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THANH PHAN CONG THUC THUOC:

M vién nang mém chira;

Thank phan hogt chit:

Nintedanib (duwdi dang nintedanib esylate).............ccooieii . 100 mg

Thank phir té dwge:

Trighyeend chuoi trung binh, laurovl polvoxyl-6 glycerid, lecithin, gelatin, glveerin, titan dioxid,
oxid sit &4 (E172), oxid st vang (E172), isopropy] aleohol, opacode black $-1-17860 vi nudc
tinh khiét,

DANG BAO CHE

Vién nang mém

Vidn nang mém hinh thudn déi, vo nang due, miu qua dio, in chit “IF1™ hiing myc den, bén trong
chira han dich méu viing lyc sdng dén ving nhat,

CHI PINH

- Nintedanib duge chi dinh ding két hop vii docetaxel dé didu tri bénh nhin ung thir phdi khing
t bao nho (NSCLC) 13i chd tién trién, di cin holic NSCLC tii phat 13 ung thir bidu md myén theo
méd hoc sau khi &3 diéu trj bude mdt bing héa trj lidu.

- Nintedanib duge chi djnh cho bénh nhin ngudi kim 4 didu tri bénh xo hoa phdi va van (IPF),

- Nintedanib dwge chi dinh cho bénh nhin ngwn Iém dé didu 1ri céc bénh phédi mé ké xo hoa tién
trién khie (ILDs) ¢6 kidu hinh tién trién.
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- Nintedanib dirge chi dinh cho bénh nhin ngudn 1dm dé didu tri bénh phdi md k2 do xa cimeg bi hé
thing (SSc-11.D).

LIEU DUNG VA CACH DUNG
Liéu ditng
Déi v didy i NSCLEC

Diéu trj viri nintedanib nén duge bit dhu v duge giam sal bai bac 57 oo kinh nghiém trong vide sur

dung cae trj lidu ché"rng ung thu.
Liéu khuyén cdo cia nintedanib 1d 200mg hai lin mdi ngay, cich nhau khoang 12 gid, vio Ngiy
2 dén Ngiy 21 cia chu k¥ diéu tri chudn 21 ngiy vii docetaxel.

Khing duge ding nintedanib trong clng mdt ngay ding hda i lidu docetaxel (=Ngiy 1). Néu
quén udng nintedanib, nén ding lidu khuyén cho tiép theo ding nihr lich trinh diéu tr. Khang nén
ting lidu mdi ngdy cia nintedanib virgt qui lidu kbuyén cdo dé bi lai liéu thude bi quén udng.
Khéng duge vugt qua lidu tdi da dé nghi mdi neay 13 400 mg.

Bénh nhin ¢ the |.1'.i_r| we dicu trj von nintedanib sau khi ngime docetaxel khi vin con cb duoe 1o
ich 1im sing hodc cho dén khi xdy ra doc tinh khéng chip nhin duge.

Vé liéu lugng, cdch ding, va cich chinh liéu docetaxel, xin vui lang tham khio thang tin sin pham
docetaxe] tuong @my.

B35 veri didw tri IPF. SSe-ILD vii ede

ﬂ:-!"'llﬂ trién:

Nén khai ddu didu trj bai cdc bic s§ ¢ kinh nghi¢m trong diéu tr cic binh duge chi dinh didu trj
vir nistedamb,

Liéu khuyén cao cia nintedanib 14 150 mg hai lin mdi ngiy, dimg cich nhau khodng 12 gidr

Licu 100mg hai lin mdi ngav chi khuvén cdo sir dung cho bénh nhin khong dung nap lida 150mg
hai ldn mdi ngiy. Néu quén udng thude, nén ding lidu khuyén céo tiép theo diing nhur lich trinh
diéu tri. Néu quén udng thude, bénh nhin khéng nén udng bi: lidu da quén.

Khéng nén vugt qua liéu ding khuyén cdo 161 da hang ngay 1 300 mg.

