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vrAu roA nUoxc oAN
Thbng tin hudng ddn sft dyng thudc .

Rx: Thuic bdn theo tlon

THANH pttAN: Cho mQt vi6n n6n bao phim.
Gefitinib
Tinh bQt mi
Lactose
Povidon K30
Talc
Magnesi stearat
Colloidal anhydrous silica
Talc
Hydroxypropyl methylcellulose
Polyethylen glycol 6000
Titan dioxyd
Miu Caramen
Miu Erythrosin

DTIqC LIIC HQC:

GEASTINE 250 mg

- Gefitinib li ch6t fc ch6 chgn lgc tyrosine kinase tr6n thg th6 EGFR cria ytiu tO ph6t tri6n bi6u
bi, thudng hiQn dien trong c6c bucru dpc c6 ngu6n g6c bi6u m6. ViQc r?c chti hoat dfng cria EGFR
tyrosine kinase sE lim fc chti sy ph6t tri6n, di c6n c0a budu, ric chri hinh thenh m4ch m6u m6i vd ldm
t6ng hoat tfnh ch6t theo chu trinh cria tti bdo u budu.
- Gefitinib fc ch6 sg ph6t tri€n budu cta c6c ddng ti5 bao c6 ngu6n g6c tir budu nguoi, khi ghdp
tr6n lodi chuQt nhdt kh6ng l6ng (nude mice) vd ldm tdng ho4t tlQng kh6ng u cta c6c liQu ph6p h6; tri,
xp tr!vi tri liQu bing nQi tii5t.
- Trong c6c tht nghiQm l6m sing pha II, gefitinib dd chring to c6 d6p t?ng khring u kh6ch quan vir
cii thiQn c6c triQu chimg c6 li€n quan di5n bQnh o bQnh nhdn ung thu phdi loai kh6ng ph6i t6 bio nh6
ti6n tri6n t4i ch5 hoflc di c[n dd dugc diAu tri.
- BQnh nhdn chua bao gio hft thu5c, ung thu ph6i kh6ng t6 bao nho dang tuyr5n, ld phg nt holc
thudc chring tQc ChAu A, c6 khuynh hu<rng dugc lgi tt viQc <li6u tr! vdi GEFITINIB. C6c d4c tinh
l6m sdng niry cfing c6 li6n quan v6i t! lQ c6c kh6i u duong tinh dQt bi6n EGFR cao hon.

* Nghi6n ctfru IPASS:
Trong mQt tht nghiQm l6m sang pha III thyc hiQn t4i Ch6u A, tr6n l2l7 bQnh nhdn ung thu ph6i

kh6ng tti bao nho dpg tuy6n ti6n tri6n (giai dopn IIIB hay IV), hft thuiSc it trudc d6y (ngung hft
thulSc > 15 n6m tru6c vd hft < l0 g6i - n[m) ho{c kh6ng bao gid hrit thu6c vi chua h6a tri tru6c d6,
GEFITINIB dd <lugc chr?ng minh li vugt trQi so vdi carboplatin (AUC 5,0 ho[c 6,0)lpaclitaxel (200

mglm2) vC mflt thdi gian s5ng cdn khpng ti6n tri6n bQnh (Progression Free. Survival (PFS) (Tl sO

nguy co [HR] 0,741 ,gsyo CI 0,651 d6n 0,845, p<0,0001), ddy ldti6u chi k6t cgc chinh cria nghiCn

criu. Tiic dgng kh6ng hing dlnh theo thdi gian, khdi dAu thi6n vd carboplatin/paclitaxel vir sau d6
thi6n vO GEFITINIB, dya tr6n sg kh6c biQt PFS theo tinh tr4ng dQt bi6n EGFR. Tinh tr4ng dQt bii5n

EGFR li mQt chi thi sinh hgc ti€n luong tin c4y vA t6c dung cta GEFITINIB khi so s6nh vdi
carboplatin/pacl itaxel.

T! lQ d6p ring kh6ch quan (Objective Response Rates (ORR) cfia GEFITINIB (43,0%) vugt trQi

so v6i carboplatin/paclitaxel (32,2%) (Odds Ratio [OR] 1,59,95yo Cl 1,25 d€n 2,01, p:0,0001)..56
lugng benh nnan di6u tri bing GEFITINIB cai thien lqi ich tr6n l6m sdng v6 ch6t lugng cu6c sting

nhieu hon <t6ng kC so vdi bQnh nh6n dtng carboplatin/paclitaxel (TOng di0m theo bdng d6nh gi6 chftc

n[ng cta tri liQu ung thu aOi vOi ung thu ptrOi EaCf -L; 48% so v6i 41yo, OR I ,34, 95yo CI I ,06 d6n

250 mg
46,2m9
33,5 mg

7,7 mg
7mg

2,6 mg
3mg

1,4 mg
5mg

0,75 mg
0,63 mg
0,15 mg
0,07 mg
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1,69, p:0,0148; Chi sO tci5t qui thrl nghiQm ITOII) cta GEFITINIB la 46%o so voi 33%o, OR 1,7g,
95% Cl 1,40 di5n 2,26, p<0,0001). Ty ig Ugnt 

-nnan 
c6i thiQn triQu chfng ung thu pnOi O j fr"i ,f,O-

ili6u trituong ducrng vdi nhau (Thang d6nh gi6 ung thu pfr6i pCSl theo FACT-L) cho GEFITINIB la
52%osov6i49%o cho carboplatin/paclitaxel (oR l,l3,g5yo cI0,90 to 1,42,p:0,3037).

