
VAN P

TAI NH PHO

imr
(u

=
(,)
tr5_>ortooo
EggvJ-

6EE
3sEob *a 

eFAL

E>E
0,E
6
EI

ul
E
oo
u)
o
IIJ
Exoo
oI

og!

.vxo
6
B
U

-a
!
!Eroa8,5
r:a6

E
o..T
v
IA
o
o
x
c,

E

E'T

E

oo
ln

IE

j?..
J

E]

5
q

@

Eb Eogtrgc
gEP E Ezsc E trgt5 ;a:E:fie=€ ,-8"8

e E*?eEEt$Hi; AE ::
EE€Eti H:: rEe="i_E!i #
9E E€85 g E E sS-FS; gg E ;

8

E

c

o

(!

=
(,)
EP26-oc.Ugo f :)

--8. E e.!-ob
o(/)o
E-Eo1-6ELt!
o
EI

UI
E
oo
to
o
UI
Exoo
o
G

coq|

.cxot
t

L.,

i
EN

E

oo
ln

!,
!
E
o
E,
L:o

E,r

=o
tr
o
IL
TJ
1^o
c
x

CE

G

i?..J

E]

mz@xi2,Y9p

E o EHe ! i ri
E € J *E
gE E E .:f:.8 9' i aei: o .- to

*lF.E ! .tEc'
:EH;€ i:"sTEg.,-;BE.P :e€j-{!f

iIEIErr*:iEi:f!EEXtsl9!fi4e9:,

,,
!

.i
!,:
6'

=o

PE
6U

E
oc-
6a
6.S8 iP€
E !o o

I :;.i E9; E E=- i
E5!!Y'
cE " o ! ,€: E EE ,E
o=; oE -q,o 6EE i
t>!;{ :
E-:! c e - s

!Ei:iEg
:=Eo6eE

EESgEEE

il\oo
=goE H ..SIvi \+ x
P--T .v . Sn= !
E=s EER; I
€5e'eEE EE i;=9SEEtrA I->.,IrlP^-aoa

s.E isi!X -? _-Z o

E=s=Bsi is 6

(,l
ooxxxxx

uo
@
@

fur/0ro

vP#!
ir
c3

E

I

\bkl,^y\!

eOvrd
CUC QUAN LV DUOC

DA PHB nuipr
Ldn ddu :.0.1 I ., 4,1.,t,,K.18.

https://nhathuocngocanh.com/



1500xxxxxPX
o=

m!

<e
=oQO

?

a

1

ErfgE$tgi{
= 

E + E F a r =t 9

=_41; 
ii i &t+

{i"3 it ;}
EE Ii 19 3

i ti .
3

qi
gE
>t
X6
r*

zcLo=9oxo!9=!t
= EO O -;'n O = O 6 J O O

+ sit: ltaE s 
qEB 

B

*q;=-ra;3,E I&E*9xEtsEPe -=d Qo
3He*+ : ii ;FEis>' ;' 5g i5YX o io E+- e" Fg' E

o e6 o

= a=' 3
d *-:ero

o
=a
L

-d.P
E;

!d;
'=- E

E:€
i=g=

EEgiij E iErEdi
3 Eu;
='.ts><

Dr.Reddy's
& ,*,a"a,r,o* o.rn

PODOXRED 500 mg
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Thu6c ndy chi biln theo don cria B6c si
Dqc k! hucrng d6n sri dung trudc khi dtng

Hoi Bric si ho[c Dugc sT rt6 c6 th€m th6ng tin chi tiiit

HUONG oAN st/ uuNc

PODOXRED 100mg & 500mg

THANH PHAN
PODOXRED 100mg
M6i lq chria:
Hogt chtit: Pemetrexed disodium (dang v6 ilinh hinh). I10,28 mg

(tucrng duong vcri pemetrexed ...... . 100 mg)
Td duqc: Mannitol (kh6ng ch6t gdy sdt), natri hydroxid, acid hydrochloric.

PODOXRED 500mg
ttt6i tq chira:
Hogt chtit: Pemetrexed disodium (deng v6 dinh hinh) 551,4 mg

(tuong ducrng v6i pemetrexed . .......500 mg)
Td duqc: Mannitol (kh6ng chdt gl,y s5t), natri hydroxid, acid hydrochloric.

DANG BAO CHE
BQt d6ng kh6 dung dE pha dung dich ti6m truyAn.

Dac riNH Duqc Lv
Dugc lgc hgc:
Nh6m dugc trf liQu: cdc ch6t ch6ng t6n sinh, ch6ng chuy6n h6a, ch6t d6ng ding cria acid folic

Co ch6 t6c dung:
Pemetrexed ld mQt thu6c <Ii6u trf ung thu da mpc ti6u theo t6c dQng khring folat, c6 t6c dung nho
ph6 vd cilc quii trinh chuytin h6a chti y6u phu thuQc folat cAn thi6t cho s.1r sao.ch6p t6 bao.,
C6c nghidn c:u;,t in vitro cho thAy pemetrexed c6 t6c dung cira m6t thu6c ch6ng folat nhidu mgc
ti6u bdng c6ch ric ch6 thymidylat synthase (TS), dihydrofolat reductase (DHFR), vd glycinamid
ribonucleotid formyltransferase (GARFT), ld nhirng enzymphp thuQc folat chir ctrOt AOi v6i sinh
t6ng hqp cua cdc thymidin vd purin nucleotid. Pemetrexed dugc vQn chuy6n vdo trong tti bao
boi cd c6c hQ th6ng chdt mang folat khir vi v{n chuyOn protein g6n k6t folat mirng. MQt khi d
trong t6 bdo, pemetrexed duo. c chuy6n <l6i nhanh vri vcri hi6u sudt cao thdnh c6c dang
polyglutamat bcri enzym folylpolyglutamat synthetase. C6c d4ng polyglutamat dugc git trong ttl
bio vd con lir nhfing ch6t ric ctri5 tS vd GARFT manh hon. Sp da glutamat h6a ld m6t qu6 trinh
php thuQc vio thoi gian vd n6ng dQ xity r"atrong cilc t6 bao ung thu, vd d mric d0 han chC hcyn

trong c6c m6 binh thuong. C6c chAt.chuy6n h6a da glutamat h6a c6 sg tdng nua doi trong t6 bdo
d6n d6n sg k6o ddi ttlc dUng ctra thu6c trong c6c tC bdo ung thu.

Dugc tlQng hgc
D4c tinh duqc dQng,hgc cira pemetrexed sau khi dirng don li6u dA $uqc danh gi6 tr€n 426 benh
nh6n ung thu c6 u r'in khec nhau v6i cdc li€u ti 0,2 d6n 838 mglm2 dugc ti6m truydn trong thoi
gian 10 phrit.

Hdp thu
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Pemetrexed c6 dQ phoi nhiSm todn th6n/ hQ th6ng (AUC) vd n6ng a9 tOi da trong huytit tuong
(C**) gia t[ng theo tj' lQ cira lidu. Dugc dQng hqc cira pemetrexed thi 6n dinh trong nhi6u chu
k! di0u tri.

Phan b6
Pemetrexed c6 thiS tich ph6n b6 o tr4ng thrli cdn bing ld 16,1 lit. C6c nghiCn cw in vitro cho
th6y pemetrexed li6n k6t voi protein huyiSt tucrng khoing 8l%. SU kiSt hqrp kh6ng bi anh hucrng
bcri c6c mr?.c ttQ suy thqn. Cric nghidn ciru in vivo cho th6y pemetrexed dugc ddo thdi tich cgc boi
OAT3 (chdt v4n chuy6n anion hiru co).

Chuy6n h6a
Pemetrexed khdng dugc chuy6n h6a o mQt mric dQ rtang kC

Bdi ti6t
Pemetrexed <Iugc bdi titit chu y6u qua nu6c ti6u, voi 70% d€n90o/o ci,r- li6u dirng duoc thu h6i cy

d4ng ktdng d6i trong nu6c ti6u trong vdng 24 giit dAu sau khi ti6m truyOn. He s5 thanh thdi t6ng
cQng ctra pemetrexed le 91,8 ml/phrit vir nira dcvi thni tru kh6i huytlt tuong la 3,5 gio o bQnh
nh6n c6 chric ndng than binh tlto*g (d0 thanh thii creatinintd 90 ml/phrit [duqc tinh bdng c6ng
thric Cockcroft vd Gault chuAn hoac dQ loc cAu th4n <Io bing phuong phAp thanh thni huyOi
tuong Tceem-DPTAI). Eg thanh thni bi6n thi6n tr6n ttmg bQnh nhen le khoang lg,3yo.

