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Ry thuibe ban thes don

ALIMTA"
Bijt ding khi dé pha dung dich tiém truyén
Pemetrexed

THANH PHAN
Méi lp chira 500 mg pemetrexed (dang natri pemetrexed).

Té durgee:
Mdi lo chira Hm&ng;‘r-’r Mg natri.
Danh muc ta duge day da xin xem muc  Dad mue 18 diege ™,

DANG BAO CHE

Bat dang kha dé pha dung dich ném lm}'én.
Bt dong khd miu tring dén vang nhat hodc viing xanh la cay.

CHI PINH

U trung bigu md méang phoi dc tinh _ _
ALIMTA két hop v E'lE-'[Jl_l‘Il'll:l duge chi dinh dé diéu tri cdc bénh nhin co u trung bidu ma
méng phii ac tinh khing thé ciit ba chia duge dimg haa tn ligu,

Ung thy phéi khéng té bao nho :

3 o
ALIMTA ket hop vii cisplatin 14 1 ligu bude mdt trong dicu tri cho cdc béph nhin vng thu
phai khéing 12 bio nho tién trién tai chd hofie dii di ciin, khong phai logi chi'yfdy lateshan hinh

vy theo mo hgc (xem phﬁn “Bidc tinh dicere lire hoe ).

ALIMTA duge chi dinh dé diéu trj duy tri & nhimg bénh nhén bj ung thir phii khing 1é bio
nhé, khing phai 1€ bio vay, tién trién tai chd hode di cdn mé bénh khong tién trién ngay sau
4 chu k¥ hoa trj liéu dau tay dya trén platinum.

ALIMTA dugce chi dinh nhu mat dom tr lidu budoe hai trong diéu trj cho cae b¢nh nhin ung
thur phﬁi khing teé hio nhd tien trién tai chi hodc da di cin. khing phai logi chi yéu 1 1 bio
hinh vay theo mé hoe (xem phin “£dc tinh dieoe fiee hoe ™).

LIEU LUONG VA CACH DUNG

Chi diing ALIMTA dudi sy gidm sat cua bac si co kinh nghiém sir dung héa tn ligu :;hfmg
ung thur.

ALIMTA phéi hop vii cisplatin: Li¢u khuyén cio cia ALIMTA la 500 mg/m® dién tich bé
mit cor |]1|E;{HSA.}. truyén tinh mach tmn% 10 phit & ngay thit nhit coa mdi chu ky 21 nga'i!.-':
Liéu khuyén cio eta cisplatin 13 75 mg/m” BSA truyen trong hai gio, khoang 30 phut sau khi
{itm truyén xong pemetrexed & ngiy thir nhat cia moi chu ki 21 nghy. Bénh ahin phai duge
nhin lidu phap gﬂmg non diy di va duge bl pude thich hop trude vivhode say khi tiém
truven cisplatin (xem thém thang tin hudmg din st dung cia cisplatin},

e —
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dive: (3 h;nh. nhiin ung thu p]'l{'n khing 1é bao TI]"H.'I- di timg ding hod in
]Ll:u trurire o, hiéu I:.hu:.-'En cdo cia ALIMTA la 500 mg/m- BSA, truyén tinh mach trong 10
phin & ngay thir nhit cia mdi chu kv 21 npay.

Chuiin bi trude k]u tri lidu:
Pé giam tin xudt va mic 4o ning cia cic phan img da, cin cho bénh nhan st dung mit

corticosteroid vao ng_a}r trurdre, ngay tiém truyen, va ngay sau klu tiém Imyen pemalrexﬂd Sir
dung corticosteroid vii liéu twomg duomg dexamethason 4 mg wong 2 ln mbi ngay (xem phan
“Clmh hao ddc bigs wa thin trong bhi dimg ™)

De giam dic tinh cua thude, bénh nhin dicu trj v pemetrexed phai ding b sung vitamin
{xem ph.ﬁn “Cemh fran dide hagt ver than tromgr kid dimg ™), F!:;nh nhiin phai wong acid folic hode
rm;l-t J:hl: pham nhl:u vitaman ¢4 chira acid Folie (350 dén 1 ﬂﬂﬂ microgam | hang ngav. Phi
uong it nhdl: 5 lidu acid folic trong 7 ngay trunde khi ding iH:u pemetrexed dﬁu tién, va phai
u.Ep e uf!nng trong todan bd dot diéu tri va trong 21 ngay sau liéu pemetrexed »::um cung. Bénh
nhin cing phai dugc tém bip vitamin Bz (1.000 mtl:Ter:,Elm:l trong tuin truce lidu
pemel‘.reted diu tién vi sau d6 mot lin moi 3 chu ky. Nhimg lin tiém vitamin By, IJ-E:p sau co
thé vao cling ngay véi pemetrexed.

Theo didi: di'.-l

Trwrére mai licu ding pi:mctr«:xcd b¢nh nhin pha:l durgre kiem tra todn b s lwgng té bio mau
bao gom cong thue bach ciu va 56 lugmg ticu cau, Trnde mdi dot ding hf.ru tri lidu, cin lim
xé nghigm hoa sinh médu dé danh g::.i chirc nang thin va gan. TJ‘LI::'EI'L khi bt dﬁu IHEI! chu k¥
hoa trj lidu, tiéu chudn I:u:nh nhin cin phau dat duoe nhur sau: sh Jm;rng_ bach ciu trung tinh
(ANC) phii > 1.500/mm” vi sd lugng tidu cau phai > 100.000/mm’,

Hé 56 thanh thai creatinin phai > 45 ml/phit.

Bilirubin todn phzlm phai < 1.5 lan gici han mén cua binh thuimg. Phés
nspartat transaminase (AST hode SGOT) va alanin transaminase (ALT
lin gidi han trén cla binh thuimg. Phosphatase kiém, AST va ALT < 5 lan gidi han trén ciia
binh thuimg 6 thé chip nhin duge trong tricimg hop o di cin i gan.

Dicu chinh lidy;
Sir digu chinh liéu loe bar diu mét chu ki tiep sau ph:l:l dira trén 5 lurgmg 1 bao mau thép
nhat hojic die tinh thi da trén cie co quan khac ngodl mdu tir chu k¥ didu 1} trude. Viée diéu

m_ co thé hodn lai dé bénh nhin cd di thed gian hei phye. Khi héi phuc, bénh nhin phai duge
tiép tue diéu tri theo céc chi din & cic Bang 1, 2 v 3, co thé dp dung cho ALIMTA ding dem
diic hodc két hop v cisplatin,

Bang 1. Bang hifu chinh liéu cia ALIMTA (ding durn djc hodc két hyp) va eisplatin
dya trin die tinh trén huyét hoe

ANC thip nhit < EUUImm vk tiéu ciu thap 75% et liéw tnrde (ea ALIMTA va
nh-ﬁl. = 50.000/mm’ cisplatin]
54 lugng tiéu ciu thap nhdt < 50.000/mm’ 75% cia lidu trude (cd ALIMTA va
khing tinh dén ANC thip nhit cisplatin}

théip nhit < 50.000/mm’, e = ;
S8 lugng tiéu cdu thip n 50 ctia lidu trude (ca 2 thude)

cé chay méu . khong tinh dén ANC thip nhit

1-¥
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" Theo tiéu chudn dde tinh chung (CTC) cua Vién Ung thu Quée gia (CTC v2.0: NCI 1998)
guy dinh chay mau = CTC mire di 2.

méfu bénh nhin xudt hign edc die tinh khie ngodi mau > mive d 3 (khéng ké djc tinh trén
thin kinh), phai ngimg ding ALIMTA cho 161 khi thuyén gidm téi mure thap hon hofic bing
tr 50 trirdre didu irj cla bénh nhin, Viée didu tr s lai duge tidp we theo cée chi din & Bang
2,

Biing 2. Biang hi¢u chinh Iiéu ciia ALIMTA (diing don die hode két hop) va cisplatin
dya trén die tinh khic ngoai huyét hge ™"

Liéu ALIMTA (mg/m”) | Liéu cisplatin (mg/m°)

Bat cir dde tinh nao, trir viém

e . 1 ! |].',l' v i n 5@ vl .
niém mae, ¢ mire 46 3 hodic 4 T75% lieu trrde 74584 lidu trude

Tiéu chay ciin diéu trj tai bénh :
vién (khong ké mirc dg) hodic 75% lidu trunge 75% liéu trude
tiéu chay 44 3 hodc 4

Viem niém mac mirc d6 3 hodc 4 50% lidu triroe L4 lidu trinde

* Tiéu chuidn dc tinh chung cia Vign Ung thu Quoc gia (CTC v2.0; NCI 1998)
X Khong ké doc tinh than kinh

Tmng tririomyg herp ed dge tinh Ihén h|r|h digu chinh ligy ALIMTA vi cisplatin theo hudmg
ddin o Rang 3. Bénh nhin phdi ngimg d:&u tri néu quan §a1 Ihﬁ} do¢ tinh thén kinh muc di 3 hodc
4,

Bing 3. Bang higu chinh li¢u cia ALIMTA {dﬁnE dom dijc hodc ket hgp) va cisplatin
dya trén dijc tinh thin kinh

Mire 4§ CTC? Li¢u ALIMTA {mg/m") Li¢u dsplatin (mg/m”)
0-1 100% liéu trsde 1)3@% e
2 100% ligu trudc S0% liéu trurde

* Tiéu chuan dée tinh chung cia Vién IIng thir Quic gia (CTC v2.0; NC1 1998)

Phai ngimg didu tri v ALIMTA sau 2 lin piam lidu néu bénh nhin co bt eir dge tinh nao
trén méu hode ngodi mau mire 43 3 hodic 4, hofic ngay ldp tire néu quan st théiy dde tinh thin
kinh mire 46 3 hodc 4.

Ngredvi gia; Trong nghién cim 1am sanE_, khing cd déu higa 1a bénh nhin tr 65 tunl triv 1én co
nguy cer ve tae dung Lhnng MOng mucn n!nEu hon g0 vin bénh nhén dwdi 65 tudi. Khéng can
SiF giam licu ndo khic ngodi ché dé gidm lidu dircre khuvén edo chung cho tat ca bénh nhan.

Tré em v thidu nién: ALIMTA khing dirge khuyén cao dimg cho bénh nhin dudi 18 tudi vi
chura xdc dinh s an todn va higu qua trong nhom bénh nhin nay.