Phdn tich thdm dd.c6 lfp k6 ho4ch tru6c thgc hiQn dga vdo dir liQu chi thi- sinh igc O thoi tli6m
phdn tfch chfnh. T6ng sti 437 bQnh nhdn c6 dfr liQu gi6 tr! cho phdn tictr d6t bi6n EGFR. pFS k6o ddi
d6ng kO trong nh6m GEFITINIB so vdi .nh6m carboplatin/paclitaxel d bQnh nh6n c6 a6t UiCneCrn
(n:261, HR 0,48, 95% cI 0,36 dcn 0,64, p<0,0001), vi k6o dei d6ng kc cho nh6m
carboplatin/paclitaxel so vdi GEFITINIB trong nh6m bQnh nhdn c6 <lQt bitin EGFR dm tinh (n=176,
HR 2,85, 95% Cl2,05 ddn 3,98, p<0,0001). BQnh nhin ducyc xem ld c6 dQt bii5n EGFR duong tinh
ntiu mQt trong2g dOt bi6n EGFR <Iu-o. c ph6t hiQn bdi hC th6ng dOt bitSn chiu nhiet khu6ch oai tafr:vrij
st dsng b0 kit DxS ph6t hiQn2g loai rlQt bi6n EGFR. BQnh nhdn duoc ki5t luan c6 dot bi6n EGFR 6m
tfnh n6u phdn tfch m6u thrl thdnh c6ng vi kh6ng ph6t hiQn I trong 29 loai dQt bi6n EGFR. Ktit qu6
PFS trong c6c phdn nh6m mi chua bii5t tintr trang dQt bitin gen EGFR (tV 16 nguy co vdi gefitinib ld
0,68; 95oh CI, 0,58 d6n 0,81; P<0,0001).tuong tg vdi t6ng tliC d6n s6. - 

/\q
Trong nh6m bQnh nh6n c6 <IQt bitin EGFR duong tinh, ORR trong nh6m GEFITINIB (71,2%\

vugt trQi so v6i carboplatin/paclitaxel (47,3%) (OR 2,751,95o/o Cl 1,646 d€n 4,596, p:0,0001).
Trong nh6m bQnh nhdn c6 <tQt bi6n EGFR 6m tinh, ORR trong nh6m carboplatin/paclitaxel (23,5%) t
vugt trQi so v6i GEFITINIB (l,l%) (OR 0,036, 95% Ct 0,005 <l6n 0,273,p:0,0013).

Trong nh6m bQnh nhdn c6 dQt bi6n EGFR, nhidu b6nh nhdn di6u tri v6i GEFITINIB c6 sp cii
thiQn il6ng kC v6 ch6t lugng cuQc s5ng vi tri€u chfng ung thu ph6i so v6i carboplatin/paclitaxel (t6ng
di6m FACT-L;70,2o/o so vdi 44,5yo,p < 0,0001) (TOI7O,2% so vdi 38,3yo,p < 0,000t) (LC}75,6% ''}

so vdi 53,9yo, p:0,0003). Trong nh6m bQnh nh6n kh6ng c6 tlQt bi6n EGFR, nhiAu bQnh nhin di6u tri
v6i carboplatin/paclitaxel c6 sg cii thiQn d6ng k€ ch6t lugng cuQc s5ng vi triQu chung ung thu ph6i (
so v6i nh6m dirng GEFITINIB (t6ng diCm FACT-L; 36,3yo so v6i l4,6yo, p=0,0021) (TOI 28,8% so

vfi l2,4Yo, p:0,01 I 1), (LCS 47,5o/o so vdi 20,2yo, p:0,0002).
MQt phdn tich kha ndng siing cdn toin bQ <lugc thyc hiQn sau 954 ca tti vong (78% truong

thdnh), chung minh ring kh6ng c6 khSc biQt c6 y nghia th6ng te vC mra n[ng s6ng cdn todn bQ trong
nh6m dtng GEFITINIB so v6i carboplatin/ paclitaxel trong t6ng dAn s6 nghiOn criu (HR O,gO1, gsyo

C|0,793 d6n 1,023; p:0,1087). OS trung v!: GEFITINIB le 18,8 th6ng; carboplatin/ paclitaxel ld 17,4

thdng. Phdn tich OS tr6n c6c ph6n nh6m theo tinh tr4ng dQt bi6n EGFR cho th6y kh6ng c6 ktulc biQt

tt6ng k6 ,A OS d nh6m dirng GEFITINIB so vdi nh6m dirng carboplatinlpaclitaxel trong phdn nh6m
bQnh nhdn de bi6t c6 dQt bi6n EGFR duong tinh (HR 1,002,95% CL0,756 d6n 1,328; OS trung vl li
21,6 th6ng so vdi 21,9 thSng) ho6c 6m tinh (HR l,l8l, g5oh CI 0,857 d€n 1,628; OS binh qudn ld
ll,2 thing so vdi 12,7 thdng). Tric tlQng OS trong phdn nh6m bQnh nhin mi chua bi6t tinh tr4ng dQt

biiSn gen (HR 9,q18,95yo CI 0,696 d6n0,962; OS trung v! 18,9 th6ng so vdi 17,2thdng) cfing th6ng
nhat vdi ddn sd t6ng th6.

Trong thft nghiQm IPASS, GEFITINIB chr?ng minh.hiQu quA vugt trQi tr6n PFS, ORR, QOL vd

gi6m triQu chring md kh6ng c6 sg ktr6c biet d6ng kO v0 khi ndng s6ng cdn todn bQ so vdi
carboplatin/paclitaxel o nh6m bQnh nh6n chua dugc tli6u tri trudc d6, bi bQnh ung thu phdi loai kh6ng

phei ti5 bio nho ti6n tri0n t4i ch6 hay di cdn, c6c ftrOi u ndy c6 dQt bitin ho4t h6a EGFR tyrosine

kinase.

