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2. ThANH PHN CONG THOT
Thinh phin du hit:
Mo chia 100 mg anidulafungin.
Dung cich ol nguyén chia 3.33 mg/m. g

anidulafungin.
Thinh phén ti dovc xem muc 6.1,

3. oaneBMooi ‘ : k
B4t dong ki pha dung dich ruyés. "
Dang déng kho rdn ma ring 8¢ tring duc. :

4. DACTINH LAMSANG vt e

41 Chl dinh Giée t ; 3 t
ERAXIS dox i € 6 @iéu i ci truing hap shibm ndm trén bésh nhin trubng thanh duoc liét kb
A 83y, M3 € ndi cfy nim va cic xét nghiém lién quan trong phdng thi nghiém (a0 gbm mé
bénh hoc) nén duoc thuc hibn trud khi Giéu tri 0€ phan Lip va xéc dinh téc nhdn gy bénh. (6 the bit
850 Giéu tr truc Khi bt ket qud nudi cly va cac két qud xét nghiém khic Macdd vy, cin pha diéy
chinh fiéu phap khdng ngim thich hop khi 83 < cic két qud xét nghitm. - !
Nhiém Candido huyét v chcloai nhidm Candide khic (dp xe 6 bung vA viém phik mac)
'ERAXIS @ chi Ginh 66 Giéu tri nhidm Candida Iy v cic loal nhibm Canida khdc bao gdm dp xe §
bung vé viém phiic mac
Nhiém Candida thi quin
ERAXIS duoc chi dinh € diéu tri nhigm Candida thik qudn.
Han ché sit dung:
ERAXIS chica 6uk nghién clu 6 diéu tr i binh viém ndi tim mac, vém tly Xuong va viém mang
130 do nm Candida v& chua 8utx nghién c trén s Iuomg bénh nhan gidm bach ciu trung tinh 43 idn
66 xdc dinh hidu qua Giéu trj trén nhom ndy.

42 Lidu dimg va cich diing
o
Nhiém Candida hayét v Gi¢ loai nhiém Candida khic (ip xe § bung va viém plvix mac)
Liéu Khuyén cho cia ERAYIS I mét éu don tin €39 200 mg vao ngly 1, 5ép thea t iy 100 mg méi
ngays-uu.mmwmmwmmmmmmmmm.mmaéu
tr khdng ném nén tiép tyc it nhit 14 ngdy k€ 1 ngdy cd két qui cly nim duong tinh gin nht.
Nhiém Candida thy quin
Uiy ERAXIS khi d5u uioc KhuyEn cio a i 8an tin cng 100 mg vdo ngly 1, iép theo l 50 mg
i ngay sau 66, Bénh nhan nén duoc i ti rong khadng thoi gan t6i thiu 1 14 ngdy v t ohit
7 ngdy sau khi 3 gii quyt hé cic riéu chiing. Khoing the gian G tri nén dua trén 8 Ung lam
Qnguhmmmnqwm!idﬂwmmhhhnmﬂmﬂw.wﬁmm
1idp tuc i phdp ngin chan ahibm ndim sau m3t iéa trih G tr.
Ther giom & o
Nhin ung, in i tuci phip Khing im rong tohdt 14 ngiy k€t ngay G kE qud cly nsm
duong tinh gén nhit. !
Khoog b 8 0 iéu 6€ ching minh cho viée dimg béu 100 m 8é du o qu 35 ngay.
R mar st ning Khing cindiéy chinh

in Gy chinh Tiéu cho bnh nhin sy gan nhe, trung binh hodc ndng.

mmmimymmnmummmdm@mmmmM
ERAXIS c thé duoc ing ma Khong cchi  6n thi gian thim phn mau frem mee S2.
(dcnhém 64 tutong doc biét khéc . Y
mmwmwmmmmmmwnmmm&mm
nhiém HIV duong tioh, hoic 0guéd 20 tudi (xem muc 5.2). :
Nhm bénh nhdn nhi !
Tih i gud v anton G ERCS e v i hh ik 18106 o G Gk, O
b hien c e bt trong mec 5.2 nhung Khdng ¢ Khayén co vé i kg,

. -
e 6 chindng 60 3,33 mg/mL, sau 86 pha loding
ERAXIS nén duoc hoan il nuitc it pha tiém ; sufépha
mmm,nwﬁmmummwmmmmmmm
muc 6.6).

e diing ERAXIS o 1c 6% truyén Khng qus 1,1 ma/phit (tiong éiong vdi 1,4 mL/phit khl hodn
wmmmmmm.&_mmwnﬁﬁwmmmMg
wuyén xdy ra khi tc 65 truyen anidulafungin khdng vt qui 1,1 mg/phit (xem muc 6.6).
ERAYIS khéng dux ding 6 tiém bolus.

43 Chbng chl Ginh
Qud min vit hoat chit hodc bt ki thanh phan t dugc nbo It ké ¢ myc 6.1
Qud miin vl chc thubc khdc thudc nhom echinocandin

44 Cinh bio vh thin trong dic bidt khi s dung
ERAXIS chua dugc nghién o & nhiing bénh nhan viém ni tim ma, viém thy xuong hejc viém mang
3o do nhiém Candida. Hiéu qu ciia ERAXIS mo chl duge dinh gid trén mit 56 lugng gid han Gic bénh
nhin gidm bach ciu trung tinh (xem myc 5.1).
Técdung Jén gan
Taing men gan dus ghi nhén & nhing 85i tugng khde manh va bénh nhan ¢iéu tr bing anidulafungin.
0 mdt s6 bénh nhn cd tinh trang bénh nghiém trong dang diing nhiéu loal thubc cing ic ves
anidulafungin, nhimg bt thudng & gan ¢d ¥ nghia vé mit |im sang d4 xdy ra. Gl trung hop 161 loan
chik ning gan ding k€, viém gan, vi suy gan ft gap trong cic thil nghiém Lim sing. Bénk nhan c6 men
9an g trong qus trinh Biéu tr} bing anidulafungin nén dugc theo 6! 04 tim dfu hiby vé suy gidm
hi ndng gan va Gnh gid il ro/ig ich cla viéc 1 tuc fiéu tr) bAng anidulafungin,
Ehin ing phin vé
Cephin ing phin v, bao gbm c séc, 63 dupc bio cdo khi s dyng anidulafungin, NE céc phin ng
nidy xdy 12, nén ngumg andulafungin v diéu t thich hgp. o g
Phin dng bén quan tén tuyén dich

v dung dich pha ladng chia 0,77 mg/ml

wwmmmmmmmmmmmwﬁmmmmm phit
T3 mghis e 45, 10t g g vt qud
03 ghinfidn b sy Uing milc G4 nghikm trong cita cic .
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Thanhphin fructase e
Nhang bénh nhn c§ vin ¢ di truyén hiém gp fién quan 8&n vidc khing dung nap fructose khdng nén
ding thusc ndy. g :