Bénh nhdn suy thén: (Cong thire Cockeroft va Gault chuin hode 16 36 loc ciu thin do béing
phuong phap thanh thai huyét thanh Te99m-DPTA); Pemetrexed duge thai trir chi yeu dudi
dang khéng doi bod s bai tiét cia thin., _Trong nghién et Iﬂ.m sang, b¢nh nhin co hé 50
thanh thai -:nzatlmn: > 45ml/phit khong cin sir didu chinh li#u nio khac ngodi s diéu chinh
dupe khuyén cio chn tét ca bénh nhan, Khong co i di liéu v sir dung pemetrexed & bénh

e ——
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nhin co 4§ thanh thai creatinin dus 45 mlphit; do 36 khing khuyven cdo dimg pemetrexed (xem
phin “Carh bao ddc bigt va thdn rong khi dimg ™).

Bénh nhdn suy gan- Khong tim thiv co sir lién guan gifta AST (SGOT), ALT (SGPT). hoac
hilirubin toan |:|I_15n va dugie dong hoo cia pemetrexed. Tuy nhién bénh nhin bi suy gan véi
bilirubin = 1.5 lan gidi han trén coa binh thuomg va'hofic transaminase > 3.0 lan gidi han trén
cua hinh thuwimg (khong ¢ di ciin gan) hofic = 5,0 lan gidd han trén cia binh thirémg (c6 di
¢iin gan) chura ducre nghién ciru riéng bigt.

Céach diing:

P& thin trong tnrde khi dimg hodc hiy bo ALITMTA, xem phén “Then tromg ddc hidl vé tién
higy vir hiew thing”,

ALIMTA nén duge trayén trong 10 phit vao ngay thir nhit cia mdi chu kv 21 ngdy. P& duge
hwomg dén :an:h hoan nguyén vi pha lodng ALIMTA trinive khi sir dung. xem phin “Then
trong ddc higt vé fiéu iy va ley thong™,

CHONG CHI PINH

Min cam véi pemetrexed hojic v I:t_ﬁl eir ta durce nao. _

Phail ngimg cho con ba trong khi dicu tn vou pemetrexed (xem phan “Mhy niF co thai va cho
con fii )

Ding dong thii vaccin SO vang (Xem phﬁn “Tiremg Lde wii cde thuoe khde v cde dong
g fae Ehae ™Y,

CANH BAO PAC BIET VA THAN TRONG KHI DUNG

Poc ki hirdmg diin sir dung trwde khi ding. Néu cin thém thing tin, xin hoi ¥ kién bic
sk
Thuie niy chi diing theo dom ciia bic sk

Pemetrexed co tl‘n: e che chire ndng tuy XUong bi¢u hién bing gidm bach chu trung tinh,
gidm st lugng tiéu cau va thiéu mau (xem pl'mn ‘Cae Nde dung khing mon atticii ). r..‘-..l.r trc
ché tuy thuomg 1a dic tinh gioi han lieu luomg. Phai theo doi tie dung (e cHeTRy, tronig quﬁ
trinh dicu trj cho bénh nhan va khéng duge che bénh nhin dung pemetrgx ol khi sé
lgmyg hach E-dl.l trung tinh (ANC) dat mic = 1. S00/mm’ va so lugmg tiéu h dat mire =
T, 000/mm”. Sy giam liéu trong cac chu ky tiép sau dya trén ANC, so lugng liéu Léu thip

nhét va 4 tinh ngodi miu t6i da nhin il'lﬁ"r tir chu kv diéu trj trwde (xem phan “Liéu legng
v cach diimg ).

Khi duce didu trj trde v acid folic va vitamin Bz, bénh nhin it gip doe tinh hom va giﬁm
durere ede dde tinh trén mau va ngodi méw mirc 4§ 3/4 nhu gidm bach ciu trung tinh, sot giam
bach cau trung tinh vi nhiém khuin kém gmm hach ciu trung tinh 46 3/4. Do do phai hudmg
din bénh nhin didu trj v pemetrexed r&n;_, ding acid folic va vitamin Ba 14 bién phip du
phong dé giam die tinh lign quan i thude (xem phin “Liéw lwgmg va cdch dimg ™).

Cac phan img da di duge bao cao o beénh nhin khing duoc didu trj trudc vin corticosteroid.
Vige dieu trj truoe vii dexamethason (hode nromg duong) cd the lam giam tin sudit va mirc
44 ning cua phan tmg da (xem phin "Liéu liromg vé cach dimg ™).

Mt & hromg han ché cic bénh nhén duge nghién ciu ¢ d6 thanh thai creatinin dudi 45
ml! p]mt Do do. khing i;hu}én cio ding pemetre:r.-ed cho bénh nhin cd d9 thanh tha
creatinin < 45 ml/phit (xem phin “Lidu licgmg va cdch dimg ™).

e —————
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Bénh nhin suy thin nhe dén vira (83 thanh thii creatinin tir 45 dén 79 m]."phutj phﬁl trinh
dimg céc thude chong viem khﬁng steroid (NSAIDs) nhar ibuprofen, va aspmn (=13 L-n:;ax}
tmng 2 ngay trudc ng_av dimg, va 2 ngay sau khi ding pemetrexed (xem ph:m *Twemg tac véi
cde thuoe khde vé ede dang tieeme tde khde ). Tit ca bénh nhin do tiéu ::huan dé dicu tri voi
pemetrexed phai tranh ding NSAID c6 nira doi thai wir dai trong i nhit 5 ngay trnc ngay
dmig, vit it nhit 2 ngdy sau khi ding pemetrexed (xem phin “Tiremg tde wii cdc thude khdc
Wi cde a'g.rng Furcmgr feic khae ),

Cée bién ¢d nghiém trong trén thin, bao gdm ca suy thin cip d3 dugre bdo cao khi sir dung
p..rm:trexed dom dije hode ph:‘;n hop véi cée hoa chat l;r! ligu khac. Nhicu trong so nhﬁ‘ng hénh
nhin gdp céc bién cb niy déu et cac yéu 1 nguy co tiém dn coa bénh thin nhu mit mréc hay
bj ting huyét ap hodc dai thao duimg tir trin're,

Anh huimg cia dich & khoang thir ba, nhir dich trin méang phéi hode ¢ truimg (bang) dii v
pemetrexed khing duoe biét, O bénh nhin cd dich & khoang thit ba ¢ ¥ nghia lam sang, phai
xem xét viée din lwu djch trinde khi ding pemetrexed.

Do die tinh trén tiéu hoa cua pemetrexed ding két hop v mspla!.m mit nude nang 33 due
ghi nhin. Vi viiy, bénh nhiin phai duge ching non diy di va duge bl mrde thich hop tradc
vahodc sau Khi diéu ITi.

Céc bién c6 khing mong mudn nghiém trong trén tim mach gom nhdi mau co tim va bién b
mach mdu ndo it xay ra Imng cac nghién ol Jdm sing vin pemetrexed, lhlmng xay ra khi
dung ket hn;l];:n viri mit thuoe doc hai 1@ bao khic. Phin 1én bénh nhin gip cdc tde .;lunb nay di
ci cac yeu to nguy oo tim mach tir trinée (xem phan “Cede tde dung khdng monyg mudn ),

Tinh trgng suy gmm mién dic]'l thucrng gip o bénh nhin ung thu, Do dé. khing khuyén cdo
ding dong thii von vaccin song giam déc tinh (xem phiin “Chdng chi dink” va *Teomg fic
it e b khde va ede dlgmgr tirorng £ae kheae ™).

Pemetrexed cd théé gdy ton ha veé di truyén, Nam gidi trcomg thimh vé sinfy duc d k[‘luzﬂEn
ls:hnng thu tinh lmng_ khi diéu tri va 16 6 thang sau dib. Chc hién phaplt
giao hop duoc khuyén cdo, Do tri liéu vid pem-elrexed co the gy vosi
nam gidi duge khuvén tim sir budmg dfin vé cit trif tinh tring trude khi bt

Phy nir ¢6 kha néing mang thai phai ding cac bign phap tranh thai hiru hi¢u trong khi dicu trf
vivi pemetrexed (xem phin “Phy nif co thai va cho con bi ™),

Cac trutmg hop viém phdi khu trnd do xa tn di duge bdo cdo & cde bénh nhin didu trj tia xa
trudie, trong hode sau khi dimg pemetrexed. Cén dic biét cha ¥ tol céc bénh nhin nay va thin
trong khi sir dung cde hod chat nhay cam tia x3 khac.

ML 50 tririmg hop nhiém xa dd duge bio cdo & cac bénh nhin dicu trj tia xa vai tuln hofic
vl ném e do,

Thyérc ci chira khoang 54 mg natri moi lo. Thin trong v&i nhitng bénh nhén cin kiém sodt
ché dd mudi.

TUONG TAC VOI CAC THUOGC KHAC VA CAC DANG TUONG TAC KHAC

Pemetrexed duge thai trir chu véu & dang khimg ddi qua thin nhér bai tiét ¢ ong thin vi mot

phin nht lpc ¢ ciu thin. Vide ding diong thii vdi cac thudc doc trén thin (nhu
e —
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aminoglyeosid, thude loi tiéu quai, hop Lh:a-t p]al:m E}E]DE].‘HJTI:I‘I} ch the lam chdm sy thanh

thai pemetrexed. Clin thin trong khi phéi hop cic thude nay, Néu cin dimg, phai theo dai
chit ché 46 thanh thai creatinin.

'lu'u;vr: ding dong théri v cic char ciling dwge bai tiét béi dng thin (nhu pmhcnumd P:mmlmb
¢0 kha ndng lam chim sy IIJ'Lanh thdi pemetrexed. Phai thin trong khi ding cde thude ndy két
hirp v pemetrexed. Néu cfin diung, phai theo ddi chit ch2 dd thanh thai creatinin.

(J bénh nhan co chire ning thin binh thirémg (dd thanh thai creatinin = 80 ml/phat), lidu cao
cde thuie s.hl:mg viem khong steroid (NSAID., nhu ibuprofen = 1.600 mg/ngiy) va aspmn i
lidu cao (= 1.3 gingay) co thé lam giam sy thai trir pemetrexed, va do do lam ting cac tac
dung khéng mong mudn cua pemetrexed, Vi viy, phai than trong khi dimg lieu cao NSAID,
hodc aspirin dﬂm_.. thin v pemetrexed cho bénh nhin cd chire ndng thin binh thuime (dg
thanh thai creatinin > 80 ml/phuit).