* Nghi6n criu INTEREST:
Trong I nghiOn criu lAm sing pha III tr6n 1466 bgnh nhdn NSCLC giai do4n tii5n tri0n t4i ch6

hoflc di can md trudc d6y dA dfig h6a trl dga trOn platinum vd thich hqp dC ti6p tpc h6a tri,

GEFITINIB dd du-o;c chung minh ld-k*r6ng thua kdm (nbn-inferior) so vdi docetaxel(!5.2e!f).u,e
ti6u chf thdi gian s6ng cdn toin bQ (t! s6 nguy co [HR] 1,020; khoing tin cfy lcl)96% tir 0,905 d0n

1,150 [CI tonn b0 du6i mfc gi6i h4n-khOn[ ttrua kem la 1,154), trung v! thoi gian s5ng cdn ld 7,6 so

vdi 8,d th6ng d nh6m docetaxel). GEFITINIB cfrng tuong ty docetaxel v6 ti€u chf Thdi gian Sl5ng
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Kh6ng Tii5n Tri6n BQnh (Progression-Free Survival) (HR 1,04, 95% CI0,93 d6n 1,18, p:0,466, trung
.t

v! thoi gian s6ng con li 2,2 so v1i2,7 th6ng d nh6m docetaxel) vd ti6u chi Tf lQ D6p img Kh6ch quan
(Objective Response Rates) (g,lyo so v6i 7,6Yo, t! s6 ch6nh [OR] 1,22; 95% CI0,82-1,84, p=0,3257)
so vdi docetaxel. 56 lugng bQnh nhdn diAu tri bing GEFITINIB cai thiQn lgi fch tr6n ldm sing v0
ChAt Luqng CuQc Sdng nhiAu hcrn d6ng k6 so v6i bQnh nhdn ding docetaxel (Chi sO t6t qui thft
nghiQm (TOI - Trial Outcome Index) dga tr6n bing til{nh gi6 chfc ning ctia tri liQu ung thu eOi vOi
ung thu pfrOi 11faCT-Ll - Functional Assessment of Cancer Therapy for Lung Cancer) ld 17% so vdi
l0%, p:0,0026; Ei6m s6 toen bQ theo FACT-L ld25% so v6i l5olo, p<0,0001). Ti lQ benh nhdn o ci
hai nh6m diAu tri cei thien triQu chrlmg ung thu ptrOi ta tucrng tr,r nhau. Thang il6nh gi6 ung thu ph6i
(Lung Cancer Subscale ILCSI) theo bing <t6nh gi6 chfc ndng di6u tri ung thu aOi vOi ung thu ph6i

TFACT-LI) 0 2 nh6m tuong fng ld 20Yo vir l7Yo, p:0,1329. PhEp ph0n tfch chri yi5u <l6ng thdi (co-
primary analysis) d6nh gi6 kh6 ndng s5ng con todn bQ (overall survival) tr€n 174 b6nh nhdn c6 s6

lugng sao ch6p gen EGFR cao (high EGFR gene copy number) dd khdng chimg t6 tinh vugt tr6i cta
GEFITINIB so v6i docetaxel. Ki5t qud ve nra nlng s5ng cdn (survival outcomes) d bQnh nhdn c6 sti

lugng sao ch6p gen EGFR cao (high EGFR gene copy number) tuong tr,r o cd hai nh6m di€u tri (HR
1,087,95%CI0,782 d6n 1510, p:0,6199, trung vi thoi gian s6ng cdn ld 8,4 so v6i 7,5 th6ne). g
* Nghi6n crfru ISEL:

MOt nghiOn cfu ldm shng mt <l6i pha III tr6n 1692 bQnh nh6n so s6nh GEFITINIB ph6i hqp

BSC v6i gi6 dugc phOi nqp BSa d bQnh nhdn NSCLC titin tri0n mi dd ding I ho{c2 ph6c d6 h6a tri
tru6c d6 ua Aa n ang tri ho{c kh6ng dung n4p vdi ph6c aO eiAu t{ gAn nh6t, GEFITINIB kh6ng ldm

k6o ddi <t6ng kO thdi gian s6ng cdn tr6n toin b0 bQnh nhAn tham gia nghiCn cftu (HR 0,89, CL0,77

d6n 1,02, p:0,09, trung vi thdi gian s6ng cdn 5,6 so vdi 5,1 th6ng tuong ftng v6i nh6m dirng

GEFITINIB vd nh6m dnng gi6 dJgc), vd kh6ng lim kdo ddi d6ng ke khe ndng s5ng cdn tr6n bQnh

nhdn ung thu ph6i tti bao tuyiSn (adenocarcinoma) (HR 0,84, CI 0,68 d6n 1,03, p=0,09, trung vl thdi
gian sting cdn 6,3 so vdi 5,4 thSng tucrng ung vdi nh6m dtng GEFITINIB vd nh6m dirng. gi6 dugc).

Fnan ti.t'ph6n nh6m c6 lfp t<C troagq tru-6c (pre-planned subgroup analyses) chimg to thu5c lim tdng

khi ndng s5ng cdn c6 1f nghia th6ng kO trOn bQnh nhdn thuQc chtng tQc Phuong D6ng dDng

GEFITINIB so v6i nh6m-dtng gin duqc (HR:0,66, CI 0,48 d6n 0,91, p:9,01 , trung vi thoi gian s6ng

cdn 9,5 so v6i 5,5 th6ng), valam tdng khi ndng s6ng cdn c6 1f nghTa thdng kC tr€n bQnh nh6n chua

bao gid hrit thu6c di6u tri bing GEFITINIB so v6i nh6m gi6 du-o. c (HR:0,67, CI 0,49 ddn 0,92 ,

p:0,01, trung vi thdi gian s5ng cdn 8,9.so v6i 6,1 th6ng).
phdn tfch tham-dd dt ligu theo s5 lugng sao ch6p gen EGFR cho th6y so vdi gi6 dugc, t6c dgng

di6u trl cria GEFITINIB tr6n khd ning sOng COn o nh6m bQnh nh6n s6 lugng sao ch6p gen EGFR cao

lon hon so vdi nh6m bQnh nhdn rO tJqng iao ch6p gen EGFR th6p (gi6 tri p tuong t6c : 0,0448). Ti

si5 nguy co (hazard ratio) giira GEFITINIB so vdi gii dugc tr6n bQnh. nhdn c6 s6 lugng sao ch6p gen

EGFR cao li 0,61 (N:l 14; 95% CI 0,36 di5n 1,04] p:0,067; vi.ti s6 nguy co tr6n" bQnh nhdn c6 s5

lugng sao ch6p gen EGFR th6p ld l,16 (N:256;95Yo CI 0,81 d6n 1,64,,p=0,42). O bQnh nh0nchua

ll#,;;;a-i;a;; rr" ch6p gen EGFR (N:1322, HR:0,85, Cr 0,73 d6n 0,e9, p=0,032), ti s6 HR

tuong tg nhu tr6n toin b0 ddn s6 nghiOn cfu nhu dd dp ki6n.