Chinh liéu

Bii vt dién iri NSCLC:

Dé quan Iy cac tic dung phu (xem Bane | va 2), bién phip ddu tién 13 nén tam ngimg didu tri vai
nintedanib cho dén khi phan ing bt boi b rét 33 duoe hii phuc dén mire cho phép 'r.ié'p tic diéu

Varcod I - Té hudmg dén sir dung 2134



https://trungtamthuoc.com/

tri {vé 43 | hollic mire ban diu). Cd thé ding lai nintedanib vai lidu 43 giam, Khuyén cdo moi budc
chinh litu khoing 100 mg mai ngdy (tire 14 gidgm 50 mg moi lidu) dua trén sy an todn vi khi ning
dung nap clia mdi i thé nhu mé ti trong Bang | vi Bang 2.

Trong truémg hop cic phin dmg bat 1gi vin kéo dai, nghia 13 khi bénh nhan khéng dung nap lidu
100 mg hai 1in mdi ngiy, thi phii ngimg diéu trj bing nintedanib vinh vién.

Trong truime hop cd g ting rd rét cde chi s men aspartate aminotransferase (ASTY alanine
aminotransferase (ALT) > 3 lin gidri han binh thudmg rén (ULN) kit hegrpy v thng bilirubin lodn
phiin = 2 lan ULN va alkaline phosphatase (ALKP) < 2 lin ULN (xem Bang 2), nén ngimg diéy
irj Vi nintedanib. Nén chiam din vinh vién diéu trj vl nintedanib, trir khi phat hign do nguyén
nhan khac.

Bing 1: Khuyén cdo chinh liéu nintedanib trong truomg hgp tiéu chay, ndn va cdc phin img bt
lin lién quan hode khong lién quan dén huy:'n hoe

Phin irng bat lgi CTCAE* Chinh liéu

Tidu chiy = 4 2 hom 7 ngiy lién tiép mic dit | Sau khi ngimg thudc va hoi phyc vé dj | hode
didu 1rj chong tiéu chiy mitre ban ddu, gidm liéu tir 200 me hai lin mdi
HOAC ngdy com 150 meg hai ln mdi ngdy va — néu
Tiéu chay = 4§ 3 mic dis didu trj ching Géu | xem xét cin thiét phii giam lidu lin hai — tir
chay 150 mg hai lan mdi ngay con 100 mg hai lan
Nén = dd 2 mdi ngiy.

VAHOAC

Budn ndn = 8§ 3 mic dis diéu trj ching nén

Phan tmg bat I khac lién guan hode khing

lién quan dén huvét hoe vin mire 46 = d6 3

* CTCAE: Common Terminology Criteria for Adverse Events (Tiéu chudn thuit ng@ chung cho

cac bién cd bdt Igi)

Bang 2: Khuyén cdo chinh liéu nintedanib trong tririmg hop ting AST vivhodc ALT va bilirubin

| Tang AST / ALT va bilirubin Chinh liéu

i Ting cac gia tri AST vahodc ALT 161> 2,5 1in | Sau khi ngimg thuoe vi cdc gid tri men
ULN két hop véi ting bilirubin todn phan téi > | transaminase khdi phue vé mire £ 2,5 lin ULN

| 1,5 lin ULN két hop vai bilirubin vé mirc hinh thirimg,

I;.,-,g;- : gidm liéu tir 200 my hai lin mdi ngiy con 150
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Tang cic gid trj AST vivhodc ALT tdi > 5 lan | mg hai lan méi ngdy va — néu xem xét cin thiét
ULN phai giam liéu lin hai — tir 150 mg hai lin mdi
iy con 100 mg hai lin mi ngiy,

Tang cac gid tri AST va‘hodic ALT i > 3 lin | Nén chim din dicu tn vinh vién vén nintedanib
ULN két hop véi tang bilirubin todn phin td1 = | trir khi phat hién do nguyén nhan khac.
2 lin ULN va ALKP < 2 lin ULN

AST: Aspariate amindtransfemse; ALT: Alanine aminotransfemse;
ALKP: Alkaline phosphatase; ULN: Upper limat normal (Gidt han binh thudmg trén)
Bii vy diéu tri IPF, SSc-1LD va ede hénk phii mé k& xor hda tidn tridn bhde (ILDs) o6 kidu hinh

tidn mridn:

MNgoai viée diéu tri trigu chimg thém néu cin, kiém sodt cie tic dung phy cia nintedanib (xem mpe
Cénh hio vi thin trong ki ditng thude, Tie dung khéng mong mudn ciia thée) ¢ thé bao gbm
vige gidm lidu ding va ngung tgm thii cho dén khi phin img bit lgi cp thé 3 hoi phyc dén mire
cho phép tiep tue didu tri. Diéu tri vai nintedanib cd thé lai Tjép we vii lidu binh thurtrg { 1530 mg
hai lin méi ngay) hodc lidu gidm (100 mg hai lin mdi ngay). Néu mat bénh nhin khang dung ngp
viri liéu 100 ma hai lin mdi ngiy, nén ngimg dicu trj viéi nintedanib.

Néu tiép tue bi tiéu chay, budn ndn vihode nén mac di d& ob nhimg bién phdp cham séc thich
hop (bao gﬁm dicu trj -n:ha;f'nng nén), cin gidm ligu hoje ngimg diéu trj. Co thé diing thude trir lai v
giam licu {100mg hai lin m3i ngay) holc gilt nguyén liéu (150mg hai lin mdi ngay). Néu tiép tuc
bi tidu chay, budn nén va'hodic ndén mic dis di dicu tr riéu chimg, nén dimg hiin thude (xem myc
Canh hao va thin trpng bhe dimng thudie).

Trong truimg hgp ngimg diéu i do men aspartate aminotransferase (AST) hode alanine
aminotransferase (ALT) ting > 3 lin ULN, khi men transaminase trir vé giti han ban déu, cé thé
e ddu dicu trj lai vdi lidu gidm (100 me hai }in méi ngdy), sau dd co thé ting lén liéu binh thudimg
{150 mg hai lin m&i ngiy). (xem myc Canh bdo va thin irpng khi dimg thuse, Tie dung khing
mong mticn ciia thudc),

Quiin thé dic bigt

Ireem

Tinh an todn va hiéo qua coa mntedanib & bénh nhi or 0 - 18 i chira dwoc thiét ap. Khong co
dit lidu trén dbi nromg nay.

Bénh nhin cao mdi (= 63 wéi)
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Byai veii didu tri NSCLC

Khéng ghi nhin thiy ¢é sur khic bigt thng thé vé tinh an toin vi hi¢u qui & bénh nhin cao tudi.
Trong thir nghiém then chat 1199.13, 85 bénh nhin (12,9% bénh nhin cd ung th bidu mé wyén
theo md hoe) = 70 wdi (rung vi: 72 wéi, khoang: 70 = 80 woi). Khdng cin diéu chinh liéu khéi
diu theo tudi tic cia bénh nhin (xem myc Ddc tinh dwpe ding hpc).

B it didu tei IPE. §Se-JLD v cde bénh phéi mé ké xo héa tién trién khde (ILDs) c6 kitu hinh
tidn tridn;

Khang ghi nhin thiy ¢ su khic biét téng the vé tinh an toan va hi¢u qua & bénh nhin cao tuoi,
Khéng cin diéu chinh liéu khai diu theo tubi the cia bénh nhin. Nhiéu kha niing bénh nhin = 75

tudi oo thé cdn piam lidu dé kiém sodt cdc tic dyng khéng mong mudn (xem muc Bde tink dire
dingr hoe),

Chung tic va rrong luomg co the

Dnra wrén phin tch duoe ddng hoc quin thé (-PK}, khing cin chinh liéu khoi dau (xem myc Hjc
tink duwere ding hoe), D lidu an todn trén bénh nhin da den v ngurii M7 gf'u: Phi con han ché.
Suv than

D 1% Tiéu dom nintedanib dugc bai tiét qua than (xem muc Bdc tink duge ding hoc). Khing
can thiét chinh liéu khai diu & bénh nhin suy thin nhe dén trung binh. Chira nghién ciru tinh an
todn, hidu qua vi duge ddng hoe cda nintedanib & nhitng bénh nhin suy thin ndng (4§ thanh thai
creatinin < 30 mLphit),

Dt veri dicy i NSCLC:

Nintedanib dugc thai wir chd yéu qua duimg mtphin (>90%). Ndng 43 thude trong co thé ting
lén & bénh nhin suy gan (Child Pugh A, Child Pugh B: xem myc Bac sinh dwge ding hoc).