(J bénh nhdn cé suy thin nhe dén vira (4§ thanh thai creatinin tir 45 dén 79 ml/phit), phai
tranh dang dong thin NSAID (nhu ibuprofen), hodc aspirin o lidu cao trong 2 ngdy e,
ngay dimg, va 2 ngay sau khi dang pemetrexed (xem phan “Canh bdo ddc biér va thdn trong
khi dting ",

Tm:ng khi khong co dir li¢u v nguy cof iomg tac v NSAID cd nira dii thai tnir dai hom nhur
plmxlﬂam hodic rofecoxib, phii tranh dimg dong than v pemetrexed trong it nhit 5 ngay
truoe ngay ding, va it nhit 2 ngay sau khi ding pemetrexed (xem phan ‘Canh hdo dac higt
vl g froong khi efiongr ), Niéu cdn phii ding ding thin vin cac thudc NSAID, cin theo do
chit ché& die tinh, diic biét 1 suy oy va nhidém dde dudmg tiéu hia.

Pemetrexed it duge chuyén hoa & gan. Cic két gua nghién ciu in vitke 3
ngwini cho thay pemetrexed co the khing gy (rc ché ¢6 v nghia ldm sing s
cde thube duge chuyen hoa bad CYP3A, CYP2D6, CYP2C9, va CYPIAL.

gan
hida cua

Tiromg tec hay g.;?p viii tdr cd thide oy dic 1€ hao:

Vi nguy co huyét khoi ting lén & bénh nhin ung thur, lidu phip ching dﬂm____ thuimg dm;r::
ding. Do cd sy dao dong lom gl cdc cd thé vé tinh trang dang miu trong céc bgnh vi do
kha nang twemyg tac gitra chc thudc ching ddng miu dimg udng vii hoa tr ligu ching ung
thur nén can phai theo d:’:n INE []nr.em:ltmml Normalised Ratio: ty s0 binh thurimg hoa quic
1€} thitmg xuvén hom, néu quyét dinh sir dung cdc thude chong déng dwimg udng cho bénh
nhin,

{ hﬁng chi dinh dimg dr:-r:'g thai: vacein sit vang: nguy co 1 vong vi bénh do vacein phit
trién todn thin (xem phan “Chdng chi dink ™).

Khéng khuvén cdo dimg dong thai: vaccin song ;_mm tinh dg¢ (trir sot ving, ching chi dinh
dimg dong thin): nguy co bénh todn thin, cd thé giy tir vong. Nguy co ting lén & cic i
tgmg di bi suy gidm mign dich bai bénh tiém én. Ding vaccin bit hoat néu co (bénh bai ligt)
(xem phzm “einh bdo ddc hiét va thin irong khi dimg ).

PHU NI €O THAI VA CHO CON BU
Khing e dir 1iéu tir vige sir dyng pemetrexed & phu nir mang thai nlimg pemetrexed, ciing

nhur cic chit chong chuyén hoa khic, bi nghi 1a giy nhimg khuyét it him sinh nghiém trong
khi ding trong thii ki mang thai. Nghién ciru trén dgng vt cho thiy ¢é dde tinh trén h sinh

san (xem phin “Die hfu an todan tien lam sang™). Pemetrexed khing duge ding trong thin ky
e ——————————————————
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thai trir khi thit sy ciin thiét sau khi dii cin nhic k¥ sy cln thiét didu trj cho me va nguy
cor d-::rj v thai (xem p-]‘lﬁn *“Canh bdo ddc bigt va thin trong bhi dimg "),

Phy nir ¢é khi ning mang thai phii ding bigén phap tranh thai hitu hi¢u trong khi diéu trj vai
pemetrexed.

Pemetrexed co thé gy ton hai di truyvén. Nam gicd trnrimg thanh vé sinh due duoe khuvén
khing nén lam cha trong khi diéu tri va t6i 6 thang sau d6. Chc bién phép trénh thai hojc
kiéng quan h¢ tinh dyc dwgc khuyén cdo. Do tr1 lidu vin pemetrexed oo kha nidng gdy vo sinh
khing hii phyc. nam gidi duoc khuyén tim sy tr vin vé cit trit tinh tring trude khi hidt diu
diéu .

Khing biét pemetrexed co bii tiét vao stra nguoi hay khong va khong thé loai trir cde tic
dung khing mong muﬂ,‘m trén tré bo sita mg. Phai ngimg cho con bi trong khi diéu tri v
pemetrexed {xem phin “Ching chi dinh "),

TAC DUNG TREN KHA NANG LAI XE VA VAN HANH MAY MOC

Khing cd nghién ciru vé téc dung trén kha ning |41 xe va didu khién may moc. Tuy nhién, da
ed bio cdo la pemftrewd co the giy mét moi. Vi vy bénh nhin phai dugc nhic nhdr dbi v
viéc ldi xe hoéc vin hanh méy moc néu tic dung niy xay dén.

CAC TAC DUNG KHONG MONG MUON

Tém tit ho so an todin . _
Cac tac dung khing mong muon di dirge bao cao thl.n':mg, gfip nhit lien quan virl pemetrexed,
duge str dyng dud dang dom tr 1igu hode phm hop, gdm suy tay vin bicu hién nhir thidu
mdu, giam hach céu trung tinh, giam bach ciu, gidm tiéu cdu va dic tinh dudmg néu hoa 1.'-:3'1
hiéu h||;r| nhu chan an, buon i, mdn. Leu thﬂ} 1o bdn, 'I.'lEIfI"l. hong, vie
viém miéng. Céc e dung khing mong mudn khic bao meu dic tinh déi
aminotransferase, rung tc, mét moi, méit mroc, ndi ban, nhigm trimg/nhiém khu
thin kinh.

Cée the dung phy hiém gdp bao gom hdi chimg Stevens-Johnson va hogi tir biéu bi nhiém
dise.

Bang liét ké cic tie ﬂlﬂlﬂ lr.hﬁn; mong mubn

Hzmg dudi diy cung céip 1én suit vad mire dd nghiém trong cla cic tic dyng khéng mong
mudn d3 dm;m héo cio & > 5% cha 168 bénh nhin ¢d u trung biéu mé ding cisplatin va
p-.:me*trcnmd. vit 163 bénh nhiin cdé u trung bidu mé dung cisplatin dom dge duge phin hé ng&u
nhién vao hai nhdm, Trong ca hai nhém diéu tri. cac bénh nhin chua timg ding hoa i lidu
nay digc hé SUng dﬁ:,. du acid folic va vitamin By,

Cede phan tmg it e'm

Quy wdc veé tan sudt: Rat hay gip (=1/10). hay gap (=1/100 va <1/10), it gap (2171000 va
<1/100), hidgm gip (=1/10000 va <1/1000), rat hiém gap (<1/10000) va khong rd (khing thé
wde tinh duoe tir cde biao cao tr phat hign co).

Trong timg nhom phin loai theo tin suit. cde e dung khing mong mudn dugc sap xép theo
thir tw mire 45 nghiém trong gidm dan,

e ——————————————— e —
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Pemetrexed/Cisplatin Cisplatin
Hi Tiéc dyng (™ = 168) (N =163)
cvquan | Tamaselt “"“"i&“‘f“ﬂ Dictinh | Dictinh | Die tinh | Bie tinh
o titeicie | 0§33-4 | titcicde | d§3-4
| (%) | (%) | M%) | (%)
Citam bach cau
trung tinh/bach 56,0 23,2 13.5 3,1
R | s b —
m';"u 3:'],,: Rét hay gap | M bach civ 53.0 14.9 16.6 0.6
bach huyeét Giam
sl 26.2 42 10.4 0.0
Gidim ticu ciu 23,2 54 B.6 0.0
Roi loan
chuvén hoa :
vi dinh Hay gap Mt nurde 6.5 4.2 0.6 0.6
dudmg
;. . |Rithay | Bénh thin kinh
B 10,1 (.0 0.8 0.6
in ke |5 g = | =
Hay gap | Loan vi gidc 23 0.0%** 6.1 Dores
HRE oW ¥ | oy gip | Viem kétmge 5.4 0.0 0.6 0.0
Tiéu chay 16.7 36 8O | 00
Nén 56.5 10.7 49.7 4.3
Viém
i Riit hay migng/viém 23,2 30 6.1 0,0 _
il o |hon o/
' Buin nén 82.1 1.9 76, % "-‘hl L 54
Chén an 20.2 1.2 1415 | As
Tao boén 11,9 (0.6 T4 0,6
Hay gﬁ]_}_ . Khd ticu 54 0,6 0.6 0.0
Eﬂé!ﬂﬂlﬂndﬂ Réit hay Ban 16.1 0.6 4.9 0.0
dekida | 8EP Rungtoclong | 113 0,0%*e 55 | 000
REi 1o Tang creatinin 10,7 Pj 9.8 1,2
thn vﬂiét Rathay [ Giam dé thanh
3 ip thai 16,1 0.6 17.8 1.8
e
creatinin®®
Réiloan | Rat hay Mét moi 47.6 10,1 423 9.2
chung edp

* Tham khao CTC Vién Ung thir Qude gia phién ban 2 doi van moi d§ déc tinh trir thude npl
“t@ng d thanh thai creatinin™

** Payrore trich dédn tir thudt ngir “thin/miéu sinh dye khace™

*#* Theo CTC Vién Ung thu quie gia (v2.0: NCI 1998), logn vj gidc va mung tée chi duoe
béo cdo la o nare d§ | hode 2.

e e T ————
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Trong bang nay di ding moe gion han 5% dé bao gom tat ca cac bién cb ma ngui bédo cdo
cho ring c6 the liégn quan dén viée s dung pemetrexed va cisplatin,

Cac doc tinh LTE' ot ¥ nghia ldm sang duge bo cdo & > 1% va < 5% (hay gip) bénh nhin da
du-u;m chi dinh n_gau nhién ding cisplatin vi pemetrexed hao pdm: suy thin, nhiém trimg, sit,
sot giam bach ciu da nhan trung tinh. ting AST. ALT. va GGT. miy day va dau ngue.

Cac doc tinh CTC c6 y nghia lim sang dugc bio cio o < 1% bénh nhin dd dugc chi dinh
ngdu nhién ding cisplatin va pemetrexed bao gom loan nhip tim va bénh thin kinh vin déng.

Bang & dudi cung cdp tin sudt vi mire 46 nghiém trong cia the dyng khing mong muén da
duge bdo cdo & > 5% cia 265 hénh nhin duge chi dinh ngdu nhién ding pcrn:lrt:xcd dom doc
e b sung acid folic va vitamin B2, vi cia 276 bénh nhin duge chi dinh r.lgau nhién dimg
-:Inn:eta:ml dom trj. Tét ca bénh nhin dum: chiin dodn mic ung thu phii khing & bio nhd tidn
trién tgi chd hofic di ciin va 43 g didu tri hoa char.