* Nghi6n crlu IFUM (GEFITINIB Follow-Up Measure):
Nghi6n cfu IFI-jM ld nghi€n ciru da trung t6m, don nh6nh, tii5n hdnh tr€n c6c bQnh nhin da

tr6"g i"lioi) Li ,"g in" pnai n one t6 bio nh6 
".0 

oOi bi6n EGFR nhpy cim ho4t h6a d€ khing dlnh

;Gh*,,inr", .,rru g""ntiniu o.bQnh nnan au tring vd bQnh nhdn chdu A ld tucrng tp nhau. Theo d6nh

gi6-cianghi0n c1iu viCn, tr! s6 ORR ldTO%vd trung vf PFS \d9,7 thdng. C6c d& liQu ndy cfing tuong

tU nhu c5c dff liQu brio c6o trong nghiCn criu IPASS.
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DIIQC DQNG HQC:
- d bQnh nhdn ung thu sau khi ui5ng thudc, sg h6p thu x6y ra tucrng e5i ctr6m vi thdi gian b6n
thii pha cu5i trung Uinh ta 4l gio.
- Khi dtng gefitinib ngiy I Dn tir 7 tt6n l0 liAu, n6ng tlQ thudc sE tich lfiy g6p 2 di5n 8 lAn vi dpt
tr4ng th6i.hing dinh trong co th6..O tr4ng th6i hing ttinh, n6ng rlQ thu6c tuu if,'Org trong co tfr6 sc
duy tri ili6n hinh d mfc kho6ng gep 2-3 lin khi dung thuoc vdikhoang c6ch gita cZc lidJ Er 24 giit.
* Hdp thu:
- N6ng tlQ ilinh gefitinib di6n hinh trong huy6t tuong d4t ttr 3 tl6n 7 gid sau ldri u6ng gefitinib.
Sinh khi dpng tuyQt dtii trung binh ld SIX O bgnh nhdn ung thu.
- Thtic 6n kh6ng ldm thay aOi Aang kC n6ng <tQ gefitinib trong co thti. Trong mQt thri nghi6m tr6n
ngudi tinh nguyQn kho6 m4nh c6 tlQ pH dlch v! duy tri tr0n 5, n6ng dQ gefitinib trong co th6 ginm
47Yo (xem.phdn 'Chri f tl6 phdng vi thfn trgng hic dtng'vi 'Tuong t6c thu6c').
* Phdn b6:
- TI,6 tich ph6n bl5 trung binh cta gefitinib o tr4ng th6i hing <llnh ln 1.400 lft, chfng to li thu6c
ph6n b6 rQng rdi vio cilc m6. Khoin g 90y9thu6c g6n kiSt v6i protein huytit tuong. Cefiiinib gan k6t
v6i albumin vi acid glycoprotein trong huy6t thanh.
;i;rryd;;d;; 

** 6rJvvvrvrw,r rrv'6 rtuJwl rrrsr'r' 

^{t(- _Dfr liQu in vitro cho th6y ring CYP3A4 li isozyme P450 chinh c6 li6n quan d6n qu6 trinh
chuyi5n h6a oxy h6a cria gefitinib. {
- Gefitinib chimg to kh6ng c6 tirc d6ng c6m rlmg men trong c6c nghiOn cfu tr0n sric vft vd kh6ng :
ric chti d6ng kC (in vitro) U6t tcy mQt men cytochrome P450 nio kh6c.
- Ba vi tri chuy6n h6a sinh hgc cria qu6 trinh chuy6n h6a gefitinib dd dugc nh{n bi6t li: chuy0n
h6a cta nh6m N-propylmorpholino, demethyl h6a nh6m methoxy tr6n nhdn quinazoline vi khr? fluor
oxy h6a nh6m ptrenyi tratogen. 5 ch6t ctruy6n h6a d5 dugc nhfn Ui6t AAy dt trong phdn, trong d6 ch6t :

chuy6n h6a chfnh li O-desmethyl gefitinib, m{c dt ch6t niy chi chiiim 14%lidudtrng ban tlAu. 8 ch6t
chuyr-An h6a trong huy6t tuong ngudi dE nh{n bi6t hoin todn. a
- Ch6t chuy,5n h6a chinh duo. c nhfln dpng ld O-desmethyl gefitinib, hogt tinh kdm 14 lAn so v6i
gefitinib vC t<na ndng ric ch.e sg ph6t tri6n ti5 bao dugc kfch hopt boi EGFR vi kh6ng c6 tdc ttQng ric
ch6 sy ph6t tri6n tti bao Hrtii u 0 chuQt. Vi vfy, ch6t chuy6n h6a niy dugc xem nhu khdng d6ng g6p
vio t6c tl$ng l6m sdng cria gefitinib.
- In vitro, O-desmethyl gefitinib <16 <lugc chung minh li sin sinh qua men CYP2D6. Vai trd cria
men CYP2D6 trong qu6 trinh thanh thdi chuy6n h6a gefitinib dd du-o. c d6nh gi6 trong I nghiOn cftu
l6m sing tr6n ngudi tinh nguyQn kh6e mpnh d5 khio s6t ki6u gen vO tinh tr4ng CYP2D6 (genotyped

for CYP2D6 status).
- d ngudi chuyiSn h6a k6m, kh6ng ph5t hiQn O-desmethyl gefitinib du-o. c sin sinh d mric- dQ c6

th6 <to luong dugc. N6ng d0 vd thoi gian ti6p xfic vdi gefitinib trong m6u o ci nh6m chuytin h6a

mpnh vi nh6m chuyOn h6a kdm it0u bii5n thi6n rQng vi-tring l6p nhau nhmg n6ng tlQ vd thdi gian

titip xric trung binh vdi gefitinib trong m6u d nh6m chuyiin h6a kdm thi cao g6p ddi.
HiQn tiqng rlgudi kh6ng cO CypZO6 c6 n6ng a:g ttruOc vd thdi gian titip xric v6i thu6c trong

