VFDGH SH devasmiming, WatshieBtulRrelduieO R D
VQWUHUXSW

tf OHWIRUPLQ HVWH FRQWUD«B®IFPWQODL SLBPLKQ MW UDXU BT
VOQWUHUXBWD UWHP SUH]HQ D DIHF LXQLORU FDUH LQIOXHQ H

8WLOL]DUH OD SDFLHQ L FX ULVF GH GHSOH LH YROHPLF

6H UHFRPDQG SUHFDX LH vQ FD]XO SDFLHQ LORU OD FDI
dapaglifOR]LQ SUHGLVSXQH OD XQ ULVF FXP VXQW SDFLHQ LL
KLSHUWHQVLYH FX DQWHFHGHQWH GH KLSRWHQVLXQH DUW

1Q FD]XO XQRU DIHF LXQL LQWHUFXUHQWH FDUH BRPWL XGXIE
JDVWURLQWHVWLQDOH VH UHFRPDQG PRQLWRUL]DUHD D
P VXU WRUL DOH WHQVLXQLL DUWHULDOH WHVWH GH O
IQWUHUXSHUHD WHPSRUDU [F BV\RIHDQWD R H QUHERPID 6% DE B \S/D |
GHSOH LH YROHPLF SkQ OD FRUHFWDUHD DFHVWHLD

&HWRDFLGR]D GLDEHWLF

5LVEXO FHWRDFLGR]HL GLDEHWLFH WUHEXLH OXDW vQ FRQ
JUHD Y UV WXULH IDERERPLOD G XUVHLQ]D LH GH VHWH LQW
FRQIX]LH VWDUH QHRELUQXLW GH RERVHDO VDX VRPQRC
FHWRDFLGR] GDF SUH]LQW DFHVWH VLPSWRPH LQGLIHUH

J)DVEFEHLW QHFUR]DQW FDUH DIHEWHD] SHULQHXO JDQJI

7TUHEXLH V VH LQ FRQW GH-JBGMWXDOF VRXLRHMERHXUE
SUHPHUJ WRU IDVFHLWHL QHFUR]DQWH 1Q FD]XO vQV&EDUH



VOQWUHUXSH DGPLQLVWUDUHD &RPELQD LHL 'DSDJOLIOR]LC
WUDWDPHQW LQFOXVLY DOWLELRWLFH L GHEULGDUH FKLU

,QIHF LL DOH WUDFWXOXL XULQDU
([FUH LD XULQDU D JOXFR]JHL VH SRDLDWHIB\LRFDO HF XV XQF Wl
DFHHD VvVQWUHUXSHUHD WHPSRUDU D WUDWDPHQWXOXL W
pielonefrita sau urosepsisul.

OKUVWESammL -
S3DFLHQ LL YkKkUVWQLFL SRW SUH]HQWDSJXK LHLV K RR®HP PBW H
VXVFHSWLELOL GH D IL WUDWD L FX GLXUHWLFH

$PSXWD LL DOH PHPEUHORU LQIHULRDUH
(VWH LPSRUWDQW FRQVLOLHUHD WXWXURU SDFLHQ LORU ¢
UXWLQ D SLFLRUXOXL

L LOWHUYHXUH FBO
$GPLQLVWUDUHD &RPELQD LHL 'DSDJOLIOR]LQXP OHWIRL
LOQOWHUYHQ LHL FKLUXUJLFDOH VXE DQHVWH]LH JHQHUDO
GXS FHO 8YH@H OD LQWHUYHQ LD HAKHDXKIULEDOLLYBNM 6D
FRQGL LD F IXQF LD UHQDO V IL IRVW UHHYDOXDW LV V
VQWUHUXSW OD SDFLHQ LL FDUH DX IRVW VSLWDOL]D L St
medicale ac@ grave.

9,, IQWUHUXSHUHD GHFLWDPEBWROMNHUXSHUH WHPSRUDU
FX GDSDJOLIOR]JLQ YD IL OXDW vQ IXQF LH GH LQGLFD LL
PHGLEXO FX FRPSHWHQ@ | DMADWHDFMD Q@ QGSDEMM O

VIIl. Prescriptori: ,QL LHUHD VH IDFH GH F WUH PHGLFLL GLDEH
FRPSHWHQ D vQ GLDEHW vQ ED]D SURWRFROXOXL WHUDSH
SRDWH IDFH 0oL GEGHN MWD RHERQLRUP SUHYHGHULORU OHJI
GXUDWD UHFRPDQGDW vQ VFULVRDUHD PHGLFDO



DCI &20%,1% ,, 6%;$*/,37,1 '$3%$*/,)/2=,180

, &ULWHULL GH LQFOXGHUH vQ WUDWDPHQWXO VSHFLILF
&RPELQD LD VD[DIJOLSWLEXQQUYL®DRDIPRPCGRILRD WOQMMWH LQGI
FX YkUVWD GH DQL uL SHVWH FX GLDEHW ]DKDUDW GH W|
- SHQWUX VPEXQ W LUHD FRQWUROXOXL JOLFHPLF DWXC
UL XQXO GLQ PRQRFRPSRQHQWHOH FRPELQD LHL JOL
control adecvat al glicemiei,

- DWXQFL FKkQG VXQW GHMD WGDWDJD EXORRRELQD/ DD OQE

,, 'R]JH uL PRG GH DGPLQLVWUDUH
'R]ID UHFRPDQGDW HVWH XQ FRPSULPDW FX PJ VD[DJOLS:S
$WXQFL FkQG HVWH XWLOL]DW vQ DVRFLHUH FX XQ VHFUH

poaWH OXD vQ FRQVLGHUDUH XWLOL]DUHD XQHL GR]H PDL Pl
riscul hipoglicemiei.

. ORQLWRUL]DUHD uL HYDOXDUHD HILFLHQ HL WHUDSLHL VI

a. GH F WUH PHGLFXO SUHVFUHLEMWRW®W SQUWGOF $H BEH]DLEBL
UL SDUDFOLQLFL

b. FOLQLF WROHUDQ D LQGLYLGXDO VHPQH 0L VLPSWRI

UHQDOH VDX DOWHEHH RIFOIPAL H AIDFIRDLIEX QGH VLWXD LD F

c. prin determinarea val&tL JOLFHPLHL ED]J]DOH UL SRVWSUDQGLDO

SDUWH 0L HYDOXDUHD +E$ F OD LQL LHUHD WUDWDPHQ

,9 &RQWUDLQGLFD LL

&RPELQD LD VD[DJOLSWu@siadur GamBrindCekte@&®iiD IQQGQWDW OD S
FX KLSHUVHQVLELOLWDWH OD VXEVWDQ HOH DFWLYH VDX
UHDF LH GH KLSHUVHQVLELOLWDWH JUDY LQFOXVLY UHDF

DGPLQLVWUDUHD RU dipepticd LpeptiQa¢éi EA \DRRA) Ba@ inhibitor al - co
transportorului 2 de sodid O XFR] 6*/7

9 $WHQ LRQ UL uL SUHFDX LL VSHFLDOH SHQWUX XWLOL]DL

Generale

&RPELQD LD VD[DJOLSWLQ UL GDSDJOLIOR]LQ QXdeWrHEXLH
sau pentru tratamentul cetoacidozei diabetice.

SDQFUHDWLW DFXW

S8WLOL]DUHD LQKLELWRULORU '33 D IRVW DVRFLDW FX XQ |
SDFLHQ LL WUHEXLH LQIRUPD L FX SULYLUHu®;D VLPSWRPHO

ORQLWRUL]DUHD IXQF LHL UHQDOH
(ILFDFLWDWHD GDSDJOLIOR]JLQ HVWH GHSHQGHQW GH IX
IXQF LHL UHQDOH GXS FXP XUPHD]
+ IQDLQWH GH LQL LHUHD DFHVWXL PHGLFDPHQW uL DSRI
+ IQDLQWH GWUMWORMHUGWXOXL FRQFRPLWHQW FX PHGLF
UHQDO uL XOWHULRU SHULRGLF
+ 1Q FD]XO SDFLHQ LORU FX IXQF LH UHQDO UHGXV DSU
SX LQ-Gétipean.7UDWDPHQWXO FX D SaXdgipWL @ RiIE EGQEDUID L
QX WUHEXLH LQLWLDW OD SDFLHQWL FX R UDWD D ILOW
WUHEXLH VQWUHUXSW OD SDFLHQ LL FX YDORUL DOH 5)



¥ 8WLOL]DUHD OD SDFLHQ L FX ULVHQGIHX @H SIDUIHWIHH LYDF
dezechilibre electrolitice

'LQ FDX]D PHFDQLVPXOXL GH DF LXQH D[® J®OLSHIOY DR ADMS

FUHUWH GLXUH]D HIHFW DVRFLDW FX R UHGXFHUH PRGH

utilizarea acessuPHGLFDPHQW OD SDFLHQ L FX ULVF GH GHSOH LH

FX GLXUHWLFH GH DQV VDX FDUH SUH]JLQW GHSOH LH YR

DFXWH FXP VXQW DIHF LXQL DFXWH JDVWURLQWHVWLQDOH

8WLOL]DUHD OD SDFLHQ L FX LQVXILFLHQ KHSDWLF

&RPELQINDMJIOLSWLQ uL GDSDJOLIOR]LQ SRDWH IL XWLOL;
X0RDU VDX PRGHUDW 3DFLHQ LL FX LQVXILFLHQ KHSD\
LQL LHDWDPMQWXOXL UL vQ WLPSXO WUDWDPHQWXOXL $Fl
XWLOL]DUH OD SDFLHQ L FX LQVXILFLHQ KHSDWLF VHYHU

&HWRDFLGR]D GLDEHWLF

&D]XUL UDUH GH FHWRDFLGR] GLDEHWLF &$' LQFOXVL)Y
UDSRUWDWH vQ VWXGLLOH FOLQLFH GL GXS SXQHUHD SH
LQKLELWRUL 6*/7 LQFOXVLY GDSDJOLIOR]JLQ 3DFLHQ LL V
GDF SUH]LQW VLPSWRPH LQGLIMQHWR®IJEH FRQFHQWUD LD

9, IQWUHUXSHUHD GWAML\WDPBEWRONMIHUXSHUH WHPSRUDU \
FX FRPELQD LD VD[DJOLSWLQ uL GDSDJOLIOR]LQ YD IL OXD
F WUH PHGLFXO VSHFLDGOGHWWQ DX WHEMWDW FX GRPEHW OD

VII. Prescriptorii ,QL LHUHD VH IDFH GH F WUH PHGLFLL GLDEH\
FRPSHWHQ D vQ GLDEHW vQ ED]D SURWRFROXOXL WHUDSH
mediciideVHPQD L FRQIRUP SUHYHGHULORU OHJDOH vQ YLJRDU
VFULVRDUHD PHGLFDO



DCI LIRAGLUTIDUM

, ,QGLFD LL
/I/LUDJOXWLG HVWH LQGLFDW SHQWUX WUDWDPHQWXO DGXO L
FD WUDWDPHQW DGMXYDQW OD GLHW 0L H[HUFL LL ILJLFH v
tratamentul diabetului

,, &ULWHULL GH LQFOXGHUH vQ WUDWDPHQWXO VSHFLILF

THUDSLH GXEO DVRFLDW OD SDFLHQ LL DGXO L FX GLDEHW
FX PHGLFDPHQWH DQWLGLDEHWLFH RUDOH SUHFXP PHWIRUP
DFHVWHD VvPSUHXQ FX GLHW uJL H[HUFL LLOH IL]JLFH QX DVL

7THUDSLH WULSO DVRFLDW OD SDFLHQ LL DGXO L FX GLDEH
DQWLGLDEHWLFH RUDOH SUHFXP PHWIRIWLP WYL MR OXELRERLRBC
PHWIRUPLQ L LQVXOLQ FkQG DFHVWHD VvPSUHXQ FX GLHW
glicemic adecvat.

,,, 'R]JH UL PRG GH DGPLQLVWUDUH

1. Doze

$ ,QL LBHABWUX vPEXQ W L UH BntesgtROMHOUHD EGRIIDVNL QL UDUWHRW!
OLUDJOXWLG SH ]JL 'XS FHO SX LQ R V SW PkQ GH WUDWDF
IXQF LH GH U VSXQVX0O FOLQLF GXS FHO SX LQ R V SW PkQ
SDFLHQ L V QH Fa&dézeindel laRL, FrogHai M\8Hirld Hentru a realiza un control glicemic

PDL EXQ 2 GR] JLOQLF PDL PDUH GH PJ QX HVWH UHFRPD
B. Asocierea./LUDJOXWLG SRDWH ILDG XJDW OD WUDWDPHQWXO H|J
PHWIRUPLQ ULRYWLDIRBIOGLXGXDOH GH PHWIRUPLQ UL WLD]
neschimbate.

/ILUDJOXWLG SRDWH IL OD WUDWDPHQWXO H[LVWHQW FX V
VXOIRQLOXUHH 'DF VH DGDXJ /LUDJOXWLG ODoWitea® DPHQW
UHGXFHUHD GR]JHL GH VXOIRQLOXUHH SHQWUX D UHGXFH UL\
1X HVWH QH-FPHR@OQWRMNWRUHD JOLFHPLHL vQ YHGHUHD DMXVW
DFHVWHD GDF /LUDJOXWLG HVWH DANHRBRNWELQLVLDIQ HF Q) HRF My
PRQLWRUL]DUHD JOLFHPLHL vQ YHGHUHD DMXVW ULL GR]HL (
Asocierea cu insulina

/ILUDJOXWLG SRDWH IL DG XJDW OD WUDWDPHQWXO FX PHW
considerare reducerea dozei de insulivL PRQLWRUL]DUHD JOLFHPLHL SHQWI
hipoglicemii.

SHQWUX FRPELQD LD PHWIRUPLQ L LQVXOLQ VH DSOLF XU
LOQVXILFLHQW FRQWUROD L FX PHWIRUPLQ L LQVERQLQSHRIMNIHX
XWLOL]DUHD XQHL VXOIDPLGH KLSRJOLFHPLDQWH VDX OD |
LQVXOLQ PHWIRUPLQ VXOIDPLG KLSRJOLFHPLDQW DGPLC
WLPS GH JLOH XUPDW GH DE@R¢ QLVWUDUHD XQHL GR]JH GH

/ID *UXSH VSHFLDOH GH SDFLHQ L
- 3DFLHQ L YKUVWQLFL ! GH DQL



- 1X HVWH QHFHVDU DMXVWDUHD GR]JHL vQ IXQF LH GH Yk
/ID SDFLHQ LL FX LQVXILFLHQ UHQDO XuRDU PHGLH \
GR]JHL 1X H[LVW H[SHULHQ D WHUDSHXWLF OD SDFLHQ
SULQ XUPDUH OLUDJOXWL QX HVWH IQFEIHP W ©X0 LDAHM WH
KHSDWLF
/ID SDFLHQ LL FX LQVXILFLHQ KHSDWLF XuRDU VDX PH(
8WLOL]DUHD /LUDJOXWLG QX HVWH UHFRPDQGDW OD SD

- &RSLL UL DGROHVFHQ L
/ID DGROH¥RIBQLLFXL YKUVWD GH DQL 0L SHVWH QX HVW
VXQW GLVSRQLELOH GDWH OD FRSLLL FX YKkUVWD VXE

2. Mod de administrare

Liraglutid nu trebuie administrat intravenos sau intramuscular.

/ILUDJOXWLG VH DGPIRLYYW BHDFHRPERPWQWHDO JLOHL LQGHSH:
SRDWH IL LQMHFWDW VXEFXWDQDW vQ DEGRPHQ vQ FRDSV \
LQMHFW ULL SRW IL PRGLILFDWH I U D IL QHFHVDtEtc® MXVWD
/LUDJOXWLG V ILH LQMHFWDW vQ {aRlEclhai pRrRitHiiowlend O JLO'|
posibil.

,9 &ULWHULL GH HYDOXDUH D HILFDFLW LL WHUDSHXWLFH
SDFLHQWXO YD IL PRQLWRUL]DW (ILFLHQ D WHiylix&mhdéilL WUHE
EDIDOH 0oL SRVWSUDQGLDOH vQ IXQF LH GH ILHFDUH FD] v
WUDWDPHQWXOXL uL XOWHULRU SHULRGLF OD 0oL OXQL
2UL GH FKWH RUL VH SURGXF PRGLILF UL DOH VFKHPHL WHU
prin determinarea glicemiet M HX Q UL SRVWSUDQGLDO DFROR XQGH HVW
6FKHPHOH WHUDSHXWLFH LQVWLWXLWH YRU IL PHQ LQXWH G
VXQW GH IRORV OD RE LQHUHD 0L PH Gld dpuse)DLaHEzlate LE U X O
VLPLODUH vQ WHUPHQLL LQWHORU WHUDSHXWLFH 0L DL FDC
terapeutice cu un raport costILFLHQ FKW PDL EXQ

9 &RQWUDLQGLFD LL
+LSHUVHQVLELOLWDWH OD VXEVWDQ D DFWLY VDX OD RUL
SBURSLOHQJOLFRO IHQRO DS SHQWUX SUHSDUDWH LQMHFWD

- /ILUDJOXWLGXP QX WUHEXLH XWLOL]DW OD SDFLHQ LL FX
cetoaidozei diabetice.

- /LUDJOXWLG QX HVWH XQ VXEVWLWXW SHQWUX LQVXOLQ
GR]JHL GH LOXXODRUWDW FD]XUL GH FHWRDFLGR] GLD
GHSHQGHQ L

- 1X H[LVW H[SHULHQ W H UDHSH )XODL ED BIUH @ LIQ. G F X WLV X DL
FRQJHVWLY FODVD ,9 1HZ <RUN +HDUW $VVRFLDWLRQ 1
UHFRPDQGDW SHQWUX XWLOL]J]DUH OD DFHUWL SDFLHQ L
ERDO LQIODPDWRODUHILQWMWWLERDOGLBEHSWNLF HVWH OLPL)
QX HVWH UHFRPDQGDW OD DFHUWL SDFLHQ L GHRDUF
JDVWURLQWHVWLQDOH WUDQ]JLWRULL FDUH LQFOXG JU
SDQFUHDWLWRENFHXOWDW IRQWODVRFLHUH FX XWLOL]DUHD D
S3DFLHQ LL WUHEXLH LQIRUPD L DVXSUD VLPSWRPDWROR.



VH VXVSHFWHD] SDQFUHDWLWD DGPLQLVWUDUHD OLUD
DFXWHNVRQILUPDW DGPLQLVWUDUHD OLUDJOXWLG QX W
- %9RDOD WLURLGLDAQ SHDF LLOH DGYHUVH WLURLGLHQH
FOLQLFH uL vQ PRG VSHFLDO OD SDFbiibgnteLDe FX DI
aceea,liraglutidtr&e XLH XWLOL]DW FX SUHFDX LH OD DFHDVW JU X
- +LSRJOLFHPLD 3DFLHQ LL F URUD OL VH DGPLQLVWUHD]
pot prezenta un risc crescut de hipoglicemie Riscul de hipoglicemie poate fi redus prin
VF GHUHD ulddijidde. GH V
- '"HVKLGUDWDUHD /D SDFLHQ LL WUDWD L FX OLUDJOXWL
GHVKLGUDWDUH LQFOX]kQG DIHFWDUHD IXQF LHL UHQD
WUDWD L FX OLUDJOXWLGXP WUHEXDG GMHHWIKIDGIU DW B S|
FX UHDF LLOH DGYHUVH JDVWURLQWHVWLQDOH UL SHQV
pierderea de lichide.

,QWHUDF LXQL FX DOWH PHGLFDPHQWH UL DOWH IRUPH GH LQ
A. 8URDUD VOQFHWLQLUH D JROLUDL OMWRRD EXROXNH GWD WRUDW
PHGLFDPHQWHORU DGPLQLVWUDWH FRQFRPLWHQW SH F
HYLGHQ LDW QLFLR vQWKU]JLHUH D DEVRUE LHL UHOHYI
DMXVWDUHD GR]HL &k EXDOSODPUOQWL®WW IDDWDDSRUWDW F
GLDUHH VHYHU 'LDUHHD SRDWH DIHFWD DEVRUE LD PH!
SH FDOH RUDO
B. :DUIDULQD duL DO L GHULYD L FXPDULQLFL (VWH QHFHVEL
LQL LHDABDQWXIMWL FX OLUDJOXWLG OD SDFLHQ L vQ WUL
cumarinici.
C. 3DUDFHWDPRO S$WRUYDVWDWLQD *ULVHRIXOYLQD 'LJR]
HVWH QHFHVDU DMXVWDUHD GR]JHL OD DGPLQLVWUDUHD

JHUWLOLWDWHD VDUFLQD uL DO SWDUHD

Sarcina

/ILUDJOXWLG QX WUHEXLH XWLOL]JDW vQ WLPSXO VDUFLQLL
LQVXOLQHL 'DF R SDFLHQW LQWHQ LRQHD] V U PkQ JUD
/LUDJOXW bhi&rWgtUHE XLH v

$O SWDUHD
/ILUDJOXWLG QX WUHEXLH XWLOL]DW vQ WLPSXO DO SW ULL O

Fertilitatea
/LUDJOXWLG QX SUH]JLQW HIHFWH G XQ WRDUH DVXSUD IHUW!

(IHFWH DVXSUD FDSDFLW LL GH D FRQGXFH YHKLFXOH daL GH
Liraglutd QX DUH QLFLR LQIOXHQ DVXSUD FDSDFLW LL GH D FR
SDFLHQ LL WUHEXLH LQIRUPD L GHVSUH P VXULOH GH SUHFD
FRQGXF YHKLFXOH uL IRORVHVF XWLODVWHD]PDD DOR¥LEDH

sulfoniluree.

SHDF LL DGYHUVH
7TDEHOXO SUH]LQW UHDF LLOH DGYHUVH UDSRUWDWH OD /LI



&DWHJRULLOH GH IUHFYHQ VXQW GHILQLWH FD ILLQG IRDU

PDL SX LQ I[UHFYHQWH <+« UDUH - aL IRDL
FX TUHFYHQ QHFXQRVFXW FDUH QX SRDWH IL HVWI

FDGUXO ILHF UHL FODVH GH IUHFYHQ UHDF LLOH DGYHUVH
graYLW LL

7TDEHOXO SHDF LL DGYHUVH UDSRUWDWH OD XWLOL]JDUHD

$SDUDWH VI Foarte frecvente | Frecvente ODL S X Rare Foarte rare
organe frecvente
,QIHF LL aL U 5LQRIDULQJ
%WURQ LW
5HDF LL

7XOEXU UL
sistemului imunitar anafilactice
7XOEXU UL H Hipoglicemie Deshidratare

GL GH QXWUL

Anorexie
6F GHUHD 0
alimentar

7XOEXU UL Cefalee
sistemului nervos

$PH HOL
7TXOEXU UL F &UHUWHUHD
cardiace

*UHD 9 UV WXUL (YDFXDUH 2EVWU| 3DQFUHD
VOQWKU]JLDW| LQWHY LQFOX]k
pancreatita
QHFUR]D

7TXOEXU UL
gastrointestinale
Diaree Dispepsie
'XUHUH vQ D
superior
&RQVWLSD L
*DVWULW
JODWXOHQ
Distensie
DEGRPLQDO
%RDO GH
gastroesofagian
Disconfort
abdominal

Dureri dentare

/ILWLD] ELC

7TXOEXU UL
&ROHFLVWL

hepatobiliare

$IHF LXQL F (UXS LH F Urticarie

DOH H tranzitorie Prurit

subcutanat

7XOEXU UL U $IHFWDUHD

F LORU XULQ renale
,QVXILFLHQ
DFXW

7TXOEXU UL J 2ERVHDO JHEU

la nivelul locului de 5HDF LL OD

administrare injectare

,QYHVWLJD UL Valori crescute al€g

diagnostice lipazemiei*)

Valori crescute al




| | | amilazemiei*) | | | |
GLQ VWXGLL FOLQLFH FRQWURODWH GH ID] E aL QXPDL FkQC

Hipoglicemia
+LSRJOLFHPLD VHYHU SRDWH DS UHD PDL SX LQ IUHFYHQW
este asociat cu o sulfoniluree.

5HDF LL DG YihtésthelleJDVWUR

&kQG OLUDJOXWLG HVWH DGPLQLVWUDW FRQFRPIONS$IQ WQFXQP |
HSLVRG GH JUHD uL FHO SX LQ XQ HSLVRG GH GLDUHH &H
PRGHUDWH uL DX IRVW GHSHQGHQWH GH GR] IUHFYHQ D u
continuarea tratamentului.

SDFLHQ LL FX YkWVSWW! SUIBIHH@WD PDL P XOMtéstinald BténdtL. DG Y F
FKkQG VXQW WUDWD L FX OLUDJOXWLG

SDFLHQ LL FX LQVXILFLHQ UHQDO XuRDU 4L FPRORGHUDWL F
respectiv 30 PO PLQ SRW SUH]H Q@ wadizerseastel X OWH WHQBOH DW X
VXQW WUDWD L FX OLUDJOXWLG

5HDF LL DGYHUVH OD QLYHOXO ORFXOXL GH LQMHFWDUH
3UXULW HGHP XURU HUXS LH OD ORFXO GH LQMHFWDUH DFF
SDQFUHDWLW $X IRVW VHP@DQPWHDMDUWUL IRDUWH UDUH GH
5HDF LL DOHUJLFH 5HDF LL DOHUJLFH LQFOXVLY XUWLFDULI
UDSRUWDWH vQ XUPD XWLOL] ULL GXS SXQHUHD SH SLD
anafilactice cu simptome suplimentare cum sylt SRWHQVLXQHD DUWHULDO SDC
HGHPXO DX IRVW UDSRUWDWH vQ XUPD XWLOL] ULL GXS SXC(

DQJLRHGHP DX IRVW UDSRUWDWH vQ WLPSXO VWXGLLOF
Supradozj
/ID GR]JH PDUL PJ DX IRVW VHPQDODWH JUHD VHYHU Y L
VHYHU

IQ FD] GH VXSUDGR]DM WUHEXLH LQL LDW WUDWDPHQWXO G|
uaL VLPSWRPHOH FOLQLFH DOH SDFLHQWXOXL

VI. IQWUHUXSHUHD WGEBWOPBIQ®@XOXQWUHUXSHUH WHPSRUD
WUDWDPHQWXOXL YD IL OXDW vQ IXQF LH GH LQGLFD LL uL F
ILHFDUH FD] vQ SDUWH

VIII. Prescriptorii. PHGLFL GLDEHWRORJL DO L PHGLFLQVSHBEMHOW YWV |
PHGLFL GHVHPQD L



DCI DULAGLUTIDUM

, ,QGLFD LH

'XODJOXWLG HVWH LQGLFDW OD DGXO L FX GLDEHW ]JDKDL
JOLFHPLF VXE IRUP GH WHUDSLH FRPELQDW FX DOWH PH
sulfoniluree, pioglitazona LQVXOLQD LQFOXVLY L6*/7 FkQG DFHVWHD v
ILJLFH QX DVLIJXU XQ FRQWURO JOLFHPLF DGHFYDW

,, &ULWHULL GH LQFOXGHUH vQ WUDWDPHQWXO VSHFLILF

'XEO WHUDSLH
'XODJOXWLG vQ DVRFLHUH FX PadWiogitafoha) sauDinsulva €aUR Q L O X
L6*/7 OD SDFLHQ LL QHFRQWUROD L VXE WHUDSLD DQWHULR

2. Tripla terapie:

a. ' XODJOXWLGD vQ DVRFLHUH FX OHWIRUPLQXP UL R VXOIF
WHUDSLD DQWHULRDU

b. "' XODJOXWLGD vQ DVRFLUHUSLRYXDOIHWORRPL @O SDFLHQ LL QI
DQWHULRDU

c. ' XODJOXWLGD vQ DVRFLHUH FX OHWIRUPLQXP uL ,6*/7 OL
DQWHULRDU

d 'XODJOXWLG vQ DVRFLHUH FX OHWIRUPLQ 4L ,QVXOLQ
anterLRD U

,,», 'R]JH UL PRG GH DGPLQLVWUDUH

7THUDSLH FRREL QIHWRPDQGDW HVWH GH PJ DGPLQLVWUDW
IQ FD]XO vQ FDUH VXQW SDFLHQ L YXOQHUDELOL FXP VXQW
PJ DGPLQLVWUDIW RK®&DWRBWW IL DYXW vQ YHGHUH FD GR] 1
&kQG GXODJOXWLG HVWH DG XJDW OD WHUDSLD FX PHWIRUT
utilizate de metformin.

&kQG HVWH DG XJDW OD WHUDSLD FX R VXOIRGLOXKWHH GRML
GH VXOIRQLOXUHH VDX LQVXOLQ vQ YHGHUHD UHGXFHULL UI
Q X Q HF H \roktorikapesVgicemiei. At RQLWRUL]J]DUHD SRDWH IL QHFHVEL
ajustarea dozei de sulfoniluree sau de insulin

3DFLHQ L YKUVWOQLFL

1X HVWH QHFHVDU DMXVWDUHD GR]JHL vQ IXQF LH GH YkUV\
SURYHQLW GH OD SDFLHQ L FX YKUVWD ! GH DQL HVWH IR
DGPLQLVWUDMWS\VR BKIQNV SRIDWH IL DYXW vQ YHGHUH FD GR] LC

J,QVXILFLHQ UHQDO

1X HVWH QHFHVDU DMXVWDUHD GR]JHL OD SDFLHQ LL FX LQ\
UDWD GH ILOWUDUH JORPHUXODU HVAVLP[BW U MWHUDLS HXW PP
SURYHQLW GH OD SDFLHQ LL FX ERDO UHQDeste@xthéDGLX \
GH OLPLWDW SULQ XUPDUH QX VH UHFRPDQG XWLOL]DUHD ¢



y,QVXILFLHQ KHSDWLF
1X HVWH QOQNMKXWWODWHD GR]JHL OD SDFLHQ LL FX LQVXILFLHQ k

)9 &ULWHULL GH HYDOXDUH D HILFDFLW LL WHUDSHXWLFH

1. 3BDFLHQWXO YD IL PRQLWRUL]DW (ILFLHQ D WHUDSLHL V
JOLFHPLHL ED]DOH UL SRVWSH FQGE VROSDWA HX QIE HMD®HK DI
LQL LHUHD WUDWDPHQWXOXL GL XOWHULRU SHULRGLF C

2. 2UL GH FKWH RUL VH SURGXF PRGLILF UL DOH VFKHPHL
SUREDW SULQ GHWHWRMHXID UH 5 R QWSS LI\OW HDE R DLRE L
HbAL c).

3. 6FKHPHOH WHUDSHXWLFH LQVWLWXLWH YRU IL PHQ LQ)
WHUDSHXWLF GL VXQW GH IRORV OD RE LQHUHD (L PHQ
SURSXVH /D UH]XOWDWH VDRIUO DWHU DS® XWH B AHQL LD LL ¢
SDFLHQWXOXL YRU IL PHQ LQXWH VFKHPHG®I W I K\D SHDUWE

9 &RQWUDLQGLFD LL
+LSHUVHQVLELOLWDWH OD VXEVWDQ D DFWLY VDX OD RULF

9, $WHQ LBQHFIDKLLL VSHFLDOH

'XODJOXWLG QX WUHEXLH XWLOL]JDW OD SDFLHQ L FX GLD
cetoacidozei diabetice.

8WLOL]DUHD DJRQLUWLORU - UKNFHHSS\RRDPW.HK RDVBH@WWEFX UBDI
gastrointestinale. Acest aspect treHUiIDY XW vQ YHGHUH vQ WUDWDPHQWXO
UHQDO GHRDUHFH DFHVWH HYHQLPHQWH JUHD Y UV WXUL
DU SXWHD GXFH OD UKQGXO V X OD GHWHULRUDUHD IXQF LHL
Nu a fost studiat tratamentul cuXdODJOXWLG OD SDFLHQ L FX DIHF LXQL
LQFOXVLY JDVWURSDUH] VHYHU GH DFHHD QX HVWH UHFRPI

3DQFUHDWLW DFXW

S8WLOL]DUHD DJRQLUWLOR-USsWHB M B WLRIW OFRU USWV@ WatiXs /3D S D U
DFXWH 3DFLHQ LL WUHEXLH LQIRUPD L FDUH VXQW VLPSWRP
VH VXVSHFWHD] SUH]JHQ D SDQFUHDWLWHL VH YD vVQWUHUXS
FRQILUP SDQFUHDWLWD QKDVEXDD JIDHKWKDG BIG P LA IF\DWXID W Q

VLPSWRPH VXJHVWLYH SHQWUX SDQFUHDWLWD DFXW OLS\
HQJLPHORU SDQFUHDWLFH QX HVWH XQ IDFWRU SUHGLFWLY S

Hipoglicemie

(VWH SRVLELONEKDSDHLH® BGIXODJOXWLG vQ FRPELQD LH FX Vv
ULVF FUHVFXW GH DSDUL LH D OLSRJOLFHPLHL $FHVW ULV
VXOIRQLOXUHH VDX GH LQVXOLQ

9,, IQWUHUXSHUHD WUDWDPHQWXOXL
DeciziadevQWUHUXSHUH WHPSRUDU VDX GHILQLWLY D WUDWDP|
FRQWUDLQGLFD LL GH F WUH VSHFLDOLVWXO GLDEHWRORJ O



VIII. Prescriptori:

, QL LHUHD VH IDFH GH F WUH PHSHFILDOGUMWNHHMPWRBGRPISHWMH Q F
FRQWLQXDUHD VH SRDWH IDFH L GH F WUH PHGLFLL GHVHPC
GR]JHOH UL SH GXUDWD UHPRIEBELEBOW vQ VFULVRDUH



DCI EMPAGLIFLOZINUM

l. Indicatie:

(PSDJOLIOR]LQXP HVWH LQGLFDW SHQWUX WUDWDPHQWXO D
FRQWURODW FD DGMXYDQW OD UHJLPXO DOLPHQWDU L H[H
hipoglicemiante: metformininsulina pentru tratamentul diabetului zaharat.