Pemetrexed Docetaxel
Hé co Tic dyng (N = 265) (N =2176)
Tinsudt | khingmong | Djctinh | Dic | Dictinh
quan muin® Wtei | timh | thtcd ﬂff s
| cicdd | 4334 | cicdj ;’ )
| (%) (o) (%) "
' Giam bach céu
trung tinh/bach 10,9 5.3 453 402
Rii loan hé | Rét hay ciu hat o |
"'fﬂc}:’“ iy Gidm bach chu 12.1 42 341 272
v At
huyet Cam 19,2 432 22,1 43
hemaoglobin
Hay gap | Giam ti¢u ciu 8.3 1.9 1 O g 9.,51
Tidu chiy 12.8 0.4 4 NFM 25
Nén 16,2 1.5 | 120 1.1
. Vidm |
Rt hay . r :
Réi logn P rl:u giviem hiu 14.7 ;9 174 1.1
tiéu hoa ‘?TfE .
Buén nén 30,9 2.6 16.7 1.5 .
Chén &n 219 1.9 239 2.5
Haygip | Téo bén 5.7 0.0 40 0.0
[ Tang SGPT
v 4 7.9 1.9 1.4 0.0
Rii loan T (ALTY
gan mt ' | Tang SGOT 6.8 1.1 0.7 0.0
(AST) i
Rbilognda | RALMY | pornsevayda | 140 0.0 2 0.0
va 1o chire | E¥P I
dirdi da Hay gap MNgira 6.8 0.4 1.B 0.0

————————— e e e s e
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Rung tée 6.4 0.4** 377 | 22
Roi logn | Rét hay P 3
chung vé elp Mét man 4.0 5.3 359 _ 5.4
tinh trang
taichd | Haygip |Sbt 8.3 0.0 7.6 0,0
fiém truvén |

* Tham khao CTC Vién Ung thu Quic pia phién bin 2 dii viri mdi dd die tinh.
** Theo CTC cua Vién Ung thi quoc gia (v2.0; NCI 199%), rung toc chi dwrge bdo cdo 1 &
mire di 1 hodc 2,

Trong bang ndy. da ding mit diém giai han 5% dé bao gbm tat ca tic dyng khéng mong
mudn ma ngui bido cdo cho L ¢ thé lién quan dén vige sir dung pemetrexed.

Cic d@c tinh CTC e ¥ nghia ldm sang duge hio cdo & > 1% va < 5% bénh nhin da duge chi
dinh ngiu nh;en ding pemetre}:ed pom: nhiém b:huﬁn khimg cd giam bach :ﬁu trung tinh, st
giam I::w:h ciu trung tinh, phan (mg di (mg/qud mdn. tng creatinin, bénh thin kinh vin ding,
bénh thian kinh cam gidc, ban do da dang va dau bung.

Cac dr,:: tinh CTC co y nghia lim sang duoc bio cao o < 1% (it gdp) bénh nhin d3 duge chi
djnh ngiu nhién ding pemetrexed gom co loan nhip trén thit.

Ciac ddc tinh vé xet nghiem d 3 va di 4 cd ¥ nghia [am sang tuomg ty nhau giika cac két qua
cua pha 2 hop nhdl tir 3 nghién ciru dimg dom dde pemetrexed (n = 164) va két qui cia
nghién ciru pha 3 ding pemetrexed duoe mo @ & trén, ngoai i gidm bach edu trung tinh
(12,8% so v 5.3%, twomg dmg) va tang alamn transaminase (15.2% so vin 1%, tuong
tmg). Nhimg sur khac nhau nay ¢ thé do khac nhau trong quéin theé bénh nhin, vi cac nghién
ciru pha 2 bao ghm ca ahimg bénh nhin ung thi vii chua ding va d3 ding hoa trj ligu trudc,
et di ¢Bn gan tir trudc va'holie cac xét nghiém chie ning gan khong binh thuomg trudc
nghién einu.

Bang dudi day cung cap 50 ligu vé tin sudt va mirc 4 nghiém trong cua che tac dungkﬂﬂtlg
mong muon dwge cho co thé la do thu::'r: nghién ciru, di duge bio cdo « ng so B30
bénh nhin ung thu phéi khang & bao nhi ngﬁu nhién dLn;:L diéu l;% latin va
p:mttrc‘.c:d va 830 bénh nhan ung thr phii khing té bao nho ngiu nhién eu trj hﬁng
cisplatin va gemeitabin. Tﬁr ch cic bénh nhin di thude nghién ciru nhur 1 trj ]tn;u khai diu
cho ung thir ]:rhi*ll khing lé bio nho tién trién tai cho huan:: da di céin; b¢nh nhén & ca hai nhom
déuy durore iy tri hé troy binij acid folic va vitamin B

Tic dung Ffm!!_r;ﬂtm&:;a:ph"u Gtmm;lf;,;:gplﬂhn
khing | ) . f. __ )
HE cor quan | Thn suit P Pictinh | Bjctinh | Dgectinh | Die tinh
muﬁﬁ* bt ci cie | d§ 34 | thtcicic | 3§34
45 (%) (%) dij (%) (%)
Giam ] 13.0¢ 5 6 45.7% 0.9+
Hemoglobin |
Réi loan : Giam bach
imiiu va bach Fat hay cau trung 290 15.1% 38,44 26.7*
huyét £ip tinh/da nhin
| Giam bach 178 i e =
| | céu

e ———————— e —
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| Giam tiéu 10,1* 4,10 26,6* 12,7+
| cilu
' Bénh than
Réi loan hé h!nh cam g.5* 0,0* 12.4* 0.6*
thin kinh | DY 8P L gc
| it logn 8.1 0,04+ 8.9 0,044
gl
' | Budn non 6.1 7,24 53.4 ECLN
Min 39.7 6.1 355 6.1 I
Chén &n Ih.6 24+ 242 0.7+
| ‘ Téo bon 21,0 0.8 19.5 04
Roi loan | gip migng/viém 13,5 0.8 124 0.1
tiéu hod héu hong
Tiéu chay
khing Lam
phﬁu thust 12.4 1.3 12.8 1.6
hiu mon gia
Khd tigu'o
Hay pa 3.2 0.1 59 0.0
| ‘3” P | néng
Raéi logn da | Rat hay : " Euw
ik okird | aip Rung toc 11,9+ pewe 21.4¥ 0.5
chirc dudi | Ban/trée
da Hay gap vity da 6.6 0,1 B.0 0.5
Roi loan :
o vahi | Rathsy | Tang 10,1% 0.8 5,9% 0.5
niéu I Bip creatimin
Réi loan
chung v Rit hay
tinh trang - Mt maoi 427 6,7 44_9 4 9
i chd tiém | EP
* Gid tri P < 005 khi so sanh gifra pemetrexed/cisplatin va L.Emtl'tﬂbm."ﬂﬂp SLI dung

Fisher Exact test. . -

** Tham khio CTC Vién Ung thur Qude gia phién bin 2 dii voi moi di dde tinh.

*#% Theo CTC Vién Ung thu quoe gia (v2.0: NCI 1998), loan vj gidc va ryng ¢ chi duge
biio cdo 13 & mire d§ 1 hodic 2.

Imng bnng ;I'IEl} da dimg mdt diém gidi han 3% dé bao gom 11 ed tac dung khing mong
mudn ma nguii béo cdo cho 1a co thé lién quan dén pemetrexed va cisplatin,

Cdae dée tinh b ¥ nghfa lam sing duge bao cao -u' mire = 1% va < 5% bénh nhén da duge ::In
dinh ngiu nhién dimg pemetrexed va s:uspiatm ghm: ting AST, tﬁng ALT, nhiém tring, sot
giam bach cdu trung tinh, suy thin, sot. mit nude, viém két mac va giam d¢ thanh thai
creatinim.

Cic dac tinh co ¥ nghia ldm sang duge bao cao = 1% o bénh nhin da duge chi dinh ngﬁu
nhién ding pemetrexed va cisplatin gom oo ting GGT, dau ngye, logn nhip tim va bénh thin
kinh véin ddng.

ﬂ'
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Cac déc tinh co ¥ nghia ldm sang tuy thude gici tinh cling twomg tir nhar quéan theé chung cia
bénh nhin ding pemetrexed két hop cisplatin.

Bang dwai diy cung c:flp s ligu vé tin 3;u§.t v mire dg nghiém trong cua cac tac dung khing
mong muoen dugpe cho ¢o the la do thuoe nghién ciu, di duge bdo cao o = 3% trong so 80N
bénh nhiin ngdu nhién duge chi dinh dicu trj dom ti pemetrexed va 402 benh nhin ngiu
nhién dwge chi dinh dimg gia duge trong nghién oo dida tri duy tri bing pemetrexed dom i
(IMEN: N = 663) va diéu tri duy tri lién tue biing pemetrexed (PARAMOUNT: N = 539),
Tit ci cde bénh nhin dwpe chin dodn ung thur phéi khang té hdo nhd giai doan U1 hodc 1V va
d4 diing hoa tri liéu co ban platinum trude kia. Bénh nhin & ci hai nhom déu duoc diéu trj hd
trg biing acid folic vi vitamin B .

i Pemetrexed*** Gia durgye***
| Ticd (N =800} (N =402)
ung
Nhim hé | a oo Ehilog mong ﬂﬁ-ie tinh Ht‘jic tinh ﬂﬁ: tinh ﬂﬁﬁc tinh
o guan it tit cd cap dé it ci cap dd
ciip dj -4 cip 4§ 3-4
(%) (%) (%) (%)
Riit -
. 3 iam =
mau vi he | 24D
bach . | Giam bgch ciu 5.8 1.9 07 | 02
huyét Thuomg | h“h I _
2ip Cim Baeh=n | g 44 02 0.0
trung tinh
Rii logn Y
aa Thirimg RBénh thin kinh
hé thin : 74 0.6 5.0 02
kin.h Eﬁp ‘:ﬁlﬂ Elé“: — -
Rt Budn nén 173 0.8 4,0 0,2
tharc p—
gip | Chénan 12.8 1.1 32 0.0
Réi loan - = 1 7
iidu héa _ it i, L g
Thuomg [ Viem niém \K\\} ]/
&ap mac’ viem 6.8 0.8 1,7 0,0
migng
Thng ALT 6.5 " 0.0
Réiloan |Thumg | (SGPT) | &4 S
gan mit gip Tang AST 59 00
(SGOT) 0.0 1.7 ;
Roi loan : Xz
Thurdmg Moi ban' 17 0.0
:1;&;21‘- i Tréc viy da 4.1 (.1 i )
Rﬂ' lsan Rél . e
ca e thuomg | Métmoi 24} 5.3 109 0.7
vi tinh 24p |
' Ba 7.6 0.9 4.5 0.0
vl 2ap Phi 5.6 0.0 1.5 0.0