m6u cao hon c6 th,a;6 f nghTa l6m sing vi dd g4p iirc phtn img ngo4i f li6n quan d6n li6u vi ndng

d0 thu6c trong co th6.
*Thdi tru:
- Tdng thanh thii gefitinib trong huylit tuong li khoing 500 ml/ph0t. Thu6c vd c6c chAt chuy6n

h6a dugc bni ti6t chri y6u qua ph6n.
- O.O thii trt thu6c vd .a" ln6t chuy,Sn h6a qua thpn ft hon 4Yo liAu dnng. .
- C6c nh6m dan sri dac biQt: Khi phdn tfch dir liQu dga tr6n nh6m ddn s6 o bQnh nh6n ung thu,

kh6ng x6c dinh c6 mtii li€n hQ gita n6ng dQ d6y <r tr4ng th6i 6n <linh dd ti6n do6n tru6c (predicted

steady state irough concentration) vd dO tu6i bQnh nhdn, th6 trgng, gi6i tfnh, chring tQc ho[c dQ thanh

thAi creatinine.
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* D)c tinh gan vd suy gan:

. Thtl. nghiQm p6t thuong tr6n gan dd dugc theo d6i (bao g6m ting ALT, AST, bilirubin) kh6ng
thdy c6 d6u hiQu b6t thuong.
- Trong mQt nghiOn cr?u pha I dtrng li6u don gefitinib 250 mgtr6n bQnh nhdn suy gan n{ng, truns
binh ho{c nhg do xo gan (theo ph6n lopi Child-Pugh), dd c6 sy gia tdng vO n6ng d9 thu6c tiong mai
trong t6t ci nh6m so_ v6i.nh6m chung ichoe manh. 5a gr,i nhpn c6 mtc aO prrri ,i,iA. roi g.EirrU
ting trung binh g6p 3,1 lAn d bQnh nh-6n suy gan trung binh vi ndng. Kh6ng .O Ugrn nh6n ni6 b! ung
thu, t6t ci dAu bi xo gan vd vdi ngudi bi viem g.an. q; tdng mric ph"oi nhiSri niy c6 1i nghia l6m sirng
vi <tE gap c6c phdn ring ngo4i f li6n quan d6n li6u vdhfc phoi nhi6m voi ttruoc i,ong co th6]- Gefitinib tl6 dugc ddnh gi6 trong mQt thri nghiQm l6m sdng thyc hiQn tr6n 4l bQnh nh6n c6
buou d[c vd chr?c ndng gan binh thudng, suy chric ndng gan trung binh ho{c nflng do di c6n gan. K6t
qu6 cho th6y sau khi dirng li6u hdng ,gay CrrrTrNP;.a. t.| si5-nhu thoi gian Eat n6ng AO O" Airr,
trong m6u, t6ng iIQ thanh thdi huytiituong vi mfc tiiSp xt" o ir4ng th6i 6n i'lnh (Cmaxsi, AUCz4ss;
tuong tg o c6c nh6m c6 chric ndng gan binh thuong vi chfc nlng gan suy giim mric dQ trung binh.
Dfr^lipu cia 4 bQnh nhdn c6 chfc ndng gan rtii lopn trAm trgng do di c[n-gan cho thdy mric phoi

illffiTn}#Hs 
thai 6n dinh c0a c6c bQnh nhdn ndy cfing tucrng tu nhu o benh nhan c6 chric nanrs2n(

- Tuy nhi6n trong vii b6o c6o ri6ng 16 cho th6,y co trudng h-o. p bi t6c dqng tr6n gan d6n dtin kiii
qui Gefitinib dugc luu j c6n trgng cho ngudi c6 suy gan trung binh <l6n rry gu, nqng, dung thu6c
n6u tinh trang suy gan n{ng hon. :
- Trong trudng hqp suy gan do k'hOi u bucru sE ddn dtin sg tdng n6ng tlQ Gefitinib trong huy6t
tuong.
*An todn tiin ldm sdng:
- Gefitinib chfug to kh6ng d6c tr6n gen. l- Gefitinib v6i liAu 20 mglkglngiry ldm gi6m kh6 ndng sinh sin o chuQt c6i. Khi dirng trong qu6 i
trinh phSt tri6n co quan, d li6u cao nh6t (30 mglkglngdy) thu6c kh6ng c6 tirc dQng tr6n s1r ph6itri6n - i
ph6i thai chuQt, tuy nhi6n, trOn th6 dirng liAu }_20 mglkglngiy thu6c lim giim cdn n{ng ph6i thai.
- Kh6ng c6 d! d4ng thai do thu6c d b6t ky loii nio. Khi sri dpng tr6n chuQt trong thdi kj,c6 thai
vi sinh s6n, sg gi6m khi ndng s6ng cdn cta chuQt con khi dtng thuiSc v6i li6u 20 mglkg/ngny d6 ghi
nhfn. Sau khi cho chuQt mg uting gefitinib dugc drinh d6u ttdng vi C-14 sau khi sinh 14 ngiy, nting
dQ ch6t ph6ng xp trong sta cao hon so v6i trong m6u.
- Dir IiQu c6c nghiOn cr?u tiAn ldm sing (in vitro) cho th6y gefitinib c6 khA ndng ftc chti titin trinh
t6i cgc diQn thi5 dQng co tim (tfc li khoing QT). VAn chua rd tAm quan trgng tr6n l6m sdng cta phrlt
hiQn niy.
- Nghi0n criu 2 ndm vC tinh g6y ung thu o chuQt cting (rat) cho th6y tAn su6t u tuy6n tii bdo gan

tdng nhg nhrmg c6 f nghTa th6ng kO d ci chuQt dyc vi chuQt c6i vd budu sarcdm m4ch m6u bpch
huytit mpc treo ruQt (mesenteric lymph node haemangiosarcomas) tr6n chuQt c6i v6i li6u cao nfr6t tO
mg/k{ngity. U tuyiSn ti5 bao gan cfing dugc th6y trong I nghiOn c(ru2 ndm vd khd.ndng gdy ung thu
tr6n chuQt nhit (mouse), cho th6y sp tdng nhg tAn su6t ph5t hiQn o chuQt dr,rc vdi liAu 50 mgkglngity,
vd o cA chuQt dpc vi chuQt c6i v6i liAu cao nh6t g0 mglkglngily (gi6m tt 125 mg&g/ngiy tu tuAn 22).

