
t\N-z+\g't t ) TWh*

o.C
o
flu:
)...o,

t. frj,.

F{.1

pr

H
l,.,(
fi:
l-{

e

t-
TJ,

DJ',

:':(\
,N

:o
ir"

P-g5
qE
sA
5&

3
3

x'e
E-(^s
({
S.F
Le.

E
F*
2s\

RF5 3989e.8=drP

iE iiilgir; iii€GS+E3e ilEs1*
iHag"r;g *'e+3i'98+.i i AE.i$8e.g fF 3 ts,6 E

4.q"F I gHl ;
@ 5 .q d= 1 !

3 6 "E8? 
6

e C .-o 1-1
I 98

=36d'94;-ae.9iifiEi lssi
=Fi:Eiiis$. qo 

=t t s< €'fiIHsr +t;e4 i tr€q* s d,3ri ; E
f != 3 asi P E
!YO-e.i = IF[ ' 6

= 

i! *$s?iteug I S =E €:i.-o '

8>>835*3"-
i E E 5=.*.3=F
I5$ +F #sB5 Ji n :+ Q 6'
Crq:q^- !! -= -oX=85a

Fl

a
!o
o
d
T
o
3o
8
o

n
3
ox;'
lll
o

!o
E'oxv
m
E'
Joo
=J(g

F
3o'n+o(Dix
o

=c=.E 9 H
O='3!aJ.;IscE6'Ut+1oo
arO-IY U

=o-j
(o\
u

J

o

J
oo:
rlt

sc

E F
!-Ito
o
1
!l
o-
E'
7c
o

II
Fo
CL
CLi
d

-'.3?

o d r:1=*62u

[ [*[eEtgE ;i: g*+1]3
3 = 3 B E.egrii*d-Iee d

:"=" ; i s:t1a i i g 
-eF*

r r_ cr, * e d=[q a -e
-;={6

o-q*

a
o

o
oo
ooo

f1

3
ox;'
tO
o

!o
E'oxv
m
E'
too
=J(o

F
3o

86{><
(D

-ni,;-O
o='
EE6;_o-g
FF_g
o o- .A
30

J(o

=$_

o

g
rl

Fo
CL
CL

d

!
a
,no
oI
!I
oz
ov
C
o

Joo:
ro

s
a

FE

-'.8?

o
@
@
o
lr)

xxx
xoo
ro

>(z
!
o/
z,
c,.

r
t,

https://nhathuocngocanh.com/



a
Area for Coding

(zox sg mm)

1500xxxxx$riEiffg+HEgBigg
'$xii;3triFEaasE

$iEHE"Blu+ {-5ts3FirF*= i gg 'E[-i
*- s fS iAo 40 6

= 
B= =i 6f 6ll'l
$ lsl. 

lll
l@l
Jol
I:I
LEI

oo
Z, t!
cd= x

III

.9

5
E

i5

? iiE
HE

.E

E

Dr.Reaayt Qtd
& ,aar"*,"r,o" oarn

PODOXRED 100 mg
Pemetrexed for injection

100 mg/Vial
Must be diluted

0,r,., 100 ms/vial

150% of actual size artwork

Dr.neddyb tfj&-*"*o*

PODOXRED 100 mg
Pemetroxod for injection

100 mg/Vial

Must be diluted

0,n., 100

100% of actualsize aftwork

mm

i

I rosxsa

tu..lor Codang
(2ft 38 nn0

150oxxur

m9/Yi.l

,iiiiiiEEEitgEig

$ '3 ,lEl

=El
o6^.
=L-62u

1 05x38 mm

,4
,d

i{

?)\t

Component: Label
Product Name: Podoxred 100

No. of Colours: 03

List. of Colours:e*N$:r
tt
E

Market: Vietnam
f rrc ! roc

I m,c
Version No: 02 Manufacturing Location:

SAP Code: 1500xxxxxDalei 02.11.2017

Change Historv:
1. New Artwork (30.10.2017)

2. Address Change (02.1 1.201 7)

VAN PH0

T,

DA

ITH

EH

PHO

CH

Kaitasfi. UdaY I atki

-!d

!E
JF.E
.EE 

EtdE:ZE
+.E B .
JG==
.5=!96E"g=
!.=-ies€t
S.E iE
BESi

=58=

I

I

I

I

t
I

I

I
I
I
I

https://nhathuocngocanh.com/



Thutic ndy chi biin theo don cria B6c si

- DQc k! huong d6n sri dung tru6c khi dtng
H6i B6c si hodc Dugc si d6 c6 th€m th6ng tin 

"t 
i titit

Hrl6r\c DAN srlDuryc

PODOXRED 100mg & 500mg

THANH PHAN
PODOXRED 100mg
MOi lo chria:
Hoqt chiit:Pemetrexed disodium (@ng v6 dlnh hinh)...

(tucrng duong vdi pemetrexed ......
Td drqc: Mannitol (kh6ng chdt gay s6t), natri hydroxid,

PODOXRED 500mg
M6i lg chfa:
Hoqt chiit: Pemetrexed disodium (dpg v6 dlnh hinh) ......

110,28 mg
100 mg)

acid hydrochloric.

(tuong iluong v6i pemetrexed . . .. ...
Td duqc: Mannitol (kh6ng chdt gdy s6t), natri

......551,4 mg
.......500 mg)

hydroxid, acid hydrochloric.

DANG BAO CHE
BQt d6ng kh6 dDng d€ pha dung dich ti6m truy6n.

DAc riNH otlQc lf
Dugc lgc hgc:
Nh6m dugc tri liQu: c6c ch6t ch6ng tdn sinh, chiSng chuyi5n h6a, ch6t d6ng ding cfia acid folic.

Co ch6 t6c dune:
Pemetrexed ld mQt thu6c di€u trl ung thu da mgc ti6u theo tiic tlQng kh6ng folat, c6 t6c dung nhd
ph6 vO circ qudtrinh chuy6n h6a cht ytiu phg thuQc folat cAn thii5t cho sy sao ch6p t6 bao.
C6c nghiCn ciru in vitro cho th6y pemetrexed c6 t6c dqng cria m6t thuiSc chi5ng folat nhidu muc
ti€u bing c6ch ric ch€ thymidylat synthase (TS), dihydrofolat reductase (DHFR), vd glycinamid
ribonucleotid formyltransferase (GARFT), ld nhfrng enzymphq thuQc folat chri ctrOt OOi vdi sinh
t6ng hqp clra cdc thymidin vd purin nucleotid. Pemetrexed tlucr. c vfln chuytin vdo trong ti5 bao
boi ci c6c hQ th6ng chdt mang folat khft vd v4n chuy6n protein gin k6t folat mdng. MQt khi d
trong tiS bio, pemetrexed tlugc chuy6n ddi nhanh vd v6i hiQu su6t cao thdnh c6c d4ng
polyglutamat bdi enzym folylpolyglutamat synthetase. C6c dpng polyglutamat tlugc gifi trong ti5

bdo vi cdn Id nhirng ch6t ftc ctr6 tS vd GARFT manh hon. Sg cla glutamat h6a ld mQt qu6 trinh
phg thuQc vdo thcyi gian vd n6ng dQ xdy r.atrong c6c t6 bao ung thu, vd O mtic tlQ hpn chti. hon
trong c6c m6 binh thu<rng. Cdc chhtchuytln h6a da glutamat h6a c6 sg tlng nria iloi trong tti bdo

d6n il6n sg k6o ddi t6c dgng cria thu6c trong c6c tti bdo ung thu.

Duqc tlQng hgc
D[c tinh du-o. c clQng hoc cta pemetrexed sau khi dtng ilon li€u dd duo. c il6nh gi6 tr€n 426 bQnh
nhdn ung thu c6 u rin kh6c nhau vdi c6c liAu tt 0,2 d6n 838 mg/m2 dugc ti€m truy6n trong thdi
gian l0 ph[t.
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Pemetrexed c6 tlQ phoi nhi6m todn thdn/ hQ th5ng (AUC) vd n6ng dq t6i da trons huyist tuons
(9,f) gia trng theo rj' 16 cria li6u. Du-o. c tlQng hgi cta pemerrexei thi 6n dinh ,."'rg ,rria, .iii
k! tli6u tri.

Phdn b6
Pemetrexed c6 th0 tich.phdn b6 o trang th6i cdn bang ld 16,l l1t. C6c nghidn cuu invitro cho
th6y pemetrexed li€n ki5i vdi protein i,,ry6t to*g khodng 8l%. Sg t6t frfr ttorg ti -n huong
boi c6c mtlc dQ suy thfln. C6c nghiCn ciru in vivo cho thAy pemetrexed du<r. c Aao ttrai tfch cuc b6i
OAT3 (chdt v4n chuy6n anion hiru co).

Chuy6n h6a
Pemetrexed kh6ng clu-o. c chuyiSn h6a d mdt mric dQ tl6ng kC.

Bnititit
Pemetrexed cluoc bdi titit cht.ytiu qua nudc ti6u, v6i 70% d€n90Yo ctaliCu dirng

nu6c tiilu trong vdng 24 gitt dAu sau khi ti6m truydn. He s5
la 91,8 ml/phrit vd nria ddi thai trtr khoi huytit tuong ld ,

clugc thu h6i o
dpng kh6ng tl6i trong thanh thii tdng

nhAn c6 chric ndng thdn binh thuong (d0 thanh thii creatinin ld 90 m l/phrit [tlu-o. c
3,5 gid o
tinh bing

thfc Cockcroft vd Gault chuAn ho4c dQ lqc cAu thln do bing phuong ph6p thanh thii
tuong Tceem-DPTAI). D0 thanh th6i bi6n thi6n tr€n timg bdnh nhdn ld khodng 19,30

cQng cta pemetrexed bQnh

56 luqng bach cAu trung tinh tuygt ddi (ANC) sau khi dirng don li6u pemetrexed tr6n b€nh nhdn
khdng dugc dirng h6 trg blng acid folic vd vitamin Brz tlugc x6c tlinh trong c6c phdn tich duo. c
lgc hgc. Mric tlQ nghiCm trgng cria dQc tfnh huy6t hoc dugc tlo lucrng bing di€m ANC th6p nhAq

thity le nghich v6i dQ phoi nhi6m todn thdn cta pemetrexed. Cfrng quan s6t thdy c6c tti€m thSp

nhat ANC thdp hon xudt hiQn o bQnh nhdn c6 n6ng rlQ cystathionin ho{c homocystein o vpch tdi
han. Hdm lugng c6c ch6t niy c6 th6 giim khi b6 sung acid folic vd vitamin Brz. Pemetrexed
kh6ng c6 tdc dgng tich ty th6 hiQn qua lugng ANC thAp nh6t qua nhi6u chu kj di6u tri.

Thoi gian xuSt hign ANC th6p nh6t cirng vdi AUC cta pemetrexed ld khoing 8.- 9,6 ngdy vdi
n6ng dQ phoi nhi6m trong khoing 38,J - 3.16,8 pg.gio/ml. Thdi gian ANC tro vri mric gi6i h4n

lil 42 - 7,5 ngiry sau khi di€m th6p nh6't xu6t hiQn trong khodng n6ng dQ phoi nhi6m tuong tU.

Duqc tlQng hgc tr6n nh6m A5i tuqng tl{c biQt
Du-o. c tlQng hgc cria pemetrexed tr6n nh6m d6i tugng dac biet ttuo. c thgc hi6n tr€n 400 bQnh

nhdn trong c6c nghidn cuu ki6m so6t vd nh6nh tlon.

BAnh nhi:
DQ an toin vd hiQu qui cta pemetrexed chua du-o. c <l6nh gi6 tr€n bQnh nhi.

Ngrdi lhn tu6i:
fhOng c6 6nh huong cria tu6i tiic tr6n duo. c tlQng hgc cta pemetrexed dugc quan s6t trdn c6c

nh6m bQnh nhdn tt 26 - 80 tu6i.
Gi6i ttnh:
Dugc rlQng hgc cta pemetrexed kh6ng kh6c biQt tr€n c6c bQnh nhdn nam vd nfr.

Chilng t6c:
D-".. d6rg hgc cria pemetrexed thi tuong tg o ngudi datrhng vi da den. Dfr liQu sin c6 thi

kh6ng diy dti d6 so s6nh dugc clQng hgc tr6n c6c nh6m ddn s6 kh6c.

Sult gan:
ftrOrg c6 inh huong cria ting AST (SGOT), ALT (SGPT) ho{c bilirubin todn phdn tr6n dugc

dQng hgc cfia pemetrexed. Tuy nhi6n, c6c nghiOn cfu tr6n bQnh nhdn suy gan chua <lugc thgc

hiQn.
Suv thdn:
C6. pt a, tich ducy. c dQng hgc cria pemetrexed bao gdm 127 bQnh nhdn bi suy giim chfc nlng

thAn. Dg thanh thai huy6t tucrng cta pemetrexed khi dtng chung cisplatin suy giim khi chrlc
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nlng thfln giim, di kCm gi-a t[ng AUC. C6c b€nh nhdn c6 116 thanh th6i creatinin blng 45, 50 vd
80 ml/phrit c6 dQ phoi 

"liil todn thdn pemetiexed gia ting i,r*g ung ld 65yo,s4yovd 13% khi
so s6nh v6i bcnh nhdn c6 d6 thanh th6i creatinin bing tooirtzpnnt. -

CHi
U m6 mdne ph6 i 6c tfnh
- Pemetrexed k6t hqp v6i

mdng ph6i 6c tinh [h6ng
cisplatin-dugc chi dinh ae oicu tri c6c bQnh nh6n c6 u trung bi6u m6
thd cdt bo chua clugc ding h6a tri liQu.

Ung thu ph6i kh6ng t6 bdo nh6
- Pemetrexed k6t hqp vgi cisplatin ld ph6c d6 ctuq_c lua chgn hdng clAu trong cli6u tri ciic bQnh nh6n

ung thu phoi ktrOng t6 bao nho ti6n tritin t4i chd hoac di cdn, kh6ng ph6i lo4i .h0;ilil';$;;
hinh viy theo md hgc.

- Pemetrexed dDng don trl liQu d0 di6u trl duy tri b6nh nhdn ung thu ptrOi ktrOng t6 bao nh6, kh6ng
ph6i lo4i tc bdo hinh vdy, titin tri6n tai ch6 ho{c di c6n md bQ"nh mOng tic, tiicri* thi sau h6a
tri liQu dga tr€n platinum.

