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R x Thude ké don

TYDUONIB

Lapatinib (ditosylate monohydrate) 250 mg

Hop 7 vix 10 vién nén bao phim

Composition: Each film-coaled tablst
Lapatinib (ditosylate monohydrate).. 250 mg
Exciplents: g.s

Indications/ Dosage and administration/ Contra-indications and ather information:
Pleasa read the package Insert inside
Storage: In a sealed package, at a dry place and below 30°C

Specifications: Manufacturer's

Manufactured by:

HERA BIOPHARMACEUTICAL COMPANY LIMITED
Address: Lot A17, Tu Ha Industrial Zone, Huong Tra
Town, Thua Thien Hue Province, Vistnam.

Keep out of reach of the children/ Read the leaflet carefully before using

RX Prescription medicine

TYDUONIB

Lapatinib (ditosylate monohydrate) 250 mg

Herabiopharm®) 7 blisters x 10 film-coated tablets

Thinh phan; Mi vién nén bao phim ct chira
Lapatinib (ditosylate monchydrate) cinsannssesin2B MQ
Ta durge; vira A0 01 vién

Chi dinh/ Libu ding/ Cach ding/ Chéng chi djnh va nhimg thang tin khac:
Xin xem k§ tér hirémg dén sir dung

Béo quin: Trong bao bi kin, noi khd réo, dudd 30°C
Tiéu chuan: NSX

San xuéit tai:

CONG TY TNHH SINH DU'Q/'C PHAM HERA

Bia chi: L& A17, KCN Tir Ha, Tx. Huong Tra,
Tinh Thira Thign Hué, Viét Nam.
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Rx_Thudc nay chi diing theo don thube

TYDUONIB
Vién nén bao phim Lapatinib 250 mg

dung trucce khi diing

.'fgs:___gq?;;@; cho bdc sy hodc dwgc sTnhitg tdc dung khéng mong muén gdp phdi khi sie dung thuéc

THANH PHAN VA HAM LUQNG

Mbi vién nén bao phim c6 chira:

Hoat chit

Lapatinib ditosylate monohydrate twong duwong Lapatinib......................250 mg

Td dwoc vira dii: Microcrystalline cellulose 102, mannitol (Pearlitol 160C), povidone K30,

croscarmellose sodium, colloidal silicon dioxide, magnesium stearate, Vivacoat PA-1P-000

(thanh phan: talc, titanium dioxide, hypromellose 6, polyethylene glycol 3350,

polydextrose), Yellow coninor E-172.

DANG BAO CHE

Vién nén bao phim mau vang, bong lang, khong bong hay dinh chit, hinh oval, hai mat khum,

mot mit duge dap chim chit “HERA”, mdt mit c6 vach ngang, canh va thanh vién lanh lan.

CHI PINH

Lapatinib dugc chi dinh diéu tri ung thu vii ¢6 khéi u biéu hién qua mirc HER2 (ErbB2) &

nguodi 16n trong;:

- Phdi hop véi capecitabine cho bénh nhin ung thu tién trién hodc di can da diéu trj véi cc
anthracycline, taxane va trastuzumab trudce do.

- Phéi hop véi trastuzumab cho bénh nhén di ¢dn 4m tinh voi thy thé noi tiét da diéu trj két
horp trastuzumab va haa trj liéu truéce dé.

- Phéi hr_rp v6i cc chét trc ché aromatase cho phu nir sau man kinh duong tinh véi thu thé
ndi tiét va khong c6 mong mudn hoéa trj liéu. Cac bénh nhéan dang ky trong nghién ciru
trudc day chwra duge diéu tri bing trastuzumab hodc chét trc ché aromatase. Chua c6 dit
liéu vé hiéu qua clia phéi hop nay so véi két hop trastuzumab va chét trc ché aromatase &
nhém bénh nhén nay.

LIEU DUNG VA CACH DUNG

Chi nén bat dau diéu trj lapatinib b&i bac sy 6 kinh nghi¢m trong viéc str dung thude chéng

ung thu.

Cac khoi u biéu hién qua miac HER2 (ErbB2) dugc xéc dinh boi khuéch dai gen riéng 1¢

hodc cing v&i IHC3+ hodc IHC2+. Tinh trang HER2 nén dugc xac dinh bing céc phuong

phap chinh xé4c va da duoc thim dinh.

Lidu ding

Lapaﬂmb phm hop vdi capecitabine

Liéu khuyén céo ctia lapatinib la 1250 mg (twong duong vdi 5 vién nén) x 1 lan/ngay, dung

lién tuc.
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Liéu khuyén cdo cua capecitabine 1a 2000 mg/m?¥/ngay, chia lam 2 lan dung cach nhau 12
gio tir ngay 1 dén ngay 14 trong mdt liéu trinh diéu trj 21 ngay. Nén udng capecitabine trong
bita &n hodc trong vong 30 phut sau khi d&n. Tham khao thém théng tin ké don cua
capecitabine.

Lapatinib phoi hop véi trastuzumab

Liéu khuyén c4o ciia lapatinib 1a 1000 mg (twong duong véi 4 vién nén) x 1 lan/ngay, dung
lién tuc.

Liéu khuyén céo ciia trastuzumab 14 4 mg/kg tiém tinh mach lidu tAn cong ban diu, sau do
ding liéu 2 mg/kg tiém tinh mach hang tuan. Tham khao thém thong tin ké don cua
trastuzumab.