T6c dgng niy c6 f nghia thting kO 0 chuQt c6i, nhtmg kh6ng c6 O chuQt dUc. Vdn chua 16 tAm quan

trgng ldm sing cta ph6t hiQn ndy.
cui olxn:
- Glastine dugc chi dlnh di6u tri cho bQnh nhdn ung thu ph6i. Thu6c ho4t ilQng bing crich lim
chf,m hay ngin chfln sy ph6t trir5n ctia c6c tE bio ung thu. Geastine lim m6t trigu lr,rc cta mQt protein

nh6t itlnh (mQt enzym cta tyrosin kinase).
- Geastine dugc chi dinh di€u tri cho bQnh nhdn ung thu ph6i lo4i kh6ng phai t6 bdo nho (Non

Small Cell Lung Cancer-NSCLC) giai do4n ti6n tri6n t4i ch5 ho4c di c6n md trudc ddy tl6 dtng h6a

tri liQu ho4c kh6ng th(ch hqp AC nOa r! ligu.
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cHONG cni olNu:
- Qu6 m6n vdi dugc ch6t hodc v6i b6t cti t6 dugc ndo cta thu6c.
- BQnh phdi mO kE, c6 tne nrOi ph6t c6p tfnh, d5 dugc quan s6t thdy o bQnh nhdn dang ding
Geastine, vi mQt vdi trulng hqp c6 thc bi,tt vong (xem phin ,'T6c dgng ngopi y,;;. Ni5u bQnh nh6nc6
bi0u hiQn x6u tli vdi cric triQu chtmg h6 h6p ntru [trO thd, ho vd stit, nen ngung beastine, 

"a "f,o 
[i6.

tra ngay. Ntiu xrlc nh4n ch6n dorin-li bQnh ph6i m6 k€, n6n ngtmg dtng-Ge-astine, vi tliAu tri bQnh
nhdn bing c6c biQn ph6p thfch hqrp.

- Tdng transaminase"gan d5 dugc ghi nhfn nhmg ft khi c6 bi6u hiQn vi6m gan. Vi v6y, bQnh nhdn
dugc khuy6n c6o nOn kitim tra chric n6ng gan dinh ki. Geastine n6n duoc dtrn-g tn6n trgng ti6n Ugnn
nh6n c6 transaminase gan tdng nhg ho{c vria. NCn xem x6t ngtmg dtng thu6c n6u c6c thay d6i niy li
nghiOm trong
- Phu nir trong d0 tu6i sinh sdn phii dugc khuyi5n c6o tr6nh mang thai vi phg nir $ang cho con
b[ phti ngung cho con b[ trong khi tli6u tri bing Geastine. /
CACU DUNG _ LIEU DUNG: TV
- Li6u ktuyiSn c6o Geastine li I vi6n 250 mg,ngi.y I lAn, u6ng trong ho{c ngodi bfra 6n.
- N6u qu6n dirng mQt li6u thu6c Geastine, n6n u5ng ngay khi nh6 ra. Ni5u vigc qu6n u6ng thudc
duli 12 gid tfnh <Ii5n thoi tti6m dtrng liCu kti titip, bQnh nhdn kh6ng n6n dirng li6u thu6c 116 lo qu6n.
BQnh nhdn kh6ng n6n dtng lidu g6p ddi (udng 2 vi€nthu6c cirng hic) dC btr cho li6u dA qu6n udng.
- Truong hqrp kt6ng thO u6ng nguy6n vi6n thu6c (vf du nhu bQnh nhdn chi c6 th6 nui5t ch6t long) thi
c6 th6 phdn t5n vi6n thu6c trong nu6c. Phdn t6n vi€n thu6c trong nrla ly nu6c u6ng (kh6ng chria
carbonate). Kh6ng sft dgng cric lopi ch6t long kh6c. Thi vi6n thuiSc vdo nu6c, khdng duoc nghidn,
khu6y d€u cho dtin kai vi€n thui5c phin t6n hoin toin (khoing l0 phrit) vd u6ng dlch ngay l{p ttic.
Tr6ng ly v6i nria ly nudc vi uiSng.

- Cfing c6 th6 dtrng dich qua ting th6ng mfri - d4 diy.
- Cic thu6c lim gi6m ho{c hopc ngdn tii5t hoin toin axit d4 ddy (vi dq, c6c thutic ric ch6 bom
proton/PPl, thu6c chgn H2, thu6c kh6ng axit) c6 th6 lim gi6m sy h6p thr,r gefitinib. DiAu niy c6 th6
lim giim hiQu qud cria gefitinib. Tham kh6o y kii5n b6c si ho{c du-o. c sT ni5u bpn dang dtng U6t ty mqt
trong c6c thudc ndy.
- Geastine kh6ng khuyiSn c6o dtng d tr6 em ho4c tr6 v! thinh ni6n vi chua nghiOn cfu tfnh an

todn vd hiQu quA cria thu6c tr6n nh6m bgrt nhan niy. HEy h6i f ki6n bric si ni5u b4n <llnh dtng thuiSc

ndy cho tr6 em..

Kh6ng cAn diAu chinh li6u theo tui5i t6c, th6 trgng, gioi tfnh, chting tQc hoflc chric ning th$n

ho4c bQnh nha, sry gan trung binh dtin nflng do di cdn gan (xem phAn Du-o. c dQng hgc).

- .SU diAu chinh liAu: BQnh nhdn bi ti6u chiy do kdm dung n4p hoflc c6 phin ung ngo4i ;i tr6n da

c6 th6 dugc ki6m soilt thinh c6ng khi ngung dtng thu6c trong mQt thdi gian ngin (# 14 ngdy) vi sau

<16 ding tro l4i liAu 250 mg.