56 luqng b4ch cAu trung tinh tuyQt d6i (ANC) sau khi dung dcrn lidu pemetrexed tr6n benh nhan
kh6ng duo. c dtng h6 trq bing acid folic vir vitamin Brz dugc x6c dinh trong ciic ph6n tich duoc
lgc hgc. Mfc dQ nghiOm trgng cria dQc tinh huytit hoc dugc do lucrng b6ng di6m ANC th6p nhdLt,

thilj/ le nghich voi dQ phoi nhiSm toan thdn cia pemetrexed. Cfrng quan sdt th6y cric <Ii6m th6p
nhat ANC thAp hon xudt hiQn d bgnh nhdn c6 n6ng <lQ cystathionin ho{c homocystein o vach t6i
han. Hdm lugng cac chdt ndy c6 th6 gi6m khi b6 sung acid folic vd vitamin Brz. Pemetrexed
kh6ng c6 tic dgng tich tU th6 hiQn qua lugng ANC th6p nhAt qua nhi6u chu kj, diOu trf .

Thoi gian xu6t hir6n ANC th6p nh6t cung v6i AUC cira pemetrexed ld khoang 8.- 9,6 ngdy vcri
ndng dQ phoi nhi6m trong khoing 38,3 - 316,8 pg.gio/ml. Thdi gian ANC tro vd mric gi6i h4n
\d,4,2 - 7,5 ngiry sau khi di6m thdp nh6t xud't hi6n trong khoing n6ng dQ phoi nhi6m tucrng tg.

Dugc ilQng hgc tr6n nh6m a5i tugng tl[c biQt
Dugc <IQng hgc cta pemetrexed tr€n nh6m d6i tuqng dic biet dugc thgc hiQn tr6n 400 benh
nh6n trong cric nghiOn cr?u ki6m so6t vd nhanh dcrn.

BAnh nhi:
D0 an tod.,n vh hiQu qui ctia pemetrexed chua dugc drinh gi6 tr6n benh nhi.
Nqudi l6n tu6i:
Kh6ng c6 anh huong cua tu6i t6c tr6n duo. c dQng hgc cta pemetrexed dugc quan s6t tr6n c6c

nh6m bQnh nhdn tt26 - 80 tu6i.
Gi6i tinh:
Dugc dQng hqc cta pemetrexed kh6ng khric biqt tr6n ciic bqnh nh6n nam vd nir.
Chilns t6c:
Duo. c dQng hoc cira pemetrexed thi tuong tg 0 ngudi da trdng vd da den. Dt li6u san c6 thi
kh6ng ddy <lir dd so s6nh duo. c dQng hoc tr6n c6c nh6m d6n s6 kh6c.
Sryt gan:
Kh6ng c6 6nh hudng cria tdng AST (SGOT), ALT (SGPT) hoic bilirubin toirn phdn tr6n duoc
dQng hqc cira pemetrexed. Tuy nhi6n, c6c nghiOn cuu tr6n bQnh nhdn suy gan chua du-o. c thuc
hiQn.

Sl.;4t thdn:
Cric ph6n tich dugc dQng hqc cira pemetrexed bao gdm 127 bQnh nh6n b! suy gi6m chric n6ng
than. DO thanh thii huyi5t tuong cira pemetrexed khi dtrng chung cisplatin suy gi6m khi chric
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ndng th4n giam, ili kdm gia tdng AUC. C6c benh nhdn c6 d0 thanh thii creatinin bing 45, 50 vd
80 ml/phrit c6 d0 phcri nhiSm toam than pemetrexed gia tdng tuong tmg h 650A,54oh vd 13% khi
so s6nh vcvi benh nhdn c6 d0 thanh thii creatinin bang 100 ml/phft.

CHi DINH
U trung bir5u m6 mhns ohOi ac tinh
- Pemetrexed k6t hqp v6i cisplatin du-o. c chi dinh <16 di6u tr! c6c bQnh nhdn c6. . ;.. ,ming ph6i rlc tinh kh6ng th6 c6t b6 chua dugc dirng h6a tri liQu.

Ung thu eh6i kh6!g tti bio nho
- Pemetrexed kift hqp v6i cisplatin li ph6c dd <lugc lua chon hdng dAu trong didu

ung thu ptrOi kh6ng ti5 bao nho ti6n tritin t4i ch6 ho4c di cdn, kh6ng phdi lo4i

u trung bi6u m6

Pemetrexed dilng don dQc

Tr6n ciic bQnh nhan ung thu ptrOi tti bdo nho da tung dugc h6a tri tru6c d6, li6u khuy6n ciio cria
pemetrexed h 500 mglm2 BSA, ti6m truydn tinh mach trong 10 phrit o ngdy thri nh6t cira m6i
chu k! 2l ngiry.

Che dO ffi liQu chuiin bi
Oe tam gi6m tdn su6t va mric dQ n{ng ctra c6c phan rtg tr6n da, mQt lo4i corticosteroid duo. c
khuy6n dirng vdo ngiy tru6c, trong vd sau khi ti6m truyOn pemetrexed. Lo4i corticorsteroid n6n
dtng tucrng duong voi dexamethason 4 mg u6ng 2 lAn trong ngdy. DC ldm gi6m dQc tinh khi
duo. c didu tri v6i pemetrexed, bQnh.nh6n nOn dugc dung th6m vitamin. BQnh nh6n n6n u6ng acid
folic ho{c mQt ch6 phdm da sinh t6 chfa acid folic (350 tl6n 1000 mcg) hdng ngdy. TOi thiOu 5

lAn udng acid folic trong 7 ngdy tru6c khi ti6m truy6n lidu pemetrexed dAu ti6n, vd dung li6n tuc
trong dgt di6u tri vd 21 ngdy sau lidu pemetrexed cu6i cung. B6nh nhdn phii <Iuqc. ti6m bAp
vitamin Brz (1000 mcg) trong tuan tru6c li6u pemetrexed ddu ti6n vdr m6i 3 chu kj, 1 l6n sau d6.
Nhirng l6n ti6m vitamin BrztiiSp theo c6 th6 ti6m ctng ngdy v6i ngdy ti6m pemetrexed.

Theo ddi
Tru6c khi duo. c ti6m pemetrexed phii ilugc kiiSm tra toan bQ c6ng thric m6u bao g6m c6ng thric
b4ch cAu WCC) vd s6 lugng ti6u cAu. Trudc m5i tan <Iqt h6a tri, citc thir nghiQm sinh h6a m6u
phdi dugc thWc hiQn de d6nh giri chric ndng thfn vd gan. Tru6c khi bat dAu m5i chu kj,h6a tri,
benh nhan ph6i dat c6c ti0u chuAn sau:
-56luqng b4ch cAu trung tinh (ANC) phii > 1.500/mm3
-56 luqng tiOu cAu ph6i > 100.000/mm3.

tri c5c bdnh nhdn
chri ytiu la tiS bdo

hinh viy theo m6 hgc.
- Pemetrexed dtng don tr! liQu dC tti€u tri duy tri bQnh nhdn ung thu ptrOi ttrOng t6 bao nh6, kh6ng

phdi lopi t6 bdo hinh v6y, ti6n trii5n tpi ch6 ho[c di c[n md bQnh khdng ti6n tri6n tric thi sau h6a
tri liQu dpa tr6n platinum.

- Pemetrexed duo. c chi ilinh trong don tri liQu hdng thir hai tl€ tli€u tri b6nh nhdn ung thu ph6i
kh6ng tti bao nho ti6n tri6n tai ch5 ho4c di c[n, kh6ng phii lopi chfi ytiu ld tti bio hinh viy iheo
m6 hoc.

LIEU LTIqNG & CACH DUNG
Pemetrexed chi duo. c dung duoi sp gi6m s6t cria b6c s! c6 kinh nghiOm sir dqng h6a tri liQu
ch6ng ung thu.

Pemetrexed ket hqp vdi cisplatin
Li6u khuyi5n c6g cria pemetrexed ld 500 mg/m2 diQn tich bC mat co th6 (BSA - body surface
area),,ti6m truy6n tinh m4ch trong 1^0 phtit o ngdy tht nh6t cria m6i chu ky 21 ngiy. LiAu
khuy6n c6o cria cisplatin ld 75 mglm' PSA, ti6m truy6n trong 2 gio, khoing 30 phrit sau khi
truy6n xong pemetrexed o ngdy thri nh6t cira m5i chu kj, 2l ngity. Benh nhdn phii ituo. c nhfn
liQu ph6p ch6ng n6n dAy dir vd bt nu6c thich hgp tru6c vir/ ho{c sau khi ti6m truyCn cisplatin.
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-HO s6 thanh thii creatinin ph6i > 45 ml/phrit.
-Bilirubin todn ph6n phii < 1,5 lAn gioi han tr6n binh thuong. Phosphatase ki6m (AP), aspartate
aminotransferase (AST hay SGOT), vd alanine aminotransferase (ALT hay SGPT) S 5 lAn gi6i
h4n tr6n binh thuong c6 th6 ch6p nhan trong trucrng hqp c6 di cdn t6i gan. 