Lapatinib phéi hop véi chit irc ché aromatase

Liéu khuyén céo ciia lapatinib 1a 1500 mg (twong duong vai 6 vién nén) x 1 1dn/ngdy, ding
lién tuc.

Tham khéo thong tin ké don cua céc chat e ché aromatase trong phdi hop dé biét thém chi
tiét lidu diing,

Tri hodin va giam liéu

Cdc bién ¢6 tim mach

Nén ngirng lapatinib ¢ bénh nhan c6 cic triéu chimg lién quan dén gidm phan suét téng mau
thét trai (LVEF) do 3 hoiic cao hon theo Tiéu chudn Théng dung dé Danh gia cic bién cb
bét lgi cta Vién Ung thu Qubc gia (NCI CTCAE - National Cancer Institute Common
Terminology Criteria for Adverse Events) hodc néu LVEF giam xudng dudi giéi han binh
thudong dudi. Lapatinib ¢6 thé bat du lai véi liéu thip hon (750 mg/ngay khi dung véi
trastuzumab, 1000 mg/ngay khi ding véi capecitabine hodc 1250 mg/ngay khi diing vé6i chat
trc ché aromatase) sau toi thiéu 2 tudn va néu gia tri LVEF tr¢ lai binh thudng, bénh nhan
khong co tri¢u ching.

Bénh phéi ké/viem phéi

Ngirng lapatinib & bénh nhan xuit hién cac triéu chung trén phéi & d9 3 hodc cao hon theo
NCI CTCAE.

Tiéu chdy

Ngirng lapatinib & bénh nhan xuét hién tiéu chay d¢ 3 hodc d6 1 hodc 2 theo NCI CTCAE
vdi tinh trang phirc tap (dau quin bung vira dén ning, non hodc budn nén & do 2 trd 1én theo
NCI CTCAE, giam kha ning hoat dong, s6t, nhiém tring huyét, giam bach cdu trung tinh,
méu trong phan hofic mat nuéc). Co thé dung lai lapatinib véi liéu thip hon (giam tir 1000
mg/ngdy xubng 750 mg/ngay, 1250 mg/ngay xubng 1000 mg/ngdy, 1500 mg/ngay xudng
1250 mg/ngay) khi tiéu chay giam dén d¢ 1 hoac thip hon. Nging lapatinib vinh vién khi
xuét hién tiéu chay do 4 theo NCI CTCAE.

Cac doc tinh khdc

Nén xem xét ngimg hodc gién doan liu lapatinib & bénh nhan xuét hi¢n cac doc tinh d6 2
hodc cao hon theo NCI CTCAE. Khi céc doc tinh duoc cai thién xudng do 1 hoic thip hon,
c6 thé bat dau lai & liéu 1000 mg/ngay néu phm hcrp v6i trastuzumab, 1250 mg/ngay néu
phéi hop vdi capecitabine hoidc 1500 mg/ngay néu phdi hop véi chét e ché aromatase. Néu
doc tinh van tdi dién, c6 thé bat dau lai véi lidu thdp hon (750 mg/ngay khi dung voi
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trastu:’:umab, 1000 mg/ngay khi ding véi capecitabine hodc 1250 mg/ngay khi ding v6i chat
rc ché aromatase).

Suy than

Khong can diéu chinh lidu & bénh nhén suy thin nhe dén trung binh. Thén trong véi bénh
nhan suy than niing do chwa c6 kinh nghiém l4m sang trén nhém d6i tuong nay.

Suy gan

Ngimg va khong dwgc diéu tri véi lapatinib néu chirc ning gan thay ddi nghiém trong,
Theo d&i cAn thin & bénh nhén suy gan trung binh dén ning do ndng d lapatinib trong méu
ting. Chua c6 day di dit liéu sin c6 vé khuyén céo diéu chinh liéu & bénh nhan suy gan.
Nguoi cao tuoi

Dit liéu vé str dung lapatinib/capecitabine va lapatinib/trastuzamab & b¢nh nhén tir 65 tudi
tré 18n con han ché.

Trong nghién clru 1dm sang pha 3 cua lapatinib phdi hop vé6i letrozole, trong s6 bénh nhan
ung thu vii di can duong tinh thu thé ngi tiét (N = 642) c6 44% bénh nhan > 65 tudi. Nhin
chung, khong c6 sy khac nhau vé do an toan va hiéu qua cla phéi hop lapatinib va letrozole
giita nhom nay va bénh nhén < 65 tudi.

Tré em

D4 an toan va hiéu qua cua lapatinib & tré em dudi 18 tudi chua duoc thiét 1ap. Khong c6 dit
lidu san cé.

Cdch diing

Dung dudng udng.

Khéng nén chia nho liéu hang ngay cta lapatinib. Nén uong it nhét 1 gio truée hodc sau khi
4n. D& giam thidu nhirng thay déi trén bénh nhan nén chuin hoa cach dang cia lapatinib déi
v6i thire in, nhu udn ludn dung lapatinib trude dn 1 gio.

Khéng nén ubng ghp dbi bu lai lidu di quén va tiép tuc liéu hang ngay tiép theo nhur liéu
trinh da dinh.

Tham khao thong tin k& don day dii cua thubc ding phéi hop dé biét thém chi tiét lién quan
dén lidu ding, chdng chi dinh va thong tin an toan ciia thube do.