,, &ULWHULL GH LQFOXGHUH vQ WUDWDPHQWXO VSHFLILF
'XEO WHUDSLH
(PSDJOLIOR]LQXP vQ DVRFLHUH FX PHWIRUPLQ OD SDFLHQ L
(PSDJOLIOR]LQXP vQ DVRFDHUHQFXLLQNKRQYRLOD L VXE WH

2. Tripla terapie:
(PSDJOLIOR]JLQXP FX OHWIRUPLQ UL ,QVXOLQ OD SDFLHQ LL

., 'R]H 4L PRG GH DGPLQLVWUDUH

R]D LQL LDO UHFRPDQGDW GH '&, (0389/ R/BHDWSOSHV]WH \BXQ|
VH DGPLQLVWUHD] vQ WHUDSLH DVRFLDW FX PHWIRUPLQ /I
PJ R GDW SH ]JL FDUH SUH]LOQWUHFDUH OMFEHYLIQW X® FRQWU
VWULFW GR]D SRDWHRLGHUHVSFKWL OR]D JLOQLF PD[LP HVWH

[IV. Monitorizarea tratamentului
GH F WUH PHGLFXO VSHFLDOLVW GLDEHWRORJ VDX PHGLFX
GH ILHFDUH FD] vQ SDUWH SH ED]IiXQRU SDUDPHWUL FO
FOLQLF WROHUDQ LQGLYLGXDO VHPQH VLPSWRPH GH UF
SDUDFOLQLF SDUDPHWULL GH HFKLOLEUX PHWDEROLF JO
ILHFDUH FD] vQ SDUWH +E$ F OD LQL LHUHD WUDWDPF
IXQF LHL UHQDOH vQDLQWH GH LQL LHUHD WUDWDPHQWX

9 &RQWUDLQGLFD LL
+LSHUVHQVLELOLWDWH OD VXEVWDQ D DFWLY VDX OD RULFD

9, 3UHFDX LL

Generale

&, (03%*/,)/2=,180 QX WUHEXLH XWLOL]DW OD SDFLHQ L F
tratamentul cetoacidozei diabetice.

&HWRDFLGR] GLDEHWLF $X IRVW UDSRUWDWH FD]XUL
LQFOXVLY FD]XUL FX ULVF DAAIVHOL oW UFMWOUL PXWDRKHEOW RSJ L
empagliflozin.

iQ—\RU\/HULH GH FD]XUL QDWXUD DIHF LXQLL D IRVW DWLS
FUHVFXWH PDL PLFL GH PPRO O PJ GO 1X VH FXQRDUG\
mareGH DSDUL LH vQ FD]XO XWLOL] ULL GRJ]HORU PDL PDUL GH

5LVFXO GH FHWRDFLGR] GLDEHWLF WUHEXLH OXDW v
VLPSWRPH QHVSHFLILFH FXP VXQW JUHD Y UV WXUL DQRL
GLILFXGOWUHVSLUD LH FRQIX]LH IDWLJDELOLWDWH QHRELUQ



ILH HYDOXD L SHQWUX GHSLVWDUHD FHWRDFLGR]HL LPHGLDW
glicemiei.

/ID SDFLHQ LL XQGH VH VXVSHFWHB]H®DX &V WW UDL\VDD R IR
HPSDJOLIOR]LQ WUHEXLH VQWUHUXSW LPHGLDW 7UDWDPHQ
vSLWDOL]D L vQ YHGHUHD HIHFWX ULL XQRU LQWHUYHQ LL F
VHYHUH 1Q DPEHOGWOQXRX. HREDWIDRPEBR]LQ SRDWH IL UHOXD
VH VWDELOL]HD] IQDLQWH GH D LQL LD WUDWDPHQWXO FX
IDFWRUL GLQ DQWHFHGHQWHOH SDFLHQWXOXL Fktéldr DU SXW
SXWHD SUH]JHQWD XQ ULVF FUHVFXW GH &%$' LQFOXG SDFLHQ
EHWD GH H[HPSOX SDFLHQ L FX GLDEHW GH WLS FX QLYHO
HYROX LH OHQW OD DGXO L H&HQWMXGIHD EDHF UHDXVDYWHBEDF
FDUH FRQGXF OD DSRUW DOLPHQWDU UHGXV VDX GHVKLGUDYV
LQVXOLQ dL SDFLHQ LL FX R FUHUWHUH D FHUHULL GH LQVXC
chruUJLFDOH VDX D DEX]XOXL GH DOFRRO HWLOLF ,QKLELWRL
DFHUWL SDFLHQ L

1X VH UHFRPDQG UHOXDUHD WUDWDPHQWXOXL FX LQK
DQWHFHGHQWH GH &$' GH]YROWDWE MQRWLE®B X630/ W UBKMAKMH Q 1Y/
LGHQWLILFDW 0L UHJROYDW XQ DOW IDFWRU SUHFLSLWDQW H
6LIJXUDQ D uL HILFDFLWDWHD HPSDJOLIOR]JLQ OD SDFLHQ LL
HPSDJOLIOR]LQ QX WUHEXLH XWLOL]D&Vde tipQWDatE Iitat WD UHELC
SURYHQLWH GLQ VWXGLLOH FOLQLFH VXJHUHD] IDSWXO F
SDFLHQ LL FX GLDEHW WLS VXQW WUDWD L FX LQKLELWRUL

$WHQ LRQ UL VSHFLDOH OD JUXSH VSHFLDOH GH SDFLHQ L
,QVXILFLHQ UHQDO
'LQ FDX]D PHFDQLVPXOXL GH DF LXQH HILFDFLWDWHD JOLFF
GH IXQF LD UHQDO 1X HVWH QHFHVDU DMXVWDUIgiiauGR]HL C
&O&U -« PO PLQ $GPLQLVWUDUHD GIPESDW LOORS$IDFXERLLQRX V
ml/min/1,73nf VDX &0 &U PO PLQ /D SDFLHQ LL FDUH WROHUHD
H5)* VFDG vQ PRG SHUVLVWHQWauVs{& sub BOmFriQ) doza de
HPSDJOLIOR]JLQ WUHEXLH DMXVWDRM R DEDWHQSHQXW $GPL
HPSDJOLIOR]JLQXOXL WUHEXLH vQWUHUXSW OD SDFLHQ LL F
ml/min/1,73 nf sau cu valori ale CICr aflate persistent sub 45 ml/min. Empagliflozin nu trebuie
XWLOL]DW OD SODFUHQDQ RAXQ BRODGLX WHUPLQDO %567 VD
HIHFWXHD] GLDOL] GHRDUHFH QX VH DQWLFLSHD] F YD IL

*)» SBHOQOWUX LQIRUPD LL GHWDOLDWH FX SULYLUH OD UHDF LL«
UHDFYWHUdM&E SURSULHW L IDUPDFRORJLFH HVWH REOLJDWRU
produsului (RCP) produsului EMPAGLIFLOZINUM extins."

,QVXILFLHQ KHSDWLF
1X HYWH QHFHVDU DMXVWDUHD GR]JHL OD SDFLHglozinF X LQVX
HVWH FUHVFEFXW OD SDFLHQ LL FX LQVXILFLHQ KHSDWLF V
LQVXILFLHQ KHSDWLF VHYHU HVWH OLPLWDW 4L SULQ XU
GH SDFLHQ L

9KUVWQLFL



1X VH UHFRPDQG DMXVWDUHD GR]JHL vQ IXQF LH GH YkUVW
WUHEXLH DYXW vQ YHGHUH XQ ULVF FUHVFXW GH GHSOH LH
OLPLWDWH OD SDFLHQ LL FX YKUVW@GGHKQFHSHUHD S\HVDNWHD P
empagliflozin.

&RSLL uL DGROHVFHQ L
6LIJXUDQ D L HILFDFLWDWHD DGPLQLVWU ULL HPSDJOLIOR]
stabilite. Nu sunt disponibile date.

9,, IQWUHUXSHUHD WUDWDPHQWXOXL
'"HFL]LD GHXSQWH AVHPSRUDU VDX GHILQLWLY D WUDWDPHQW.
FRQWUDLQGLFD LL GH F WUH VSHFLDOLVWXO GLDEHWRORJ F
vQ IXQF LH GH ILHFDUH FD] vQ SDUWH

VIII. Prescriptori:

, QL LHPRHQDLWRUL]DUHD UL FRQWLQXDUHD WUDWDPHQWXOXL \
SUHFXP L DO L PHGLFL VSHFLDOLUWL FX FRPSHWHQ D DWHYV
YLIRDUH UL vQ ED]D SURWRFROXOXL W élapmwBateX @ohtiuaréa D JKL
WUDWDPHQWXOXL VH SRDWH IDFH oL GH F WUH PHGLFLL GHV
vQ GR]JHOH uL 8b @EXW W WMHHRVRDUHD PHGLFDO



DCI DAPAGLIFOZINUM

l. Indicatii:

Dapagliffozina HVWH LQGLFDW OD SDFLHQ LL DGXO L SHQWUX W
GLDEHWXOXL |DKDUDW GH WLS vQ DVRFLHUH FX GLHWD L ¢
medicamente hipoglicemiante: metformin, sulfoniluree inclusiv insulinafryetratamentul

diabetului zaharat de tip 2.

v, &ULWHULL GH LQFOXGHUH vQ WUDWDPHQWXO VSHFLILF

'XEO WHUDSLH

a. 'DSDJOLIOR]LQXP vQ DVRFLHUH FX PHWIRUPLQ OD SDFLHQ
b. ' DSDJOLIOR]JLQXP vQ DVRFDHUH@ X VRO FRO\VOXRE B DNXSE W
c. ' DSDJOLIOR]JLQXP vQ DVRFLHUH FX LQVXOLQD OD SDFLHQ |

2. Tripla terapie:
a. ' DSDJOLIOR]JLQXP FX OHWIRUPLQ 4L VXOIRQLOXUHH OD
DOQWHULRDU
b. DapaglL IOR]JLQXP FX OHWIRUPLQ UL ,QVXOLQ OD SDFLHQ LL C

,»», 'RJH uL PRG GH DGPLQLVWUDUH

'R]ID UHFRPDQGDW GHVWBS®GHOLIGR]D@GPLQLVWUDW R GDW
DGMXYDQW DVRFLDW WHUDSLHL KLSRJOLFHPLDQWH PHQ LRC
XWLOL]DW vQ DVRFLHUH FX LQVXOLQ VDX XQ VHFUHWDJRJ C
OXDRQVEGHUDUH XWLOL]J]DUHD XQHL GR]H PDL PLFL GH LQVXC
a reduce riscul hipoglicemiei.

V. Monitorizarea tratamentului:
- GH F WUH PHGLFXO VSHFLDOLVW GLDEHWRORJ VDX PHG
IXQF LHFOHUH.FD] vQ SDUWH SH ED]D XQRU SDUDPHWUL F
- FOLQLF WROHUDQ LQGLYLGXDO V paPaQliric:\paArSeMiR PH G H
GH HFKLOLEUX PHWDEROLF JOLFHPLH ED]DO UL SRVWS
parte), HbAlF OD LQL LHUHD WUDWDPHQWXOXL 0L XOWHULRU
vQDLQWH GH LQL LHUHD WUDWDPHQWXOXL uL SHULRGLF

9 &RQWUDLQGLFD LL

'DSDJOLIOR]LQ HVWH FRQWUDLQGLFDW OD SDFLHQ LL FX KL
oorLFDUH GLQWUH H[FLSLHQ L



9, $WHQ LRQ UL UL SUHFDX LL VSHFLDOH SHQWUX XWLOL]DUE}
'‘DSDJOLIOR]LQ QX WUHEXLH XWLOL]DW OD SDFLHQ L FX GLD
cetoacidozei diabetice.

- ,QVXIlaFUHQDO SBWLOL]DUHDHWSB JOHFRRPIDQGOW OD SI
LQVXILFLHQ UHQDO VHYHU 6H UHFRPDQG PRQLWRUL]I
tratamentului cumolecula deGDSDJOLIOR]JLQ uL DSRL FHO SX LQ R ¢
LQL LHUHD WUDWD P Hftavhe G XEDPR@QMRHP IFVWWH @ W EW UHGXFH
DSRL SHULRGLF OROHFXOD 'DSDJOLIOR]JLQXP SRDWH IL >
UHQDO FDUH SUH]LQW R UDW GH ILOWUDUH JORPHUXO
SHQWUX SDFLHQ LW BHGLDEHWL]IDRUXDOD FLHQ FDUGLDF
IL XWLOL]DW vQ FD]XO vQ FDUH H[LVW LQVXILFLHQ l
JORPHUXODU 5)* GH PO PLQ uL VH UHFRPDQ@G vQ DF
RUL DQ D IXQF [ISHHUWHDDOMX GDSDJOLIOR]JLQXP vQ WUL
FDUGLDFH OD SDFLHQ LL FX GLDEHW ]DKDUDW GH WLS
PO PLQXW HVWH OLPLWDW

- ,QVXILFLHQ D KHSDWLF ([SHULHQ D RE LQXWicGLQ VWX
LQVXILFLHQ KHSDWLF HVWH OLPLWDW

- 6H UHFRPDQG UL HYDOXDUHD SUHFXP UL HI[DPHQXO DP Q
HYLWDUHD ULVFXOXL GH JDQJUHQ )RXUQLHU

9,, IQWUHUXSHUHD GAHFR W.IDP HZHN WQXNUHUXSHUH WHPSRUD!
WUDWDPHQWXOXL FX GDSDJOLIOR]LQ YD IL OXDW vQ IXQF
PHGLFXO VSHFLDOLVW VDX PHGLFXO FX FRPSHWHQ DWHVWD

VIIl. Prescriptori: ,QL LHUHD VH IDFH GH F WUH PHGLFLL GLDEHWF
FRPSHWHQ D vQ GLDEHW vQ ED]D SURWRFROXOXL WHUDSHXW
SRDWH IDFH dL GH F WUH PHGLFLL GHVHPQD LtQFRBRIROM SiU HS
GXUDWD UHFRPDQGDW vQ VFULVRDUHD PHGLFDO °



DCI: AGALSIDASUM BETA

&5,7(5,, "( (/,*,%,/,7$7( 3(1758 ,1&/8'(5($ 11 75$7%$0(178/ '( 68%67,78 ,( (1=,0$7,&

SULQFLSDOHOH PDQLIHVW UL GLQ ERDOD )DEU\ VXQW

- Renale: SURWHLQXULH GLVIXQF LL WXEXODUH L QxeKid(Bdcatl@e 4y HQDO FURQLF Sk
- Cardiace: FDUGLRPLRSDWLH KLSHUWURILF DULWPLL DQJRU LQIDUFW PLRFDUGL
- Neurologice: DFURSDUHVWHI]LL KLSR VDX DQKLGUR] LOQWROHUDQ OD IULJ F OGXlL
- Gastrointestinale: FUL]H GXUHURDVH DEGRPLQDOH GLDUHH JUH XUL YRP VD LHWD)
- ORL: KLSRDFX]JLH QHXURVHQ]JRULDO SURJUHVLY VXUGLWDWH XQLODWHUDO E

- Pulmonare: WXVH GLVIXQF LH YHQWLODWRULH REVWUXFWLY
- Cutanate: angiokeratoame;

- Oculare: RSDFLW L FRUQHHQH FRUQHD YHUWLFLOODWD FULVWDOLQLQHQH PR

- OsoaseeRVWHRSHQLH RVWHRSRUR]

&ULWHULL GH FRQILUPDUH D GLDJQRVWLFXOXL GH ERDO )DEU\
- VXELHF L GH VIOLPB®QFXO QW -gaaclW RWIGD WL I$Lv.Q SODVP GL OHXFRFLWH

- VXELHF L GH VHUYIHE LML XW -DDODAWRILV D IHL. $ vQ SODVP 0L OHXFRFLWH daL

FH FR G-pdladtozidaza A.

6 XQW HOLJLELOL SHQWUX LQFOWWHWX D i (H @U P /\EPH Q\DFR HB(H IMXEX GLDJQRVWLI

,QGLFD LLOH WHUDSLHL GH VXEVWdng&x1)H HQJLPDWLF vQ ERDOD )DEU\
- EUED L ! GRLFRQILUPDUHD GLDJQRVWLFXOXL GH ERDO )DEU\

- E LHVD SUH]HQ D GWHPIMQLLEDWLYH VDX OD DVLP3MRPDWLFL GXS YkUVWD G
- VXELHF L GH VH[ IHPLQLQ WRDWH YRVWWWGEHH WRQDWRN V[P SWH]HQ D GH PDQ

HVWH GRFXPHQWDW SURJUHVLD DIHFW ULORU GH RUJDQ

PDQLIHVW UL VHPQLILFDWLFHR S X Q WV RARIQVL GHBRQWHH UH]JLVWHQWH OD WUDWDPHQWXO FRQYHC
ILOWUDUH JORPHUXODU VF ]XW VXE PO PLQ PSLOHAWWDDWFXODGLPHU WEHPDQA | VBXWD WD FRU

DQWHFHGHQWH VDX PRGLILF UL LVFKHPLFH FHUHEUDOH OD 501



2ELHFWLYHOH WHUDSLHL GH VXEVWLWX LH HQ]JLPDWLF DPHOLRUDUHD VLPSW
Fabry (anexa 1, anexa 2)

., 67%$%,/,5($ 6&+(0(, '( 75$7%$0(17 35,1 68%67,78 ,( (1=,087,& /$ 3%$&,(1 ,, &8 %2$/ )

Tratamentul se face cu medicameragalsidasum betaFDUH VH DGPLQLVWUHD] vQ SHUIX]LH LQWUDYHQF
administU UL SH OXQ vQ GR] GH PJ .J FRUS UDWD GH DGPLQLVWUDUH OD SULPHC
EHWD RU

'XUDWD WUDWDPHQWXOXL GH VXEVWLWX LH HQ]JLPDWLF HVWH LQGHILQLW vQ SU

SDFLHQ LUIRRMDVMAWDRWD L FX WHUDSLD GH VQORFXLUH FX HQ]JLPD $JDOVLGD]D DOIL
SHQWUX ERDOD )DEU\ SRW IL PXWD L SH WUDWDPHQWXO FX $JDOVLGD]BWHND (
motivaW GH OLSVD GH U VSXQV OD WUDWDPHQWXO FX $JDOVLGDVXP DOID FRQIRUP |

S3DFLHQ LL FDUH SUH]LQWD R PXWDWLH VHQVLELO 9fYDPHQDEOH PXWEEWuRQ VL
ERDOD )DEU\ SRW IL PXWD L SH WUDWDPHQWXO FX $JDOVLGD]D DOIDdazaWetaQ L1kQG
GDF RS LXQHD PHGLFXOXL SHQWUX DFHDVW GHFL]JLH WHUDSHXWL FEcorfafH PRWL
criteriilor din protocolul pentru acest medicament.

3DFLHQ LL FDUH SUH]LQWD R PXWDWLH VHQVLELO 9YYDPHQDEOH PdcWDMHIkRQ ~ VL
R GDW OD GRX V SW PkQL VDXWYBDBEROE®DIP BERWDL/BEWWDRIQ SH WUDWDPHQWXO
GDF RS LXQHD PHGLFXOXL SHQWUX DFHDVW GHFL]LH WHUDSHXWLF HYaWH PRWL
Agalsidaza beta conform criteriilor din protodd&HOH SHQWUX DFHVWH PHGLFDPHQWH VDX HVWH P
pacientului pentru terapie orala.

vy &5,7(5,, '( (;&/8'(5( ",1 75%$7%0(178/ '( 68%67,78 ,( (1=,0%$7,&
(anexa 1, anexa 2)
/ILSVD GH FRPSOLDQ OD WSHUWRBH®W VDX OD HYDOXDUHD
5HDF LL DGYHUVH VHYHUH OD PHGLFDPHQW



V. (9$/8%5($ u,

1, ,(5($ 0, 3( 3$5&8568/ 7(5%$3,(, '(

021,725,=%$5($% 3%$&,(1 ,/25 &8

%2%$/$

)$

68%67,78 ,( (1=,0%7,

Evaluare 2ELHFWLYH FULWHULL GL Pl BHULRGLFLWD\WHBDRHPYOY
*HQHUDO Date demografice LQL LDO
$FWLYLWDWHD HQ]JLPDWLF | LQL LDO
Genotip LQL LDO
$QDPQH]ID 0L HJ FOLQLF | LQL LDO OD ILHFDUH
vQ O LPH
Pedigreeul clinic LQL LDO DFWXDOL]DW
5HQDO &UHDWLQLQ XUHH VHULF ,QL LDO OD ILHFDUH
SURWHLQXULH RUH ,QL LDO OD ILHFDUH
SURWHLQXULH FUHDWLQLQ
5DWD ILOWU ULL JORPHUXO| ,QL LDO OD ILHFDUH
'LDOL] wWWaysoDQW ,QL LDO OD ILHFDUH
&DUGLRYDV| 7THQVLXQHD DUWHULDO ,QL LDO OD ILHFDUH
ECG, echocardiografie ,QL LDO OD ILHFDUH35
DQL OD ILHFDUH OoX
ani*)

Monitorizare Holter, coronarografie

Suspiciune aritmii, respectiv, angor

Aritmii (da/nu) ,QL LDO OD ILHFDUH
Angor (da/nu) ,QL LDO OD ILHFDUH
Infarct miocardic (da/nu) ,QL LDO OD ILHFDUH
,QVXILFLHQ FDUGLDF FRQ ,QL LDO OW*YLHFDUH
,QYHVWLJD LL LQWHUYHQ L| ,QL LDO OD ILHFDUH
(da/nu)
1HXURORJLYf 5HVSLUD LH QRUPDO KLSH ,QL LDO OD ILHFDUH
7TROHUDQ D OD F OGXU IUL{ ,QL LDO OD ILHFDUH
'XUHUH FUR@dlrfu), ttakaxogvit ,QL LDO OD ILHFDUH
Depresie (da/nu) ,QL LDO OD ILHFDUH
Accident vascular cerebral ischemic (da/nu) | ,QL LDO OD ILHFDUH
Atac ischemic cerebral tranzitor (da/nu) ,QL LDO OD ILHFDUH
ExaminareLPDJLVWLF FHUHEUD| ,QL LDO OB36ludfDUH
ORL Hipoacuzie, acufene, vertij (da/nu) ,QL LDO OD ILHFDUH
Audiograma ,QL LDO OB36WHHDUH
*DVWURHQW Dureri abdominale, diaree (da/nu) ,QL L1ikCare® Dini
'HUPDWROR| $QJLRNHUDWRDPH SUH]JHQ | ,QL LDO OD ILHFDUH

Respiratorie

7XVH VLQGURP GH REVWUX

QL

LDO OD ILHFDUH




Fumat (da/nu)
Spirometrie

,QL LDO OD ILHFDUH
LQL LDO DAXWE GRRU
HVWH QRUPDO-3®IDnilLHF

2IWDOPROR

$FXLWDWH YL]XDO RIWDOH

ex. biomicroscopic

LQL LDO DQXDO GDF
vaselor retiniene

Alte teste de

laborator

Profil lipidic
Profi WURPERILOLH
antitrombina lll, etc.)

SURWH

LQL LDO DQXDO
LQL LDO GDF HVWH DF

Teste de laborato
specializate

GL- SODVPDWLF
agalsidasum beta

DQWLFRU

,QL LDO S3Hpavvhatx, [a/6 lunid
OD LQL LHUHD Wi Britbéd;
GDF VXQW DFFHVLELOH

Durere/calitatea
YLH LL

Chestionar "Inventar sumar al durerii"
&KHVWLRQDU G36 (8F@)WDWH
Chestionar PedsQL (copii)

,QL LDO OD ILHFDUH
,QL LDO OD ILHFDUH
,QL LDO OD ILHFDUH

Efecte adverse al

terapiei

ORQLWRUL]JDUH FRQWLQ

1RW

(YDOXDUH QHFHVDU

OD PRGLILFDUH VFKHPHL WHUDSHXWLEF

cardiovasculare sau cerebrovasculare.
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VI 0 685, 7(5$3(87,&( $'-89%$17( U, 35(9(B71968 &(/( 0%, ,03257$17( 0$1,)(67 5, $/(

BOLII FABRY

Domeniu de| ODQLIHVW UL 7TUDWDPHQW DGMXYDQV
patologie
5HQDO Proteinurie ,QKLELWRUL DL (&%
UHFHSWRULORU GH DQJ
Uremie 'LDOL] VDX WUDQVSOD
ERDO )DEU\ H[FOXV

&DUGLRYDYV

+LSHUWHQVLXQH DUWHULD

Hiperlipidemie

Bloc A-9 GH JUD G bradig&rdieWsal

tahiaritmii severe

,QKLELWRUL DL (&$ E(
GH FDOFLX SHQWUX FH
HQGRWHOLDOH uL D YD
Statine;
&DUGLRVWLPXODUH SH
PTCA sau bypass aortocoronarian;




Stenoze coronariene semnificative
,QVXILFLHQ FDUGLDF VHY

Transplant cardiac;

IHXURORJLIY

&UL]H GXUHURDVH uL DFUR

Profilaxia accidentelor vasculocerebrale

Depresie, anxietate, abuz de medicamente

(YLWDUHD HIRUWXOXL
care SURYRF FUL]JHO
carbamazepin, gabapentin;
$VSLULQ PJ ]JL OD E
IHPHL ! DQL &ORSLG
QX HVWH WROHUDW I
vasculocerebral ischemic sau a
ischemic tranzitor. Aport adecvat de v
B12, 6, C, folat.

([ SVLKLDWULF
serotoninei;

LQKL

ORL Vertij TULPHWREHQ]DPLG SuU
Hipoacuzie SURWH]DUH DXGLWLY
Surditate Implantcohlear;
'"HUPDW R OR| Angiokeratoame Terapie cu laser;
Abandonarea fumatulu

Respiratorie

bronhodilatatoare;

*DVWURLQW,

6WD] JDVWULF

OHVH PLFL IUDF LRQDW

VII. PRESCRIPTORI

OHGLFLL GLQ VSHFLOOIWM;LRORIQHIURCRIWHF PHGLFDO

SHGLDWULH QHXURORJLI



Anexa Nr. 1

REFERAT DE JUSTIFICARE
IQ DWHQ LD &RPLVLHL 1D LRQDOH SHQWUX DSURE
- BOALA FABRY -

)2 QU $I0ODW vQ HYLGHQ GLQ
1XP U GRVDU

Pacient
NUME Prenume ......ooooviiiiiiiii,

'DWD QDUWHULL &13
AAIESA ...

Telefon .......coceeeeeees

&DVD GH $VLJIJXU UL GH 6 Q WDWH

Medic curant
NUME e Prenume ..o CNP .o,

3DUDID uL VHPQ WXUD

Specialitatea .........ccccceveeeeeiinnnes
8QLWDWHD VDQLWDU

1. Solicitare:

,QL LDO Da Nu
I1Q FRQWLQXDUH Da Nu
DozadeDJD O] LG JH ERIRADIQ G D W

2. Date clinice

'DWD FRQILUP ULL GLDIJQRVWLFXOXL
OHWRGD GH GLDJQRVWLF XWLOL]DW
-GHWHUPLQDUHBJDOBWEWIRYLADL]IBIO IPO D \ Rdow L E H...d(kal@illX FJRHA HW D
laboratorului ........... )
6H DQH[HD] vQ FRSLH EXOHWLQXO GH DQDOL]
-$QDOL]D $'1 PXWD LD LGHQWLILFDW
6H DQH[HD] vQ FRSLH EXOHWLQXO GH DQDOL]
(YDOXDUHD UHQDO



&UHDWLQLQD VHULF

8UHH VHULF

Proteinurie ................

Creatininurie ..............

Clearance creatininic ......

'LDOL]

Transplant renal

4. EvaluareaFDUGLRYDVFXODU

7THQVLXQHD DUWHULDO

&DUGLRPLRSDWLH KLSHUWURILF

Aritmii

Angor

Infarct miocardic

,QVXILFLHQ FDUGLDF FRQJHVWLY

(OHFWURFDUGLRJUDP

Ecocardiografie

,QYHVWLJID LL LQWHUYHQ LL FDUGLDFH VHPQLILFD
(YDOXDUHD QHXURORJLF

Data .......ccoeevvneinnnnns

3HUVSLUD LH QRUPDO KLSRKLGUR] DQKLGUR]

7ROHUDQ D OD F OGXU 1ULJ

'XUHUH FURQLF DFXW

Tratament antialgic ...................

Depresie

Accident vascular cerebral

Atac ischemic cerebral tranzitor

([ DPLQDUH LPDJLVWLF FHUHEUDO

6. Evaluare ORL

Hipoacuzie/Surditate
Acufene
Vertij
Audiograma
(YDOXDUH JDVWURHQWHURORJLF
Data .........cccceeeeenenns
Dureri abdominale
Diaree
(YDOXDUH GHUPDWRORJLF

Da
Da

Da
Da
Da
Da
Da
Da
Da
Da

Da
Da
Da
Da

Da
Da
Da
Da

Da
Da

Nu
Nu

Nu
Nu
Nu
Nu
Nu
Nu
Nu
Nu

Nu
Nu
Nu
Nu

Nu
Nu
Nu
Nu

Nu
Nu



$QJLRNHUDWRDPH SUH]HQ HYROX LH
9. Evaluare respiratorie

Data .......cccceeeeeen.

Tuse Da Nu
6LQGURP GH REVWUXF LH EURQULF Da Nu
Spirometrie Da Nu
10. Evaluare oftalmologiei

Data .......cccceeeeeen.

$FXLWDWH YL]XDO Da Nu
Oftalmoscopie Da Nu
Ex. biomicroscopic Da Nu

'XUHUH FDOLWDWHD YLH LL FKHVWLRQDUH
'‘DWD FRPSOHW ULL
Chestionar "Inventar sumar al durerii"
&KHVWLRQDU G36 8FRE)WDWH PRV
Chestionar PedsQL (copii)
(IHFWH DGYHUVH DOH WHUDSLHL FX DJDO]JLGD] EHWD SkQ
13.Alte DIHF LXQL vQ DIDU GH ERDOD )DEU\
6FXSWHJHQWDUH GH F WUH PHGLFXO FXUDQW D DVSHFWHOI
pacientul respectiv

TUDWDPHQWXO UHFRPDQGDW vQ ERDOD )DEU\
$JDO]JLGD] EHWD

'R]D UHFRPDQGDW PJ NJ FRUS OD ILHFDUH V SW PkQL
3HULRDGD GH WUDWDPHQW UHFRPDQGDW V SW PkQL
1U WRWDO GH IODFRDQH $*$/=,'$=$%$ %(7$ D PJ SHCQ

$OWH REVHUYD LL UHIHULWRDUH OD WUDWDPHGC

6HPQ WXUD UL SDUDID PHGLFXOXL FXUDQW



Anexa Nr. 2

&216,0 0A&17 ,1)250%7

Subsemnatul , CNP e, GRPLFLOLDW
................................................................................................................... , telefon ............................. suferind de boala Fabry cu
care am fost diagnosticat din data de .............ccceeiiiiiiiiiie e, , am fost p@déplihR DW vQ OHJ WXU FX P

UL FREF®OLLOH SRVLELOH DOH EROLL

$P IRVW SH GHSOLQ LQIRUPDW DVXSUD EHQHILFLLORU WUDWDPHQWXOXL FX
SUHYHQLUHD FRPSOLFD LLORU XOWHULRDUH

'H DVHPHQHD DP IRVW LQIRUPDW VvIQVWHIJWI K W QF SHYHXHWHL Iy DWWHDIVDBROQ® X O XL
V SW PkQL SH WHUPHQ QHOLPLWDW SUHFXP 0L vQ OHJ WXU FX ULVFXULOH DFHVV

0O DQJDMH] V UHVSHFW FX VWULFWH H WRDWH SUHVF EHSNDLOH PNRKUEDEBHDGh
profilactice.