—————————————————————
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0.9 1,7 0.0

Réilogn | Thutmg | Rdi logn 1.6
than gip thin**** |
Cac chir viet tat: ALT = alanin aminotransferase; AST = aspartat aminotransferase; CTCAE = Ticu
chuin thudt ngir chung ¥E cic thc dung phu {Common Terminology Criteria for Adverse Event): NCI
= ¥Yign Ung thw Quﬁn gia My (National Cancer Institute). SGOT = glhitamic oxaloacectic
aminotransferase huyeét thanh: SGPT = glutamic pyruvic aminotransferase huyét thanh,

* Dinh nghia vé thuit ng.ﬁ' tan sudt: Rat thuémg glp - = 10%: Thiime gp - = 5% va < 10%,
Vi muc dich ciia bang nay, mdt ngudmg 5% da duoc sir dung dé bao gom it ca cic tac dung
phy ma nguii bio céo da xem xeét la co thé lién quan véi pemetrexed. _ :

** Tham khao tiéu chuin cia NCI CTCAE (Phién ban 3.0; NCI 2003) d6i voi moi cap dd
doe tinh. Ty I¢ bao cao da duege trinh bay theo CTCAE phicn ban 3.0.

A Eang ““"E- hop cfc phin g phu két hop céc kit qui cia nghlén el IMEN didu iri dug..
iri hi\.ng pemeirexed (N = 663) vi nghién clu PARAMOUNT didu tri duy tri hén tuc hmb
pemetrexed (N = 339).

*#4% Thuit ngir két hep bao pom tAng creatinin huyét thanh/creatinin huyét, giam tdc 46 loc
clia ciu thin, suy thin va thin/co quan sinh duc nigu - khac.

Bie tinh theo tiéu chudn die tinh chung (CTC) co ¥ nghla lim sang hit kv cap do nao da
dwoc bao cao & = 1% va = 5% b¢nh nhin dwge phin b ngﬂu nhi¢n vao nhom dltu iri bﬁng
pemetrexed bao gom: giam bach ciu trung tinh ¢6 501, nhiém triing, giam tidu ciu, téu chiy.
tao bon, TUNg toc, ngira, sof [Il',hu;"'mg ::t‘r gam bach clin trung tlnh] bénhy bé midt it (bao gom
ci viem két mac), ting chay munde mat, ching mat va bénh thin kinh vin ddng.

P¥oc tinh th:n tiéu chuin die tinh eh‘uug (CTC) da duge bao céo o < 1% bénh nhiin du:;;c
phin bo ngdu nhién vao nhim diéu tri biing pemetrexed bao gom: phan img di img/qua man,
ban dé da dang. loan nhip trén that va nghén mach phoi.

B an todn di duge danh gid doi voi nhimg bénh nhin duge chon ngdu nhién vao nhom diéu
tri hing pemetrexed (N = B00). Ty 1§ céc phan img phy i duge ddnh gid doi véi nhimg benh
nhin nhin duge = 6 chu ky dicu ) duf tri bing pemetrexed (N = 519} vi so vin nhimg h:;"nh
nhin nhin dugc = 6 chu ky didu trj bang pemetrexed (N = 281). D3 quan sat thay ting J.a-:.

phan mg phy (tat ¢a cée cip dy) viri thiri gian sir dung thude dai hom. Mirc 13 VE
ty 1& giam bach cfiu trung tinh cdp 46 3/4 co thé lién quan vai thude nghiérey quan
git voi thil gian sir dyng pemetrexed dai hon (= 6 chu ky: 3.3%, = 6 AP p =
0,046). Khnng ¢d syt khic bigt ndo co ¥ nghia ll'H]I'IE ké ve l'IEl'l k¥ cac phian img pli cip dg

3/4/5 riéng 1¢ nao khic dii duge thiy véi théd gian s dung thude did hon,

Cé it bdo edo vé cie bién co tim mach va mach mdu nio nghiém trong bao gém nhdi mdu eo
tim, dau thit ngwe, tai bién mach méu ndo va com thieu mau cye b nhat thén rong cde
nghién ciru lim sang viri pemetrexed, thuémg xay ra khi ding phdi hop v mat thude giy
dée té bio khdc. Phan lim bénh nhin piip cée tie dyng nay di cd cic yéu té nguy cor tim mach
tir e,

Hidm e cic bdo cdo vé viém gan, ¢6 nguy co trim trong, trong cde nghién cin 1dm sang v
pemetrexed.

Giam todn ba huyét ciu it khi dugre bao edo trong cée thir nghigm lém sng véi pemetrexed,

ﬂ'
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Trong cac thir nghi¢gm ldm sing, cde trwomg hip viém dai tring (bao gom chay mau rudt vi
trye trang, d6i khi gdy 1 vong, thing rudt, hogi tr rudt va viém manh trang) hiém kh durge
bao céo & bénh nhin sir dung pemetrexed,

Trong cde thir nghiém ldm sang, viém phoi md k& va suy ho héip, d6i khi gay tir vong, it khi
duge bdo cdo & bénh nhin diéu tr| bang pemetrexed.

Cilng it cd bido cdo vé cic truémg hop phi & bénh nhin ding pemetrexed.

Viém thye quan/viém thyre quan phong xa dwge bao cao khong thwdmg xuyeén trong qua trinh
thir nghi¢m lam sang voi pemetrexed.

Nhiém khudn, déi khi gdy tr vong, 33 dirgre bdo cao thidmyg gip trong cae thir nghiém lam
sang v pemetrexed.

Trong qué trinh theo d&i hiu mai, cic phan img khong mong mudn sau di duge bio cio o
bénh nhin ding pemetrexed:

Cé it trudmg hep bdo cao VE SV thin cap & bénh nhin ding pemetrexed don dic hode phii
hop v ciic hod trg ligu khac (xem phan "Canhr baa die biét va than trong ki dimg ™).

Co it triimg hop béo cao v vitm phisi khu trih do tia xa & bénh nhiin ¢6 xa tri tneoe, trong va
sau khi diéu trj bing pemetrexed (xem phin “Canh bao dic bigt va thdn trong khi dimg ™).

Hiém e trudmg hop béo cdo vé nhidm xa & bénh nhin da xa trj mroe do (xem phan “Canh bdo
diae biéi va ithdn trong khi dimg ™).

Co it tnrimg hop bao cao vé thieu mau ngogai vi din khi dfn i hoai tr chi. Cic tinh trang
bong nude hidm gip 44 duge béo cdo bao gom ca hii chimg Stevens-Johnson va hogi tir bigy
; -

bi nhiém déc. trong mét so truomg hop da gay 1 vong. o
D3 cb bio cio hiém gip ve bénh thiéu méu tan huyét & bénh nhin duge bing
pemetrexed.

Cac trwémg hop hidm gap v sic phan vé 43 duge béo céo.
Thing béo cho bic si cde tde dyng khing mong mudn gip phii khi ding thuie.
QUA LIEU

Céiec tridu chimg cua qua lieu duge bio cdo gﬁg’n giam bach cau trung tinh, thiéu miu, giam 50
lwrgrng tiéu cdu, viém nigm migc, da bénh 1% thin kinh cam gide va ban da. Céc bien chimg dy
dodn cia qua liéw gdm tre ché thy xuong duge biéu hign boi giam bach cdu trung tinh, giam
s0 lugmg fiéw chu va thiéu méu. Ngoai ra, ¢d thé gip nhidm khuin co hojic khing oo s, Liéu
chiy, vahodc viém niém mac. Trong trimg hop nghi qui, liéu, phai theo ddi bénh nhin,
kiém tra cing thire mau va thie hién ligu phip ho trg khi can. Cin nhic viée sir dyng calci
folinat/acid folinic trong diéu tri qué lieu pemetrexed.

PAC TINH DUQC LY

Dic tinh dwge lwe hpe . m
Nhom durge tri lidu: cée chit twomg ty acid folic, ma ATC: LO1BADS,
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ALIMTA (pemetrexed) la mit 'Ehuér: chong folat chong ung thr nhi¢u muc tiéu, ¢d tac dy
nhir phit v cac qud trinh chuyén hda cha yéu phy thudc folat cén thiét cho sy sao chép t¢
bia.

Céic nghién ciru in vitro cho thdy pemetrexed cd tic dyng cta mit thude chang folat nhiéy
muc tidu I:&ng cdch ¢ cheé thymidylat svnthase (T5), dihvdrofolat reductase (DHFR), va
glycinamid nbonucleotid ﬁ:nnmilmnsferase {UARI'I} 1A nhtl'nk. enzym phu thude folat chi
chit doi vai sinh téng hop cia thymidin vi cic purin nucleotid. Pemetrexed duge vin chuyﬁn
vio trong 1€ bao boi ca cac hé thong chit mang folat khir va vin chuyén protein gin két folat
mang. Mt khi & trong té béo, pemetrexed duee chuyén doi nhanh va viéi hidu suat cao thinh
cac dang polyghiamat bid enzym folylpolyglutamat synthetase. Cac dang polyglutamat dugc
it tmng 1¢& bao va cdn 1a nhum_l chit (e che TS va GARFT manh hom, Sy da g]utamat héa la
mat qua trinh phy thude vao thin gian va nong dd xay ra trong cac té bao ung thu, va & mirc
di han ché hom, kromg | cidc md binh thudmg. Cie chit th-l]rl:l'l hoa da-ghutamat hoa co sir téng
nira din trong 1é bao din dén suf kéo dii tac dung coa thude trong cic té bio ung thur.

Hiéu qua lam séng:

Ll trung bicu mé: _
EMPHACIS. mit nghién ciru pha 3 da trung tim. ngdu nhién, mi dom so sanh ALIMTA két

hop cisplatin vin cisplatin dom dic & bénh nhéin co u trung higu md mang phu1 ac tinh chura
dang hoa t1j Ilr;u cho l]'m].r bénh nhén diéu trj véi ALIMTA va cisplatin ¢ Ign thé somg sot
trung binh co ¥ nghia lam sang 2.8 thang so v&i bénh nhin chi ding cisplatin.