45 Tuong thovél ci thubc khdc vi cic dang tuong tic khic | v
Anidulafungin Ehdng phil & mot co chdt c  nghia m $4ng, chdt cim g, hode hit 0k ché cla cic
mmnmnd!m”mﬂu,256.2(3.1(9,1“9,1“,!I).Unmin*wamm"m
khdng hodn todn logi t nhing tuong tic thédyRtréninmw, - = 0 L s
193 cb chenghibn ahu vE tung tic git anidulafungin i cic thudc khic nhid Khd ning c6 the dugc sit
dung ciing hic. Khdng Khuyn cio diéu chin liéu 46 vél ¢ hai thusc khi ding d6ng thi anidulafungin

iéu 130 mq hang ngay; 3 trong 10 46 tugng c6 tang ENDM t
g (<3 x Git han trén ciia tr] 5§ m..m‘qmg ).

ERAYIS khong thim tach duge.

DACTINH DUGC LY

Dc tinh durge Ic hoc |

Nhém dugk Iy 14m s3ng: Thusc khdng ném diing todn than,
m3 ATCJO2AX06

Caché técdung !
Hocuaingn 3 chnocandinbint6ag g, AL BOPEP™ g g 4t e i men

MSaminase thodng qua, khdng 6 trieu

w o
-

Do khgng ndm diing todn than khic,

vaqdmpm,wmudhnkmdlmmnmhw&domd\mmdn dulafungin khi
dié trj phi bop vot amphotericin 8 hodc rfampidin. .

Bénh nhn nhi
Nghién e vé tuog ti¢ thudc chi duo thyc hién trén ngudi trudng thank.
46 Khdning sinhsin, thalkjvdchoconbd
Phu nd cb thai
lCMngmdﬂlleuv!uknlwngmmwumommmawml,utwmmmﬂtdi
cho théy c6 8 tinh sinh sdn {xem myc 5.3). i g
Khong khuyén nghi s dyng ERAXIS trong the kj mang thaltrifhi It ich v ngultme 6 rdng lon hon
nguy o tiém dn cho thal nhl. . * v
ki - . =
(hu:lﬁlﬂuanﬂuhﬁlnqln&dmbiiﬂﬂvﬁnmmean\l\lhaykmng_mmml_ytl&ﬂnho
85nq vit cho thiy anidulafungin dugc tiét vao s me. P
Knong the foa i nquy co 861 vaitré b sa me. Phd dua ra quyét dinh vé vide nén nging cho con bi
Mnm/hkqﬂumblng&m,dndnnhkglmlﬁld’m\avikbﬁnhmdﬂvﬁﬂvilﬂld\
cla didu trj 861 vol ngudk me. el )
Khi ndng sinh sin i
Anidulafungin khéng ¢ dnh hudng &én khi néng sinh sdn trong cic nghién il duk thc hign trén
chudt dycva cii (xem mucS3). :
47 Anh hutdng lén khi ning L3i xe va vin hanh mdy méc
Khang fién quan.
48 Ticdung khdng mong mudn
Cac phin img bt i lén quan 8én tiém truyén 83 dutoc bdo cdo dBi vé anidulafungin trong céc nghién
lhu14m <dng, bao g8m phat ban, ngda, khé thd, co hat phé quin, ha huyét dp (thikmg g3p), 8 bimg
m3t, nbng bing va nél mé day (1t gip) ductém tit trong Bang 1 (xem myc 44).
Danh séch phdn loai chc phan éng bl id

s

Bdng sau ddy bao g6m cdc phin Ung bitlof do tat i nguyén nhin (theo thudt ngT MedDRA) tir 840 61
tugng dung 100 mg anidulafungin v tén suét tuong dng nhis rit thumg odp ( 21/10), thuing gdp
(21/100 8én <1/10), ft gip (>1/1.000 8én < 1/100), hiém g3p (>1/10.000 48n <1/1.000), rit hiém
4p (<1/10.000 ) va tir cic bdo cdo ty phat véh tén sust khong rd (khdng thé udc tinh tir di liéu ¢6

sdn). Trong mbi nhém tén suit, cdc phin img bt o1 dupc trinh bay theo thd ty mu g nghiém trong

gidm din.
B4ng 1. Bing cic phin ing bit Igi
Phankal | BRIt | Themgolp | ltglp | Hémgip [Rithiémgip Khingrd
theohé o | tuiing 21100 211000 21/10.000 < 110.000
quan op én gén | . dén
2110 <10 <1100 <1/1.000
RS loan méu Réilogn dong S by
va hi bach miu
huyét
Réi loan hé | SBcphin
mibn dich ¥, phin
ungphin
W
R loan Halalimdu | Ting 8uing huyét
chuyén héa ) { y
vadinh E
duing :
61 oan e Cogit, nhic dfu
thin inh 1
Réiloan Hahuyétdp,ting | DObimgmit, | bl RRTRIRT] KTEN
mach miy huyét ip Néngbiing, ! sl
R loan 1o (o thit phé qudn, J
hip,éng Khd thy
gy g
Trung thit ol o
RSl loan by Tdu Non mia Daubyng TS T
iy, ;.- tén s
bubn
oo
R loan Gan Ting enzym alanin | Enzym
aminotransferase | Gamma-
7 Ting phosphatase | glutamyl-
lbmrong méu, | ransferase
Tingaspartat | ting ; :
aminotransferase, utt 1) 20N A
Ling bikubin rong ' ' SR
miy,Umit il
Riloanda i Phitkar, Wi mé oy : i
mb dut da ngla A i
Réilogn Ting creatinin
Thén va Tiét trong mdu
nigy l i
Réi loan J Pau tal nol
chung vd t31 truyén
chb ding ; g%
thubc i
* Xemmyc4 4, b