O DQJDMH] V UHVSHFW FX VWULFWH H UHFRPDQG ULOH SULYLQG HYIDOX ULC
WUDWDPHQWXOXL FX DJDO]LGD] EHWD

6XQW GH DFRUG V PLXOHFXSODIOFM] WD WBDHPW DQWSUHFXP oL FX FRQGL LRQ ULOH
Nume prenume pacient, 6HPQ WXUD

Nume prenume medic curant, 6HPQ WXUD



DCI: INSULINUM ASPART

, 'HILQL LH

,QVXOLQD DVSDUW HVWH XQ DQDORJ GH LQVXOLQ FX DF LXQ
prin tehnologie ADN recombinant pe Saccharomyces cerevisiae) corespunde la 6 nmol, 0,035 mg
GH LQVXOLQ DIMWIMWW EH]SUH]LQW VXE GRX YDULDQWH LQV
DF LXQHLWLDWA®GLQ DVSDUW FX DG XJDUHD GH QLFRWLQDPLG

,, &ULWHULL GH LQFOXGHUH SHQWUX WUDWDPHQWXO FX LQV
$GXO L DGROHVFK@QVWDLGHRSDIQ AKX YSHVWH FX GLDEHW ]DKD
WUDWDPHQWXO FX LQVXOLQ ,QVXOLQD DVSDUW SRDWH IL X
QX H[LVW UHVWULF LL SULYLQG WUDWDPHQ W X@ndfoXcar® VXOL Q
DO SWHD] QX SUH]JLQW ULVF SHQWUX FRSLO

,,», 'R]JH UL PRG GH DGPLQLVWUDUH

'RID GH LQVXOLQD DVSDUW HVWH LQGLYLGXDOL]DW 4L VW
QHFHVLW LOH SDFLHQWXOXL 'H UHWOVQLDRQWXBLHIDH DRSS DQV
DF LXQH LQWHUPHGLDU VDX SUHOXQJLW LQMHFWDWH FHO
LQGLYLGXDO GH LQVXOLQ SHQWUZR P&XO L 0LQF R’EUIDLWHIDWP\N B VG
mesele, 56 70% din necesel XO GH LQVXOLQ SRDWH IL DVLIJXUDW GH L
LQVXOLQ FX DF LXQH LQWHUPHGLDU VDX SUHOXQJLW ,QV>
PDL VFXUW D DF LXQLL GHFkW LQVXOLQD XPDQsulWi&ROXELO
DVSDUWWUHEXLH DGPLQLVWUDW vQ JHQHUDO LPHGLDW vQl
DvSDUW SRDWH IL DGPLQLVWUDW LPHGLDW GXS PDV
,QVXOLQD DVSDUW VH DGPLQLVWUHD] VXEFXWDQDW OD C(C
GHOWRWEBA DQ XWHDO /IRFXULOH GH LQMHFWDUH WUHEXLH V
UHJLXQL DQDWRPLFH $WXQFL FKkQG VH LQMHFWHD] VXEFXW
va fi la 10- PLQXWH GH OD LQMHFWDUH (IHFWXO PRUWLIRP GH B
DGPLQLVWUDUH 'XUDWDRDH LXIMAOHQWHOGEHDUW FX DF LXQH
DF LXQLL FX PLQXWH PDL GHYUHPH L GXUDWD SkQ OD UL
PLQXWH PDL VFXUW vQ FBRRRSDUD LH FX LQVXOLQD DV

&D uL vQ FD]XO FHORUODOWH LQVXOLQH GXUDWD DF LXQLL
VDQJIJXLQ WHPSHUDWXU uL DFWLYLWDWHD IL]JLF &D uL vQ F
OD QLYHOXO SHUHWHOXIRDEGRPRDD WDSLULG@XGHRKWESLQ DOW
TRWXuL LQGLIHUHQW GH ORFXO LQMHFW ULL GHEXWXO DF L
VROXELO ,QVXOLQD DVSDUWSRDWH IL XWLOL]JDW vQ SHUIX
pomSH DGHFYDWH SHQWUX SHUIX]LD GH LQVXOLQ 3&6, WUHE X
'H DVHPHQHD GDF HVWH QHFHVDU LQVXOLQD DVSDUW SRD\
medical de specialitate.

V. Monitorizarea tratamentului

1Q SRIHOH V SW PkQL GXS LQL LHUHD WHUDSLHL FX LQVXOL!
PHWDEROLF VWULFW 2GDW FX DPHOLRUDUHD FRQWUROXC
VHQVLELOLW LL OD LQVXOLQ SRDWH Gdginu@ terapddiicHDED U R D
DVHPHQHD DMXVWDUHD GR]JHL SRDWH IL QHFHVDU GH HI[F



FRUSRUDOH DOH VWLOXOXL GH YLD DO SDFLHQWXOXL DO
VXUYLQ DOWH VLW X Dlitatea abipgd-sat biperglicesdéV FHS WL E

,QVXILFLHQ D UHQDO VDX KHSDWLF SRDWH UHGXFH QHFH)\
SDFLHQ L VH UHFRPDQG PRQLWRUL]DUHD DWHQW D JOLFHPL

9 &RQWUDLQGLFD LL

HiperVHQVLELOLWDWH OD VXEVWDQ D DFWLY VDX OD RULFDUH
9, $WHQ LRQ UL UL SUHFDX LL VSHFLDOH SHQWUX XWLOL]DUF}
JRORVLUHD XQRU GR]H LQVXILFLHQWH VDX VQWUHUXSHUHD
insulino-dependent, poate determindc BHUJOLFHPLH uL FHWRDFLGR] GLDEF
SRWHQ LDO OHWDOH

2 FRQVHFLQ IDUPDFRGLQDPLF D DF LXQLL UDSLGH D DQDOI
KLSRIJOLFHPLH VH PDQLIHVW PDL SUHFRFH GX8esbwiRLQLVWU I
6FKLPEDUHD WLSXOXL VDX P UFLL GH LQVXOLQ DGPLQLVWU
PDUF WUHEXLH I FXW QXPDL VXE VXSUDYHJKHUH PHGLFDC
LQVXOLQD DVSDUW SRDWH I|IL DGHHMDAW UFUHOWR Y WX | R HPARYGL
ID GH LQVXOLQHOH IRORVLWH RELUQXLW 'DF HVWH QHFHVI
SULPHOH GR]H VDX vQ SULPHOH V SW PkQL VDX OXQL GH WUD
,QVXOLQD DVSDUW L DVSDIUWKWX @O HAOWOQBODUDSR® HYRBIWH. L
DQ 1X H[LVW H[SHULHQ FOLQLF SULYLQG XWLOL]DUHD LG
YKUVWD VXE DQL

9,, 5HDF LL DGYHUVH

5HDF LLOH DGYHUVH REVHUYDWH \OOD LSJIDF LIHGQS D IU WF DNOXHQ W WAL
GHSHQGHQWH GH GR] UL VXQW GDWRUDWH HIHFWXOXL IDUPI
LQVXOLQ KLSRJOLFHPLD HVWH vQ JHQHUDO FHD PDL IUHFY
GDF GR]D GH ISQMVOOBPQUHWRIRSDUDWLY FX QHFHVDUXO GH LQ
5HDF LLOH OD ORFXO GH LQMHFWDUH LQFOXG HULWHP LQIO
&HOH PDL PXOWH UHDF LL OD ORFXO GH LQMHFWDUH VXQW F
Sk@D FKkWHYD V SW PkQL SH SDUFXUVXO WUDWDPHQWXOXL

9,,, IQWUHUXSHUHD WHBWDPFPHGMW XOQXWUHUXSHUH WHPSRUD
WUDWDPHQWXOXL YD IL OXDW vQ IXQF LH GH LQGLFD LL uL |
ILHFD U pafeD] vQ

IX. Prescriptorii. PHGLFL GLDEHWRORJL DO L PHGLFL VSHFLDOLUOUW
GHVHPQD L °



DCI AGALSIDASUM ALFA

%»RDOD )DEU\ HVWH R DIHF LXQH UDU SURJUHVLY PXOWL\
SXQkQG vQ SHULFRO YLD D 7UDQVPLWHUHD VD HVWH OHJDYV
DFXPXODUHD OL]R]RRWGEO OsHER WASeMELY DW

LD RULJLQHD EROmMXVWDHSNAONEIUIDHRQHL */$ FDUH GHWHUPLQ X
enzimei lizozomale afd DODFWR]LGBDPO$$ DEDUH HVWH QHFHVDU SHQ
glicosfingolipicelor GL-3 Uyso-Gb3. Asttel UHGXFHUHD DPWL$LMNVWH DURFLD)
DFXPXODUHD glicesingdlipideyy QGRHUIJDQH VL BDGOPWXKUID PDQLIHVW U
din boala Fabry.

. &5,7(5,, '( (/,*,%,/,7$7( 3(1758 ,1&/8'(5($ 11 75$7$0(178/ &8
AGALSIDASUM ALFA

IQ ERDOPDRE IH \thicklduQurispectrularg GH VHYHULWDWH YDULLQG Gt
(mai frecvente la femei heterozigote) IRUPH VHYHUH vQ VSHFLD®r®D E UEI
urmare, JHIHQWDUHDGEOHWQULW BWYWW2HEDARD | FOXD YKDIVWD GHWHULRU
poate duce ld. Q V X | LdfrdaklQr dectate ,QVXILFLHQ D UHQDO vQ VWDGLX W
catdo FHUHEURYDVFXODUH SXQ YLD D vQ SHULFRO

1. 3ULQFLSDOHOH PDQLIHVW UL GLQ ERDOD )DEU\ VXQW

- Renale proteiQXULH GLVIXQF LL WXEXODUH LQVXILFLHQ Uk
uremie (decadele-8);

- Cardiace FDUGLRPLRSDWLH KLSHUWURILF DULWPLL DQJF
FDUGLDF

- Neurologice DFURSDUHVWH]LL KLSR VDB DWQKILEWREXULQW/RK
vasculare cerebrale ischemice;

- Gastrointestinale FUL]H GXUHURDVH DEGRPLQDOH GLDUHH JUH

- ORL KLSRDFX]JLH QHXURVHQ]JRULDO SURJUHVLY VXUGLW
verti]

- Pulmonare WXVH GLVIXQF LH YHQWLODWRULH REVWUXFWLY

- Cutanate: angiokeratoame GLVKLGUR] WHODQJLHFWD]LL

- Oculare RSDFLW L FRUQHHQH FRUQHD YHUWLFLOODWD
retiniene;
Osoase RVWHRSHQLH RVWHRSRUR]

2. Stablllrea diagnosticului GH ERDO )DEU\

- 'LDIJQRVWLFXO HVWH VWDELOLW SH ED]D WHVW ULL DFWL
GH DFWLYLWDWH D DOID JDODFWR]JLGD]JHL $ 8Q QLYHO
DEVHQ D DFHVWHLD FRQILUP ERDOD

- 'LDIJQRVWLFXO PROHFXODU VH VWDELOH WH SULQ DQD
PXWDWLLORU OD QLYHO X Ogalkdtqridaza*A$La ldmeEilR Gurthtodre
(heterozigote) ale genei mutante, la care nivelul de activitate al enzimei se situeaza la
limita inferioara a normalului se impune analiza ADN pentru identificarea mutatiilor la
QLYHOXO JHQHL *dlaetbzitkaRaGAL | L F

3. Criterii de confirmare a diagnosticuluide boal Y)DEU\ DQH[D



- $GXOWLL L FRSLL @QHYW( PPDNWRWODQODEWR]LGD]HL $ vQ
L OHXFRFLWH
- $GXOWLL L FRSLL @GHWNEG[VHRXQLIPODFWRYLGD]HL $ vQ S
OHXFRFLWH VL VDX PXWDWLH O BbyaadtozidaaxdO JHQHL */$ FH |
6XQW HOLJLELOL SHQWUX L Qigalski&tht bfS b DL MQ D W OFFXH G WIXIDQ
FRQILUPDW GH ERDO )DEU\ 3DFLHQWLL GLDJQRVWLFDWL LC
includerea in tratament pot initia tratamentul cu agalsidastan al

4. ,QGLFD LL O HAYydlsidaBuS lakely @ XE R D O (angReELUdnexa 2)

$IJDOVLGDVXP DOID HVWH LQGLFDW SHQWUX WHUDSLD GH VX
FX GLDJQRVWLF FRQILUPDW GH-EBODFWIRBMAL\GBHIFLHQ GH D

5. Obiectivele terapiei terapiei cuAgalsidasum alfavQ ERDOD )DEU\

- DPHOLRUDUHD VLPSWRPDWRORJLHL L
- SUHYHQLUHD FRPSOLFD LLORU WDUGLYH DOH EROLL )DEU

Il. SCHEMA DE TRATAMENT CU AGALSIDASUM ALFA /$ 3%$&,(1 ,, $'8/7,
COPIl CU DIAGNOSTIC CONFIRMAT DE %2 $/ FABRY

$IJDOVLGDVXP DOID VH DGPLQLVWUHD] vQ GR] GH PJ NJ R
SHUIX]LH LQWUDYHQRDV FX GXUDWD GH GH PLQXWH

6ROX LD SHUIX]DELO VH DGPLQLVWUHD] SH R GXUDW GH
ILOWUX LQWHJUDO $JDOVLGDVXP DOID QX VH DGPLQLVWUH
LQWHUPHGLXO DFHOHLDUOL OLQLL LQWUDYHQRDVH

la FRSLL UL DGROAHIVFHIONLGDVXP DOID VH DGPLQLVWUHD] vQ
OD GRX V SW PKQGHVXHEUIRILH LQWUDYHQRDV F@ BXGDND (
VWXGLLORU FOLQLFH HIHFW-XDIGILO B BaRaBDihiSitt AhaBRaBHY FHQ L
DOID vQ GR] GH PJ NJ R GDWDXORE®RX Y ¥ V8 VD \PKiEMQHX Q/H D (
VLIXUDQ D

Nu sau efectuat studii @aSDFLHQ LL FX YkUVWD @ VSAWH]IHODW X VH
UHFRPDQG UL GH GR]DM OD DFBUOWWDSHLROUIHM LVQFGHWRDOXHDBPI) ©Q
tratamentului.

Durata tratamentului cagalsidasum & HVWH LQGHILQLW vQ SULQFLSLX SH )\
Imunogenicitatea

NusD GHPRQVWUDW F DQWLFRUSLL OD DJDOVLGD]D DOID DU
DVXSUD VLIJXUDQ HL GH H[HPSOX UHDF LL OD SHUIX]LH VDX

SDFLHQUIHL OFX IRVW WUDWD L FX WHUDSLD GH VQORFXLUH FX |
SRW IL PXWD L SH WUDWDPHQWXO FX $JDOVLGD]D DOID XW
V SW PkQL GDF RS LXQHD PHGLFXOXL SHRRWMWLY DWH BWWO LGH
UVSXQVY OD WUDWDPHQWXO FX $JDOVLGDVXP EHWD FRQIRL
medicament.



SDFLHQ LL FDUH SUH]JLQWD R PXWDWLH VHQVLELO TIDPHQ
saperon farmacologic, Migalastat, pghU X ERDOD )DEU\ SRW IL PXWD L SH WU
DOID XWLOL]kQG GR]D GH PJ NJ R GDW OD GRX V SW Pk
PHGLFXOXL SHQWUX DFHDVW GHFL]LH WHUDSHXWLF HVWH F
Migalastat conform criteriilor din protocolul pentru acest medicament.

SDFLHQ LL FDUH SUH]JLQWD R PXWDWLH VHQVLELO TIDPHQ
$JDOVLGD]D DOID XWLOL]kQG GR]D GH PJ NJ R GDW OD
VDSHURQ IDUPDFRORJLF SRW IL PXWD L SH WUDWDPHQWXO
RS LXQHD PHGLFXOXL SHQWUX DFHDVW GHFL]JLH WHUDSH X\
tratamentul cu Agalsidaza alfa sau Agalsidaza beta conform criteriilgsrdiacoalele pentru
DFHVWH PHGLFDPHQWH VDX HVWH PRWLYDW GH SUHIHULQYV
orala.

lll. CRITERII DE EXCLUDERE DIN TRATAMENTUL CU AGALSIDASUM ALFA
(anexa 1, anexa 2)

1. 5HDF LL DGYHUVH VHYHUH OD PHGLFDPHQW

2. +LSHUVHQVLELOLWDWH OD VXEVWDQ D DFWLY VDX OD RL
V. (9$/8%5($ , 021,725,=%$5(% 3%$&,(1 ,/25 &8 %2%/$ )$%5< /%
1, ,(5(% , 3( 3%$5&8568/ 7(5%3,AGAL8IDASUM ALFA

Evaluare 2ELHFWLYH FULWHULL L PLMOQPeriodictateaHYDOX ULL 5HFRP
*H Q H U D O|Date demografice LQL LDO

$FWLYLWDWHD HQJLPDWLF LQL LDO

Genotip LQL LDO

$QDPQH]D L H[ FOLQLF RELHF|LQL LDO OD ILHFDUH OX

Pedigreeul clinic LQL LDO DFWXDOL]DW OD
5HQDO &UHDWLQLQ XUHH VHULF ,QL LDO OD ILHFDUH 0OX(

Proteinurie/24 ore sau raport proteinurie/creatininur|, QL LDO OD ILHFDUH O X(
GLQ SURE UDQGRP

Rata filtrarii glomerulare (Clearance creatinina) ,QL LDO OD ILHFDUH 0OX(
'LDOL] WUDQVSODQW GD QX [,QL LDO OD ILHFDUH 0OX(

&DUGLRY|7THQVLXQHD DUWHULDO (&* HH,QL LDO OD ILHFDUH 0O X(
,QL LDO OD ILHFDUH O X
ILHFDUH OXQL OD SDFLH

MonotorizareHolter, coronarografie Suspiciune aritmii, respectiv, angor

Aritmii (da/nu) ,QL LDO OD ILHFDUH 0OX(
Angor (da/nu) ,QL LDO OD ILHFDUH 0O X(
Infarct miocardic (da/nu) ,QL LDO OD ILHFDUH 0OX(

,QVXILFLHQ FDU@bMDBW FRQJHV,QL LDO OD ILHFDUH 0O X(

y,QYHVWLJD LL LQWHUYHQ LL FO,QL LDO OD ILHFDUH 0OX(
(da/nu)

IHXURORISBHUVSLUD LH QRUPDO KLSRK|,QL LDO OD ILHFDUH 0O X(




7TROHUDQ D OD F OGXU 1ULJ ,QL LDO OD ILHFDUH 0O X(
Durere FURQLF DFXW GD QX WU,QL LDO OD ILHFDUH O X(

Depresie (da/nu) ,QL LDO OD ILHFDUH 0OX(

Accident vascular cerebral ischemic (da/nu) ,QL LDO OD ILHFDUH 0O X(

Atac ischemic cerebral tranzitor (da/nu) ,QL LDO OD ILHFDUH O X(
([DPLQDUH LPDJLVWLF FHUHEU,QL LDO OB6Iu#FDUH

ORL Hipoacuzie, acufene, vertij (da/nu) Audiograma ,QL LDO OD ILHFDUH 0O X (¢
,QL LDO ODB6IuntFDUH

Gastroenterolo{Dureriabdominale, diaree (da/nu) ,QL LDO OD ILHFDUH 0 X (¢

LF
'"HUPDWR|$QJLRNHUDWRDPH SUH]HQ H,QL LDO OD ILHFDUH O X(

Respiratorie [7XVH VLQGURP GH REVWUXF LI,QL LDO OD ILHFDUH 0O X(

Fumat (da/nu) , QL |b feCare 6 luni

Spirometrie LQL LDO DQXDO GDF HVW
normala la fiecare 236 luni

2IWDOPR|$FXLWDWH YL]XDO RIWDOPRVILQL LDO DQXDO GDF H[LV

retiniene
Alte testede  [Profil lipidic LQL LDO DQXDO
laborator
Profil trombofilie (proteina C, proteina S, antitrombifLQL LDO GDF HVWH DFFH
11, etc.)
Teste de GL- SODVPDWLF DQW L-FaBdsHasun, Q L pefr® GL=3 plasmatic, la
laborator beta 6 luni de la initierea tratamentului pentru
specializate DPEHOH GDF VXQW DFFH
Durere/calitateiChestionar "Inventar sumar al durerii” ,QL LDO OmH*LHFDUH
YLH LL &KHVWLRQDU G36 (BF@8)WDWH PRY,QL LDO OD ILHFDUH O X(
Chestionar PedsQL (copii) ,QL LDO OD ILHFDUH 0 X (¢
Efecte adverse ORQLWRUL]JDUH FRQWLQX
ale terapiei
1RW

*(YDOXDUH QHFHVDU OD PRGLILFDUHD VHEKHPHLFR\WPISOLEFBXWLHFHAHYDRXHQ
cardiovasculare sau cerebrovasculare

V. (9%/8%5($% , 021,725,=%$5(% 3%&,(1 ,/25 &8 %2%/ )AREIN &
%(1(),&,%$= '( 75%$7%0(17 REALSIDASUM ALFA se face conform criteriilor
L PLMORDFHORU H[SXVBHU B&QFVWW\AXKIDW,19 DEDXWD @G X

VI. 0 685, 7(5%$3(87,&( $'-89%$17( , 35(9(17,9( 3(1758 &(/( 0%,
,03257%$17( 0$1,)(67 5, $/( %2/,, )$%5<
Domeniu de ODQLIHVW UL 7TUDWPHQW DGMXYDQW L SURILODFWL

patologie




5HQDO Proteinurie Inhibitori ai ECAsauEORFDQ L DL UHFHSWRUL(
'LDOL] VDX WUDQVSODQW UHQDO GR
Uremie
&DUGLRY[I+LSHUWHQVLXQH D|,QKLELWRUL DL (&% EORFDQ L DL FDQ
GLVIXQF LHL HQGRWHOLDOH L D YDVH
Statine;

Hiperlipidemie &DUGLRVWLPXODUH SHUPDQHQW
BlocA-9 GH JUDG vQD|PTCA sau bypass aortocoronarian;

bradicardie sau tahiaritmii sevel
Stenoze coronariersemnificative
,QVXILFLHQ FDU G [Transplant cardiac;
IHXUROR{&UL]JH GXUHURDVH |[(YLWDUHD HIRUWXOXL IL]JLF D FLUFXRP
fenitoin, carbamazepin, gabapentin;

Profilaxia accidentelor $VSLULQ PUED OD EDQL L IHPHL !
vasculocerebrale GDF DVSLULQD QX HVWH WROHUDW
ischemic sau atac ischemic tranzitor.

Aport adecvat de vit.B12, 6,C,folat.

Depresie, anxietate, abuzde |([ SVLKLDWULF LQKLELWRUL DL UHFD
medicamente

ORL Vertij 7TULPHWREHQ]DPLG SURFORUSHUD]L(
Hipoacuzie SURWH]DUH DXGLWLY
Surditate Implant cohlear;
"H U P D W R (Angiokeratoame Terapie cu laser;
Respiratorie Abandonarea fumatului, bronhodilatatoare;
*DVWURL(6WD] JDVWULF Mese mici, IUDF LRQDWH PHWRFORSUDPLG

VII. Prescriptori
OHGLFLL GLQ VSHFLDOLWDWLOH QHIURORJLH FDUGLRORJLH

Anexa Nr. 1
REFERAT DE JUSTIFICARE
1Q DWHQ LD &RPLVLHL 1D LRQDOH SH@MWERDDHU)DED H
- BOALA FABRY -

)2 QU $10ODW vQ HYLGHQ GLQ

1XP U GRVDU

Pacient

NUME oo Prenume ..o

'DWD QDUWHULL &13

Yo | (ST Y- R

Telefon .....ceeevvveee.

&DVD GH $VLJIJXU UL GH..6..Q.W.DW.H..

Medic curant

NUME oo, Prenume .....c.ooovvviiiiiiieeee, CNP o



3DUDID uL VHPQ WXUD
Specialitatea ........ccccceeeeeeeeiinnns
8QLWDWHD VDQLWDU

1. Solicitare:
,QL LDO Da Nu
IQ FRQWLQXDUH Da Nu

'R]D GH DJDO]LGD] DOID UHFRPDQGDW

2. Date clinice

Talia ...cccceeeueee. (cm)

Greutatea ............. (Kg)

Data debutului clinic .................

'DWD FRQILUP ULL GLDJQRVWLFXOXL

OHWRGD GH GLDJQRVWLF XWLOL]DW

- GHWHUPLQDUHDJDPWEWRYLGDR]®IO IO D V-PAalwY L E H... 0AvaldrHdeF R HIL MWUDLU

laboratorului ........... )

6H DQH[HD] vQ FRSLH EXOHWLQXO GH DQDOL]

-$QDOL]ID $'1 PXWD LD LGHQWLILFDW

6H DQH[HD] vQ FRSLH EXOHWLQXO GH DQDOL]
(YDOXDUHD UHQDO

Data ......coevveiinenns

&UHDWLQLQD VHULF

8UHH VHULF

Proteinurie ................

Creatininurie ..............

Clearance creatininic ......

'LDOL] Da Nu
Transplant renal Da Nu
(YDOXDUHD FDUGLRYDVEXODU

Data ......ccccoevvvennnnnns

7THQVLXQHD DUWHULDO

&DUGLRPLRSDWLH KLSHUWURILF Da Nu
Aritmii Da Nu
Angor Da Nu
Infarct miocardic Da Nu
,QVXILFLHQ FDUGLDF FRQJHVWLY Da Nu
(OHFWURFDUGLRJUDP Da Nu
Ecocardiografie Da Nu

,QYHVWLJID LL LQWHUYHQ LL FDUGLDFH VHPQLILFDW Da Nu
(YDOXDUHD QHXURORJLF

Data ........cccoceeeeeens

BHUVSLUD LH QRUPDO KLSRKLGUR] DQKLGUR]

7ROHUDQ D OD F OGXU 1IULJ

'XUHUH FURQLF DFXW

Tratament antialgic ...................

Depresie Da Nu
Accident vascular cerebral Da Nu
Atac ischemic cerebral tranzitor Da Nu
([DPLQDUH LPDJLVWLF FHUHEUDO Da Nu
6. Evaluare ORL

Data ......ccooeevvneinnnnnn

Hipoacuzie/Surditate Da Nu
Acufene Da Nu
Vertij Da Nu
Audiograma Da Nu

7. Evaluare IDVWURHQWHURORJLF



Dureri abdominale Da Nu

Diaree Da Nu
(YDOXDUH GHUPDWRORJLF

Data.......cccoevveennnnnns

$QJLRNHUDWRDPH SUH]HQ HYROX LH
9. Evaluare respiratorie

Data .......cccceeeeeen.

Tuse Da Nu
6LQGURP GH REVWUXF LH EURQULF Da Nu
Spirometrie Da Nu
10. Evaluare oftalmologiei

Data ..........cceeeeenen.

$FXLWDWH YL]XDO Da Nu
Oftalmoscopie Da Nu
Ex. biomicroscopic Da Nu

'XUHUH FDOLWDWHD YLH LL FKHVWLRQDUH
'DWD FRPSOHW ULL
Chestionar "Inventar sumar al durerii"
&KHVWLRQDU G36 8FRE)WDWH PRV
Chestionar PedsQL (copii)
(IHFWH DGYHUVH DOH WHUDSLHL FX DJDO]JLGD] DOID SkQ OD
$OWH DIHF LXQL vQ DIDU GH ERDOD )DEU\
6FXUW SUH]JHQWDUH GH F WUH PHGLFXO FXUDWW XD MVYSHY¥®R
pacientul respectiv

7UDWDPHQWXO UHFRPDQGDW vQ ERDOD )DEU\
$JDO]JLGD] DOID

DozaUHFRPDQGDW PJ NJ FRUS R GDWD OD VDSWDPDQL
3HULRDGD GH WUDWDPHQW UHFRPDQGDW V SW PKkQL
1U WRWDO GH IODFRDQH $*$/=,"$=% $/)$ D PJ SHQW

$OWH REVHUYD LL UHIHULWRDUH OD WUDWDPHQW

6HPQ WXUD UL SDUDID PHGLFXOXL FXUDQW



Anexa Nr. 2
&216,0 0A17 ,1)250%7

SUDSEMN AUl ,
&13 GRPLFLOLDW

............................................................................................... .. telefon
suferind de boala Fabry cu care am fost diagnosticat din data de ...................... , am fost pe deplin
LQIRUPDW vQ OHJ WXU FX PDQLIHVW ULOH UL FRPSOLFD LLOF
Am fost pe deplin informaD VXSUD EHQHILFLLORU WUDWDPHQWXOXL
DPHOLRUDUHD VLPSWRPHORU DFWXDOH UL SUHYHQLUHD FRPS
'H DVHPHQHD DP IRVW LQIRUPDW vQ OHJ WXU FX QHFI
WUDWDPHQWXOXL FXOBJIJGRXLGDIWDPED WRWWHUPHQ QHOLPLW
cu riscurile acestui tratament.
O DQJDMH] V UHVSHFW FX VWULFWH H WRDWH SUHVFUL
$JDO]JLGD] DOID uL P VXULOH DGMXYDQWH UL SURILODFWLFH
O DQJDMH] AW FAXVSWULFWH H UHFRPDQG ULOH SULYLQG
QHFHVDUH SH WRW SDUFXUVXO DGPLQLVWU ULL WUDWDPHQW
6XQW GH DFRUG V PL VH DSOLFH WUDWDPHQWXO FX $JD
DIHUHQWH PHSQs.LRQDWH PDL

Nume prenume pacient, 6HPQ WXUD
Nume prenume medic curant, 6HPQ WXUD

'‘DWD



DCI: INSULINUM ASPART

, 'HILQL LH

,QVXOLQD DVSDUW IRUPD SUHPL[DW HVWH XQ DQDORJ SUH

VROXELO UL SURWDPLQ LQVXOLQ DVSDUW FULVWDOL]DW

LQVXOLQVRDOMSHDILWW LQVXOLQ DVSDUW FULVWDOL]DW FX SURV
PJ XQLW L

,QVXOLQD DVSDUW HVWH SURGXV vQ 6DFFKDURP\FHV FHUHYL

[l. Criterii de includere
$GXO L DGROHWMRRUN WD FSRSSLLDRQL uL SHVWH FX GLDEHW ]DI
WUDWDPHQWXO FX LQVXOLQ

,,, 'R]JH UL PRG GH DGPLQLVWUDUH

1. ,QVXOLQD DVSDUW IRUPD SUHPL[DW SRDWH IL DGPLQ
GLDEHW ]DKDUD WieW tuSmedi¢dinénte @ntidigtietice orale pentru care este
DSUREDW DVRFLHUHD FX LQVXOLQ DWXQFL FkQG DFH
PRQRWHUDSLH QX UHDOL]HD] XQ FRQWURO JOLFHPLF VI
SUHPL[DW VD DRPGOMWWIHH]L LDU GR]D HVWH PDL PD
JHQHUDO HVWH UHFRPDQGDW V VH VvPSDUW GR]D vQ
DGPLQLVWU UL

2. /D SDFLHQ LL FX GLDEHW ]DKDUDW WLS QHFHVDUXO LQ
vQWUHKL 8QLW L NJ udL ]JL uL SRDWH IL DVLIJXUDW WRWI
SUHPL[DW 'R]D GH ,QVXOLQ DVSDUW IRUPD SUHPLI[D
FRQFRUGDQ FX QHYRLOH SDFLHQWXOXL

3. ,QVXOLQD DVSDUW IRUPDXQUEREXOWDO BBH]XQML PDL UD!:
XPDQ ELID]JLF 4L WUHEXLH DGPLQLVWUDW vQ JHQHUD
QHFHVDU ,QVXOLQD DVSDUW IRUPD SUHPL[DW VH SRD'

4. ,QVXOLQD DVSDUW IRMUH DGRUHAMWWHD] QXPDL VXEFXWI
SHUHWHOH DEGRPLQDO 6H SRDWH DGPLQLVWUD GH DVH
IRFXULOH GH LQMHFWDUH WUHEXLH VFKLPEDWH SULQ UI
cazul celorlalte insu@QH GXUDWD DF LXQLL YDULD] vQ IXQF LH G&H
VDQJXLQ WHPSHUDWXU UL DFWLYLWDWHD IL]JLF , QV X
DGPLQLVWUHD] QLFLRGDW LQWUDYHQRYV

5. ,QVXILFLHQ D UHQDO VDX KHSDWXPLORDW H D HIGKFW XOHH

6. ,QVXOLQD DVSDUW IRUPD SUHPL[DW SRDWH IL XWLOL]J
YKkUVWD GH DQL vQ FD]XO vQ FDUH LQVXOLQD SUHPL[D
FXSULQV vQWUH dL DQUIWEGEDMWAHQAMN BQRLIQRNVFH HIXEW XDL\W H
DVSDUW IRUP SUHPL[DW OD FRSLL FX YkUVWD VXE Dt

V. Monitorizarea tratamentului

I1Q SULPHOH V SW PkQL GXS LQL LHUHD WHUDSLHL FX LQVX
PHWDEROLF WWUOBXFWPHOEGRUDUHD FRQWUROXOXL PHWDEROL
VHQVLELOLW LL OD LQVXOLQ SRDWH GHYHQL QHFHVDU R D
DVHPHQHD DMXVWDUHD GR]JHL SRDWH IL QHFHVDXW GH HJ[F



FRUSRUDOH DOH VWLOXOXL GH YLD DO SDFLHQWXOXL DO
VXUYLQ DOWH VLWXD LL FDU4+bak bipenglicesiéVFHSWLELOLWDWHD C

9 &RQWUDLQGLFD LL
+LSHUVHQVLELOLWDWH RDLV¥RBEWWMDLG W WHF W LFFL SULDQ A.D

9, $WHQ LRQ UL 0L SUHFDX LL VSHFLDOH SHQWUX XWLOL]DUF
S3RVRORJLD LQDGHFYDW VDX VQWUHUXSHUHD WUDWDPHQW X
KLSHUJOLFHPLH UL FHWRDFLGR] GLDEHWLF FRQGL LL SRWH
Omiterea unei mese sau efortul fizic excesiv, neplanificat poate duce la hipoglicemie.
&RPSDUDWLY FX LQVXOLQD XPDQ ELID]JLF ,QVXOLQD DVSDU
PDL SURQXQ DW GH VF GHUH D JOLFHPLHL SkQ OD RUH GXS
IQ IXQF LHH®QWSBRDWH IL QHFHVDU FRPSHQVDUHD DFHVWX
LQVXOLQ uL VDX D DSRUWXOXL DOLPHQWDU

,QVXOLQD DVSDUW IRUPD SUHPL[DW VH DGPLQLVWUHD] VYV
OD SDFLHQ LL FX DIHF WKWOWHR Q AR DWWERIWAHEBDKDPHQWH FDI
DOLPHQWHORU WUHEXLH DYXW vQ YHGHUH GHEXWXO UDSLG
ORGLILF UL DOH FRQFHQWUD LHL P UFLL SURGXF WRUXO W
SRW IDFH QHFHVDU PRGDIEFIDQHD WRIMWD L FX ,QVXOLQD DV
SRDWH IL QHFHVDU PRGLILFDUHD SRVRORJLHL IRORVLW vQ
PRGLILFDUHD GR]HL DFHDVWD VH SRDWH IDFH GH OD SULPD
luni de tratament.