THAN TRQNG:
- Khi xem x6t sri dpng thudc ae AlAu tr! bu6c dAu, khuy6n c6o x6t nghiQm 96nh gi6 <lQt bi6n

EGFR t4i m6 tctr5i u. Ni5u cO bi6u hiQn x6u di v6i c6c triQu chimg kh6 thd, ho vi stit: ngimg Geastine

vi cho kiiSm tra ngay.
- Ntiu x6c nhln ch6n do6n bQnh ph6i md k€: ngung ding Geastine vi di6u tri bing biQn phrip

thich hqp.
- Th-fln trgng d bQnh nhdn c6 thay d6i chric ndng gan d mtlc tlQ nhq hoflc trung binh, xem x6t

l'**jJ*i:::"r'-:*rJ.xTffil"-1',*';l#Tr';, cho nhirng bQnh nh6n c6 v6n da di truvan hiism

gflp kh6ng dung n4p galactose, thi6u hgt laitase n4ng ho4c k6m h6p thu glucose-galactose.

I

i\

I
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- Gefitinib kh6ng tuong tdc voi lactose, Mangnesi stearat, tinh bQt mi, Microcrystall cellulose vd
t6 du-o. c miu erythrosin (Theo EMA list of excipients)

srr DVNG cHo pHV NLr c6 rn^rr vA cHo coN BU:

TTIONG rAc rnu6c:

rAc oqxc c0A rHUOc KHr LAr xE vA vAN HANH MAy vr6c:
- De c6 b6o c6o vA triQu chimg mQt m6i suy nhugc trong khi di6u tr! bing gefitinib do d6 cdc
bQnh nhdn c6 triOu chung ndy n6n thfn trong khi l6i xe ho{c v6n hinh m6y.

rAc uqxc KHONG MoNG MUON:
- C6c phan ung ngopi y do thutic (ADR) th6ng thuong nh6t duoc ghi nhfln xtty ratr}n2}o/obQnh
nhdn ld ti6u chiy vd phin ring tr6n da (bao gOm nOi mAn, mgn, da kh6 vd ngria). C6c phin img ngo4i

f do thulic thuong xu6t hiQn trong th6ng dAu tli6u tri vd n6i chung c6 thO tU h6t. Khoing 8% bQnh
nhdn bi mQt ph6n rlmg ngo4i y trAm trgng (itQ 3 vd 4 theo Ti€u chuAn D6nh gi6 EQc tinh Thuong g4p-
CTC: Common Toxicity Criteria). Tuy nhi6n, chi c6 3%bQnh nh6n li ph6i ngung di€u tr! do phdn
ung ngopi f.
Bing phin r?ng ngopi 1i theo tAn su6t vd hQ co quan

)l
A

,

R6t thuong g[p
(>10%)

ROi lopn hQ ti6u h6a:
d0 I hoac 2) vi ti6u chiy nghiOm trQng (CTC tlQ 3 hoac

it

nhg ho4c trung binhchdy (31,1%), chri

hon.

c6 bdn

chrinon I co muc Ilnu,
lNo

kc,
mta (l4,lo/o), cht nhg ho4c trung binhc6 bin
dQ I hoac

Rr5i lo4n chuyi5n h6a lf binh (CTC d0 Inhg ho{can 18,9yo c6 bdn
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dinh dudng' lh o{c 2).

i lo4n da vd
c da:

lenan trng tr6n da (51,gyo), chri y6u n6i mAn aang ,1rr, r* r,t9
lho4c vira (CTC tlQ I ho4c 2), ddi khi ngfta v6i da khd tr6n n6n

lban tl6.

R6i lop toin thdn vi
tpi ch6 dtng: ]Y

nhugc (l7,}yo),chri ytiu c6 bin ch6t nhg (CTC dq l).

Thuong gflp (>
r% < t0%)

Rdi lopn hQ ti6u h6a: lVie, miQng (t,4zo),cht ytiu cO U@
I

).

ltvt6t nuOc (2,3%) thrl ph6t do ti6u chiy, bu6n n6n, n6n ho{c
lbi6ng 6n.

lrno rigng* (1,60 ),.ti,i yfi-o u,an-t6i nhe (CTC d0 l).
R6i loan mach m6u: ]Xu6t truytit (3,9%) nhu: ch6y m6u cam vi huytit ni6u.

lA6t thuong chric ndng gan (Alanine aminotransf"iur" A3Z,
lAspartate aminotransferase 5,5yo), bao gtim chri ytiu ld t[ng
lnhg ho{c trung binh men transaminase (CTC dQ I hoAc 2).

R6i lopn gan mflt:

R6i lo4n thfn vd
dudng niQu:

fTdng creatinine m6u khdng triQu chimg (1,6%).

Ir
lProtein niQu (7,7%). nJ

ROi loan da vi c6u
trfc da: lnoi 

loan m6ng (4,7%) I
lHoiaAu (2,6%).

ROi lopn todn thAn vi
t4i chd dirng: lsot 

fs,sxl

lvicm k6t m4c, m6ng mit ve khd mit* (6,0yo), chri yi5u c6 ban

lch6t nhe (cTC d0 l).
R6i lopn mit:

n6i lo4n hQ h6 h6p,
.llong nguc va trung
th6t:

lgcnn

loa.o

phOi m6 kC (1,1%) thudng nghiCm trqng (CTC d0 3-4).
b6o c6o vdic6c hfu qud nguy hi6m d6n tinh mang.