CHONG CHI PINH

Bt;nh nhan mén cam véi hoat chit hodc bt ky thanh phan nao cua thudc.
CANH BAO VA THAN TRONG KHI DUNG THUOC
Dit liéu cho thay lapatlmb két hop véi hoa tri liéu it hiéu qua hon trastuzumab phdi hop véi

hoa tri ligu.

Dic tinh trén tim

Di ¢ bdo céo vé giam LVEF lién quan dén lapatinib Lapatinib chua dugce danh gié trén
bénh nhan suy tim ¢6 triéu chimg. Cén thén trong néu dﬁng lapatinib cho b¢nh nhén mic céc
bénh c6 thé lam suy gidm chirc ning tim that trai (bao gém v1ec ding dong thoi véi thube
c6 kha niing gy doc cho tim). Panh gia chirc nang tim, bao gdm xéc dinh LVEF nén dugc
tién hanh cho tt ca bénh nhan trudc khi bit du diéu tri lapatinib d& dam bao gid tri LVEF
ban dau nim trong giéi han binh thu:(mg Tiép tuc dénh gia LVEF trong khi diéu tri dé dam
bao ring LVEF khong gidm xubng mirc khong thé chép nhan dugc. Trong mot sb trudng
hop, LVEF c6 thé gidm nghiém trong va dan dén suy tim. D4 c6 béo cdo cac truong hop tir
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vong, nguyén nhéan chua dugc xac dinh. Trong cic nghién ctru xuyén subt ctia chuong trinh
phat trién 1am sang cho lapatinib, céc bién c¢b tim mach bao gdm giam LVEF dugc bao céo
& khoang 1% bénh nhan. Giam LVEF c¢ triéu ching dugc quan sat thiy & khoang 0,3%
bénh nhan ding lapatinib. Tuy nhién, sir dung lapatinib két hop véi trastuzumab & bénh nhan
di can, ty 1& méc cac bién cd tim mach bao gdm giam LVEF cao hon (7%) so véi nhém ding
lapatinib riéng 1& (2%) trong thir nghiém then chdt. Céc bién ¢b trén tim dugc quan sit thiy
trong nghién ctru ndy vé ban chét va mirc d6 nghiém trong twong ty voi nhitng bién cb da
ghi nhén trude day véi lapatinib.

Kéo dai khoang QT phu thudc vao ndng do da duoc chirng minh trong mot nghién ciru chéo
chuyén biét c6 dbi chimg véi gia duoc & nhiing déi twgng ¢ khdi u dic tién trién.

Sir dung lapatinib than trong & bénh nhan mic cac bénh co thé din dén kéo dai khoang QT
(bao gdm ha kali mau, ha magie mau va hoi ching QT dai bam sinh), dung dong thoi voi
céc thude co thé gy kéo dai khoang QT hodc cac tinh trang 1am tang nong do cua lapatinib,
vi du nhu str dung dong thoi véi cic chét e ché CYP3A4 manh. Ha kali hoic magie mau
nén diéu chinh trude khi diéu tri. Thuc hién do khoang QT trén dién tim dd trude va mot
dén hai tudn sau khi bat ddu diéu tri bang lapatinib hogc theo chi dinh lam sang, vi du nhu
sau khi bit ddu mot diéu tri dong thoi c6 thé anh hudng dén khoang QT hodc tuong tac vai
lapatinib, do dién tim dd ciing nén duge xem xét.

Bénh phoi ké va viém phéi

Da ¢6 bdo cdo vé cdc de tinh trén phéi bao gdm bénh phdi ke, viem phdi lién quan dén
lapatinib. Theo doi chit ché céc tri¢u chimg ctia phoi (kho thd, ho, sét) va ngimg diéu trj &
bénh nhén cé cac triéu ching tir @9 3 hodc cao hon theo NCI CTCAE. Déc tinh trén phéi co
thé niing va din dén suy ho hiép. Trudng hop tir vong da duge ghi nhin, nguyén nhén chua
duoc xéc dinh.

Déc tinh trén gan

Xuét hién doc tinh trén gan do lapatinib va hiém c6 truomg hop tr vong. Doc tinh trén gan
c6 thé xudt hién vai ngay dén vai thang sau khi bét dau didu tri. Tu van cho bénh nhan vé
cic doc tinh tiém 4n khi bit diu diéu tri. Theo d&i chitc ndng gan (transaminase, bilirubin va
alkaline phosphatase) trudc khi bat dau diéu tri va sau do6 hang thang hodc theo chi dinh 14m
sang. Nglng lapatinib néu chirc ning gan thay déi nghiém trong va khéng duoc diéu tr lai
v6i lapatinib. Nguy co dc tinh trén gan lién quan dén lapatinib tang & bénh nhén mang cac
alen HLA DQA1*02:01 va DRB1*07:01. Trong mot thir nghxem 14m sang 16n, ngau nhién
vé don trj lidu bing lapatinib (n=1.194), tan suét tich lily cua tén throng gan nghiém trong
(ALT > 5 lan gi6i han binh thuong trén, theo NCI CTCAE d6 3) sau 1 nam diéu trj 12 2,8%.
Tan suét tich [Gy & nhirng nguodi mang alen DQA1*02:01 va DRB1*07:01 1a 10,3% va &
nhitng ngudi khong mang alen nay la 0,5%. Nguoi mang cac alen HLA c6 nguy co nay phd
bién (15 dén 25%) & nguoi da tring, chau A, chau Phi va ngudi Tdy Ban Nha nhung thip
(1%) & ngudi Nhat Ban.