([SHULHQ D FOLQLF SULYLQG IRORVLUHD LQVXOLQHL DVSDL
DO SW ULL QX H[LVW UHVWULF LL SULYLQG WUDWDPHQWX
7TUDWDPHQWXO FX LQVXOLQ Q@XOSRMHRHOQ@QW U UIADAFHSBIQ \8 WX FIR S L
QHFHVDU DMXVWDUHD GR]JHL GH ,QVXOLQ DVSDUW IRUPD SU
$VRFLHUHD ,QVXOLQ DVSDUW IRUPD SUHPL[DW FX SLRJOL'
R HYDOXDUH FOLQLF D UNWRRAVDXUWHSD PALGIRWXYXBRODHKNDGHYLPSYV
FDUGLDF VXUSOXV SRQGHUDO UL HGHPH

9,, 5HDF LL DGYHUVH

5HDF LLOH DGYHUVH REVHUYDWH OD SDFLHQ LL FDUH XWLOL]
SULQFLSDO GHSHQGHQWItH efadiulG Rifnacologh¢ XIQnaulig:D Binflar Rltor
SURGXVH GH LQVXOLQ KLSRJOLFHPLD HVWH vQ JHQHUDO
SRDWH V DSDU GDF GR]D GH LQVXOLQ HVWH SUHD PDUH I
aceea, pe dADWD LQWHQVLILF ULL GR]DMXOXL HVWH QHFHVDU R L
5HDF LLOH OD ORFXO GH LOQMHFWDUH LQFOXG HULWHP LQIOL
OD ORFXO GH LQMHFWDUH VXQW PLQRUH UL WUDEALWRULL
V SW PkQL SH SDUFXUVXO WUDWDPHQWXOXL

9,,, IQWUHUXSHUHD VEHFWDLPHGWMXOXIWUHUXSHUH WHPSRUI
WUDWDPHQWXOXL YD IL OXDW vQ IXQF LH GH LQGLFD LL uL F
ILHFDUH teD] vQ SD

IX. Prescriptoir PHGLFL GLDEHWRORJL DO L PHGUdiaket\W&Hidi LDOLGW
GHVHPQD L



DCI: INSULINUM GLARGINE

, 'HILQL LH

,QVXOLQD JODUJLQ HVWH XQ DQDORJ GH LQVXOLQ XPDQ
tehnologia ADNului recombinant pe tulpini de Escherichia coli.

Insulina glargin se poate prezenta sub forma insulina glargin XQLW L PO HFKLYDOHQ
PJ LQRYDWLY VDX ELRVLPLODU 0L LQVXOLQD JODUJLQ XQl

II. Criterii de includere SHQWUX WUDWDPHQWXO FX LQVXOLQ JODUJLQ
,QVXOLQD JODUJLQ XQLW L PDGHROMN ALHS L FIDIWF RSSHLQ WRKX YI
VDX SHVWH FX GLDEHW ]DKDUDW DWXQFL FKQG HVWH QHFHV
,QVXOLQD JODUJLQ XQLW L PO HVWH LQGLFDW SHQWUX
DGROHVFHQ L UL FRSLHE6®@FHSKQG FX YKUVWD G

,,», 'R]JH UL PRG GH DGPLQLVWUDUH

1. ,QvXOLQD JODUJLQ WUHEXLH DGPLQLVWUDW R GDW SH
RU vQ ILHFDUH ]JL 'R]JHOH UL PRPHQWXO DGPLQLVWU U
LQGLYLGXDO /DLIEHWQDKDEOW WLS LQVXOLQD JODUJ
asociere cu antidiabetice orale.

2. 6WDELOLUHD GR]JHL GH LQVXOLQ UL D DOJRULWPXOXL G
PHGLFXO VSHFLDOLVW GLDEHWRORJXHRQ WU G HLBHBUYMN DSJ
LQVXOLQ VWDELOLW Shibchmi¢t® arbhiéivlonde lirafa@enQdtabiRe
aL D SUHJHQ HL FRQFRPLWHQWH UL D DOWRU P VXUL WHU

3. ,QVXOLQD JODUJLQ VH DGPLQLVWUHD] SH mpbr@diii VXEFXW
abdominal, regiunii deltoidiene sau a coapsei.

4. IRFXULOH GH LQMHFWDUH GLQ FDGUXO XQHL UHJLXQL G
LQMHF LH OD DOWD

5. ,QVXOLQD JODUJLQ QX WUHEXLH DGPLQLVWUDW LQWU
INsXOLQHL JODUJLQ HVWH GHSHQGHQW GH LQMHFWDUHD
LQWUDYHQRDV D GR]JHL X]XDOH VXEEFXWDQDWH SRDWH G|

I\VV. Monitorizarea tratamentului

IQ SULPHOH V SW PKkQL GXS LQUAMNHWHI WHU NFHARP bR G QR XR
PHWDEROLF VWULFW 2GDW FX DPHOLRUDUHD FRQWURO X
VHQVLELOLW LL OD LQVXOLQ SRDWH GHYHQL QHFHVDU R D
asemenea, ajustarea doz6RDWH IL QHFHVDU GH H[HPSOX vQ FD] Gl
FRUSRUDOH DOH VWLOXOXL GH YLD DO SDFLHQWXOXL DO
VXUYLQ DOWH VLWXD LL FDU4+kahk bipehglices€VFHSWLELOLWDWHD C

V.ContraLQGLFD LL
+LSHUVHQVLELOLWDWH OD LQVXOLQD JODUJLQ VDX OD RULFELC

9, $WHQ LRQ UL 4L SUHFDX LL VSHFLDOH SHQWUX XWLOL]DUF
/D SDFLHQ LL FX LQVXILFLHQ KHSDWLF VDX OD SDFLHQ LL F
6DUFLDO SWDUHD 3HQWUX LQVXOLQD JODUJLQ QX VXQW GLV
SULYLQG XWLOL]DUHD VD vQ FXUVXO VDUFLQLL GL DO SW ULL



S8WLOL]DUHD LQVXOLQHL JODUJLQ SRDWH IL OXDW vQ FRQVL
punct de edere clinic.

'DF HVWH XWLOL]DW DVRFLHUHD FX SLRJOLWD]RQ SDFLHQ
GH VHPQH UL VLPSWRPH DOH LQVXILFLHQ HL FDUGLDFH FUHU

9,, 5HDF LL DGYHUVH

+LSRJOLFHPLD vQ JHWQHQ®O BHDFPIDH DG HUV OD WUDWDPH
DSDU GDF GR]D GH LQVXOLQ HVWH SUHD PDUH vQ UDSRUW
KLSRJOLFHPLHL GHSLQGH GH SURILOXO GH DF LXQH DO LQV
atuQFL FKQG VH VFKLPE UHJLPXO WHUDSHXWLF

5HDF LL OD ORFXO LQMHFW ULL $FHVWH UHDF LL LQFOXG
LQIODPD LH &HOH PDL PXOWH UHDF LL PLQRUH OD LQVXOL
GH UHJXO V \GHGHMXHNYD JLOH SkQ OD FKWHYD V SW PkQL

9,,, IQWUHUXSHUHD VEWFrWRPHGWMXORXWUHUXSHUH WHPSRUI
WUDWDPHQWXOXL YD IL OXDW vQ IXQF LH GH LQGLFD LL uL F
ILHFDUH D] vQ SDU

IX. Prescriptorir PHGLFL GLDEHWRORJL DO L PHGLFL VSHFLDOLUOWI
GHVHPQD L °



35272&2/ 7(5$3(87,& 11 ',$%(78/ =$+$5%$7

Introducere:

'LDEHWXO ]DKDUDW '= VH GHILQH WHFD XQ JUXS GH WXOEXUDUL P HPRRIGERIOA FH FI
DOH PHWDEROLVPXOXL JOXFLGLF OLSLGLF L SURWHLF UH]XOREMDH GLL @ DAHH LOFW I
HOHPHQW GH GHILQLUH SkQ vQ SUH]JHQW -Y®D®RDUHD JOLFHPLHL GXS GHILQL LC

'LDEHWXO HVWH R FRQGL LH GHILQLW SULQ QLYHOXO GH KLSHUJOIQAFHPRIS F\WUH J
neuropate) $FHVWD HVWH DVRFLDW FX VSHUDQ D GH YLD UHG XV PRUELGLWDWH \

GLDEHWXOXL ]DKDUDW ULVF FUHVFXW GH FRPSOLFD LL PDFURYDVF¥Sddlaieii ERDO
SHULIHULFH L GLPLQXDUHD FDOLW LL YLH LL GXS GHILQL LD :+2 ,")

Screening XO GLDEHWXOXL UL SUHGLDEHWXOXL OD DGXO LL DVLPSWRPDWLFL

¥ TestareeWUHEXLH OXDW vQ FRQVLGHUDUH OD DGXO L VXSUDSRQGHUD QLGVYLDQXV RH
XUP WRULL IDFWRUL GH ULVF

/

f 5XG GH JUDGXO , FX GLDEHW

T 5 D Mtnie cu risc ridicat (de exemplu, afmerican, latin, american nativ, asimbwerican)
t ,VWRULF GH ERDO FDUGLRYDVFXODU

t +tLSHUWHQVLXQH DUWHUL D @pie pentru hipefeeasiunep X SH (WHU
f 1LYHOXO GH FROHVWHURO +'/ PJ G/ L VDX XQ|QLYHO GH WULJOLFHULGH!
¥ Femeile cu sindrom de ovar polichistic
1t Sedentarismul

f $OWH DIHF LXQL FOLQLFH DV RFLDBEWHLMXD WHH] WVdisWildid@amsBOAD Q@NRXOLQ  HJ

f 3DFLHQ LL FX SUHGLDEHOW BUODUHD JOLFHPLHL D MHXQ VDX DOWHUDUHD WR
f )HPHLOH FDUH DX IRVW GLDJQRVWLFDWH FX GLDEHW JHVWDWLRQDO VDX FD

\_ /




¥ 3BHQWUX WR L SDFLHQ LL vQ VSHFWHOWBUHX WXHEXERQGCHNQIHHIESH | DWDWKH V'V
+ ' DF UH]XOWDWHOH VXQW QRUPDOH WHVWDUHD WUHEXLH UHSHWDW OD L
I[UHFYH@WwLHW GH UH]XOWDWHOH LQL LDOH L GH VWDUHD ULVFXOXL

Criteriile de diagnostic ale diabetului zaharat (DZ)

Figura 1.



IQ DEVHQ D VLPSWRPHORU FODUH GH KLSHUJOLFHPLH SROLXULH IRa@lpGLSVLH
testareaU H S H W BW L WQ-\8dd D)\Wdaptat Ginodificatdup > @ > @

Criterii de diagnostic pentru prediabet

Figura 2. Criterii de diagnostic pentru prediabet. Adaptat Umodificatdup > @ > @

'"HSLVWDUHD UL GLDIQRVWLFXO GLDEHWXOXL |JDKDUDW JHVWDWLRQDO '=*

+ 6FUHHQLQJXO '=* VH UHFRP D QG H WODMISMA PP QQ Brigcnostisan@ridiéiHdiabet
t 6H UHFRPDQG HYDOXDUHD IHPHLORU GLDJQR®W LV BWHPKR L' =3 RRMISIJWXEL D2 W
FULWHULL GH GLDJQRVWLFDUH SHQWUX SRSXOD LD JHQHUDO

¥ Femeile cu antecedente de DABU WUHEXL Vinal®FH RVRIWBDUFXUVXO YLH LL SHQWUX GH]JYROW
celpX LQ RaG@anw



Hwn

t 6H UHFRPDQG VFUHHQLQJXO OH WMUSPDQHIGL®D QRWWAWILBEDIOX IDFWRUL GH ULVF
diagnosticare pentru@XOD LD JHQHUDO

f 3BHQWUX GLDJQRVWLFXO '=* VH HIHFWXDF X7 P*¥ X EBXUFHRDPAO XSFOR) VPRWLEW D MHXQ
perioada24+ V SW P RDLUEGHQ OD IHPHLOH FDUH QX DX IRVW GLDJQRVWLFDWH DQWH
TTGO trebuieHIHFW XDW GGXEQQUWWBSD XV DOLPHQWDU GH FHO SX LQ RUH
Diagnosticul de diabet gestation’lH IDFH DWXQFL FKkQG RULFDUH GLQWUH XUPMAiRBisEWOH YDO
egale cu:

1 Glicemie a jeun: 92 mg/dL

t *OLFHPLH OD K vQ FXUVXO 77*2 PJ G/

f *OLFHPLH OD KvQ FXUVXO 77*2 PJ G/

T
1

&ODVLILFDUHD HWLRORJLF D GLDEHWXOXL ]JDKDUDW '=

Diabet zaharat tip 1 (distrugerea celulelor, care induce deficiD EVROXW GH LQVXOLQ
x Autoimun (90% din cazuri)
x Idiopatic (10% din cazuri)
Diabet zaharattip 2(GHIHFW VHFUHWRU GH LQVXOLQ SURJUHVLY L UHJLVWHQ OD LQVX!
Diabet zaharat gestational GLDEHW GLDJQRVWLFDWSW P LkQIWE H YWDOXQ Q
Tipuri specifice de diabet tdiabet secundar.
x Defecte JHQHWLFH DOH | XQUOLYH Didbet® XabarbOaRtlderilor cu debut la maturitate.)
x '"HIHFWH JHQHWLFH DOUHH)EVIWXIDQ L IOQVXQLROGILQ GH WLS $ HWF
x $IHF LXQL DOH SDQFUIIDWFWXDWIRFUDRBXW FURQLF W U D XPE U D QFKIIHVDMLHF
KHPRFURPDWR] HWF
Endocrinopatii (sindrom Cushing, acromegalie, feocromocitom, glucagonom etc.)
,QGXV GH PHGLFDPHQW HglwWcéddoniswin, Qaziderekc) P L F H
,QIHFUXEHRO FRQJHQLWDO FLWRPHJIJDORYLUXV HWF
YRUPH QHR EholiQtdiMmuke @rtcorpiani UHFHSWRU LQVXOLQLF VLQGURPXO A2PXOL ULJI
Alte sindroame genetice(sindromul Down, coreea Huntington, sindromul Klineffelter, sindromul Predéy, sindromul
Turner, etc.)

X X X X X

&/$6,),&$5($ (7,2/2*,& 0, 67$',$/ $ ',$%(78/8,



'= WLS HVWH FDUDFWHULHFRAO XSQLQ WVMHWHUFLAR XEMHMNWLH D GL V-Wsula¢é (deHhaiD XW R L |
frecvent) sau din cauze necunosdidepatic).

'= WLS HVWH FDUDFWHULFHWOXSQULQ ISQWRIWHYHY DUHHMVMWHQ OD LQVXOLQ L FU
'LIHULWHOH PRGDOLW L WHUDSHXWLFH UHIOHFW DWKWOWBW/ ~FQ WUV B O WSHIGRH L
coeS U L GLIHULWH DOH DFHVWRU GHIHFWH SDWRJHQHWLFH SULQFLSDOH ILIXUD

Figura 3. Stadiile evolutive ale diabetului zaharatAdaptat Gmodificatdup > @ > @

/ID QLYHO PRQGLDO SRSX®DQIGHNHHFER IGXDQEHW XDKDUDW WLS GDWRUDW RFFLC(
SRSXOD LHL XUEDQL] ULL FDUH DX GUHSW FRQVHFLQ H PRGLILF UL ar®aH DOLP}
REH]LW LL 3UHYDWHRRDILEDGNULMWQ IXQF LH GH SRSXOD LBFRWRBLEPWL WWUUWO (
SUHGLF LLOH SHQWUX DQXO VXQW vQJULMRU WRDUH L FRQIRUP BBBKE@LBEULOF
conform datelordQ VW XGLXO 35('$7255 vQ DQXO SUHYDOHQ D '= HUD GH LDU D S



2ELHFWLYXO SURWRFROXOXL HVWH GH D UHFRPDQGD GLDEHWRORJLCoRdle, DOJRUL
validate de date clinice recait SUHFXP UL GH SUDFWLF PHGLFDO FXUHQW DVLJXUkKkQG DE
FRPSOLFD LLORU DVRFLDWH FX XQ BDRWRFRIOXW b8 HFY]BI\W]D @QF BV WXRLLSIRU SH L
$'$ ($6° FX DFWIXDWLGLQ UL SH UHFRPDQG ULOH $'$ DFHVWHD ILLQG

UHFRPDQG UL OD QLYHO PRQGLDO vQ FHHD FH SULYHUWH PDQDJHPHQWXO GLDEHYV

SURWRFROXO VWDELOHUWH PRGDOLW L JH@HUDOGHGHUPERRE GR WIHF W HWD SH QW XFG |
pe parcursul istoriei naturale a bolii.

LQWHOH WHUDSHXWLFH VXQW FHOH PHQ LRQD W6 Q@ KLGXULOH DFWXDOL]DWH ,*
LQWHOH WHUDSHXWLFH YRU IL DGDSWDOIBWHFRP REBRIFGLLAY GIH GHHGBQ L) GHUY LRV
DXWRPRQLWRUL]DUH L FRQWURO uL YRU YL]D FRQWUROXO JOLFHé&dF FRQWUROX(

Stabilirea obiectivelor glicemice individualizate

ODQDIJHPHQWXO KLSHUJOLFHPLHL OD SDFLHQ LL FX '= HVWH HYDOXDW SULQ

x Dozareahemoglobinei glicate (HbAlc)VH UHFRPDQG OD LQWHUYDO GH OXQL SHQWUX SDFLH
VWDELO L OD LQWHUYDO GH OX@EIOHDFWDFHE@® LIO IOMH FIDFRH LAYG WYL GA\OL@LI] D W
PRGLILFDW WHUDSLD DQWLGLDEHWLF >%'$ @

X $XWRPRQLWRUL]BIWMWHCLIERPHRW SHQWUX DMXVWDUHD PHGLFD LHL GH F WUH S
potomite KLSRJOLFHPLL DVLPSWRPDWLFH DS UXWH vQ VSHFLDO vQ FXUVXO QRS LL
X ORQLWRUL]DUH JOLFHPRDOXEBREWLPX HOXOXL JOXFR]JHL GLQ HVXWXO LQWHUVWL

JOLFHPLF FRQWLQX SHUPLWH @Y DLOXOKMHYDHIQI IDFOLFVWYHULWDNMWHOJRLSRIOLFHPL

/ ADA \

HbAlc: < 7,0%*
*OLFHPLH FDSLODU-130ug8I DQIGLDO
*OLFHPLH FDSLODU SRVWSUDQGLDO |, PJ GO

* Obiectivele trebuie individualizate.

o /




, " HWHUPLQDUHD JOLFHPLHL SRR2W&SEDK GUPFEHE WWXKE XPLHHVHEXWD OD

Obiectivele glicemice individual&daptat Umodificatdup > @ > @

2ELHFWLYHOH JOLFHPLFH WUHEXLH LQGLYLGXDOL]DWH vQ IXQF LH G3H WWH]PHGQ ®H
L VHYHULWDWHD FRPSOLFD LLORU FDUGLRYDVFXODUH FURQLFASWOLLD Q@ B RSORALHEIQG
OD WUDWDPHQW L DXWRPRQLWRUL]DUH JOLFHPLF

Tratamentul nefarmacologic

6FRS PRGLILFDUHD VWLOXOXL GH YLD

6H EDJHD] SH HGXFD LH PHGLFDO WHUDSHXWLF YL]kQG vQ SULQFL]JEBPO GLHWRW
TUDWDPHQWXO QHIDUPDFRORJLF HVWH PHQ LQXW REOLJDWRULX SH WRW SDUFXU\
SRDWH IL VQFHUFDW vQ PRG H[FHS LRQDO FD XQLF PRGDOLWDWHXWHUDESRHXMWL FC
XQLL SDFLHQ L FX[HPWQX ODGEHEDFLHQ LL OD FDUH GXS OXQL GH WHUDSLH FX
WHUDSHXWLFH aL DFHVWHD VXQW XOWHULRU PHQ LQXWH

Tratamentul farmacologic include terapianorLQV XOLQLF UL LQVXOLQRWHUDSLD ILIXUD WDEHO

Terapia Nno-LQVXO D@QWLGLDEHWLFH RUDOH UL WHUDSLL LQM HIk&vdeided-HARFGLPELJRQLUWL
LQGLFDW vQ '= WLS udL XQHOH WLSXUL VSHFLILFH GH GLDEHW

- 1Q PRQRWHUDSLH
- 1Q WHUDSLH FRPELQDW GXEO -iL WULSO LQFOXVLY FX $5 */3

InsulinoterapiaL QGLFD LH DEVROXW vQ '= WLS SRDWH IL QHFHVDU vQ '= WLS WLSXI




Figura4. OHGLFD LD KLSRJOLFHPLDQW vQ WUDWDPHQW X Gapiat Dibeiaxdop<2],[BP KDUDW WL S

v (]]lo ] oJuld EJo & & %] ] v&]] &]



(o) Eficacitate Efecte Risc de Efect pe Z @®]] A E- | Cale

§ E % p& Po] u] cardiovasculare hipoglicemie  greutate }JvSE Jv ] c]] de
administrare
Biguanide Mare W}S vee] o Neutru Neutru/ Efecte adverse Oral
Metformin Glicemie v (] Jp v he} E gastrointestinale
I o § E}e 0 E . E -~-PE U ] E

% }v E Deficit de Vitamina B12
]} o 3] -~GE

}JvSE Jv ] §
Jvep(l] ] vee Z %

Inhbitori de /vS Eu ] v (] 1 Neutru 2 E Z]e §} ] Oral
SGLT2 Jveu(] ] vee %tv E ] §]
Dapagliflozin Glicemie E ] ] Iv( c]] P v]S}tu
Canagliflozin = %0}*S$% E ' § E}* o E Risc de hipovolemie
Empagliflozin Reduce Hipotensiune
progresia BCR yA I P vF
Fournie
Z]. (E s}
U% usS ce]] ~ v
X > £olesterol
P}v]eS] Mare Neutru: Neutru & &E Risc de neoplasn Injectabil

receptor/ana Lixisenatid % }v E medular tiroidian s.c/Oral
logi de GLAL  Glicemie (liraglutid, dulaglutid, (Semaglutide
Exenatidcu %o} S %0 (E exenatid) )
eliberare Efecte adverse
% E OpVF gastrointestinale
Dulaglutid ~PE @ U /
Liraglutid diaree)
Lixisenatid Wle]l Jlo & ce]
Semaglutid de injectare

MWv E S]S§
Inhibitori de /vS Gu ] Z]- %0 }S Neutru Neutru W1}sS vee] o & ] Oral



DPPR4 pentru % v E §]8 ps

Sitagliptin Glicemie Jvepu(] ] vee Dureri articulare
Saxagliptin %o0}e8% E ' E ] W
Linagliptin Saxagliptin
Vildagliptin
Inhibitori de /vS Eu ] Neutru Neutru Efecte adverse Oral
alfa gastrointestinale
Pop }I] 1 Glicemie ~(o 3po vee U ]
E }I %o} S %o E
Miglitol
Voglibose
Sulfonilureic  Mare Risccrescutde @& S & Y WE }v ] ]}v C Oral
e hipoglicemie %}tv E ] Z u]
Glibenclamid Glicemie Glucagonul E ]}A ¢« po E
Gliclazid I o este (Sulfonilurece din
Glimepirid %o} S %o E v (1 ] vs Pv E ce] /-
Gliquidona }E ] }JVSE Jv ] S
Glipizid acestor Jvep(l] ] vee Z %
hipoglicemii.
Z]e )
glibenclamid,
glipizid GITS
Z]e \
gliclazid,
glimepirid
Glinide /Ivs CEu ] Moderat & S & }vSE Jv ] S Oral
Repaglinide %otv E Jvep(] ] vee Z %

Nateglinide  Glicemie
%0 } * S % E
Crescut & S & Hipoglicemie Injectabil



/vepolv Mare %olv E >]%} 1°SE}(] § s.c/Inhalator
Z]% ESE}(]

Glicemie
I o t

Jvepol]v

Glicemie

%o} S %o E

t Jvepo

% E Vv ]o

Neutru 2 &  Efecte adverse Injectabil
Analogi de Mare % }v (E gastrointestinale
uColv Glicemie ~PE ® UA E-
Pramlintide %o} *S %o E
Beneficiu Neutru & S & Edeme Oral

Tiazolidindio Mare % }S ve] o %o}tv & /veu(] ] v@ ]
ne Glicemie S E}* o E ~@& S v Fracturi
Pioglitazona %o} S %0 E de fluide)  Cancer vezical

Tabel 1.Antidiabeticele orale, n e, QVXOLQLFH UL LQVXOLQD
2EVHUYD LH 8QHOH FODVH WHUDB X XRIORAHF XBDPHD G RQ LQGEID 1 FFIODIMVH WHUDSHXWLFH QX VXQW GLVSR

1. Monoterapia

7HUDSLD GH OLQLD vQWkL HVWH UHSUHJ]HQWDW GH PHWIRUPLQ U[HRINXUL H[MWERg
Acestea vor fi aplicate de la momentul diagnosticului DZ tip 2.

ORQRWHUDSLD SUHVXSXQH SH OkQJ PRGLILFDUHD VWLOXOXL GH YB@®M5 ddJHGXFH
PLQXWH ]JL UL UHGXFHUHD FRQ VW@ X WRXBIXQDF DI KX LW WWBONVPDHPWHE)AV X O FX PHWIRUPLQ

SHQWUX D PLQLPL]D ULVFXO UHDF LLORU DGYHUVH OD PHWIRUPLQ VUWors'/DPHQW
PD[LP WROHUDW

(ILFLHQ D WUDWD P H Q WrKiedal §eHSH QROHP] OoXWU GH OD LQL LHUHD WUDWDPHQWX



'DF PHWIRUPLQ QX HVWH WROHUDW VDX HVWH FRQWUDLQGLFDW vVvirSGUIDFLSLX
sau inhibitor DPRP4, SU (sulfonilureice) sau tiazolidindione (agonvVL 33$5LRJOLWD]RQ - VDX BEHVIWH FD]XU
SUHIHU XQ LQKLELWRU 6*/7-4¥%dXinXAQ GLIOQKDODBLWBBHLHX@ LL FX REH]J]LWDWH L OD F
KLSRJOLFHPLH DJRXXL WUHEBEXISH XWLOL]D LILEDH@GDFEBQGLULUDFX 'HFLXLD -SULYLQC
KLSHUJOLFHPLDQWD XWLOL]DW FD PRQRWHUDSLH WUHEXLH V LQ FRQMDXH H[L)
FRQIRUP SURWRFROXOXL SHQWUX PROHFXO UHVSHFWLY

'DF QX VH RENHYDOMM¥MOLFH vQ FRQGL LLOH XQHL DGHUHQ H GL FRPSOLDQ H EXQ
FRPELQDW

2. THUDSLD FRPELQDW
7TUDWDPHQW FRPELQDW FX DGPLQLV-WUDUH RUDO VDX WHUDSLH FX $5 */3

Dubla terapie:

IQ DFHDVW HW®D$D WMDPHIH¥XOXL GH DVRFLHUH VH YD IDFH OXkQG vQ FRQVLGHU
VFRQWDWH ULDDOXYWRKVQQXRWWUROXO JOLFHPLF FXPXOXO GH IDFWRUL GH ULVF
FDUGLRYDYVFXWDQMHO LFRRDMA B

A. /D SDFL&BQVMHPQH VXJHVWLYH GH ULVF vQDOW YKUVWD - DQL oL KLSHUWURIL
FDURWLGLHQH VDX DOH DUWHUHORU PHPEUHORU LQIHULRDUH! VDX %&9%6
COLQLF %&5 ERDOD FURQLF GH ULQLRK prionitate casele@nediceimentéleau efed be@GdfiDdovedit
asupra riscului cardioY DVFXODU uL FX EHQHILFLL UHQDOH GRYHGLWH

$FHVWH HIHFWH DX IRVW GHPRQVWQDRDW B JJRHQWUIKX IQKHFIHSRWRIULORYU *A3
'H DVHPHQHD LQKLELWRULL 6*/7 VXQW GH SUHIHUDW OD SDFLHQ LL FX LQVXILFLI
/ID SDFLHQ LL FX ERDO UHQDO FURQLF LQFOXVLY FX UDWD GH ILOaUWBPUH JOR

preferat2 vQ SULPXO UkKkQG LQKLELWRULL 6*/7 GDF QX H[LVW FRQWUDLQGLFD LL SH
GDWRULW HIHFWHORU GRYHGLWH GH SURWHF LH OD QLYHO UHQDO WDEOH



Fig. 4a OHGLFD LD KLSRJOLFHPLDQW vQ WUDWDRE QWP H VIXBHWWOXH [OHK UL W WL
PDQLIHVW FOLQLPERE&S VD HdJJgbQHidddifiCat dup [2].