-

DiAu chinh hAu

Su di6u chinh li6u hic bit <tAu mQt chu k! titlp theo phii dua tr6n s6 luqng t6 bao m6u th6p nh6t
ho4c dQc tinh t6i da kh6ng thuQc huytit hgc tri chu kj,di6u tri tru6c. Vi6c di6u trf c6 th6 troan tal
dC bQnh nhdn c6 th6 phgc h6i. Sau khi phuc h6i, benh nhdn phAi dugc ti6p tgc diAu tri theo
hudng din trong c6c Bdng I , 2 vd 3; c6 th6 dtng pemetrexed trong ph6c dO don tri ho4c phdi
hqp vdi cisplatin.

N bQnh nh6n c6 dQc tfnh kh6ng thuQc hoc>mric3(bao tlQc tinh kinh), ph6i
ngLmg dtng pemetrexed di5n khi phgc hdi o mfc th6p hcm ho4c bing trf s6 tru6c khi diAu tri
bQnh nhdn. ViQc <1i0u tri sE duoc tiilp tpc theo c6c chi d5n ttBing2.

=i4
l0r
lEr

tH

M

t/

Trong c6c trucmg hqrp c6 dQc tinh
cisplatin theo Bang 3. BQnh nhin
xu6t hign.

kinh, su hieu chinh c6o cira pemetrexed vd
phAi ngmg diAu tri n6u c6 dQc tinh thAn kinh muc 3 hodc 4

Phdi ngmg
huy6t hgc o

trl pemetrexed bQnh nhdn c6 cu hgc tinh
mric 3 ho4c 4 sau 2 lAn gi6m li6u ho4c th6y xu6t hiQn dQc tinh

hgc ho{c kh6ng
kinh mric 3 ho4c

4.

Ngrdi.gid: trong c6c nghiOn cuu l6m sdng, kh6ng c6 xdc dinh la bQnh nhdn tr6n 65 tu6i c6 nguy
.o *tr6i hiQn c6c phan ring c6 h4i nhiAu hcrn so vdi benh nhdn du6i 65 tu6i. Kh6ng c6 sg gi6m
li6u ndo kh6c ngodi cfr6 d9 giim li6u dugc khuydn dirng cho t6t cA bQnh nhAn.

Bf,ng 1. Bing hiQu chinh cho pemetrexed (dtng dtrn tri hay ph hgp) vn cisplatin dqa
tr0n tinh
ANC th6p nh6t < 500/ mm3 vd tiiSu cAu th6p ntr6t Z
50.000/mm3

75o/o cta li6u tru6c (ci pemetrexed vd
cisplatin)

Ti6u cAu thAp nh6t < 50.000/mm3 kh6ng tinh d6n ANC
thdp nh6t

75oh ci:a li6u trudc (ci pemetrexed vdr

cisplatin)
Ti6u cAu thAp nh6t < 50.000/mm3 , c6 chAy m6uo vir
kh6ng tinh d6n ANC th6p nhdt

50%o cila liOu tru6c (ci pemetrexed vd
cisplatin)

u Theo tiOu chu6n dQc tfnh chung cria ViQn ung thu qu6c gia (CTC v2.0; NCI 1993) quy dlnh
ch6y m6u > CTC muc2.

Bing 2.BinghiQu chinh li6u cho pemetrexed (dtng tlon tri hay ph6i hqp) vn cisplatin dga
trOn dOc tinh kh6ne huy6t hoc''b.

Liiu pemetrexed
(ms/m2)

cisplatinLidu
(mslm2)

75% cfra li6u
tru6c

75Yo c.ia li€u truocB6t cir tlQc tinh nio tru vi6m ni6m m4c, 6 mfc 3

hodc 4
Ti6u chiy cdn nhfp viQn (kh6ng tinh mric dQ) ho4c
d6 3 hodc 4

75% cta liOu
tru6c

75%o cta li6u tru6c

Vi6m ni6m m4c mric 3 ho4c 4 50% ctia li6u
tru6c

100% cira li6u tru6c

u Theo ti6u chudn dQc tinh chung cira ViQn ung thu qu6c gia (CTC v2.0; NCI 1998)
b Kh6ng tC aOc tinh than kinh.

Bing 3. Bing
tr6n il6c tinh

hiQu
thin

chinh li6u cho pemetrexed (dtng tlon trihay ph6i hqp) vi cisplatin dga
kinh.

Lidu pemetrexed (mdm2) Lidu cisplatin (mg/m2)Mric CTCU
l00o cua li6u tru6c0-t IOO% cta li6u tru6c
50oh ctla li6u tru6c2 100% cira li6u tru6c

-

o Theo ti6u chudn rlQc tinh chung cria Vi€n ung thu qu6c gia (CTC v2.0; NCI l99J)
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BQnh nhi: kh6ng c6 kinh.nghiQm dirng pemetrexed tr6n bQnh nhi mic u trung bi6u m6 mdng
ph6i ric tinh vd ung thu ph6i t6 bio nho.

BQnh nhdn suy thQn (c6ng th*c Cockuof vd Gault chudn hay tic dA lpc cdu thqn duqc do bdng
phwong phdp thanh thdi huyil thanh TceemDPTA): pemetrexed dugc bdi ti6t qua th4n dudi d4ng
kh6ng d.oi. TrOn c6c nghiOn ciru l6m sdng, bQnh nhdn c6 dQ thanh thii creatinin > 45 ml/phrit
kh6ng c6n sg hiqu chinh li6u ndo kh6c ngodi ctri5 itQ higu chinh hd:u dugc khuy6n dung cho tit ca
benh nhan. Kh6ng c6 kinh nghiQm dtng pemetrexed tr0n c6c benh nhan c6 d0 thanh thAi
creatinin du6i 45 ml/phrit, do v4y khdng dtng pemetrexed cho c6c bQnh nhdn ndy

B€nh nhdn suy g,an

bilirubin todn ph6n
chua x6c dinh duo. c m6i quan h6 giira AST (SGOT), ALT (SGPT) hay

vd duoc ilQng hqc pemetrexed. Tuy vdy, bQnh nhdn suy gan c6 bilirubin >
1,5 lAn gi6i han tr0n binh thudng val ho{c aminotransferase > 3 lin gioi han tr6n binh thucrng
(kh6ng c6 di cdn gan)ho4c>5lin gioi han tr6n cira binh thudng (c6 di cdn gan) chua du-o. c
nghi6n cuu cp thi-4.

Cich dtng
Pemetrexed dugc ti6m truyAn tinh m4ch trong 10 phrit o ngdy dAu ti6n cta m5i chu ky 2l ngey.
C6 sg hucrng din hoan nguyCn vd pha loing dung dich pemetrexed b6n du6i.

CHONG CHi DINH
Kh6ng dtng cho bCnh nhen quri m6n v6i b6t cri thdnh phdn ndo cira thu6c.
Phu nt cho con bri.
Dtng chung voi v6c-xin s6t rarg.

KHUYEN CAO DAC BIET VA THAN TRONG KHI DUNG
Pemetrexed c6 th6 ric chi5 cnric nang triy xucrng g6y gi6m b4ch cAu trung tinh, giam ti6u cAu vir
thi6u m6u (ho4c gi6m toan th6 huy6t cAu). Suy tiry thudng l.e dQc tinh li6n quan dtin gicri h4n
li6u. C6c bgnh nhdn dugc theo d6i suy triy trong qu6 trinh di6u tri vd khdng dugc khuy€n dtng
pemetrexed dtin khi benh nhan c6 ANC phpc h6i ittin 2 1.500/mm3 vd s6 lugng titiu cAu phpc h6i
dtln ) 100.000/mm3. Giam liOu cho ciic chu k) tiCp theo dga tr6n lucrng ANC th6p nh6t, luong
titiu ciu vd dQc tinh t6i da kh6ng thuQc huy6t hgc xu6t hi6n trong chu kj, liAn tru6c.
T6n xud't it hcrn vd giAm mric ilQ nang th6p hcrn mric 314 cua c6c dQc tinh huy6t hoc vir kh6ng
huytit hgc nhu gi6m b4ch cAu trung tfnh, gi6m b4ch cAu trung tinh c6 s6t vd nhi6m trtng c6 gi6m
b4ch cdu trung tinh mtc 314 duo. c quan s6t khi dtng tru6c acid folic vd vitamin Brz .