R6i lopn hQ ti6u h6a:

lvie, 
wy (o,2vo).[t e6p (>o,ryo <

t%)

lViC. gan(0,1%o)R6i lopn

lvicm xu6ct..,^
lvor long mr

gi6c mlc (O,3yo), c6 thd trOi phpc vd ddi khi kdm

mgc lac ch6.
Rdi lo4n m[t:

lo4n da vd m6
da:

Ui gay dQc, hQi chung Stevens Johnson vi h6ng

0,05%).
ROi lo4n da vd md

dudi da:IYo <0,1
sap (z

\

)

'l

ndy c6 xtry ra hqp v6i c6c tinh tr4ng kh6 ki5c (cht li phin img tr6n da) da ghi

nhfn vdi gefitinib.
**TAn ru6t toan b0 bitin ci5 ngo4i f vO phnn ring d! ung ghi nhfn trong phdn tich gOp cAq tht nghiQm

ISEL vd INTEREST td t3o/;(25 6enn'nnan). 8-trong .dZS benh nhdn bi lopi trir khoi tan su6t du.sc

b6o c6o do kh6ng c6 cdn nguy6n df ung ho{c do phin ung di ung ln k6t qui khi dirng I du-o. c phAm

kh6c.
Tt I thri nghiQm l6m sing mt d6i pha III (1692 bQnh nhdn) so s6nh GEFITINIB * chim s6c

n6ne dd (best supportive care -gSC) vOi gia dugc + BSC tr€n bQnh nh6n NSCLC tiiSn tritin dd dirng,l

hodi2 ph6c tl6 frOa tritru6c ddy vd dd kh6ng triho[c kh6ng dung n4p v6i phr{c <16 di€u tr! gdn nhdt,

lrna,
irng d! rmg*'r (O,gyo), g6m pht m4ch vir n6i m0 day.
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tAn su6t bi6n c6 lopi ILD 0 toin b0 bQnh nhdn li tuong tu nhau vd kho6ng lYo tt cir2 nh6nh diAu tri.
Da sti bitin cO lo4i ILD ghi nhfln li o bQnh nhdn thuQc chtng tQc Phuong OOng vi tin su6t xey ra ILD
gi&a nh6m b6nh nhAn Phuong D6ng diAu tri bing GEFITINIB vd nh6m dtng gia duoc ld iuong qo

nhau, khoing3Yo vit 4 %o theo thf tp tuong ung. C6 I bQnh nhdn thu6c nh6m dirng gi6 dugc c6 bi6n
cd ILD tt} vong.

. lrong mQt nghiOn cr?u theo ddi sau khi dua thu6c ra thi truong tai Nh4t (3350 b6nh nhdn), ty le
bitin c6 lo4i ILD dugc ghi nhfn 0 bQnh nhin dtng GEFITINIB ld 5,8oA.

Trong mQt nghiOn cr?u dugc lf dich tC benh-chimg (xem phAn.Cinh b6o) tr6n bQnh nh6n
NSCLC, tAn su6t ILD tich lfiy th6 (chua di€u chinh AOi vOi sg m6t cdn bing trong cric dac di0m bQnh
nhdn) trong 12 tuAn theo d6i le 4,Oyo O b6nh nh6n dirng GEFITINIB vd2,loh d bgnh nhdn h6a tri vd
t! s6 ch€nh hiQu chinh (adjusted odd ratio) ve np ld 3,2 (kho6ng tin cf,y [confidence interval CI]
95yo 1,9 d6n 5,4) d6i vdi GEFITINIB so v6i h6a tr!. Tdng nguy ccy ILD khi dirng GEFITINIB so v6i
h6a tr! dd dugc ghi nhfn chri yi5u trong 4 tuAn diAu tri dAu (tf s6 ch6nh OR hiQu chinh ld 3,8;95Yo CI
I ,9-7 ,7); sau d6 nguy co tuong aOi Oa ginm (t! sti ch6nh OR hiQu chinh ld 2,5; 95% CI I , I -5,8).

Trong tht nghiQm l6m sing nh6n md pha III (1217 bQnh nhdn) so s6nh GEFITINIB v6i h6a tri
liQu 2 thu6c carboplatin lpacli,taxel nhu ld <li6u tri budc tlAu.0 nhirng bQnh nh6n NSCLC giai doan ti6n
tri6n t4i chdu A, t! lQ bi6n c6 lopi ILD le 2,60 6 nh6m ttiAu tri vdi GEFITINIB so voi l,4oh o nh6m
di6u trl vdi carboplatin/paclitaxe

"Thing bdo cho bdc si nhftng ttic dqtng khing mong mudn gfip ph,rti khi str dgng thudc". 
1

euA LIEU vA cAcH xt/ rni: ("$
- Kh6ng c6 tri liQu <lac biQt trong trudng hgrp dilng qu6 liAu GEFITINIB vi chua x6c dinh duoc
c6c triQu chimg qu6liAu.
- Tuy nhi0n, trong nghiOn cfu l6m sing pha I, mQt sti it bQnh nhdn dd tluqc di€u tr! bing li€u l€n
dtin 1000 mlngdy. Dd ghi nhfln sg tdng t6n su6t va mric dQ trAm trgng cria mQt s6 phdn img ngo4i y,

chi y6u liti6u ch6y vi ban do da. C6c phin img ngopi f do dtng qu:l li6u n6n duo.c di6u tri triQu

chrmg; dac biQt tinh trpng ti6u ch6y n[ng n6n dugc ki6m so6t thfch hqp.

nAo euAx:
Bio quin d nhiQt d0 du6i 300C. Noi k*r6 mrit, tr6nh 6nh

DE XA TAU TAY TRE EM )

HAN DUNG:
36 thhngkE tir ngiy sin xu6t
Kh6ng dDng thudc qu6 h4n. TUO.CUC TRUdNG

P.TRUONG PHONS

nixnrHrlc-cAcnrRiNHnAv:.r,__.-,-:-- 
^rL__, . ri,,. .lti*11r"t3{.,L!!iy,g

Ep trong vi, hQp 03 vi x vi 10 vi6n bao phim. C6 toa huong d6n kdm the<i. D6ng tiong thing';
carton.

Dqc ki hufng din sfr dgng trufc khi dtng. 
-

N6u cdn ihem th-6ng tin xin h6i f ki6n thdy thu6c.
Thudc SX theo: TCCS.

c0Nc rY c0 PHAN DIJqc MINH HAI
322 - Lj, Vdm LAm - Pl - TP. Cd Mou'Tinh Cd Mau

DT:0780 3831133 * FAX:0780 3832676
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