Thén trong khi ké don lapatinib cho bénh nhén suy gan trung binh hoic nang va bénh nhan
suy thdn ndng.

Tiéu chay
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Pi c6 bao cao vé tiéu chay bao gém tiéu chay ning khi diéu trj voi lapatinib. Tiéu chay c6
thé de doa tinh mang néu kém theo méit nude, suy than, giam bach cdu trung tinh va/hodc
mét cAn bang dién giai, c4c trudng hop tir vong da dwogc bao cdo. Tiéu chay xuat hién sém
trong qué trinh diéu tri bing lapatinib, gAn mot nira bénh nhén xuét hién tiéu chay lan dau
trong vong 6 ngay, thuong kéo dai 4 — 5 ngay. Tiéu chay do lapatinib thudng ¢ mirc do thip,
tiéu chay nang d) 3 va 4 theo NCI CTCAE xudt hién tuong g < 10% va < 1% bénh nhén.
Khi bit ddu diéu tri, nén thuc hién kiém tra dudng rudt ciia bénh nhan va cac triéu ching
khéc (nhu sét, dau quin bung, budn non, non, chéng mit va khat) dé theo dai nhing thay
ddi trong qua trinh diéu tri va gitp x4c dinh nguy co mic tiéu chay cao hon cho bénh nhan.
Huéng dan bénh nhén béo céo ngay lap tirc néu c6 bit ky thay déi nao trong dudng rudt.
Trong nhitng truong hop tiéu chay nghiém trong cé thé xdy ra, nén kiém tra s6 lugng bach
cAu trung tinh va nhiét do co thé. Chu dong xir tri tiéu chay bing thude chdng tiéu chay 1a
rit quan trong. Mot s6 truomg hop tiéu chay ning c6 thé yéu clu udng hoic truyén bo sung
nude va dién giai, sir dung khéng sinh nhu céc fluoroquinolone (d3c biét tiéu chay kéo dai
trong 24 giod, s6t, bach cau trung tinh ting do 3 hodc 4), nglng hodc gién doan diéu tri véi
lapatinib.

Phdn irng da nghiém trong

P4 ¢6 bdo cdo cac phan img da nghiém trong trong diéu tri v6i lapatinib. Néu xuét hién hong
ban da dang hodc cac phan (g da nghiém trong nhu hdi chimg Stevens-Johnson, hoai tir
biéu bi nhiém doc (phat ban da tién trién thudong c6 mun nude hodc tdn thuong niém mac)
nén nging lapatinib.

Diéu tri dong thoi véi cdc chiit irc che hodc cam irng CYP3A4

Tranh ding dong thai véi cac chét cam tmg CYP3A4 do nguy co lam gidm nbng do lapatlmb
Tranh dung dong thoi véi céc chét trc ché CYP3A4 manh do nguy co lam tang ndng do
lapatinib.

Trénh dung nudc ép budi trong qua trinh diéu tri véi lapatinib.

Tréanh ding lapatinib ddng thdi v6i cac thude 1a co chét cia CYP3A4 va/hoge CYP2C8 c6
khoang diéu trj hep.

Tréanh dung dong thoi véi céc co chét 1am tang pH da day do c6 thé 1am giam do tan va hip
thu cua lapatinib.

SU' DUNG THUOC CHO PHU NU' CO THAI VA CHO CON BU

Phu nit ¢6 kha ndng mang thai

Phu nir c6 kha niing mang thai nén sir dung bi¢n phép trénh thai day du, tranh c6 thai trong
qué trinh diéu tri v6i lapatinib va trong it nhit 5 ngay sau liéu cudi ciing.

Phu nir o thai

Chua c6 dir liéu day du vé viéc sir dung lapatinib & phu nit ¢6 thai. Nghién ciru trén dong vét
cho thdy ddc tinh trén sinh san. Nguy co tidm 4n & ngucn chua dugc biét.

Khong nén str dung lapatinib trong qua trinh ¢6 thai néu khong thyc sy cén thiét.

Phu nit cho con bu

Do an toan vé viée sir dung lapatinib & phu nir cho con bu chwa dugce thyuc hign. Khong biét
liéu lapatinib ¢6 thé qua dugc sita me hay khong. P quan sét thdy su cham phat trién &
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chudt con do tiép xtic voi lapatinib trong sita me. Phai ngirng cho con bu khi dang diéu trj
bang lapatinib va trong it nhét 5 ngay sau liéu cubi ciing.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Lapatinib khong anh hudng dén kha ning l4i xe va van hanh may méc. Khong thé dy doan
phan Gng bt loi dbi véi cac hoat dong nay tir dac tinh duge Iy cua thube. Can luu y tinh
trang 14m sang ctia bénh nhén va hd so an toan cia lapatinib, khi xem xét kha nang cua bénh
nhan dé thyuc hién cac nhiém vu doi hoi k¥ nang phan doan, van dong hoac nhéan thirc.
TUONG TAC THUOC

Anh hwéng ciia cic thuéc khdc lén lapatinib

Lapatinib dugc chuyén hoa chi yéu boi CYP3A.

O nhitng nguoi tinh nguyén khoe manh diing ketoconazole, mot chét (e ché CYP3A4 manh,
liéu 200 mg x 2 lan/ngay trong 7 ngay, ndng d6 toan than cia lapatinib (100 mg/ ngay) tang
khoang 3.6 1an va théi gian ban thai tang 1,7 lan. Nén tranh ding ddng thoi lapatinib véi céc
chit wc ché CYP3A4 manh (nhu ritonavir, saquinavir, telithromycin, ketoconazole,
itraconazole, voriconazole, posaconazole, nefazodone). Nén than trong khi str dung df?mg
thoi lapatinib véi cc chat ire ché CYP3A4 trung binh va theo dai cin than céc phan tng bt
loi trén 1am sang.