JHIHQG

%HQHILFLX &9 GRYHGLW L@QWHWHGR @G UHWYULRURMURD YW LQGLFD LH SHQWUX UHGXFHUHD HYHQLPHQWHORU &9

6H YD LQH FRQW GH IDSWXO F LQIRUPD LLOH GH SUHVFULHUH BGEHUGHFDBHH)IBQW G&IQ FIDHQV H ir@iEpaIERFReHantia )X QY i @HDUDBIC
LQL LHUHD L FRQWLQXDUHD WUDWDPHQWXOXL

(PSDJOLIR]LQ FDQDJOLIR]LQ L GDSDJOLIR]LQ DX GHPRQVWUDW D P H @dnRglifexid Kbt dig&poriibile HaBeXpFint ¢bRctBW RibtidNdiBl L % &5 vQ FI
VWXGLXO &5('(1&( LDU SHQWUX 'DSDJOLIR]LQ GDWH SULYLQG RELHFHNLYXO SULQFLSDO GH WLS LQVXILFLHQ FDUGLDF GL

,QVXOLQD GHJOXGHF VDX LQVXOLQD JODUJLQ 8 D GHPRQVWUDW VLIJXUDQ &9

'R]D UHGXV SRDWH IL PDIPELGH WR OHNIDG D\B HVIQ FVMIMLQ D HIHFWHORU &9

, 5> HOHYDQWH RULFKkQG DFHVWHD GHYLQ FRQVLGHUD LL FOLQLFH QRL LQGLIHUHQW GH PHGLFD LD KLSRJOLFHPLDQW GH IR



6H RSWHD] SHQWUX 68 GH JHQHUD LH PDL QRX vQ YH@HGHBRMMHIKEFEHWHLVULUXEDROQX L EOHVKPER DL AXPLHB3JOLPHSLULG
,QVXOLQD GHJOXGHF JODUJLQ 8 JODUJLQ 8 GHWHPLU LQVXOLQ 13+
8. Semaglutid>liraglutid>dulaglutid>exenatid>lixisenatid
'DF QX HRRWELFKR W L VSHFLILFH I U ERDO &9 PDQLIHVW FOLQLF ULVF UNMGRVLGND KL YDXRQEHRELNYWL R WHIDUDHNDH FRXH N
FRUSRUDO
6H DX vQ YHGHUH RRVNVMOXRUW O/ PHGLFBPHULL L UHJLXQLL
$FWXDOL] ULOH UDSRUWXOXL GH FRQVHQV GLQ VXQW LQGLFDWH FURPDWLF FX PDJHQWD

%&9%6 ERDO FDUGLRYDVFXODU DWHURVFOHURWLF )(96 IUDF LH GH HMHF LH D YHQWULFXOXOXL
6WkQJ &9 FDUGLRYDVFXODWHQW WI9BX OLUE IMUMKWRIIL H& ) (U LQVXILFLHQ

&DUGLDF FX IUDF LH GH HMHF LH {FHIGIPWLQE&KHS X WIDFHRWHY DOEXPLQ

68 VXOIRQLOXUHH 7=' WLD]JROLGLQGLRQ

B. /D SDFHHXQ VHPQH VXJHVWLYH GH ULVF vQDOW VDX % &9% & WHRD OP CFPLU 6  RVY DRVCHX
ERDO FURQLF GH ULQLFKL 0L, gt 3s@®R K LIHAWIQY H FEDUGL MU HE XL H ridcdiDd® XDWH U
KLSRJOLFHPLH UHGXFHUHD JUHXW OLL FRUSRUDQHXGHFABNV W X0OUMBXLBIF¥HWYXOI [
PHGLFD-KHSBDQYMILFHPLDQWH DVRFLDW OD PHWIRUPLQ

/D S DF L Hi§k drdscEtXle hipoglicemie WUHEXLH OXDW vQ FRQVLGHUDUH DVRFLH#dAdgdmstRX XQ LQ
receptorilor GLP1 sal agmist PPAR (Figura 4b).



Fig. 4o OHGLFD LD KLSRJOLFHPLDQW vQ WUDWDREQWHKPQE LWDXHWX\OXIH ]G KDWIDWF WQE
ERDO FDUGLRYDVFXODU DWHURVFOHURWLF PDQLIHVW FOLQLF %®&5OBRMOLH F

este absouQ HFHVDU V VH PLQLPL]H]H L QCFERSB®D D AddBHRHBAAR@RIugH2].

IJHIHQG
%HQHILFLX &9 GRYHGLW vQVHDPQ F vQ LQIRUPD LLOH GH SUHVFULHUH H[LVW LQGLFD LH SHQWUX UHGXFHUHD HYHQLPI
6H YD LQH FRQW GH IDSWXO F LQIRUPD LLOH GIR SHRVEKQHHUB DOWDOL6F/YQS MR QW GELIHWHIUH G HHQDY vQ SDUWH GLQ S

LQL LHUHD L FRQWLQXDUHD WUDWDPHQWXOXL
(PSDJOLIR]ILQ FDQDJOLIR]LQ L GDSDJOLIR]LQ DX GHPR®YWDDBW X00P # 92 R UDHIHWD U, FD QBIBAKA R UHD VSXUFRWN UGHWIR Q®BRERIEOH GELC

VWXGLXO &5('(1&( LDU SHQWUX 'DSDJOLIR]LQ GDWH SULYLQG RELHHNLYXO SULQFLSDO GH WLS LQVXILFLHQ FDUGLDF GL

4. Insulina degludec sau insulilbfODUJLQ 8 D GHPRQVWUDW VLJXUDQ &9
'R]D UHGXV SRDWH IL PDL ELQH WROHUDW GH L HVWH PDL SX LQ VWXGLDW vQ SULYLQ D HIHFWHORU &9

, 5 HOHYDQWH RULFKkQG DFHVWHD GHYLQ FRQVLGHUD LL FOLQLFH QRL LQGLIHUHQW GH PHGLFD LD KLSRJOLFHPLDQW GH IR
6H RS®HPWUX 68 GH JHQHUD LH PDL QRX vQ YHGHUHD UHGXFHULL ULVFXOXIDRRHM KLSRIJOLFHPLH JOLPHSLULG D GHPRQV\

7. Insulina degludec/glargin U300 <glargin U GHWHPLU LQVXOLQ 13+

8. Semaglutid>liraglutid>dulaglutid>exenatid>ligisatid



'DF QX HRRWELFKRW L VSHFLILFH I U ERDO &9 PDQLIHVW FOLQLF ULVF UHGRVLGD KL YRR QEHIEILRYW.L FRWHEDUDHNDH FRIXH

FRUSRUDO
6H DX vQ YHGHGL FBRMWXWHORW VSHFLILFH ULL L UHJLXQLL
$FWXDOL] ULOH UDSRUWXOXL GH FRQVHQV GLQ VXQW LQGLFDWH FURPDWLF FX PDJHQWD

%&9%6 ERDO FDUGLRYDVFXODU DWHURVFOHURWLF )(96 IUDF LH GH HMHF LH D YHQWULFXOXOXL
6WkQJ &9 FDUGLRYDVFXWODRILH ¥YBQWUHLBEXODU VWKQJ ,&)(U LQVXILFLHQ

&DUGLDF FX IUDF LH GH HMHF LH {FHGIDPWLQE&KHS X WIDFHRWKY DOEXPLQ

68 VXOIRQLOXUHH 7=' WLD]JROLGLQGLRQ

IQ PRG VLPLODU DJRQL WLLLQHEEBWRWUILIORY 7/BV $QWLBE HOREK GHDEHW ]DKDUDYV
UHGXFHUHD espe urusdidbiaciwintportant (Figura 4c).



Fig. 4c OHGLFD LD KLSRJOLFHPLDQW vQ WUDWDRHQWKPQGE LDX HIWXNOLXYLH ] B KDWIDW¥F WQ E
ERDOUCHAHIRYDVFXODU DWHURVFOHURWLF PDQLIHVW FOLQLF %&5 ERDIXID FRURQI

este absouQHFHVDU V VH PLQLPL]H]JH FUHUOWHUHD vQ JUHXWDWBERLXG VU NddpB@QRPRG H
Gmnodificat dup [2].

IHIHQG

%HQHILFLX &9 GRYHGLW vQVHDPQ F vQ LQIRUPD LLOH GH SUHVFULHUH H[LVW LQGLFD LH SHQWUX UHGXFHUHD HYHQLPI

6H YD LQH FRQW GH IDSWXO F LQIRUPD LLOH GH SUHDFDOWWH DG L6O/NH LEUGHLIQWF BUHHDHHOM GB SDWIRWHBHGLRQIHKQFW C
LQL LHUHD L FRQWLQXDUHD WUDWDPHQWXOXL

(PSDJOLIR]ILQ FDQDJOLIR]LQ L GDSDJOLIR]JLQ DX GHPRQVWU D/DT.PeénttdarayliiinsDnt disponibileHtigte prikird o iecBvulpdndipaV rekbLdifio & 5 vQ FI
VWXGLXO &5('(1&( LDU SHQWUX 'DSDJOLIR]LQ GDWH SULYLQG RELHMHNLYXO SULQFLSDO GH WLS LQVXILFLHQ FDUGLDF GL
4. Insulina degludec sau insulina glargin U1® GHPRQVWUDW VLJIJXUDQ &9

'R]D UHGXV SRDWH IL PDL ELQH WROHUDW GH L HVWH PDL SX LQ VWXGLDW vQ SULYLQ D HIHFWHORU &9
, 5 HOHYDQWH RULFkQG DFHVWHD GHYLQ FRQVLGHUD LL FOLQLFH QRL LQGLIHUHQW GH PHGLFD LD KLSRJOLFHPLDQW GH IR

6H RSWHD] GHH QM@U®8 LH PDL QRX vQ YHGHUHD UHGXFHULL ULVFEXOXL GH KLSRJOLFHPLH JOLPHSLULG D GHPRQVWUDW

,QVXOLQD GHJOXGHF JODUJLQ 8 JODUJLQ 8 GHWHPLU LQVXOLQ 13+
8. Semaglutid>liraglutid>dulaglutid>exenatid>lixisenatid

9.DDF QX H{PRWEIF®LW L VSHFLILFH | U ERDO &9 PDQLIHVW FOLQLF ULVF UHWGRVLGND KL S/MXRQREHRELYWL FFRIWHIDUDHADH FRXH N
FRUSRUDO

6H DX vQ YHGHUH FRRWMSIHFH IRAB L FWDIPIH QWHOILXQLL
$FWXDOL] ULOH UDSRUWXOXL GH FRQVHQV GLQ VXQW LQGLFDWH FURPDWLF FX PDJHQWD

%&9%6 ERDO FDUGLRYDVFXODU DWHURVFOHURWLF )(96 IUDF LH GH HMHF LH D YHQWULFXOXOXL
6WkQJ &9 FDUGLRYDVFXODUWULFS®ODUKLSWHQYURIKH(YVHQQVXILFLHQ

&DUGLDF FX IUDF LH GH HMHF LH {FHGDOWLQEKHS X WIDFHRWKY DOEXPLQ

68 VXOIRQLOXUHH 7=' WLD]JROLGLQGLRQ

S8WLOL]DUHD VXOIRQLOXUHHL FD UL HWDS GH L QWddQngunul & uihéht Bl unoodd iiiddiBtH Q W X O X
redus DU WUHEXL ULJXURV UHHYDOXDW GLQ SHUVSHFWLYD ULVFXOXLJXHIXQSRJOL
FDUGLRYDVFXODUH GRYHGLWH 0L DO HSHIH WYHLPBQ GRUHWHP 8 HI IL @WDX ODLFEF H RLW X D I/



Fig.4d OHGLFD LD KLSRJOLFHPLDQW vQ WUDWDRBHQWK®QE LDEHWX\OXIH ]G KDWIDW WQE
ERDO FDUGLRYDVFXODU DWHURVFOHURWLF PDQLIHYW& FOQQX A FWE QO BRREDUDEH B
costul este un factor major D E R U G D U H dapgtbQcHinddifiCat dup [2].

JHIHQG

%HQHILFLX &9 GRYHGLW vQVHDPQ F vQ LQIRUPD LLOH GH SUHVFULHUH H[LVW LQGLFD LH SHQWUX UHGXFHUHD HYHQLPI
2.6H YD LQH FRQW GH IDSWXO F LQIRUPD LLOH GH SUHVFULHUH DOH ILEFDUSUNHIHQW v&L SDUHQHHGER S ROQRF W HIH XYQHHS B D HD D
LQL LHUHD L FRQWLQXDUHD WUDWDPHQWXOXL
3.EmpaglifR]LQ FDQDJOLIR]LQ L GDSDJOLIR]LQ DX GHPRQVWUDW DPHOLRUD UH D in &untldidgpchiBidé BateoHvnd Dhbldetivul tprintipaLredakdin vQ FD G U X
studiul CREDENCE, iar pentru Dapaglifozin date privind obiectivllpQFLSDO GH WLS LQVXILFLH®F FDUGLDF GLQ VWXGLXO '$3%

,QVXOLQD GHJOXGHF VDX LQVXOLQD JODUJLQ 8 D GHPRQVWUDW VLJXUDQ &9

'R]D UHGXV SRDWH IL PDL ELQH WROHUDW GH L HVYWH PDL SX LQ VWXGLDW vQ SULYLQ D HIHFWHORU &9
, 5SHOHYDQWH ROHNHAQGFRFRHNWBHDD LL FOLQLFH QRL LQGLIHUHQW GH PHGLFD LD KLSRJOLFHPLDQW GH IRQG

6H RSWHD] SHQWUX 68 GH JHQHUD LH PDL QRX vQ YHGHUHD UHGXFH&L VIURNMFX@®XEXGH3IBLSRIJOLFHPLH JOLPHSLULG D Gt
7. Insulina degludec/glar@® 8 JODUJLQ 8 GHWHPLU LQVXOLQ 13+
8. Semaglutid>liraglutid>dulaglutid>exenatid>lixisenatid



'DF QX HRRWELFKRW L VSHFLILFH I U ERDO &9 PDQLIHVW FOLQLF ULVF UHGXV GH KLSRJOLFHPLH L HYLWDUHD
&UH WHULL vQ JUHXWDWHQ@XHRRWELER WR ULWDWHODWH FX JUHXWDWHD FRUSRUDO

6H DX vQ YHGHUH FRVWXULOH PHGLFDPHQWHORU VSHFLILFH ULL L UHJLXQLL
$FWXDOL] ULOH UDSRUWXOXL GH FRQVHQV GLQ VXQW LQGLFDWH FURPDWLF FX PDJHQWD

%&9%6 ERDO FDUGLRMDRWAI®DU) (DN HWHOWFOH GH HMHF LH D YHQWULFXOXOXL

6WKkQJ &9 FDUGLRYDVFXODU +96 KLSHUWURILH YHQWULFXODU VWkQJ ,&) (U LQVXILFLHQ
&DUGLDF FX IUDF LH GH HMHF LH {FHGIOWLQE&KLE X WIDFHRWHY DOEXPLQ

SU = sulfoniluree; TZD =tiazdl GLQGLRQ

/ULSO WHUDSLH

(VWH UHFRPDQGDW OD SDFLHQ LL FDUH QX DWLQJ LQWHOH JOLFHPapRHULQGLYL
PHWIRUPLQ vQ WRDWH FD]XULOH FX H[FHS LD FRRMIUPULMPGIL 5B IDIFO RXUQ HL GILORH. \@
clase terapeutice: inhibitori SGLT2, inhibitoriDPP DJRQL WL DL U-H mHilSteViRéJdlf@IROX FER3 L G D ] DFDUER] L
PPAR UL VXOIRQLOXUHH YH]L4¢HKIEHRI)HOH GLQ ILIXULOH

IQDFHDVW HWDS DOHJHUHD PHGLFD LHL GH DVRFLHUH WUHEXLH V @&speceD]H]H S
principiile generale de asociere a medicamentelofrapdirglicemiante. (tabel 2,3)

'H DVHPHQHD HVWH LRRYMOHIIM O VRIFLHIEFHD DWXQFL FKkQG HVWH SRVLELO D PH
KLSHUJOLFHPLDQWH FX DF LXQH VLQHUJLF G H-4HVETOA ihhibitoQICLEA MAGOUiSEG LLE; LQKL
MET + agonist PPAR + agonist GLP1) vQ FRPELQD LLOH SHUPLVH GH SURWRFRDOHOH vQ YLJRDU

IQ FD]XO GXEOHL UL WULSOHL WHUDSLKLBHDOGLRPHWPLOIQWUHHEHGW LEHBRFBIPGI) WIH \
YHGHUH FX SULRULWDWH GDWRUER/P S®@ISDF MX QX LDSRHUWQYHEHS BB HHWQHWAOHRDU OD WU






: asocieri permise conform protocolului pentru molecula/produsul respectiv
DVRFLHUH SRVLELO GDU DWHQ LH OD UHGXFHUHD GR]HL SUHFDX LH OD PRGLILFDUHD GR]HL

:asocieiSRVLELOH GDU vQ ED]D SURWRFROXOXL GH ERDO GL D SURWRFROX®@XIL SQRIG 8V RF®X\H GWIHEUHW QW) RD
FRPELQD LH DVRFLHUH PHGLFDPQWRDVD vQ GR] IL]

DVRFLHUH PHGLFDPQHQWRDYGDMW SRVLELO UL QHUHFRP

Tabel 2. Asocieri terapeutice ale protocoalelor de terapie aflate in vigoare.



Tabel 3. Terapia v§] ] SJv (pv oRFGe, adaptafimodificat dup [4]
J PHGLFD LH SHU[ V PHGLFBVWUSRURLY FX D iV WRHIGIDF G R]#H IQ SUHFBR DG DW

INSULINOTERAPIA

/ID SDFLHQ LL FX GLDEHW ]DKDUDW GH WLS WUDWDPHQWXO FX LQVXWOLYQ HXVWH

LOQVXOLQ FX LOQOMHF LL PXOWLSOH VDX DGPLQLVAUD UWWICERXW.D Q@WH FRVRERIULH XV L
FXSODWH VDX QX FX VLVWHPH GH PRQLWRUL]DUH FRQWLQX D JOXFR]JHL

/ID SDFLHQ LL FX GLDEHW (|DKDRIDYW GH MAWXOVR SWHWHRW LMD LVFXOXL PDL VF [ XW

'LDEHWXO ]DKDUDW GH WLS HVWH R DIHF LXQH SURJUHVLY $JUD Ydeluldldd W X O E X

betaSDQFUHDWLFH HVWH XUPDWW GHS@/DYRLD WHDIWWNWHHIMWM KIPDWWH. QFOXVLY LQL LH

8.3'6 vQ PRPHQWXO GLDJQRVWLFXOXL SDFLHQ LL FX '"=-WHOXODUHLQWWRULRGXH
FHOXODU FRQWLQX V UVUBWG GHURIURYILFDRX R SH DQ I1Q FRQVHFLQ PDL GH

semnificativ al bolnavilor cu DZ tip 2 devin insum@Q HFHVLWDQ L PDL DOHV GDF VX¥rexagogeodefip WH PH
VXOIRQLOXUHH vQ BVRPHOXMUL GH SVH BX U

, ,QGLFD LL SHQWUX LQL LHUHD WHUDSLHL FX LQVXOLQ

vQ WUDWDPHQWXO GLDE
'LDEHW QRX GLDJQRVWLFDW FX RS LXQHD GH D UHYHQL OD DOJRULWPXO GH

o *OLFHPLHJ3 GO PPRO O FX SUHJHQ D VLPSWRPHORU GH KLSHUJOLFHP|

,QHILFLHQ D UHJLPXOXL WHUDSHXWLF | U LQVXOLQ YDORDUHD +E$ F GHS
terapiei norfarmacologice)

6WUHV PHWDEROLF ni2iir Xcuf, infa@@t khiecdrdic doW, Gétident vascular cerebralteécesar tranzitoriu de
LQVXOLQ

&RPSOLFD LL DFXWH FHWRDFLGR] GLDEHWLF
Pre, intra, postoperator
- 6DUFLQ uL ODFWD LH

VWDUHD KLSHUJOLFHPLF KLS

., ,QGLFD LL SHOWD WWERKOISAEHD DQWLKLSHUJOLFHPLDQWH GH OD WUDWDPHQW F:
asociere cu un agonist al receptoriior GLP OD R VWUDWHJILH FRPELQDG/MDFF D OHFHPROXG B K@H QO IE®R



- +LSHUJOLFHPLHRGR@Q@WDWX OD PDL PXOWH GHWHUPLQ UL JOLFHPLL uL VD
individualizat); si

- IQFHUF UL OLSVLWH GH VXFFHV GH D HOLPLQD FDX]J]H SRWHQ LDOH GH KLSHU

(URUL vQ GLHW

Nivel redus de activitaté L ] L F

8WLOL]DUH QHUHJXODW D PHGLFDPHQWHORU DQWLGLDEHWLFH RUDOH L

,QIHF LL

'RIJH QHFRUHVSXQ] WRDUH GH BQWLGLDEHWLFH RUDOH $5 */3

iQ JHQHUDO VvQDLQWH GH LQL LHUHD WHUDSLHL FX LQWRGILRR) &BFUBFRFFIMDGQ X VD

XWLOLROWWHIDNMW DQWHULRDU

O 0O O0OO0Oo

,QGLFD LL SHQWUX LQL LHUHD WHUDSLHL FX LQVXOLQ LQGLIHUHQW GH QLYHC
- 6DUFLQ
- Diabet autoimun latent al adultului (tip 1/LADA);
- 'LDEHW DVRFLDW FX ILEUR] FKLVWLF
- Ceraea pacientului, din motive rezonabile.

/ID SDFLHQ LL VXSUDSRQGHUDOL VDX REH]L FX /$'$ HVWH EHQHILF XWLOL]DUHD P

,9 ,QGLFD LL SHQWUX WHUDSLD WHPSRUDU FX LQVXOLQ
- Decompensarea controlului glicemic de cauze tranzit&tiQ IHF LL WUDXP WHUDSLH FX JOXFRFRUWLI
- Proceduri chirurgicale;
- AVC;
- ,QWHUYHQ LH FRURQDULDQ SHUFXWDQDW 3&,
- Sindrom coronarian acut;
- $OW DIHF LXQH DFXW FDUH QHFHVLW LQWHUQDUH vQ VHF LD GH WHUDSLH 1

V. Algoritmul tratamentuXL FX LQVXOLQ vQ GLDEHWXO J]DKDUDW GH WLS ILIXUD

Figura 5: Intensificarea tratametului injectabildAptat Gmodificat dup [2].



IXD L vQ FRQVLGHUDUH-DO® JHQEDLH@H. $IHIHULQ D SDFLHQWXOXL UHGXFHUH
VDX IUHFYHQ D DGPLQLVWU ULL LQMHF LLORU 'DF HIVWiNSitHJWHADWAit% &9 OXD L v
)'& FRPELQD LH vQ GR] DJRQI5VW3DO UHFHSWRULORU SHSWLGXOXL DVHP Q WR
VKQJH WiERQ3VDWLYHO DO JOXF R]Hjew®PSQyicvhie pdstilF R Q GLIVD



Tratamentul cu insulin  ED]D O
(VWH UHFRPDQGDW FD SULP PRGDOLWDWH GH LQL LHUH D WHUDSLBAZ, l&Fcard QV XO L
WHUDSLLOH DQWHULRDUH QX SHUPLW DWLQJHUHD UL PHQ LQHUHD LQWHORU JOLI
6H UHFRPO®QYXGOLQ FX GXUDW OXQJ GH DF LXQH 13+ VDX DQDORJ GH LQVXOLQ |
GDW SH ]JL
- KLSHUJOLFHPEHDEBPWQIOWOWOUDUH VHDUD XWLOL]J]DUHD DQDORJLORU FX C
hipoglicemie ncFWXUQ VHYHU
- KLSHUJOLFHPLH ED]D®DGPBRLWWRIDUH |GOPLQHD D OXD L vQ FRQVLGHU
GXUDW VFXUW UDSLG GH DF LXQH-GDBQGHIREVHUY KLSHUJOLFHPLH SI

1Q FD]XUL VHOHFWDWIHHLFFE A Q QX QIHY HD \RMWDBXOW vQWKU]JLDW OD SDFLHQ L FX
LQWD WHUDSHXWLF LQL LHUHD WHUDSLHL FX LQVXOLQ SUHPL[DW RSDIXX@H UD:

WHUDSHXWLP SPBLHXDHY WHODWLY WLQHUL FX VSHUDQ PDUH GH YLD 1Q SUH]I

VXSHULRULW LL HILFDFLW LL L VLJXUDQ HL WUDWDPHQWXOXL FXum®nmotd@sLQ SUH

CUIQVXOLQ WUHEXLH | FXW vQ PRG LQGLYLGXDO OXkQG vQ FRQVLGHUDUH SUHIHL
1. 'R]D LQL LD® HVQLAV L NJ VDX XQLW L

2. /ID SDFLHQ LL WUDWD L FX LQVXOLQ PHGLFLRNGIWWOHLDGWIHK IHPDHH \@ HF HQRU

FRQIRUP LQGLFD LLORU DSUREDWH VL LQ FRQIRUPLWDWH FX SURWRFROXO ILI

fUDWDPHQWXO FX PHWIRUPLQ WUHEXLH FRQWLQXDW OD WR L SDFLHQ LI

- 1Q FD]XO BDFUYMUDBRQGHUDOL VDX REH]L VH SUHIHU WHUDSLD FRPEL
WHUDSLD SH ED] GH L Q4ddHagbhigt HI receptdrildt GMR U '3 3

- 1Q FD]XO SDFLHQ LORU FX JUHXWDWH FRU S &sbciz@a cQ ®RdulRblree. SRDWH 1L OX

3. &RQWUROXO JOLFHPLHL WUHEX#%H]IHOYHD OKX VW USHWRH B LY DEGVBHW. 0Q AR OHL LT
UH]XOWDWHOH REQLOWMRKRWVWH]|OD DDXWARLFHPLHL SkQ OD VWDELOLUHD FRQWUROX!

4. 'DF QHFHVODQXOGH LQVXOL® BOYDW HWWHI!IU RE LQHUHD FRQWUROXOXL JOL
SRDWH OXD vQ FRQVLGHUDUH LQWHQVLILFDUHD WUDWDPHQWXOXL FX PL[WX
asemenea, seRDWH OXD vQ FRQVLGHUDUH DVRFLHUHD LQVXOLQHL FX GXUDW OXQ.
FX LQVXOLQ FX GXUDW VFXUW GH DF LXQH D QD OR theSeHregi baz@usQterdple DF L X G
LOQWHQVQYXPXQ 7UHEXLH OXDW vQ FRQVLGHUDUH VQWUHUXSHUHD PHGLFDF



5. 'DF VH XWLOL]HD] GR]H JLOQLFH FUHVFXWH GH LQVXOLQ ! XOQl#reL LQG
FDX]JHOH WHQIVWHWXBLQ L ULVFXO GH UHDF LL DGYHUVH 6H UHFRPDQG VQFlI
SULQ DGPLQLVWUDUHD GH LQVXOLQ vQ SHUIX]LH FRQWLQX VXEFXWDQDW VL

Tratamentul intensLY FX LQVXOLQ

TUDWDPHQWXO LQWHQVLY FX LQVXOLQ DUH OD ED] SULQFLSLL VQPXODQ HWIX VBRI
&6,, SRPSD GH LQVXOLQ

L 3BULQFLSLLOH WHUDSLHL LQWHQVLYH FX LQVXOLQ
- Auto-monitorizareJ O L F HIRIORQ L F

- Auto-ajustarealozelorde L Q V Xs@uadpninistrarealozelorsuplimentarade L Q V XVOQX@ Felvadorile glicemiei,necesarul
energetic lactivitateal L] L F

- Definirea H[ D BVslorilor L QaM/glicemiel;

- (GXFDVHL D S HQOWN@D DGRH F Yo areapacientului;

- PosibilitateaF R Q W babité¢a¥dhipeiterapeutice;

- | @iabetulzaharatetip 2, CSll cupompade L Q V X@dst@o abordareWw H U D Sl XYW\ E Q

I. $OJRULWPXO WUDWDPHQWXOXtL FX LOQMHF LL PXOWLSOH FX LQVXOLQ

- $QDORJL GH LQVXOLQ FX GXUDW VFXUW GH DF LXQH VDX FX DF LXQH UDSLG
L

- ,QVXOLQ 13+ VDX DQDORJ GH LQVXOLQ FX GXUDW OXQJ GH DF LXQE SHQWU
FXOFDUH L VDX GLPLXQUID ®H BLXEDMWHDKDUDW GH WLS FX QLYHOXUL QRUPD
DGPLQLVWUDUHD LQMHF LLORU FX LQVXOLQ DQDORJ GH LQVXOLQ FX GXUDW

mn. $0JRULWPXO WHUDSHXWLF GOXONV® XWLOL]JHD] SRPSD GH LQ

TUDWDPHQWXO FX SRPSD GH LQVXOLQ WUHEXLH PRQLWRUL]DW vQ FWQ@WIUB W X G4
SDFLHQ L FX GLDEHW ]DKDUDW GH WLS L DOWH IRUPH ¥SHFLILFH GH GLDEHW G
1. ,QGLFD LL
a 1HFHVDU GH LQVXOLQ vQ GR]JH PLFL GH H[ OD FRSLL
b. Episoade recurente, imprevizibile de hipoglicemie;
c. /LSVD LGHQWLILF ULL KLSRJOLFHPLHL
d 6WLO GH YLD GH]JRUGRQDW L PHVH QHUHJXODWH



e. +LSHUJOLFHPLH PDWLQDO

f. Diabet zaharat pred HV W DGLLRIQIL@® GH FRQWURODW FX PXOWLSOH LQMHF LL FX LQV.

g 3UHIHULQ D SDFLHQWXOXL GDF VXQW DFFHSWDWH FRVWXULOH DFHVWXL
2. &RQWUDLQGLFD LL

a. 1LYHO LQWHOHFWXDO HGXFD LRQDO VF |XW DO SDFLHQWXOXL

b. &RPSOLDQ UHGXV OD WUDWDPHQW

c. ) U SRVLELOLWXDWRN\EQDAM ERQVSHFLDOL]DW

$QDORJLL GH LQVXOLQ

7TUDWDPHQWXO GLDEHWXOXL |DKDUDW FX LQVXOLQH XPDQH HVWH PDQVSOOLQH LHkW
L GDWRULW F LL GH DGPLQLVWUH®@ HWMRDHXOURASDUBWHROMNVOGRDW VXYW XPDQ ¢
de la minim cu 15 minute PLQXWH vQ IXQF LH GH SUHSDUDW LQWHUYDO DGHVHD QHUI
FRQYHQLHQ D L FRPSOLDQ D nedatiw ashpvéd bdatrb@ W mdiabolkicROg Ademen@a,Hariabilitatea, riscul crescut
GH KLSRJOLFHPLH vQ VSHFLDO QRFWXUQ L Fk WLJXO SRQGHUDO VXQW QHDM
WUDWDPHQWXO DJUHV LtélorgligeMieeGHUHD RE LQHULL LQ

&X VFRSXO GHS LULL DFHVWRU OLPLW UL DOH LQVXOLQHORU XPD ikl lobde IRVW G

DF LXQH VXQW UDSL]L SUDQGLDOL ED]J]DOL L SUHPL[D L FX DF LXQH GXDO

$QDORJILL GH LQAVQAHLY MEXE®WFR DVSDUW JOXOL]LQ LQGLIHUHQW GH ORFXO LQM
FRQFHQWUD LH PD[LP FUHVFXW LQVWDODW UDSLG L R GXUDW GH DF LXQH PDL
Ca atare, oricareanalo UDSLG WUHEXLH DGPLQLVWUDW vQ JHQHUDO LPHGLDW vQDLQWH G
ILLPHGLDW GXS PDV

De asemenea controlul glicemieipcBStUDQGLDOH HVWH VvVPEXQ W LW FX ULVF VFREKWXGI KLSRJOLF

$QDORJLL GH LQVU®OWUQLE@D]BAWHPLU GHJOXGHF RIHU FRQWUROXO JOLFHPLHL E
GH DF LXQH 9DULDELOLWDWHD L ULVFXO GH KLSRJOLFHP$6&DORIWLVEDDWH 8@ W R
DWKW vQ WLSXO GH GLDEHW FKkW L vQ WLSXO DWkW bQud).PerEl QdDlinatieeXirs'2 Fk\
DYDQWDMXO DVXSUD Fk WLJXOXL SRQGHUDO IV XROV WD IGIHPIRW WA SD W EWR QVWDQW vQ

$QDORJILL SUHPL[D L GH LQVERRQQL Q PWR®P IXQXHOBIXBVO UDSLG OLVSUR UL UHVSHFW
UHVSHFWLY DO WXUL GH LQVXOLQD FX DF LXQH SUHOXQJLW  3UHtuHgid) DQDOR
FX FRQFHQWUD LDDBD@EAPSHWLUQKNQGA DGPLQLVWUDUHD PDL DSURDSH GH PDV vQ
FRPSRQHQWD SUHOXQJLW DVLIXU R GXUDW GH DF LXQH GH GH RanklogiPLPkQG
SUHPL[D L SRWWLVIRWRBXQ DH GLDEHW FkW L vQ WLSXO FX VDX 1 U $'2 vQ FR



,QL LHUHD LQVXOLQRWHUDSLHL FX DQDORJL GH LQVXOLQD
,QL LHUHD LQVXOLQRWHUDSLHL FX DQDORJL GH LQVXOLQ DWkWal@WRM®EHWXXUP
GHFL]LHL DFHVWXLD ED]DW SH HYDOXDUHD FRPSOH[ D SHUVRDQHL FX GLDEHW ]

6FKLPEDUHD WUDWDPHQWXOXL LQVXOLQLF GH OWH LIQ¥VXOGE HKWE BHDG DRXOM RL L
UHFRPDQGDW D VH URDOWMAD tQ XUP WRDUHOH
1. La persoanele cu diabet zaharat la ealelibrul metabolic Q X HVWH RE LQXW vQ FLXGD XQXL VWLO GH YL
L DXQHL FRPSOLDQ H FUHVFXWH OD WUDWDPHQW

,Q FRQGDUWLDEH OLW IFWHVIFXW HBAMRT XPH@WILGD XQXL VWLO GH YLD DGHFYDW L
3. In caz ddnipoglicemi UHFXUHQWH GRFXPHQWDWH VDX DVLPSWRPDWLFH vQ FLXGD XQXL V
4. 6WLO GH YLD DAFRISLLOQBGRODHO/IFFWQ DWRORR @M EWDWIHNSULLQAU DX DFHVW VWLO G

,QGLFD LL VSHFLILFH FRQIRUP 5&3 DOH DQDORJLORU GH LQVXOLQ OD JUXSXUL ¢

&RSLL DGROHVFHQ LDQVYSDULWEGR O0OXOL]LQ *ODUJLQ 'HWHPLU GH OD ! DQ
DQ IQ FD]XO vQ FDUH HVWH SUHIHUDW PL[WXUD GH DQDORJ $VSDUW ! DQ
2. Sarcina: Aspart, Lispro, Lispro 25, 50, fuie NPL
$O0 SWDUH $VSDUW /LVSUR J/LVSUR /ILVSUR 13/ $VSDUW
5(&20%1' 5,

1. 0 VXUDUHD JOLFHPLHL SHQWUX D SHIGRIDWHW IGD. DERVW | FKDUSDWHERIFW LGH SWH
SHUVRDQHOH FX YKkUVWDRDQGW B @D LLWOMBUH FX REH]JLWDWH L FHO SX LQ XQ IDF

2. 1Q V SW PkQLGH VDUFLQ IHPHLOH I U GLDJQRVWLF DQWHULRU GH GLDEHW WU
OD JOXFROGPRAWQULY¥YWUDUHD RUDO D J JOXFR] SHQWUX GLDJQRVWLFXO GH GLDE

3. 3DFLHQ tGIMXEBWHWUHEXLH V SULPHDVF UHFRPDQG UL UHIHULWRDUH OD XQ V
FRUSRUDOH DFWLYLWDWHALIQXWH BHOVSSXWL®KkQ GL LQIRUPD LL DVXSUD HILFDFLW
zaharat.



