
Rx Thudc kA don Hrdmg ddn srh tlEtng thudc:
I. TON THU6C

ILGIK Injection 500mg
2. cAc DAU HrEU LtIu f vA xnuvtN cAo KHI DIING THUOc

Thudc ndy chi ding theo tton thuiic.
D7c k! hwing.ddn sy dgng trwi,c khi ding. DA xa lfrm tay trd em-

1. THANH PHAN C6NG THTJC THUOC
M6i lo chria: Pemetrexed dinatri hemipentahydrat 604,lmg
(Tuong duong pemetrexed 500mg)

Thdnh phin td duqc: Mannitol, hydrochloric acid, sodium hydroxide, nitro
4. DANG BAo CH6 

.

BQt d6ng kt6 miu trdng d6n viing nh4t ho{c mdu xanh h,rc hoi vang.

5. CHr DINH
U trune biOu m6 mane ph6i ac tinh
ILGIKk6I hqp vcri cisptatin duo. c chi dinh dC didu tri c6c bQnh nhdn c6 u trung bi6u m6 mang
phOi ac tintr ttrOng thii cEt b6 chua dugc dtng h6a tri liQu.

Ung thu gh6i fi5 bao kh6nq nh6
ILGIK k6t hqp v6i cisplatin ln tri liQu bu6c mQt trong tliOu tri cho c6c bQnh nhAn ung thu,ph6i
t6 bio kh6ng nh6 khu trri giai do4n mu6n ho{c d5 di cdn, kh6ng phdi loai cht y6u h t6 bao

hinh vdy theo m6 hgc.
ILGIK tluqc chi dinh nhu mQt don tri li6u d6 diAu tri duy tri d nhAng b€nh nhdn b! ung thu
phAi kfrOng phei t6 bao nhd, kh6ng phai t6 bao viy, tiiin tri6n tai ch6 hoec di cen md bQnh

kh6ng tiAn tri€n sau chu kj,h6a tri li6u dAu tay dr,ra tr6n platin.
ILGIk duqc chi dinh nhu m6t ilon tri liQu budc hai chi tlinh trong diAu tri cho c6c bCnh nhan
ung thu ph6i kh6ng ti! bdo nh6 ti6n tri6n tai ch6 hoac dd di cdn, kh6ng phii lo4i cht ytiu ld tti
bio hinh vdy theo m6 hoc.

6. CACH DI]NG, LII,U Dt]NG
Thuiic ndy chi ding theo s1r ki don ct)a thiy thuiic.
Sau khi pha lodng, m6i lo chta 25mg/ml pemetrexed.

Chi dtng ILGIK du6i sg gi6m s6t ctia bdc si c6 kinh nghiQm sri dgng h6a tri liQu chdng ung

thu.
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ILGIK phiii hqp vdi cisplatin
Lidu khuy6n c6o cira ILGIK ld 500 mg/m2 dign tich bd mrt co th6 (BSA), ticm truyan tinh

0 phrit d ngdy tht nhat cta m5i chu kj 2l ngdy. Lleu khuyen c6o cia cisplatin ld
truyen trong
nhAt cira m6i

mach trong 1

75 mglm2 BSA ti6m hai gid, khoang 30 phrit sau khi ti0m truyen xong

pemetrexed o ngdy thu ki2
h6neB6nh nh6n phii durvc nhAn li0u oh6p c n6n dAv dri vd duoc bt nuoc thich hoo trudc

chu 1 ngdy.

tnictl u(r n1u Un
orroc PHdM

NAM HAN

c6NG w

vdy'hoic sau khi ti6m truy6n cisplatin.
ILGIK ding don d6c:
O benh nhan ung thu phiii kh6ng tii bdo nh6 da tung dtng h6a tri liQu trudc d6, li0u ktuytin
cao ltu ILGn la 500-.9/-'BS1, ti6m truy0n tinh m4ch trong l0 phtt d ngdy thri nhSt cria

m6i chu ky zl ngay.
Chuiin b! trudc khi tri li1u:
E6 giam tdn xuAt vd mrirc dQ ning cta c6c phAn img da, cdn cho bQnh nhAn st dung mQt

corticosteroid vio ngiy tru6c, ngiry ti0m truy6n, vd ngdy sau khi ti6m truy€n pemetrexed. Sri

dgng co(icosteroid voi li6u tuong ilucrng dexamethason 4mg u6ng 2 l6n m6i ngdy.

O6 giam d6c tinh.cia thu6c, bQnh nhan diAu tri.vdi pemetrexed phii dtng b6 sung vitamin.
Bgni nhan phai u6ng acid fotic hoic mQt ch6 phAm nhiAu vitamin c6 chria acid folic (350 <ltin

1.000 microgam) hang ngiy. it nh6t pnai u6ng 5 lidu acid folic trong 7 ngdy tru6c khi dirng

lidu pemetrexed cliu ti6n, vd phdi tiiip tgc u5ng trong todn b0 dqt dieu tri vir trong 2t ngdy sau
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..! , i.
li6u pemetrexed cu6i cung. BQnh nhan ctng phdi duoc ti6m bdp vitamin Br2(1.000
microgam) trong tudn tru6c lidu pemetrexed diu ti6n vd cri 3 chu kj mQt mn sau d6. Nhirng
lAn ti6m vitamin Br2 ti6p sau c6 th6 vio ctng ngdy vcri pemetrexed.
Theo ddi:
Trudc. mdi fi6u dtng pemetrexed, bQnh nhan phai dugc ki6m_tra toan bQ s6 lugng tii bdo m6u
bao gdm c6ng thtc b4ch cAu vd s5 luong ti6u cAu. Tru6c m6i dqt dtng h6a tri liQu, cdn ldm
x6t nghiQm h6a sinh mau d6 danh Bi6 chric n6ng th{n vd gan. Tru6c khi bit dAu m6i chu ky
h6a tri liQu. ti6u chudn qQnh nhan cAn phdi il4t duoc nhu sau: s6^ lucrng bqch cAu trung tinh
(ANC) phai > 1.500/mm3 vi sti lugng ti6u cAu ph6i > 100.000/mm3.

He sO thanh thai creatinin phii > 45 ml/phrit.
Bilirubin toan phdn phAi < 1,5 hn gioi han tr6n cta binh thudng. Phosphatase ki6m (AP),
aspartat transaminase (AST ho4c SGOT) vi alanin transaminase (ALT ho4c SGPT) phai < 3
lan gi6i han trdn cta binh thudng. Phosphatase kiAm, AST vi ALT S 5 lAn gitri han trdn cria
binh thudng c6 th6 ch6p nh{n du-o. c trong trudng hqp c6 di cdn t6i gan.

Diiu chinh liiu:
Sg diAu chinh liAu hic bit tl6u m6t chu kj,ti6p sau phii dga h6n sli lugng t6 bio m6u th6p
nhAt ho4c tlQc tinh t6i da trCn c6c co quan kh6c ngodi m6u tri chu k! diAu tri tru6c. ViQc diiiu
tri c6 thd hoan l4i d€ benh nhan c6 clu thoi gian hdi phuc. Khi hdi phgc, benh nhan phdi duoc
titlp tgc di6u trj theo c6c chi d6n <v c6c Bang 1,2vit3, c6 th6 6p dpng cho ILGIK dung don

c kiit h vol cls

N bQnh nhan xuat hien c6c cl6c tinh khric ngodi m6u > mric dQ 3 (kh6ng ke d6c tinh tr6n
then kinh), phAi ngtmg dtng ILGIK cho t6i khi thuy6n gi6m tdi mtc thdp hon ho4c bdng tri
s5 tru6c tliilu cta bQnh nhdn. Vi6c di d ti theo c6c chi dAn 0 2.eu

Trong trudng hqp c6 d6c t(nh kinh, di chinh lieu ILGIK vi cisplatin theo hu6ng (,

3. BQnh nhAn diOu tri nOu s6t tha d6c tinh thin kinh mtc 3ho

o

4

Bfing
tr6n d

u cia ILGIK (dtng ilon dQc ho{c hqp) vi cisplatin dgahi chinhI Ban lieu
hn 6t hnti trOh

75% cria li6u tru6c (cd ILGIK vd cisplatin)ANC thfr .hilt < 500/mm3 vd ti6u cAu th6p

nh6t > 5o.ooo/mm3
75% cria li6u tru6c (c6 ILGIK vi cisplatin)Sdl;qntlfu cAu thd'p

kh6ng tinh den ANC thap
nh6t < 50.000/mmr
nhAt

50% cira 1i6u trudc (ci ILGIK vd cisplatin)Sfluqng ti6u cAu th6p nh6t < 50.000/mmr, c6

chiy m6uu, kh6ng tinh d6n ANC thdLp nh6t
-Theo ti6u chuAn dQc tinh chung (CTC) cta ViQn Ung thu Qu6c gia (CTC v2.01 NCI 1998)

quy tlinh chdy m6u ) CTC mtc clQ 2.

Bing 2. Bing hiQu chin
tr6n dOc tinh khic ngoir

hlilu cra ILGIK (dtng tton tlQc ho{c r6t nqpl vir cisplatin dr.a
i huy6t hgc "' 

b

Li6u ILGIK (mg/m2) Liiiu cisplatin (milm')
7 5%o li6t tru6c75Yoliiltru6cEIt cir dQc tinh ndo, tru viOm ni6m m4c, d

mric <10 3 hoic 4.
75% li6u tru6c75% li6u tru6cTi6u chdy cildic-u t.i t4i benh vion (kh6ng

k6 mirc d0) ho4c ti6u chdy d0 3 hoac 4

50% li6u tru6cVi0n ni6m m4c mric tlQ 3 hoac 4

d6c tinh chung cia Vi0n Ung thu Qu6c gia (CTC v2.0; NCI 1998)
b Kh6ng ki3 dQc tinh thAn kinh

chuAnt leu

nang qiEu ctrinh lilu cfra ILGIK (dtng ilon dQc hoic k6t hqp) vlr cisplatin dga
tr6n dQc tinh thin kinh
Bing 3.