[yra trén dif lido 1Am sang, khdng cin ditu chinh lidu khéi diu & bénh nhin suy gan nhe (Child
Pugh A). Chia nighién ciru tinh an todn, hiéu qua cia nintedanib & nhimg b¢nh nhin bj suy gan
mite Child Pugh B va C. Khong khuyén cdo ding nintedanib 4 diéu tri cho nhimg bénh nhin suy
wan trung binh (Child Pugh B) vi niing (Child Pugh C) (xem muyc e tinh dipe ding hoc),
Béi vai didu tri IPF,_SSc-ILD vér ede hénh phéi mé ké xer hiba tién trién khde (ILDs) 6 kidu hink

tien frién:
O bénh nhin suy gan nhe (Child Pugh A), liéu khuyén cio coa nintedanib 13 100 mg hai lin mi
negay cich nhau khodang 12 gl
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O bénh nhin suy gan nhe (Child Pugh A), nén xem xét tam ngimg hodic dimg hin diéu trj dé kiém
sodt tie dung phy. Chua nghién ciu tinh an toén, hiéu qua cia nintedanib & nhimg bénh nhin bj
suy gan mite Child Pugh B va C, Khéng khuyén cdo ding nintedanib d& diéu trj cho nhitng bénh
nhdn suy gan trung binh (Child Pugh B) va niing (Child Pugh C) (xem myc £Jc rinh duwge ding
hoe).

Cach dung

Vién nang nintedanib dupe ding duimg uing. Udng thude cling véi thire 3n, nudt nguyén vién
thude vai nudie, va khing duoe nhai vién thude. Khang duge mé hay nghién ndt vién thude, Co
thé ufing vién nang nintedanib véi mdt lugmg nho (thia ci phé) thire 3n mém lgnh hodic o nhiét dé
phong nbir s6t tho hode binh pudding s6 o la vi phail nudt ngay nguyén vién thude khing duge
nhai dé dam béo nang thude con neuvén ven

CHONG CHI BINH

Chong chi dinh diing nintedanib khi ed thai (xem myc Kha ndng sink win, thai kv v cha con bii).
Chéng chi dinh ding nintedanib & bénh nhin 33 bidt min chm véi nintedanib, lac (d§u phong),
dju ndnh holic bit k¥ 14 duge ndo cia thude,

CANH BAO VA THAN TRONG KHI DUNG THUOC
Réi loan tidu haa
i v dicu tri NSCLC

Tiéu chiy 14 bién cb dudme tidu hia duge béo cdo thuimg xuvén nhit vi xuit hién trong méi quan
hé chit ch& vé thin gisn v vige ding docetaxel (xem mye Tic dung khdng mong mudn ctia thudc),
Trong thir nghi¢m lim sing LUME-Lung 1, phin 16n bénh nhin 6 tifa chay nhe dén trung hinh,
i co bio cio hiu mai cia nintedanib vé cdc ca tidgu chay nghiém trong din tdi mat nudc v roj
logn dién gidi. Can diéu wj uéu chay khi cb cdc diu hiéu dau tién bing cach ba nrde diy di v
diing cdc thude chong tiéu chay nhir loperamid, va c6 thé phai tam ngimg, giam liéu hodic ngimg
hin dicu trj véi nintedanib (xem mue Lidu lupmg, cdoh dimg).