4, /D SDFLHQ-GLOBH®UHDL DOHV OD FHL FX LQGLFHDOH 66X PPWWRUSRAUHD®QL0& G
istoric de diabet zandDW JHVWD LRQDO '=* WUHEXLH OXDW vQ FRQVLGHUDUH SUHYF
DGPLQLVWUDUHD WUDWDPHQWXOXL FX PHWIRUPLQ VPSUHXQ FX P VXULOH GH PRC

5. /D SDFLHQ-GLODFEHBUPRQLWR UMW DB HDQWRI M K X DN RIS LFBIPQ HEHVWXO GH WROHUD
(TTGO).

6. /D SDFLHQ LL FX GLDEHW ]DKDUDW RELHFWLYXO JHQHUBQDSIHQWUX HRQWHRBD|
” PPRO PRO D F HIDQY/OLY LSRACDMH. | DLW D LQ IXQF LH GH YkUVWD SDFLHQWXOXL
FRPSOLFD LLORU FURQLFH VL D FRPRUELGLWDWLORU

7. /D WR L SDFLHQ LL FX GLDEHW ]DKDUDW GH WLS L DOEXPLQXR) WWDWLRXVSHQ
areduce nivelul LDL& FX FHO SX LQ LOQGLIHY BOW BRMHQMHD XQL/'LD O

8. /D SDFLHQ LL FX GLDEHW |]DKDUDW GH WLS L ERDO FDUGLRYDVFXdelww VDX L
Il U GLRDRFOBWWERDO FDUGLRYDVEFEXODU GDU FX FHO SX LQ IDFWRU GH ULVF

hipolipemiant pentru a atinge nivelul LBE L QW PJ GO PPRO O
9. /D SDFLHQ LL FX GLDEHW |DKDUDWW HLWILS IDBWRB{&FEDWHNAWRUJID @ JLKO P
10 7HQVLXQHD DUWHULDO UHFRPDQGDW FD LQW HVWH PP +1J

11. 7R L SDFLHQ LL FX GLDEHW ]|DKDUDW WUHEXLH V SULPHDVF HGXHBmrdatdinSULYLQ
SDUWHD SHUVRQDOXOXL SUHJ WLW FRUHVSXQ] WRU PHGLF QXWULHGEHADNWH DQL
GLDEHW XWLOL]kQG PHWRGH L WHKQLFL YDULDWH LQFOBEXMH DNGDCSHMPOHVEH FQ R DQ
SRVLELOLW LOH ILHF UXL SDFLHQW

12.0DFURQXWULHQWXO SULQFLSDO FDUH SSHDQUDIOY HYMAH WIHSXG! |60 W R WX G H QF DS
PRGXOXL vQ FDUH VH SRDWH HVWLRLL PRI H GHOX\OU & KR $W U E RJOLUGHDD W UDAV B BDH Q W
FRPSRQHQW LPSRUWDQW vQ HGXFD LD QXWUL LRQDO OD SDFLHQ LL FX GLDEHW

13.1X H[LVW R GLHW XQLYHUVDO FDUH V ILH SRWULYLWLOSH@®WKP\NRDIO i DPFLAHU]
WUHEXLH GHWHUPLQDWH LQGLYLGXDO OXkQG vQ FRQVLGHUDUH Y IDUW WD S QH MHD R
FRPRUELGLW LORU



14.'DWRULW EHQHILFLLORU SOHLRWURSH H[HUFL LLOH IL]JLFH UHSU®¢idbg@imé, R SDU\
H[HUFL LLOH IL]JLFH WUHEXLH V VH GHVILRBUBBHGHRSURIHWHDWSXQL L IRFGDW ]0OD

15.StaUHD SVLKLF D SDFLHQWXOXL WUHEXLH HYDOXDW OD LQL LHUHDeNeWeDWDPHQW
16.' HSUHVLD VH DVRFLD] IUHFYHQW FX GLDEHWXO ]DKDUDW L FUH WH VHPQLILFD\

17.3DFLHQ LL FX GLDEHW WUHEXLH HYDOXD L SHQWUX LGHQWLILFDUHDWXKRBRSEWRIPH
FRIJIQLWLY $FHVWH DIHF LXQL SRW GHWHULRUD VHPQLILFDWLY DELOLWDWHD GH

18. (GXFD LD UHSUH]LQUWLQFQ SWOHRPEQWMWUDWDPHQWXO L SUHYHQLUHD GLDEHWXOX
IDPLOLLOH DSDU LQ WRULL WUHEXLH V SDUWLFLSH OD RUHOH GH aHagetfeulLH vQ C
EROLL L FDLYXS&S®DUW P eoht@HuUHD DXWR

19.3ULQFLSDOHOH RELHFWLYH DOH HGXHAXDJUHMLWH & LHJ E AMHXQDV] D KR QDMWY R/COQAV POHAMW
YLH LL L VXSRUWXO SDFLHQ LORU L IDPLRKOHQBRGRORL LRQPODHLWDWEXL HGRPL WMR
UHJXODW SHQWUX vPEXQ W LUHD PHWRGHORU GH DSOLFDUH

20. (GXFD LD vQ GLDEHW WUHEXLH V ILH FHQWUDW SH SDFLHQW L SH QHYRLOH VL

2L SWLWXGLQHD XQLW L RUJDQLIMMUD SHPAVLEHH VX GW DEHWW DSJHLEDUHIHFW EHQH
aspectului psihologic al tratamentului.

22.OHWIRUPLQ HVWH SULPD RS LXQH WHUDSHXWLF SHQWUX LQL LHUHD VAUDWDPH
VLWXDQ IFODRIMW HVWH FRQWUDLQGLFDW VDX QX HVWH WROHUDW

23.'DF PRQRWHUDSLD FX GR]JHOH PD[LPH UHFRPDQGDWH VDX WROHKUDWE GHYSESE AW
D RE LQH VDX PHQ LQH QLYHOXO LQW +E$ hHemeleHie YaDigSrileRLF HSG-BI Oy QWF RGH R UJR. IHW@ XV
DPKkQDW FX PBBUURXOW GH

24. $OHJHUHD PHGLFDPHQWHORU WUHEXLH V ILH LQGLYLGXDOL]DW Odekiddc vQ FR(
PRUELGLWDWLOH GB LGOIV AHX IHIBHAIWXK QLDVXSUD JUHXW LL FRUSRUDOH ULVEFXO



25./D SDFLHQ LL FX FXPXO GH IDFWRUL GH ULVF DIHF LXQL FDUGLRYDMEX©ODUH O
cardiaca, trebuie mMa vVQWKL OXDWH vQ FRQVLGHUDUH PHGLFDPHQWHOH FX HIHFW EHQHIL
PHWIRUPLQ XQ DVHPHQHD HIHFW D IRV W QRIEL LDQPRW IFXVLGKLELWRULL 6*/7

26./D SDFLHQ LL FX FXPXO GERDPWRHDRIEMN BURRNVE VBN SUHIHU XWLOL]DUHD PHG
terapeuticexiSGLT2 si ARGLP-1- GDWRULW HIHFWHORU GRYHGLWH GH SURWHF LH DWXSUD DS
GDF QX H[LVW FRQWli®daQ@&cd LL SHQWU

27. 'LQ FDX]D HYROX LHL SURJUHVLYH D GLDEHWXOXL J|DKDUDW GH WLSpe WHUD S
SDUFXUVXO HYROX LHL EROLL VL SH P VXUD LQWHQVLILF ULL WHUDSLHL

28./D ILHFDUH FRQVXOW WDHEXQH LlvEWWBGHBPEH GHVSUH VLPSWRPHOH L IUHFYHQ D

29.3DFLHQ LL FX ULVF FUHVFXW GH KLSRJOLFHPLH FOLQLF VHPQLILFDW ldare PJ
de tratament cu glucagon. Membrii familieiS® U LQ WRULL L FDGUHOH GLGDFWLFH LPSOLFDWH vQ v
WUHEXLH V FXQRDVF PRGDOLWDWHD GH DGPLQLVWUDUH D JOXFDJRQXOXL

30.1Q FD]XO DSDUL LHL HSLVRDGHORU GH KLSRJOLFHPLH VWHYHWRQ\LL&HYBIH. FPHRR3
tratamentului.

3. 7 UDWDPHQWXO KLSRJOLFHPLHL OD XQ SDFLHQW FX VWDUH GH FRQ WhIgHl® S VW
JOXFR] VDX XQ DOW FDUERKLGUDW VLPSOX XmF LGWWHBYPQQ®H HD RICQXWPLMQ FL
KLSRJOLFHPLHL DGPLQLVWUDUHD GH JOXFR] WUHEXLH UHSHWDW  #$Wwte@dL FkQG
JXVWDUH PDV SHQWUX D SUHYHQL KLSRJOLFHPLD UHFXUHQW

32./D SDFLHQLLEXW.UWDNWMDLQ FDUH SUH]JLQW KLSRJOLFHPLH DVLPSWRPDWLF VDX PL
WHUDSHXWLF WUHEXLH V ILH PHQ LQHUHD XQXL QLYHO JOLFHPLF X RP PDU ULG
SDUQ@QDYHOXO GH FRQ WLHQWL]DUH D VLPSWRPHORU DVRFLDWH KLSRJOLFHPLHL L
33.30DQLILFDUHD VDUFLQLL OD IHPHLOH FX GLDEHW ]DKDUDW UHGXFH HIHFWHOH I

34.6H UHFRPDQG-ul \§&nerbl H@®WDUX KLSHUJOLFHPLH vQ WLPSXO VDUFLQLL &ULWHUL
KLSHUJOLFHPLD vQ WLPSXO VDUFLQLL VXQW-XQ FRQFARUBBDRP DG DKL @ @ UL O HP 206w |



35./D LQL LHUHD WUDWDPHWWRRKRRXUDSH@WUIHEGVRDQHOH FX YkUVWD SHVWH GH
LQGLYLGXDO vQ IXQF LH GH VWDUHD GH V Q WDWHeddn@cFLHQWXOXL IXQF LD VD F

36.Unul dintre obiectivele principale ale tratamentuGiLDEHW XO XL |DKDUDW OD SHUVRDQHOH FX YKUVWD
DSDUL LD KLSRJOLFHPLHL SULQ LQGLYLGXDOL]DUHD RELHFWLYHORU WdeUDSHXMW
hipoglicemie.

37./D SDFLHQ LL FX YGZOVODNMID SHOWWWHRPSOLFD LL VHPQLILFDWLYH LQWHOH WHUDSH
tineri.

38.&8kQG VH LQWHQVLILF WUDWDPHQWXO YDORULOH LQW DOH JOLWREHPLOIE LW HHV
YKUVWD SDFLHQWXOXL VSHUDQ D VD GH YLD D VL H[LVWHQWD VDX QX D FRPSOLF

39.EficienWD LQWHQVLILF ULL WHUDSLHL YD IL HYDOXDW SHULRGLF OD OXRW WIDX R
VHPQLILFDWLYH VH HYDOXHD] VWLOXO GH YLD L GDF HVWH QHEHW)UVWHRW !
WHQGLQ GH DPHOLRUDUH D FRQWUROXOXL PHWDEROLF VH FRQWLQXD HGXFD LD

40.3DFLHQ LL LQFOXVLY FHL LQFOX L LQ 3URJUDPXO 1DWLRQDO GH WrsppdtwB PHQW L
echilibrului metalROLF DO ULVFXOXL FDUGLRYDVFXODU VL VDX DO LQVWDO ULL VL VvDX
XUP ULW OD LQWHUYDOH UHJXODWH FHO SX LQ OD ILHFDUH O X Q lgligdrhieiF WUH F
postprandiale, HbAlc si cu ajutorul procedurilor specifice si al echipei multidisciplinare se va face seleénitgRPSOLFD LLORU
ale DZ.

41.2UL GH FKkWH RUL VH SURGXF PRGLILF UL DOH VFKHPHL W ¥kUd2 pidtédtieLdatdio HILFLH
UHQDOD DVLJXUDW VL HYHQWXDO SUREDW SULQ GHWHUPLQDUHD HNWIS)XSRYQLE LJ®
a HbAlc.

42. 6 FKHPHOH WHUDSHXWLFH LQVWLWXLWH YRU ILMPW® UQXMXHW GRDIU \GOFW GHP RR)C
PHQ LQHUHD HFKLOLEUXOXL PHWDEROLF vQ LQWHOH Sremls gfartt mMibcgdicQaastident HY L W L
vascular cerebral, insuficienta cardiaca, insuficienta renala cronica).

43./D UH]XOWDWH VLPLODUH v-QJ B\GDUPH QR LDSWLRWHB LILH LL G WH®IRR) WHUDSHXWLFH
PHQ LQXWH VFKHPHOH W H U DISHIQX DV I H5 IF XWHEHHI@ HIQ FALX QRIDRINGE RF K\ PDISEXW HILFLHQ



44.'XS DVLIXUDUHD SWUHRWHFHLWIL PWUQUIRUHD L PHQ LQHUHD LQWHORU WHUDSHXV

FRQGL LLOH UHGNHFMD LW HORYBORRJ D WL QQPF RQ GELHIQOM XQ XL Q Xé&didhmgmdReQEL O GH
preferate moleculele cu beneficii suplimentare cardiale demonstrate in studii clinice randomizate.
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DCI TICAGRELOR

, ,QGLFD LL
'&, TLFDJUHORUXP HVWH LQGLFDW SHQWUX SUHYHQLUHD HYH
DGXO L FX
- VLQGURP FRURQDULDQ DFXW WUDWD L SULQ SURFHGXUL
implantarea unei proteandovasculare (stent) sau
- istoric de infarct miocardic (IM), tratat prin implantarea unei proteze endovasculare
VWHQW FX ULVF FUHVFXW GH DSDUL LH D XQXL HYHQLP
tratamentului cu Brilique 90 mg sau alt inhibitoral redep LORU $'3 VDX vQ FXUVX
GXS RSULUHD WUDWDPHQWXOXL DQWHULRU FX XQ LQKLE

. Criterii de includere

a) 9kUvwW SHVWH DQL

b) 3DFLHQ L FX VLQGURP FRURQDULDQ DFXW >DQJLQ
supradenivelare de segmt ST (NSTEMI) sau infarct miocardic cu supradenivelare de
67 67(0, @ WUDWD L SULQ SURFHGXU Lal @@tidtUctiHQ LR Q
implantarea unei proteze endovasculare (stent coronarian);

c) 3S3DFLHQ L FX LVWRULF GH ,0 ei\prttd2&\ebddvaSculare® (steRtpde beQ W D U |
SX LQ XQ DQ L ULVF FUHVFXW GH DSDWkQB B \XWKLQHF¥HFE
continuaredratamentului.

.y, &RQWUDLQGLFD LL 4L SUHFDX LL GH DGPLQLVWUDUH

a. +LSHUVHQVLELOLWDWH RDLWREWHWMDLED W WDH \M LFL SLBQ A.D

b. 6kQJHUDUH SDWRORJLF DFWLY

c. Antecedente de hemoragii intracraniene;

d ,QVXILFLHQ KHSDWLF VHYHU

e. $GPLQLVWUDUHD FRQFRPLWHQW D WLFDJUHORU FX LQK
NHWRFRQD]RO FODULWURWRRLDY LWHLRPRVORRQDYLU GH
FRQFRPLWHQW SRDWH GHWHUPLQD FUHUWHUHD PDUFDW

IV. Durata tratamentului

7TUDWDPHQWXO LQL LDW FX WLFDJUHORU FRPSULPDWH GH F
evenimentulFRURQDULDQ DFXW DVRFLDW FX LPSODQWDUHD XQHL
FD]XOXL vQ FDUH VQWUHUXSHUHD DGPLQLVWU ULL HVWH LQG
7TUDWDPHQWXO FX WLFDJUHORU FRPSULPDWH GH PJ VH D
continuarea terapiei, ¥ S OXQL OD SDFLHQ LL FX LVWRULF GH ,0 L
care- vQ XUPD HYDOX ULL PHSURXGOQW MBHHALFOHWWXW SHQWU
DWHURWURPERWLFH GH H[HPSOX SDFLHQ LL F3li&®RDO PXOW
GH ULQLFKL FX PDL PXOW GH ,0 VDX FX YKUVWD SHVWH l
FX WLFDJUHORU FRPSULPDWH GH PJ HVWH GH SkQ OD DQI

V. Tratament



‘XS LQL LHUHD FX R GR] XQLF GH vQF UFD ), GathmentuPJ GRX
FX WLFDJUHORU VH FRQWLQX FX PJ GH GRX RUL SH ]JL WL
'R]ID GH WLFDJUHORU UHFRPDQGDW SHQWUX FRQWLQXDUHD \
SHVWH OXQL WUDWD L SULQ LPSODQWNWHDGH) HLP3 URWGE RE
oripezi, 7/UDWDPHQWXO SRDWH IL VQFHSXW | U SHULRDG GH vQ
LQL LDO GH XQ DQ FX %ULOLTXH PJ VDX FX DOW LQKLELWRI
OD SDFLHQ LL FX UNVNWRBURMVEFKW GHXDSDUL LH D XQXL HYHQLP
DVHPHQHD WUDWDPHQR $6 WBLRRIDVEH GIH LSKIQLDW v@PWU GXS ,0 \
DQ GXS RSULUHD WUDWDPHQWXOXL DQWHULRU FX XQ LQKLEL
SDFLHQ LLJHDYHWMWDJUHORU WUHEXLH V. XWLOL]JH]H JLOQLF
PLF FX H[FHS LD FD]XULORU vQ FDUH H[LVW FRQWUDLQGLFL
TUDWDPHQWXO VH SUHVFULH SHQWUX GH JLOH FRQIRUP OF
FRPSULPDWH FDUH DVLJXU QHFHVDUXO GH WUDWDPHQW SH(

VI. Monitorizare

7TUDWDPHQWXO FX WLFDJUHORU QX QHFHVLW PRQLWRUL]DUH
IQ YHGHUHD LGHQWLILF ULL ULVFXOXL FUHVFXW GH DSDUL L
istorLF GH ,0 YRU IL UHHYDOXD L OD OXQL GH OD HYHQLPHQW
XQHL SURWH]H HQGRYDVFXODUH VWHQW VDX vQ FXUVXO XQ
inhibitor al receptorilor ADP.

VII. Prescriptori

, QL LHOWIDPWQWXOXL VH IDFH GH F WUH RHhim@gieLL LQ VSHFLDO
FDUGLRYDVFXODU UL FKLUXUJLH YDVFXODU &RQWLQXDUHD
VSHFLDOL WL FDUGLRORJL VDX PHGLFLQ L QWadddoQ VDX GH F
PHGLFDOH HOLEHUDWH GH F WUH PHGLFLL GLQ VSHFLDOLWDYV



DCI CAPLACIZUMABUM

[. Indicatie:
7TUDWDPHQWXO DGXO LORU FDUH PDQLIHVW XQ HSLVRG C
GREKQGLW 377G vQ DVRFLHUH FX SODVPDIHUH] L WUDWDF

Il. Criterii de includere:

Purpura tromboticarombocitopenica dobandita (pTTD) este o boala autoimuna hematologica

rara sau microangiopatie trombotica caracterizata prin: trombocitopenie, anemie hemolitica
microangiopatica si disfunctie multipla de organ.

Afectand de obicei adultii (in 91% din caBuicu varste cuprinse intre 30 si 50 de ani, in special

sexul feminin (de 28,5 ori mai frecvent decat in cazul sexului masculin) si are o incidenta de 2

4 cazuri/1 milion de locuitori.

3XUSXUD WURPERWLF WURPERFLWRSHQHFIX®PEQQQWN ¥ QSHD
SUHIHQW XUP WRDUHD SHQWDG FOLQLFD

Trombocitopenie, epistaxis, vanatai, petesii, gingivoragii, hemoptizii, singerari
gastrointestinale;

Anemie hemolitica microangiopatica,

$IHFWDUH QHXURORJLF StDlbbikfi DvizuBlé Drisotite d& héhidtaghi U L H
retiniene, AVC, convulsii, coma;

$IHFWDUH UHQDO PDL DOHV vQ VLQGURPXO KHPROLW
FUHOWHUHD XUHHL 0L FUHDWLQLQHL

JHEU YDULDELO ! JUDGH & SOoORDUH DVWHQLH DUMW
pTTD este cauzata de o deficienta severa a metaloproteazei ADAMTS 13 ca urmare a
prezentei autoanticorpilor inhibitori. Scaderea activitati ADAMTS 13 duce la o
acumulare a multimerilor Factorului von Willebrand care se leaga de trombocite si induce
agregare plachetara.

$SDULWLD S77' SRDWH IL DVRFLDW FX R VHULH GH IDFWRUL |

boli autoimune (lupus eritematos sistemic, sindrom antifosfolipidic),

VDUFLQD vQ WULPHVWUXO ,,, uL XWLOL]J]DUHD GH HVWUR
neoplasme,

L Q I HRIVISIDA, Streptococcus pneumoniae, Escherichia coli),

PHGLFDPHQWH &KLQLQ 7LFORSLGLQ &LFORVSRULQ &C
transplant de celule stem,

RSHUD LL SH FRUG

forme familiale.

Diagnosticul de pTTD poate fi confirmat in cazul in care activitatea ADAM3810% si sunt
prezenti anticorpii afADAMTS 13 la testele de laborator (testare ADAMTS 13 cantitative sau
semtcantitativa).



Deoarece accesul la testarea ADAMTS 13 este limitativ si pTTD este considerata o urgenta
medicala, nu este recomandat sa sepistrezultatele ADAMTS 13, ci se recomanda inceperea
tratamentului pe baza semnelor si simptomelor clinice.

Il. Tratament :
Doze:

SB3ULPD GR]
,QMHF LH LQWUDYHQRDV FX &DSODFL]XPDE PJ DGPLQLVWL

Doze ulterioare

$GPLQLVWUDUH VXEFXWDQDW ]JLOQLF GH FDSODFL]XPDE
SODVPDIHUH] SH WRDW GXUDWD SODVPDIHUH]HL DGPLQLVW
FX &DSODFL]XPDE PJ DGPLQLVWU D Wreq ples@aférextilefeQudabeH JL¢
Zilnic.

'‘DF OD VQFKHLHUHD DFHVWHL SHULRDGH H[bBW\é&mis, GRYH]L F
UHFRPDQG RSWLPL]DUHD WUDWDPHQWXOXL LPXQRVXSUHVR
JLOQLFH GH &DSODFL]XP ideea seiddel® bQli induboldgigkePpreexistente (de
HI[HPSOX QRUPDOL]DUHD FRQVWDQW D QLYHOXOXL DFWL"
Factorului von Willebrand)).

Nu sunt disponibile date privind repetarea tratamentului cu caplacizumab.

'R] RPLV
IQ FD]XO vQ FDUH HVWH RPLV R GR] GH FDEODFL]XPDE DFHI

RUH 'DF DX WUHFXW PDL PXOW GH RUH GH OD PRPHQWXO
RPLV 18 WUHEXLH DGPLQIGRYUWWHEXDH OGP WRINWIDW FRQI
de administrare.

V. Monitorizarea tratamentului :

,QVXILFLHQO UHQDO
1X HVWH QHFHVDU DMXVWDUHD GR]JHL OD SDFLHQ LL FX LQV>

,QVXILFLHQO KHSDWLF
1X HVWH QHFHVDU ®$9WVPOHWDIULHBXGIRIWXIOBLHQ KHSDWLFD

9KUVWQLFL
'H L HITSHULHQ D SULYLQG XWLOL]DUHD FDSODFL]XPDE OD Ykl
VXIJHUH]H F vXQW QHFHVDUH DMXVWDUHD GR]JHL VDX SUHFDX



Mod de administree

3ULPD GR] GH FDSODFL]XPDE WUHEXLH DGPLQLVWUDW VXE
XOWHULRDUH WUHEXLH DGPLQLVWUDWH SULQ LQMHF LH VXEF
7UHEXLH HYLWDWH LRMHFOLEO® vQ DR QDD BBt hdnihisiae) V H F X W\
vQ DFHOD L FDGUDQ DEGRPLQDO

S3DFLHQ LL VDX SHUVRDQHOH FDUH vL VQJULMHVF VXQW vQ P
GXS LQVWUXLUHD DGHFYDW SULYLQG WHKQLFD GH DGPLQLYV

9 $WHQ LRQ ULLLYSHRED®H SHQWUX XWLOL]DUH

+HPRUDJLH DFWLY VHPQLILFDWLY FOLQLF

7TUDWDPHQWXO FX FDSOFL]XPDE WUHEXLH VQWUHUXSW vQ FD
'DF HVWH FD]XO SHQWUX D FRUHEWWD ulichReR vovtcentatullidéd E X L H
IDFWRU YRQ :LOOHEUDQG 7UDWDPHQWXO FX FDSODFL]XPDE \
PHGLF FX H[SHULHQ vQ DERUGDUHD WHUDSHXWLF D SDFLHC

Risc crescut deemoragie

'LQ FDX]D XQXL ULVF GH KHPRUDJLH SRVLELO FUHVFXW LQ
DQWLFRDJXODQWH RUDOH VDX FX KHSDULQ vQ GR] FUHVEXV
L PRQLWRUL]DUHD FOLQLF DWHQW

'H L vQ VWhKé&rnuls® abséreat un risc crescut de hemoragie, tratamentul concomitent cu
DIJHQ L DQWLSODFKHWDUL L VDX D KHSDULQHL FX
*UHXWDWH PROHFXODU PLF /0:+ QHFHVLW HYDOXDUHD UD
FOLQLF DWHQW

/D S D k eutQa@ulopatii

'LQ FDX]D XQXL ULVF GH KHPRUDJLH SRVLELO FUHVFXW X
&RDJIJXORSDWLH SUHH[LVWHQW GH H[HPSOX KHPRILOLH GH
VOQVR LW GH PRQLWRUL]DUHD FOLQLF DWHQW

/ID SDFLHQOLL FDUH YRU IL VXSX.L LQWHUYHQOLLORU FKLUXU.
IQ FD]XO vQ FDUH XQ SDFLHQW YD IL VXSXV XQHL LQWHUYH«
VWRPDWRORJLFH SDFLHQWXO WUHEXLH VI WXLW V LQIRU]
utlizHD] FDSODFL]XPDE LDU WUDWDPHQWXO WUHEXLH RSULW
SODQLILFDW '‘'H DVHPHQHD SDFLHQWXO WUHEXLH V LQIRUP
FX FDSODFL]XPDE vQ FHHD FH SULYH WH SURFHGXUD SODQLIL
'‘DF HVWFHWVDOU HIHFWXDUHD LQWHUYHQ LHL FKLUXUJLFDOH
vedere utilizarea concentratului de factor von Willebrand pentru a corecta hemostaza.

, QVXILFLHQO KHSDWLF VHYHU



/D SDFLHQ LL FX LQVXILBLH U RIQH.$D Wil fddiat Xi\ii Vilidate cu
FDSODFL]XPDE L QX VXQW GLVSRQLELOH GDWH SULYLQG X
SDFLHQ L

S8WLOL]DUHD FDSODFL]XPDE OD DFHDVW JUXS GH SDFLHQ L
siPRQLWRUL]DUHD FOLQLF DWHQW

VII. Criterii de intrerupere a tratamentului :
+LSHUVHQVLELOLWDWH OD VXEVWDQ D DFWLY VDX OD RUL
anhidru, citrat trisodic dihidrat, polisorbat 80).