4.9 Qué liéu v cich xit trf ‘ ol g
Nhi bdt k trung hap qué Iiéu ndo, céc bign phap hd g chung nén duoc il dung ki can thiét. Trong
trutmg hgp bi qua liéy, cic phdn tng bit Igi cd thé xby ra nhy 3 trinh bay trong myc 4.8,
Trong cc nghién cd 14m sang, mdt iéu don anidulafungin 400 mg tnh 4 duge diing nhe 1A liéu
H'mnq. bing 6 bdo céo vé phin ing bit i nao trén lam sang Khﬁnq‘m doctinh gidi han liéu duge
ghi nhdn trong mt nghién cu rén 10 46i tugng khde manh ding mdt €4 tin cing 260 mg sau do [a

dulafungin e ché 8 chon loc ot enzym tong hap 1,380 Slucan, mey

khéng ¢ rong clct€ bao cia dgng vit ¢ vi. Vi nay ddn dén wma;ﬁnmﬁmgmn

et thanh phinthi pé cfa vich € bdo ndm. Anidulafundin o thgy ¢ hogt i it ngm khing oo

Candida v hopt tioh khdng g e ving ting ruing 1€ D30 N3t ddng ca cac s i Asperis fimigats,

Hoattinh in vitro

Trong thil nghlém in vitro, anidulafungln thé hidn hoat tnh khéng véi ¢ arbicans, glabrata,

 porapsihss, C kruseiva C. tropicai, D bigt ket qud 181 quan 3 s i 1t A

xem muc "Hidu qud lim sang va tinh an todn”, 1 e

Chc ching ném phan ép cd 89t biéh & cic viing diém nénd cla gen myc e d clén quan dén phing
= thitbal 1am sang hodc biing phit nhidm tring. Héu hét cA¢ traing hp I3m sang ién quan dén viec

diéu tr} caspofungin. Tuy nhién, trong thi nghiém trén d0ng vit, nhig ot bién ndy khang chéo v 3

ba thubc echinocandin va do 86, cic chiing phan l4p M Y3y dugc phin loai 14 khdng echinocandin chg

dén khi thu thp thém dugc kinh nghiém Jém sang lién quan dén anidulafungin.

Tuy nhién, hoat tinh khang fa cic odi Candide trén thitnghiém invirg cla anidulafugina khing déng

nhdt. Cu thé 13 d6i v C. parapsilosi, néing 8 tc ché t6i thiéu (MIC) cia anidulafungin cao hon ve cic

031 Candida khac. Ky thust tiéu chusn 0€ dénh gié 89 nhay cia céc lodi Candida vé anidulafungin cing

nhu din gfdl cic diém gdy tumg img di duoc thiét 13p b8 Uy Ban Chau Au vé Xét nghiém B3 Nhay

Khang Vi Sinh (EUCAST), 1

Bing 2. blém giy EUCAST "

Ciclodl Candida

(andida albicans
(andida glabrata
" | Candida tropicalls
Candida krusei
(andida parapsilosis"
Lodi Candida khdc. Khadng i bing ching
1B4n thén C parapsilosis 83 c chifa mt phién ban thay thé trong gen muc tidu, d6 6 thé 13 co
chélam cho MIC cao hon so 6l cic loai Candide khac. Trong céc thi nghiém [3m sing, hiéu qud cila
anidulafungin 461 vl C parapsifosis khbng khdc biét vé m3t thing ké so vdi cic loai khic, tuy nhién,
vide sit dung cic thusc echinocandin trong nhiém Candide huyét do C parapsilosis ¢6 thé khing duoc
col |a Iua chon diéu tr} ddu tién.
2EUCAST chua xéc dinh cic diém g3y khdng lién quan dén lodi dGi vdl anidulafy
Diing thuéc anidulafungin dutng tiém c6 hi¢u qud khdng céc l0di Candida trén mé hinh nghién ciu
trén chudt va thé c6 mién dich ady di hodc bi suy gidm mién dich. Khi duoc danh gid trong khodng thes
gian tir 24 dén 96 i3 sau diéu tri cuéi ciing, diéu tri vé anidulafungin gidip kéo d3i su séng vA cling lam
gidm finh trang nhidm Candida & cic co quan trong co th.
Ci¢ trudmg hop nhiém ndm duoc thel nghiém gém c6 nhiém € albicans lan tda & thd gidm bach cdu trung
. tinh, nhiém ndm ming héu/thuc quan vt ching C albicars khng flucanazol & thd giam bach ¢iu trung
.., tinh ¥a ahiém ndm lan t8a vé ching . labrata khing fluconazol & chut giam bach céu trung tinh.