- Pemetrexed clugc chi dinlr trong don tri liQu hdng thf hai dC cli6u tri bQnh nh6n ung thu ph6i
khdng tii uao nh6 titin tritin t4i cn5 no4c di crn, ttrong phAi loai ch0 yriu ia tc uao nin h viry theo t r/r' .

md hsc. / (q--
1--'-'

LIEU LUqI\G & CACH DUNG
Pemetrexed chi tlu-o. c dirng du6i su gi6m s6t cria b6c s! c6 kinh nghiOm sri dung h6a trl liQu
ch6ng ung thu.

Pemetrexed tait ho. p vdi cisplatin
Li6u khuy6n c6o c0a pemetrexed la 500 milm2 diQn tich b€ mat co th6 (BSA - body surface
area),.ti€m truy6n tinh mpch trong l0 phrit o ngdy thft nh6t cria m6i chu ky 2l ngay. LiCu
khuytin c6o ctia cisplatin ld 75 mg/m' PSA, ti6m truyiin trong 2 gid, khoing 30 phtit sau khi
truy6n xongpemetrexed o ngdy thf nh6t cria m6i chu kj, 2l ngiry. Bgnh nhdn ph6i du-o.c nh4n
liQu ph6p ch6ng nOn dAy dt vd bir nudc thich hgp tru6c val hoac siu khi ti6m t*y€n cispiatin.

Pemetrexed dilng don dQc

TrEn c6c bQnh nhdn ung thu ptrOi ti5 bdo nh6 de trmg clu-o. c h6a tri trudc tl6, lii)u khuy6n c6o cta
pemetrexed lA 500 mg/m2 BSA, ti6m truyi:n tinh mpch trong 10 phfit o ngiy thf nh6t cria m5i
chu kj, 2l ngiry.

Chii dO tri li€u chuiin bi
OC tam giim tAn su6t va mfc dQ n{ng c0a c6c phdn u{g tr€n da, mQt IoSi corticosteroid cluo. c
khuyCn dtng vdo ngiy tru6c, trong vd sau khi ti6m truy6n pemetrexed. Lo4i corticorsteroid n6n
ding tuong ducrng v6i dexamethason 4 mg udng 2 lAn trong ngdy. D6 ldm gi6m dQc tinh khi
dugc di€u tri v6i pemetrexed, bQnh.nhdn ndn du-o. c dDng th€m vitamin. BQnh nhdn n6n u6ng acid
folic ho{c mQt ch6 phdm tla sinh t0 chria acid folic (350 tl€n 1000 mcg) hlng ngdy. T6i thi6u 5
lAn udng acid folic trong7 ngiy trudc khi ti6m truy0n li6u pemetrexed dAu ti6n, vd dtng li6n tuc
trong tlgt di€u tri vd 21 ngity sau liAu pemetrexed cu6i cirng. BOnh nhdn phii cluo. c ti€m b6p

vitamin Brz (1000 mcg) trong tuAn trudc li6u pemetrexed dAu ti6n vd m5i 3 chu k) I lAn sau tl6.
Nhirng lAn ti6m vitamin Brz tii5p theo c6 th6 ti€m ctng ngiy v6i ngdy ti6m pemetrexed.

Theo ddi
Tru6c khi cluo. c ti6m pemetrexed phii tlu-o. c ki6m tra todn bQ c6ng thric m6u bao g6m c6ng thric
b4ch cAu (WCC) vd si5 lugng ti6u cAu. Trudc m6i tAn dqt h6a tri, cdc tht nghiQm sinh h6a m6u
phii rlugc thuc hi€n Oe aann girl chftc nlng thfln vd gan. Tru6c khi bat dAu m6i chu kj,h6a tr!,
b$nh nhdn phdi tt4t c6c ti6u chudn sau:
-36 luqng bpch cAu trung tinh (ANC) ph6i > 1.500/mm3
-56 luqng ti6u cAu phii > 100.000/mm3.
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-HQ sO thanh thii creatinin ph6i> 45 ml/ohrit.
-Bilirubin todn phAn phii s lrl ldn gi6i iran trdn binh thuong. Phosphatase ki6m (Ap), asparrate
aminotransferase (AST 

l,.X l9o?,^vd alanine aminotransfJrase (ALT hay SGpr)3ffi;i;t
h4n trdn"binh thuong c6 th6 ch6p nhpn trong trudrng hqp c6 di c[n tdi gan.
Di€u chtnh lieu
Sp di6u chinh li6u l[c. bit dAu mQt chu k] ti6p theo phii.dga tr6n s6 lugng tt5 bao m6u th{p nh6t
ho4c dQc tfnh toi da kh6ng thuQc huy6t h.oc tir ch.u k) aidu'trl t."0.. vtilAA;;i.i 1,6 hoin lai
oc uentr ntrdn c6 th61!uc trol sau r<tri pte. n6i,Lcrh;ilpr,ai or'q.li6o-i;. orar;ru;
fo*g d5n trong c6c Bing 1,2 vd r; co itrc dtng pemet..*"a i..,g pria. oalo.; ;G;; ffijhqp vdicisplatin.

o
bdnh nh6n. ViQc tli6u tri sE clugc ti6p tuc theo

Trong c6c trudng hqp c6 tlQc tinh
cisplatin theo Bing 3. BQnh nhdn
xudt hiQn.

hoc>mftc3(bao ilQc tfnh
tri s6 trudc

kinh), phii
khi di6u tri

kinh, su hi€u chinh cao cua pemetrexed vd
ph6i ngung diAu tr! n6u c6 tlQc tfnh thAn kinh mfc 3 hopc 4

=
9

t
I

rl
jt

-=

I
)

.}
I

.i
fr

,

Phii ngmg
huy6t hgc o
4.

tri
mtic 3 holc 4

b€nh nhdn c6 cri hgc tinh
li€u ho{c thSy xu6t hiQn itQc tinh

hgc hopc khdng
kinh mftc 3 ho{c

Ngudi gid: trongc6c nghi€n cr?u l6m sdng, kh6ng c6 xiic dinh ld bQnh nhdn tr6n 65 tu6i c6 nguy
co xuSihiQn c6c phin ung c6 hpi nhi6u hon so v6i bQnh nhdn dudi 65 tu6i. rch6ng c6 sy gi6m

li6u nio kh6c ngodi ctri5 Og gi6m liAu duo. c khuy0n dtng cho tAt ci bqnh nhdn.

Bing 1. Bing hiQu chinh cho pemetrexed (ding tlon tri hay hgp) vn cisplatin dya
tr6n tinh h h
ANC th6p nh6t < 500/ mm3 vd ti6u cdu thAp nh6t >
50.000/mm3

75Yo cliua lii)u tru6c (ca pemetrexed vd

cAu thAp n
nhdt

kh6ng tfnh
, c6 ch6y m6ua vd< 50.000/mm:

4\C thAp nh6t

Ti6u tru6c (ci pemetrexed vd75Yo cta
latin

50Yo cin tru6c (ci pemetrexed
cl

d6c t(nh chung cria ViQn ung thu gia (CTC v2.0; NCI 1998) quy rllnh
u Theo ti6u

m6u > CTC mtic 2

Bhng2. Bing hiQu chinh lidu cho pemefrexea 1At ng tlon tri hay pn5i hqpl va cisptatin dtra
tr6n dQc tfnh kh6ng huy6t hgc"'b.

Li6u pemetrexed
(mg/m2)

cisplatinLreu
(ms/m2)

B6t cf dQc tfnh ndo trir vi6m ni€m mpc, d mtic 3

ho4c 4
75% cta li€u
tru6c

75o/o cta li6u tru6c

Ti6u chiy cAn nh4p viQn (kh6ng tinh mfc dQ) ho[c
ctd 3 hodc 4

75% cta li6u
tru6c

75o/o cin li6u tru6c

Vi6m ni6m m4c mftc 3 hopc 4 50% cria li6u
trudc

l00o/o cia li6u trudc

u Theo ti6u chuAn dQc tinh chung cria ViQn ung thu qu6c gia (CTC v2.0;NCl 1998)
b Kh6ng te Oqc tfnh thAn kinh.

Bf,ng 3. Bflng
tr6n d6c tinh

hiQu
thAn

chinh [diu cho pemetrexed (dtng tlcrn tri hay ph6i hqp) vn cisplatin dga
kinh.

Mric CTC" Li6u pemetrexed (mg/m2) Li6u cisplatin (mg/m2)

0-l l00oh cua li6u tru6c 100% cria li6u tru6c
l00o/o cl ia li6u tru6c 50o/o cta li6u trudc2

NCI 1v2u Theo ti6u cta Vi thutinh
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BQnh.nhi.:.*gn* c6,k-inlrqli:T ding pemetrexed tr€n bQnh nhi m6c u trung bi6u m6 mdngphdi ric tfnh vd ung thu pnOi tiS bdo nho.

B€nh nhdn suv thQn (:i:F ,hy, !o!rc1o{v1!1ult chudn hay tiic d0 loc ctilt thQn ctuqc cto biing

f.!fyrl!o*:!:"1thai huyet thanh rceemDprA): pemetrexed crusc uar ti6i;r;;hr" du6i dp!
Ioong d0i. 't'r€n ciic rgh.i.6n .y l?ry sdng, bQnh nhin c6 dQ thanh thdi creaiinin z 45 mtiphfl
khdng cAn su hiQu chinh li€u nio rurac ngoai .'r,6 aq rrieu crrinrr irc, orq. tirr!, dilng 

"rr" 
iii.a

bQnh nhdn' Kh6ng c6 kinh nghi€m dirng pemetrexed tr€n c6c bQnh nhan c6 dQ thanh th6i
creatinin dudi 45 ml/phrit, do vdy kh6ng dirng pemetrexed cho c6c bQnh nh6n ndy.

BQnh nhdn suy gan: chua x6c ilinh rluoc m6i quan hQ gifra AST (scor), ALT (SGpr) hay
bilirubin todn phAn vd duoc tlQng hqc pemetrex;d. tuy v4y, bdnh nhdn suy gan c6 bilirubin >
1,5 l6n gi6i han tr6n binh thucrngva/ hoflc aminotransferase > 3 lAn gidi hpn tr€n binh thucrng
(kh6ng c6 di cln gan) hodc > 5 lAn gidi h4n tr6n cria binh thuong 1cO Oi can gan; chua du-oj
nghiOn criu cu thi5.

C6ch dtng
Pemetrexed clugc tiOm truydn tinh mach trong l0 phrit o ngiy dAu ti6n cria m6i chu kj,2l ngdy.
c6 su huong d6n hodn nguycn vd pha lodng dung dich pemitrexed b€n duoi.

CHONG CHi DINH
Kh6ng ding cho b€nh nh6n qu6 m5n vdi b5t cri thinh phAn ndo c0a thu5c.
Phu nir cho con bri.
Dtng chung v6i vic-xin s6t vang.

xrrwnN cAo Dac BIPT vA THAN TRQNG KHr DrrNG
Pemetrexed c6 th6 fc chii chric n[ng triy xucmg g6y gi6m bach cAu trung tinh, gi6m ti6u cAu vi
thi6u m6u (hopc gi6m todn th6 truy6t cAu;. Suy triy tt ucrrg ld tlQc tfnhli€n quan d6n gi6i h4n
li6u. C6c bQnh nhdn tlu-o. c theo d6i suy triy trong qu6 trinh di6u tri vd kh6ng duqc khuy€n dDng
pemetrexed d6n khi bQnh nhdn c6 ANC phpc h6i il6n > 1.500/mm3 vi s6 lugng ti6u cdu phqc h6i
d6n > 100.000/mm3. Gi6m li€u cho c6c chu k! tirip theo dga tr€n lugng eN- th6p nh6t, lugng
tii5u cAu vd dQc tinh t6i da kh6ng thuQc huytit hoc xu6t hi6n trong chu k! li6n trudc.
TAn xuAt it hcvn vd gi6m mric clQ nflng th6p hon mric 314 cta c6c dQc tinh huy6t hoc vd kh6ng
huytit hgc nhu gi6m b4ch cAu trung t(nh, gi6m b4ch ciu trung tinh c6 s5t va nhi6m trung c6 gi6m
b4ch cdu trung tfnh mftc 3/4 duo. c quan s6t khi dirng trudc acid folic vd vitamin Brz .

Do vfly, tdt cit c6c bQnh nhin dugc ti6m truy6n pemetrexed phii tlu-o. c ding acid folic vd vitamin
Brz nhu ld c6ch phdng ngria tt6 ldm gi6m itQc tfnh li6n quan d6n di6u tri thu5c ndy.
Cric phdn ung da du-o. c quan s6t tr6n c6c bQnh nhdn kh6ng dtng tru6c corticosteroid. Di6u tri du
phdng bing dexamethasone (hay thu6c tuong duong) c6 th6 ldm gi6m ten xu6t vi dQ n{ng cta
c6c phin ring trdn da.

Chua c6 dri sO lugng bQnh nh0n tlu-o. c nghi€n cfu c6 ttQ thanh thii creatinin nh6 hon 45 ml/ph[t.
Do vfly, kh6ng khuyi5n cilo vi6c sri dqng pemetrexed o c6c bQnh nhdn c6 ttQ thanh thii creatinin
< 45 ml/ph[t.
BQnh nhdn c6 suy thpn nhg vi vira (tlQ thanh thii creatinin tir 45 d€n 79 ml/phrit) ph6i tr6nh c6c

thui5c khring vi6m kh6ng steroid (NSAIDS), nhu ibuprofen vd aspirin (> 1,3 g hing ngdy) trudc
2 ngity,trong vi sau 2 ngdy clugc ti6m truy€n pemetrexed.

C5c bi6n c,5 tren thdn nghiCm trgng bao g6m suy th4n c6p, dugc quan s6t khi dirng pemetrexed

don tri hay ph6i hgp vdi c6c thu6c h6a tri kh6c. Nhi€u bgnh nhdn trong s6 ndy di c6 cdc yi5u tO

nguy co tia5n tri6n c6c tai bi6n tr€n th4n bao g6m m6t nu6c, cao huy6t ap ho4c d6i th6o duong.
T6c tlQng cta pemetrexed ldm trin dlch vdo c6c khoang nhu dich mdng ph6i hay dlch c6 trudng
chua dugc xaC Ointr. MQt nghi€n cr?u l6m sdng pha 2 cta pemetrexed tr6n 3l bQnh nhdn c6 kh6i
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L:T :ij:h'!,"1g, khoang 6n dlnh cho thdy kh6ng c6 su khiic nhau vd n6ng tlQ thu6c trong
huyet tuong ho{c <lQ thanh thii cta pemetrexed so vdi c6c bQnh nh6n kh6rig c6 dich tron!
khoang. vi vay, n€n xem x6t d5n luu dlch trong khoang tru6c khi ;iil trilid pemetrexed,
nhmg c6 th€ cfing kh6ng cAn thi6t.