VIII. Prescriptori:
Medicii din specialitatea hematologie din unitatile de specialitate prin care se deruleaza
SURJUDPXO °



'&, &20%,1$ ,, (=(7.0,%80 $7259$67%$7,180

. , QGLFD7/WUHDWDPHQW DGMXYDQW OD UHJLPXO DOLPHQWDU
WUDWDPHQWXO DGXO LORU FX KLSHUFROHVWHUROHPLH SUL
QRQIDPLOKDOHUWORLSLGHPLH PLIW GHMD FRQWURODW VXE WI
DGPLQLVWUDWH FRQFRPLWHQW vQ DFHOHD L GR]H

Il. Criterii de includere WUDWDPHQWXO KLSHUFROHVWHUROHPLHL
KHWHUR]LJRW IDPLOLDO OD DGXO LL
- contUROD L vQ PRG DGHFYDW FX VXEVWDQ HOH LQGLYLGXEL
FRQFHQWUD LL FD UL vQ FRPELQD LD vQ GR] IL[ GDU DG

[1l. Criterii de excludere :

&RQWUDLQGLFD LL
- PDFLHQ LL FX KLSHUVHQ Ve l@@tWDIYWB WIDQ V XHEMWOLE@ LHEO H/ D
GLQWUH H[FLSLHQ L
PDFLHQ LL FX DIHF LXQL KHSDWLFH DFWLYH LQFOX]kQ
SHUVLVWHQWH DOH YDORULORU SODVPDWLFH DOH WUD
valorilor plasmatFrH DOH WUDQVDPLQD]J]HORU GH SHVWH RUL (
(LSN);
- IQ WLPSXO VDUFLQLL L DO SW ULL SUHFXP UL OD IHPHL
P VvVXUL DGHFYDWH GH FRQWUDFHS LH
- PDFLHQ LL FX PLRSDWLH
- PDFLHQ L Lconsbbhiteit xudlecaprevir/pibrentasvir pentru hepatita C, sau sub
WUDWDPHQW WHPSRUDU FX DFLG IXVLGLF SHQWUX LQIHF

IV. Tratament
- 3DFLHQWXO WUHEXLH V XUPH]H XQ UHJLP DOLPHQWDU K
continuat pe durat@atamentului;
7TUDWDPHQWXO FX FRPELQD LD vQ GR] IL[ WUHEXLH LC
adecvate deatorYDVWDWLHJHWLAFLEWDPHQWXO WUHEXLH VWDE
FRQFRUGDQ FX QLYHOXO LQW GH OLSLGHMBXLFXLVFRSX
UVSXQVXO FOLQLF DO SDFLHQWXOXL 1Q VWDELOLUHD G|
DO UHDF LLORU DGYHUVH 'DF HVWH QHFHVDU DMXVWD
V SW PkQL GHAjuwstdreadaxelei@dW HVWMHUQHWHHEXLH HIHFWXDYV
PHGLFDPHQWHOH LQGLYLGXDOHW GQHFGXW H VANWMNVEIMDS RIHIDE LC
VFKLPEDUHD OD FRPELQD LD FX GR] IL[] vQ FRQFHQWUD
- 'R]D JLOQLF UHFRPDQ@D&/FXH VYK IGH, CHOERHQNUHDW vQ DF
moment al zilei
- 7TUHEXLH DGPLQLVWUDW ILH FX FHO SX LQ RUH vQDLQW
unui chelator de acizi biliari;
- 'R]D PD[LP UHFRPDQGDW HVWH GH PJ PJ SH ]L

V. Monitorizarea tratamentului



SDFLMQUHEXLH PRQLWRUL]D L vQ VFRSXO HYDOX ULL U VSXQV
SRW DS UHD

VI. Prescriptori
OHGLFLL GLQ VSHFLDOLWDWHD FDUGLRORJLH PHGLFLQ LQWI



‘&, &20%,1% ,, 52689%$67%$7,180 3(5,1'235,/80 ,1'$3%$0,'80

[.Indica LL

7TUDWDPHQWXO KLSHUWHQVLXQLL DUWHULDOH HVHQ LDOH
FRQFRPLWHQWH KLSHUFROHVIWHRIIRK@GH KESHP PR O HWWS U,RI
KHWHUR]JLJRW GLVOLSLGHPLH PL[W WLS ,,E VDX KLSHUFR

. Criterii de includere
SDFLHQ L FX YkUVW GH SHVWH DQL FDUH SUH]JLQW FRQF
1) Hipertensiune & WHULDO HVHQ LDO

L

2) 8QD GLQ XUP WRDUHOH WXOEXU UL DOH PHWDEROLVPXOX

+LSHUFROHVWHUROHPLH SUKRBHUFWRQEVWB URDHPAL]B
KHWHUR]JLJRW

- 'LVOLSLGHPLH PL[W WLS ,,E
sau

- +LSHUFROHVWHURRPMHPILHRWPLOLDO

vL OD FDUH OD FDUH WHQVLXQHD DUWHULDOD HVHQ LDO HV'
LLQGDSDPLG DGPLQLVWUDWH LQGLYLGXDO UL FRQFRPLWHCGQ

IL[

&RQWUDLQGLFD LL

3DFLHQ SHWXHIQWLELOLWDWH OD VXEVWDQ HOH DFWLYH

VDX OD RULFDUH GLQ H[FLSLHQ L

3DFLHQ LL FX LQVXILFLHQ UHQDO VHYHU FX FOHDUDQ
PDFLHQLOQW EX. FLHQ KHSDWLHEP MVHYFH DFDM ¥X LQFOX]kQ
FX FUHOUWHUL LQH[SOLFDELOH SHUVLVWHQWH DOH YDO
FD]XO RULF UHL FUHGWHUL D YDORULORU SODVPDWLEH
VXSHULRDU D QRUPDOXOXL /61

h timpul sarcinl 4L DO SW ULL SUHFXP GL OD IHPHL DIODWH O
P VXUL DGHFYDWH GH FRQWUDFHS LH

PDFLHQ LL FX PLRSDWLH

3DFLHQ L FX LQVXILFLHQ FDUGLDF GHFRPSHQVDW QHW

,9 3UHFDX LL L VLWXD LL VSHFLDOH

/ID SDFLHQ L FXOFPHBDWQGBHQHL VXE PO PLQ VH UHFRPD
GR]JHL FX PRQRFRPSRQHQWHOH GLQ FRPELQD LH /D SDFL
PO PLQ QX HVWH QHFHVDU PRGLILFDUHD GR]JHL GDU \
a creatinineiVHULFH L D SRWDVHPLHL vQ WLPSXO WUDWDPHQW
/ID SDFLHQ LL FX LQVXILFLHQ KHSDWLFD PRGHUDW QX H
/ID SDFLHQ LL FX3XBRUXUWUL &&HLOBFRPDQG PRQLWRUL]DUH
UHQDOH vQ WLPSXO WUDWDPHQWXOXL
LapacHQ LL FX SROLPRUILVP JHQHWLF FXQRVFXW VH UHFF
PLFL GH URVXYDVWDWLQ D FRPSULPDWHORU FX GR]D
SUH]HQ D XQRU DQXPLWH WLSXUL GH SROLPRUILVP SRD
plasmaice ale rosuvastatinei.



- $GPLQLVWUDUHD FRQFRPLWHQW FX DOWH PHGLFDPHOQ
UDEGRPLROL] HVWH FUHVFXW vQ FD]XO DGPLQLVWU ULL
PHGLFDPHQWH FH SRW FUHUWH FR QiEtBtiQeiy diD dau@aH SOD
LQWHUDF LXQLORU FX DFHVWH SURWHLQH WUDQVSRUW
LQKLELWRUL DL SURWHD]HORU LQFOXVLY FRPELQD LL G
WLSUDQDYLU $WXQFL FKQG HVWI FRQWVEIGH UDH W HF R BB C
DOWHUQDWLY 4L GDF HVWH QHFHVDU WUDWDPHQWXO F
vQ FDUH DGPLQLVWUDUHD FRQFRPLWHQW D DFHVWRU P
HYLWDW WUHEXLH HYLXOXIDWF DDSWUWWO FEHHDMXIO XL FRQH
DWHQ LH D GR]JHORU GH URVXYDVWDWLQ

V. Administrare

'R]D UHFRPDQGOWF RF/SVWH. ’BHW SH JL UHFRPDQGDW GLPLQHD C
iIQDLQWH GH D WUHF G R ARMELOWWUWID FOLQLF D SDFLHQ L
FX DFHOHDUL GR]JH GH VXEVWDQ H DFWLYH DGPLQLVWUDWH
V |ILH DFHHDUL FX D FRPSRQHQWHORU LQGLYLGXDOH DOH
sFKLPE ULL PHGLFD LHL

IQ FD]XO vQ FDUH HVWH QHFHVDU PRGLILFDUHD GR]JHL RULF
GH PRWLY GH H[HPSOX R DIHF LXQH QRX GLDJQRVWLFDW [
DSDUL LD XQHL LQWGIWRBMVMHXKQHYWHELOEBIFHVDU WUHFHUHD G
componente individuale, pentru determinarea dozelor eficace.

VI. Monitorizare
SDFLHQ LL WUHEXLH PRQLWRUL]D L vQ VFRSXO HYDOX ULL U
SRW DS UHD

VII. Prescriptori
OHGLFLL GLQ VSHFLDOLWDWHD FDUGLRORJLH PHGLFLQ LQWI



DCI DUPILUMABUM

1. Dermatita atopica (D.A.) este o afectiuneinflamatorie cronica,careafecteazain mod
caracteristicprima copilarie dar poatedebutala toate grupelede varsta. Aproximativ 60% din
cazuriaparin primul ande viata,sipanala 85% debuteazganala 5 ani. Seapreciazgrevalenta
cafiind intre 10-25%la copii si 2-4% panala 10%la adulti. D.A. esteo afectiunemultifactoriala
din care mentionammecanismegenetice(predispozitiaereditara),factorimunologici,afectarea
functiei de barierategumentaraetc. In prezentse discuta despreprobabilitateade a exista
endotipuriale acesteafectiuni.

2. Scoruri si Clasificare

Clasificareadermatitei atopice are v @ede indicatori clinici: supU D | 2gDmentuluiafectat,
regiuneaW R S R J &fdatialt F Lcaracteristicaal H F Weutdhateprecumsi simptomesubiective
sintetizatev gorul SCORAD(SCoringAtopic Dermatita).Valoramaximaa acestuiscorestede
103.

Dermatitaatopica:
- formausoara&SCORAD< 25
- formamoderates5SCORAD25-40
- formaseverasSCORAD> 40

PentruevaluareaS D F L H & fblGsBId Lelementereferitoarela calitatea Y L Hpdcientului
(scorulDLQI - Anexal) Ise DS UH RL B F Xt€yapeufic. Seconsideraafectiuneseverda un
scormaimarede 10.

3. Diagnosticul pacientului cu D.A.

- diagnosticul pacientului suferind de D.A. se UHDOLpél bdza anamnezei,
antecedenteloheredocolateralsi personalesi a examenuluiclinic cu obiectivareprin
scorul SCORAD

- calitavietii pacientuluisuferindde D.A. seevalueazgebazascoruluiDLQI

- pentrudiagnosticuldecertitudinese X W L O tritéfiDe]Hanifin & Rajka(vezianexad).

- pentru LQL LuHdoHi@rizarea W H U D SWH@awLfélosirii D J H Q bio@dRdU sunt
necesareL Q Y H V péntdul@ventuale U H Ddelversesau FR P S O edaformh. ) L G éel
evaluare U lnonitorizarea pacientuluicu D.A. formamoderatseveraaflat v @Qatamentcu
agentbiologic (Anexa3): KHP R O H X ARBH|c&tinin, uree,electroliti (Na+, K+),
ASAT, ALAT, GGT, IgE, LDH, examensumarurin , test cutanattuberculinic/IGRA,
radiografiepulmonar La ini iereaterapieibiologicepacientulva prezentaD G HY Hi&J L Q
la medicul de familie cu bolile cronicepentru v Q J U ¢akbiatske v H Y L G HH@azDl
DIHF dr Xda@rke @eprezinta FR Q W U D Lr€aBvie Fd3tel dbligatoriu consultul de
specialitate.

SupravegheredV H U D SsttexoMigdtorie pentrutoti pacientiicu D.A. v @atamentcu agent
biologic. 1 Qunctie de particularitatilemedicaleale pacientului,medicului curantva solicita L
alte HY D @atatlihice linterdisciplinare



4. Tratamentul pacientului cu D.A.

D.A. esteo afeciune cu HY R OXU IRH) tuFhumeroaseepisoadede acutizare.Tratamentele
utilizate panain prezentn D.A. isi propunsaobtina remisiuneasaudiminuarealeziunilor sisa
reducasimptomatologiasubiectiva S k Qa pragul de tolerabilitateal pacientului. Tratamentul
pacientuluiesterealizatpeo SH U LRy CGde timp. $ S D Upuskddor de acutizare nu este
SUHY L] hipo&efi S U HY ptiQ advidinistrareunii terapiitopice.Din acesteconsiderentsi
nunumai, P H G L VD |ACirebuiesafie H I L F L HVQL\W X Bdministrargpetermenlung.

Terapia W R Sarfstituieo optiunede tratamentfrecventutilizata atatca monoterapien formele
usoarecat si ca terapieadjuvantain formele moderatsevere. (| L F L ld&@stBrmedicamentea
fost G RY Hde bivkheroasestudii, indiferent dacavorbim despredermatocorticoizi,nhibitori
topici decalcineurinasaucremeemoliente.

TratamentulD.A. cu raze ultraviolete poateda rezultatesatisfacatoareSe poate utiliza atat
PUVA (UVA plus 8-metoxipsoralencatsi UVB cu bandaingusta.Acesteterapiisepot efectua
atatin spitalcatsi in ambulatoriu.

Terapiaclasic VLV W s$&€RLH-D O dékxBrhplucu F L F O R \s8uRdticQQerapiesistemica(
n special v Qusee),v QX Q Felpétticularitateacazului.Pentruremisiuneleziunilorde D.A. se
potefectua Lratamentecombinate.

Terapiasisematicaactualacu utilizareade agentibiologici induceremisiunide lunga duratasi
permiteo calitatea vietii normala a pacientilorcu forme moderatsauseverede D.A.

5. Terapiile biologicedisponibile vBGRPkQLD

Dupilumab testeun anticorp monoclonalumande tip IgG4 produsin celulele ovarienede
hamsterchinezesc(CHO), cu ajutatorul tehnologieiADN recombinant.Realzeazao actiune
duala,inhibitoareasuprasemnalizariicelularea IL -4/IL-13 (receptoruklfa al interleukineid).

Dupilumabesteindicat pentrutratamentubdermatieiatopiceforma P R G Hld & WY Ialpacienii
D G X#@eduntcandidatipentruterapieVLVWHPLF

Doza de dupilumabpentru S D F L D@iXe§tede 600 mg (dou L Q M HeR300Img) ca doza
L QL X BeddministrareL Q M H FWXIEE-LXO& € @ovede 300 mg, la interval de 2

V SW Mklumabseadministrazanjectabil subcutanata nivelul coapseisauabdomenului,
cu exceS lubei zonecircularecu o VIHd¢ 5 cm VL W pebombilical. Daca L Q M tesie
administrativ deoalta SHU V Rdat€li Lregiuneasuperioaraa EUD X O XL

Trebuieavuta v @ederev Q W U H tdaxaghentudia S D F L ebf@nu &u prezentatU V SduQaVv
16 V SW Bdtr@tamenpentru G H U P &opic W

Unii SDF L¢t@adpuns S D U phtlpf@zentaulterior o vVPE X Q cd Wmrarea FRQWLQX ULL
tratamentuluiG X856 V SW PKkQL

Dacaintreruperedratamentuluicu dupilumabdevinenecesaragstetotusiposibilca SDFL$8Q LL
fie ree W U DuSURCéS.



6. Criterii de includere in tratamentul cu agenti biologici pentru S D F L HD@ K (pestel8
ani)
Criterii deeligibilitate ale S D F L H@nicU DR Bil§pladgici:
- pacientul V X | Hddlermatitaatopica( formamoderatsevera(SCORAD_> 25) de peste
6 luni
[
- DLQI'> 10
[
- pacientulsafie un candidatligibil pentruterapieELRORJLF
[
- H HFKXKQW RaCsHULDn@aindicaa terapiei clasice sistemicedupa cum XUPHD]
v Q G H S @delputid thDidin XU P W RiidddiH O H
X a devenitne-responsivla terapiile clasicesistemice U V SHKtVQHVDWLVI F WR!
dupacelputin2lunidela L QL ltrétdidmului L
- VPEXQ Vd BcdriuHDLQI cu mai putin de 5 punctede scorulde la LQL LHUHD
tralamentului,dupacel putin 2 luni de tratament(efectiv v QItimele 12 luni) din care
mentionam:
0 corticoterapiesistemica
o ciclosporin 2 -5 mg/kgczilnic
o fototerapie UVB cu banda ingusta sau PUVA terapie(minim 4
sedinte/saptamana)
sau
x adevenitintolerantsauare contraindicatiisaunu se pot administraterapiile clasice
sistemice
sau
X pacientulestela risc sadezvoltetoxicitate la terapiile clasicesistemicefolosite (de
exempluGHS ddddinaximerecomandate)ar alte terapii alternative nu pot fi
folosite
sau
X suntcuo E R @WecadereUDSLG

7. &RQVLP PpaQentX@

Pacientul trebuie sa fie informat v @etaliu despreriscurile Lbeneficiile terapii biologice.
Informatii scrisevor fi furnizateiar pacientultrebuiesa D Ll& G L V S RrhpullnEcesapentrua
lua o decizie.Pacientulva semnadeclaratiade F R Q V L P V& Difeke@ drapieibiologice.(a se
vedeaAnexaz2).

8. Criterii deexcluderea S D F L H @nliratdrigntul cu D J H Rolagici

7 R pacienii trebuiesa DLB DQDP QAR P S Gkawlenfizic LLQYHVWkiedeLOH
L QL terhpiéidnlogice.

Contraindicatii absolute (sevor exclude):



1. 3D FL¢hQ QI HsBvdrdactiveprecum:stare V H S \AhicésetuberculozaD F \\Vihfac ii
oportuniste;

2. Antecedenteale hipersensibilitda duplilumab, la proteinemurine saula oricaredintre
H[FL S Iptedusullifolosit;

3. 3.AdministrareaF R Q F R P & Vs ddiQuwor cu germenivii; (exceptiepentru VLW deD LL
X U J Hikese V R O awzuMkplicital mediculuiLQIHF LRQLVW

4. Oricealte contraindicai absoluteecunoscuteD J H Q biblogitiu

Contraindicatii relative:

Sarcinasi alaptare

Infectii parazitargHelminth)

Simptomeacutede astm,stargéle rauastmatic,acutizari,bronhospasioutetc

Afectiuni insotitede eozinofilie

, Q I HANL $4uSIDA

$I1HF mdlQriesaupremaligne

PUVA-terapiepeste200 H G L @Q§p¢cial F k Quaturmatedeterapiecu ciclosporina
Conjunctivitasi cheratita

Oricealte contraindicatiirelativerecunoscuteD J H Q biblogriU

©CoNohrwNE

EVALUAREA TRATAMENTULUI

Evaluareatratamentului este realizata pentru V L J X Udadceniului Lpentru demonstrarea
H 1L F D EetayeDicd. L

Se U HD O la)intéryalefixe v @adrulunor controalemedicalecu evaluareastatusuluiclinic L
biologic al pacientului. Sunt esentiale pentru detectareacat mai rapida a aparitiei unor
evenimentanedicalecarenecesitanterventiamedicului.

Eficacitateaclinica sedefinesteprin obtinereaunui raspunda tratamenfatademomentulLQL LD O
obiectivatprin scorurilespecifice.

inta WHU D S&HXM L prith: W H
- sc GHUOub@no ascorului SCORAD IDdemomentulLQL LHULL
[
- sc G H duinhim 5 puncteascoruluiDLQI I D demomentulLQL LHULL

1Q W U H Urdt&nehtHuizu un agentbiologic se face atunci F k QaGevaluareaatingeri L QWH L
terapeuticelus-a R E L QXQakaPeutice.l Q W U H WratShidhtilipstede asemened Q GLFD W

v @azul D S D WheillHH Delvérsesevere.l QV L W X DEHrds@iripune v Q W U H téi{®itdsU H D
terapiei biologice G Hpéacientul se afla vQ L Q W H U D S H XI&/dxF sarcina,interventie

F KLU X Wefl, trata®entupoatefi reluat G X &vizul medicului care a solicitat vVQWUHUXSHUH
t HP S R blterapieibiologice.

Dacaseintrerupevoluntartratamentubiologic pentruo perioadade minim 12 luni,este QHFHV D U
reluareaterapiei F R Q Y H Q sisterQid2<D ¢#tbar in cazul unui pacientnonrespondefconform
definitiei anterioare)sau care prezinta reactii adverseimportante si este eligibil conform



protocolului se poatereinitia terapiabiologica. Dacaintreruperearatamentuluibiologic estede
datamai micasi pacientulesterespondeconformdefinitiei de mai sus,sepoatecontinuaterapia
biologica.

Calendarukvaluatorului:

1. evaluarepre-tratament

2. evaluareaV L J X UWdpapetticei aeficacit ii clinicela 3 luni

3. primaevaluarepentruatingeredintei terapeuticese facela 6 luni de tratamentcontinuude
lainitiereaterapieibiologice.

4. monitorizareaP H Q L iptdiltekalpeutice Lasiguranteterapeuticese U H D O lajfiddade
6 luni detratamendela primaevaluareatintei terapeuticévezi3.).

1. Evaluareade pre-tratament
Pacientulkrebuieevaluatde L Q L Ir&tduntdiduluicu agentbiologic (evaluarepre-tratament)prin
XUP WR&OWUMHOH WL LL

Severitatedolii SCORAD i DLQI

Stare J H Q H(tlibica de simptomatologiei examen)

Infecie TBC - testulcutanatiuberculinicsau
- IGRA
Testeserologice -HLG, VSH

- creatinina,uree, , electroliti (Na',K*), TGO (ASAT),
TGP (ALAT), GGT,IgE, LDH

Urina analizaurinii
Radiologie Radiografiecardicpulmonar
Alte datadelaboratorsemnificativ - dupacaz

2. Evaluarea siqurantei terapeuticesi a eficacitatii clinice

Pacientultrebuieevaluatpentru V L J Xaltelba@eutic U éficacitateaF O L@QBEnidela LQL LHUHD
terapieicu agentbiologicprin XUP VERIMUWHHVWLJD LL

Severitatedolii SCORAD i DLQI reduse




Stare J H Q H(tlibica de simptomatologiei examen)

Testeserologice

- HLG, VSH

- creatinina,uree, electroliti (Na“, K*), TGO (ASAT),
TGP (ALAT), GGT,IgE, LDH

Urina

-analizaurinii

Alte datadelaboratorsemnificativ

- dupacaz

3. Prima evaluarepentru atingerea L O Mé&pkutice- la 6 luni de tratament continuu de la

initierea terapiei biologice

Severiaiteabolii

SCORAD redus cu 50% fata de momentul initerii i
DLQI (sc G H WseébRului cu minim 5 puncte fata de
momentulinitierii)

Testeserologice

HLG, VSH

creatinina, uree, electroliti (Na’, K*), TGO (ASAT),
TGP (ALAT), GGT,IgE, LDH

Urina

Analizaurinii

Alte datade laboratorsemnificativ

dupacaz




4. Monitorizarea P HQO L Qiktdi kekapeutice La sigurantei terapeutice se realizeazala

fiecare 6 luni de tratament dela prima evaluarea L O t&bkutice

Monitorizare

Severitatedoolii

-SCORADreduscu50%fatadescorul LQL L D

-DLQI PHQ L @#ugddiBcoruluicu minim 5
punctefatade scorul L @al).

lafiecare6 luni

Stare JH Q H ¢IiCa
de simptomatologie i
examen)

Manifestari clinice (simptome L V [Befnne)
sugestivgpentru: LQIHP RO L &Q.D L

lafiecare6 luni

Infecie TBC

- testulcutanatuberculic
sau

-IGRA

Dupaprimele 12 luni pentru SD F L
care nu au avut chimioprofilaxie v
acestinterval esteobligatorie testares
cutanatasau IGRA. Incepandcu al
doilea an si pentru acestiase solicita
doaravizul mediculuipneumolog

Pentru F H Li @azién ldoar evaluareg
D Q Xar@diculuipneumeftiziolog

Daca se consiera necesarde catre
medicul pneumeaftiziolog sau
dermatolog se efectueazadin nou
analizele(testcutanatsaulGRA).

Testeserologice

HLG, VSH

lafiecare6 luni

creatinina, uree, electroliti (Na', K*), TGO| lafiecare6 luni
(ASAT), TGP (ALAT), GGT,IgE, LDH
Urina analizaurinii la fiecare6 luni
Radiologie radiografiecardiopulmonar Anual

Alte data de laborator
semnificativ

dupacaz

dupacaz




PRESCRIPTORI: tratamentul se LQL LsD B continua de medici din specialitatea
dermatologie-venerologie. Acestia au obligatia de a introduce pacientul in Registrul
National de Dermatita Atopica.

Anexanr.l

SCORUL DLQI pentruaduO L
Scorul DLQI

Scorul DLQI - DermatologicLife Quality Index a fost elaboratde Prof. A. Finlay din Marea
Britanie.ScorulDLQI poatefi utilizat pentruoricareafeciune FXW D Q D W

Pacientul la cele 10 v Q W Urdfeérindese la H[ S H U Is&éddn DIitima V. SW P KeQtul
chestionarulueste X UP WRUXO

Scorul DLQI pentru DGXO L

UnitateaVD QLWDU Data:

Numepacient: Diagnostic
Semnaturgacient: Numesi parafamedic:
Adresa: Scor:

Scopul acestui chestionareste de a P V X FRW¢ mult v-a afectat Y L DNDULTIMA
S 37 0/ 1 problemadvs.depiele. 9 rug PV ELI Bteloc V XpentrufiecarevQWUHEDUH

1. TQitima V SW PR&&mMult D VLP VM e PkQifme, vQ HS Wt sau
U D @ nivelul pielii?
FoartePXOW O0OXOW 3X LQ 'HORF

2. 1Qltima V. SW PKkKkB\fdstdejenat sau F Rt@rit deboal G D W iellildvg.?
FoartePXOW 0XOW 3X LQ 'HORF



3. 1QIltima V SW PKkQ&mult ainterferatboaladvs.depielecumersulla FXPS U $6X UL
cuvQJULdddeii DU G2QLL
Foartemult/Mult/P X L Q 'H O Rdtelevant

4. 1Qltima V SW Pki@amulta L Q| O XprbQlerdadis de piele alegereahainelor cu care
v- D thbr cat?
FoartePXOW O0XOW 3X Ne&pelekb®tR F

5. 1Qiltima V SW PKIQémult v-aafectatproblemadvs.depieleactivit ile socialesaucele
derelaxare?
FoartePXOW O0XOW 33X Ne&peleb®R F

6. IQltima V SW PKi@émultv-a vP S L H@deady$VV practica Linsport?
FoartePXOW O0XOW 3X Neapeleb®tR F

7. 1Qltima V. SW R4aQ P S L H@edleady$Ma serviciu saustudiu?

Da/Nu Nerelevant

Dac "nu" v@Qltima V SW PRKK@&mult a fost pieleadvs.o S U R E @éadtRiserviciusau
studii?

Mult/Pu LQ 'HORF

8. IQltima V SW PKIiQé&mult v-acreatpieleadvs. G L | L Feu@aMendrul sauoricare din
prietenii D S U R Sduiidé?
FoarteP XOW 0XOW 3X NepelekbOtR F

9. 1@ltima V SW PKIQémult v-acreatpieleadvs.dificult i sexual®
FoartePXOW O0XOW 3X Nepdeéra@d R F

10. 1Qltima V SW PKk@&multafosto S U R E @athmentul pentru DIHF LS HeD
ex.pentru F v-a P X U GecaddsMia duratmult timp?
FoartePXOW O0XOW 3X Ne&peleb®tR F

9rug PVYHULIGEBD UL VSIXtQaievQWUHE RXOKPHVF
<AY Finlay. GK Khan,aprilie 1992.

Sevor atribuiscoruridelaOla3 U VSXQVXULORU
- Opentru"deloc”,"nerelevantsaulipsa U VSXQVXO XL
- lpentru S K"
- 2pentru"'mult”
- 3pentru"foartemult” GpentrulU VSXDRDV/EOQWUREDUHD

Seva RE MliskEbrdelaOla30.Cu F ks@orulvafi maimarecu D VéditeteaY L Hbatiéntului
estemai D | H Fd¥payv
Interpretareacorului:

0-1=1 UefectasupraF D O LYW Hbadiéntului

2 - 5 =efectsc ] XasupraF D O LYW hbadiéntului

6 - 10 = efectmoderatasupraF D O LYW Hbadiéntului



11- 20 = efectimportantasupraF D O LYW. Hbadiéntului
21 - 30 = efectfoarteimportantasupraF D O LYW, Hbadi¢ntului.

Anexanr.2

"HF O D deF RIQ V L it pRdientadult
'(&/$5% IE DECONSIM 0 /ZNT INFORMAT

Subsemnatul/Subsemnata............cccooeiiiiiiiiiiiii e PHQ L R@igfostexplicat
pe vQ H @niduwvdiagnosticul,planul de tratament U Imi s-au comunicat L Q | R U &ulprilite la
gravitateabolilor, precum U posibilele U H Ddelvérsesau L P S O IpE terntenlung asupraV W de L L
V QV DaW Iterapiilor administrate,inclusiv intr-o eventualasarcina ULvP Bsum ULVQVXUHVF
tratamentele propuse GVoi respectal Q G L FdateL L O H

Am luat la F X QR 0® p&yparcursulacestuiproces,vafi DVLIXRFDQNLGHQ GB®Q WD WHL
asupradatelormelepersonalel inedicale eventualgrelucrarea acestoral F k @& X@odanonim.
Colectareadatelor solicitate va contribui D& vP E X Q Wv QlUHiMé roddicale, F k Wa
ameliorareaerviciilorde V. QV Ralgitateduturor SDFLHQ LORU

| (pentru paciente)Declar pe proprie U VS X QF5Id thBmentul L Q L tekhpidi bu sunt
vQV UFRLM D\Wez UlP obligca vQazul v@are U P k@ V U RLapinvkhedicul curant
dermatevenerolog.

Am v @lesinforma L Lp@&kentatet Heclar VG HS FIX@Q RUAY EQ XF mile vQVXURBVF

totalitate, DUD cum mi-au fost explicate de domnul/doamna  dr.
Pacient{completa tuMAJUSCULE) Medic: (completaticu majuscule)
NUME .....oooiiiiiiiiieeeiiieeeee NUME......cccoooeiiiiiiiieeeeiieen.
PRENUME...........ccoooeeenen. PRENUME..........cccvvviieeeeenn.
6HPQ paxianD 6HPQ Wpatalamedic:
Data:_ / [

Anexanr.3

)L deevaluare Imonitorizare a pacientului adult cu D.A. forma moderat-severa aflat v Q
tratament cu agentbiologic

PACIENT
NUME...ooeeeeeeeee e PrenUme......cooeieieiieiiiiiin
DatanaUWHULL | | | [ L | CNP:

N Y Y I Y Y Y O I O
YN | (SToT- TP



Medic curant dermatolog:

NUM.ccee e Prenume......cooviviiiii,
UnitateaV D Q LMD .U ...
Adresade FRUHV SR.Q .G H.Quooouiiiiiiiiiii et
Telefon:.....cccoevvvveeeiiins = VT E-mail ..o,

Parafa: 6HPQ WXUD

. CO-025%,"',7 ,
PacientulaprezentatX U P W RIDH R QELQWRriantaFR UHV S X @ fievdrie D XM H ViarF
GDKE VS XeteDAQI X U Q d4taii)L

DA/NU Data diagnostic(O X Q) D| Tratament
actual

Infec latute

Infec Lrécidivante/persistente

TBC - G Dfufacetratamentactual,dataultimului
tratamentd dataultimei H Y D GtiXiolddice

HTA

BoalaLVFKHPRBRQDULDQ ,O

ICC

7UR P ER Ipgpofud- W

AVC

Epilepsie

Astm EURQULF

BPOC

Ulcer gastreduodenal

Boli hepatice

Boli renale

Diabetzaharat tratamentu:

diet [ Joral | LQVAHPLQ

Afec L Xs@rguine GHVFULH L




Reac L(toli) alergice

locale| | - generalq_|

Afec L XcQtanate

Neoplasme G HV Hatdlidarea

6SLWDOL] UL

QW H WNitdrgicale.

Alte boli semnificative

II. DIAGNOSTIC | ISTORIC D.A. (sevacompletadoar la vizita de evaluarepre-
tratament)

CertificatdediagnosticdeD.A. :anul___ luna_

Datadebutului:anul _~~ luna_

lll. TERAPII CLASICE URMATE ANTERIOR - se FRP S O HmddD Ja vizita de
evaluare pre-tratament, nu este Q H F H &bBijletare pentru continuareaterapiilor

v @zulmodificarii dozelorsetrecedatade v Q F H Sld¢ bipHre pentrufiecaredoza)

Medicament 'R] Data Data opririi Observatii (motivul intreruperii, reactii
VQFHSH adverse*,ineficienta etc.)

*) termenelede U H DaBvdrde'sereferala reac ii adversemajore, de principiu manifestariledigestivedetip dispeptic
nu seincadreazda aceasta@ategorie Ilnujustifica VQWUHUXSHU kebapeRGLILFDUHD

1Qcaz de L Q W R OMAJ@MRQ/CONFIRMAT  (anexai documentemedicale) la terapiile
sistemicestandard,| X U Q d4qtalii jorivitor la altaterapieD FW X D O

IV. TERAPII CLASICE SISTEMICE ACTUALE:

Medicament Doza | Din datade: 3 X Waddnfirma ¢ pacientul | R O R \¢dtiviiH
actual D F H DG/ DA/NU




V. ALTE TRATAMENTE ACTUALE PENTRUD.A.:

Medicament 'R] Date vVQFHSHU Observatii (motivul
introducerii )

VI. EVALUAREA CLINICA:

Greutatgkg): __ Talie(cm):

Laini iereaterapiei Precedent Actual

ScorSCORAD

ScorDLQI (sevor anexaformularesemnatale pacient
si semnatesi parafatede mediculdermatologcurant)

VIl. EVALUARE 3%$5%$&/,1,&

Sevor anexabuletinelede D Q D QulLvhlabilitate de maxim 45 de zile, v @riginal sau copie
D X W H Q M. VIH-FDQV Whxrbf@nediculuicurantdermatolog

Sevor inserarezutateledelaborator F R U H V S X &3péid&ebdliieleconformProtocolului.