Lidu cisplatin (mg/m')Lidu ILGIK (mg/m'?)Mrirc tlQ CTC'
100% li6u trudc100% li6u tru6c0-1
50% li6u tru6c100% li6u tru6c2

tTGuitrudn 
aQc tinh chung cria Vi6n Ung thu Qu6c gia (CTC v2.0; NCI 1998)

SE

100% li6u tru6c
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Phai ngrmg diAu tri vdi ILGIK sau 2 ldn giam fidu *iu benh nhan c6 b6t cri dQc tinh ndo tr6n
mdu holc ngodi m6u mric rlQ 3 hoflc 4, ho{c ngay l4p tuc n6u quan s6t th6y dQc tinh than kinh
mtc tlQ 3 ho4c 4.
Ngudi gid: Trong nghi6n cr?u l6m sang, kh6.ng c6 d6u hiQu la bQnh nhan tt 65 q6i trd l6n c6
nguy co v6 tac dgng khdng mong mu6n nhidu hcrn so v6i b6nh nhan duoi 65 tu6i. Kh6ng cAn
sg gidm liiiu ndo kh6c ngodi cti! O6 giam lAu duor khuy6n crlo chung cho tAt ca bqnh nhan.
Tri em vd thiiiu niAn: ILGIK kh6ng dugc khuy6n c6o dirng cho b6nh nhdn duoi l8 tu6i vi
chua x6c <l!nh sg an toan vd hiOu quA trong nh6m b6nh nhdn ndy.
BQnh nhdn suy thdn: (C6ng thtc Cockcroft vd Gault chuAn hodc t6c dQ lqc cAu thdn do bAng
phuong ph6p thanh thai luy6t ttrantr Tc99m-DPTA): pemetrexed dugc thii tru cht yiiu duoi
d4ng kh6ng d6i bdi sU bai ti6t cua than. Trong nghidn criu ldm sing, b6nh nhAn c6 h6 s6 thanh
thAi creatinin > 45 ml/phirt kh6ng cAn sq didu chinh li6u ndo khric ngoai su <liAu chinh duoc
khuy6n c6o cho tAt ci bQnh nhdn. Kh6ng c6 <lir dt liOu vO sir dung pemetrexed d bQnh nhdn c6
dO thanh thai creatinin ducyi 45 ml/phirt; do d6 khdng khuy6n c6o ding pemetrexed.
BQnh nhdn suy gan: Kh6ng tim thdy c6 su li6n quan giira AST (SGOT), ALT (SGPT), hoac
bilirubin toan phdn vd duoc <lQng hqc cfra pemetrexed. Tuy nhi6n bQnh nhAn. b! suy gan vcri
bilirubin > 1,5 ldn gi6i hqn trdn cta binh thudng vay'hodc transaminase > 3,0 l6n gi6i han tr6n
cta binh thuong (kh6ng c6 di c5n gan) hodc > 5,0 lAn gi6i han tr6n cria binh thudng (c6 di cdn
gan) chua duo. c nghidn cuu ri6ng biQt.

7. CH6NG CHi DINH
MAn cim vdi pemetrexed hodc vdi b6t cir t6 du-o. c ndo.
Phu nt dang cho con bir.
Dtng ddng thdi vaccin siit ving.
8. CANH BAO VA THAN TRQNG KHI DUNG THUOC
Pemetrexed c6 th6 ric ch6 chric ndng tty xuong biOu hiQn.bdng gidm b4ch cAu trung tinh,

., l. .l I
gidm s6 lugng ti6u cdu vir thi6u m5u (giam toan th6 huy6t cAu). SU ric chC tty thuong li dQc

tinh gioi han lidu lugng. Phii theo d6i t6c dung ric chii tty trong qu6 trinh di6u tri cho bQnh
nhAn vd kh6ng du<v. c cho bQnh nhAn dtng pemetrexed cho tni khi s6 lu<rng b4ch cAu trung tinh
(ANC) dAt muc 2.1.500/mm3vi s6 luqng ti6u ciu da.t mr19 > 100.000/mm3. Sy giam [Al
trong c6c chu kj, tiOp sau dya trdn ANC, s6 luqng ti6u c6u thdp nhat va d6c tinh ngohi mriu t6i
tla nhfn thdy tt chu ki, diCu tri tru6c.
Khi duoc di6u tri tru6c v6i acid folic vd vitamin B12, bCnh nlan it gap d6c tinh hcrn vd giAm
duo. c c6c dQc tinh tr6n mrlu vir ngodi m6u mric dQ 3/4 nhu giim bach ciu trung tinh, s6t giem
bach cAu trung tinh vd nhiSm khuAn kdm gi6m b4ch cAu trung tinh dO 3/4. Do d6 phAi huong
dan bCnh nhAn <ti6u tri viri pemetrexed ring dung acid folic vd vitamin B12 ld bi6n phdp dg
phdng tl6 gi6m dQc tinh li6n quan t6i thu6c.
C6c phan img da tl6 duoc b6o crio d bQnh nhAn kh6ng clugc tli€u tr,i hu6c vdi corticosteroid.
ViQc diAu tri trudc vdi dexamethason (hodc tuong cluong) c6 the lem giam tan xuAt ve mirc do
n4ng cua phan rmg da.,

MQt s6 luqng han ch€ c6c bQnh nhdn dugc nghiOn ciru c6 clQ thanh thii creatinin duni 45
ml/phrit. Do tl6, kh6ng khuy6n c6o dtng pemetrexed cho bOnh nhAn c6 rtQ thanh thai creatinin
< 45 ml/phtt.
Benh nhan suy thfn nhe d6n vta (dQ thanh thAi creatinin tu 45 d6n 79 ml/phrit) phAi tranh
dtng c6c thu6c ch6ng vi6m kh6ng-steroid (NSAIDs) nhu ibuprofen, vd aspirin (> l,3glngdy)
hong 2 ngdy tru6c ngdy dtng, vi 2 ngdy sau klri dung pemetrexed. t6t ca UQntr nhdn chi ti6u
chuAn dO tli6u tri v6i pemetrexed phdi tr6nh dtng NSAID c6 nria doi thai tru ddi trong it nh6t
5 ngiy trudc ngdy dtng, vd it nhAt 2 ngdy sau khi dtng pemetrexed.
C6c bi6n c6 nghidm trgng tr6n th{n, bao gdm cd suy thQn c6p dd dugc brio crio khi srl dqng
pemetrexed clnn. cloc. hoic ph6i hqp v<ri. cdc hoii chat tri liCu kh6c. Nhi6u trong s6 nhiing bQnh
nhAn gap c6c bitin ci5 ndy tt6u co cric y6u t6 nguy co tii:m An cira bQnh thdn nhu mAt nu6c hay
bi tdng huy6t 6p ho{c dpi thrio dudng tii tru6c. Anh hudng cta dich d khoang thft ba, nhu dich
han mang ph6i ho4c c6 tru6ng @ang) d6i vni pemetrexed kh6ng du-o. c biiit. O bQnh nhAn c6
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dlch d khoang thri ba c6 f nghia ldm sang, phii xem x6t viQc d6n luu dlch tru6c khi dtng
pemehexed.
Do d6c tinh tr6n ti6u h6a cta pemetrexed dtng k6t hqp v6i cisplatin, mdt nu6c ndng d6 itu<rc
ghi nh{n. Vi v{y,tQnh nh6n phai duoc ch6ng n6n <tAy chi vd tlugc bt nu6c thich hqp tru6c
vi,/tro{c sau khi di6u tri.
Cric bitin ci5 kh6ng mong mu5n nghiEm trong tr6n tim mach g6m nhoi mdu co tim vi bitin cti
m4ch m6u n6o it xAy ra trong cric nghi6n cr?u lAm.sang vni pemetrexed, thudng x6y ra khi
dung ktit hqp vdi m6t thu6c doc hai t6 bdo kh6c. Phan l6n benh nhen g4p cric t6c dsng ndy da
c6 c6c ydu t6 nguy co tim mach tir tru6c.
Tinh tr4ng suy giim mi6n dich thucrng gap d bCnh nhan ung thu. Do <16, kh6ng khuy6n c6o
dtng il6ng thdi v6i vaccin s6ng giAm dQc tinh.
Pemetrexed c6 th6 gdy t6n hai vd di truyCn. Nam gioi tru&ng thdnh v6 sinh duc duoc khuy6n
khdng thp tinh trong.khi di6u tri vd t6i 6 th6ng sau tl6. C6c biQn phap tr6nh thai ho4c kibng
giao hqp duoc khuyiSn c6o. Do tri li€u vni pemetrexed c6 th6 gAy vd sinh khdng trdi pnUc,
nam gicri dugc khuy6n tim su hu6ng ddn vA cdt ftt tinh trung tru6c khi bit diu aidu tri.
PhU nft c6 khi ning mang thai phai dung c6c biQn ph6p ttinh thai hiiu hiQu trong kti <Iidu tri
voi pemehexed.
C6c trudng hqp vi6m pfr6i ttru tru do xa tri il6 du.c b6o c6o 6 cric bQnh nh6n diAu tri tia xa
tru6c, trong ho{c sau khi dtrng pemetrexed. Can eac biet cht f t6i c6c bqnh nhen ndy vi th{n
trgng khi sri dung c6c ho6.chAt nhay c6m tia xa kh6c.
MQt s6 trudng hqp thu h6i bric x4 dE duoc b6o c6o d c6c b6nh nhan diAu tri tia x4 vdi tuin
hodc vdi nlm tru6c d6.
Lg 100mg Pemetrexed: thudc chfa it hon lmmol natri (23mg) m5i 19.

Lq 500mg Pemetrexed: thu6c,chta khoang 54mg natri m6i lp. Thfln trong voi nhiing bQnh
nhdn cAn ki6m sorit ch6 d6 mudi.
9. SrJ DUNG THU6C CHO pHU NrI C0 THAr VA CHO CON B[r
Phg nir c6 thai:
Kh6ng c6 dt liQu tt viQc srl dr,rng pemetrexed d phu nir mang thai nhrmg pemetrexed, ctng
nhu c6c chdt ch6ng chuy6n h6a kh6c, b! nghi ld g6y nhftng khuyet 6t. bam sinh nghidm trong
kti dtng trong thcri k! mang thai. Nghi6n crtu tr6n dQng v{t cho th6y c6 dQc tinh sinh san.
Pemehexed khdng tlugc dtng trong thoi kj mang thai tru khi thgt su cAn thi6t sau kti dd cAn
nhic ky sg cdn thitit didu tri cho me vd nguy co diii vni thai.
Phg nt c6 kh6 ndng mang thai phii dtng biQn ph6p tninh thai htu hiQu trong khi di6u tri voi
pemetrexed. Pemetrexed c6 th6 gAy t6n h4i di truydn. Nam gi6i tru0ng thdnh vA sinh dUc
dugc khuydn kh6ng n6n ldm cha trong khi didu tri vd t6i 6 thang sau d6. Cdc biQn ph5p tnffi
thai ho[c ki6ng quan hQ tinh dUc du.c khuy6n crio. Do tri li6u v6i pemetrexed c6 kha nang
gdy v6 sinh kh6ng h6i phqrc, nam gi6i duoc khuydn tim sg tu v6n vA c6t trt tinh trung tru6c
khi b6t dAu diAu tri.
Phg nir cho con bri:
Kh6ng bi6t pemetrexed c6 bAi ti6t vao sira ngudi hay kh6ng vi kh6ng th6 loai tril cric tric dpng
kh6ng mong mu6n tr6n tr6 bri sta me. Phdi ngimg cho con bri trong khi diAu tri voi
pemetrexed.