Do <l6c tfnh tr€n hQ ti6u h6a cria pemetrexed. ptr5i hoo voi cisplatin gdy mdtnudc nghi6m trong
dd du-o. c ghi nh0n. oo yiv, bQnh nhdn phii tlugc eieu tri cht5ng non va bir nudc thich hgp truol
val hoic sau khi du-o. c ti€m truydn.

C6c bii5n ct5 tim mach nghi€m trgng nhu nh6i m6u co tim vd tai birin m4ch m6u n6o ft xity ra
trong c6c nghiOn ct?u ldm sdng cria pemetrexed, nhrmg xu6t hi6n thuong xuy6n khi k6t frq,p"u6i
c6c thu6c g6y itQc t6 bao knac. uau tr6t uentr nh6n trJng .6" truo,; ha; ;a;-.r;t;;;Er';d
nguy c0 tim m4ch.

Tinh lr?ng suy giim mi6n dlch thucrng xity, ra tr€n cdc b6nh nhdn ung thu. Do vfy, kh6ng ./ t?/-, ^
khuyiSn ciio dirng ddng thoi voi cdcr6.-*in stlng gi6m hopt l1rc. 

e -'- - - "' '-'-'-ruU

1 ---t-
Pemetrexed c6 thd gdy inh hy*g c6 hpi tr6n gen. Nam gi6i trong rlQ tu6i sinh s6n kh6ng n6n c6
con ft nhAt 6 th6ng sau khi tli6u tri. Cric biQn ph6p tr6nh-thai n6n duqc khuy6n c6o. Di€u-tri bing
pemetrexed c6 khi n[ng gdy v6 sinh kh6ng th€ phgc h6i, nam gi6i cAn dugc tu v6n vC vi6c lui
trfi tinh trung trudc khi diAu tr! bing pemetrexed.

C6c truong hqp vi€m ptrOi ea cluoc ghi nhpn 0 nhtng b€nh nhdn tli6u tri bing x4 tri tru6c, trong
vd sau khi di6u tr! bing pemetrexed. Cin luu y dfltbigt o nhiing bQnh nhdn niy vd thfln trgng
k1li titin hdnh vdi cdc tfuc nhdn xp trl kh6c. C6c truong hqp kh6ng bric xp dugc tao c6o 0 bQn[
nhdn du-o. c diAu trl bing xp tri nhirng tuAn hotrc nhtrng na*i*0. OO.

Chd phAm pemetrexed 500mg: thuiSc ndy
A6ivOi crlc bQnh nhdn dang c6 chi5 d0 ki6m

chfta khoing 54 mg natri m6i 19. CAn c6 sg xem x6t
so6t lugng natri.

TUoI\rc rAc rnu6c
Pemetrexed tluo. c ddo thdi chri y6u qua th4n dudi dang kh6ng O6i Uing sg bdi titit qua 6ng thpn
vd mQt lugng ft hon th6ng qua lgc cAu thdn. C6c nghiOn cuu in vitro cho thAy pemetrexed duo. c
bdi ti6t chri tlQng th6ng qua OAT3 (anion vpn chuy€n hiru co). S& dgng d6ng thoi vdi c6c thuiSc
gdy dQc thdn (nhu aminoglycoside, thuric lqi ti6u quai, c6c hgp ch6rt platin, cyclosporin) c6 th6
ldm kdo dai d9 thanh thii cta pemetrexed. CAn th$n trgng khi k6t hqp vdi crlc thu6c ndy.
Sri dgng cl6ng thoi vdi c6c thu5c cfrng bdi ti6t qua 5ng thdn (nhu probenecid, penicillin) c6 thti
kdo dii tlQ thanh thdi cria pemetrexed. Cdn th4n trgng khi sft dgng chung pemetrexed v6i c6c

thu6c ndy. Ni5u cAn, dQ thanh th6i creatinin phii dugc ki6m tra chflt ch€.

TrCn c6c b6nh nhdn c6 chfc n6ng thfn binh thuong (tlQ thanh thii creatinin > 80 mU ph[t), ciic
li€u cao cia cdc thu5c kh6ng vi6m kh6ng steroid (NSAIDS, nhu ibuprofen > 1.600 mg/ ngdy) vd

aspirin (> 1,3 g. trile ngdy) c6 thC lam giim bii ti6t pemetrexed vi nhu vpy ldm t[ng sy xu6t
hign ciic bi6n c6 b6t lqi ctia pemetrexed. Do v4y, cAn th4n trgng khi dirng liAu cao c6c NSAIDS
hay aspirin v6i pemeirexed d c6c bQnh nhdn c6 chric ning ttra, Umnlhudng (dQ thanh thii
creatinin > 80 ml/ ph[t).

O benh nhdn suy th4n nhg vd vira (d9 thanh thai 45 - 79.m!/phrit), phii tr6nh dilng d6ng thdi
pemetrexed vdi NSAIDS (nhu ibuprofen) ho{c aspirin li€u cao trufc 2 ngdy, trong vd sau 2
ngdy ti6m truydn pemetrexed.

Do thi6u c6c dff liQu li6n quan cliSn khi ning tuong t6c v6i c6c NSAIDS c6 thdi gian b5n thai dai

nhu piroxicam hay rofecoxib, dtrng d6ng thoi vdi pemetrexed tr€n c6c bQnh nhdn suy thfln nhg

vd vira phii gi6n tlopn ti5i thiiiu tru6c 5 ngdy, trong vd tOi ttritlu sau 2 ngdy ti6m truy6n
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pemetrexed. Ntiu can thiist phai di6u tri d6ng thoi vdi NSAIDS, bQnh nhdn ph6i rluoc theo d6ichlt che c6c clQc tfnh, d{c bi6t suy triy vd tr6n duong ti6u h6a.

Pemetrexed chuy6n h6a gi6i hpn o gan. Ktit qu6 tir nghi€n ciru in vitro tr€nc6c ti th6 t6 bdo gan
nguii crho-thav pemetreied kh6ng iu-o. c ds do6n s€ 

-gay 
,u nc ctr,5;r), ;;hr"lu,n'"* uo; ;;;

ciic thuOc duoc chuydn h6a b6i cyp3A, cyp2D6, cyp2p9 vd cyplA2.

v0l

V[c-xin vdng: nguy co g6y tt} vong

chiSng chi tl!nh):
nhdn bi suy gi6m

ch6ng d6ng
bQnh vd khi
ttdi hoi cAn

Normalised

co nhi6m
d!ch. N€n

nguy
mlen

rcTA NANG SINH SAN, Co THAI vA CHo CHo BU
Tr6nh thu thai 0 nam vd nt gi6i
Phy n[ trong dd tu6i sinh s6n phii dtng c6c biQn ph6p ngira thai an todn trong qu6 trinh cti6u tri
bing pemetrexed. Pemetrexed c6 th6 6nh hucrng dQc h4itrdn gen. Nam gidilrong dg tu6i sinh
s6n kh6ng n€n c6 con it nhAt 6 th6ng sau khi di6u tri. C6c biQn ph6p trdnh thai nen Ou-o. c khuytin
cao.

Phu nfr c6 thai
Kh6ng c6 dft liQu sri dgng pemetrexed cho phu nft c6 thai; nhmg pemetrexed giiSng nhu c6c
ch6t chring chuy6n h6a khrlc du-o. c cho ld gdy t6n hpi nghidm trong cho thai nhi khi dirng trong
thai k!. C6c nghiOn cfu tr6n tlQng vpt il6 cho th6y dQc tinh ndy. Pemetrexed kh6ng du-o. c dirng
trong thai k! trir khi c6 chi tllnh rd rdng sau khi cdn nhic lgi fch cho mg vd nguy co d6i v6i thai
nhi.

Phu nt cho con b[
Chua bi6t pemetrexed c6 bdi til5t qua sta mg, vd c6c. phdn img ngo4i f trdn trd bri sta kh6ng th6
bi loai tru. Phai ngung cho con b[ trong qu6 trinh cli6u tr! bing pemetrexed.

Sinh sin
ffif,iUing pemetrexed c6 khd ning gdy v6 sinh khdng th6 phqc hdi, nam gidi cin Ou{ tu
vAn vA viQc luu trt tinh trung tru6c khi tli6u tr! bing pemetrexed. I

ANH rnror{c rREN rnA NAlvc LAI xE vA vAN HANr{ MAy Moc /
Chua c6 nghiOn cfu cfia thu6c tr€n kh6 nlng l6i xe vd v4n hdnh m6y m6c dugc thgc hiQn. Tuy
nhiOn, di c6 ghi nh4n ring pemetrexed c6 th€ gdy mQt m6i. Do vpy, bQnh nh6n n€n ttu-o. c khuy6n
c5o ngrmg l6i xe vd v4n hinh m6y khi c6 triQu chimg ndy xudt hiQn.

{
I
e
I
i

cAc rAc DUNG xnoNc MoNG MUoN
T6m tit vG tt6 an toirn
Cdc thc dgng kh6ng mong mu6n xdy ra thudng" xuy6n dugc bi€t li6n quan d6n pemetrexed khi
don tri hopc ph5i hgp nhu suy tiy xucrng, cq th6 nhu thii5u m6u, giim b4ch cAu trung tinh, giim
bach ciu, gi6m titiu cAu vi dgc tinh li6n quan da5n ti6u h6a nhu ch6n 5n, budn n6n, n6n, ti6u
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chtry, tito b6n, vi6m hgng, vi6m ni€m mpc vd vi6m da ddy. c6c t6c dpng mong mu5n kh6c baogdm: rt6c tinh th4n lamlang aminotransferase, rung t6c, mQt moi, mft nu6c, n6i ban, nhi6m
trirng vd bQnh thfln. Hi6m khi c6 hQi chung Steven-Jo-hnson va rr"iii*ilidr rf,1 ie, oo".

Bing IiQt kG cdc.tr[c dgng kh6ng mong mu5n
Bdng sau cho bitit tAn su6i 

"e.T,* 
o9 n"gniem trgng cta cdc tdc dyng ngopi y du-o. c ghi nh6n o >

5% o 168 b€nh nhdn.u trung_bi6u q6 nhgn ng6u nhicn ph6c tl6 .itplutin ,a perlt."*ed, vd 163
bQnh nhdn u trung bi6u md nhan ng6u nhi6n phac d6 dcrn tri cisplatin. Trongc6 z nfrarf, oieu i.i
ndy, cric bdnh nhdn ddu rlugc tli6u tr! h5 trg bing acid folic vd viiamin Brz.

C6c t6c dqng ngogi i
TAn su6t d6nh giri: rdthay gap (> l/10), hay gip (z l/100 vd < l/10), it gdp E ttt 000 vd <
l/100), hitim g{p (> t/10-00b vd< l/t.ii00);r61iiri6, 1. 1/10.000) vd-kh6ig'dtlr. uie, f"oi,c
khdng duoc tl6nh gi6 tir c6c dfr liQu c6 sEn - biio ciio tu ph6t). Trong m6i nhim tAn ,r6t, .6. t6.
dgng ngo4i y Auqc th6 hi6n theo mfc dQ giarnJAn 
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Pemetrexed/ cisplatin
(N=168)

Cisplatin
(N:r63)

c0H9
quan

T6n suAt Tiic dung ngo4iy

Tdt ci
mfc ilQ

ilQc tinh

D6c tfnh
mftc3-4

(%)

Tdt cd
mtic cl6

d6c tinir

D6c tfnh
mttc3-4

(%)
Gi6m b4ch adn
tTng tinh/ b4ch
cdu hat

56,0 23,2 13,5 3 I)

Gi6m bach cAu 53,0 14,9 16,6 0,6
Gi6m hemoglobin 26,2 4,2 10,4 0,0

R6i loan
he m6u
vd b4ch
huytit

Rat hav
gap

Gi6m ti6u cAu 23,2 5,4 8,6 0,0
R6i loan
chuy6n
h6a vd
dinh
du0ng

Hav g6p Mdt nudc 6,5 4,2 0,6 0,6

R6t hay

eap

BQnh thdn kinh
cam glac

I I0, 0,0 9,9 0,6R6i loan
th6n
kinh Hav gip Loan vi gi6c 7,7 0,0*** 6,1 0,0***
R6i loan
thiei6c

Hay gap Vi6m k6t m4c 5,4 0,0 0 6, 0,0

R6i loan
h9 tiOu
h6a

Rat hay

sap

Ti6u chAv 16,7 3,6 0,0

Ndn 56,5 10,7 49,7 4,3
Vi€m miQng/ vi€m
hqng

23,2 3,0 6,1 0,0

Bu6n n6n 82,1 1 1,9 76,7 ss-,-
Ch6n 6n 20,2 1,2 14,1 0,6
T6o b6n ll,9 0,6 7,4 0,6

5,4 0,6 0,6 0,0Hav g4p Kh6 ti6u
Ban 16, I 0,6 4,9 0,0

I 1,3 0r0*** 5,5 0r0***
R6i lopn
da vd mO

du6i da

Rat hay

sap Rung t6c

10,7 0,6 9,8 1,2T[ng creatinin
thpn vd
.r..

tlet nleu

R6i loan R5t hay

s?p Giim dQ thanh thii
. . *t

creatlnln
16,1 0,6 17,8 I 8)

DR. REDDY'S LABORATOR!ES LTD. TrangS/14

at

8,0

https://nhathuocngocanh.com/



loan
chung vd
tai vi tri
ti6m

hay
gap

M6t m6i 47,6 I I0, 42,3 9,2

creatinin"
tham khio cuaCTC V thulen 2binungga v0lphi€n

thanhthupt thaingf oo"gi6m

kh6c"trich dIn tfrtlugc sinhthu4t ngu "than/ duc nl9u
CTCtheo V thulen v2 1NCIung quoc ( 0, va t6cgla lo4nee8), vl chi b6ogtac rung duo. c

ocao Imfc 2

tlQ tlQc tinh ngopi trir

l,ong.blr,g.l-"V dE dirng muc gidi hqn 5% dC bao g6m tdrt ctr citc bi6n c6 md nguoi b6o c6o cho
rlng c6 th6 li6n quan d6n vi6c sft dung pemetrexed vd cisplatin.
Cric dQc tfnh CTC c6 y nghia ldm sdng duoc b6o c6o o > lo/o vit < 5% b€nh nh6n rli cluoc chi
dinh ng6u nhi6n dirng cisplatin vd pemetrexed bao 96rn' rry th4n, nhi6m tn:;;;-;il ,ar'gii,
b4ch cAu trung tfnh, tlng AST, ALT, vd GGT, mdy diy vd tlau nggc.
C6c dQc tinh CTC c6 f nghTa l6m sing dugc b6o c6o 0 < l%bQnhnhdn cld dugc chi rlinh ngfiu
nhi6n dDng cisplatin vd pemetrexed bao gdm lo4n nhip tim vd bQnh thAn kinh vpn ttQng.
Bing duoi tl6y cung c6p tAn su6t va mric tlQ nghidm trgng cria tiic dpng kh6ng rnon! mu6n tl6
tlugc b6o ciio d > 5%o c:0ra 265 bQnh nhdn du-o. c chi ttlnh ng6u nhi6n dDng pemetiexed don it6c c6
b6 sung acid folic vd vitamin Brz, vd cta 276 bQnh ilran du-o. c chi Oi"f, ,ga, nhi€n ding
docetaxel don dQc. fdt ca b€nh nhdn clugc ch6n dorin mic ung thu ph6i kh6ng'ti5 beo nho lrti, /t/^,.
tru giai ilo4n ning hoic di cin vd di tung diAu tri ho6 chAt. // LV-