Analiza Data Rezultat Valori normale

VSH(lao RU

Hemograma:

Hb

Hematocrit

Num Wematii

Num r leucocite




Num r neutrofile

Num Wazofile

Num l&ozinofile

Num r monocite

Num Umfocite

Num Urombocite

Altele modificate

Creatinin

Uree

Electroliti (Na', K*)

TGO (ASAT)

TGP (ALAT)

GGT

IgE

LDH

Sumardeurin

Radiografiepuimonar

Testulcutanatuberculinicsau

IGRA

Alte datedelaboratorsemnificative

VIll. TRATAMENTUL BIOLOGIC PROPUS:

INI IERE |_|

Agent biologic (denumire FR P HU)F.L.D.O.....................| (DCI)

interval

administrarea datelor

mod administrare

1 Vizita vQL LDO

zz/ll/a




2 Vizita deevaluare zzlll/a

IX. REAC Il ADVERSE (RA) legatdeterapia D.A. (descrierea RA aparutedela completarea
ultimei | L de evaluare;prin RA seintelegefiecare evenimentmedicalsemnificativ,indiferent

de U H Ode daliralitatefata de E R Ds&u tratamentuladministrat,vor fi precizatecel putin:

diagnosticuldescrierepescurtaRA,dataD SD U L L H L tretdhjediDBpizat) L

X. &203/,%31A LA TRATAMENT:
Buna|_| NecorespunzW R|D|UH
XI. CONCLUZIlI, OBSERVA II, RECOMAND 5,

NOTA:

)L €@ FR P S O K HaXgaterubricile, D O H Yar@i@éa FR U H V S X QUS W IR Plikka® G
acoloundesuntsolicitate.Datele seintroduc obligatoriu v Qegistrul 1 Donal de D.A. Este
obligatorie introducerea in Registrul National de D.A.si a unui pacient care are terapie
conventionala sistemica din  momentul initierii acesteia sau din momentul preluarii
pacientului de catre medicul dermatolog curant (cu mentionarea la rubrica de observatii
din Registru a documentelorjustificative-nr. de v Q U H J Loongutl&lie) idteta etc) pentru a
aveadovadaeligibilitatii acestuia.

Completafi ei sefacela L QL Llefdgikia 3 luni, la prima evaluarepentruatingerea LQWH L
terapeuticela sasduni de la initiereaterapieibiologice lapoila fiecare6 luni (saumai des v Q

caz de nevoie). Este obligatorie pastrareadosarului medical complet al pacientului (bilete
externare, | L &mbulator,rezultate analize medicaleetc) la medicul curant pentru eventuala
solicitarea aleforurilor abilitate.

Anexanr. 4
Standardul de diagnosticarea Hanifin & Rajika

1. Trebuie V aib trei saumai multe caracteristicde E D {lescrisemaijos
(1) Prurit
(2) Morfologia LGLV W WLIEXL ED
Lichenificare  OH[X&JDGX O L
Erupii faciale Ipezonde deflexie la sugari Icopii
(3) '"HU P D WUWRVQauEu U HiEri
(4) Antecedentg@ersonalesaufamiliale deatopie(astm E U R QU L RdeMvatit atopic



2. Trebuie V aib trei saumai multe caracteristicminore X UP WRDUHOH
(1) Xeroza

(2) , KWLR] KLSHYDQPBWDWOLIW RNY H

(3) 5H D A B H G(dd&ip\V) la testelecutanate

(4) IgE sericcrescut

(5) 9 k U yrécaxreadebutului

(6) 7H Q Gdpr@ L) | HEtahadte wspecialStaph.aureusi herpessimplex)
(7) "H U P Dn&/dpévrific a P k L Qaluphiciorului

(8) EczcmaPDPHORQDU

(9) &KHLOLW

(10)Conjunctivit UHFXUHQW

(11) Pliul infraorbitarDennie-Morgan

(12) Keratoconus

(13) Cataract subcapsular DQWHULRDU
(14)PigmentareSHULRUELWDU

(15) Paloarel D F Léditemfacial

(16) Pitiriazisalb

(17) Pliuri anterioareale JkW X O X L

(18) Pruritindusde hipersudoratie

(19) ,QWROH KWQ QV R O Yipidigi L

(20)Dermatital ROOLFXODU

(21) , Q W R Celtimukbt&)

(22)Leziuni L Q | O X t@edivV ltactori HPR LRQDOL
(23) Dermografismalb i albire vQWKU]JLDW



TUMORI NEUROENDOCRINE- TRATAMENT CUANALOGIDE 620$7267%7,1

Clasificarea OMS a tumorilor neuroendocrine gastroenteracpancreatice (2017) (WHO
Classificationof Tumoursof the Digestive System,2017) UH F X Q RD B W\HR &tedjbtiQalel
TNE:
1. Tumori (Neoplasmeheuroendocrindine G L I H U HNETLG1LKH67 < 3% sau Q XP U
demitoze< 2/10HPF)
2. Tumori (Neoplasmeneuroendocrindine G L | H U HNETLA2 \KiH67 v Q B/-26P6 sau
Q X Pddinitoze2 - 20/10HPF)
3. Tumori(Neoplasmefeuroendocrinbinedifer H Q LNEWGB (Ki 67>20%sau Q X PdeJ
mitoze>20/10HPF)
4. Neoplasmeneuroendocrinslabdifferentiate(CarcinoameneuroendocrineNEC G3(cu
celulemici saucu celulemari) (Ki 67 > 20%sau Q X Pdésnitoze> 20/10HPF)
5. Neoplasmemixte neuroendocrine nonneuroendocrinegylINEN (tumori neuroendocrine
+ adenocarcinoamecarcinoamescuamoasep1-G3

Grading-ul tumoral, pe bazaindicelui de proliferare Ki-67, propus de ENETS (Rindi G, et
al. VirchowsArch. 2006;449:395- 401):

Grading propus pentru TNE

Grad Indexul mitotic (10 HPF*)) Indicele Ki-67 (%)
Gl <2 <3

G2 2-20 3-20

G3 >20 > 20

*) Ki-67 se E D] Helevaluareaa cel S X 30Qcelule v @riile cu cel mai mare Q X Pdé&mitoze ("hot spots");pentru
determinareandexului Ki-67 evaluareaY L] X RBED]|LRQ2 W HFRPDIGEUHFR P QA8 U PDHDX e (
imagini printate.

Indexul mitotic se H [ S U taPQ X Pdémitozepe 10 HPF (high powerfield = 0,2 mn¥), cel S X 40 k P S é¢bluatev (
zonacu ceamai maredensitatede mitoze e H [ S U heL0 HPF (2,0 mn).

Strategiileterapeuticepentru TNE includ: U H ] H F KUDJ X WaXlnRroDi@rimitive, terapiacu
analogi de somatostatin,imunoterapia(interferon), chimioterapia, radioterapia L Q \peni
receptorii peptidici (PRRT), tratamentul local al metastazelorhepatice (chemoembolizare
WUDQVDEWMNGRLEDEDGLRIUMHRYHRKLD X U preé¢ub @ terapiile biologice:
inhibitorii demTOR uibhibitorii dereceptoriirozin-kinazici.

5H]HFFKD U X Ua tumbr® trebuie HIHFWOK RI&/ F k WrH tumora este ORFDOL]DW
Tratamentukcu analogide V R P D W RUdvdottl,La@Qreotid) U H S U i) tta@eWdenteficace v Q
controlul simptomatologieide sindromcarcinoid U lv @ducereasolumului tumoral (Octreotid,
studiulPROMID 0 Lanreotidautoge] studiul Clarinet G ClarinetOLE), v @zulTNE G1 0 G2,
de D Qndijlocie, careau progresat,u ik @morile neuroendocrinpancreaticel intestinalecu Ki-
67 < 10%. Profilul de V L J X lhDaQestormedicamentestefoarte bun, suntbine tolerate,dar
sunt U tazurirezistentda tratament.

|. CRITERII DE DIAGNOSTIC

1. Examenul histopatologic cu imunohistochimie esteobligatoriu



Imunohistochimie S R ] L Yehtyu markerii panrneuroendocrinicromograninad, sinaptofizina,
enolazaspecific Q H X U RNGQHE), GD56,ATRX/DAXX, receptorisomatostatinici.

Obligatoriupentru v Q F D GG DNHDBstepvLitfvitateaa minim 2 markeri(cromogranind,
sinaptofizinagnolazaspecific Q H X U CQ3B @=ceptorisomatostatinici).

Pentrustabilirea D J U H V ltumiaiVestedbligatoriedeterminareandexuluide proliferareKi-67
sauaindexuluimitotic.

I Qazuri VH O HF duit @ebesareF R O Rdpéxificepentru X UP WhBridéani: VHURWRQLQ
J DV WIUQ QXdutagonVIP, etcsauimunohistochimigpentrureceptorii de somatostatin.

2. Imagistica

Metodele imagistice W U D G L (taB@@@af@a HW R U Décbdrafia D E G R P Lé&n@b€copia
GLJHWMXISH UdaRR DQ | H U IR didce,abdomen U pelvis, RMN abdomen U belvis,
echoendoscopia G L J H V Wdnkosopia, scintigrafia RVRDY WHFKQBDLDPH[LVW
simptomatologieVSHFIpbt HYLG B @ XPR U L PsBuP HW D V W Dautdapreciza
vOMaturaQHXURHQGRFULQ

Metodele imagistice moleculare cu specificitate mai mare sunt: scintigrafia receptorilor de

V R P D W RQtinedsvanigynografiacu emisiede pozitroni (PET) cu trasoriselectivicum ar fi
11G5HTP sau68Galiumsau F-DOPA (fluoro dihidroxi-fenilalanina).PET-CT-ul cu 18-FDG
este X Wdo@&r v {@entificareaTNE slab G L | H U HaQaphicd/tH extinderiilor.

3. Criterii biochimice umorale

| @iudaanumitor O L P LaMniddraninaA este v Qrezentcel mai util markercirculant pentru

tumorile carcinoide U pancreaticeu éstecrescutla 60% S k @a 100%din NET-uri. La SDFLHQ LL
cu TNE G3 cromograninaA S O D V Pd3tdaldéseaQ R U Pdalenolazaspecific QHXURQDO
(NSE) v ODpoltefi PRGLILFDW

Pentrutumorile carcinoidedeintestin V X Ese UH FR P P X U BRIAAD a serotonineit &
cromograninei A. Nivelurile crescte de VHURWRQLRQUDIDWXULG 5 acid
hidroxiindolacetio5HIAA) suntcorelatecu sindromulcarcinoid U ¢u crizelecarcinoide.

Markerii umorali specifici pentrudiversetipuri de tumori neuroendocrinsunt: JDVWUQ QX O L Q
glucagon ACTH - like, VIP, F D O F L WoRn@tari@frine/metanefring|]P, etc.

4. Clinica
1. Sindromul carcinoid (flush, diaree, R E VW UIBEXUR QHFILD QR W DIp&aWFDUGLDF
F D U F L QMmdnikestari legate de sindromul | XQF L §€&clHo (gastrinom,vipom,
somatostatinoninsulinom,etc)
2. Alte P D QL I Hcdinikge Ydurere D E G R P LR BWVW UWXFWLHY sMidr@nbQushing,
acromegaliegetc)
3. Asimptomatic

Diagnosticul pozitiv de TNE se VW D E peb&ra WHIP W R RiigegdiO R U

1. Diagnostichistopatologicde TNE cu imunohistochimie S R ] L Y&htiucromograninaA sau
VLQDSWRUINIEQsau CD 56, etc U lindexul de proliferare Ki-67/mitotic FHUWLILF
diagnosticulde TNE U permit o clasificare F R U HO DW/ S XI@ térdpe U tu prognosticul

bolii. De asemeneapot fi pozitivi receptoriide VR P D W RSEWR2 W E®TR5 pe examenul
imunohistochimic la subtipuri VHOHF deREY WTHImori neuroendocrinecu VHFUH LL
hormonalespecifice UNET G3).



2. Confirmare L P D J L & MhtoFii primare U L \an&tastazelo(CT, RMN, echoendoscopia),
scintigrafiatip OctreoscarsauPET-CT cu radiotrasorispecifici.

3. Niveluri crescutede cromograninaA UL V\DEKU R WUR.Q\BEKS hidroxiindolacetic(5-
HIAA) cu VHP QL | EPD @ KdidgBosticudeTNE IXQF LRQDO

De asemeneanivelul crescutseric al hormonilor imunoreactivispecifici pancreatici,gastrici,
medulosuprarenalgi celulelor parafoliculareC tiroidiene sauparaneoplaziciV X VdiagQosticul

v Qazurilerespective.

([ L VoAuzedereaultatefals pozitive ale G R] d¢lFlU R P R J B Ihtgdicamentenhibitori de
SRP S URW PD@WFD Jie @teptdtiH2; LQV XILPHM®A,;, LQVXILFDHG@GLDF
FLURHSDWHBDRMULIRMI P Q F UK D WWDIW. WR LR Ginéromde colon iritabil;

D U WULHOXWP D BPRC Bipertiroidism;diferite adenocarcinoametc.).

4. Tumorile neuroendocrinecu V H F Uhérrhdnale specifice de tipul: insulinoamelor,
gastrinoamelorfeocromocitoamelorgcarcinoamelomedularetiroidiene,etc.se GLDJQRVWLFKHD
prin testespecificecare HY L G H lpriad@njilprodus v €xcesv @ k Q@rith L P X Q R GRJ QL
H V Xumota(imunohistochimic).
Metode terapeutice:
1. Chirurgia UDGLFDQIhala ORFDOU ORAREAD & LWR UH G XWQdo&a) D O
DYDQVDW PHWDVWDWLF
2. Tratamentulocoregionalal metastazeloprin embolizaressauchemoembolizarearterei
hepatice,D E OinLHD G L R | URFHAY, tddjoterapieL Q W M H Q H(BIR/M),; Y
3. Tratamentulmedical cu analogide V R P D W R(QOutr&pw, LL@nreotid) ca terapie de
S U Llinie v @NE G1 0 G2, nemetastazateareau progresatsaucu metastazeareau
progresasaunu, IXQF LRQ@WIKXQF LRQDOH
TNE careau progresasuntTNE cunoscutdrezecateurativ)la carela un E L QrDa@istic
de XUP U¢eUFR QV WD MU VitkhatiH D S D Urécidivzi locoregionale sau a
metastazelor.
Nu H[L W\ Rici o L Q G Ldelbldsireaanalogilorde VR P D W RcV $¢dp &djuv@nt
v QNE G1 sau G2, indiferent de localizareatumorii primare sau pentu tratamentul
posibilelormetastazenicroscopic ESMO 2012).
4. Chimioterapia V LV W HtBrhdzolomid plus capecitabina,5FU plus leucovorin+f
oxaliplatin/irinotecanetc)
5. RadioterapiaH [ W ipéhumetastazelesoasel terebrale;
6. Radioterapiacu analogiradioactivi de V R P D W R YhiNUEDVWWRACD ctreotid, Ytriu90-
DOTATOC 0 LXWH IDOTA-Octreotat;
7. Tratamenmedicalimunologiccu Interferon.

PROTOCOL DE TRATAMENT

l. Principii
1. 5SHIHFFKDUXUJDEBD&eOR W R U H GatkmarRp@bate U inetastazeloeste
LQGLBDUHR WYL @icemomental HY R ObXliiL&GI D $epoateface.
2. Tratamentulchimioterapicesteindicat pentru TNE slab G L | H U HaDapld2idéHar G L
pentruTNE pancreaticé&s1, G2 local avansate/metastazate.
Sepoateasociacu analogide VR P D W R G\ BW H QelEmanteclinice de sindrom
carcinoidclinic manifest,pentrucareanalogiide VR P D W Riéwwilerdple@Q GM XY D QW



3. Tratamentulcu andogi de VR P D W R ¥ R/QW U& CeHtBimptomatologiaFOLQLF
nivelul sericdehormoni G fprogresiaW X P RU D O
Studiul PROMID a DU ydod&rearolumului tumoral cu Octreotid 30 mg/28 zile v Q
TNE G1 uG2,de D Q X Q W H VYhWolci® éafe au progresat. Studiul Clarineta DU aVD W
FUH®BWKXGEH DY L Hprddrésida S D F L ¢UQET pancreaticelibtestinalecu Ki-
67 < 10%, careau prezentastabilitateabolii la includereav &udiu,indiferentde volumul
tumoral hepatic. De asemeneastudul Clarinet OLE a dovedit o F U H uaMafiogii
Lanreotidului autogel 120 mg/28 zile la S D F L H@ R@>3fudiul Clarinet care au
continuat tratamentul v Gtudiul Clarinet OLE ceea ce a dovedit F analogul de
V R P D W RayeW &@aatan@tumoral.

4. Radioterapiacu analogiradioactivide VR P D W R(WRRD)@ste@ L V S R @ Qriedeft
doar v @ntreeuropenale UHIHUL Q

5. Tratamentumedicalimunologiccu Interferon.

lI. Criterii deincludere v @atamentul cuanalogide VRPDWRVWDWLQ

1. Diagnosic histopatologicde W X P RQUH X U R H QGA/SE, duLi@unohistochimie SR]JLW LY
pentru cromograninaA+/- VL Q D S WHR-IN$E€} marker specific pentru TNE pancreatice
functionale 0 Lobligatoriu index de proliferare Ki-67/mitotic, cu W X P R3JU H | Hs@QuwW
metastaze/restutumoraleprezentepostoperator;

2. Tumori neuroendocrinevansate,Q HI X Q F GRGRIO B Q ¥ Q W H \"Wijldci® Balcu
localizare SULP QU F X Q Ra/ GareWau exclus ORFD Otld DO&igine G H Fanyd
L QW HVMIjlo€e) @u diagnostic histopatologic U Limunohistochimie S R]L Wpentru
cromograninaA sau VL Q D S WsBU N$E @ bbligatoriu index de proliferare Ki-67/mitotic
(StudiulPROMID, RCPOctreotidLAR)

3. Tumorineuroendocrin&1 UlnsubseG2 (indiceKi-67 S k @& 10%)deorigine PHIHQWHULF
SDQF UsaDQH.FX Q Raddiaxivdea fost H [ F OoXiginea v @emicolonul V W Ki@ett), la
SDFLIBDG XDEIR DoGal DY D QY B WH | HsaWwekekiCu E R DRCH W D VY diaghbdtic
histopatologic U imunohistochimieS R ] L @éhthucromograninad sau V L Q D S V&NSH_ QL
obligatoriuindexde proliferareKi-67/mitotic (Studiul Clarinet).

4. 3 U H ] Ht@mBntelorclinice de sindrom carcinoid G unul dintre markerii serici FUHVF X L
(cromograning +/- serotoninaV H Utl- B-HIAA urinar).

5. 7XPR@H X UR H QlaRF LU HQ HIMQEIGB clusiv NET bronhopulmonamerezecabil
sau metastazat NCCN 2017 -), cu FR Q GV fie Dv Q V RleLel@menteclinice de sindrom
carcinoid U lconfirmate de un marker seric cu nivel crescut+/- S U H ] HeQeporilor de
VR PDWRSSVWRR WESPRS v@asaW XPRUDO

6. Tumorile neuroendocrineG L | HU HIX Q b W RWQDKDHWbimbhalespecifice JDVWULQ
L Q V Xcatec@lamineACTH like, calcitoQ L @tc) carepe O k Qratamentulpecifical acestor
tumori v QX Q FehdimonulsecretattimunohistochimiaV S H F lvbirfecesitatd FRU HF LH
unui sindromclinic carcinoidasociat(cu serotoninaV H URR B H V aX&éreau receptoripentru
VRPDWRGE WHDRNQLV@EEEW XPRUD O



Criterii de includere v @atamentul cu analogide VRPDWRVWWDMNLRUP WRDUHOH
criterii combinatesauunice

a. 1+2saul+3saul+6
b. 4
C. 5

lll. Criterii de XUP UWWHUDSHXWLF

a. simptomatologieF O L @elsiRdromcarcinoid/sindroml XQF LRQDO

b. markeriserici:cromogranina, serotonina5-HIAA sauspecific

C. evaluareal V S X Quvhdralihagistic)
Primaevaluarese H I H F W & M B-§ luni detratamenfa + b), apoila 6 luni detratameni{a+ b
+¢). Oricem U Laddzeidetratament v initele permisede protocol) Q H F Heélvalarda 3-6
luni (a+ b).

RezultateleHYDO X ULL
X ameliorarea/controlareamptomatologieclinice
x VF G HWRHQD H Q Wddmaticdal®rRatkerilorhormonali
X stabilizarea/redzerea volumului tumoral, evaluat imagistc MXVWIPIH® LQHUHD
D F H OdtzeDIiEaz contrar se UH F R P IFQU@®I U \Wdzdi, it Pmitele SUHY H¥ W H
protocol.

IV. Posologie

1. Octreotid (forme cu eliberare SU H O X-QAR)VBO mgi. m. lafiecare4d V . SW P22BQeL
zile), cu posibilitateaF U H Uprogtesilvda dozei S k Ga maxim 60 mg/28zile (40 mg/28zile; 50
mg/28zile; 60 mg/28zile).

T Pentrutratamentul S D F L H € sinipRrdeasociatetumorilor neuroendocrind XQF LRQDOMH
gastreenterepancreacticéRCPOctreotidLAR) doza L Q L este3D mg,i. m. lafiecare28zile.

2. Lanreotid Autogel 120mg - V R O K QUNHH BW. fré&dun® v @giuneaJ O X WcH &ilierare
SUHO XRBR QWc&dide O D Q U HaR WI>Aihje@dBeas.c. profund a 120 mg Lanreotid.
DozaLQL UHBH®RP E&Ed1¥0Omgs.c.profundlainterval 28 dezile.

L Q kd@@riede variabilitateaV H Q V L EunOrildMa abdlogiide V R P D W R &&i&f €&cuvhiaqdlat
Vse v Q F Hat&mentucu L Q Midgtdédnalogide VR P D W RoW W B W X Q X(O&treotid
100 Jx 3/zi subcutan),pentru a evaluacalitatea U V S X Q(MrKpgibKelegate de tumora
FDUFLQ@RE®hotale)UMWROHUDAQ
Doza L QL dstedeo L Q M Hd_ahntdotidautogels.c. profundla fiecare28 zile sauOctreotid
LAR 30mg,i. m. R G [a\®8 dezile. Doza P D [ L Be OctreotidLAR estede 60 mg/28zile, iar
delLanreotidautogell20mg/28zile.
IQipsa U V'S X Qa/ #o@axR.D [ L Ru unul dintre analogii de somatotatin se UHFRPDQG
reevaluarea pacientului v QoN B O L Qhteldicala, JDVW U R HQ WHHUGRFRORULBG&RIOR JLF
R Q F R O RkkhifbareaU H F R P Dt€&pelticécu FH O aDdlo@dd VR P D W R VGADEFW L Q
fost pe Octreotid LAR 60 mg/28 zile va trece pe Lanredid autogel120 mg/28 zile sauinvers
G D#&fost peLanreotidautogell20mg/28zile vatrecepe OctreotidLAR 60 mg/28zile)
Administrareasevaface v €xclusivitatede F Wpersbnamedicalspecializatsubsupravegherea
mediculuide familie saua medcului prescriptor,conformghidului de injectare.Medicul curant



este obligat V informeze pacientul asupra HI1 L F D F UW D E Hdte@®& Wlizitelor pentru
monitorizarearatamentului.

V. Monitorizarea tratamentului

([ L Vohbligativitateav Q éifi pacientuluide F WAtkbimedic, v Qegistrul 1 D L RIQTi@ori
Endocrinede la Institutul 1 D L RI®EnAocrinologie abilitat de F WWMihisterul 6 Q WdinL L
momentul v Qareacestavadevenil XQF LRQDO

Perioadele de timp la care se face monitorizarea de F W UWnddicul curant:
endocrinolog/oncolog/gastroenterolog:
X G X ®ei- D WHi detratamentuunanalogde VR P D W RA/dMzBUWHERPDQGDW
x GD$e PHQ dotidlulterapeuticcel S X dtaDil saubeneficiuclinic, cu preparatul i L
doza U H F R P DnQt&sir YWevaluareaefacela fiecare6 luni detratament
x G Dpreparatuladoza U H F R P Dd@n@&BiaM curantnu sunteficientela 3 luni, sepoate
recomanda F U H U \Woiadil Had nu pestedoza PD[LPUHF R P D Q@&aol, cu
reevaluae G X 8lte3-6 luni.

VI. Criterii de v Q W U H BIt&r8gitU H
X progresiabolii, HY L G HiQadi€ha\pedoza PD [L D G P [O¢treotidLAR 60 mg/28
zile sauSomatulineautogel120 mg/28 zile), dar v @ E V Bi@ptmatologieilinice de
sindromcarcinoid
x DS D UWHDPadveGeseeresaua FRQWUDLQGLFD LLORU
X lipsade F R P S Ola @a@amentuonitorizare
x decesupacientului

VII. PRESCRIPTORI: mediciiendocrinologiu L dmzdogia L VIDXWURHQWHURORJL ~



DCI COLISTIMETAT DE SODIU

. ,1',&% ,$ 7(5%$3(87,&DERUGDUHD WHUDSHXWLF D LQIHF LLOR
GH 3VHXGRPRQDV DHUXJLQRVD OD SDFLHQ LL FX ILEUR] FKL
6 ani.

., &5,7(5,, '( ,1&/8"'(5TRATAMENT :

A. Criterii de includere:
- LQIHF LH UHVSLUDWRULH FX 3VHXGRPRQDV DHUXJLQRVD
- YkUVWD SHVWH DQL

B. Criterii de excludere:
- refuzul pacientului sau familiei de a utiliza medicamentul
- incapacitatea pacientulde a inhala corect
- prezenta efectelor adverse importante sau alergie la medicament

lll. TRATAMENT
Doze
- $GXO L L FRSLL FX YKUVWD GH FHO SX LQ DQL [ F
,(QWHUYDOXO GLQWUH DG P Leimnaiapropldt @eH2@R|HL WUHEXLH
1RW $GPLQLVWUDUHD LQKDODWRULH VH IDFH FX GLVSR]JLWI

, QL LHUHD WHUDSLHL VH IDFH DVWIHO
- vQ LQIHF LD DFXW H[DFHUEDUH VDX SULPRLQIHF LH FX 3
D QWLELRW,HddaDrSihisgtreRzd thhp de 6 luni consecutive
- vQ LQIHF LD FURQLF VH DGPLQLVWUHD] OXQL FRQVI
EDFWHULRORJLF REOLJDWRULX vQ IXQFWLH GH FDUH VH

Mod de administrare: Colistimetatul de sodiu este iicdt doar pentru administrare inhalatorie.

- &DSVXOHOH FX FROLVWLPHWDWXO GH VRGLX WUHEXLH X
pulbere care apartine medicamentului respectiv.
- &DSVXOHOH QX WUHEXLH V ILH LQJHUDWH
Pentru a se asigura administrarea ade®v’ D PHGLFDPHQWXOXL PHGLFXO
V vL DUDWH SDFLHQWXOXL VL IDPLOLHL vQ FD]XO FRSL
SULPD GR] ILLQG DGPLQLVWUDW VXE VXSUDYHJKHUH PH
- 'DF VXQW XUPDWH UL DOWH WUDWODWHDWH vRFXVR M/IR DV
X Mucolitice inhalatorii
X Bronhodilatatoare cu administrare inhalatorie
X J)LILRWHUDSLH WRUDFLF
X Alte medicamente cu administrare inhalatorie



X Colistimetat de sodiu

Durata WUDWDPHQWXOXL VvQDSRXWRVEIHHRERPDQGEFWGRLQLVWUL
GH OXQL GH WUDWDPHQW LQKDODWRU vQ LQIHFWLD FURQL
3 luni daca nu -& obtinut cultura negativa si starea clinica o impune. Tratamentul poate fi
continuat DWKkW WLPS FkW PHGLFXO FRQVLGHU F SDFLHQWXO
DGPLQLVWU ULL DFHVWXLD

,9 35(&%$8 ,, , $7(1 ,21 5,

- VH UHFRPDQG SUHFDX LH vQ DGPLQLVWUDUHD OD SDFLF
auz, bronhospasm, antecedertteH QHIULWH PHGLFDPHQWRDVH VHQ
aminoglicozide, miastenia gravis, Parkinson , porfirie

- XWLOL]DUHD FRQFRPLWHQW D FROLVWLPHWDWXOXL GH
PHGLFDPHQWH FX SRWHQ LDO QHIURWIRAlde 34D Xu QHXUR
PHGLFDPHQWHOH EORFDQWH QHXURPXVFXODUH FD VXEV

- DGPLQLVWUDUHD FRQFRPLWHQW GH FROLVWLPHWDW GH
[

- FODULWURPLFLQ VDX I0XRURFKLQ R(piefigxacind Xébuiy XQW Q
HIHFWXDW FX SUHFDX LH OD SDFLHQ LL GLDJQRVWLFD L

Sarcina

Datele provenite din utilizarea colistimetatului de sodiu cu administrare inhalatorie la femeile
gravide sunt inexistente sau limitate. Colistimetatul ddRGLX QX HVWH UHFRPDQGI
VDUFLQLL L OD IHPHL DIODWH OD YkUVWD IHUWLO FDUH QX |

$O0O SWDUHD

Datele fizcoFKLPLFH VXJHUHD] H[FUH LD FROLVWLPHWDWXOXL G
exclude unrisc pentrune®@ VFX L VXJDUL 7UHEXLH OXDW GHFL]LD ILH ¢
D vVQWUHUXSH GH D VH DE LQH GH OD WUDWDPHQWXO FX FR(
DO SW ULL SHQWUX FRSLO L EHQHILFLXO WUDWDPHQWXOXL ¢

EFECTE SECUNDARE POSIBILE

%WURQKRVSDVP .L WXVH

/ID LQKDODUH SRW DS UHD EURQKRVSDVP VDX WXVH 'DFD H\
beta2DJRQL WL DQWHULRU VDX XOWHULRU LQKDO ULL FROLVW

Hemoptizie

+HPRSWL]LD HVWHSRVERPSOUWED ILEUR]D FKLVWLF L HVWH
8WLOL]DUHD FROLVWLPHWDWXOXL GH VRGLX OD SDFLHQ LL
VQFHSXW VDX FRQWLQXDW QXPDL GDF EHQHILFLLOH RE LQ.
conVLGHUDWH PDL PDUL GHFkW ULVFXULOH GH LQGXFHUH D XQ



((DFHUEDUH UHVSLUDWRULH DFXW
'DF VH GH]YROW H[DFHUE UL UHVSLUDWRULL DFXWH WUHEX
VXSOLPHQWDU FX PHGLFDPHQWHI.DGPLQLVWUDWH LQWUDYH!

6 XSUDLQIHFOLH PLFRWLF RUDO
‘XS ILHFDUH LQKDODUH D FROLVWLPHWDWXOXL GH VRGLX .
ULVFXOXL GH]JYROW ULL XQHL VXSUDLQIHF LL PLFRWLFH RUDC

Nefrotoxicitate/neurotoxicitate

([LVW R DEVRUE LH WUDQVSXOPRQDU IRDUWH VF ]XW D FR(
SUXGHQ FkQG VH DGPLQLVWUHD] FROLVWLPHWDW GH VRGL
UHDF LL DGYHUVH QHIURWR|[LFH VDX QHXURWRJ[LFH

VI. &2175%$,1',&$ ,,
$OHUJLH KLSHUVHQVLELOL]DUH OD VXEVWDQ D DFWLY VXOI

GLQWUH H[FLSLHQ L

VI.  MONITORIZAREA TRATAMENTULUI / CRITERII DE EVALUARE A
(), &$&,7 ,, 7(5$3(87,&(

ORQLWRUL]JDUHD HILFHHQPFH O\DHVYDVSHXWXBGH HORU OXQL GH
FXOWXUD EDFWHULRORJLE D VSXWHL 1Q FD] GH SHUVLVWHC
LQKDODWRULH D FROLVWLPHWDWXOXL GH VRGWKH QR WLEXRW
LQKDODWRULH 7UDWDPHQWXO VH DEPILQSN VDWDH CBJH S\HR RWS HS
DGPLQLVWUDUH VH YRU PRQLWRUL]D HIHFWHOH VHFXQGDUH
FRQVLGHUDUH VQWUHUXSHUHD WUDWDPHQWXOXL

V,,, &5,7(5,, 3(1758 1175(583(5($ 75$7$0(178/8,
IQWUHUXSHUHD WUDWDPHQWXOXL VH YD IDFH vQ XUP WRDUH
- '"HFL]LD PHGLFXOXL GH VQWUHUXSHUH D WUDWDPHQW)
LQHILFLHQ HL VDX D DSDUL LHL UHDF LLORU DGYHUVH VI
- DeciziD GH D VQWUHUXSH PHGLFD LD vQ FD]XO VDUFLQLL VL
- 'HFL]LD SDFLHQWXOXL L D S ULQWLORU GH D VQWUHUXS|

IX. MEDICI PRESCRIPTORI:
7TUDWDPHQWXO VH LQL LD] GH F WUH PHGLFRL 8@ GULBMALIDH
SQHXPRORJLH FRRUGRQDWRUL GHVHPQD L DL FHQWUHORU G



FRQWLQXDW GH F WUH PHGLFXO GH IDPLOLH vQ GR]JHOH UL S
de la medicul specialist.