Hiéu qud vd an todn trén 13m sang
Nhiém Candida huyét va céc dang nhiém ndim Candida xdm idn khdc
Tinh an todn va hiéu qud cla anidulafungin 8 duoc dénh gid trong mt nghién ciu then chit Pha 3, ngdu
nhién, i) d6i, da trmg tm, da qudc gia trén bénh nhan khang bi gidm bach clu trung tinh nguyén phat
bi nhiém Candida hyrétva mit s§ it bénh nhdn bi nhiém ném Candida & mé sau hoac bénh ¢6 hinh thanh
dp-xe. Bénh nhin viém ndi tim mac, viém tly xuong hodc viém mang ndo do nhiém Candida, hoic nhimg
« nguai bi nhiém C krusei, d bi loai khéi nghién aiu. Bénh nhan duoc chia ngdu nhién hodc diéu tr voi
anidulafungin (dung dung tinh mach v liéu tin cdng 200 mg, tiép theo 13 diing duing tinh mach hang
ngdy vél 1100 mg) hodc fluconarol (ding dung tinh mach v iéu tén cong 800 mg, tiép theo 13 diing
@uing tinh mach hang ngdy vii liéu 400 mg), va dugc phan loai theo thang diém APACHE Il (<20 va >20)
va sy ¢6 hay khéng cé tinh trang gidm bach cdu trung tinh. Viéc diéu tri duoc thuc hién it nhdt 14 ngay va
" kg qu4 42 ngay. Bénh nhan d ck hai nhém nghién iy duoc phép churyén sang fluconazol dumg uéng
.+ sau ftnhdt 10 ngdy diéu tr qua finh mach, vdi diéu kién 12 ho cd thé dung nap duigc thudc dutng udng v
3 hiét st Rtnhdt 24 gio, va cic méu nudi cSy mdu gén day am tinh vai Candid. .
Céc bénh nhdn nhan dugc it nhdt mdt liéu thude nghién alui va nhing ngudl & ¢6 két qud nudi cly
duong tinh vdi Candida & mdt v trf binh thutmg khéng cd ndm trong o thé truéic khi tham gia nghién
alu duige dua vao qun thé phdn tich theo du dinh diéu tr 6 diéu chinh (modified intent-to-treat —
MITT). Trong phan tich vé tiéu chi dénh gié hiéu qud chinh, dap tng tong thé trong cic quén thé MITT
tal lic két thic diéu trj qua tinh mach, anidulafungin dugk so sanh vdi fluconazol bang phuang phdp so
sinh théng ké hai budc da dugc xic djnh trudc (so sanh khong kém hon, ké tiép (3 so sanh wu viét hon).
Mt ddp tng téng thé thnh cong cin bao gém cii thién |im sang va diét sach vi sinh, Bénh nhan cin
duioc theo di trong vdng séu tudn sau khi két thiic tdt cd cic lidu phdp.
Hal trdm ndm mual sdu bénh nhin, ir 16 dén 91 tudl, uge chon nglu nhién 8€ i tri va nhan duoc it nhdt
mitlidu thubc nghién ciu. Céc lodi thubmg gdp nhdt duoc phén lp & 18n khim ban ddu I C albicans (63,8%
anidulafungin, 59,3% fluconazol), tiép theo 1a C glabrata (15,79%; 25,4%), C. parapsilosis (10,2%; 13,6%) v&
€. tropicalis (11,8%; 9,3%) = tiong ding vdi 20, 13 va 15 ching phan lp ala 3 loai cudl cling, trong nhém
anldulafungin. Da s6 bénh nhdn c6 diém Apache Il < 20 Y& rit it ngudi gidm bach cu trung tinh.
Dt iéu v tinh hiéu qud, cd vé 18ng the va theo phan nhém khc nhau, duoc trinh by dudi diy trong Bing 3.

Bing 3. Thinh cing téng thé trong qudn thé MITT: cic tidu chi ddnh gid chinh va phu
Anidulafungin Fluconazol Khic biét qitfa céc
nhém®
V10 = 8 (Khodng tin cdy 95%)
Két thic diéu tri 96/127 (75,6%) 71118 (60,2%) 15,42(3,9;27,0)
biing lidu phip
truyén tinh mach
(tidu chi ddnh gid 19)
ﬁhl;;:\i!m Candida - | 881116 (75,9%) 63/103 (61,2%) 14725269
)
V] tr nhiém ndm N1 2.1% -
hid 2.7%) 8{15[53,3%}
Dichdbyng/dp-se |18 -
trong § bung® 2
Khdc 13 ) q
e
|
C albicansd
il 60/74 fn.ml ’ 38461 (62,3%) \J



R I = i R A Bl S
' (Khodng tin cdy 95%) {64.3%; 83 trén 129), € gidyata (;l,mwnwzﬂ. &mﬁs n:“,m mm;' m& we m‘m
- 5,4%; 7 trén 129). Ty 1 4 dng thanh cdng téng t thic diky tr qua tinh mach (i
&ﬁhll khong phdl | 32/45 (71,1%) F 27/45 (60,0%) i qid chinh) va két lhlk!hdd(?ieu php diéu tr va t 1 ti vong do tit ci nguyén nhdn dén thet diém
A . thim khdm sau 6 tusn du: trinh bay trong Bing 5.
i
Bing5.Tylé Téng thé* vi T§ 1§ Td vong do Tét  cic Nguyén Nhin &
DémApachell <20 [2101(812%)_ |0S8(612% |- e :&i'ﬁ;‘éﬁ};"n‘dﬂ. ~ Phin tich Téng hep g
Dhbm Apache Il > 20 | 14726 (53,8%) 11720 (55,0%) - Quén thé T
[ N (%)
Khéng gidm bach cdu | 54/124 (75,8%) 69/114(60,5%) - Dip iimg Thanh cbng Téng thi khi két thiic
trung tinh (Luwng déu tri qua tinh mach (End of Intravenous
Nmﬁmgm Treatment - EOIVT)* ; S
tydt 'I:HS%’E Téng cing 102129 (79,1) 1
Khoang phic ma - S170(728) ot 120
Gm bach clutrung |23 ” 2 . 3
et | Owng ganmit Y .
chutrung tinh tuybt " j : Khoang mang phéi 617 (85,7)
081 (AND, tébda/ - ! Thin 3/4 (75,0)
mm' 5 500) | Bip ing Thinh cdng Téng thé khi két U2 (729)"
;a;nn:mm l Ehﬂfl‘ld"!‘vo:)h.lpmul(hlolﬂ .
m munua( w27 (T40%) 67/118 (56,8%) 7.4 Q5318 Titvong do mel nguyés nhd 40129 (31,0)
- * Ddip Ung thinh cdng téag thé duwe dinh nghia 13 thanh cbng vé c 13m sing va v sinh
2MuinTheoddl | 82127 (646%) SB/118 {49.2%) 134104, 304)* » EOIVT, Kt mmmmnnhm;zor, Két thic umuu phép o|t? (I
& Tusn Theo dl 71127 (55.9%) 52/118 (44,1%) 184 (342,00 T
e 52 Dictinh duge ddng hoc
Tinh bing cich \fy ankiulafungin trflucwnazol i
(6 hodc khdng cb éng thi nhiém Candids trong mdu Duce 88ng b !
e 60 hoc clia anidubfungin 3 due ma ta trén cic 461 tugng khde manh, cac quén thé ddc biét