Buon nén va ndn, da phin tir mire 48 nhe dén trung binh, 14 nhifng bién cd ngogi ¥ duémg tidu hoa
durgre bdo cdo thuémg xuyén nhat (xem muc Tde dune khéne mang mudn cia thude). C6 thé ¢in
giam licy, tam ngimg, hofic ngimg hin didu tri vdi nintedanib (xem myc Lidy dimg, cdeh dimg)
mde dis 43 duge chiim sé¢ hd trg thich hop. Viai bubn ndn va nén, chim sde hd trg i thé bao gdm

Varcod 700 = Ter keomg dén nir dung 634
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diing cic thude chdng non, vi dy glucocorticoids, khirg histamin hodc thube dbi khing thy the 5-
HT3 va bi nude déy du.

Trong trudmg hop mét mude, cin truyén dich va cde chit didn gidi. Phii theo ddi ndng 4§ cic chat
dién giai trong huyét fromg néu xay ra cac bién cd ngoai v tiéu héa khic ¢ lidn quan. C6 thé cin
gidm liéu, tam ngimg hodc ngimg hin dicu trj vdi nintedanib {ar.cm nrg,u: Liéu .:.Eurrg cdeh Jun,g‘,i
-f:"rir Ve, t?rrrr i IPE 55l 3 o : ' ;

Tiéu chay

Trong cdc thir nghiém lim sing, tiéu chay 12 bién ob dirimyg tiéu hida duge bio cdo thudng xuyén
nhdr. O hiin hét cdc banh nhin, bién cd ndy cé mire d) tir nhe dén trung binh va xudt hién trong 3
thing ddu didu tri. DI ¢b bio cio hiu mai vé cdc ca tidu chiy nghiém trong din 11 mét nurde va
réi logn dign giai.

Bénh nhin cin duge didu tr khi cb cie diu higo dau tién biing céch bis nirde day du va ding thuoc
ching tiéu chiy, vi dy loperamid, v cd thé phai giam liéu hode ngimg diéu tri. Co thé didu trj trér
lai véi nintedanib véi lidu gidgm (100 mg hai 1dn mdi ngay) hojic vai lidu binh thuimg (150 mg ha
tin mdi ngay). Nén ngimg sir dung nintedanib trong tnrimg hep tiéu chiy ndng, dai ding mic di
a4 didhu 1 tridu chimg.

Budn niin v nén

Budn nén va ndn 1i nhimg bién cb ngogi ¥ trén duimg téu hda duge bio cho thidmg xuyén nhat
(xem muc Tic dung khdng mong muén cia thude). O hau hét bénh nhin bi nén va budn ndn vdi
mire d§ 1a nhe dén trung binh. Trong cdc nghién ciru lim sang, buon non din dén phai ngimg sir
dung nintedanib xay ra & 2.1% bénh nhin vi ndn dan dén phai ngimg sir dyng xay ra & 1.4% bénh
nhin

Co thé phai gigm lidu hodc ngimg didu tri néu cic triéu chimg dai ding mic di d3 ap dung bién
phidp ditu tri hd trg thich hop (ké ea didu tr véi thude chéng ndn). C6 the tiép e didu trj vai lidu
gidm (100 mg hai lin mdi ngiy) hodic v lidu ding binh thiémg (150 mg hai lin mdi ngiy). Nén
ngimg sir dyng nintedanib trong I‘lhﬂ.‘tlg trémg hop cac tnido chimg niing, dai ding,

i3 3 va nhic uyét

Bbi il dicu tri NSCLC:
Tén sudt gidm bach cdiu trung tinh theo CTCAE > d§ 3 duge ghi nhin cao hom & nhilng bénh nhin
didu trj bing nintedanib két hop véi docetaxel so vidi don tr lifu docetaxel. Cie bidn chimg tiép

Varcad 16 = Ta edmg din sir dung 7134
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theo ahir nhiém triing huyét hodic giam bach chu trung tinh 6 sbt ciing xdy ra (bao gdm nhing ca
o vong).