/ -t'
He c0
quan

Tdn sudt T6c dung ngo4i y Pemetrexed (N:265) DocetaxelN:276)
Ddc tfnh

tht ctr
mric cl6

D6c tinh
mfc3-
4 (%)

D6c tfnh
tdt ctr

muc oo

D6c tfnh
mfc3-
4 (%)

R6i loan
h9 m6u
vd b4ch
huytit

Rat hay
gap

Gidm bpch cAu trung
tfnh/ bach cdu hat

10,9 5,3 45,3

Gidm bach cdu l2,l 4,2 34,1 )1 )
Gi6m hemoglobin 19,2 4,2 22,1 4,3

Hay gap Gi6m ti6u cdu 8,3 1,9 l,l 0,4
R6i loan
h9 ti6u
h6a

Rat hay
gap

Ti6u chdy 12,8 0,4 24,3 ,{

N6n 76,2 1,5 12,0 1 , 1

Vi6m mi€ng/ vi€m hong 14,7 I ) I 17,4 1 ) 1

Bu6n n6n 30,9 2,6 16,7 1,8

Chiin 5n 21,9 7,9 23,9 )\
Hay gap T6o b6n 5,7 0,0 4,0 0,0

R6i lo4n
gan mpt

Hay gap TIne SGPT (ALT) 7,9 1,9 1,4 0,0
Ting SGOT (AST) 6,8 1,1 0,7 0,0

Rdi lopn
da vd m6
du6i da

Rat hav
gap

Ban/ tr6c v6y da 14,0 0,0 6,2 0,0

Hay gap Ngfa 6,8 0,4 1,8 0,0
Rung t6c 6,4 0,4** 37,7 ) )**

R6i lopn
chung vd
v! tri
ti6m

Rat hay
gap

MQt moi 34,0 5,3 35,9 5 )4

Hav gip S6t 8,3 0,0 7,6 0,0
': tham khio CTC c0a ViQn ung thu qu6c gia phi6n b6n 2 cho m5i <IQ dQc tfnh
**: 

theo CTC ViQn ung thu qutSc gia (v2.0, NCI 1998), rung t6c chi cluo. c b6o c6o d mric I
ho{c2

,
?
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Tong.bl'^g,l^.v da dnng qT. gi0l hqn 5% d6 bao g6m t6t cir cdc uirin co md ngudi b6o c6o cho
rdng c6 th6 li6n quan drSn viQc sri dung pemetrexed.
C6c tlOc tfnh CTC c6 f nghTa ldm sdng.dugc b6o c6o d > lYo vit < 5% bQnh nh6n <ld clu-o. c chi
dinh ngSu nhi6n dtng.Rgmetrexed bao !6m:'nhi6m trr)ng [-,ong c6 gi6m b4ch cAu urrgimr,, ,ai
pllT l-i1,:41 

tryns tinh, ph6n une di ing ,in .a'n, ti.e .i"?inii., ug;-;ilt; k;;h v6n d6ng,
b€nh thin kinh cim gi6c, ban clo da dang vi tlau bgng.

C6c dOc tfnh CTC c6 f nghia.l6m sdng_du-o.c biioc6o o < l% bQnh nhdn dd du-o.c chi rtinh ngflu
nhi€n dtng pemetrexed bao g6m loan nhip tr6n th6t.
C6c dQc tfnh vA xdt nghiQm dd 3 vd 4 c6 y nghia l6m sdng tuong ry-nhau gifta cric ki5t qud pha 2
hqp nh6rt tir 3 nghi6n-cuu dirng tton dQc pemetrexed lnro+; ri riiilqra?,i" rgir!, c1iu pha 3
dilng pemetrexed dugc m6 ti d tr6n, ngoai trir gi6m bach cAu trung 

-tinh 
(l1d% so vdi 5,3%

tuong Tq) vd.ting alanine transaminase (15,2%o so vdi 1,9%o tuong ung). Nhirng su kh6c nhau
ndy c6 th€ do kh6c nhau trong quAn thC bQnh nhdn, vi c6c nghidn *u p-t',u Z UaJgOm c6 nhirng
bQnh nh6n ung thu v[ chua dirng vd di dDng h6a tri li6u tru6c, c6 di cln gan tir tnr6c vd/ hoAi
c6c x6t nghiQm chfc nlng gan kh6ng binh thuong tru6c nghidn cfu.
Bing dudi ddy cung cdp tdn sudt vd mric cl6 nghidm ^trgng cta tdc dung kh6ng mong mutin di
dugc biio c5o d > 5o/o cia 839 bdnh nhdn ung thu ph6i kh6ng t6 beo nho ng6u nhi6n duo. c ili6u
trl tang.cisplatin vd pemetrexed vi 830 bonh_nh6n ung thu prr6i r.rrong tt-;;;; ";a;;ia;tlucv. c di6u tr! bing cisplatin vd gemcitabine. TAt ci c6c b€nh nhan Oung1hu6c nghien cr?u nhu ld
tr! liQu khoi dAu cho ung.thu ptr_Oi ktrOng t6 bao nho tai ch6 tiOn tri6n [o4c d6 dlcin; b€nh nhdn72- .

6 cdT nh6m ddu dugc tli€u tr! h5 trg bang acid folic vd vitamin Brz. //(U-
/ ---"

-
.A

H9 c0
quan

Tdn sudt T6c dgng ngoai y Pemetrexed/
Cisplatin (N:839)

Gemcitabine/
Cisplatin N:830)

Ddc tfnh
tdt ctr

muc do

D6c tfnh
mric 3-4

(%)

DQc tfnh
tdt ctt

mfc tl6

D6c tinh
mftc3-
4 (%)

Rdi loan
hC m6u
vd b4ch
huyi5t

Rat hay

sAp

Gi6m hemoglobin 33,0* 5,6' 45,7' 9,9*
Gidm bach cAu trung tfnh 29,0. l5,l* 38,4' 26,7'
Gi6m bach cAu hat 17,8 4,8* 20,6 7,6'

Hav gap Giim ti6u cAu 10,1* 4,1' 26,6' 12,7*

R6i loan
he thAn
kinh

Hay gap BQnh thdn kinh cim gi6c 8,5* 0,0* 12,4* 0,6*
Lopn vigi6c 8,1 0,0*** 8,9 0,0***

R6i lopn
he ti€u
h6a

RAt hay

sap

Bu6n n6n 56,1 1)' 53,4 3,9*

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

Ch6n 6n 26,6 2,4* )l) 0,7'
Tiio b6n 21,0 0,8 19,5 0,4

Vi€m miQng/ Vi6m hdu

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

Ti6u chdy khdng ph6u
thuit hiu m6n

12,4 I ) J 12,8 1,6

Hay gap Kh6 ti€u/ cv n6ng 5? 0,1 5,9 0,0

R6i lo4n
da vd mO

du6i da

Rat hay

sap

Rpng t6c 1 1,9* 0*r+ 21,4* 0,5

Hav gip Ban/ tr6c viy da 6,6 0,1 8,0 0,5

R6i loan
th4n vd
.:,

tlet nleu

Rat hay

sap

Ting creatinin l0,l' 0,8 6,9' 0,5

R6i loSn
chung vd
vi tri

Rat hay

sAp

MQt m6i 6,7 44,9 4,9

,i
r;

!
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ti6m

splatin itabine/cisplatin,kh05 so s6nhp 0,gra tr! c vagiira pemetrexed/
SUgemc dung

isherF testExact
tham kh6o VCTC thul9n CINung I cho

i
quoc (v2.0,gia mol tfnhee8) t10cdo

CTCtheo V thu v2.l9n N ICIung giaAquoc ( 0, valoane98), chit6cgi6cVI b6orung duo. c
0cao Imric 2

Tong.btr.g.l^"v dd dirng mric gidi han 5Yo dC bao g6m t6t ctt citc bi6n cd md ngucri b6o c6o cho
rf,ng c6 thd li€n quan d6n vi6c sri dung pemetrexed-vA cisplatin.
Ciic dQc- tfnh CTC c6 y nghia l6m sdng duo. c b6o ciio d > lYo vir < 5% b€nh nh6n rla ctuoc chi
tlinh ng6u nhi€n dirng pemetrexed vdlispiatin bao.g6rn: ang aS1 tail AiT, ,rriA. irt rg,
gi6m b4ch ciu trung t(nh kdm s6t, suy th6n, s6t, m6i nudc, tiicrn t6t .aZ, tang o9 tt unt tnai
creatinin.

C6c ilQc tinh CTC c6 y nghia l6m sdng ilugc b6o c6o d < l% bQnh nhdn dd duoc chi rlinh ngflu
nhi6n dtng pemetrexed vd cisplatin bao g6m tlng GGT, dau nggc, loan nhip tim vd Ulnn ttAn
kinh vdn dQng.

Cric dQc tfnh c6 1i nghia l6m sdng tty thu6c gi6i tinh cflng tucrng tu nhu quAn th€ chung cfiax 17t,7
bdnh nhdn dirng pemetrexed ki5t hqp. - 

// UL
/ -"--Bing du6i tl6y cung c6p tAn su6t va mric d6 nghi€m trong cta t6c dung kh6ng mong mu6n rld

tluoc b6o c6o d > 5Yo cia 800 bQnh nhdn tlugc ngSu nhi6n di6u tri tlon dQc bing pemetrexed vd
402 bQnh nhdn duoc chi dinh dirng gi6 dugc trong nghi€n cuu tti6u tri duy tri bing pemetrexed
tlon tlQc (JMEN: n : 663) vd tti6u tri duy tri li6n tuc bing pemetrexed (PARAMOUNT: n :
539). TAt ctt cdc bQnh nhdn dugc chuAn do6n ung thu ph6i [t Ong ti5 bao nho giai doan III holc
IV vd tl6 dr)ng h6a tri liQu co bin platin tru6c kia. BQnh nhdn O cd2 nh6m tl€u du-o. c ili€u tri h6
trg bing acid folic vd vitamin Brz.

-

..:[

it
tE

HC c0
quan

TAn sudt T6c dgng ngoai y Pemetrexed***

N:8oo)

***ula ouoc

6N:+Oz;
DQc t(nh

tdt ca
mftc d6

Ddc tfnh
mftc3-
4 (%)

DQc tfnh
t6rt ctr

muc oo

DQc tfnh
mfc3-4

(%)
R6i lo4n
he m6u
vd b4ch
huytit

R6t hay
g6p

Giim hemoglobin 18,0 4,5 {, 0,5

Giim bach cAu 5,8 7,9 0,7 0,2
Hay gip Gi6m bpch cAu hpt trung

tfnh
8,4 4,4 0,2 0,0

R6i loan
he thAn
kinh

Hav gip BQnh th6n kinh cim gi6c 7,4 0,6 5,0 0,2

R6i
hc
h6a

lo4n
ti6u

R6t hay

sap

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

Ch6n [n 12,8 I , I ?,') 0,0

N6n 8,4 0,3 1,5 0,0

Vi€m ni€m mac/ Vi6m
mi€ng

6,8 0,8 1 ,7

ROi lopn
gan mflt

Hav gip T[ng ALT (SGPT) 6,5 0,1 )) 0,0

T[ng AST (SGOT) 5,9 0,0 7,7 0,0

R6i lo4n
da vd m6
du6i da

Hay gap Ban/ tr6c vdy da 8,1 0,1 3,7 0 ) 0

R6i lopn
chung vi
vi tr(

n6t hay

sap

MOt moi 24,1 5,3 10,9 0,7

\II
)
t,
;,l
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ti6m

Dau 7,6 0,9 4,5 0,0
loanR6i

thdn
Hay gap

Phn nC 5,6 0,0 1,5 0,0

gia)

67 90, I 7 0,
tirCdc vl ALT alan lne am ASTinotransferase; aminotransferaseaspartate CTCAE

Common for AdverseTerminology Event chu6n tfnh chun(Ti6u NCId0c Lg)
National Cancer Institute I thu(v en SGOT serumung quoc lc oxaloaceticglutam

SG PT serum aminotransferase

C6c tlQc- tfnh CTC c6 y nghia l6m sdng dugc b6o c6o d > lYo vit < 5% bQnh nhdn d6 rlu-o. c
dlnh ng5u,nhi6n.dtng pemetrexed: gi6m bpch cAu trung tinh kdm stit, nhi6m trung, gi6m
cdu, ti6u ch6y, tiio b6.n, rqng t6c, ngfa, sdt (kh6ng c6 giim bach cAu trung tfnh), ugntr uc
m6t (bao g6m vi€m k€t mac), tdng chiy nu6c mit, ch6ng m[t vd bQnh thAn kinh vdn d6ng.

chi
tiiiu
mat

C6c tIQc tfnh CTC c6 y nghTa.ldm sdng clugc b6o c6o o < l% bQnh nhdn di tlu-o.c chi dinh ng6u
nhi6n dr)ng pemetrexed bao g6m phin img di ung/ m5n cim, ban ct6 da d4ng, lo4n nhip tr€n th6t,
vd nghEn mach ph6i.