Do v4y, tit cttc6c bQnh nh6n dugc ti6m truydn pemetrexed ph6i dugc dungacid folic vd vitamin
Brz nhu ld c6ch phong ngria d6 lim gi6m dQc tinh li6n quan d6n di0u tri thu6c ndy.
C6c phan img da dugc quan s6t tr6n c6c bQnh nh6n kh6ng dtng tru6c corticosteroid. Di6u tri dU
phong bing dexamethasone (hay thu6c tuong duong) c6 th6 ldm gi6m tAn xuAt vd d0 ndng cria
c6c phan img tr6n da.

Chua c6 ttt s6 luqng.bQnh nhdn dugc nghidn cr?u c6 d0 thanh thii creatinin nho hon 45 ml/phrit.
Do v{y, kh6ng khuy6n c6o viQc sir dgng pemetrexed o cric bQnh nhdn c6 tlQ thanh thdi creatinin
< 45 ml/phrit.
Benh nhan c6 suy th4n nhg vh vira (dQ thanh thdi creatinin tir 45 ddn 19 ml/phft) phii tr6nh c6c
thu6c khrlng vi6m kh6ng steroid (NSAIDS), nhu ibuprofen vd aspirin (> 1,3 g hing ngdy) tru6c
2 ngiry,trong vi sau 2 ngdy dugc ti6m truyAn pemetrexed.

Cric bi6n c6 trCn th{n nghi6m trgng bao gtim suy thfn c6p, dugc quan s6t khi dung pemetrexed
dcrn tr! hay ph6i hgrp vdi ciic thu6c h6a tri kh6c. Nhi6u bqnh nh6n trong s6 ndy iI6 c6 c6c y6u t6
nguy co ti6n triOn ctrc tai bi6n tr6n th4n bao g6m mAt nu6c, cao huy6t rip ho4c drii th6o dyong.
T6c <lQng cta pemetrexed lAm tran dlch vdo c6c khoang nhu dich mdng ph6i hay dlch c6 truong
chua dugc x6c dinh. MQt nghiOn cr?u l6m sirng pha 2 ciapemetrexed tr6n 3l bQnh nhAn c6 kh6i
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u rin c6 dich trong khoang 6n dinh cho thAy kh6ng c6 su kh6c nhau vd n6ng dQ thu6c trong
huy6t tucrng hoac dQ thanh th6i cria pemetrexed so vcyi c6c bQnh nhdn kh6ng c6 dich trong
khoang. Vi v4y, n6n xem x6t d6n luu dich trong khoang tru6c khi di6u tri bdng pemetrexed,
nhung c6 th6 cfing kh6ng cdn thi6t.

Do dQc tinh tr6n hQ ti6u h6a cira pemetrexed ph6
d6 dugc ghi nhQn. Do v{y, benh nhan phdi duo. c
val ho{c sau khi duoc ti6m truyAn.

i hqrp v6i cisplatin gdy md't nudc nghi6m
di6u tr! ch6ng n6n vd bt nu6c thich hqp

trong
tru6c

C6c bi6n c6 tim m4ch nghiOm trong nhu nh6i mAu co tim vd tai bi6n mach m6u n6o ft xdy ra
trong ciic nghiOn cuu
ciic thudc gdy <lQc tO

nguy co tim mach.

ldm sdng cta pemetrexed, nhmg xu6t hign thudng
bdo kh6c. Hiu h6t b6nh nhdn trong c6c trudng hqp

xuy6n kh-i k6t hqg v6j
d6u c6 sdn ciic y6u t6

Tinh lr4ng suy gi6m mi6n dich thugng xtry. ra tr6n c6c bQnh nh6n ung thu. Do vdy, kh6ng
khuyOn c6o dirng tl6ng thoi v6i ciic v6c-xin s6ng gi6m ho4t lyc.

Pemetrexed c6 th6 gdy dnh hy*g c6 h4i tr6n gen. Nam gi6i trong d6 tu6i sinh s6n kh6ng n6n c6
con it ntr6t 0 thring sau khi diOu tri. C6c bien ph6p tranh thai n6n du-o. c khuy6n ctio. DiAu tri bing
pemetrexed c6 kh6 n[ng gdy v6 sinh kh6ng th6 phpc h6i, nam gicri c6n dugc tu v6n vi, vi6c luu
trf tinh trung tru6c khi di6u tri bing pemetrexed.

C6c truong hqp vi6m ph6i d6 dugc ghi $0n O nhirng benh nhdn di6u tri bing x4 tri trudc, trong
vd sau khi di6u tri bdng pemetrexed. CAn ltru f dac biet d nhirng bQnh nhdn nriy vir thdn trgng
khi titin hanh vdi citc titc nh6n x4 tri kh6c. C6c truong hqp khang bric x4 duo. c b6o c6o o bQnh

nhdn dugc diAu tri bAng xp tri nhirng tuAn ho4c nhirng ndm tru6c d6.

Chd phdm pemetrexed 500mg: thu6c ndy chria khoAng 54 mg natri m5i lq. CAn c6 sy xem x6t
AOi vOi c6c bQnh nhdn dang c6 chi5 d0 ki6m soiit luong natri.

TTIoNG rAC rnuoc
Pemetrexed dugc ddo th6i cht y6u qua thfn du6i d4ng kh6ng d6i bing sg bdi ti6t qua 6ng thAn
vd mQt luqng it hcvn th6ng qua lgc cAu thpn. Crlc nghiOn ciru in vitro cho th6y pemetrexed duoc
bei ti6t chri tlQng th6ng qua OAT3 (anion vdn chuyOn hiru co). Sir dgng d6ng thoi v6i c6c thu6c
gdy dQc than (nhu aminoglycoside, thu6c loi tirSu quai, c6c hgp ch6t platin, cyclosporin) c6 th6
ldm k6o dei dg thanh thii cira pemetrexed. CAn th4n trqng khi k6t hqp vdi c6c thu6c niy.
Sir dgng il6ng th<ri v6i ciic thu6c cffng bdi ti6t qua 6ng th4n (nhu probenecid, penicillin) c6 th6
k6o ddi d0 thanh thii cira pemetrexed. CAn th4n trgng khi sir dgng chung pemetrexed vrvi c6c \
ii,ro. ,ay:nil;;; d0 thanh thai creatin-iii#Iil;ft6-i.u chat che. I

;;

a

Trdn c6c benh nhan c6 chfc ndng th4n binh thucrng (<IQ thanh thAi creatinin > 80 ml/ phrit), cric

lidu cao cria c6c thu6c khring vi6m kh6ng steroid (NSAIDS, nhu ibuprofen > 1.600 mg/ ngdy) vd
aspirin (> 1,,3 g hqng ngdy) c6 th6 ldm gi6m bdi titit pemetrexed vd nhu v6y lim tdng sg xu6t
hiQn c6c bi6n cd bdt lqi cfra pemetrexed. Do v4y, cdn th4n trgng khi dtng liOu cao c6c NSAIDS
hay aspirin vcri pemetrexed d c6c bQnh nhdn c6 chfc ndng than binh thucrng (d0 thanh thai
creatinin > 80 mli phtiQ.

O benh nhAn suy th4n nhg vd vtra (dQ thanh thei 45 - 79 mllphrit), phii tranh dtng il6ng thoi
pemetrexed vcri NSAIDS (nhu ibuprofen) ho{c aspirin li6u cao tru6c 2 ngity, trong vd sau 2
ngdy ti6m truy6n pemetrexed.

Do thii5u c6c dfr lieu li6n quan d6n khi ning tuong t6c vdi c6c NSAIDS c6 thoi gian b6n thai dai
nhu piroxicam hay rofecoxib, dtng <I6ng thcvi v6i pemetrexed. tr6n crlc bQnh nhdn suy th4n nhg
vi vta phii gi6n do4n tOi thi6u trudc 5 ngiry, trong vdr tOi ttridu sau 2 ngdy ti6m truyAn
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Tucrng tric thuong xuy6n voi t6t cd c6c ch6t gdy d6c t6 bdo
Do gia ting nguy co huy6t kh6i trCn c6c bQnh nh6n ung thu, ph6i sir dpng thu6c ch6ng d6ng
thucrng xuydn. Sw kh6c nhau nhi6u giira m6i nguoi v0 tinh tr4ng d6ng m6u khi mic bQnh ve khA
ndng xdy ra tucrng t6c giira thu6c chpng d6ng dudng ui5rg vd thu6c ch6ng ung thu ddi hoi 

"d, . ,.,,-

thai qi? ITs^ 
,T .?at,tl..:.96i chi.s6 blnl thyTs h.:u quoc tC _ INR (lnternational Normali t"{l Q,Ratio), khi cdn thiCt phai di6u tri bdng thu6c ch6ng d6ng duong u6ng. /L-"-

/ -"-

pemetrexed. N6u cdn thi0t phdi di6u tri d6ng thoi vcri NSAIDS, bQnh nh6n phAi duo. c theo d6i
chAt che c6c d6c tinh, d{c biQt suy tiry vd tr6n dudng ti6u h6a.