O nhitng ngudi tinh nguyén khoe manh dung carbamazepine, mot chit gdy cam tng
CYP3A4, liéu 100 mg x 2 lan/ngay trong 3 ngay va 200 mg x 2 lan/ngay trong 17 ngay, nong
d6 toan thén ctia lapatinib da giam khoang 72%. Nén trénh st dung dong thoi lapatinib véi
céc chét gay cam ung CYP3A4 da biét (nhu rifampicin, rifabutin, phenytoin, carbamazepine
hodc St John's wort).

Lapatinib 13 co chat cua cac protein van chuyén Pgp va BCRP. Cac chét irc ché (quinidine,
etoconazole, itraconazole, verapamil, cyclosporine, erythromycin) va cac chat cam ung
(nfampwm va St John's Wort) ctia céc protein nay cé thé lam thay ddi nong do va/hodc phén
bd ctia lapatinib.

D9 tan ctia lapatinib phu thudc vao pH. Nén tranh diéu trj dong thdi v6i céc chét 1am tang
pH da day vi d¢ tan va hép thu cta lapatinib c6 thé giam. Diéu tri trude d6 bang thudc irc
ché bom proton (esomeprazole) lam ndng do trung binh cua lapatinib gxam 27% (khoang tur
6% dén 49%). Anh huéng nay giam khi d¢ tudi ting dan tir khoang 40 dén 60 tudi.

Anh hwong ciia lapatinib lén cdc thudc khdc

Lapatinib ttc ché CYP3A4 in vitro & ndng dd phit hop vé mit 14m sang. Dung ddng thoi
lapatinib v&i midazolam duong udng lam AUC ctia midazolam tang khoang 45%. Khong cé
su gia taing AUC ¢6 y nghia lam sang khi ding midazolam theo dudng tinh mach. Nén tranh
sir dung ddng thoi lapatinib véi cdc thude 1a co chét cuia CYP3A4, dung duong udng c6
khoang diéu trj hep (vi du nhu cisapride pimozide va quinidme)

Lapatinib (tc ché CYP2CS8 in vitro & nong d¢ phit hop vé mat lam sang. Nén tranh sir dung
dong thoi lapatinib véi cac thube co khoang diéu tri hep 1a co chét cia CYP2CS (vi du:
repaglinide).

Dung déng thoi lapatinib véi paclitaxel tiém tinh mach lam néng do cua paclitaxel ting
khoang 23% do lapatinib trc ché CYP2C8 va/hoiic Pgp. Su gia ting ty 1¢ va mrc do nghiém
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trong ciia tiéu chay, giam bach ciu trung tinh di dugc quan sét thiy & két hop nay trong cac
nghién ciru 14m sang. Cin than trong néu ding lapatinib dong thai véi paclitaxel.

Str dung lapatinib ddng thoi v6i docetaxel tiém tinh mach khéng anh hudng dang ké dén
AUC hofic Cmax clia ca hai hoat chit. Tuy nhién, kha ning giam bach cau trung tinh do
docetaxel ting 1én.

Str dung lapatinib dbng thoi véi irinotecan (dwge sir dung nhur mot phan cua phac do
FOLFIRI) din dén AUC ctia SN-38, chit chuyén héa c6 hoat tinh ctia irinotecan ting khoang
40%. Co ché chinh x4c ciia tuong tic nay van chura duge biét, nhung duge xem 1a do lapatinib
irc ché mét hodic nhiéu protein vin chuyén. Theo dbi cdn than cdc phan tmg bat lgi néu
lapatinib diing ddng thdi véi irinotecan va cin nhéc giam liéu irinotecan.

Lapatinib trc ché protein vin chuyén Pgp in vitro & ndng do trong quan trén 1dm sang. Ding
ddng thoi lapatinib va digoxin dudng ubng lam AUC cua digoxin ting khoang 80%. Can
than trong khi ding lapatinib ddng thoi véi céc thube c6 khoang diéu tri hep, 1a co chit cua
Pgp va nén xem xét giam liéu co chét Pgp.

Lapatinib trc ché céc protein van chuyén BCRP va OATP1BI in vitro. Sy lién quan 1am sang
cua tac dung nay chua duge danh gia. Khong thé loai trir kha ning lapatinib s& anh hudng
dén duge dong hoc cia co chat BCRP (nhu topotecan) va OATP1B1 (nhu rosuvastatin).

Str dung ddng thoi lapatinib v6i capecitabine, letrozole hodc trastuzumab khong lam thay
d6i dang ké duge dong hoc cua cic thudc nay (hodc cac chat chuyén héa ctia capecitabine)
hodc lapatinib.

Twong tdc voi thitc an va do uong

Sinh kha dung cua lapatinib tang Ién khoang 4 lan khi an, tiy thugc vao bira an nhu ham
lugng chit béo. Hon nira, tity thudc vao loai thire an, ubng lapatinib sau khi &n 1 gid 1am
sinh kha dung cua thudc cao hon khoéng 2 — 3 1An so v&i trude 1 gior bira an dau tién trong
ngay.