Trong nghién ciny, bénh nhin duee bd sung thém acid folic va vitamin By, lidu thip 4¢ lam
aiam dde tinh. Phan tich chinh cia nghién cing nay duge thue hién trén quin thé tit ca bénh
nhin duge chi dinh ngiu nhién vao mit nthom didu tri. dung thude nghién cim (ngdu nhién va
didu tri). Phén tich phidn nhém duee !.hur: hi¢n trén bgnh nhan dugc dilng ba sung acid folic
va vitamin Bya trong todn bé nghién et (dwge b sung diy du). Két qua cia cic phin lH.h Vi

hiéu qua nay duge tom tit trong bang dudi déy: /

Higu qua cua ALIMTA phii hqrp r:rsplaiin s0 vii cisplatin Er il
bénh nhin cé u trung bitu mé mang phii de tinh
Bénh nhin duye phiin bé | Bénh nhin dwge bi sung
ngiu nhién va didu tr day da
ALIMTA/ : : ALIMTA/ i i
Thang st hidu lye cisplatin {(ri‘thjE:T} cisplatin £ tEflr'ég]J
(N = 226) . = 168)
Trung vi thix gian song sit 12.1 9.3 13.3 10,01
tinh chung (thang) (95% C1j | (10.0-14.4) | (75-107) [ (11.4-14.9) | (84— 11.9)
Trj s6 p Log Rank* 0,020 0,051
Trung binh thin gian 1 khi 5.7 I 6.1 19
u phit trién (thang) (95% CI) (4,9-6.5) (2.8 —-4.4) (5.3 -7.0) (2.8-44)
Tri sb p Log Rank* 0,001 _ 0,008
Thivi gian 161 khi that bai 45 27 | 47 )
diéu trj (thang) (95% C1) (39-49) | 21-29 | (43-56) | (22-31)
Trj so p Log Rank*® 0,001 0,001

e —————————————————
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T% 1€ ddp (mg tinh chung ** 4]1,3% 16, 7% 45,5% 19.6%
{95% CI) (34.8-481) | (12,0-222) | (37.8-534) | (13,8 -26.6)
Tri s p Fisher's * <= 0,001 < ().001

Vet it CL: khodng tin ciy

* T 50 p so sdnh gita cdc nhim ) ) ) .
** Trong nhom ALIMTA/cisplatin, phin bo ngdu nhién va diéu trj (N = 225) va bo sung day
da (N=167)

Sir cai thién c6 ¥ nghfa thong ké cde triéu chimg ldm sing (dau va khé tha) lién quan dén u
trung bi¢u md mang phdi dc tinh trong nhanh ALIMTA/cisplatin (212 bénh nhin) se vai
nhinh chi ding cisplatin (218 bénh nhin) da dugc chimg minh khi ding Thang chia dé tri¢u
chimg ung thw phoi. Da quan sat thiy sy khiac nhau co ¥ nghia l:!mng ké trong cac xét nghu;m
chirc ning php] D& dat duge sy phin tach gilta cac nhanh didu tri dia trén sy cal thign ve
chire nang phdi trong nhanh ALIMTAlcisplatin va sy xfu di cua chite ndng phii & nhanh doi
chirng theo thin gian.

Cédc dir liéu vé bénh nhin ¢ u trung bidu mé mang phii dc tinh dwge diéu tri bing ALIMTA
dom dge con han ché, .-"ELIM']'A dom dée, lidu 500 mgfm: duoe ding cho 64 bénh nhin co u
trung biéu md mang phoi dc tinh chua dang hoa trj lidu trude do. Ty 1¢ dap tmg tinh chung la
14,1%a

Ung thu phi khong 1€ bage nho (NSCLC), tri ligw budg hai;

Mot nghién cim pha 3, da trung tm, nhan md, ngdu nhién so sanh ALIMTA vini docetaxel &
hn;nh nhin NSCLC tién trién tai chd hode di can di tmg didu tri hod chit cho thiy thoi gian |
sOmg sl trung binh 14 8.3 thang di viri bénh nhin diéu tri véi ALIMTA (quin thé chi dich

didu trin = 283) va 7.9 thang ddi véri bénh nhin dieu tri voi docetaxel (ITT n = 28%). Hoa trj

ligu trune do khing bao gom ALIMTA. Mm phan tich anh hwémg cua NSCLC mé hoe

hidu gua diéu tri tinh chung tén théi gian snng sol cho l.h-.a} ALIMTA vugt wrdi docetaxel /

trong cde trimg hop khong phai cha yeu la te bao vay (n=399, 9.3 so v 8.0 HE hig
chinh = 0.78: 95% Cl = 0.61 - 1.00, p= 0,047} v& docetaxel vugt tedi hom tron
bao viy (n = 172, 6.2 so voi 7.4 thing, HR hi¢u chinh = 1,56; %3% CI1 = 1.0 p=
0L,018). Khiong nha.n thay co s khae biét ldm sdng vé 46 an todn coa ALIMTA trong timg
phin nhém theo mé hoe.

Cac dir ligu ldm siang con han ché tir mét ‘nghign et pha 3 ngdu nhién co ddi chimg dde 1ip
cho thiy hitu qua ldm sang (thdi gian song thém toan b, thii gian song khéng bénh) cia
pemctrcx::d ureng tr nhau & cac bénh nhin tnrde do da didu i hang docetaxel (n = 41) va
ciic bénh nhin chum duge diu tri biing docetaxel (n = 540).

Hifu qua cua ALIMTA so sinh vii docetaxel & binh nhin NSCLC - quin tJi chii dinh

diéu tri
ALIMTA Docetaxel

Thii gian sing st (thing) in=283) in=28%)

Trung vi (m}) B.3 7.9

05 %% ClI cua trung vi . :'.",Ii'.l - 9.4) (6.3 -9.2)

HE : 0,594

935 %% Cl coa HE (.82 - 120}

Gid trj p khdng thua kém (HR) 220
Thiri gian song khéng tién trién bénh (thing) (n=283) {n = 188)

Trung vi 2.9 29

e e ——
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HR (95 % CI) 0,97 (82— 1.16)
Thiri gian t6i khi that bai diéw trj (TTTF - thing) (n=283) (n=28§)
Trung vi 24 2.1
HR (95 % CI) (L84 (71 - ,997)
Dip iang (n: 50 b¢nh nhéin dal titu chuan Vit dap (n=264) (n=274)
img)
Ti 1€ dép img (%) (95 % CI) 01({59-13.2) B8(5.7-12.8
Bénh on dinh (%) 45.8 46,4

Vit tin: C1 = khodng tin ciiy: HR: ti s¢ nguy con ITT = chil djnh diéu tri; n = tong 0 hrong quén the,

Ling thu phéi khéng t& bao nh. tri ligu bude mét: :

Mt nghién ciu nglu nhién, da trung tim, nhiin mé pha 3 so sanh ALIMTA phi hop
cisplatin vdi gemcitabin phéi hop cisplatin diéu tri cho bénh nhin ung thu phii khng 18 bao
nhd (NSCLC) tién trién tai chd hofic dii di cin (Giai doan 11k hodc 1V) cho thiy ALIMTA
phéi hop vai cisplatin (s6 lwomg bénh nhan chix dinh didu tri [ITT] n = 862) dat dwoe chi tiéu
diéu trj chinh va co hi¢u qua lim sang twong tw nhu gemcitabin phoi hop cisplatin (ITT n =
863) vé thoi gian song thém todn bd (i 50 nguy co higu chinh 0,94; 95% CI = 0,84 - 1,05),
Tiit ca cdc bénh nhin tham gia trong nghién ciu nay co bicu hién tinh trang ECOG 0 hodc 1.

Phan tich higu qu& chu véu dwge dya trén quan thr: ITT, Phan tich dg nhay cam coa chi ticu
higu qua chu yeu ciing dwge dinh gia trén quin thé dat e ding dé cwnomg nghién ciu
[J:[uan thé PQ). Phén tich higu qua trén quin thé PO cho két qua ddng nhét vivi khi phan tich
quiin thé ITT va cho thiy AC khong thua kém GC.

Thivi gian sémg bénh Khing tién wién (PFS) va ti 1 dap (mg noi chung twomg ty nhau gitra
cde nhanh didu 1: trung vi PFS 13 4.8 thang ddi voi ALIMTA phoi hgp cisplatin va 13 5,1
théng Aot vin gemeitabin ].‘rh-fr'l herp cisplatin (ty s0 nguy co hidu chinh 1.04; 952 C1 = 0,94 —
1,15), va ti 1& ddp img chung la 30.6% (95% Cl = 27.3 - 33.9) vin nhom ALIMTA +
cisplatin va 1a 28,2% (95% C1 = 25,0 — 31.4) vai nham gemeitabin + cisplatin. Dir liéu I’Fﬁ
phan nao 46 duq'u: khiing dinh bang mdt danh gia die Ibp (400/1 725 bénh nhin duge lya chon
nghu nhién dé danh gid).

Phén tich sir anh hromg cua NSCLC md hoe trén 1 1g ﬂng thém todn bd cho sikhac
biét trén lam sang veé u 1§ mng sl ¥ thude md hoc, xem bang dudi day,

Hi¢u qua cua ALIMTA + Cisplatin so vii Gemceitabin + {' isplatin
trong tr ligu bwde mit & binh nhin ung thw phéi khing té bao nhé
- quiin thé ITT va phiin nhim theo mé hge

: Trung vi thii gian sing thém toan bij tinh Ti 1é nguy Gia
Quiin the ITT biing thing (95% CI) ,:Ehi,;;u

SO trip
v céc phian T | chinh (HR) | wu
mhom md hoe | A1 IMTA + Cisplatin | Gemeitabin + Cisplatin| (o050, C1) | viit
Quin thé ITT 10,3 sz 103 ~863 0.94 0.259
(N = 1725) 0s—112) N2 @109 | V| o84 105
Ung thr tuyén 12,6 - 10.9 ~ 0.84 1
(N=847) ao07- 136 |58 o219 | MM | @11-099) | *OP
TE bao lm 10,4 B 67 | o 0,67 0027
| (N=153) (8.6 14.1) W ssaem | ¥ 71 (048096 | *

—————————————————————————— e e
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- 8.6 9,2 1,08
=57 — L o ;|
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Viet tat; C1 = khodng tin ¢iiy; HR: 1i 50 nguy co ITT = chi dinh diéu tri; N = t6ng s0 legng quan the

" Co y nghia thing ké vé tinh khang thua kém, vii t0dn bd khodng tin cdy cia HR thap hom
hin gidi han khéng thua kém 1.17645 (p < (LOO1),

Minh hoa Kaplan Meier vé thivi gian séng thém toan bi phin theo méb

0 Ung thir tuyén {i Ureg thir té bao lom
0.6 o9 -
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07 0.7 <
§ 08 & oe
w
05 0.5
H £
.ﬁ 04 - = 04 4
]
g 03+ i
= -
0.2 g 4
0.1 0.1 -
0.0 T : - L - ¥ T
o g 12 18 4 ) 0 B 17 18 e o
Titeln Qilin 420g con [ang) Thil glan =ing can ithang}

Khong e6 s khic biét co ¥ nghia lim sang duge nhin thiy v dé an todn cia ALIMTA phdi
hop cisplatin trong timg phan nhom theo mé hoe.