Pemetrexed chuy6n h6a gi6i h4n o gan. Ktlt qud tir nghi6n ctru in vitro trdn c6c ti thiS t6 bdo gan
ngucri cho th6y pemetrexed kh6ng dugc dF do6n sE gdy ra ric ch6 c6 1f nghia l6m sirng aOi vOi
cilc thu6c duoc chuy6n h6a boi CYP3A, CYP2D6, CYP2P9 vd CYPlA2.

Ch6ns chi dinh khi su dune d6ne thoi
Vic-xin s6t vang: nguy co gdy ttr vong

K1r6ng khrly6n c6o khi sir dung <I6ng thoi
Vic-xin s6ng gi6m ho4t tinh (ngo4i tru vic-xin s6t vang b! ch6ng chi d!nh): nguy co nhi6m
khuAn todn thdn c6 th6 ttr vong. Nguy co ndy gia tdng d benh nhan bi suy gi6m mi6n dich. NCn

!.
su dpng lo4i vdc-xin bdt ho4t n6u c6n (bCnh bai ligt).

KHA NANG SINH SAN, c6 THaI vA CHo CHo BO
Tranh thu thai o nam vd nfr gi6i
Php nir trong dQ tu6i sinh san phdi d}ng c6c biQn ph6p ngtra thai an todn trong qu6 trinh <li6u tri
bing pemetrexed. Pemetrexed c6 th6 6nh huong dQc hai trdn gen. Nam gi6i trong d6 tu6i sinh
sin kh6ng n6n c6 con it ntr6t O thring sau khi di6u tri. C6c biQn phrip tr6nh thai n6n duoc khuy6n
c6o.

Phu n[ c6 thai
Kh6ng c6 dir liQu sri dgng pemetrexed cho phr,r nir c6 thai; nhmg pemetrexed gi6ng nhu c6c
chdt chdng chuy6n h6a khric duoc cho ld gdy t6n h4i nghidm trong cho thai nhi khi dung trong
thai kj,. Cric nghiOn cuu tr6n dQng v4t d5 cho thAy dQc tfnh ndy. Pemetrexed kh6ng duo. c dung
trong thai k! trri khi c6 chi dinh 16 rirng sau khi cdn nhic lgi ich cho mg vh nguy co d6i vcyi thai
nhi.

Phu nir cho con bti
Chua biiSt pemetrexed c6 bdi ti6t qua sfra mg, vd c6c ph6n img ngoai y trdn tr6 bri sira kh6ng thiS

bi loai tru. Phai ngLmg cho con bri trong quri trinh di6u tri bing pemetrexed.

Sinh san

Di6u tri bing pemetrexed c6 kh6 ndng g3y v6 sjnh kh6ng th6 phpc h6i, nam gi6i cAn duoc tu
,6n vC viQc luu trft tinh trung tru6c khi di6u tri bing pemetrexed.

ANn HUoNG rntN KHA NANG r,Ar xp vA vAN HANH tvtAv Moc
Chua c6 nghiOn cuu cira thu6c tr6n khi ndng l6i ," ui vfln hdnh miiy m6c dugc thr,rc hiQn. Tuy
nhi6n, <15 c6 ghi nhfn r5ng pemetrexed c6 th6 g6y mQt moi. Do vQy, bQnh nhdn ndn dugc khuy6n
c6o ngrmg l6i xe vd v4n hanh m6y khi c6 triQu chimg ndy xu6t hiQn.

cAc rAc DUNG KHONG MoNG MUON
T6m tit vd dd an toin
Circ tdc dpng kh6ng mong mu5n xiy ra thucrng xuy6n tlugc bitit li6n quan ct6n pemetrexed khi
dcrn tri ho6c ph6i hgrp nhu suy tiry xuong, cU the nhu thirSu m6u, gi6m bach cAu trung tinh, giAm
b4ch cAu, gi6m ti6u cAu vir dQc tinh li6n quan d6n ti6u h6a nhu ch6n dn, budn n6n, n6n, ti6u
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ch6y, t6o b6n, vi6m hQng, vi6m ni6m mac vd vi6m d4 ddy. C6c t6c dpng mong mudn kh6c bao
g6m: dQc tinh th4n ldm tdng aminotransferase, rung t6c, m6t m6i, mAt nudc, n6i ban, nhi6m
trung vd benh than. Hi6m khi c6 hQi chrmg Steven-Johnson vd ho4i tri bi6u m6 nhi6m <IQc.

Bing liQt kh6ng mong mu6n
Bfurg sau

k0 cic tric dgng
cho bitit tAn su6t vd muc dQ nghidm trgng cta circ tirc dpng ngo4i f clugc ghi nh6n o >

5% O 168 bQnh nh6n u trung bi6u m6 nhQn ng6u nhi6n ph6c do cisplatin vd pemetrexed, vd 163
bQnh nh6n u trung bi6u

i ..^
mo nnan ngau illlen ph6c d6 don tri cisplatin. Trong ci 2 nh6nh di6u tri

ndy, c6c bQnh nhdn d6u duo. c di6u tri h6 trg bang acid folic vd vitamin Brz

Cictitc,dBng ngo4i y
Tdn su6t tLffi gi6: rAt hay gap (> 1/10), hay gap (Z l/100 vd < l/10), it gdp (> I
1/100), hi6m gdp (> l/10.000 vd < l/1.000), r6t hi6m (< l/10.000) vd kh6ng dusc
kh6ng dugc drinh gi6 ttr c6c dfr li6u c6 sin - b6o c6o tu ph60. Trong m6i nh6m tAn ,

dpng ngo4i y dugc th6 hien theo mric iIQ giAm dAn

/1.000 vd <
bi6t 1co trre

sudt, c6c t6c

od

;
rd
nil

11

l
a

fl
J
)\

He co
quan

Tdn su6t T6c dung ngo4i ;f Pemetrexed/ cisplatin
(N:168)

Cisplatin
N:163)

Tdt ctt

mric dQ

d6c tfnh

DQc tinh
mfc3-4

(%)

TAt cd

mfc dQ

d6c tinh

DQc tinh
mr?c3-4

(%)

R6i lo4n
h9 miiu
vd b4ch
huy6t

Rat hay
gap

Giam b4ch cdu
tryrg tinh/ b4ch
c6u hat

56,0 )7) 13,5 a
J , I

Gi6m bach cdu 53,0 14,9 16,6 0,6
Gi6m hemoglobin 26,2 A) 10,4 0,0
Giam ti6u c6u )?) 5,4 8,6 0,0

Rdi lo4n
chuyiSn

h6a vd
dinh
du0ng

Hay g4p Mflt nu6c 6,5 4') 0,6 0,6

R6i lo4n
.l

than
kinh

Rat hay
sap

Benh than kinh
cam glac

I 0 , I 0,0 9,8 0,6

Hay e6p Loan vi gi6c 7,7 0,0*'* 6,1 0,0***

R6i lo4n
thiei6c

Hav gip Vi6m kdt m4c 5,4 0,0 0,6 0.0

R6i lo4n
h9 ti6u
h6a

Rat hay
gap

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

N6n 56,5 10,7 49,7 4,3

Vi6m miQng/ vi6m
hqng

12. ) 3,0 6,1 0,0

Bu6n n6n 82,1 I 1,9 76.7 5,5
Ch6n dn 20,2 1,2 l4,l 0,6
T6o b6n I1,9 0,6 7,4 0,6

Hay eA.p Kh6 ti6u 5,4 0,6 0,6 0,0

R6i lo4n
da vd m6
dudi da

Ret hav

sap

Ban 16,7 0,6 4,9 0,0
Rgng t6c 1 1,3 0,0*** 5,5 0,0***

R6i lo4n
th4n vir
.. i.tlet rueu

Rat hay

s4p

Tdng creatinin 10,7 0,6 9,8 1,2

Giim d0 thanh thii
creatinin**

I 6, I 0,6 17,8 1,8
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Rdi lo4n
chung vd
t4i vf trf
ti6m

Rat hay

sap

MQt m6i 47,6 0I I 42,3 9,2

': tham kh6o CTC cira ViQn qu6c gia ung thu phi6n bdn 2 aOi voi m5i d0 <lQc tinh ngoai tru
thu4t ngt "giim d0 thanh th6i creatinin"
**: 

dugc trich d6n tt thuQt ngfr "thdn/ sinh dqc ni6u kh6c"
***: 

theo CTC ViQn ung thu qu6c gia (v2.0, NCI 1998), loan vi gi6c vd ryng t6c chi dugc brio
c6o dmric I hodc2

Trong bang ndy d5 dung
ring c6 th6 li6n quan ddn

mric gi6i hqn 5yo d6 bao g6m t6t ctr citc bi6n c6 mir nguoi b6o c6o cho
viQc sti dung pemetrexed vd cisplatin.