10. ANH HTJONG cuA THUoc L0N KHA NANG LAr xE. vAN HANH MAy M6c
Kh6ng c6 nghidn cr?u ri] t,ic dUrg trdn khi ning liii xe va didu t<iien mriy m6c. Tuy nhi6n, dd
c6 b6o c6o li pemetrexed c6 thii gdy mOt m6i. Vi vQy bQnh nhAn phai duo. c nhic nhd d6i voi
vi6c l6i xe hodc vAn hdnh m6y m6c n5u ttic dung ndy xAy <t{in.

11. TIJONG TAC, TIJONG KY CTA THU6C
Pemetrexed duo. c thdi tru chir y6u o dang kh6ng d6i qua thQn nhd bai ti6t d 6ng thQn vd mQt
phan nfrO lqc d cAu thdrl. ViQc dtng ddng thdi vcri c6c thu6c dQc trdn thAn (nhu
aminoglycosid, thu6c lgi ti6u quai, hqp ch6t platin, cyclosporin) c6 th6 ldm chdm su thanh
thdi pemetrexed. C6n thdn trqng khi ph6i hqp c6c thu6c niy. NOu cdn dtng, phAi theo d6i ch?t
che d0 thanh thai creatinin.
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ViQc dung dting thoi voi c6c ch6t cflng dugc bei ti6t bdi l5ng thfln (nhu probenecid,.penicilin)
c6 khA n6ng hm chlm sg.thar.rh thdi pemetrexed. Phai th?n trong khi dtng cdc thu6c niy k6t
hqp voi pemetrexed. Nilu can dtng, phii theo d6i ch?t ch6 dO thanh thii creatinin.
O tenn nhan c6 chirc ndng th6n binh thuong (dQ thanh thai creatinin > 80 ml/phirt), li0u cao

c6c thu6c ch6ng vi6m kh6ng steroid (NSAID, nhu ibuprofen > 1.600 mg/ngdy) vi aspirin d
lidu cao (> 1,3 glngi\y) c6 th6 lem gidm sg thdi trir pemetrexed, vir do d6 le,rn tEng cec tec

dung kh6ng mong mu6n cua pemetrexed. Vi vfy, phai than trgng khi dung li6u cao NSAID,
ho{c aspirin d6ng thdi voi pemetrexed cho bQnh nhAn c6 chric ndng than binh thuong (tlQ

thanh thai creatinin > 80 ml/phtt).
O bQnh nhdn.c6 suy thAn nhg d6n vua (d0 thanh thdi creatinin tu 45 d6n 79 ml/phrit), phAi

trrinh dtng ddng thoi NSAID (nhu ibuprofen), ho{c aspirin d lidu cao trong 2 ngiry tru6c,
ngdy dung, vi 2 ngdy sau khi dtng pemetrexed.

Trong khi kh6ng c6 dir liQu vA nguy co tuong t6c v6i NSAID c6 ntra dcvi thai tru dei hon nhu
piroxicam holc rofecoxib, phAi tr6nh ding ddng thdi voi pemetrexed trong it nhAt 5 ngiy
trudc ngiy dung, vi it nhdt 2 ngiy sau khi dimg,pemetrexed.
Pemetrexed it duqc chuy6n h6a d gan. Cdc kOt qud nghidn criu in vitro vot microsome gan

nguoi cho thAy pemetrexed c6 th6 kh6ng gAy ric ch6 c6 f nghia ldm sang sgr chuy6n h6a cria
c6c thu6c du<r. c chuy6n h6a bdi CYP3A, CYP2D6, CYP2C9, vd CYPlA2.
Tuon t6c voi tdt cA thu6c d c

Vi nguy co huy kho1 l6n d bQnh nh6n ung thu, liQu phdp ch6ng il6ng thulng dugctang
dung. Do c6 sg dao dQng ltrn gita cric c6 th6 ve tinh tr4ng d6ng milu trong c6c bQnh vi do khd
ndng tuong tric giira c6c thu6c chting tl6ng miu <ludng u6ng voi h6a tri liQu ch6ng ung thu
n0n cAn phdi theo d6i INR,(Intemational Normalised Ratio: fj, sii binh tt u<rng h6a qutic tii)
thulng xuy6n hon, n6u quyOt dinh su dr;ng cdc thu6c ch6ng <l6ng <ludng u6ng cho bCnh nhan.

Ch6ne chi dinh dtns d6ne thdi:
.!.

Vaccin s6t vdng: nguy co trlr vong vi bQnh do vaccin ph6t triCn toan than.
Khdng khuyin cdo d ng ding thdi: vaccin s5ng giam tinh dQc (tru s6t vang;: nguy co bQnh

toan th6n, c6 th6 gdy ttr vong. Nguy co tdng l6n d c6c d6i tuqng tti bi suy gidm mi6n dich btti
bQnh cdn ban. Ding vaccin bdt hoat n6u c6 (bQnh bai liQt).

12. TAC DUNG KH6NG MONG MUON CUA THUOC
T6m tit h6 so an toirn
C6c t6c dung kh6ng mong mu5n dd dugc b6o crio thudng ggp nhAt li6n quan voi pemetrexed,

dugc sri dlmg ducri dang don tri liQu hoac ph6i hqp, g6m ric ch6 tty xuong vtri bi6u hiQn nhu
thi6u m6u, gidm b4ch cdu trung tinh, giim bach cAu, gidm ti6u cAu vd <IQc tinh <ludng tiOu h6a
vryi bitiu hiQn nhu chan dn, buiin n6n, n6n, ti6u chAy, trio b6n, vi6m hgng, vi6m ni6m m4c vi
viOm miQng. C6c t6c dung kh6ng mong mu6n kh6c bao g6_m dQc tinh d6i voi.than, tlng
aminotransferase, rung t6c, mQt mdi, mdt nu6c, n6i ban, nhi6m trung/nhiOm khudn vd bQnh

than kinh. C6c t6c dung phg hitim gap bao g6m hQi chrmg Stevens-Johnson vi ho4i tu biiiu bi
nhi6m dOc.

Bing liQt kG cic tic dgng khdng mong muSn
Bang du6i dAy cung cdp tAn suAt vd mric ilQ nghiEm trgng cria c6c t6c dpng kh6ng mong
mui5n dd dugc b6o c6o d > 5% cria 168 bQnh nhAn c6 u trung bi6u m6 dtng cisplatin vi
pemetrexed, vd 163 bQnh nhAn c6 u trung bi€u m6 ding cisplatin dcvn dQc tluqc phan bd ngAu

nhi6n vdo hai nh6m. Trong cd hai nh6m diAu tri, c6c benh nhan chua timg dung h6a tri liQu

ndy duo. c b6 sung tlay tlt acid folic vd vitamin Bru.
+ Cdc phdn *ng bdt lqi,
Quy uoc vd tAn sudt: Rat hay gAp (u 1/10), hay gaP € l/100 vir < 1/10), it g?p (2 1/1.000 ve <

tTtbO), ni6m g{p (> l/10.000 ua. tlt.OOOI, i5t tritim g{p (< 1/10.000) vi kh6ng 16 (kh6ng th6
u6c tinh <lugc tir c6c b6o c6o hiQn c6).
Trong timg nh6m ph6n loai theo tAn su6t, cec t6c dung kh6ng mong muiin dugc sip x6p theo
thf tU mirc tlQ nghiOm trgng giam dan.

=,601

JI

rli
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HQ co quan Tan suat T6c dung khdng mong mu6n * Pemetrexed/Cisplatin Cisplatin
(N:r68) (N=t63)

Doc tinh
rit ca c6c

d0 (%)

Doc tinh
d0 34

(o/o)

Doc tinh
tat ca cac

dd e/,)

Doc linh
d0 34

(%\

R6i loen m6u
vd h0 bach
huy6t

R6t hay

c4p

Gidm bach cAu tmng tinh/b4ch
cAu hqt

)-t') 13,5 3,1

Cidm bach cAu 53,0 14,9 16,6 0,6

Gidm hemoglobin 26,2 4,2 10,4 0,0

ciim riEu cAu ?l ? 5,4 8,6 0,0

R6i
chuydn
vd
dudng

lo?n
h6a

dinh

Hav g4p Mdt nuoc 6,5 4,2 0,6 0,6

Riii loan he

than kinh
R6t hay

c4p

n6n[ t[6 kinh cam gi6c 10,1 0,0 9,8 0,6

Hav gap Loan vi gi6c '7,7 0,0*+r 6,1 0,0**'
n6i loan v,i
mIt

Vi€m k6t mac 5,4 0,0 0,6 0,0

Riii loan tieu
h6a

nit hay

cAp

Ti6u chdy 16,7 3,6 8,0 0,0

Ndn 56,5 10,7 49,7 4,3

Vi€m mi€ng / vi€m hqng )11 3,0 6,1 0,0

Bu6n n6n 82,1 I1,9 7 6,',l 5,5

Chrin trn 20,2 1,2 t4,t 0,6

Tro b6n I 1,9 0,6 '7 ,4 0,6

Hav gdp Kho tiCu 5,4 0,6 0,6 0,0

R6i loan da
vi t6 chrlc
du6i da

R6t hay

c4p

Ban 16,I 0,6 4,9 0,0

RUng t6c l6ng I 1,3 0,0** * 5 5

R6i loan th4n
vd tiiit ni€u

R6t hay

c4p

Tdng creatinin 10,7 0,6 SR 1,2

Giam d0 thanh thai creatinin** 16,I 0,6 17,8 1,8

R6i
chung

lo4n R6t hay

s4p

Met m6i 47,6 l0,t 9,2

- Tham khao CTC Vle. n Ung thu Qu6c gia phi€n ua, z?6i vol m6i ao doc tinh tru thuat ngr "t6ng do thanh thai

creatinin"
** dugc trlch den tir thuat ngt'thar/nieu sinh dgc kh6c"
*t* Theo CTC ViQn Ung thu qu6c gia (v2.0; NCI 1998), loan vi giec ve rUng t6c chi <lugc b6o c6o ld d mrlc dQ I
hoac 2.

,\

"urll
IM

Trong bang ndy tt6 ding muc gi6i han 5% dd bao gdm tit cd cric bi6n c6 md nguoi beo ciio

cho ring co thd li€n quan dtin viQc st dung pemetrexed vi cisplatin.