Bénh nhin diéu trj bang ALIMTA phéi hop cisplatin it phai truyén hom (16, 4% 5o van 28,59%,
p < 0.001), truyén t¢ bio hing ciu (16,1% so vii 27.3%. p < 0.001) va truyen ticu cau (1,8%
so v 4.5%, p = 0,002). Bénh nhin ciing it phai ding hem cmhmpm:umd&rb-u]:mrelm
(10.4% so vai 18, |“*mp*fﬂ 0o01), G-CSF/GM-CSF (3.1% so v 6,1%, p = 0,004), ché phim
sit (4.3% so v 7.0%, p= 0,021}

Ung thir phéi khéng 1é bio nho, diéu m duy tri;
M0t nghién da trung tm, pha 3, ngiu nhién, nhin mé, c6 déi chimg gia d

sanh higu qua va tic dung cua w.:n: diéu trj duy tri bing ALIMTA kém theo sw ¢
trr tt nihit (ES{_] (n=441) vai didu trj gia duge kim BSC (n= 111} & ¢ac bénh nhin by ung
thur phﬁl khéng té bao nho di cin (giai doan 4) hodc tién trién tai chd (giai doan 3) ma khing
tién trién sau 4 chu ky cua trj lidgu bude mdt cap doi u&pJalm hodc carboplatin két hop v
gemcitabin, paclitaxel, hoje docetaxel. Khong bao gom trj ligu bide mit cgp doi vai
ALIMTA. Tﬁ ca bénh nhin bao gém trong nghién cim ndy cd ECOG 0 hode 1.

Bénh nhin dugc ::]u:u tri duy i cho dén khi hénh tien trién. Hiéu qua va 46 an toan durgre
danh gia tir thér diém neau nhién sau khi hodn tit tri ligu bude mot, Bénh nhin -:Iu:m diéu trj
trung hinh 5 chu ky cia trj ligu duy i véi ALIMTA va 3.5 chu ky vn gia duge. Idng cong
713 bénh nhin (48,3%) hoan tit > 6 chu kv va tong cong 103 bénh nhin (23,4%) hoan it =
10 chu ky dicu 1 vii ALIMTA.

Nghién cira ddp dmg diem két thie co ban va cho thiy sy cai thién b v nghia thong ké vé
PFS & nhom ALIMTA so vén nhim gid duge in = 581, nhém danh gid ds;u: léip; trung binh 4.0
thing va 2,0 thang tromg tmg) (ti 1§ rai ro = 0.6, 95% C1 = 0.4% - 0,73, p < 0.00001 ). Két qua
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danh gia tir nhitng nhom nghién ci dée lap da Il-;hing dinh két qua danh gia coa cude khao
sat vé PFS. Ti 1¢ song thém trung binh v cac doi tuomg not chung (n= 663 1a 13,4% thang
viri nhim ALIMTA va 10,6 thang v nhdm gia dwge, 1 18 mhn ro = 0,79 (953% Cl = 0,65 -
0,95, p= 0,01192).

Phii hop viri cie nghién cinm ALIMTA khac, sir khic nhau vé higu qua theo NSCLC mé hoc
diroc quan sat thay trong IMEN. O cac bénh nhin véi NSCLC trir mé té bao hinh vay (n =
430, nhom danh gia ddc lip) PFS trung binh ld 4.4 thang véd nhom ALIMTA va 1.8 thang
viri nhom gia duge, t 1§ rii ro = 0,47 (95% CI = 0,37 — 0,60, p = 0,00001). Ti 1§ song sot
thém trung binh & cic bénh nhin NSCLC trir mé ¢ bao hinh vay (n = 481) la 15,5% thang
vai nhom ALIMTA va 10.3 thiang vai nhom gia duwge, ti 1€ nai ro = 0,70 (95% CI = 0,36 —
0,88, p = 0,002). Bao gom pha khid dau ti 1& song thém trung binh v&i céde bénh nhiin
NSCLC trir md té bao hinh vay 14 18.6 thang vin nhdém ALIMTA vi 13,6 thang vin nhdm gia
dge, 1 12 rdi ro = 0,71 {95% C1 = 0,56 - 0,88, p = 0,002},

Céc kit qua PFS va OS & cdc bénh nhin véi md 1€ bio hinh vay khong cho thay loi ich cla
ALIMTA so v gia dinge.

Khing thiy cd sur khéc biét o v nghia lim sang vé dd an toan cua Alimta trong cde phén
nhom theo mé hoc.

Biéu dé Minh hoa Kaplan Meier vé sing khing tién trién bénh (PFS)
vii shng thém todn bj cia ALIMTA so vii gia duge @ cic binh nhiin NSCLC trir m @

bao hinh viy:
S:"‘mg khiing tién trién bénh Song thém todn bd
1.0

} 1.0 0g-

0e 4 0a -
i ﬂ!-l. § 071
-i 0.7+ 06

E: 1 .g 05 -
£ 04 4 i 24 7

I:|3 1| ﬁ '}3 1
el 62

a‘l Ij.! 9
§ 00 - a0 —

i} i 12 18 0 i 12 18 24 30 b 42

Thirt gian sdng sam khdng tifn trin binh (thing) Thirt gian sbng can ithang)

PARAMOUNT '\
Mot nghién ciru Pha 3 da trung tim. ngiau nhidn, mi ddi, co dii chimg va
(PARAMOUNT). so sinh hifu qua va d§ an toan cua vige didu trj duy tri lién w g
ALIMTA cq;bng Li‘n cham sie hi try tt nhdit (BSC) (n = 359) vii gid duge ciong vin chdm
sdc hé try tit nhat (n = 180) & nhimg bénh nhén ung thw pll.ﬁi khing té bao nhi (NSCLC)
tién triem tai chi (Giai doan 111B) hofic di cin (Giai doan [V) khic ngcm mé hoc 1€ bao vay
chit yéu, la nhl'i'ng nguin 43 khing tién tne:n sau 4 chu ki didu i kép budc mi bang
ALIMTA phm hop v cisplatin,. Trong s 939 hénh nhin duge diéu tr khiri ddu hing
ALIMTA cong cisplatin, 539 bénh nhin dupe chon n :du nhién vao nhom diéu tr duy :n
hing pemetrexed hodic nhom ding gia duge. Tan s0 nhimg bénh nhin dugc chon ngau
nhién, 44.9% co dap img hoan mim."dnp (g mit phan va 51,9% ci dap img bénh on d|nh virl

viée didu trj khé diu bing ALIMTA cong cisplatin. Nhimg bénh nhin duge chon ngiu nhién
[
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viio nhém diéu trj duy tri cin pha; cé diém sb vé tinh trang hoat d6ng co thé theo thang diém
cla I:.'CEIG i Nhiom Hp'p tic vé Ung thu phuwong Béng) 13 0 hodc 1. Thin gmn trung binh tir
lic bt diu trj liéu khei ddu bing ALIMTA cing cisplatin dén khi bat ddu diéu i duy tri 1a
2.96 l.hang o ca nhom ding pemetrexed va nhom dung gia dwge, Nhimg b-;:nh nhin durge
chon ngiu nhién 43 duge diéu trj duy 1r| cho dén khi bénh tién trién. Hiéu qua va dd an toan
da duge danh gid 16 thin diém chon ngdu nhién sau khi hodan thanh 1rj li¢u (khcn diu) barde
méL Cae bénh nhin nhin dwoe trung binh 4 chu ky di¢u trj duy tri bing ALIMTA va 4 chu
kv bing gid duye, Téng cing cb 169 bénh nhdn (47.1%) di hoan thanh = 6 chu k¥ diéu trj
duy tri bing ALIMTA. dai dién cho it nhit tdng cong 10 chu ky ALIMTA.

Nghién ciru 33 dat duge muc tiéu co ban va cho thiy su cai thién ¢o ¥ nghla l.hfmg ké vé thir
pian song con khong tién trién bénh (PFS) & nhdm ALIMTA nhiéu hon nhom gia duoe (n =
472, nhom duge xem xét doc Eap, l.n.mg binh 3.9 thing va 2.6 thang, theo thir tu lumlg img)
(ty 50 nguy co = 0,64, khoang tin cdy (CI) 95% = 0,51 — 0L81. p = 0.0002). Danh gia doc lip
wé& chyp hinh anh bénh nhin da xac nh:;m cde ket qua danh gig coa nha nEJ'u.r:n et vié thi
glan song }r.h-um_. tién lnl:n bénh, Déi v nhimg bénh nhan duge chon ngﬂu nhien, nhur 43
durge dimh @a vir loc b&! diu didu tri khod diin bwde mit bang ALIMTA cing cisplatin, thin
pian séng khang tién trién bénh trung binh theo ddnh gid cia nha nghién ciru 1i 6.9 thing ddi
viri nhdm ding ALIMTA va 5,6 thing 881 véi nhém ding gia duge (19 56 nguy co = 0,59,
khodng tin cdy (CI) 95% = 0,47 - 0.74).