C6c ilQc tinh CTC c6 y nghia l6m sdng dugc b6o c6o d > l%o vit < 5oh bQnh nh6n dd duoc chi
<linh ng6u nhi0n dung cisplatin vir pemetrexed bao gdm: suy th4n, nhi6m trung, s6t, s6t giam
b4ch cdu trung tinh, tdng AST, ALT, vir GGT, mdy day vir dau nggc.
C6c dQc tinh CTC c6 ;f nghia l6m sdng dugc b6o c6o 6 < 1% benh nh6n <15 duoc chi dinh ng6u
nhi6n dtng cisplatin vd pemetrexed bao g6m lo4n nhlp tim vd benh thAn kinh v4n dQng.
Bing du6i d6y cung cd'p tAn su6t ve mric dQ nghiCm trong cta t6c dung kh6ng mong mu6n dd
duo. c b6o c6o d > 5yo cua265 bQnh nhdn dugc chi dinh ngiu nhi6n dtrng pemetrexed dcrn d6c c6
bd sung acid folic vd vitamin Brz, vir cta 2^76 bQnh nhdn dugc chi dlnh ng5u nhi6n dtrng
docetaxel don d0c. fat ca bQnh nhdn <Iugc chAn dorin mic ung thu phOi khOng tti bao nho khu
tru giai do4n n{ng hoflc di cdn vd dd ttmg diAu tri ho6 ch6t.

=l4
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Tdn sudt Tiic dung ngo4i 1f Pemetrexed (N:265) Docetaxel N:276)
DQc tinh

tat ca

muc oo

DQc tinh
muc3-

4 (%)

EQc tinh
letca

mric d6

DQc tinh
mric 3 -

4 (%)
R6i lo4n
h9 miiu
vd b4ch
huytit

Rat hay
gap

GiAm b4ch cdu trung
tinh/ bach cAu hat

I 0 9 5,3 45,3 40,2

Giam bach cdu 12,1 4,2 34,1 )7)
Gi6m hemoglobin 19,2 4,2 22,1 4,3

Hav g6p Gi6m ti6u cdu 8,3 1,9 1 I 0,4
R6i lo4n
he ti6u
h6a

Rat hay

sap

Ti6u chdy 12,8 0,4 24,3 )5

N6n 16,2 1,5 12,0 l,l
Vi6m miQng/ vi6m hgng 14,7 l,l 17,4 1,1

Budn n6n 30,9 2,6 16,7 1,8

Chan 6n 21,9 1,9 23,9 )5
Hav g{p T6o b6n 5,7 0,0 4,0 0,0

R6i lo4n
gan m4t

Hav gip Tdne SGPT (ALT) 7,9 7,9 7.4 0,0

Tdng SGOT (AST) 6,8 1,1 0,7 0,0

R6i lo4n
da vd m6
ducri da

Rat hay
sap

Bar/ tr6c viy da 14,0 0,0 6,2 0,0

Hav gip Nefa 6,8 0,4 1,8 0,0
Rung t6c 6,4 0,4** 37,7 ) )**

R6i lo4n
chung vd
vi tri
ti6m

Rat hay
g?p

MQt moi 34,0 5 ,J 35,9 5,4

Hav ea.p s6t 8,3 0,0 7,6 0,0
*: 

tham kh6o CTC cira Vi6n ung thu qudc gia phi6n btr;.2 cho m6i d0 dQc tinh
**: 

theo CTC ViQn ung thu qu6c gia (v2.O,NCI 1998), ryng t6c chi dugc biio c6o o mric I
hodc2
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To'g lT^g,Tv de dtug m.r1c sioi h4n 5oh d,i bao g6m tdrt ctt cttc biiSn c5 md nguoi biio ciio chordng c6 th6 li6n quan d6n vi6c sri dpng pemetrexed.
cric dQc tinh CTC c6 f nghia l6m sdng.dugc brlo c6o o > lyo vit < 5yo bEnh nh6n dd duoc chi
dinh ngSu nhi6n dung pemetrexed bao !6m:'nhi5m trung aur;;;;te- ;ilffiil-Hh ;;igi6m bach cAu trung tinh, phan tmg di ,irglTfo .u*, ffi.r.i irii., ucrr, iiiriffi5,,iil;,
benh than kinh cam giiic, ban do da"d4ng ua du, bqng.

Cric dQc tinh CTC co ;f nghia l6m sdng dugc brio c6o o < l% benh nhdn it6 dusc chi airrn n arr///l'
nhi6n dung pemetrexed bao g6m lo4n nhip tren th6t. ' /Lyl.'
C6c dQc tfnh v0 x6t nghiQm Oo : ,a 4 c6 y nghia ldm sdng tuong tu nhau giira c6c krit qu6 pn{Z
hqrp nhdt tri 3 nghiOn cuu dung iton dQc pemetrexed lnio+; "i r.At qraZta ngrricn cuu pha 3
dtrng pemetrexed duo.c md ta 6 trCn, ngoai tru gi6m b4ch cAu trung tinh (l2,Byo so v6i 5,3yo
tuong ung) vd tdng alanine transaminase (15,2%o so v6i 1,9%o tuong tmg). Nhirng su khilc nhau
ndy c6 th6 do kh6c nhau trong quAn th6 benh nhdn, vi cric nghiOn cuu pha 2 bao-g6m cd nhirng
bQnh nh6n ung thu vir chua dung vd d5 dtrng h6a tri li6u tru6c, c6 di cdn gan tt tru6c val ho{c
cdcxet nghiQm chfc ndlg gan khdng binh thudng trudc nghiOn criu.
Btng dudi ddy cung c6p tAn su6t vd mric dQ nghidm trgng cria t6c dung kh6ng mong mu6n dd
dugc b6o c6o o > 5yo cira 839 bQnh nhdn ung thu ph6i kh6ng tC bao nho ng6u nhi6n duoc di6u
trf bang.cisplalin vd pemetrexed vir S30 benh.nh6n ung ttrultrOi kh6ng ti5 Uao nho ng5u nhi6n
duo. c di6u tr! bdng cisplatin vii gemcitabine. T6t ch circ bQnh nhdn dtng thu6c nghiOn cuu nhu ld
tr! liQu khdi dAu cho ung thu ph6i kh6ng t6 bao nho t4i ch6 ti6n tri6n ho4c dd di can; bQnh nhdn
6 ch2nh6m tt6u ilugc tli6u trf h6 trcy bdng acid folic vd vitamin Brz.

H9 co
quan

Tdn su6t T6c dpng ngo4i ;i Pemetrexed/
Cisplatin (N:839)

Gemcitabine/
Cisplatin (N:830)

EQc tfnh
tat ca

mfc d6

DQc tinh
mric 3-4

(%)

DQc tinh
A.

tat ca

mfc dO

DQc tinh
mfc3-

4 (%)
R6i lopn
h9 m6u
vd b4ch
huy6t

Rat hav

sAp

GiAm hemoglobin 33,0* 5,6* 45,7* 9,9*
Gi6m bach cdu trung tinh 29,0* l5,l *

38,4* 26,7*
Gidm bach cdu hat 17,8 4,8* 20,6 7,6*

Hav gip Gi6m ti6u cdu l0,l* 4,1* 26,6* 72,7*

R6i lo4n
h9 than
kinh

Hav g4p B0nh thdn kinh c6m gi6c 8,5* 0,0* 72,4* 0,6*
Loan vi giSc 8,1 0,0*** 8,9 0,0***

R6i lopn
he ti6u
h6a

Rat hay
gap

Bu6n n6n 56,1 7,2* 53,4 J 9t

Ndn 39,7 6,1 35,5 6,1

26,6 2,4* )4. ) 0,7*
21,0 0,8 19,5 0,4

Vi6m miQng/ Vi6m h6u
hgng

13,5 0,8 12,4 0,1

Ti6u chiy kh6ng phAu

thu0t hau m6n
12,4 1,3 12,8 1,6

Hay g6p Kh6 tiOu/ s n6ng \) 0,1 5,9 0,0

R6i lopn
da vd m6
duoi da

Ret hav
sAp

Rpng t6c I1,9* 0*** 21,4* 0,5*

Hay gdp Ban/ tr6c v6y da 6,6 0,1 8,0 0,5

R6i lo4n
thAn vir
titit ni€u

Rat hay
g4p

Tdng creatinin l0,l *
0,8 6,9* 0,5

R6i loan
chung vi
vi ti

Rat hay

sAp

MQt moi 42,7 6,7 44,9 4,9

i"r-
{G\
.I

PHd

NHt4z
r

,_

I
:

.'l

(
1
.:
'ra
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ti6m
gia gifra cisplatin tabine/cisplatin,khitri 0,05 SO s6nhp pemetrexed/ va Igemc SU dungFisher Exact test

Vi6n giirc

tham khio TCC V thul9n v2ung CIN 998Iquoc ( 0, chogla tinh) clo d0c
theo CTC thu v2ung CIN 991

Aquoc gra 0, 8( vdi), vllo4n t6c chi brioduncryngocao muc 2

frons.byp.::v dr dtrng muc gicri h4n 5%o dti bao g6m t6t ctr cdc bi6n c6 md nguoi biio crio cho
rdng c6 thc li6n quan d6n vi6c sri dung pemetrexed vd cisplatin
Cric dQc tinh CTC c6 y nghia lAm sdng duo. c biio ciio o > 1o/o vit < 5yo benh nhan dE duoc chidinhng5unhi6ndtngpemetrexedvdcispiatin.bao.g6m:tangesi,6;i;Jia-I.t,,-
giim bach cAu trung iintr tem s5t, suy than, s6t, -6iruo., ,ic- tcr;;'",^*;fi;*h;il\/Ucreatinin. 

/ /.
C6c dQc tinh CTC c6 1i nghia l6m sang dugc brio ciio d < 1% benh nhdn dd duoc chi dinh ngfiu
nhi6n dtng pemetrexed vd cisplatin bao g6m tdng GGT, dau nggc, lo4n nhip tim vd benh t[An
kinh van dQng.

C6c <IQc tfnh c6 ;f nghia lAm sdng tiry thuQc gi6i tinh cfing tuong tu nhu quAn th6 chung cira
benh nhan dung pemetrexed k6t hqp.

Bdng ducri ddy cung cAp tan su6t ue mfc dQ nghidm trong cria t6c dgng kh6ng mong mu6n dd
duoc b6o c6o b > 5yo cira 800 bQnh nh6n duoc ng6u nhi6n di6u tri dcrn dQc bing pemetrexed vd
402 benh nh6n tlugc chi <linh dtng gid ducrc trong nghiCn cuu ili6u tri duy tri bang pemetrexed
<ton dQq (JMEN: n : 663) vd di0u tri duy tri li6n tqc bing pemetrexed (PARAMOUNT: n :
fi\. Tdt ch c6c bQnh nhdn duo. c chu6n doiin ung thu ph6i t h-O"g ti5 bao nho giai doan III ho6c
IV vd dE dung h6a tri li6u ctv ban platin tru6c kia. Bdnh nhAn 6 ctr2 nh6m ddu dugc di6u tr! h6
trg bang acid folic vd vitamin Brz.

\
o
o TN T

VAN I

DAI

H

c

c0
quan

TAn su6t T6c dsng ngo4i 1f Pemetrexed***
(N:800)

***(ira ducrc

o:+ozl
DQc tinh

tet ca

mfc d6

DQc tinh
mtc3-

4 (%)

DQc tfnh
6t ca

muc oo

Dgc tinh
mfc3-4

(%)
R6i lo4n
h9 m6u
vir b4ch
huyi5t

Rat hav
g?p

Giam hemoglobin 18,0 4.5 \) 0,5

Gi6m bach c6u 5,8 1,9 0,7 0,2
Hav g4p Giam b4ch cAu h4t trung

tinh
8,4 4,4 0,2 0,0

R6i
he

kinh

loan
thAn

Hay gap BQnh thdn kinh cim gi6c 7,4 0,6 5,0 0 2

R6i lo4n
he ti6u
h6a

Ret hav

sap

Bu6n n6n 17,3 0,8 4,0 0,2

Chrin dn 12,8 1,1 7) 0,0

N6n 8,4 0,3 1,5 0,0
Vi6m ni6m m4c/ Vi6m
mi€ne

6,8 0,8 1 7 0 ,0

R6i loan
gan mQt

Hay g4p Tdne ALT (SGPT) 6,5 0,1 )) 0,0

TIne AST (SGOT) 5,9 0,0 7,7 0,0

R6i lo4n
da vd m6
du6i da

Hav g6p Ban/ tr6c v6y da 8 I 0,1 J ,7 0 t 0

R6i loan
chung vd
vi tri

Rat hav

sdp

MQt m6i 24,1 5,3 10,9 0,7

Y

"J
-l..t
1

{
I
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ti6m
Dau 7,6 0,9 4.5 0,0loanR6i

thAn
Hav gip

Phu nC 5,6 0,0 1,5 0,0
I 7 0 0

Crlc ttr ALT : alanine aminotransferase; AST : aspartate aminotransferase; CTCAE :

ational Institute glutamic

T,Common Criteria Adversefor Event chu6nerminology tinh N IC(Ti6u d0c chung)
Nr Cancer thu uoc SGOT(ViQn serumung q t oxaloaceticgia)
aminotransferase SGPT SEIUM aminotrans ferase

7 9

VA c0 sinh - khdc

Trong'Yo,hay
bi6n c6dE dung mric gi6i

quan dOn vi6c sir

c[radinh 01 5nghia thu4t ngir va% I 0%.sap bAng
%5 citcbaodendy h?n caob6o choma thccongucn rdng

li6n pemetrexed.dung

C6c <lQc tinh CTC c6 ;f nghia l6m sdng ducv. c b6o ciio o > 10 vd < 5o/o b6nh nhAn d5 duoc chi
dinh ng6u nhi€n dung pemetrexed: gi6m b4ch cAu trung tinh kdm s6t, nhi6m trung, giim ti6u
cdu, ti6u chiy, trio b6n, ryng t6c, ngria, s6t (kh6ng c6 giim b4ch cAu trung tinh), benh bA mat
mdt (bao g6m vi6m k6t mac), ting chiy nu6c m5t, ch6ng mdt vii b6nh th6n kinh v4n dQng.

Cric dQc tinh CTC c6 ;f nghia l6m sdng dugc b6o ciio o < 1% bQnh nhdn dE dugc chi tllnh ngAu
nhi6n dtng pemetrexed bao gdim phdn img d! rmg/ mAn c6m, ban do da d4ng, lo4n nhlp tr€n th6t,
vir nghEn m4ch ph6i.

D.Q an toan dd dugc it6nh gie d6i v6i nhirng benh nhan dugc chgn ng6u nhi6n vdo nh6m di6u tri
bang pemetrexed (N:800). Ti lQ c6c ph6n img phq dd <Iugc drinh gi6 d6i voi nhirng benh nh6n
c6 < 6 chu kj,di6u tri duy tri b6ng pemetrexed (N:519) vd so v6i nhirng bQnh nhdn c6 > 6 chu
k) di6u tr! bing pemetrexed (N:281). Dd quan s6t th6y tdng c6c phan ung phrJ (t6t cit circ cdp
d0) v6i thoi gian st dgng thu6c ddi hon. Mric tdng c6 ;f nghia v6 tj, lQ giim b4ch cAu trung tinh
cdp tlQ 314 c6 th6 li6n quan vcri thu6c nghiOn cr?u dd dugc quan s6t vdi thdi gian sri dpng
pemetrexed ddi hcvn (S 6 chu ky:3,3oh; > 6 chu ky: 6,40/o, p:0,046). Kh6ng c6 sU kh6c biQt ndo
c6 y nghia th6ng kO v6 Uat ry c6c phin ung phu c6p dQ 314 ri€ng 16 ndo khric d5 dugc th6y v6i
thcri gian sft dpng thu6c ddi hcrn.

C6 it brlo c6o vd cric bi6n c6 tim m4ch vir mach m6u n6o nghiOm trgng bao gOm nh6i m6u co
tim, dau th6t ngpc, tai bi6n m4ch m5u ndo vd ccrn thi6u m6u cgc bQ nh6t thoi trong c6c nghi€n
cuu ldm siurg vdi pemetrexed, thudng xdy ra khi dtrng pfrOi hoo v<ri mQt thu6c dQc tti bio kh6c.
Phan lfu benh nhdn g4p c6c trlc dpng ndy dE c6 cic y6u t6 nguy co tim mach tir tru6c.
Hi6m c6 cic biio c6o vd vi6m gan, c6 nguy co trAm trgng, trong c6c nghi6n cuu ldm sang v6i
pemetrexed.