Crlc dQc tinh CTC c6 j nghia lam sang dugc b6o c6o d > l% vd S 5% (hay gflp)-bQnh nhan da

<lugc chi dinh ngiu nhi6n dtng cisplatin ve pemetrexed bao g6m: suy than, nhi0m tilung, s6t,

s6t giam b4ch cAu da nhan trung tinh, tdng AST, ALT, va GGT, mey day va dau nguc.

C6c dQc tinh CTC c6 f nghia l6m sang du-o.c b6o c6o d < 1% benh nhan da duqc chi dlnh

ngSu nhien d*g cisplaiin vd pemetrexed bao g6m loan nhlp tim vd bQnh thAn kinh v4n dQng.

B-ang duoi day cung cAp tdn su6t vd muc dO nghiCm trqng cua tAc dung kh6ng mong mui5n cl6

dugc b6o c6o 6 > 5Yo cta 265 bQnh nh6n duoc chi cllnh ng6u nhi6n dtng pemetrexed don dQc

c6 b6 sung acid folic. vir vitamin B12, vd cia276 benh nhen clugc chi clinh ng6u nhi6n dtng
docetaxel ton dQc. t6t ca bgnh nhdn dugc chan doan mic ung thu ph6i kh6ng t6 beo nh6 khu

tru giai do4n n{ng ho{c di cin vd dd timg didu fi ho6 ch6t'

N1

9

56,0

Hav g4p

0,gr**
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Docetaxel
(N:265) (N=276)

Doc tinh
tat ca cac

d0 (%)

He co quan t6n su6t T6c dqng kh6ng mong mu6n +

Doc tinh
d0 3-4

(%)

DOc tinh
tdt ctr c c
da (%)

Doc tinh
d0 3-4

(%)
10,9Gi6m bach cAu trung tinh,/b4ch

cdu h4t
5,3 45,3 40,2

Gidm bach c6u t2,l 4,2 34,1 )1 )

n6t hay

c4p

Gidm hemoglobin 19,2 4,2 22,1 4,3

R6i loan hC

huyiit hgc vd
bach huv6t

Hav gap Gi6m tiiiu c6u 8,3 1,9 l,l 0,4
Ti€u chdy t2,8 0,4 24,3 ,(
N6n 16,2 1,5 12,0 l,l

14,7 1,1Vi€m mi€ng/vi€m h6u hgng t7,4 l,t
Budn ndn 30,9 2,6 16,7 1,8

Chiln 6n 2t,9 1,9 ,? o 2,5

R6t hay

c{p

Hav sAp T6o b6n 5,7 0,0 4,0 0,0

Riii loan tiCu
h6a

T{ne SGPT (ALT) 7,9 1,9 1,4 0,0n6i lo4n gan
mat

Hay gip
T[ne SGOT (AST) 6,8 l,l 0;t 0,0

Ret hay
s6p

Ban/tr6c vay da 14,0 0,0 0,0

Ngfta 6,8 0,4 1,8 0,0Hav g4p

Rung t6c 6,4 0,4*'r 37,7

R6i loan da
vd ti5 chric
dudi da

RAt hay
s6p

MCt mdi 34,0 35,9 5,4Rdi lo4n
chung Ye tinl
tr4ng cluolg
dung tai cho

Hay gip s6t 7,6 0,0

* Tham khio CTC Vien Ung thu Qu6c gia phi6n ban 2 tl6i voi m6i d0 dQc tinh.
++ Theo CTC Vi6n Ung thu qu6c gia (v2.0; NCI 1998), rung t6c chi dugc biio c6o ld d mric clO I hoic 2

Trong bdng ndy, dd dtrng m6t di
mu6n ma nguoi b6o crio cho ld c6 th6 li6n quan d6n vi6c sri dung pemetrexed.

gioi han 5% bao g ca tAc dung kh6ng mong

Cric dQc tinh CTC c6 1i nghia lem sAng duo. c b6o c6o d > 1o/o vit < 5%o bQnh nhdn dd dugc chi
dinh ng6u nhi6n dtng pemetrexed gdm: nhiSm khuan kn6ng c6 giim bach cAu trung tinh, s6t
gi6m b4ch cAu trung tinh, phan ung di tmg/qud m6n, tang creatinin, bCnh than kinh vdn cl6ng,

benh than kinh cAm giric, ban d6 da dqng vd <lau bgng.
C6c cl6c tinh CTC c6 f nghia ldm sang dugc b6o c6o 6 < 1%o (it gap) bQnh nhdn <ld <lugc chi
dinh ng6u nhi6n dtrng pemetrexed g6m c6 lo4n nhip tr6n th6t.
C6c dQc tinh vd xet nghiQm d0 3 vd d0 4 c6 f ngKa l6m sdng tuong tU nhau,gita c6c k6t qud
cira pha 2 hqp nhat tir 3 nghiOn criu drurg don d6c pemetrexed (n : 164) vd k6t qui cira nghiOn

cuu pha 3 dtng pemetrexed dugc m6 ti d tr6n, ngoai tru gidm b4ch cAu trung tinh (12,8% so

va 5,3o/o, tuong ring) vd tdng alanin transaminase (15,2Yo so vdr 7,9%o, tuong img). Nhtng sg

khrlc nhau niy c6 th6 do khric nhau trong quan thC bgnh nhan, vi c6c nghi6n criu pha 2 bao
g6m cd nhthg b6nh nhdn ung thu vir chua dtng vd tld dirng h6a tri liQu tru6c, c6 di c[n gan ttr
tru6c va./ho4c c6c x6t nghiQm chirc neng gan kh6ng binh thudng trudc nghiOn ciru.
Bang duoi dAy cung c5p sO liqu vC tan su6t vd mric <lQ nghiOm trong cira c6c t6c dgng khdng
.org rnutin du-o. c cho c6 th,5 la do thu6c nghi6n cuu. <ld tlugc b6o c6o 0 > 5% ffong s6 839

benh nhan ung thu ph6i kh6ng t€ bdo nhd ngAu, nhi6n du-o. c _di6u trl bing cisplatin vir
pemetrexed va S:O UOnh n!6n ung thu ph6i kh6ng tii bdo nh6 ngiu nhi0n tluoc tli6u tri bdng
cisplatin vd gemcitabine. Tdt cd cac bQnh nhan dtng thu6c nghi6n cuu nhu ld tri liQu khoi dAu

cho ung thu phoi kh6ne td bdo nh6 khu tni giai do4n n{ng ho{c d6 di cdn; bOnh nhdn d ca hai
nh6m d6u dugc <1i6u tri h6 trg bdng acid folic vir vitamin Brz.

o

c
nAcl

0

Pemetrexed

6,2

5,3

8,3 0,0

D
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Pemetrexed/cisplatin Gemcitabine/cisplatin
(N=839) (N:830)

HQ co quan TAn su6t T6c dqng khdng mong mu6n *

DOc tinlr
tat ca cac

d0 (%)

Eoc tinh
d0 3-4
(%)

Ddc tinh
tAt cir cac
d0 (%)

DOc tinh
d0 3-4

(%)
Gidm Hemoglobin 't1 0* 56* 45,'74 9,94
Gidm bach c6u trung tinh/di
nh6n

29,0* l5,l * 3 8,4r' 26,7*

Gi6m bach cdu 17,8 4,8* 20,6 7,6*

R6i loan
miiu vd bach
huy6t

n6t hay

cAp

Gidm ti6u cAu l0,t * 4,1* 26,6* 12,7*
BOnh thAn kinh c6m gi6c 8,5+ 0,0* 12,4* 0,6+lo4n

kinn
R6i
thdn

he Hay g4p

R6i loan vi gi6c 8,1 8,9

Bu6n n6n 56,1 53,4 1q*
N6n 39,7 6,1 35,5 6.1

Ch6n 6n 26.6 2,41 24,2 0,'t*

Trio b6n 2t,0 0,8 19,5 0,4
Vi€m mi6ng/vi6m hAu hong 13,5 0,8 12,4 0,1

RAt hay

c4p

Ti€u chdy kh6ng ldm phSu thuQt
hdu m6n gii

12.4 l,3 12,8 I 6

Riii loan tieu
h6a

Hay g4p Kl6tieu/on6ng {, 0,1 5,9 0,0
RAt hay

sAp

Rung t6c I 1,9* 0:i+t 2t,4*R6i loan da

vi cric t6
chric dudi da Hav g4p Ban/h6c viy da 6,6 0,1 8,0 0,5
R6i lo4n than
vA ti6t nieu

n6t hay

cAp

Tdng Creatinine 10,1* 0,8 0,5

R6i loan
chung va thh
tr4ng duong
dtng tai ch6

R6t hay

c4p

MCt m6i a)1 44,9 4,9

* Gi6 tri P<0,05 khi so s6nh giita pemehexed,/cisplatin vd gemcitabine/cisplatin, st dlrng Fisher Exact test.
+t Tham khao CTC ViQn Ung thu Qutic gia phien ban 2 d6i voi m5i dO doc tinh.
*** Theo CTC ViQn Ung thu qu6c gia (v2.0; NCI 1998), lo4n vi gi6c vd rung t6c chi dugc bao ctio ld d mrlc tl6 I
ho4c 2.

:93

;0r
r ltH

q(

Atr

rp

Trong bang niy, il5 dtng mQt rli
mu6n me ngudi b6o c5o cho ld c6

em glol han 5% bao g t ci t5c dung kh6ng mong
cisplatin.th6 li6n quan dOn pemetrexed vdL

C6c <lQc tinh c6 f nghia lAm sang dugc b6o c6o d mric > 1%o vit < 5% benh nhAn dd duoc chi
ttinh ng6u nhi6n diing pemetrexed vi cisplatin gdm: tlng AST, tdng ALT, nhi6m trung, si5t
gi6m b4ch cau ftung tinh, suy th{n, s6t, mat nu6c, vi6m k6t m4c vd giim d0 thanh thai
creatinine.
C6c d6c tinh c6 f nghia lAm sing dugc b6o crio < 1% d bQnh nhan da du-o. c chi dinh ng6u
nhi6n dung pemehexed vi cisplatin gdm c6 tdng GGT, tlau ngqc, loan nhip tim vd b6nh thdn
kinh vQn dQng.