DQ an todn tl6 duoc diinh gi6 d6i vdi nhfrng bdnh nh6n dugc chgn ng6u nhi€n vdo nh6m tli€u tri
bing pemetrexed. (N:800). Ti lQ c6c phin ung phg da du-o. c cl6nh gia AOi vdi nhirng bQnh nhdn
c6 < 6 chu k! tli6u tr! duy tri bdng pemetrexed (N:519) vd so vdi nhiing bQnh nhdn c6 > 6 chu
k! di6u tr! b[ng pemetrexed (N:281). D6 quan s6t th6y t[ng c6c phin ung phg (t6t cit cdc cdp
tlQ) v6i thdi gian sri dpng thu6c ddi hon. Mfc tlng c6 y nghla vC t1i t9 gi6m b4ch ciu trung tfnh
c5p d0 314 c6 th(5 lien quan v6i thu6c nghidn cfu tl6 clu-o. c quan stit vdi thdi gian sri dung
pemetrexed ddi hon (S 6 chu ky: 3,3%o; > 6 chu ky.6,4%o, p:0,046). Kh6ng c6 sg kh6c biQt ndo
c6 y nghia th6ng te vC b6t kj, c6c phin ung phq c6p dO 314 ri6ng 16 ndo kh6c dd dugc thSy v6i
thoi gian sri dqng thu6c ddi hcvn.

C6 it b6o c6o v€ cdc bi6n ci5 tim mpch vd m4ch m6u n6o nghiOm trgng bao g6m nh6i m6u co
tim, dau th6t nggc, tai bitin mpch m6u ndo vd ccrn thi6u m6u cgc b0 nh6t thdi trong c6c nghiOn

cr?u l6m sdng v6i pemetrexed, thudng xdy ra khi dtng ptrOi trqp vdi mQt thu6c tlQc t6 bao kh6c.
PhAn lon bQnh nhdn gf;p cdc tac dgng ndy dd c6 cdc ytiu t6 nguy co tim m4ch tir tru6c.
Hitim c6 ciic brio c6o vA vi6m gan, c6 nguy co trim trQng, trong ci{c nghiOn criu l6m sang vdi
pemetrexed.

Gi6m toin thd huytit cAu it khi du-o. c b6o c6o trong c6c thrl nghi$m l6m sdng v6i pemetrexed.

Trong c6c tht nghiQm l6m sing, c6c trudng hqp vi€m dpi trdng (bao g6m ch6y m6u ruQt vd trgc
trdng, tl6i khi gdy tti vong, thring ruQt, hopi tft ruQt vd vi6m manh tring) it khi tluo. c biio cito d
b6nh nhdn st dpng pemetrexed
Trong c6c thft nghiQm l6m sdng, vi6m ph6i m6 kE vi suy h6 hAp, d6i khi gdy tti vong, ft khi
tlugc b6o c6o 0 bQnh.nhdn di€u tri bing pemetrexed.

Cfing it c6 b6o c6o vO c6c trudng hqp phn o bQnh nhdn dirng pemetrexed.

Vi6m thgc quin/viOm thgc quin ph6ng xp dugc b6o c6o kh6ng thucrng xuydn trong qu6 trinh
thr? nghiQm ldm sdng vdi pemetrexed.
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Nhi6m khuAn, ddi khi gdy tri vong, dd du-o. c b5o ciio thudng gap trong c6c thirnghi6m l6m sdng
vdi pemetrexed.

Trong qu6 trinh theo d6ihflu m6i, c6c phdn ung kh6ng mong mu5n sau d5 rtuo. c b6o c6o 0 bOnh
nhdn ding pemetrexed:
-C6 ft trudng hqp b6oc6o vA suy thfln c6p 6 bQnh nh6n dirng pemetrexed don ilQc ho4c ph6i hqp
v6i cric hoii tri li6u kh6c.
-C6 it trudrng hqp b6o ciio v6 vi6m ph6i khu trri do tia xa o bQnh nhdn c6 xp trl tru6c, trong vir
sau khi di6u trl bing pemetrexed.
-Hi6m c6 truong hqp b6o c6o vd thu h6i bric xa d bgnh nh6n d6 xa tri tru6c.
-c6 ft trudng hqp b6o c6o vd thi6u m6u ngopi vi doi khi d6n t6i hoaiiri chi.
-Ciic tinh tr4ng b91g nudc hi6m gap tl? du-o. c b6o c6o bao g6m cd hQi chrng Stevens-Johnson v6
hoai tri bi6u bi nhi6m ddc, trong mQt s6 truong hgp da gdylu vong.
-DE c6 b6o c6o hitim gpp vC Ugntr thiliu m6u-ta, trytit o bQnh nhdn ducy.c rli6u tri bing
pemetrexed.
-C5c trucrng hop hi6m gap vO s6c phin vQ 116 du-o. c b6o c6o.

Thdng bdo cho bric si nhtcng tdc dyng khilng mong muiln Sdp ph,rti khi sit dqng thudc.

quA unu
Cilc triQu chung cria quii lidu duoc b6o c6o g6m gi6m bach cAu trung tfnh, thi6u m6u, gi6m s0
, ..i ;. .^
lugng ti6u cdu,.vi€m ni6m m4c, da bQnh ly th6n kinh cim giitc vd ban da. C6c bitin chring dU
doiin cria qu6 li€u g6m fc ch6 tUy xuong clugc bi6u hiQn bOi giam b4ch c6u trung tinh, giiir s6
lugng ti6u c0u vd thii5u m6u. Ngodi ra, c6 thi5 gflp nhi6m khuAn c6 hoflc kh6ng c6 ttit, ti6-u chAy,
vd/hoic vi6m ni6m mac. Trong trulng hqp nghi qu6 li6u, phii theo d6i bQnh nhdn, ki6m tra
c6ng thric m6u vd thgc hiQn liQu ph6p h6 trg khi cAn. Cdn nhEc viQc sri dqng calci folinaV acid
folinic trong di6u tri qu6 lidu pemetrexed.

HUOI'{G DAN PHA CHE vA StIogNC: tu6n theo ki thuft v6 khuf,n
Dung dich natri clorid 0,9yo ld dung dich clugc khuy6n c6o cli5 hoin nguydn vd pha lo6ng thu6c
tru6c khi ti€m truyAn tTnh m4ch. Pemetrexed thi tuong ky vC m4t lV tintr vdi c6c dung dich c6
chria calci nhu Thu6c ti6m Lactated Ringer's vd Ringer's. Dirng il6ng thdi pemetrexed v6i c6c
thu5c vd dung dich pha loing kh6c chua clugc nghiCn cftu, vd do vpy kh6ng khuytin c6o sri dgng.
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l. K! thupt v6 khuAn du-o. c 6p dqng trong su6t quii trinh hodn nguy6n vd pha lodng dung
dich ti6m truy6n tlnh mach pemetrexed.

2. Tfnh to6n li6u vd s6 19 cAn dnng. M6i lg chria mQt lugng du pemetrexed d,5 d6 l6y lugng
thu5c ghi nhdn.

3. A. Hodn nguy6n lg ch6 phdm 100 mg v6i 4,2m1dung dlch ti6m natri clorid 9 mg/ml
(O,gyo), kh6ng dirng chAtb6o quin, du-o.c dung dich c6 n6ng dQ pemetrexed 25 mglml.
Lic xoay lo nhe nhdng ee Ugt tan hodn todn. Dung dich thu dugc trong suiit, khdng mdu
hodc c6 mdu ving ho[c ving xanh 16. Dung dlch hodn nguydn c6 pH trong khoing 6,6 -
7,8. Cfln ti6p tgc pha loing dung dich niy.
B. Hodn nguy6n l9 ch€ phdm 500 mg vdi 20 ml dung dfch ti6m natri clorid 9 mglml
(O,go ), kh6ng dirng chAt"b6o quin, tluo.c dung dich c6 n6ng dQ pemetrexed 25 mglml.
Lic xoay lg nhe nhdng eC Ugt tan hodn toin. Dung dich thu dugc trong su6t, khOng mdu

ho{c c6 mdu vdng hoflc vdng xanh 16. Dung dich hodn nguy6n c6 pH trong khoing 6,6 -
7,8. CAn ti6p tgc pha loing dung dich niy.

4. Lugng dlch thfch hqp dC pha loing ti6p dung dlch hodn nguy6n la 100 ml dung dich ti€m
natri clorid 9 mglml (O,gyo), kh6ng ch6t bao quin, vd dirng nhu dich ti6m tinh mpch

truyCn trong 10.phft.
5. Dung dich thu6c ti6m.ph6i duo.c ki6m tra cim quan v6 t4p chdt vd mdu s5c tru6c khi

dtng. N6u quan s6t thdy tap ctrSt thi kh6ng su dqng nffa.
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6. Dung dich pemetrexed ld dpng dirng don li6u. Luqng du c0a ch6 phAm vn phti phAm phni
clugc hriy theo quy dinh hiQn hdnh.

Dung dich hoin nguy6n vd dung dich ti6m truyAn pemetrexed c6 dQ 6n rtlnh dtin 24 gid sau
khi hoin nguydn n6u duoc.bio qu6n dudi 250i ho{c 2-80C. Tuy nhi€n, boi vi pemetrexed vd
dich pha lodng dugc khuy6n c6o kh6ng chria chirt b6o quin, ndn cl6 tr6nh nhi6m khuAn cin
st dgng dung dich hodn nguy6n vd ti6m truyirn ngay sau khi pha. Loai b6 phAn ch6 phAm du.

QIfY. CACH DONG GOI: HQp I l9 thriy tinh c6p I, tl6ng blng nft cao su bromoburyl vd hdn
kfn bdng nip nh6m.

HAN DUNGz 24 th6ng kC tir ngdy sdn xu6t. Khilng ding thudc quti hgn cho phdp.
Dung dich hodn nguydn vd dung dlch ti6m truyAn c6 th6 bdo quin trong24 gid o nhiQt d9 250C
holc 2-80C.

nAO QUAN: 86o quin dudi 30oC. Tr6nh 6nh s6ng. Od *u6c xa tim tay tri em-

TIEU CHUAN: Nhd s6n xu6t.

NGAY Cap NHaT NQr DUNG ro r{rlof{G DAN StI OuNC:

Nhir sin xu6t:
DR. REDDY'S LABORATORIES LTD.
Formulation Unit-7, PlotNo. Pl to P9, Phase III, VSEZ,
Duvvada, Visakhapatnam District-s30046, Andhra Pradesh, An D0.

D4i diQn co sO lry
(Kf t6n

,fu

Hg Patki
Chfc VPDD t4i ViQtNam
DR. REDDY'S LABORATORIES LTD.
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I HUoNc oAru sU ouruc rnu6c cHo r,rcufl aENH

PODOXRED 100 mg & S00 mg

Dec yt* hrong ddn s* dt1.ng tru6c khi dilng
Thu6c bdn theo don; Dd xa tdm tay trd ei

Thdng bdo ngay cho bdc si hoQc drqc s! nhftng tdc dyng
khdng mong mu6n gdp phai khi s* dyng thuijc

TIIAI{rI pHriN, HAM LLIgI{c cuA ruu6c
PODOXRED l00mg
M6i lq chfa:
Hoqt chdt: Pemetrexed disodium (dang v6 dinh hinh). ......1 10,2g mg(tuongduongvoipemetrexgd...... ...... l00mgj
Td duoc: Mannitol (kh6ng chdt giy s6t), natri hydroxid, acid hydrochloric.

PODOXRED 500mg
M6i lo chua:
Hoat chh: Pemetrexed disodium (dang v6 clinh hinh) .551,4 mg

(tuong duong voi pemetrexgd . . ... ...500 mg)
Ta dryc; Mannitol (kh6ng chdt g6y s6t). natri hydroxid, acid hydrochloric.

UO fA SAN fgAUt: Lo chria bgt tt6ng kh6 mlru trEng d6n ving nhat hoic ving xanh.

QUY. CACH DONG GOI: gQp I lq thty tinh cip I, d6ng bnng nirt cao su bromoburyl vi hirn
kin bing n*p nh6m.

THUOC DUNG CHO BDNII Gi?
U trung bi6u m6 Ting ph6i 6c tinh
- Pemetrexed k6t hqp vdi cisplatin duoc chi dinh d6 diiu tri cric benh nh6n c6 u trung bi6u m6. , :. ,

ming phoi 6c tinh kh6ng th6 cit bo chrra duoc dtng h6a tri li6u.

Ung thu ph6i kh6lrg t6 bio nho
- Pemetrexed k6t hqp vdi cisplatin li phric dd duoc lua chon hang diu trong didu tri c6c b6nh nhdn

ung thtr phoi khong t6 beo nho ti6n tri6n tai ch6 hoac di cin, kh6ng phii loai chu y6u li td bio
hinh viy theo md hoc.

- Pemetrexed dring don tr! li€u d6 di,iu tri duy tri b€nh nhAn ung thu phOi khtng t6 bio nho, kh6ng
phdi loai tG bdo hinh viy, ti6n tri6n tai ch6 hoic di cln mi bgnh kh6ng ti6n tri6n ttic thi sau h6a
tri liQu drra tr€n platinurn.

- Pemetrexed drroc chi dinh trong don tri li6u hing thir hai d6 didu tri bQnh nhdn ung thu phdi
kh6ng t6 beo nho ti6n trien tai cho hoac di cin, kh6ng ph6i loai cht y6u li t6 bio hinh viy theo
rn6 hgc.

a

)
I

:
I

I

Z

q

NrN ntrNc THT]6C NAY NHLT THT NAo vA T,Ttu L[Tc.,NG?
Pemetrexed chi dugc dtng dudi sg gi6m s6t cira bic s! c6 kinh nghigrn sir dgng h6a tri liQu

ch6ng ung thu.

Pemelrexed kAt hqp r,0i cisplatin
Li6u khuyiin c6o cta pemitrexed h 500 mg/m2 diQn tich bA mat co th6 (BSA - body surface

area), ti6m truydn tinh mach trong l0 phirt 6 ngiy tht nhdt cta m6i chu lc!'21 ngiy. LiAukhuyiin
c6o cta cisplatin li 75 mg/m2 BSA, ti6m truy6n trong 2 gi&, khoing 30 phirt sau khi truydn xong

___ thT

D4IDIEN
UAN PH

T4 THA IIH PH0-
H0 CH fvt

*

\
o
LJ
LlJ

6

P.B

/w
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lr.90R4

AN PH0NI

oAt otEtl
I nUOruc oAr.l st/ ourue rnu6c cHo nrcuu aEr,JFt

pcmctrcxed
n6n ddy dt

o ngiy thu nhit cta m5i chu kj'21 nglry Bqnh nhdn phdi
khi ti6rn truy6n

',r,ir,

:i/
U o

0
tJi

Trdn cdc b0nh nhan ung thu pn6i t6 bio nh.o di tung duoc h6a tri tru6c tl6, fidu khuy6n c6o cua
pemetrexed li 500 mg/m2 BSA, ti6m truydn tinh mach trong l0 phtt o nghy thu nir6t cua m6i
chu kj'21 ngiy.

ducrc nhArl
vi btr nu6c thich hop truoc vir/ hoic sau cisplatin.