Giam toan th6 huyi5t cAu it khi ttugc b6o c6o trong c6c thir nghiQm l6m sdrng v6i pemetrexed.

Trong ciic thir nghiQm l6m sirng, c6c truong hqp vi6m d4i trdng (bao g6m chAy m6u ruQt vd trpc
trdng, ddi khi gdy tir vong, thring ru6t, ho4i tir ruQt vir vi6m manh trdng) it khi dugc b6o c6o d
benh nhan sir dgng pemetrexed.
Trong ciic thu nghiQm lAm sdmg, vi6m ph6i m6 kE vd suy h6 h6p, d6i khi gdy tu vong, ft khi
dugc b6o c6o cv bQnh nh6n di6u tri bing pemetrexed.
Cfing it c6 b6o c6o vd c6c trucmg hqp pht d benh nhdn dung pemetrexed.
Vi6m thuc qu6n/vi6m thgc quin ph6ng xa duoc b6o c6o kh6ng thuong xuy6n trong quA trinh
thri nghiQm l6m sang vcri pemetrexed.

:
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Nhi6m khu6n, d6i khi gdy tir vong, dE dugc birc ckothucmg g6p trong c6c thri nghiQm lAm sdngv6i pemetrexed.

Trong qu6 trinh theo d6i hdu mdi, c6c phan ung kh6ng mong muon sau d6 duoc biio crio cy b6nh
nhdn dung pemetrexed:
-C6 it trucrng hqp b6o crio v6 suy th4n cdp 6 bQnh nhdn dung pemetrexed <lcrn dQc hoac ph6i hqp
voi ciic hori tri liQu khtic.
-C6 it trudrng hqp brio c6o vd vi6m ph6i khu tru do tia xp o bQnh nh6n c6 xa tri tru6c, trong vd
saukhi cti6u tri bing pemetrexed. - - --:- - " ll
-Hitim c6 truong hqrp b6o crio vd.thu h6i bric x4 o bQnh nhdn dE xa tr! tru6c /[L!k
-C6 it trucrng hq'p b6o c6o vd thi6u m6u ngo4i vi rl6ikhi ddn tOi f,"aii.i.fri / "-
-C6c tinh tr4ng bqlg nu6c hii5m eqp d4dugc biio c6o bao g6m ci h6i chimg Stevens-Johnson vd
ho4i tir bi6u bi nhi6m dQc, trong mQt s6 trucmg hqp da gay ffi vong.
-Di c6 bi,o c6o hitim gap ve Ugnfr thi6u m6u tan huy6t d banh nh6n du-o. c di6u tri bAng
pemetrexed.
-Cilc truong hqp hi6m gap v6 s6c phin vQ d5 ilugc bilo c6o.

Thilng bdo cho bdc sj nhftng tdc dqtng khilng mong mu6n ggp phdi khi sir dqng thuiic.

QUA LMU
C6c triQu chimg cta qu6 liOu du<v. c biio c6o gdm gidm b4ch cAu trung tinh, thi6u miiu, giAm s6
luqng ti6u cAu, JieT ni6m mac, da bQnh lf thAn kinh cim gi6c vd ban da. C6c bi6n chimg dp
dorincriaqu6li0ug6mricch6ttyxuongdugcbi6uhiQnboi,giimb4chcdutrungtinh,gi6ms6>
lugng ti6u cdu vd thi6u m6u. Ngodi ra, c6 th6 gap nhi6m khudn c6 ho{c kh6ng c6 s6t, ti0u chiy, \,
vir/ho{c vi6m ni6m mac. Trong trucrn; frqe ,;ghf q;tltE;, phii theo aoi rcni nfran,- [iH ;i; tlc\

cong ihric m6u.vd thpc hiQn lie-u phrip"hSl; ffi.il. i^a,, ,ilil"G;"fi;rg';ur.i folinat/ acid N

folinic trong di6u tr! qu6 li6u pemetrexed. 
rur'1u vrvu 5u u$rrB uarur ru,rrau auru 

PHe

rlNH

HUONG uAN pff.q. CHE vA SII DUNG: tuan theo ki thuit v6 khuin . ,. 4
Dung dich natri clorid 0,go ld dung dfch dugc khuy6n c6o d6 hoan nguyOn vi pha loing thu6c
tru6c khi ti6m truyAn tinh mach. Pemetrexed thi tuong ky v6 m4t ly tinh vdi c6c dung dich c6
chira calci nhu Thu6c tiOm Lactated Ringer's vd Ringer's. Dtrng d6ng thoi pemetrexed v6i cdc

thu6c vir dung dlch pha lodng kh6c chua dugc nghiOn cuu, vir do vpy khdng khuy6n ctlo sir dung.

l. K! thuat v6 khuAn duo. c 6p dpng trong su5t qu6 trinh hoirn nguydn vd pha lo6ng dung
dich ti6m truydn tinh m4ch pemetrexed.

2. Tinh toan HAu vd sO tq can dtng. fr4Si tq chria mQt lugng du pemetrexed di5 aC l6y luqng
thu6c ghi nh6n. \

3. A. Hodn nguy6n lq ch6. phAm 100 mg voi 4,2m1dung dich ti6m natri clorid 9 mg/ml t
(O,gyo), kh6ng dung ch6t.bio qufur, du-o. c dung dfch c6 n6ng dQ pemetrexed 25 mglml. il
Lic xoay lq nhe ntrang aC UOt tan hodn toan. Dung dich thu dug. t.ong su6t, kh6ng mdu 'l 

t
ho{c c6 m}ru virng ho{c vang xanh 16. Dung dich hodn nguy6n c6 pH trong kho6ng 6,6 - i
7,8. CAn ti6p tgc pha lo6ng dung dich niy. ,
B. Hoan nguyOn lg ch6 pham 500 mg voi 20 ml dung dich ti6m natri clorid 9 mg/ml
(0,9o/o), kh6ng dung ch6t.bdo quAn, dugc dung dlch c6 n6ng d0 pemetrexed 25 mglml.
Lic xoay lq nhe nhdng Ae UOt tan hodn toirn. Dung dfch thu dugc trong su6t, kh6ng mdru

ho{c c6 miru vd'ng ho{c vdng xanh 16. Dung dich hodn nguy6n c6 pH trong khodng 6,6 -
7,8. CAn ti6p tBc pha loflng dung dich niry.

4. Lugng dlch thich hqrp dC pha lo6ng ti6p dung dlch hodn nguy6n la 100 ml dung dich ti6m
natri clorid 9 mg/ml (0,9o ), kh6ng chdt b6o quin, vd dtng nhu dich ti6m tinh m4ch
truy0n trong 10.phrit.

5. Dung dich thu6c ti6m phii dugc ki0m tra cim quan vd t4p ch6t vir mdu sdc tru6c khi
dirng. N6u quan s6t thAy t4p ch6t thi kh6ng st dgng nira.
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6. Dung dich pemetrexed li d4ng dtng dcrn lidu. Lugng du cria ch6 phAm vd phd phAm ph6i
dugc hiry theo quy ilinh hien hanh.

Dung dich hodn nguyOn vir dung dich ti6m truy6n pemetrexed c6 d0 6n dinh d€n24 gio sau

khi hoan nguyCn n6u dugc b6o quin du6i 250C ho{c 2-80C. Tuy nhi6n, bdi vi pemetrexed vi
dich pha lodng dugc khuy6n crio kh6ng chria ch6t b6o qu6,n, n6n d6 trrlnh nhi6m khuAn cdn
sri dgng dung dich hohn nguyOn vir ti0m truydn ngay sau khi pha. Lo4i bo phAn chti phAm du.

QUY CACU DONG G6I: HQp I l9 thiry tinh c6p I, d6ng bing nrit cao su bromobuty
kin bang nip nh6m.

HAN OUNC: 24 thingkE tt ngdy s6n xu6t. Khilng ding thuilc quri hgn cho phdp.
Dung dich hodn nguyOn vd dung dfch ti6m truydn c6 th6 bio qu6n trong24 gio o nhiQt

ho{c 2-80C.

nAO QUAN: 86o quin du6i 30uC. Tr6nh 6nh s6ng. OO tnuAc xa tdm tay trd em.

TIEU CHUAN: Nhd san xu6t.

NGAY CAP NHAT NQI DUNG TO HUONG DAN StI OUNC:

Nhi sin xudt:
DR. REDDY'S LABORATORIES LTD.
Formulation Unit-7, Plot No. Pl to P9, Phase III, VSEZ,
Duvvada, Visakhapatnam District-530046, Andhra Pradesh, An D0.
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