€D i trinh bay cho nhig bénh nhin o mbt mm bénh duy nhét tai lén khdm co bin.
# Khodng tin cly 98,3%, 1 gié tri hu Ginh 83 diéu chinh cho nhiéu phép so sénh cc thdi diém thi cSp.
Ty 1t vong trong i hai nhanh anidulafungin va fluconazol duge trinh biy dudi 8y trong Bdng 4:

Bing 4. Ty It tl vong

Anidulfungin Fuconazol
Tj Ié tit vong chung cho tokn | 29/121 (22,8%) 3INB (1A%
nghién alu
Ty W td vong trong qué trinh | 10/122(7.9%) 7118 (14.4%)
@iéu tri nghién clu
Ty I ti vong duoc cho 13 do 22 0,6%) S/118(4.2%)
nhiém ném (andida

Dl liéu b sung trén bénh nhin gidm bach chu trung tinh
mmwaummuﬁm(mmmmumunmmmﬁ&muﬂq
Guing tinh mach hang ngay véi I 100 mg) & nhilng bénh nhan truing thanh bi gidm bach csu
trung tinh (duox dinh nghia & hugng bach cSu trung tinh tuyét 86 < 500 t€ bda/mm?, bach chu

< 500t bao/mm’ hodc phan loai theo i nghién clu vién L gidm bach cSu trung tinh tai L$n kham
ban déu) b nhiém nm Candida xém Lén dux khing Ginh bing phuong phép vi sinh 83 duoc danh glé
trong mét phén tich di i 18ng hop tir S aghién cilu tién cllu (1 so sénh véi @spofungin va 4 nhan m3,
khong 5o sdnh). Bénh nhan duoc éy tri it nhét 14 ngity. CSc bénh nhan én Gimh Lsm sing 83 duk cho
chuyén sang diéy tri bing thuc azol wdng sau khi Biéu tri bing anidulafungin ft nhat 5 & 10 noay.
mmmummhﬁbﬂﬂi'h?ﬁﬁ*-““m““““mwlm
39/46). Cic tic nhin gy bénh chi yéw 49K phan Lip ta Lin kham ban 85u b C trapucals (34,8%;
16/46), C krusei (196%; 9/46),C parapsiess (17,45%: B/46), C albicas (15,2%; 7/46), v C glabrata
“,Am,‘ww“mmmnﬁmnmd‘nwm&nmmtmmum
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Pguyén nhdn tinh 8 w6l nghién c (Thim khém Theo d5i sau 6 Tuda)  21/46 (45,7%).

Hidu qud cila anidulafungin & bénh nhan trung thanh bi giém bach ciu trung tinh (duoc dinh nghia
14 uong bach ch rung tinh tuyét 881 < 500 1€ bio/mm? & L5n kham ban u) bi nhiém Candida xam
180 & uox Génh g trong mit nghién Al Bén i, mi 6, ngSu nhite, c6 86i ching, Gic bénh
nhin i tiés chudn duox cho ding anidulafungin (dimg Bueng finh mach wdi léu tén cong 200 mg,
1ip theo 1 diing Gung tinh mach hang ngay o liéu 100 mg) hosc caspofungin (ding dudng tinh
mach vi i tin cbng 70 mg, ép theo 13 6ing duéng tinh mach hang ngay vel liéu 50 mg) (phin
ghu ity 1 2:1). Bénh nhin G Giéu tr t nht 14 ngay. Cic bénh nhan 6n Ginh 13 sang d3
Supx cho chuyén sang iy ti bing thudt 220! ubing s2u it nht 10 ngay iéu tri nghién . Téng
chng c8 14 biénk phin gidm bach chu trung tinh b nhiém Candide xam Lin duox khing dinh bing
phiong phap v siah (nhdem MITT) B rkin va0 nghién i (11 nguti Géu t bing anidulafungin;
3wm,.u.9wn¢mmﬁmmmmnmg»

phé buén nhit duioc phan Lip ta ln khim ban déu La C tropicalrs (4 amdulafungin, 0 caspofungin),

C dlosis (1 fungin, 1 aspofungin), C kruser (2 anidulafungin, 1 fungin), va C ciferrii
(2 anidulafungen, 0 caspofungin). Tj ¥ 8dp Ung thanh cing Léng th vao ki KEt thix Diéu trj Qua
finh mach {tiéu chi dénh gid chinh) 1 811 (72,7%) di voi anidulafungin vé 3/3 (100,0%) d6i véi
@spofungin (khic bitt 27,3, khadng tin iy (KTC) 95% -80,9; 40,3); ty I ddp (mqg thinh cdng ting
thé khi két thiic tét ¢ inbu phap diéu tn 1 8/11 (72,7%) 85 vis anidulafungin va 3/3 (100,0%) d6i vol
arspofungin (hdc bige -27,3, KTC 95% -80,9; 40,3). Ti vong do tét i nguyén nhdn tinh 8én thit 6iém
thim khim theo d6i sau sk thi 6 66 w8l 2nidulafungin (nhom MITT) ka 4/31 (36,4%) va 2/3 (66,7%)
06i v caspofungin
BMnbindumhhﬂdm(mﬁnmlhbingphmﬁuviﬁnh(nhﬁnMITT)viglhn
bach chu trung tinh 6uoc xic dinh trong 1 phn tich d( liéu téng hgp ti 4 nghién ciy i ci ¢4 thit
& tuong ty nhay, nhdn md, khéng sosinh. Hidu qud cia anidulafungin (diing duong finh mach vet
liu tn g 200 m,tép theo L ding Auamg tinh mach hang ngdy véh liéu 100 mg) duoc Banh glé
ﬂlithNnMqMquhnMduﬂmqmhmmmnghhlilmhad\dumn\g
mma&ssmﬂmhm'hnkmdussmllbbolm‘bllbénhdﬂnhoé(duu(nwh
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ohan e diéu r} it nhdt 14 ngdy. O cic bénh nhan 6n dinh Lam sang, duic chuyEn sang diéu trf
thu az0l 8ung uéng sau khi didu tr bing anidulafungin it st 5 6én 10 ngdy. Ba s6 bénh nhan chi
ohiém Candico huyét (85,79%), Tac nhdn gdy bénh phé bién nhst duoc phan [3p tal lén khém ban diu
' Cropicals (12 bénh nhén), €. albicans (7 bénh nhan), C glabrata (7 bénh nhan), C kruses (7 bénh
mm,ncmrwm(ehemmn),ty'lwpm:mmmmmeuuwmmméummu
finh miach {tiéu chi dénh gid chinh) 12 18/35 (51,49%) va 12 16/35 (45,7%) tai this Giém KEt thoc Tat ch
i Libu phdp Didu 1. Ty It vong do 131 cA ¢4 nguyén nhdn vio Nody 2814 10/35 (28,6%). Ty I dép
g thanh cbng tling thé vao lic két thuc diéu tr] qua tinh mach va ket thoc tit ¢ cac libu phap diéy tr
66412 7/13 (53 %) & 13 béah nhdn b glém bach cdu trung tinh do nghién clu vién dénh gid tai Lén
kham ban ddu