C6c dQc tinh c6 f nghia lam sang tiry thuQc gini tinh ctng tuong tu nhu qudn th6 chung cta
bQnh nhan dung pemeftexed k6t hqp cisplatin.
Bang duoi diy cung cdp sd liQu v6 t6n sudt vd mric dQ nghidm trong cua c6c tilc dUng \h6ng
mong mu6n du.c cho c6 th6 ld do thu6c nghiOn crtu, dd dugc b6o c6o d > 5% trong s6 800
bQnh nhdn ng6u nhi6n dugc chi dlnh tti6u tri tlcrn 16 pemetrexed vi 402 b6nh nhdn nghu nhiOn
<Iu-o. c chi iIlnh dtng giA duqc trong nghi6n. cr?u di6u tri duy tri bang pemetrexed <lon.<lQc
(JMEN: N:663) vd didu tri duy tri li6n tuc bing pemetrexed (PARAMOUNT: N=539). T6t ci
c6c bQnh nhAn du-o. c chAn do6n ung thu ph6i kh6ng t6 bdo nh6 giai doan III hodc IV vd dd
dtng h6a tri li6u co ban platin tru6c kia. Benh nhan d ci hai nh6m ddu duoc didu tri h6 trq
bdng acid folic vd vitamin B12.

0,0*+t 0,0*++

6,9r

6,7
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Gi6 duo. c***
(N=800) (N=402)

Nh6m hQ co
quan

T6n
su6t*

T6c dung kh6ng mong mu6n *

Doc tinh
tat ca cac
d0%)

Doc tinh
d0 3-4

(o/o)

Doc tinh
tat ca c6c

d0 (%)

DQc tinh
d0 34

(%)
Ret
thudng
s6p

Girim hemoglobin 18,6 4,5 5,2 0,5

Cidm bach ciu 5,8 1,9 0,7 0,2

R6i lo4n m6u
vd h€ bach
huyiit

Thuong

cap Gidm b4ch c6u trung tinh 48 4,4 0,2

R6i loan hC

th6n kinh
Thudng

cAp

Benh than kinh cam gi6c 7.4 0,6 5,0 0,2

Budn n6n 17,3 0,8 4,0 0,2R6t
thudng
g4p

Ch6n in l,l 3 2 0,0

N6n 8,4 o1 1,5 0,0

R6i loan ticu
h6a

Thudng

cAp Vi€m ni€m mac/vi€m mi€ng 6,8 0,8 0,0

Tang ALT (SGPT) 6 5 0,1 2,2 0,0R6i lo4n gan

mat
Thuong

cdp Tang AST (SGOT) 5q 0,0 1,7 0,0

R6i lo4n da
vd mO dudi
da

Thuong

c4p

N6i ban/tr6c viy da ,l8 0,1 3,1 0,0

R6t
thudng
s6p

M0t mdi 24,1 5,3 10,9 0,7

Dau 7,6 0q 4,5

R6i loan todn
than vd tinh
tr4ng tAi. ch6
dtng thu6c Thuong

c6p 1,5

R6i loan than Thuong
s{p

R6i loan than +** 7,6 0,9 t,'1 0,0

Chf vi6t tit: ALT=alanine transaminase: AST=aspanate tansaminase: CTCAE=Ti€u chudn thudt ngt chung ve

c6c t6c dung bit lgi (Common Terminology Criteria for Adverse Event)l NCI= ViCn ung thu qu6c gia My
(National Cancer Institute); ScoT=glutamic oxaloacetic transaminase huy6t thanh; SGPT:glutamic pymvic
transaminase huy6t thanh.
* Dfnh nghia vi thuat ngi tan sudt: ndt thuong g4p > l0%l Thudng gQp> 5%o vd <.10%. Va mqc dich cria bdng

nay, nguong 5% da dugc sri dgng dd bao g6m tat ca c6c t6c dung khdng mong muon mi ngudi brio c6o tl6 xem

xdt h c6 th6 lien quan d6n pemetrexed.
** Tham khdo ti€u chuAn cria NCI CTCAE (phi6n bdn 3.0; NCI 2003) d6i vdi m6i cdp da dOc tinh. Ti le b6o c6o

da dugc trinh bay theo CTCAE phi€n bdn 3.0.
*** Bdng t6ng hgp cric phdn ung phu k6t h.gp cric kiit qu6 cria nghi€n cuu JMEN clidu tri duy tri bing pemetrexed
(N=663) vd nghi€n ctu PARAMOUNT diCu ti duy tri lien tuc bdng pemetexed (N=539).
*+* * Thuit ngt kdt hqp bao g6m tAng creatinin huy€t thanh./creatinine huyet, giam t6c dO lqc cfu cau thAn, suy

thfn/co quan niQu sinh duc kh6c.

,i69

GI
'trr
:pt

IH

.r6

DQc tinh theo ti6u ch
dugc brlo cito d > 1o/o

dQc tinh chung (CTC) c6 f nghia lAm sang o bat kj, cdp dQ ndo da
vit < 5Yo bQnh nhdn da duqc phan bO ng6u nhi6n viro nh6m didu tri beng

pemetrexed bao g6m: giAm b4ch cdu trung tinh cd s6t, nhi6m trung, giam ti,!u ciu, tidu.ch6y,
t6o b6n, ryng t6c, ngria, s6t (kh6ng giam bach cdu trung tinh), benl bC m{t mAt (bao g6m cd

vi€m ktit m4c), ting ch.dy nu6c mit, ch6ng mdt vd bQnh thAn kinh vdn tlQng.

DQc tinh theo ti6u chuin tlQc tinh chung (CTC) da duo. c b6o c6o d < 1% b6nh nhdn duoc ph6n
b6 ng6u nhi6n vdo nh6m ilidu tri bing pemetrexed bao gdm: phan ung di ung/qua mien, ban d6

<la dang, lo4n nhlp tren that vA nghen mach ph6i.
DQ an tohn dE tluoc rlinh gi6 d6i voi nhirng bCnh nhan du. c chgn ngau nhi6n vao nh6m di6u
tr! bing pemetrexed (N=800). Ti l0 c6c phan rmg phu d5 duoc danh gia d6i v6i nhirng benh

nhdn c6 < 6.chu k!.di6u tr! duy tri bdng pemetrexed Q',1=519).va so v6i nhirng benh nhan c6 >

6 chu kj tti6u tri bdng pemetrexed (l{=281). Dd quan s6t thAy tdng c6c phan img phr,r (tdt ci
c6c c6p dQ) voi thdi gian st dgng thuilc ddi hcrn. Mric tdng c6 j nglfa v0 tj'lQ giam bqch cAu

Pemetrexed**.

0,0

12,8

1,7

0,0

Phn 5,6 0,0 0,0
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trung tinh cip dQ 3/4 c6 th6 liCn quan voi thu6c nghidn cuu dd duoc quan s6t v6i thoi gian st
dgng pemetrexed dni hor (S 6 chu kj,: 3,3; > 6 chtk!:.6,4Yo, p=0,046). Kh6ng c6 sU ki6c bi€t
nio c6 1i nghia th6ng kd v€ bAt k! c6c phan rmg phU c6p d6 3/4 ri6ng 16 ndo kh6c ild cluo. c th6y
viri thoi gian st.dUng thu6c ddi hcvn.

C6 it b6o c6o vd cric bi6n c6 tim m4ch vd m4ch m6u ndo nghiOm trgng bao giim nhdi m6u co
tim, dau thit nggc, tai bi6n m4ch miiu ndo v?r con thi6u mriLu cuc bd nh6t thdi trong c6c nghiOn
criu lAm sang v<ri pemetrexed, thudng xdy ra khi dtng ph6i hqp.voi mQt thu6c dQc h4i t6 bdo
khric. Phdn lon bQnh ,!e" g4p crlc tiic dung ndy tti c6 c6c y6u ti5 nguy co tim m4ch tir tru6c.
Hi0m c6 c6c b6o c6o v6 vi6m gan, c6 nguy co trAm trgng, trong c6c nghi6n cfu lAm sang voi
pemetrexed. , ,
Giam toan th6 huy6t cdu it khi duo. c b6o ciio trong c6c thri nghiEm ldm sang v6i pemetrexed.
Trong ciic tht nghidm l6m sang, cAc trudng hoo viOm <l4i trdng (bao g6m chiy mrlu ru6t vd
tr.uc trang, d6i k1ri g6y trt vong, thring ru6t, hoai tt ru6t ve vi6m ruQt t!t) it klf duoc b6o c6o d
bqnh nhan srl dung pemetrexed.
Trong c6c tht nghiQm lAm sang, vi6m ph6i m6 k6 vd suy h6 h6p, d6i khi gAy tt vong, it khi
duoc b6o c6o d bQnh nhAn di6u tr! bdng pemetrexed.
Ctng it c6 b6o crio vd c6c trudng hqp pht d bQnh nhAn dirng pemetrexed.
Vi6m thUc quin/viCm thuc quAn ph6ng xa clugc b6o c6o kh6ng thudng xuy6n trong qu6 trinh
tht nghiQm I6m sdng v6i pemetrexed.
Nhi6m khu6n, d6i khi gAy tt vong, dd dugc b6o c6o thudng gdp trong c6c thir nghi0m l6m
sd,ng v6i pemetrexed.
Trong quri trinh theo d6i h{u mai, c6c phan img kh6ng mong mu6n sau d5 du<y. c b6o c6o d
bQnh nhAn dtng pemetrexed:
C6 it trudng hqp b6o c6o vO suy th{n c6p d bQnh nhan dtng pemetrexed don dQc ho{c ph6i
hqp voi cric hod tri lieu khec.
C6 it trudng hqp.b6o c6o v6 vi6m ph6i khu tru do tia xa 6 bQnh nh6n c6 xa tri tru6c, trong vd
sau khi di6u tri bdng pemetrexed .

Hi6m c6 trudng hqp beo c6o v6.thu h6i btc xa d bQnh nhdn tl6 xa tri tru6c d6.
C6 it trudng hqp b6o c6o vd thii5u m6u ngo4i vi d6i khi ddn toi hoai tu chi.
C6c tinh trqng bgng nu6c hi6m g[p cld <lugc b6o c6o bao gdm c6 hQi chimg Stevens-Johnson
vd ho4i tir bi6u bi nhi6m dQc, trong m6t s6 trudng h-o.p da gay tt vong.
DE c6 brlo c6o hi6m gAp ve bQnh thi6u m6u tan huy6t d bQnh nhan rtugc ilidu tri bang
pemetrexed.

C6c trudng hqp hi6m gap vd silc phan vO dd duoc b6o c6o.