Nuéc ép budi co thé i ché CYP3A4 trong thanh rudt va 1am ting sinh kha dung cua
lapatinib, do d6 tranh dung trong khi didu tri lapatinib.

TAC DUNG KHONG MONG MUON

Tém tdt dit liéu an toan

Da thuc hién danh gia su an toan cia lapatinib trong don tri liéu hodc phéi hop vm céc thude
khac diéu tri nhiéu loai ung thu khéac nhau trén hon 20.000 bénh nhan, bao gbm 198 bénh
nhin dung lapatinib phdi hop véi capecitabine, 149 bénh nhén phdi hop lapatinib v6i
trastuzumab va 654 bénh nhan ding lapatinib phdi hop véi letrozole.

Phan trng khong mong mudn thudng gip nhit (> 25%) trong qua trinh diéu tri v6i lapatinib
1a c4c bién cd trén dudng tiéu héa (nhu tiéu chay, non, budn non) va phat ban. Hai ching
ban do long ban tay — ban chan ciing 1a phéan Umg thuong gap khi dung lapatinib két horp voi
capecitabine. Ty 1é méc hoi chirng ban do long ban tay —ban chan khi ding lapatinib két hop
capemtabme twong tw nhur khi diing capecitabine riéng 1€. Ti€u chay 1a phan img khong mong
muén thuong gip nhit din dén ngimg diéu tri khi dung lapatinib phdi hop véi capecitabine
hoic letrozole.

Chua c6 bat ky bao cdo phan mg co6 hai bd sung nao lién quan dén phdi hop lapatinib va
trastuzumab. Ty 1& nhiém ddc tim ting 1én, nhung nhiing bién cb nay c6 ban chét va mirc do
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nghiém trong nhu nhitng bién ¢d duge bio cdo tir chuong trinh 1dm sang cia lapatinib.

Nhitng dit li¢u ghi nhin dugc dua trén 149 bénh nhan sir dung phdi hop nay trong thir nghiém

lam sang quan trong.

Cac phan (ng khong mong muén dugc liét ké dudi diy da duoc bdo cdo lién quan dén

lapatinib riéng 1é hoic trong céc phdi hop véi capecitabine, trastuzumab va letrozole.

Rt thuong gdp (ADR > 1/10)

- Chuyén héa va dinh dudng: Chan an.

- Tam than: Mét nga".

- Than kinh: Pau dau’.

- Mach méu: Néng bing'.

- H6 hdp, 1dng nguc va trung thit: Chay méau cam®, ho', khé tho',

- Tiéu hoa: Tiéu chay, c6 thé din dén mit nudc, budn ndn, ndn, kho tiéu’, viém miéng’, tio
bon’, dau bung’.

- Da va md dudi da: Phat ban (bao gém viém da dang trimg cé), da khé™, hdi chitng ban
do long ban tay — ban chan’, rung téc’, ngira’.

- Co xwong khép va mé lién két: Pau & tay chan'!, dau lung™, dau khép?.

- Toan than va tai chd: Mét moi, viém niém mac”, suy nhugct.

7 hzrang gap (1/100 < ADR < 1/10)
Thén kinh: Pau du”,

- Tim: Giam phan suét téng mau thét trai.

- Tiéu hoa: Tao bon'.

- Gan mat: Bilirubin mau ting, nhiém doc gan.

- Da va m6 dudi da: Cac bénh & méng bao gdm nhiém triing mong, viém quanh mong.

It gdp (1/1.000 < ADR < 1/100)

- Hé hép, 1dng nguc va trung tht: Bénh phdi k&/viém phéi.

Hiém gap (1/10.000 < ADR < 171.000)

- H¢ mién dich: Phan ting qua mén bao gdm séc phan vé.

Khéng ré tan sudt ) :

- Tim: Loan nhip that/xoan dinh, kéo dai khoang QT™".

- Ho hap, l6ng ngyc va trung tht: Tang huyét 4p dong mach phdi™,

- Davamo dudi da: Phan ting da nghiém trong bao gém hoi chimg Stevens-Johnson (SJS)
va hoai tir biéu bi nhiém doc (TEN)™.

" Phan ting khong mong muon ghi nhan khi dung lapatinib phox hop véi capecitabine.
TPhan ung khong mong muon ghi nhén khi dung lapatinib phéi hop véi letrozole.

" Phan ng khong mong mudn ghi nhan tir cac bdo cédo tu phat va y vin.
Mo ta cac phan lrng khéng mong mudn chon loc

Giam phdn sudt rong mdu that trdi

Da c6 bao cdo vé giam phéan suit tong mau thét trai (LVEF) & khoang 1% bénh nhén dang
diéu tri lapatinib va hon 70% truong hop khong c6 triéu ching bénh. LVEF giam dugc giai
quyét hodc cai thién trong hon 70% trudng hop, khoang 60% trong s6 nay khi ngimg diéu
tri lapatinib va khoang 40% truong hop duogc tiép tuc véi lapatinib. LVEF giam c¢6 triéu
ching da dugc quan sat thiy & khoang 0,3% bénh nhan diéu trj lapatinib don tri liéu hoac
két hop véi céc san phidm thuéc chéng ung thu khac. Céac phan g bit lgi quan st duoc bao
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g6m kho th, suy tim va danh trong ngye. Nhin chung, 58% nhiing bénh nhén ¢6 triéu ching
ndy da hdi phuc. LVEF giam di duoc bio céo & 2,5% bénh nhan diing lapatinib két hop véi
capecitabine so v4i 1,0% khi ding capecitabine don doc. LVEF giam da duge bao cdo &
3,1% bénh nhan dung lapatinib két hop vai letrozole so v6i 1,3% bénh nhén ding letrozole
cong voi gia duge. LVEF giam duge bao cédo & 6,7% bénh nhan dung lapatinib két hop voi
trastuzumab so voi 2,1% bénh nhan dung lapatinib don doc.