Dilibu bé sung trén bénh nhin nhidm tring md shu

Tinh i cla anidulafungin (ding dubng tinh mach vé lié tn cbng 200 mg, tiép theo 14 diing
fung tinh mach hang ngiy vl iéy 100 mg) & nhiing bénh nhén trutng thanh bf nhiém ndm Candida
tho i md sdu dugc i dinh bing phuong phiap v sinh 43 due dénh gl trong it phdn tich
ki tiag hgp t 5 nghién ci tién cy (1 0 sanh va 4 nhan mé). Bénh nhan dupc diéu tr t phat
High hm‘mmmmmmu,ﬁnnqd!ulﬂ!hu&udtmu‘ngﬂwd‘”hfﬂ
ik anidulafungin ft nhdt 5 6én 10 ngay. Téng cbng 129 bénh nhén di dugc dua vao
e “'m‘" 116.3%) b b g 1t Candida huyL. Diém APACHE  rung binh s ’
W9 g, 2 - 4. G { i rung phis bén ot gém khoang phi mac (34,3%, 70 trong

VA nqudi bénh, Sy khéc bijt thip gia cdc déi tugng & ndng d4 todn thin (hé 8 bién thién ~25%)
Guoc ghinhan. Trang thafn dinh dat dusgc vao ngay a4 tién sau i 8 cBg (g4p 481 1iu duy t
hang ngay).
Phin b8
Duc 8dng hoc clia anidulifungin ¢6 d1ém a3 trung 1a chu ky bén phén bf nhanh (0,5-1 gid) va thé
tich phan b5 30-50 1, tuow t nhu téng thé tich dich ca thé. Anidulafungin e ket nhiéu (>99%) vt
protein huy&t tuang noull (hisa ¢6 nghitn adu cy thé vé phin b anidulafungin trong md duge thuc
hién & nguis, Do 86, khaey <d thdng tin vé sy thim thiu clia anidulafungin vao trong dich ndo tly
(CSF) vivhodc qua hang ® méu ho. )
Bifndbisihboc X
Chua ghi nhn duoc hoatfbng chuyén héa anidulafungin & gan. Anidulafungin khdng phii 1d mit cd
chét, chit cim Ung, hadchit Uc ché Isoenzym cytochrom P450, Khé c khd ndng anidulafungin sé
b tic dung cd y nghia 148 sing n sy chuyén hda clla cic thubi duge chuyén héa b céc isoenzym
cytochrom P4S0. i
Anidulafungin bi phan b héa hoc chém & nhiét 49 va pH sinh 1§ 6¢ tao mot peptid vbng mé khang
hoat tinh khing ném. Chaky bén phin hity clia anidulafundin trong phang thi nghiém & diéu kin sinh
112 khodng 24 gid.Tronghghién au in ¥ivo, sdn phém mé vong ndy sau d6 duge chuyén sang chit
phén hily dang peptid va} thai ra chil yéu qua hogt 8dng bai tiét cla myt. e
90 thanh thii cla anidusluingin 1 khodng 1 L/gid.. Thi glan bdn thal thubmg gip nhit cla
anidulafungin (2 khoang gid tuong tu vii da s5 kiu mdu 88 thi néng dg-ths gian trong huyét
fueng, vi thl gian bin sy cui b 40-50 gid, d3c tnimg cho giai 8o3n thill trir cudi cia ki€ miu 46.
Trong mét nghién cihu tis sang vdi liéu duy nhat, anidulafungin (~88 mg) ¢6 danh dSu phong xa (0
Guoc s dung trén 46i tumg khde manh. Khodng 30% liéu phong xa ding @4 bi thal ra phan sau hon
9 ngay, trong 86 c6 dudl % 14 thudc cdn nguyén ven. Duti 1% liéu phdng x3 dugc diing dugc bai tiét
Qua uik tiéy, cho thy M thanh thai qua than khdng dsng k€, Néng 4 anidulafungin gidm dufi muc
idi han dinh luong dudsu khi ding dugc 6 ngay. Litang phéng xa tir thudc tim I3i duoc trong mdu,
nudc tiéu, vi phan 8 tulasau khi st dyng liéu 13 khong déng ké. -
Tin tinh
Anidulafungin the hiéndk 43 tinh dugc d8ng hoc tuyn tinh trén mit khodng rdng céc liéu diing mit
Lén méi ngay (15-130 mg)
Gcnhém Gacbigt =
Bénh nhén nhiém ndm |
Cic 8 tinh duac dbng e ctia anidulafungin trén bénh nhn nhiém ndm tung t nhunhang dac
tinh quan st Buio trés d tuong khde manh dusa trén phin tich duge 88ng hoc cia nhom d6i tugng.
V6l Iséu ding hang nglyB 200/100 mg & tc 89 truyén 1,1 mg/phit, Cnax va néng 6 iy (Cmin) 8
trang thai 6n inh co t¥eyt tuang iing 1 khodng 7 va 3 mg/L, v AUC trung binh & trang thai G dinh
khodng 110 mg-giL. - o
Cn ndng
Mac dis cin ndng 83 dexxéc dinh 13 nguyén nhdn gdy sal khic cla thc 49 thanh thdi thude trong
phan tich duc 63ng hecshém 651 tugng, cin ndng it ¢ lién quan Lam sang 61 vel dutgc 4dng hoc clia
anidulafungin.
Gl tinh
Néng 69 anidulafungiatrong huyét tuang trén nam giél v3 n0 giéf khde manh 1a nhu nhau, Trong
nghién ciu da iéu ténbinh nhdn, t6c &) thanh thal thudc hat nhanh hon (khodng 22%) & nam gidl.
Nt cao tudl
Phin tich dugc dbng hecnhém d6i tugng cho thdy 16¢ d thanh thil trung binh hot khac bidt gita
nhém cao tubl (bénh shdn 2 65 tusl, CL trung binh = 1,07 L/gié) vb nhém khng cao tus (béah nhin
<65 twbl, CLtrung binh = 1,22 L/gid), twy nhiks khodng 16c 40 thanh thai 1 tug ty nhay.
Chiing téc
Duc 89ng hoc cda anidulafungin tuong ty nhau gida ngudt da tring, da den, Chau A, va Tay Ban Nha,
Duiang tinh vt HIV
Khng cin diéu chinh (18 n duamg tinh ve HIY, b4t ké c6 8i&u t khdng virus phidn ma nguge
(retrovirus) dbng the hay khéng. i