Th6ng bdo ngay cho bric s! hofrc drqc s! nhfmg phdn *ng cd hgi g{p phdi khi str dqtng
thuOc.
r. euA.LBuvA cAcu xrlTRi
1. Qud hlu:
C6c triQu chimg cta qu6 li6u du. c biio c6o g6m giim b4ch cAu trung tinh, thi6u mrlu, gidm s6
. .l I .^
luong ti6u cdu, vi6m ni6m mac, da bQnh lj than kinh cdm gi6c vd ban da. C6c bi6n chimg dg
tloiin cta quri li6u g6m fc ch6 tiry xucrng dugc bi6u hi6n b0i gi6m bach ciu trung tinh, gidm

s6 tuong tGu ciu vi thi6u mriu. Ngohi ra, c6 thiS gap nhiSm ktuAn c6 ho{c kh6ng c6 s6t, ti6u
chiy, vir,/ho4c vi6m ni6m m4c.
2. Cdch xrl tri khi dilng thuiic qud liiu:
Trong trudng hqp nghi qu6 li6u, phdi theo d6i bgnh nhdn, kiCm tra c6ng thrlc mriu vd thgc
hiQn liQu ph6p h5 trg khi cdn. C6n nhic viQc st dgng calci folinaVacid folinic trong didu hi
qu6 1i6u pemetrexed.
14. DaC riNH DrJqC Lu..C 4QC "
Nh6m duqc tri liQu: c6c ch6t ddng cl6ng cia acid folic.
Mf, ATC: L01BA04.
Pemetrexed ld m6t thu5c ch5
c6c qud trinh chuyOn h6a cht

nq
ye

folat ch6ng ung thu nhiAu mgc ti6u, c6 tric dgng nhd ph5 vd
u phu thuQc folat cAn thi6t cho sU sao chdp t6 bdo.
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c6c nghi6n.cr?u in vitro cho thAy pemetrexed c6 t6c dung cta m6t thu6c ch6ng folat nhidu
mqc ti6u bang crich ric chii thymidylat synthase (TS), dihydrofolat reductase IDHFR), vd
glycinamid ribonucleotid formyltransferase (GARIT), ld nhtng enzym phu thu6c folat chri
ctrot o6i voi sinh t6ng hqp cira thymidin vd cric purin nucleotid. i.."i."*id d.rg. yin chuyiin
vio trong t6 bdo boi ca uic hQ th6ng chAt mang folat khtr vd vfln chuy6n protein gin k6t folat
mang. MQt khi d trong t6 bio, pemetrexed duo. c chuy6n d6i nhanh vi vOiniqu su6t cao thanh
c6c d4ng polyglutamat bdi enzym folylpolyglutamat synthetase. C6c dang polyglutamat duoc
giir trong tO bdo vir cdn ld nhirng chAt ric ch6 TS vd GARFT m4nh hcrn. Su da glutamat h6a li
m6t qu6 trinh phq thuQc vdo thdi gian vd ndng dQ xiy ra trong cdc tti bio ung thu, vi d mrlc
ttQ hqn ch6 h<rn, trong-ciic.m6 binh thuong. C6c chdt chuy6n h6a da-glutamai h6a c6 sg tdng
nta ddi trong t6 bdo d5n diin su k6o ddi t6c dung cria thu5c trong c6c t6 bdo ung thu.
HiQu qu,rt hm sdng
U trung biAu m6:
EMPHACIS, mQt nghi6n criru pha 3 da trung tdm, ngiu nhi6n, mt don so sanh pemetrexed k6t
hqp cisplatin voi cisplatin don d6c d bQnh nhan c6 u trung biOu m6 mang ph6i iic tinh chua
dung h6a tri liQu, cho th6y bQnh nhAn didu tri vdi pemetreied vd cisplatin c-6 lqi thii s6ng s6t
trung binh c6 j nghia lAm sang.2,8 thang so v6i b6nh nhdn chi dtng cisplatin.
Trong nghiOn cuu, bQnh nhAn du-o. c b6 sung thOm acid folic vd vitamin S,, tiCu th6p dC lem
giAm dQc tinh. Phen tich chinh cia nghi6n cr?u ndy dugc thuc hi6n tr6n quan tn6 t6t ca benh
nh6n duo. c chi dinh ng6u nhi6n vdo m6t nh6m di6u tr!, dtng thu6c nghi6n cr?u (ng6u nhi0n vd
di6u tri). Phdn tich phAn nh6m du-o. c thuc hiQn tr6n bQnh nhdn duoc dtng b6 sung acid folic vd
vitamin B12 trong toan b0 nghi6n cr?u (duqc bd sung dAy dt). K6t qud cira c6C phdn tich vd
hi6u ua

Sr,t cii thiQn c6 1f nghia
trung bi6u m6 mang ph

duo. c t6m tat tro du6i dA

ng k6 c6c tri6u chimg lAm sdng (dau vd kh6 thd) liOn quan
ol 6c tinh trong nh6nh Pemetrexed,/cisplatin (212 bQnh nhdn) so v

I
o
.rt
21
t

?
4n ,

:l

u
ol

nhrinh chi dtng cisplatin (218 bQnh.nhan) di dugc chimg minh khi dung Thang chia d6 triQu
chimg ung thu ph6i. Di quan s6t thAy su khric nhau c6 1i nghia thdng kO trong c6c xdt nghi0m
chirc ndng ph6i. Da dat dugc sqr phdn trich gita cric nhrinh didu tri dua tr6n su cAi thiQn vii
chrtc ndng ph6i trong nh6nh Pemetrexed /cisplatin vd sg xAu di cta chric nang ph6i d nhAnh
d6i chimg theo thdi gian.

HiQu quA cia Pemetrexed ph6i hqp cisplatin so vfi cisplatin 6'bQnh nhin c6 u trung bi6u lnO mangl[6i e"
tinh

Benh nhan duqc phdn b6 ng6u nhi6n vd
tli6u tri

Binh nhdn ouo;c UO-un[tfu at

Thong s6 hieu luc Pemetrexed./cisplatin
(N:226)

Cisplatin

G.1=222)

Pemetrexed,/cisplatin
(N=168)

Cisplatin
(N:163)

Trung vi Thdi gian
s6ng s6t tinh chung
(th6ne) (95% Cl)

t2,t
(10,0 - 14,4)

13,3
(l 1,4-14,9)

10,0
(8,4 - l l,e)

Tri s6 p Log Rank* 0,020 0,0s 1

Trung binh Thdi
gian tdi khi u ph6t
tri6n (th6ng) (95%
CD

5,7
(4,e - 6,s)

?o
Q.,8 - 4,4)

6,1
(s,3 -7,0)

?sq
(2,8 - 4,4)

Tr! s6 p Log Rank* 0,001 0,008
Thdi gian t6i khi
thAt bai dicu tr!
(th6ne) (95% Cl)

4,5
(3,e - 4,9)

2,7
(2,1-2,9) (2,2-3,1)

Tri s6 p Log Rank+ 0,001 0,001

T! lQ cftip fmg tinh
chung** (95% Cl)

41,30/o

(34,8-48,1)
16,7%

(t2,0-22,2)
45,50/o

(37,8-53,4)
19,6%

(13,8-26,6)
Tri s6 p Fisher's * <0,001

viiit tit: Cl: khoang tin ciy
* Tri sO p so s6nh gita c6c nh6m
++ Trong nh6m Pemetrexed/cisplatin, ph6n bii ngSu nhi€n vd didu tri qq=2251 ,1 b6 sung tliy dri (N=167;

o'l
(7,8-10,7)

4,7
(4,3-s,6)

t .0p0t
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c6c dir li6u vA ugnr, nhdn c6 u trung bii3u m6 mirng ph6i ec tinh rlugc didu t i baog
Pemetrexed clon tlQc cdn han ch6. Pemetrexed don d6c, li6u 500mg/m2 tluqc dung cho 64
bQnh nhen c6 u trung bii5u m6 mang ph6i 6c tinh chua dtng h6a tri liqu tru6c d6. ii le d6p
ung tinh chung ld 14,1%.
Ung thu phiii i bito kh6ng nh6 (NSCLC), tri liAu btfic hai:
M6t nghi6n cr?u pha 3, da trung tdm, nhdn md, ngiu nhi6n so siinh pemetrexed voi docetaxel
d b0nh nhan NSCLC khu tru giai doqn n4ng holc di cdn da tirng diAu tri ho6 chAt cho thdy
thni gian s6ng s6t trung binh la 8,3 thing. d6i v<ri bQnh nhan diou ii v6i pernetrexed (qri, ihti
chri tlich didu tri n = 283) vd 7,9 th6ng aoi voi ugnl nhan diAu ffi vni docetaxel (ITT;:288).
H6a tr! liQu tru6c dQ kh6ng bao g6m Pemetrexed. MQt phan tich inh hucmg cria NSCLC m6
hoc t6i hi6u qud tti6u tri tinh chung trdn thoi gian s6ng s6t cho th6y pemetrexed vuqt tr6i
docetaxel ftong cac trudng hqp kh6ng phdi chri y6u ld tt! bao vAy (n = 399;9,3 so voi g,0
thring, HR hiQu chinh : 0,78; 95% CI= 0,61-1,00, p : 0,047) vd docetaxel vucrt tr6i hcrn trong
carcinoma t6 bdo vdy (rt:172;6,2 so v6i 7,4thang, HR hiQu chinh = 1,56;95il CI = 1,0g-
2,26, p : 0,018). IG6ng nhfn thAy c6 su khtlc bi& hm sang vd d6 an toen cta pemetrexed
trong timg phdn nh6m theo m6 hoc.
C6c dt liQu l6m sang cdn han ch6 tt m6t nghi6n cr?u pha 3 ngiu nhi6n c6 d6i chrmg dQc ldp
cho th6y hiQu qu6 l6m sang (thoi gian s6ng s6t tinh chung, thdi gian s6ng s6t kh6ng mdc
bQnh) cta pemetrexed tuong tu nhau d cric bQnh nhdn tru6c d6 cl6 cli6u tri bdng docetaxel
n:41 vi cdc b6nh nhdn chua duoc di6u tri docetaxel n 540

z
7"
.o-

/n

\

a

Ung tfu phiii khong i bdo nh6, tr! tiCu budc m6t:
MQt nghiOn cr?u ngAu nhi0n, da trung t6m, nhdn md pha 3 so s6nh Pemetrexed phOi hqp
cisplatin voi gemcitabin pht5i trqp cisplatin diAu tri cho benh nhan ung thu ph6i kh6ng te bao
nh6 (NSCLC) l<hu tru giai do4n n{.ng ho4c dE di cdn (Mric dQ IIIb ho4c IV) cho thdy
Pemetrexed ph6i.hqp voi cisplatin (sd luong bQnh nhdn cht dinh di6u tri [lTT] n = 862) dar
du. c chi ti6u tliAu tri chinh vd c6 hi6u quA l6m sang tucmg tr,r nhu gemcitabin ph6i-hqp
cisplatin (ITT n = 863) vC thdi gian s6ng th6m to?ur b6 n6i chung 1ti 15.,goy co hi6u chinh
0,94;95% CI 0,84-1,05). Tdt ce clc benh nhen tham gia trong nghiOn cuu nay cO Uitiu trign
tinh tr4ng ECOG 0 ho{c 1.