Qau khi tri litu khéi dhu hﬁng ALIMTA -L:u;mg cjsplaim {4 chu k}} viee dicu trj bdng
ALIMTA trdi hom cd ¥ nghia thing ké so vai gia duoc vé thii gian song thém toan bd (05)
(trung binh 13,9 thing so vai 11,0 thing, ty s6 nguy co = 0,78, R.imang tin cdy (CI) 95% =
64 — 0.96, p = 0,0195). Tai thn diém phén tich song con cudi cang, 28,7% bénh nhén ¢on
sOng hnﬁc mat theo ddi & nhdm ALIMTA so vai 21,7% & nhom gia dwge. Higu qua diu tri
trcrng ddi cia ALIMTA 13 nhat quan giira cée phéin nhom (bao hﬁm giai doan bénh, dap (mg
Vi m liéu khai ddu, tinh trang hoat dbng co thé theo thang diém cia ECOG. tinh trang hit
thuu:u: I, gici tinh, mé hoe va i) vl gidng nhur di quan sit thiy trong phin tich thin gian
5.-|}]'|__ﬂ__ thém toan bd (0S) vi thi gian song khéng tién trién bénh (PFS) chwa diéu chinh. Ty 12
somg thém | ném va 2 ndm dbi vii bénh nhin dang ding ALIMTA 13 58% va 32% theo thir
tr fromg dng, so i 45% va 21% ddi viri bénh nhin ding gia durge. Tir Toc bt diu didu
khii diu burde mét ba.-ug ALIMTA cong clspiﬂtl:n ther gian mng con trung binh cua bénh
nhin 13 16.9 thing ddi v&i nhom ALIMTA va 14.0 thing ddi virl nhom gid duge (ty s0 nguy
ear = 0,78, khoang tin cdy (CI) 95% = 0,64 — 0.96). Ty 1é phén trim bénh nhin nhin duoc
didu tri sau nghién cira |3 64,3% d6i véi nhom AL IMTA va 71,7% déi vési nhom gia duge,

PARAMOUNT: Biéu db h'.aphn Meier vé sing khing tién trién bénh (PF! ! _trl‘.m
todn bi (05) doi vii dicu tn duy tri tiép tue bing ALIMTA so véi gia d h
nhin ung thir phii khing té bio nhé (NSCLC) khie trir md hoe t¢ bae vay (dwye dinh
gid tir chon ngiu nhién)
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Séing cén khéng tién trién bénh Bng con fodn by
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Thési gimn séng con khéng tidn trién bénh (thang) Tnérl glan séng cén todn 56 (hang)

Dir liéy an toan cia viée didu trj duy tri bang ALIMTA tir 2 nghién ciu JMEN v
PARAMOUNT la tuomg tyr.

Bic tinh dwye ding hoc :

Béc tinh dwge ddng hoc cia pemetrexed sau }-.ht ding dom ligu 45 dm;n: dinh pid tr-en 426
bénh nhédn ung thir ed v dic khic nhan vin cac liéu tir 0.2 dén 838 mg.-‘m durpsc tm:.:en trong
thin gian 10 phit. Pemetrexed co thé tich phun bi & trang thai cin bdng la 9 litm™. Cac
nghién ciru in vitro cho thiy pemetrexed lién két v protein huyét twomg khoang 81%. Sy
lién két khing bi anh hudémg ding ke baoi cdc miic d¢ suy thin khac nhau, Pemetrexed it
chu_w:n héa & gan, Pemetrexed dige bai tiét chu }'r.:u qua mucre tiéw, vii 70% dén 90% cia
lidn ding duge i hién & dang khong d8i trong nude tiéu trong vong 24 gilr diu sau khi
truvén. HE si thanh thai tong cong cua pemetrexed 14 91,8 mUphit vi nir di thai i khoi
|:'tL|;\'|ﬂ"|; tong la 3.5 gio & bq;nh nhin 6 chire n.ﬁng thiin binh thudmg (dé thanh thai creatinin la
90 mls phul} Su dao ding ve d¢ thanh thai gitra céc bénh nh..in & mire 46 vira, la 19.3%. Mic
di phm nhiém hé 'thcmg (AUC) cua pemetrexed va nﬁnjb dd i da u'ung huyet tremg @ng v
1& v ligu. Duge ding hoe cia pemetrexed khng thay 461 trong nhigu chu ky dicu tri.

Céc dje tinh duge dong hoe ciia pemetrexed khéng bi anh hwémg bai cisplatin ding déng
thii. B sung acid folic diimg udng va vitamin By tiém bip khéng dnh hudmg ti duge dong
hoc cla pemetrexed.

Dir ligu an toan tién lim sing -
Dung pemetrexed cho chudt nhdt trfing mang thai lam giam kha 11ﬁng stng d‘%‘ai,
tf

giam trong lugng thai, lam hoa xuong khimg hedn todn cia mot s0 cau tric ¢ g v
khe hir vom migng.

Ding pemetrexed cho chudt nhit dyc giy die tinh vii sinh san 6 thé hidn bing giam kha
ning sinh san va teo tinh hoan. Trong mét n:;h:len ciru tién hanh véi gidng chd sin tiém tinh
mach ngit quing trong 9 |J1..mb cde roi lu:s;m vé tinh hoén (thodi h::-&-’hnal tir hidu mi -u-ng sinh
tinh) da duoe phat hign. Diéu nay goi ¥ p:mﬂmd ¢ the lam giam kha ndng sinh san cua
nam gidni. Anh hromg trén kha nang sinh sdn cia gidng cai chua duge nghién ei.

Pemetmcd Khéng géy dit bién trong xét nghi¢m vé sai khic cdu tric nhifm sdc thé in virre
& té bao budng trimg chudt dong Trung Qudc. hode xét nghigm Ames. DY :hl.mg minh
pemetrexed khang giy giy trong thir nghiém trén cic nhin sinh san in vivo o chuft nhit
1rfmg.

R
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Chura o cde nghién ciru ve kha ning gay ung thur cua pemetrexed,
PAC TiNH BAO CHE

Danh muyc ta duype
Mannitol, acid hydrocloric 10%. natri hyvdroxyd 10%. nude pha tiém. nitrogen. low-oxygen.

Tuwong ky

Pemetrexed tuomg ky vt Iy vin chat pha loang chita calei, hao pom thuoc tiém Ringer lactat
va thude tiém Ringer. Vi h'.hn:rng ©0 cac nghien cuu ve I.l.nmg hl;r]:r (vl cae 1hu4:rl. v chiit pha
lodng khéc). khéng duoc trin lin sin pham thudc nay vai cic san phim thutc khac,

HAN DUNG
Lo chwa mo: 3 nam ké tir ngdy san xud

Dung dich hoidn nguyén v dung ;!|5|] gﬁ ggén

Khi duge tien hianh theo dang chi dan, dung dich hoan nguyén va dung dich dé truyén
ALIMTA khéng ¢6 chit bio quan khang khudn. Bé bén vimg vit |y va hoa hoc cua dung
dich hoan nguyén va dung dich dé truyén ALIMTA vira chudn bj da duoc chimg minh trong
24 piér néu bao quan trong ti lanh. Xét theo khia canh vi sinh vit, sin phim phai duge s
dung ngay. Néu khéng ding ngay Lap tire, dicu kig¢n bao quan va thén gian bao quan trude khi
sir dung la trach nhi¢m cua nguii sir dyng thudc v thing thuimg Lhﬁnb dunge qua 24 pio o
nhiét 43 2 dén 8°C, trir khi vide hodn nguvén/pha lofing thude duge tién hanh trong khu vye
v trling direre kiém sodt va dam bao.

THAN TRONG PAC BIET TRONG BAO QUAN

Lo chra mé: Khing bao quin u:r nhiét dd trén 30°C.
Xem didu kién bao quan cia ché phim sau khi hodn nguyén trong phiin “Han dimg ",

Pé xa tim tay tré em.
Khing diing thudic qud han sir dyng di ghi trén bao bi.

QUY CACH PONG GOI

Lo thity tinh logi | voi nit cao su chira 500 mg pemetrexed.
Hop 1 lo.

Khing phai tit ca cae dang dong goi déu cd mit trén th tneémg.

THAN TRONG PAC BIET VE TIEU HUY VA QUAN LY THUOC /

1. Ding k¥ thudt vy khuin trong khi hodn nguyén va pha loding thém pemet
truyén tinh mach /
2. Tinh liéu Vi st lo ALIMTA cin ding. Mai lo chia mdt lugng du pcm:t{'exed
hugmg thube ghi nhin.
3. Hoan nguyén lo 500 mg vdi 20 ml dung dich natri clorid 9 mg/ml (0.9%) d¢ tiém, khing
¢6 chiit bao quan, tao thanh dung dich chita 25 mg/ml pemﬂmed Lic xody 1o nhe nhing
1 khi bit hoa tan hodn todn. I}ung d]ch thu durgre trong va cd mauw thay doi tir khnng miiu
dén vang hodc xenh ld ciy-vang ma kKhing imh huémg dén chiit luang cua san phim.
Dung dich hodn nguyén cd pH giita 6.6 va 7.8, C in ci sir pha lodng thém.

dé lay

e,
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4. The tich thich hgp cia dung dich hodn nguyén pemetrexed phai duge pha lodng thém
thanh 100 ml bang dung dijch natn clorid 9 mg/mi (0.%%4) dé tiem. khong co chat bao
quan, va duoe tmycn tinh mach trong 10 phat.

5. Céc dung dijch 1ru3rl:n pemetrexed duge pha nhu chi déin ¢ trén nromg hop v cae b tigm
truw:n v cac i tiem truyén trang polyvinyl clord va pul:.- olefin.

6. Céc san phﬂm thudic tiém phai duge kiém tra bing mdt vé chét la va sw dbi mau trude khi
dimg. Néu quan sat thiiy chit la, khong duge ding. )

7. Céc dung dich pemetrexed chi dé ding mdt lin. Phian sin pham khong ding hofic vit liéu
thai phai virt bd theo ding cdc véu ciu cia dia phuong.

THAN TRONG TRONG PHA CHE VA DUNG THUOC

Ciing nhur v&i cée thube ching ung thir ¢o kha niing giy doc khac, phai than trong khi thao
tdc va pha n:a:: dung dich tiém truyén pemetrexed. Nén si dyung gang Lay, Neéu dung dich
pemetrexed nep xue vion da, nra da mgay lha.t k¥ viri nurdie vi xd phing. Néu cae dung dich
pemetmte:d tiép xiic vii nu:m mac. gifii nude cn than 8& rira, Pemetrexed khang phai la n:.:h.nl
lam rop da. Khong co thudc giai ddc dac hidu cho sy thodt mach pemetrgx Mq:nt 50 |
truromg h'l.',lp thoat mach pemetrexed 33 dwge bido cdo. tuy nhién khing dur
dinh gid la nghiém trq:ng Sy thoat mach cin duge ditu tri theo thyre hanh
phuong giong nhu v cac thutic khéng gdy rip da khac.

SAN XUAT BOT
Eli Lilly and Company
Indianapolis, In 46283, MV

TUQ.CUC TRUONG
PTRUBNG PHONG

Fham SThe Yin Hank
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