Suy gan ]

Anidulafungin khdng duge chuyén hda bl gan. Dup dhng hoc cda anidufafungin dugc ddnh gl trén
bénh nhan suy gan v phin loal Child-Pugh nhém A, B, hodc C. Néng d anidulafungin khdng ting
trén 861 tugng suy gan ¢ b8t kj mic 9 nio. My dis glim AUC mic 69 nhe 43 dugk ghl nhin & nhimg
bénh nhén suy gan b (d-Pugh €, mic suy glém ndm trong khodng udc tinh cia nhém ddi tugng
@ugc ghl nhn 851 v dc 661 tugng khde manh,

Suy thin

Anidulafungin c6 thank td{ thin khong dang k€ (<1%). Trong mdt nghién au lam sang trén cic 461
tugng suy thin mcdjabe, trung binh, ndng hodc glal dagn cufl (phdl loc mdu), cdc dc tinh duige
dbng hoc cia aniduafmgin cing tuang ty nh nhing dictinh quan sét dugc & d6i tugng cé chuc nang
than binh thubng. Anddyfungin khong thé thim tach duge va cf thé duac dlng ma khng e chi
dén thit gian thimtia mdy,

Tréem

Duge dbng hoc ca ddafungin sau (1 nhdt 5 liéu hang ngdy dugc nghién ciu trén 24 bénh nhdn tré
em suy gim mitnch () 4gn 11 twéf) va v| thanh nién (12 dén 17 tufi) gidm bach cAu trung tinh.
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t 1i6u tén cdng (gSp 401 1iéu duy 1), ¥ Cmax V2
E("::\:;“h ?&Eg;‘mxmﬁ:mmﬁm Sy phan b thubc toan thin sau liéu du'y“ :\(
hang nﬂ,‘q'mt 0,75 v 1.5 mg/kg/ngly trong nhém d&i tuyng ndy (A tuong didng vél ﬂhlzf? ik
Quan iy ngutd trvéng thanh duing tiong ing 50 va 100 mg/ngdy, C4 hal phdc a8 déu
ch bl gy ung P
DAt lidy ap 130 tién 14m sdng iiod .
Trog ci i uge ién hinh trong 3 thing, bing ching nhiém déc gan, bao gém enzym tang
* €0 A bigy gg;pinh thal 62 60K quan st thdy & i chudt va ki ding lidu cao hon 4 dén 6140 so v
THCtdp g gy 1 14 S409 d i, Nhién ol 8 tinh trén gen cia anidulafungin trén in vitro v
0 ¥ivo khgng cho thdy €6 DAnG Chiing v khd ndng gdy ddc trén gen, Cic nghidn ciu dal han § dgng vit
€ dinh gig yn3 nang 93y Ung th' tiém &n cta anidulafungin chua duk tién hanh,
S du ngin trén chudt cing khong cha thiy bt ky dnh hudng ndo trén sinh sin, bao gom
R Oyh T g
A:‘Muhf\lrgln vt ua hang rao nhau thal &rchidt cSng vi duge phit hikn trong huyét tuong cia
thai nhi, o
G nghidy gy vé phat rién DI thal - bao thal duoe thuc il v iy tiro4p 0,2 161 gdp 2 8
(trén chuty ogg) va tf 68 1 8én 4 4 trén th) liéu duy tr @iéu tf duge 66 nghi 13 100 ma/ngdy.
Anidulafungin khong 9y batky dac tinh phat tridn lién quan dén thubc & chudt cBng véi liéu @o “hitl
dugc thit nghigm. Anh bung dén sy pht trén quan sét dugc §thd (gidm nihe trong hugng thai nhi) i
xdy ra & ¢y cao nhdt uigc thit nghiém, liéu ndy cing gdy ddc tinh cho me,
0 chupt g trudng thanh vi sg sinh khong bl hibm ndm sau khi ding mot iéu duy nhat, néng do
anidulafungin trong ndo thip (1 18 ndo 50 vdi huyét tuomg khodng 0,2). Tuy nhién, & chudt g 5
sinh khdng nhidm ndm, sau khi duoc ding nam liéu hing ngdy néng 04 thuc Snéo ting (ty Ié d ndo
50 V6l huyft tuomg khodng 0,7). Trong nghién cdu da liéu & the bi nhiém Candide lan tda va & chut
nhidm Candiga trong hé thén kinh trung uong, anidulafungin 63 duge ching minh 13m gidm lugng
ndm trong ndo. p
Chudt céng 43 duge cho dung anidulafungin & ba mic liéy va gy mé trong vong mot gid bang cich diing
két hop ketamin va xylazin, Chudt trong nhém liéu cao <6 cdc phdn (ing lién quan dén tiém truyén nghiém
trpng han do g4y mé. Mot s6 con chudt & nhém liéu trung binh c6 cic phan iing tuomg tw nhung chi sau khi
tiém thuc gy mé. Khdng c6 phin ing bt i trén cdc ddng vit diing liéw thip c6 hodc khang ¢ gdy mé,
vakhdng cf phdn Ung lié quan dén tiém truyén trong nhém ding liéu trung binh khi khdng gdy mé.
DAC TINH DUGC HOC
Danh myc t4 dirge
Fructose, mannitol, polysorbate 80, axit tartaric, natrl hydroxit (88 diéu chinh pH), axit hydrocloric (dé
diéu chinh pH). ;
T4 dugc vt tic dyng 83 biét: Fructose 102,5 mg trong 119
Tuang ky
Sdn phém ndy khng dugc trén 13n vol cdc duge phdm khac hoge cdc chét dién gidi ngoai trir cic chit
duge dé chp bén dud.
Han diing