QTCcF tang phu thudc nong do (AAQTCF trung binh 8,75 ms; 90% CI trong khoang 4,08 dén
13,42) da duoc quan sét thdy & mot nghién ctru QT trén bénh nhan c6 khéi u dic tién trién.
Tiéu chay

Tiéu chay xuét hién & khoang 65% bénh nhan dung lapatinib phdi hop véi capecitabine, 64%
bénh nhéan dung lapatmlb phdi hop véi letrozole, 62% bénh nhan ding lapatinib phm hgp
v6i trastuzumab. Hau hét cdc truong ho‘p tiéu chay & do 1 hoac do 2 va khong can nging
diéu tri v6i lapatinib. Tiéu chay dap tng tdt véi xir tri chit dong. Tuy nhién, mot s6 it truong
hop suy than cap thir phat duge bao cdo do mét nudc trong tiéu chay.

Phat ban

Phat ban xudt hién & khoang 26% bénh nhén ding lapatinib phdi hop véi capecitabine 45%
bénh nhan dung lapatinib phéi ho*p vai letrozole, 23% bénh nhan dung lapatinib phbi hop
véi trastuzumab Néu phat ban xuét hién & mirc do thap thi khong can ngimg lapatinib. Bac
s§ nén tu vén thue hién céc kiém tra da trude khi diéu tri va thudng xuyen trong qua trinh
diéu tri. Benh nhan dang co6 céc phan img da nén tranh tiép xtc v6i anh ning mit trdi va boi
kem chéng ning phd rong véi chi s6 chdng niing (SPF) > 30. Néu ghi nhan mot phan tmg da
nén thye hién kiém tra toan than méi 1An tai kham cho dén mot thang sau khi dwgc giai quyét.
Bénh c6 cac phan tmg da lan rong hodc dai ding nén gip béc sy da lidu.

Déc tinh trén gan

Rui ro doc tinh trén gan do lapatinib lién quan dén alen HLA DQA1*02:01 hodc
DRB1*07:01

QUA LIEU VA CACH XU TRi

Khéng ¢6 thubc gii doc dic hiéu dé e ché qua trinh phosphoryl tyrosine EGFR (ErbB1)
va/hoic HER2 (ErbB2). Liéu ubng téi da cta lapatinib da dugc sir dung trong cac nghién
ciru 1am sang 13 1800 mg mdi ngay mot lan.

Cac truong hop qua lidu khong c6 triéu chimg va c6 triéu chimg da dugc bao cao & nhiing
bénh nhdn dang diéu tri bang lapatlmb 6] nhtmg bénh nhan dung lapatinib 5000 mg, cac
trieu chirng quan sat dugc bao gbm cic bién cb lién quan dén lapatinib da biét va trong mot
s6 truomg hop, da diu bi dau va/hoic viém niém mac. Trong mdt trudng hop bénh nhan dung
lapatinib 9000 mg, nhip xoang nhanh (ECG binh thudng) cung dugc quan sat thiy.
Lapatinib khong dugc bai tiét dang ké qua than va lién két vai protein huyét trong cao, do
dé chay than nhan tao khong duoc coi 1a phuong phdp hiéu qua dé ting cudong dao thai
lapatinib.

Xit trf theo céc chi dinh 1am sang hodc khuyén céo clia trung tam chéng doc quéc gia, néu
co.

DUQC LUC HQC
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Nhém duwge ly: Nhom thude chong ung thu, chit tre ché thu thé ciia yéu té ting trudng biéu
bi 2 (HER?2) tyrosine kinase.

Ma ATC: 1LO1IEHO1

Co ché

Lapatinib, 4-anilinoquinazoline, 1a chat trc ché ving ndi bao chira mién tyrosine kinase cia
ca thu thé EGFR (ErbB1) vi HER2(ErbB2) (gi tri Ki*® udc tinh lan luot 1a 3 nM va 13 nM)
v6i toe d¢ tach tir céc thu thé nay chdm (thoi gian ban thai 1on hon hodc bing 300 phut).
Lapatinib (rc ché té bao khdi u phat trién do ErbB diéu khién trén in vitro va cac loai md hinh
ddong vat khac nhau.

Duing két hop lapatinib va trastuzumab c6 thé b sung co ché tac dung cho nhau ciing nhu
céc co ché dé khang co thé khong tring nhau. Tac dung trc ché tang trudng cua lapatinib trén
céc dong té bao dugc diéu tri véi trastuzumab da dugc dénh gia. Lapatinib duy tri duoc hoat
tinh quan trong chdng lai cac dong té bao ung thu via boc 16 qua mirc HER2 duoc Iwra chon
dé phat trién trong thoi gian dai & mai truong thr nghiém in vitro c6 chira trastuzumab va
lapatinib c6 téc dung hiép luc khi phdi hop véi trastuzumab trén cac dong t& bao nay.
DUQC DONG HQC

Hip thu

Sinh kha dung tuyét dbi sau khi dung lapatmlb duong udng chwa duge biét, nhung khéng
day du va c6 thé bi thay déi (h¢ s6 bién thién xap xi khoang 70% trong AUC). Nong do trong
huyét thanh xuit hién sau mot thoi gian tré trung binh 13 0,25 gid (trong khoang tir 0 dén 1,5
giv). Nong do dinh trong huyét tuong (Cmax) clia lapatinib dat dugc sau khi dung thude
khoang 4 giv. Liéu hang ngay 1250 mg cho céc gia trj trung binh nhan & trang thai én dinh
(hé s bién thién) ctia Crax 12 2.43 png/mL (76%) va AUC la 36,2 pg.gio/mL (79%).