Phan tich hiQu.qud chri yi5u duoc dga tr6n quAn th6 ITT. Phan tich dO nhay cim cira chi ti6u
hi6u qui chri y6u ctng duoc cl6nh gi6 tr6n qudn th6 clqt tlugc dung dd cuong nghiOn cuu (qu6n

HiQu ud cta Pemetrexed so s6nh v6i docetaxel d benh nhan NSCLC - thO cli0u tri
Pemetrexed Docetaxel

Thdi gian s ng s6t (thing)

95% Cl cta trun
Trung vi (m)

(n:283)
8,3

7,0 - 9,4

(n:288)
7,9

6,3 - 9,2

thua k6m

HR

RGi6 tri kh6n
95% Cl cta HR

0,99
(0,82- 1,20)

0,226
ng s6t kh6ng ti n bQnh (th6ng)Thtri gian s n tri (n=283)

)q
(n=288)

2,9
HR (9s% Cl 0,82-1,160,97

Thdi gian t6i khi th u tri (TTTF - thing)t b4i ilie (n:283)
)7

(n:288)
2,1

HR 9s%ct) 0,84 0 71-0,99

,frng)

Ti 16 d6p rmg (%) (9s% Cl)
BQnh 6n dinh %

(n=264)

9,1 (5,9 - 13,2)
45 8

8,8 (5,7-12,8)
46,4

(n:274)

ng s6 Iuong quarnti ti :cht didiC n HR nSO c0tat ITT eunhkhoang vca vgu
th6

Trung vi

Trung vi

Dip rirrg (n: s6 bgnh nh6n d4t ti6u chu6n vd drip

tri;
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t[1PQ). 
"han 

tich hipuqua tr6n quen th6 lq cho k6t qud d6ng nh6t v6i khi phan tich qu6n th6
ITT vd cho thdy AC kh6ng thua kdm GC.
Thni gian s6ng bQnh kh6ng tii5n tri6n bOnh (pFS) vd ti 16 ddp img n6i chuns hrons ru nhau
gita_ciic n}ffi didu tri: trung vi.pFS ld 4,8 thring d6i voi pemetrei.a phai 116 

"i.p[,i" ,a ra
5.1 thdng d6i voi gemcitabin phdi hqp cisplatin 1rj,s6 nguy co hi€u chinl 1,04..95i1o CI 0,94_
1,15), vd ti lQ drlp rmg chung ld 30,6% (95% cr 27,3- 33,9) vcri nh6m pemetrexed + cisplatin
vd\d282% (95% u 25,0-31,4) v6i nh6m gemcitabin + cisplatin. Dir liQu pFS phan ndo d6

{yo9 ttrinq dinh bing mgt it6nh gi6 doc lat(400 fi725 ba.,h t)ha, du-o c iua 
"r,e,i 

ngau nncn
d6 phdng vin).
Phan tich sU 6nh huong cria NSCLC m6 hoc tr6n ti l0 s6ng s6t n6i chung cho thAy c6 su kh6c
biCt tren lam sdn vE ti l€ s6t tt thu c m6 hoc, xem dudi <lA
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Minh hga Kaplan Meier v
Ung thu tuydn

ng s6t tohn bQ phin theo md
Ung thu td bio lrn

1.0

0.s

0.8

8,7

0.6

o.5

o-,1

0_3

0.2

nl
0.0

thiri gian s

AC
GC c

U
bDc\o

:,

x

otcro

x

0612,1824 30 0 612 18 21 fi
Thdigian s6ng con Thdi gian s6ng cdn

Kh6ng c6 su kh6c bi6t c6 1i nghia ldm sang du<rc nh{n thAy vd dQ an tod,n cta pemetrexed
ph6i hqp cisplatin trong timg phAn nh6m theo m6 hgc.
Benh nhan didu tr! bang Pemetrexed ptr6i hqp cisplatin it phAi truydn hon (16,4% so v6i
28,9%,p<0,001),truyAnt6bdoh6ngcAu(16,1% sov6i27,3i/o,p.ti,OOt;vdtruyAnti6ucAu
(1,8% so vbi 4,5Yo, p:0,002). Benh nhan cf,ng it phAi dtng hcrn erythropoietin/darbopoietin
(l0,4Yo so v6i 18,1%o, p < 0,001), G-CSF/GM-CSF (3,1% so voi 6,1oh, p=0,004), chil phAm
si:[(4,3% so v6i7,0%o, p:0,021).
Ung tht ph6i kh6ng i biio nhd, didu fi duy tri:
M6t nghiOn da ffung tdm, pha 3,.ng5u nhi6n, nhdn mo, ki6m so6t gii duoc (JMEN), so sanh
hi6u qud vd tric dung cria viQc tliOu tri duy tri bing Pemetrexed kdm theo su chdm .6" h6 t.q

tiau etrexedPemu +Cis la son Gem +c tab rsC la tinq tron tr hp an .I up leu c
onkh r6 nb no ho au n eh TIT va h nan mh6 eth mo ho c

Trung v! thdi gian t n6i chung tinh btrng th6nggs6
Y,C

Qu n

m0h

ITT vA c6c
phin nh6m Pemetrexed + Cisplatin Gemcitabin + Cisplatin

Ti Ip nguy ctr
hiQu chinh
(HR) (9s%

Gi6 tri p ut
viet

th
1725 9

10,3
8-l I

N :862
9

10,3

,6-10
0,94^

0.84-1.05

n r50

=847

ung
tuycn

12,6
(10,7- r 3,6)

N=436 10,9
(10,2-1 1,9)

N=41 l 0,84
(0,7r -0,99)

0,033

bdo l6n
= 153

10,4

6-14
N:76 6,7

5,5-9,0
N:77

0 48-0,96
0,67 0,021

Kh6c
=252 6 2

8,6
8-10

N:106 o,
8,1-10,

N:146
0 8l-l 45

1,08 0,586

T beo yay
:473 8

9,4
4- 10

N=244 10,8
9,5-t2,1

N=229
00-l 5l
I,23 0,050

v; co; inr
vdi gidi

khoanC nti c tiHR: ITT ch du da N thtri
C6 n th6nla ke tive h thkhdn ua todn kht gh oan ln uac HRk6m, hanbo cay han kh6ng

thua 647 5 00

d bQnh nhAn ung thu.v6i

ITT N:863

thu

nguy

kdm 1
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tot.nrr6tlascl 1n = 441) voi didu tri gia duo.c kdm.BSC.1 n = 222\ d cric b6nh nhan bi ung thu
ph6i kh6ng t6 bdo nho di can (giai do4n 4) hoac ti6n ritin tai ch6 tgiai rtoan 3) md kh6nfti6n
tri6n sau 4 chu ky cria tri li6u c5p d6i hang dAu voi cispratin r,oi'" 

"*uopruti, 
L3i tq; "rigemcitabin, paclitaxel, hodc docetaxel. Kh6ng bao g6m tri liQu c4p aoi hang ttAu v6i

Pemetrexed. TAt ca bQnh nh6n bao gdm t ong nghien 
",i, 

nay c6 tinh tr?ng pt org ii.,ai o noa"
1.

BCnh nhan clu.gc did_u tri duy tri cho ddn khi bQnh ri6n tridn. Hi6u qua vd d6 an todn tlusc drinl
girl nr thoi tli6m ng6u nhi6n sau khi hoan rir tri lieu hdng ttiu. BenI nhan duoc didu tri lrung
binh 5 chu k! cta trl liQu duy tri vdi Pemetrexed vi 3,5 chu kj voi gii dugc. T6ng cQng 213
bCnh nhan @5,3%) hoan t6t > 6 chu k| vi t6ng c6ng 103 benh 

"nX 
pl,.+V,y fro"a" i6i> f O

chu kj, di6u tri v<ri Pemetrexed.
Nghi6n cr?u cl6p ung diiim ktlt thuc co ban vd cho th6y su cai thi6n c6 j nghia th6ng kc vA pFS
d nh6m Pemetrexed so vrri nh6m gii duqc (n: 581, d6i tuong xem x6t kh6ntphu thuQc;
trung binh 4,0 thing vd 2,0 thring tuong ung) (ti lC rui ro : 0,6, 95% CI: 0,49 - 0,73, p <
0,00001). Ti lQ s6ng th6m trung binh voi cei d6i tuqng n6i chung (n = 663) la 8,4%"ih6ng
voi nh6m Pemetrexed vd 10,6 thring voi nh6m gid duoc, ti 16 rui ro = O,7g (95% CI = 0,65_
0,95, p = 0,01192).
Pht hqp voi cdc nghi€n c{ru Pemelrexed kh6c, sg kh6c nhau vd hicu qud theo NSCLC m6 hoc
duoc quan s6t th6y trong JMEN. o.cdc bQnh nhan v6i NSCLC chir y6u tru m6 t6 bdo hinh vdy
(n:430, kh6ng phu thu6c vdo d6i tuqng xem x6t) PFS trung binh la 4,4 thriLng voi nh6m
Pemehexed vd 1,8 thring v6i nh6m gid duo. c, ti 16 riri ro : 0,47 (95% CI = 0,37-0,60, p :
0,00001). Ti l0 s6ng th6m trung binh d c6c bcnh nhan v6i NSCLC chri y6u tru m6 t6 bao hinh
vdy (n = 481) ld 15,5% thring v6i nh6m Pemetrexe4 vd 10,3 thang voi nh6m gii duoc, ti lQ rui
ro = 0,70 (95% U = 0,56-0,8.8, p : 0,002). Bao gdm pha c6m rmg ti lQ s5ng s6t t6ng th6 voi
c6c bQnh nhen NSCLC cht yilu tru m6 tc tao ninrr vay ta 18,6 thring vni nh6m pemei-rexed vi
13,6 thAng v6i nh6m giA duoc, ti lC rui ro = 0,71 (95% CI = 0,56-0,88, p = 0,002).
c6c k6t qud PFS vd oS d c6c b6nh nhdn v<ri m6 tii beo hinh vay kh6ng cho ttrAy tqi ich cta
Pemetrexed so v6i gid duo. c.
I(h6ng thdy c6 su kh6c biOt c6 j nghia ldm sang ve d6 an todn cta pemetrexed trong c6c phdn
nh6m theo m6 hoc.
Bi6u dd minh hga Kaplan Meier rd sSng cdn kh6ng tiiin tri6n bQnh (pFS) vir sSng cdn
toAn bQ cria Pemetrexed so vrfi gii duqc fi cfc bQnh nhAn NSCLC cht y6u tril m6 t6 bio
hinh viy
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(PARAMOUNT), so siinh hiQu qui vd dQ .an todn cria viQc di6u tri duy tri li6n tuc bing
Pemetrexed cQng vcri chlm s6c h6 trq t6t nh6t @SC) (n=359) vdi gi6 duo. c c6ng vcri ch6m s6c
h6 trq t6t nhAt (n:180) d nhiing bQnh nhdn ung thu ph6i khOng tC bao nh6 (NSCLC) ti6n tri6n
tai ch6 (Giai doan IIIB) hodc di cdn (Giai tloan IV) kh6c ngodi m6 hoc te b?ro vAy cht y6u, lA
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nhrmg ngucri <16 kh6ng ti6n trien sau 4 chu kj,di6u ni k6p clAu tay bing pemetrexed ph5i hqp
vdi cisplatin. Trong s6 939 b6. nh nhan duoc di,5u tri.crim rmg uang.lenietrexed cQnt ii.prutin,
539 benh $to 9ys. chg,, ngdu nhi6n vdo nh6m diau tri duy tri 6ihg p"-"tr"*.d frodc'nh6m
dung gia duoc. Trong s6 nlrirng b6nh nhan duoc chon ngAu nhi6n,44,9%o c6 dito ims hoirn

loan/d6p rmg mQt ph6n vd 51,9ok c6 drip rmg bQnh 6n di-.nh v6i ,iC" dlC, 
"i.a;,id il;;