Pemetrexed dilng don doc *

Theo ddi
Truoc khi dugc ti6m gemetrexed ph6i duqc ki6m tra toin b6 c6ng thuc m6u bao g6m c6ng thirc
bach ciu (WCC) vir s6 luong ti6uciu. Tru6c mdi tin dqt h6a tri, cic thu nghigm sinh h6a m6u
phii duqc thuc hi$n de denh gi6 chirc ning th{n vir gan. Truoc khi bit diu m6i chu kj,h6a trl,
bQnh nh6n phii dat cic ti6u chuin sau:
-S5 luqng bach ciu trung tinh (ANC) phii Z 1.500/mm3
-56lu.qng ti6u cAu phii ) 100.0004nm3.
-H0 s6 thanh thii creatinin phii > 45 mVphirt.
-Bilirubin tohn phin phii S 1,5 lin gioi hp tr6n binh thulng. Phosphatase kiArn (AP), aspartatc
aminotransferase (AST hay SG.OT), vi alanine aminotransferase (ALT hay SGPT) S 5 lin gi6i
han tr6n binh thuong c6 th6 ch6p nh{n trong truong hsp c6 di cin t6i gan.
Diiu chinh tiiu
Su diAu chinh lirlu lirc bit dAu mQt chu kj'ti5p theo phii.dlra tr6n s5 lusng t6 biro mriu th6p nhdt
ho4c dgc tinh t6i da kh6ng thuQc huy6t hqc tu chu kj,diAu tri truoc. Vi€c diAu tri c6 thti noan tai
dC benh nhAn c6 th6 phgc h6i. Sau khi phuc hdi, benh nhAn phii duqc.ti6p tuc di6u tri theo huong
din trong cic Bing 1,2 vA 3; c6 th6 dtng pemetrexed trong phic d6 don tri hoac ph6i hqp vdl
cisplatin.

N b€nh nhin c6 dOc tinh kh6ng thuqc hoc>mirc3(bao dqc tinh
rolc bing tri s6 trudc

UEnir nnan. Vi€c di6u tri sd dusc ti€p ryc theo c6c chi din o Bing 2

a
)
t

L

't

Iq

I

T

{

kinh),.phii
khi cli6u tri

Itdng 1. Iling hi6u chinh cho pemetrexed (dtng tlon tri hay p hqp) vn cisplatin
tr€n tinh

ANC thdp nh6t < 500/ rnm3 vi ti6u cAu thAp ntr6t:
50.000/mm3

75o/o cta li6u trudc (ci pernetrexed
vi cisplatin)

Ti6u ciu thdp nh6t < 50.000Anm3kh6ng tinh d6nANC
th6p nh6t

75o/o cta li€u tru6c (ci pemetrexed
vi cisplatin)

Ti6u ciu thAp nh6t < 50.000imm3, c6 chAy m6uu vh
kh6ne tinh d6n ANC th6p nhit

50% cria li6u tru6c (ci pemetrexed
vi cisplatin)

d6c tinh chung cira Vi6n ung thu q gia (CTC v2.0; NCI 1998) quy dinh" Theo ti6u
rnau CTC muc 2.
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Bing 2. Brf,ng hi6u chinh cho pemetrexed (dtng tlcrn tri hay p
tr0n tinh kh

VAN PHON

Li6u pemetrexed
(mg/m2) *a

Bit ct tl$c tinh nio trt vi6m ni6m mgc, o muc 3
hoic 4

75% cria li6u
tru6c

...i:
l5"h cua heu truoc

nhAp vi6n (kh6ng tinh mric d6)
4.,

Ti6u chiy 75o/o cria lidu
truoc

75o/o cta li6u tru6c

Vi0rn ni6m mac muc 3 hoic 4 50% ota li6u
trudc

100% cua li6u trucrc

'Theo ti6u- chuin tf6c tinh chung cta Vi6n ung thu qudc
b Kh6ng t6 a$c tinh thin kinh.

gia (CTC v2.0;NCl 1998)

I ntroruc DAN sr/ DUNG THUOc cHo NGtJor BENH

Trong c6c truong hqp co d$c tinh kinh, sg hiQu chinh
cisplatin theo Bing 3. Benh nhdn phii ngung di6u tri n6u
xuit hi€n.

cao cua pemetrexed vi
c6 d6c tinh thdn kinh mric 3 hoic

-
,:

Phii ngung
huy6t hqc 6
4.

trl
muc 3 hoac 4

b€nh nhin c6 cir hoc tinh
li6u hoac th6y xudt hi0n t10c tinh

hoc hoic kh6ng
kinh mric 3 hoic .a

Ngrdi,gid: trong cic nghi6n cuu l5m sing, kh6ng c6 xic dinh li bQnh nhAn trdn 65 tu6i c6 nguy
co xuit hiQn cic phin ung c6 hai nhi€u hon so voi bgnh nhin du6i 65 tu6i. Kh6ng c5 su giim
hAu nlro kh6c ngoii cn6 AO giim liAu dugc khuy0n dirng cho t6t ci b€nh nhAn.

BQnh nhi: kh6ng c6 kinh |ghi€m dtng pemetrexed tr6n benh nhi mi. u trung bi6u m6 rning ph6i
6c tinh vi ung thu ph6i t6 biro nh6.

BAnh nhan slnt than (cdng th*c Cockcrof vd Gault chudn halt 6c d0 lpc cdu thQn dtrqc do bdng

phuong phdp thanh thai huy€t thanh TceemDPTAl: pemetrexed dugc biri ti6t qua thin duoi dang

kh6ng d6i. Tr6n cic nghidn cuu l6m sing, b6nh.nhin c6 d0 thanh thii creatinin > 45 ml/phirt
Lhdng cin su hi€u chinh HAu nio khic ngoiri cn6 a9 hiQu chinh liAu duqc khuy6n dung cho tdt

ci b$nh nhin. Kh6ng c6 kinh nghi$m dring pemetrexed tr6n c6c b€nh nhAn c6 d0 thanh thii
creatinin du6i 45 ml/phirt, do viy kh6ng dtng pemetrexed cho c6c b€nh nhin niy.

BOnh nhdn su), gan: chua xic ttinh duqc ,r6i q,rrtt h$ gita AST (SGOT), ALT (SGPT) hay

bilirubin toin phin vi duoc <l$ng hqc pemetrexed. Tuy viy, b€nh.nh6n suy gan c6 bilirubin >

1,5 lin gi6i han tr6n binh thuongvi/hoic aminotransferase > 3 lin gidi han tr6n binh thuong
(kh6ng c6 di cdn. gan) hoic > 5 l6n gioi han tr6n cria binh thuong (c6 di cin gan) chua duoc
nghidn cuu cu th€.

Crich dirng
Pemetrexed duoc ti6m truyAn tinh m4ch trong l0 phrit o ngiry diu ti6n cria m6i 

"hu 
kj' 21 ngiy.

C6 su hudng din hoin nguy6n vi pha loing dung dlch pemetrexed b6n dudi.

KHI NAO XTTOXC XNX OUNG THTIdC NAYT
Kh6ng dtrng cho bdnh nhAn qu6 min voi bit ct thhnh phin nho cria thu6c.

4
tr'/'

UF

I

[l
Hi
\o\

Bing 3. Bing higu chinh lidu cho pemetrexed (dtng dcrn tri hay ph6i hgrp) vn cisplatin
dua tr6n tl6c tinh thAn kinh.
Muc CTC" Liiu pemetrexed (me/m2) Li6u cisplatin (mg/m2)
0-1 100% cua li6u tru6c 100% cta li6u truoc
2 100% cua li€u trudc 50% cta li6u tru6c

'Theo ti6u chudn dOc tinh chuns cira Vi6n uns thu qu6c gia (CTC v2.0; NCI 1998)
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I ntroruc oAr,r sU ouruc rnu6c cHo rrrcuor sEr{Ft

Phu nt cho con bt.
Dring chung v6i vic-xin s5t ving.

T.q.c nuNG KH6NG MONG MU6N
Trim tit v6 d6 an toin

trBOB4
q

VAN PHONG

CIAr D|EN o

T4ITHAilIH PHd

HO CHIMINH

c?
Lll
\il

\\,.$

Cic tdc dgng ngoqi i
Tan suildinh gi6: rit hay gap (> l/10), hay gin (U l/100 vi < l/10), it gap (> l/t.000 vi <
l/100), hi6m gap (> l/10.000 vir < lll.000), rit hi6m (< l/10.000) vir kh6ng duq c bi6t (c6 th6
kh6ng duoc dinh gi, S cic dt li$u c6 sin - bio c6o nr phit). Trong m5i ntrOm tin sudt, citc titc
dung ngoai j,duqc th6 hi6n theo mirc d9 giim din

a

l

r.i

I
.:

a

I
9(

N

,s'

THjt

-*-

He co
quatl

TAn suAt Tic dung ngoai y Pemetrexed/ cisplatin
(),1= 168 )

Cisplatin
(N:163)

Tet ca
muc d6
d6c tinh

D6c tinh
mirc3-4

(%\

Tit ci
mirc d6
d6c tinh

D6c tinh
mirc3-4

(%\
R6i loan
h. miu
vi .bactr
huydt

Ret hay
gap

Giim bach

$ng tinh/
cdu hat

cau
bach

56,0 )7) 13,5 J I

Giam bach c6u 53,0 14,9 16.6 0,6
Giim hemoglobin 26.2 4,2 10,4 0,0
Giam ti6u c6u )?) 5,1 8,6 0,0

R6i loan
chuy€n
h6a vir
dinh
dudng

Hay gap Mit nudc 6,5 1, 1 0,6 0,6

R6i loan
than

kinh

Rat hay

sap

BCnh thAn kinh
cam glac

I 0, I 0,0 9.8 0,6

Hav gap Loan vi giic 7,7 0,0"* 6,1 0,0*"
R6i loan
thiei6c

Hay gap Vi6m k6t mac 5,4 0,0 0,6 0,0

R6i loan
hC ti6u
h6a

nit huy

sap

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

N6n 56.5 10,7 49.7 4,3

Vi6m mi6ng/ vi6m
hsng

)?) 3,0 6,1 0,0

Bu6n n6n 82, I 11,9 76,7 5,5

4/L2

*
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I nuroruc oArv sU ouruc rnu6c cHo Ncudr BENH

Trong bing niy <15 dtng muc gioi b4n 5o/o d6 bao gAm t6t ca cac bi6n c6 mlr nguoi b6o c6o cho
ring co thd li€n quan ddn vi6c su dung pemetrexed vi cisplatin.
C6c dpc tinh CTC c6 j' nghia l6m sing dusc b6o cio o > lo/o vi S 5% benh nhin di dusc chi
dlnh ngiu nhi6n dtng cisplatin vh pemetrexed bao gdm: suy th6n, nhi6m trung, s6t, s6t giarn
bach cdu trung tinh, ting AST, ALT, vi GGT, miy day vd ilau nggc.
C6c d$c tinh CTC c6 y nghia l6m sing dugc biio c6o o < 1% b$nh nhin dd dusc chi dinh ngiu
nhi€n dtng cisplatin vi pemetrexed bao g6m loan nhip tim vi b6nh thin kintr vdn d6ng.
Bing duoi diy cung c6p tAn su6t vi muc d0 nghidm trong cta ric dgng kh6ng mong mu6n dd
duqc b6o cio o > 5%o cia265 b6nh nhin ttuoc chi dinh nglu nhi6n dtng pemetrexed don d6c c6
b6 sung acid folic vi vitamin Brz, vi cta276 b,Enh nhdn tlugc chi dinh ngiu nhi6n dtng docetaxel
don dQc. Tit ci b€nh nhin dugc chin doin mic ung thu ph6i kh6ng td bio nho khu tru giai doan
ning ho{c di cin vi di tung di6u tri ho6 chit.

a

Chin an 20.2 1.2 l4,l li:i/ d*rDlEl
T6o b6n I1,9 0,6 7,4 \r 11rAlfl,[ANH I

Hav gip

VAN PH

HO

Kh6 tien 5,4 0,6 0,6 1 . \H0,0Ht m
Ban l6,l 0,6 4,9 \o>,e-------R6i loan

da vi m6
du6i da

Rit hay

sap Rung t6c I 1,3 0,0*** 5,5 N-
Ting creatinin 10,7 0,6 9,8 1,2R6i Ioan

than vi
.A

tlet nleu

Rdt hay

sap Giim d6 thanh thii
creatinin*'

l6,I 0,6 17,8 I 8t

R6i loan
chung vlr
tai vi tri
ti6m

R6t hay

eap

Mdt rnoi 47,6 l0,l 42,3 9,2

': tham khio CTC cta Vi6n qr6" g
thuit ngt "giam d0 thanh thii creatinin" /
**: 

duoc trich d5n tu thuat ngt "thin/ sinh duc ni6u khic"
***: 

theo CTC Vi6n ung thu qu6c gia (v2.0. NCI 1998), loan vi gi6c vi rung t6c chi duoc b6o
c6o d muc I ho[c 2

HC co
quan

Tdn sudt T6c dung ngoai y Pemetrexed (\=265) Docetaxel (N=276)

DOc tinh
i.

tat ca

muc d6

DOc tinh
mric 3 -

4 (%\

D6c tinh:.
tat ca

mfc d6

DOc tinh
mirc 3 -
4 (%)

R6i loan
he m6u
vi bach
huyet

Rat hay

sap

Giim bach. cdu trung
tinh/ bach cdu hat

10,9 51 45,3 44.2

Giim bach cdu 12,I 4.2 34,1 11 )

Giam hemoglobin 19,2 A) ))1 4,3

Hav gip Giim ti6u c6u 8,3 1,9 1,1 0.4

R6i
he

h6a

loan
ti6u

RAt hay
gap

Ti6u chiy 12,8 0,4 24,3 ,{

16,? 1,5 12,0 I,l
Vi6m miene/ vi6rn hong 14,7 l,l 17,4 l,l
Bu6n ndn 30,9 2,6 16,7 1,8

Ch6n in ?t,9 1,9 23,9 ,5
Hay s6p T6o b6n 5,7 0,0 4,0 0,0

R6i loan
gan mit

Hay gap Ting SGPT (ALT) 7,9 1,9 1,4 0,0

Tine SGOT (AST) 6,8 l,l 0,7 0,0

s/1.2

t

I

N6n
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I nuoruc oAru sU ouruc rnu6c cHo Ncufi eENFt