Lo dhwamd:
36 thang ké tif ngdy sén xudt.
Lo thudc c6 thé ¢€ & nhigt 43 dudi 25°C trong vong 96 gi va bdo quan lai &t fanh,

Dung dich hodn nguyén;

Dung dich hodn nquyén cé thé duoc bdo qudn trong t6l da 24 gier  nhidt 63 khong qus 25°C.

Dung dich hodn nguyén da duac chiing minh 13 n dinh vé mat héa — Iy trong 24 gicr & 25°C.

Theo quan dtém vé mat visinh, néu tudn thil kj thust v6 tring t5¢, dung dich hodn nguyén c6 thé déoc
sif dung 16§ 24 gidr khi bdo quin & 255C.

Dung dich truyén: :

DUNG diCN truy€n €0 TN€ QUGC DIO QUAN LTONG 6§10 O (NG U £3 . Airnry vovry et

Dung dich truyén di dugc ching minh Ia 6n dinh vé mat héa — Iy trong 48 gi & 25°C.

Theo quan fiém vé mit v sinh, néu tusn thia kj thujt v trimg tt, dung dich truyén c6 thé dugc sir
dung tdi 48 gid' khi bda qudn d 25°C.

Thin trong dic bidt kh bdo quin

Lo chua mé:; Bdo quin & nhiét 63 tir 25C — &°C. Khng déng lanh.

04 biét diéu kién bio quin sau khi ho3n nguyén va pha lodng thud, xem muc6.3.

Quy cich 6ng 96

Hop 11o (mdl lo chia 100 mg anidulafungin).

Ly ddcbiét khi foal bé v cc il Iy khdic

Khong 6 ybu céu déc bidt ndo cho vic thii b,

ERAXIS,phdl duox hodn nguyén véi nud cit pha tiém va sau 86 pha loang vai CHI dung dich tiém Natri
Clorid 9 mg/ml. (0,9% ) hodc glucose truyén 50 ma/m (5%). Tinh tuong thich ia ERAXIS da hodn
nguyén v cc chat tiém dutng tinh mach, cht b6 sung, hod cicloai thudc khae khang phai 3 Natri
Clorid truyén 9 mg/mL (0,9%) hodc glucose truyén S0 mg/mL (5%) chia duge xac dinh.

Pha thudc

Hodn nguyén trong diéu kién v8 triing mdi lo vd 30 mL nuc ¢t pha tiém dé c6 dugc néng 4o

3,33 mg/mL Thet glan hoan nguyén c& thé Ién dén 5 phit. Sau khi phaladng tiép, phdi b3 dung dich di
néu nhn thay ¢ cin kg va dédi mau, .

Pha lodng vd tryvén dich T

Chuyén thadc 43 hodn nguyén vio mit i truyén tinh mach (hodc chai) c6 chita hodc Natri Clorid

truyén 9 mg/mL(0,9%) hodc glucose truyén 50 mg/mL (5%) trong diéu kién vd tring dé€ ndng 0§
anidulafungin 83t 0,77 mg/mL. Bing dudi dy cho biét thé tich cdn thiét cho méi iéu.

7.

Wbuding (SSlumg [Téngthé |Thétich | Téng thé tich | Técdd n.«gnT’
KKt [thhodn [tnyén®  tuyée®  |truyén truyén t6i
ngupin thidu
100mg 1 0ml 100mL 130mL 14mUphit[90phit |
Wm 2 0ml 20mL 0ml LomUphit | 180phit |

~

*Hodc I natr clorid truyén 9 mg/ml. (0,9%) hogc 12 glucose truyén 50 mg/mL (5%). -,

¥ Néng d) dich truyén 13 0,77 ma/mL.

Téc 89 truyén khong qud 1,1 ma/philt (tuomg duamg 1,4 mL/phat khi dugc hodn nguyén va pha lodng

theo huéng ddn) (xem muc 4.2, 4.5, va 4.5).

Dung dich phdi dusc kiém tra bdng mit xem cd cdc tiéu phan I3 hay bj A6 mau trudc khi truyén hay

khng, Néu nhn thay cd céc tiéu phdn Ia hodc bi 6i mdu, phdi loai ba dich truyé,

::mphénmkm khdng sit dyng hojc chat thdi nde cing phdl dugi thii bd theo quy dinh cia dja
9. oy ' e :

Tk chudn chit g

Tiéu chudnco 59,

TEN, DIA CHl DA o0/ AN XUAT THUGC

(056 sdn 14t Pharmacia & Upjohn Company LLC, 7000 '
Michigan (W) 43001, My bl pany LLC, 7000 Portage Road, Kalamazo0,
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