Pemetrexed cQng cisplatin..Nhirng bQnh nlrrin duoc.chon ngiu nhi6n vdo nh6m diAu triiuy tri
can phii c6 didm s6 v€ tinh trang hoal d6ng co th6 theo rhang diAm cua ECOG (Nh6m Hqp

]e; 
ve^Une thu phuong Dong) ta O.hoac t . rloi gian trung bini' tu ltc Uai aariri. rie, .il, -gbing Pemetrexed c6ng cisplatin d6n khi b6t diu ditiu tri duy rri Id 2,96 thriLng o ca nhom ding

pemetrexed va nh6m dung gia duqc. Nhtng bQnh nhan duoc ctron niiu nhic'nH;;;;;iil#
duy tri cho d6n klri bQnh tiCn tri6n. HiQu qui vd tl6 an.roan rld duoc diturh gi6 ttr thoi di6m chon
ng6u nhi6n sau khi hodn thdnh tri liQu (iam rmg) ttAu tay. cric bQnh nh6n nhdn duo. c rrung
binh 4 chu k! didu rri duy tri bdng pemetrexed rl 4 

"hu 
ty uale gia auo". 16rg.o"g.j reg

bQnh nh6n (47,1%) dahoin thdnh > 6 chu kj, di6u tri duy tri bing pemetrexed, dai di-En cho it
nhAt t6ng c6ng 10 chu k! Pemetrexed.

fqfif curl i15 tlip im^g ti6u_chi drinh gi6 chinh vd cho th6y su cai thien c6 f nghia th6ng k6 v6
thoi gian s6ng cdn kh6ng tidn tri6n bOnh (pFS) o nh6m pemetrexed ntricu 

-non 
nlom gila d,rq.

(n:472' nhom du<v. c xem x6t dQc lip; trung binh 3,9 thring vit 2,6 thing, theo thri ,u t"*rg
li'ng) (tV s6 nguy co : 0,64; khoang iin c4ylCf; 95Zo = 0,51-0,81 ; p : O,OOOZ). Xem x6t dQc
l6p vd.chpp hinh anh bQnh nhdn aa xac.ntuin cric k6t qud aa*r gia ctra ntri 

"ehie, 
;; d tht i

gian s6ng cdn kh6ng titin triiin benh. Ddi u{ nhirng Ulnn *an?,.roc 
"t 

q" ,g", *iJr, ;" aa
dyvc 

{anh 
gi6ltliic bat dAu dieu tri khcri diu buoc mdr bing pemetrexed cdng cisplatin, thoi

qlT ..grc. .:n kh6ng_ti6n tri6n bQnh trung binh theo d6nh giri cira nhd nghien ciru 1d 6,9 thang
<l6i vcri nh6m dtng Pemetrexed vA 5,6 thang d5i v6i nh6m dtng giA duqc (tf s5 nguy co =
0,59; khoang tin cfy (CI) 95% = 0,47-0,74).
Sau khi tri liQu kh<ri dAu bang Pemetrexed c6ng cisplatin (4 chu k!), vidc ilidu tri bang
Pemetrexed trQi hon c6 j nghia th6ng k0 so vcri gi6 duoc vd thoi gian song cdn toan b6 (osj
(trung binh 13,9 thring so v6i 11,0 thang; t! s5 ngry co = 0,78, khoang tin cQy (CI) 95% =
0.64-0,96; p: 0.0195). Tai thoi dii5m phAn tinh s5ng cdn cu6i ci:ng, it,1% Ul6ri, nfra" .Oo
s6ng hodc mdt theo d6i o nh6m Pemetrexed so v6i 2l,7vo o nh6m gid dugc. HiQu qua didu tri
tuong tl6i cua Pemerrexed li nh6t quriLn gifra ciic ph6n nh6m (bao'g6m ii"i a"a^'ucJ, aap
img vdi tr! liQu khdi dAu, tinh tr4ng. ho4t d6ng co thc theo thang dicL 

",i"u 
ecob, tinh tr4ng

hrit thu6c kl gini tinh. m6 hqc vi tr6i) ua giong nrru aa quan sririhdy rrong pr,an ti.i t-t oi gi*
s6ng cdn toan. b0 (os) vd thoi gian s6ng cdn bgnh kh6ng ti6n tri6n b6nh (pFS) chua dicu
chinh. Tj'16 s6ng cdn I ndm vd 2 nam d6i v6i bQnh nhAntang dirng pemetrexei h ssx ua
32% theo thu tu ru.ong img, so v6i 45%vit21% d6i v6i bcnh nhdn dung gii dugc. Tri lirc bit
ddu tli6u tri klroi ilau buoc m6ttdng Pemerrexed cdng cisplatin. thoi gian s6ng cdn tnrng binh
cta bQnh nh6n ld 16,9 thring d6i v6i nh6m Pemetrexed ld 14,0 thring d6i voi nhom gii dugc
(tj' s6 nguy co : 0,78; klodng tin cay (CI) 95% = 0,64-0,96;. T! le phan trdm b6nh nlan nhan
duoc didu tri sau nghi€n ciru ld 64,3% d6i vcri nhom pemetrexld v'it 7l.7%o aoi uoi ntrom gia
dugc.
PARAMOUNT: Bi6u ild Kaplan Meier vd s5ng cdn kh6ng ti6n tri6n bQnh (pFS) vi s5ng
cdn toirn b0 (os) a6i vrii aidu trl duy tri ti5p tuc bing pemetrexea so vtlt gii auqc ,&

bQnh nhin ung thu pn6i Ur6ng tii biro nh6 (NSCLC) kh6c ngoiri m6 hgc t6 bio vriy cht
y6u (tluqc ttrlnh gi6 tir chgn ngiu nhi6n)
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Dt liQu an toin ctra viQc didu tri duy tri bing Pemetrexed tt 2 nghi6n cr?u JMEN vd
PARAMOUNT latuorrg tU.
ls. E+c riNH DrJqc DQNG HQC
D4c tinh dugc tl0ng hoc cta pemetrexed sau khi dtng <lon liiiu dd duoc dtinh girl trdn 426
bQnh nhen ung thu c6 u rin khec nhau vni c6c lidu tt 0,2 d6n 838 mg/m2 <luqc-ti6m truydn
trong thdi gian 10 phtt. Pemetrexed c6 thiS tich phan b6 d trang th6i can bang lag litlm2. cilc
nghiOn ciru in vitro cho th6y pemetrexed lien k6t vdi protein huy6t tucmg kho*rg 81%. SU k6t
hgp kh6ng b! nnh huong d6ng kd boi cric muc <16 suy thfn kh6c nhau. pemetrexed it chuy6n
h6a d gan. Iemetrexed tlugc bdi titit chu y6u qua nuoc ti6u, voi 70o/o d6n 90%o cia fidu dung
du<y. c thu hdi d"d4ng kh6ng tl6i trong nu6c ti6utrong vdng 24 gid clAu sau khi ti6m truyAn. HQ
sti thanh thdi t6ng c6ng cira pemehexed la 91,8 ml/phrit ua nriu aoi thai trt kh6i truyci tuong
ld 3,5 gid d bQnh nhan c6 chric ndng thfn binh thu<rng (dQ thanh thdi creatinin ld 90 ml/phtt).
Sy 9ao dQng vA A6 tnant thdi giira cdc bQnh.nhAn d.mirc <16 vria, ld 19,3%. Mric dQ phoi
nhiSm hQ th5ng (AUC) cta pemetrexed vi ndng dO t6i da trong huy6t tuong tang t! i6 voi
li6u. Du-o. c dQng hoc cta pemetrexed kh6ng thay cl6i trong nhidu chu kj. diAu tri.
C6c ilac tinh duo. c d0ng hqc cta pemerrexed kh6ng bi ar.rh huong bdi cisplatin dung d6ng
thoi. 86 sung acid folic duong u6ng vd vitamin B12 ti6m bdp kh6ng fuh hudng toi duoc d6ng
hgc cfra pemetrexed.
16. QUY CACH D6NG G6I
HQp chfa 1 lg. 

^17. Drtu KrEN BAo euAN, H4,N DtrNG, Trtu CHUAN cHAr LUqNG ctA
THUOC
- Dri,u KrEN BAo euAN
Lo chua md: Bdo quan ducri 30"C.
Dung dich hodn nguyAn vd dung dlch dd tuyin: Klli <lu-o. c ti6n hnnh theo dring chi d6n, dung
dlch hodn nguyOn vd dung dich dii truydn Pemetrexed kh6ng c6 ch6t bio quan khdng ktuAn-.
DQ b6n vting 

"a1 
ly y1 ho6 hgc cria dung dich hoan nguyCn vi dung dich dii truydn

Pemetrexed vira chuAn bi <15 clugc chimg minh trong 24 gid n€u b6o qudn trong tri lAnh. Xdt
theo khia canh vi sinh vdt, san phAm phai duoc sri dpng ngay. N6u kh6ng dung ngay lQp tric,
di6u kiQn bio quan ve thoi gian bao quin tru6c khi sri dUng h hech nhiem cria nguoi st dung
thu6c vi th6ng thudng kh6ng duo. c qu6 24 gid d nhiQt dQ 2 d6n 8"C.
-HANDUNG
36 thAng ke tir ngiy san xudt.
-TIOU CHUAN CHAT LTIqNG CUA THU6C
Ti6u chu6n co sd.
18. Tf,N, DIA cHi ctrA co so sAN xui,T rHUOc
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