Trong bane niy dfr dune mucr/ J p ----
rdng c6 the li6n quan d6n vi6c

CAc dOc tinh CTC c6 y nghia lim sing <tu<vc b{o c6o o < I % b$nh nhin dI duoc chi dinh ngiu
nhi6n dr)ng pemetrexed bao g6m loan nhip tr6n thit.
C6c dQc tinh v€ x6t nghiQm tl6 3 vi 4 c6 y nghia l6rn sing tuong tu.nhau gita cic kiit qui pha 2
hgp nhdt tu 3 nghi€n cuu dtng don d6c pemetrexed (nio+) 

"a 
t6t qui ctia nghi€n .* pt u :

dtng pemetrexed duoc m6 te 6 h6n, ngoai tru giim bach ciu trung tinh (12,5% so voi-s,3o/o
tuong ung) vi tdng alanine transaminase ( 15,2% so voi 1,9% tuong frng). Nhtng sr,r khiic nhau
niy co th6 do khic nhau trong qudn the bQnh nhdn, vi cic nghidn cuu pha 2 bao g6m ci nhtng
b€nh nhin ung thu vir chua ding vi dd dtng h6a tri li6u trudc. c6 di cin gan tu trudc v# hoic
c6c x€t nghi$m chuc ning gan kh6ng binh thuong truoc nghi6n cuu.
Bing dudi diy cung cdp tdn suAt vi muc d6 nghiOm^trong cua t6c dung kh6ng mong mu6n di
duqc bio c6o 6 > 5o/o c:i,a 839 bQnh nh6n ung thu ph6i kh6ng te bio nho ngiu nhi6n duoc diiu
trf bin_g.cisplltin vi pemetrexed vi 830 bQn[ nh6n ung ttru inai khSng tO"Ua" JO ,ea, ,fri6"
tfuo. c di6u tri Qnng cisplatin vi gemcitabine. Tdt ci c6c benh nhren dung thu6c nghi€n cuu nhu li
tri 1i0u khoi diu cho rmg thu ph6i kh6ng t6 bio nho tai ch6 ti6n tri6n hoac di di cin; bOnh nhdn
o ca 2 nhom d,0u tiuoc iieu ,ri h5 trq biig acid folic vi uitu*in n,r-

gi6i han 5% bao ca cac c mi nguoi b6o c6o cho
su dung pemetrexed.

Cic dOc tinh CTC c6 cao 0 Z l% vi 5 5% benh nhan de duoc chi
clinh nglu

1i nghia lim sing duoc b6o
pemetrexed bao gdm: nhidrn trung khdng c6 giim bach ciu trung tinh, s6tnlri0n dirng

giim b4ch cau trung tinh, phin irng diring/ min cam, ting creatinine, b6nh thin kinh vin dQng,
b€nh thin kinh cam gi6c. ban do cla d4ng vi dau bung.

't

I
1

rl

t

J

It

rt
,li

lh

,I

k

hay Ban/ tr6c vay da 14,0 0,0
TAtT NH

N 6 I H

VAN PHo NG
loan

da vi m6
dudi da Hay gap

t6c 6,4 4 JI 1
lo4n

chung vir
vi rri
ti€m

hry
sip

M6t moi 34,0 5 J 35,9

t3 0,0 7,6 0,0
Vi6n ung
thu qudc

phi€n d0ckhiothani CTC cua thu 2ban cho tinhgla do
CTCtheo Vrqn NCIv2.0, 99tt t6cung ( chi biogra ), 0cao mucrung dugc

2

HE c0
quan

Tin suit Tic dung ngoai y Pemetrexed/
Cisplatin (N:839)

Gemcitabine/
Cisplatin (N:830)

D6c tinh
dt cA

mirc d0

DOc tinh
mric 3-4

(:%)

DOc tinh
tat ca

muc d0

DOc tinh
mric 3 *

4 (%)
R6i loan
h- miu
vi bach
huydt

Rat hry
sAp

Giirn hemoglobin 33,0- 5,6* 45,7* g,g.

Giim bach ciu trung tinh 29,0* l5,l *
38,4* 26,7*

Giirn bach ciu hat 17,8 4,g* ?0.6 7.6*

Hav gip Giim ti6u ciu l0,l* 4,1* 26,6' 12,7.

R6i loan
he thin
kinh

Hay gap BCnh then kinh c6m.ei6c 8,5* 0,0* 12,4* 0,6"
Loan vi gi6c 0o0t** 8,9 0,0***

R6i loan
hE ti6u
h6a

n6t hay

eap

Bu6n n6n 56,1 1)' 53,4 3,9*

N6n 39,7 6,1 35,5 6,1

Chin In 26,6 2,4* )a) 0,7.
Tio b6n 21,0 0,8 19,5 0,4
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I nt-roruc oAtrr stJ ouruc rHudc cHo wcrjor aervn

Trong bing niy ttE dtng muc gioi han 5% d6 bao g6m tit ca cic biiln c6 nri nguoi bio c6o cho
ring c6 th6 li€n quan d6n vi6c st dung pemetrexed vi cisplatin.
Cric dOc tinh CTC c6 y nghia l6m slrng duoc b6o c6o d > lYo vd S 5% benh nhin rli dusc chi
dinh ngiu nhi6n dirng pemitrexed vi ciiplatin bao g6m: t5ngAST. ting ALT, nhi6m trung. giim
bach ciu trung tinh kem s6t, suy thin, s6t, mit nu6c. vi6m k6t m4c, tdng d6 thanh thii creatinin.

C6c dOc tinh CTC c6 j'nghia l6m sing duo. c b6o c6o o < l% b6nh nhin di duoc chi dfnh ngiu
nhi6n dtng pemetrexed vi cisplatin bao gdm ting GGT, dau nggc, lo4n nhip tim va bCnh thin
kinh vdn dQng.

C6c dQc tinh c6 y nghia lirn sing tuy thuQc gidi tinh cfrng tuong tU nhu quin thi! chung cua bQnh
nhdn dtng pemetrexed k6t hqp.

Bing dudi ddy cung cip tAn su6t va muc d0 nghi€m trong cua t6c dung kh6ng mong mu6n di
duoc bio cio o > 5Vo cia 800 b€nh nhAn duoc ngiu nhi6n di6u tri don d6c bing pemetrexed vlr
402 bQnh nhin duoc chi dinh dtng gii duoc trong nghi6n cuu diAu tri duy tri bing pemetrexed
don dQc (JMEN: n = 663) vi di6u tri duy tri li6n tuc bing pemetrexed (PARAMOUNT: n: 539).

\
4

)
T

/,

a
I

giai
tt6u

doan III hoic IV vi
duqc didu tri h6 trq

I

rl
.t
ll
I

fll

Tdt ci cic bgnh nh6n dugc chuin do6n ung thu ph6i khong t6 bdo nh6
di dtne h6a tri li€u co bin platin tru6c kia. Bgnh nh6n 6 ci 2 nh6m
bing acid lblic vi vitamin Brz.

Vi6m miQng/ Vi6m hiu
hqng

13,5 0,8 I
U

Ti6u chiy kh6ng
111011

12,4 1,3 ,KX
Hay eap Kh6 ti6ul o n6ng s? 0,1 5,9\
RAt h"y
gap

Rung t6c 11,9* 0f 
+r

21,4* -FR6i loan
da vi rn6
ducii da Hay gap Ban/ tr6c da 6,6 0,1 8,0 0,5
R6i loan
th6n vi

.A
tret nreu

Ret huy

sap

Ting creatinin l0,l* 0,8 6,9* 0.5

R6i loan
chung vi
vi tri
ti6m

Rdt hay

sap

MEt m6i 42,7 6,7 44,9 4,9

**: 
tham khio crc vi6n ung thu qu6c gia (v2.0, NCI r99g) cho m5i d6 d6c tinh**": 
theo CTC Vi€n ung thu qu6c gia 1v1.0, NCI 1998), lo4n vi gi6c vi ryng t6c chi duoc bio

cio 6 mirc t hoic 2

-: 
gi6 tri p < 0.05 khi

F'isher Exact test
so sinh gi&a pemetrexed/ cisplatin vi gemcitabine/cisplatin, su dung

H9 co
quan

Tin su6t T6c dung ngoni y Pemetrexed***
(N:800)

t**
Ura duoc

(N:+OZ)

DOc tinh
tat ca

muc oo

Dqc tinh
mirc 3 -

4 (%)

D6c tinh
tat ca

mirc d6

Dqc tinh
muc3-4

(o/o)

R6i
he
vi

loan
l1taL]

bach
huy6t

Rat huy

sap

Giam hemoelobin 18,0 4.5 5.2 0,5

Giim bach c6u 5,8 1,9 0,7 0,2

Ilay gap Giim bach cAu h4t trung
tinh

8,4 4,4 0,? 0,0
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DAI DIEN
loan
thrin

R6i
hc
kinh

Hay gap

'c

T.al-Il-uuH PHl

HO CHI MINH

Bdnh thin kinh carn gi6c 7,4 0,6 5

R6t hay
eap

Bu6n n6n 17,3 0,8 4,0 xs=/
Ch6n an 12,8 l,l ?,) 0,0

8,4 0.3 1,5 0,0

R6i loan
h9 ti6u
h6a

Vi6m ni6m mac/ Vi6m 6 8 0,8 I 7 0,0

Tnng ALT (SGPT) 6,5 0,1 )) 0,0R6i loan
gan mit

Hay gap

Ting AST (SGOT) 5,9 0,0 1,7 0,0
R6i loan
da vi m6
du6i da

IIay g[p Ban/ tr6c viy da 8,1 0,1 3,7 0,0I
R6i loan
chung vi
vi tri
ti6m

Rat hay
gap

Mqt rnoi 24,1 5,3 10,9 0

Dau 7,6 0,9 4,5 0,0R6i loan
thdn

Hay gap

Pht nd 5,6 0,0 1,5 0,0
Hay gap -I'. . ^ *r**

Kol loan than 7,6 0.9 1,7 0,0
Cic tu vi6t tit: ALT : alanine aminotransferase; AST : aspartate aminotransferase; CTCAE =
Common Terminology Criteria for Adverse Event (Ti6u chuin dQc tinh chung): NCI :
National Cancer Institute (Vi$n ung thu qudc gia); SGOT = serum glutamic oxaloacetic
aminotransfer4sq; SGPT = seruln glutamic pyruvic aminotransferase

dqc.tinh. TV IE bro c6o dusc.trinh.biy theo CTCAF phi€n 
PA" 

3. 9. . -- -_- _ .. )"-: bang t6ng hqrp cic phin ung phu k6t hqp c6c. k6t qui cria nghidn ciru JMEN di6u tri duy tri
bing pemetrexed (n=663) vi PARAMOTINT di6u tri duy tri pemetrexed ti6p qc (n:539)
****: 

thu{t ngt k6t hqp bao g6m ting creatinin huy6t thanh/ rn6u, ting t6c d0 lqc ciu thfln, suy

Tronsv s5o.7'r

tat ce

> 10%. hav
c6c bi6n c6niy di dtng mtc gioi han :

-Tli€n quan d6n vi€c st dung
*': 

tham khio ti6u chu6n C Vi0n

5 vao/o I 0%.hacua thuitdinh sip bingnghia ngt
5% de bao caob5o cho thccoma nguoi ring

I
gom

pemetrexed.
TC CTCAE thu 2003NCI cho mol0, d6ung quoc )gla (v3

thin vlr thdn/ co ni0u sinh duc * kh6c.

I nu0ruc DAN srJ DUNG THU6c cHo NGrJor BENH

Cic d$c tinh CTC c6 y nghia l6m sing duoc b6o cio 6 Z lYo vir S 5% bQnh nhan de duoc chi
dinh nglu.nhi6n,dtng pemetrexed: giim,bact ciu ryrq.ti+ kdm s6t, nhi6m Png: giim ti6u
ciu, ti6u chiy, t6o b6n, nlng t6c, ngua, s6t (kh6ng c6 gi6m bach ciu trung tinh), b€nh bd mat
m5t (bao g6m vi6m k6t m4c), tang chiy nucic mdt, ch6ng mit vi b6nh thin kinh vin d$ng.

C6c tlQc tinh CTC c6 y nghia.lim sirng duoc b6o c6o o < l% benh nhin di duoc chi dinh ngiu
nhi€n dung pemetrexed bao gdm phin ung di ung/ rnln cam. ban d6 da dang, loan nhip trdn thit,
va nghEn mqch ph6i.

D.0 an toin di duoc dinh gi6 d6i voi nhtng b€nh nh6n dusc chqn ngiu nhi6n vio nh6rn di6u tri
bing pemetrexed (N:800). Ti l€ c6c phin irng phu di duoc dinh gi6 d6i v6i nh&ng benh nhin
c6 5 6 chu ki di6u tri duy tri bing pemetrexed (N:519) vi so v6i nhfrng benh nh6n c6 > 6 chu

kj,tti€u tri bing pemetrexed (N:281). Di quan sit thdy ting c6c phin ung phu (tdt ci cic cdp

d0) voi thoi gian sri dgng thu6c dii hon. Muc tdng c6 y nghia vC tj'l€ giam bach cdu trung tinh
c6p d9 314 c6 th€ li6n quan v6i thu6c nghiCn cuu dd duoc quan sit vdi thoi gian st dung
pemetrexed dii hon (< 6 chu kj': 3.3%; > 6 chu lry:6,4o/o, p=0,046). Kh6ng c6 su khic biQt nio
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I nUouc oAw stJ ouruc rnu6c cHo NGUdr BfiNH

96 f nghi,a th6ng k6 vt bdt ki,c6c pha, ung php cip do 3/4 ri6ng le nio kh6c
thoi gian su dung thu6c diri hon.

vAru psO

DRtDrrnt
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\
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Giam toin th,3 truy6t ciu it khi duqc b6o cio trong cic thu nghiQm lirn sirng voi pemetrexed.
Trong c6c thir nghi6m l6m sing, cic trudng hqrp vi6m dai tring (bao g6m chay miu ru6t vi truc
tring, d6i khi giy tu vong, thring ru6t, hoai tu ruqt vi vi€m manh trhng) it khi duoc bio cio o
b€nh nhdn su dung pemetrexed.
Trong c6c tht nghiQm lim sirng, vi6m ph6i m6 kE vir suy h6 hip, ddi khi g6y tu vong, it khi
b6o c6o 

" 
U-"t, nh6ndi6u tri bing pemetrexed.