Nong d6 toan thn cta lapatinib tang lén khi ding v&i thire an. Céc gia tri AUC ctia lapatinib
cao hon khoang 3 va 4 ldn (Cmex cao x4p xi 2,5 va 3 lan) twong ing voi khi ding cling bira
an it chét béo (5% chét béo [500 calo]) hodc nhiéu chit béo (50% chét béo [1.000 calo]) so
v6i khi ding thude & trang thai déi. Nong dd toan than cua lapatinib cling bi anh hudng bai
thoi diém dung thude lién quan dén lwong thtc an dua vao. Dung thude 1 gid trude bita &n
sang it chat béo, gid tri AUC trung binh cao hon khoang 2 va 3 lan twong tmg véi khi dung
lapatinib 1 gio sau #n it hodic nhidu chit béo.

Phan bo

Lapatinib lién két v6i albumin va alpha-1 acid glycoprotein manh (trén 99%). C4c nghién
cru trén in vitro cho thy lapatinib 1a co chit ciia cic chét vén chuyén BCRP (ABCG1) va
p-glycoprotein (ABCB1). Trén in vitro & cic nong do trong quan trén 14m sang cho thay
lapatinib trc ché chit van chuyén ra cling nhu chét van chuyén hap thu tai gan OATP 1Bl
(gid tri ICso twong duong voi 2,3 pg/mL). Chua biét duge y nghia 1dm sang cta cdc anh
hudng nay lén duge dong hoc cua thude khac hodc duge luc hoc cia chit chéng ung thu
khéc.

Chuyén héa

Lapatinib dugc chuyén héa manh, chu yéu béi CYP3A4 va CYP3AS, mot phfm nhd nho
CYP2C19 va CYP2C8 thanh céc chét chuyén hoa bi oxy héa khac nhau, khong chit nao
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trong s d6 chiém hon 14% lidu duoc tim thdy trong phan hogic 10% nong do lapatinib trong
huyét tuong.

Lapatinib & cac ndng d6 twong quan trén 14m sang (rc ché CYP3A (Ki 0,6 dén 2,3 pg/mL)
va CYP2C8 (0,3 ng/mL) trong in vitro. Lapatinib khong trc ché d4ng ké cac enzym sau trong
microsome & gan ngudi: CYP1A2, CYP2C9, CYP2C19 va CYP2D6 hodc enzyme UGT (gia
tri ICso in vitro 16n hon hodc bang 6,9 pg/mL).

Thai trie

Thoi gian béan thai ctia lapatinib ting sau khi ting liéu don. Tuy nhién, lidu lapatinib hang
ngay dat dugc trang thai 6n dinh trong vong 6 dén 7 ngay, thoi gian ban thai h1¢u qua la 24
gi¢r. Lapatinib dugc dao thai chu yéu thong qua chuyén héa béi CYP3A4/5. Bai tiét mét ciing
g6p phan vao viée thai trir. Con duong bai tiét chinh ctia lapatlmb va cac chit chuyén hoa
ciand laqua phan Lapattmb khong dbi tim thay trong phén chiém trung binh 27% lidu udng
(khoang tir 3 dén 67%) Thap hon 2% liéu udng (dudi dang lapatinib va chét chuyén héa)
bai tiét qua nude tiéu.

DPéi twong diic biét

Suy than

Duoc dong hoc ctia lapatinib chura duge nghién ciru cu thé & benh nhén suy thdn hodc bénh
nhan dang chay than nhan tao. Dir ligu hign c6 cho thiy khong cén diéu chinh liéu & bénh
nhéan suy than nhe dén trung binh.

Suy gan

Duogc dong hoc ctia lapatinib & bénh nhén suy gan trung binh (n = 8) hodc ndng (n=4) (diém
Child-Pugh 14n lugt 12 7-9 hodic 16n hon 9) va & 8 bénh nhan dbi chimg khoe manh. Nong
dd toan thin (AUC) cua lapatinib sau khi ubng mot lidu 100 mg duy nhét ting lan lugt
khoang 56% va 85% & bénh nhén suy gan trung binh va ning. Thén trong khi str dung
lapatinib & bénh nhén suy gan. b
QUY CACH PONG GOI

Hop 7 vi x 10 vién.

BAO QUAN

Bao quéan trong bao bi kin, noi kho réo, nhiét d6 dudi 30°C.
TIEU CHUAN CHAT LUQNG

TCCS.

HAN DUNG

36 thang ké tir ngay san Xuét.

S6 16 san xudt (Batch No.), ngay san xudt (Mfg. date), han dimg (Exp. date): xin xem trén
nhén bao bi.

]
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Ly

San xudt tai:
Cong ty TNHH Sinh dugc pham HERA
L6 A17 Khu céng nghiép Tit Ha, thi xd Huong Tra, tinh Thira Thién Hué, Viét Nam.
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