Cfrng it c6 b5o c6o vd cic truong hqp pht 6 benh nhin dtng pemerrexed.
Vi6m thuc quin/vi6m thuc quin ph6ng xa duoc b6o cio kh6ng thuong xuy6n trong qui trinh
thu nghi$m lim sing voi pemetrexed.
Nhi6m khuin, d6i khi g,iy tu vong, di duoc b6o c6o thuong g{p trong cic thri nghigm l6m sing
vdi pemetrexed.

Trong qui trinh theo d6i hiu mii, c6c phin ung kh6ng mong mu6n sau dd duoc bio c6o o bQnh
nhAn dtng pemetrexed:
-C6 it trudrng hqp bio cio vd suy th{n cdp 6 bgnh nhin dtng pemetrexed tton dQc hoac ph6i hqp
v6i c6c hoi tri li8u kh6c.
-C6 it truong hqp bio cio vA vi6m ph6i khu tru do tia xa o b€nh nhin c6 xa tri tru6c, rong vi
sau khi di6u tri bing pemctrexed.
-Hi€m c6 truong ho. p b6o c6o v6 thu h6i birc xa o benh nhdn di xa tri tru6c.
-C6 it truong hqp b6o c6o v6thi6u m6u ngoai vi d6i khi d5n t6i hoai tu chi.
-Cic tinh trang bong nuoc hi6m gap de duo. c b6o c6o bao gAm ci hQi chimg Stevens-Johnson vi
hoai nr biiiu bi nhi6m d6c, trong m$t s6 tryong hqrp dn eiy.tu vong.
-Di c6 b5o c6o hiiim g?p vd Uenl thi5u m6u tan huy6t d bQnh nh6n dusc di6u tri bang
pemetrexed.
-Cec truong hqp hi6m gap vA s6c phin v€ ili duoc bio c6o.

Th6ng bdo cho bric si nhtng tdc dqng bit l,fi gfip phai trong qud trinh ding thuic

NTN TruANH DUNG NHIING THUOC HoAC THTIC PHAM Gi KHI DANG StI NUNC
THT]6C NAY? :

Pemetrexed tluoc dlro thAi chu y{iu qua th6n ducii dpng kh6ng a6i bing su b}ri ti6t qua 6ng th{n
vi mQt luqng it hon th6ng qua loc ciu thin. C6c nghidn cuu in vilro cho thiy pemetrexed duoc
blri tiet cht dqng th6ng qua OAT3 (anion vin chuy6n htu co). Su d-Ung d6ng thoi v6i c6c thu6c
g6y dqc thdn (nhu aminoglycoside. thudc lgi ti6u quai, c6c hqp.chit platin, cyclosporin; c6 th6

lim k6o di.i d0 thanh thii cua pemetrexed. Can than trgng khi k6t hqp voi c6c thu6c niry.
Sri dung d6ng thci v6i cic thu6c cfrng biri ti6t quu 6ng thin (nhu probenecid, penicillin) c6 th6
k6o_dii d0 thanh.thii cta pemetrexed. Cin thin trgng khi sir drlng chung pemetrexed v6i cic
thu6c niy. N6u cin, d0 thanh thii creatinin phii duoc ki6m tra chit ch6.

Tr€n c6c benh nhin co chirc ning th{n binh thuong (d0 thanh thii ueatinin > 80 mV phirt), cic
liAu cao cua c6c thu6c khing vi€m Fh6ng steroid (NSAIDS, nhu ibuprofen > 1.600 mg/ ngiy)
vi aspirin (> 1,3 g hing ngiry) c6 thai lim girim bii titit pemetrexed vi nhu viy lim ting su xudt
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I Huoruc oAru su ouruc *ru6c cHo NGUdr BENH

hi€n cic bi6n c6 Udt tqi cria pemetrexed. Do viy, cAn thdn trgng khi dtng lidu
hay aspirin vdi pemetrexed d c6c bQnh nhin c6 chric nnng thin binh
creatinin > 80 mV phrit).

O benh nhAn suy thdn nhE vi vua (rI0 thanh thiLi 45 - 79 ml/phtt), phii tr6nh
pemetrexed voi NSAIDS (nhu ibuprofen) hoic aspirin liAu cao tru6c 2 ngdy, trong vi sau 2 ngiy
ti6m truy6n pemetrexed.

V ving: nguy co g6y tu vong

Khdng khuv6n cio khi sri dune ddne thoi

Do thi6u cic dt li€u li6n quan d6n khi ning tuong t6c vdi cic NSAIDS c6 thoi gian b6.n thei dei
nhu piroxicam hay rofecoxib, dtng ddng thoi vdi pemetrexed. tr6n c6c b€nh ril[n suy than nhe
vi vira phii gi6n doan t6i thi6u.tru6c I ogiy, trong vi t6i ttri6u sau 2 ngiy tibm truydn
pemetrexed. N6u cin thiCt phii di6u tri d6ng th&i v6i NSAIDS, b6nh nhin phii duoc theo d6ir 2i .
chet che c6c d6c rinh, dic biQt suy ruy vi tr€n duong ti6u h6a., //U/_-

//
Pemetrexed chuy6n h6a gidi han d gan. K6t qui ru nghiCn ciru in vitro tr€ncic ti th6 t6 Uao ga-n

nguoi cho thAy peme.trexed kh6ng dugc du doin sE gdy ra irc chd c6 ;i nghia lim shng A6i vAi
c6c thu6c duoc chuy6n h6a bdi CYP3A, CYP2D6, CypZfg vi CYPIA2.

Tuone t6c thuone xuv6n v6i t5! ca cic chdt e6y t10c t6 bio
Dogiit6ngnguyco-huy6tkh@hu,phAistidungthu6cch6ngd6ng
thulng xuy6n. Su khic nhau nhiAu gifra m6i nguli vC tinh trang d6ng miu khi mic UCnr ve khi
ning xiy ra tuong tic gifra thu5c ch6ng d6ng duong u6ng vi thu5c ch6ng ung thu ddi hoi cin
phii gia tIng. t6n suit theo ddi chi s6 binh thuong h6a qu6c t€ _ INR (International Normalised
Ratio), khi cin thi6t phei diAu tri bang thu6c chSng d6ng duong u6ng.

,t

I

co nhi6m
dich. N€n

Vic-xin s6ng giAm ho4t tinh (ngoai trir v5c-xin s6t ving bl ch6ng chi tlinh): nguy
khuin toirn thin c6 ttr6 nr vong. Nguy co nlry gia ting o bQnh nhan bi suy giim mi6n

!
sri dung loai vic-xin bit hoat n6u cin (benh bai lieO.

cAN rau ci xru.pter LAN aun\ xnoNc sU DVI{c rHuoc
N6u ban qu6n mQt [Au, hiy dtng m6t li6u khic ngay.khi c6 th6 a6 Aam bio thu5c dat hiOu qui
nhiAu nh6t c6 th6, vi v6y cin dtng thu5c theo dring kii hoach.

N6u ban c6 th6m bit k! cdu hoi nlo uA vi6c sri dirng thu6c niy, hiy hoi f ki6n cta bic s! hoic
y ta.

cAN nAo errAN THuoc NAY NHU rnf NAo?
Bio quin du6i 30'C. Trinh lnh sing.
DE XA TAM T"4Y TRE EfuI.

NHLTNG DAU HIEU VA TRIPTI CHTTNG KHI DUNG THUOC QUA LM,U
C6c tri€u chimg cria qui li6u duqc b6o c6o gdm giim bach ciu tmng tinh, thi6u m6u,.giim s6

luong ti6u ciu,.vi6m niem mac, da b$nh lf thAn kinh cim giic vi ban da. C6c biiin chimg dg

doin cua qu:i liAu g6m ric ch6 tuy xuong tluqc bi6u h.ign b&igiim bach cau trung tinh, giim.s6
lugng ti6u ciu vi thi6u miu. Ngoii ra, c6 th6 gap nhi6.m khudn c6 hoic kh6ng c6 s6t, ti6u chiy,
ve/hoac vi6m ni6m mac. Trongiruong hgrp nghi qui lidu, phii theo d6i bQnh nhin, ki6m tra c6ng

thtic miu vi thuc hiQn liQu phip h5 trq khi cin. CAn nhic vi6c su dgng calci folinaU acid folinic
rong diAu tri qui liAu pemetrexed.
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Chua c6 dt s6 luong.b€nh nhin duoc nghi6n cuu c6 d6 thanh thii creatinin nho hon 45 mVphirt.
Do viy, kh6ng khuy6n cio vi6c sir dung pemetrexed o c6c b6nh nhin c6 tI$ thanh thii creatinin
< 45 ml/phirt.
B0nh nh6n c6 suy thdn nhe vi v&a (d0 thad thii creatinin tu 45 ddn79 ml/phrit) phii trrinh cic
thu6c kh5ng vi6m kh6ng steroid (NSAIDS), nhu ibuprofen vi aspirin (> 1,3 g hing ngiy) tru6c
2 ngiy, trong vi sau 2 ngiy duoc ti6m truyAn pemetrexed.

C6c bi6n cd tr6n th{n nghi6m tro.ng bao gd* try th{n cip, dugc quan sit khi dtng pemetrexed
don tri hay phrii ho. p voi c6c thu6c h6a tri kh6c. Nhi6u b€nh nhin trong si5 niy daiS c6c y6u ta
nguy co ti6n tri6n c6c tai bi6n tr6n thin bao g6rn ,rdt nu6c, cao huy6t 6p hoic dii th6o fuong.
T6c d$ng cta pemetrexed lirm trin dich vio cic khoang nhu dich ming ph6i hay dlch c6 tru6ng
chua duoc xic dinh. M6t nghi6n cuu l6m sing pha 2 cia pemetrexed tr6n 31 bgnh nhin cdr khdi
u rin c6 dich trong khoang 6n dinh cho thiy kh6ng c6 su khic nhau vA n6ng dq thu6c trong
huy6t tuong ho4c d0 thanh thii cria pemetrexed so v6i cic b6nh nhin kh6ng c6 dich trong
khoang. Vi v{y, n6n xem x6t din luu dich trong khoang tnr6c khi di6u tri bing pemetrexed,
nhung c6 th6 cfrng kh6ng cin thi6t.

Do dQc tinh tr6n h0 ti6u h6a cua pemetrexed ptr6i tr.qp v6i cisplatin gey mdt nu6c nghi6m trong
di dugc ghi nhan. Do viy, bQnh nhin phii duqc di6u tri ch6ng n6n vi bt nudc thich hqp tru6c
vi/ hoic sau khi duoc ti6m truy6n.

Cic biiin c6 tim rnach nghi6m treng nhu nh6i miu co tim vi tai bi6n mach m6u nio it xiy ra
trong c6c nghi6n cuu lim sing cta pemetrexed, r,h.mg xu6t hiQn thudng xuy6n khi kiSt hvg vdr!

c6c thu6c gdy dqc t6 bho t<h6c. giu hiit b$nh nhin trong c6c trudrng hq'p dAu c6 sin c6c y6u t6
nguy co tim mach.

Tinh tqng suy giim mi6n dich thuonq xiy ra tr6n c6c benh nhdn ung thu. Do viy, kh6ng khuy6n

c6o dtng d6ng thoi v6i cic vic-xin s6ng giim hoat lqc.

Pemerexed c6 ttr6 g6y inh hrlong co hpi tr6n gen. Nam gioi trong d6 ru6i sinh sin kh6ng n6n c6

con it nh6t 6 thing i"u t t i alau tii. C6c bi€n phiip tr6nh.ih"i nen duqc.khuy6n c6o..DiAu tri bing
pemetrexed c6 khi nlng giy vO sinh kh6ng th6 phqc h6i, nam gidi c6n duoc tu vin vC viQc luu
tr& tinh trung truoc khi di6u tr! bing pemetrexed.

Cic truong hqp vi6m pfr6l Aa duqc ghi $an d nhirng bQnh nhin didu tri bing x4 tri trudc, trong
vi sau khi di6u tri blng pemetrexed. CAn luu i dac biQt o nhfrng b€nh nhdn niy vir th{n trgng
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khi ti6n hinh voi cic tic nhin xa tri kh.ic. cic truong hqp khing btc xa duoc bio
nhin duoc diriu tri bing xl trf nh&ng ruAn hoic nhtng nIm trudc d6.

Chi phim pemetrexed 500mg: thu6c niy chua khoing 54 mg natri mdi lq. Cin c6
d6i vsi cic bQnh nhdn dang c6 ch6 d6 ki6m soit luong natri.

BOv
&)

VAN PHONG

benh
TA' THANH PHo'

.H0 cHf mrru

tr

i"rl

.t
*

KHI NAo cAN tnaM vAN rAc sf, orloc sir
Phu nt c6 thai
Kh6ng c6 df ligu st dgng pemetrexed cho phu nt c6 thai; nhmg pemetrexed gi6ng nhu c6c chdt
ch6ng chuy6n h6a kh6c dugc cho lir giy t6n hai nghi6m trsng cho thai nhi khi dtng trong thai
lc!. Cic nghi6n cuu tr6n d$ng v{t di cho thdy dQc tinh niy. Pemetrexed kh6ng duoc dtng trong
thai kj,tru khi c6 chi dinh 16 ring sau khi cin nhic lqi ich cho me vi nguy co d6i vdi thai nhi.

Phu nt cho con bir
Chua bi6t pemetrexed c6 bii ti6t qua s&a mg. vi c6c phAn
biloai tru. Phei ngung cho con bir trong qui trinh di6u tri

ung ngoai jr tr6n tr6 bir sta kh6ng th€
bing pemetrexed.

Sinh s6n

OE tri Uing pemetrexed c6 khi ning giy v6 sinh kh6ng th6 phuc h6i, nam gi6i cin dusc tu
,in vA viQc luu trf tinh trung tru6c khi di6u tri bing pemetrexed.

Niu cdn thhm thilng tin xin hdi ! kiin cfia Bdc si hofic dngc si

HAN DUNG CUA THU6C
Lqchua m6:24 thang k6 tu ngiry san xudt.

Dung dich hoirn nguyln vi dung dich ti6m truydn co th6 bio quin trong24 gid d nhiQt d0 250C

hoic 2-80C.',
Kh6ng su dgng thu6c sau h4n sir dUng ghi tr6n hgp hogc nhin lq. Han sri dgng dugc tinh li nghy

cu6i .ring cta thing.

rnN vA DIA cHi ctrA co so sAN xuAr
Dr. Reddy's Laboratories Limited
Formulation Unit-VII, Plot No. P1 to P9, Phase-II[,

VSEZ, Duwada, Visakhapatnam District-530046,
Andhra Pradesh, An D0.
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