Cin theo di céng thirc mdu trong sudt thin gian diéu i, djc biét trong thir gian didu tri két hop
v docetaxel. Viée theo déi céng thire mdu thiémg xuyén phai thire hién tir khi biit diu mdi chu
trinh diéu trj va quanh thin diém cong thirc méau & mire thip nhét (nadir) vii bénh nhdn dang didy
tri mintedanib két hop vivi docetaxel vi khi ¢6 chi dinh lim sing san khi diéu tri dot phdi hop cudi

::Elnu_.
hire fifin
Bl verd dicu trf NSCLC:

Do ndng 46 thude trong co thé tang 1én & nhitng bénh nhin suy gan nhe (Child Pugh A), nguy co
xay ra tic dung phy cé thé ting [8n & nhitng bénh nhin niy (xem muyc Liéu dimg, edch dimg, Bic
tinh dige dgng hoc). DE cb dit lidu han ché vé tinh an todn trén 9 bénh nhin ung thr 1€ bao gan vi
sy gan trung binh duge phan logi Child Pugh B. Mic di khang co phdt hién moi vé tinh an todn
trén nhimg bénh nhin niy, dif lidu khing di dé khuyén cdo cho viée dicu trj bénh nhin suy gan
mure d¢ trung binh. Higu qud cua nintedanib chua dwge nghién ciru trén bénh nhin suy gan trung
binh {Child Pugh B). Tinh an todn va hidu qua cia nintedanib chira dage nghién ¢ o nhing bénh
nhan bi suy gan ning (Child Pugh C). Khing khuyén céo trj lidge nintedanib & nhimg bénh nhin
suy gan mire 46 trung binh va ning (xem muc Ede tink duge dong hoc),

i ghi nhin duge cic triromg hop ton thuong gan do thude khi diéu trj voi nintedanib bao gém
trrimyg hep tn thwong gan ndng din 1 tir vong. Trong phin Idn cdc truimg hop, viée tBng cée
men gan (ALT, AST, ALKP (alkaline phosphatase)), gamma-glutamyltransferase (GGT) va
bilirubin duge dao nguoe khi giam liéu hodic ngimg thuoc.

Cin kigém tra nong dd cic men transaminase, ALKP va bilirubin trude khi bit diu diéu trj két hgp
nintedanib vin docetaxel. Phii theo dfi ede gid try ndy khi ¢d chi dinh 1im sing hodc theo dai dinh
ki trong sudt théd gian didu tr, tic 1 trong giai doan két hop vai docctaxel tai e bt ddu moi chu
trinh didu trj va hang thing, trong trubmg hop tiép e ding mintedanih nhwr 1 dom tr lidu sau khi
d2 ngimg docetaxel.

Néu cic men gan lién quan thng, co thé phai tam naimg thube, gidm licu hodc dimg didu i véi
nintedanib (xem myc Ligu dime, edeh dimg). Cin phai tim cdc nguyén nhin khic giv ting men

san vi o6 gidi phip tweng dng néu cin.
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Néu oo sif thay $6i rd rét cae gia trj men gan (AST/ALT ting > 3 Hin ULN) bilirubin todn phin =
2 lin ULN va ALKP < 2 liin ULN, nén tam ngimg diéu trj vai nintedanib. Nén chdm dint vinh vién
diéu tr| véi nintedanib, trir khi phdt hi¢n do nguyén nhin khic (xem mue Lidu ding, edch ding),
Bénh nhin cd cin néng thip (< 65 kg), bénh nhin nir va chdu A cé nguy oo ting cde men gan cao
hom. Nong 44 nintedanib ting tuyén tinh vai tudi bénh nhin cling c6 thé din dén nguy co cao hon
ting men gan (xem mye Ede tink dwge déng hpe). Khuyén cdo gidm sdt chiit ch & nhilng hénh
nhin cé cic yéu td nguy co niy.

Bai v didu tri [PF, 88Se-ILD vi ede bénh phii md k& va hoa tién trign bhde (1LDs) 6 kidu hink

Hen [Fién:

Tinh an toan va hicu qua cua nintedanib chira duege nghién ciru & nhimg bénh nhin bj suy gan mie
d¢ trung binh (Child Pugh B) hofic ngng (Child Pugh C). Do d6, khing khuyén cdo trj lidu
nintedanib & nhitg bénh nhin nay (xem Licu dimg, cdch dimg).

Do néng di thude trong co thé ting 1én & bénh nhan suy gan nhe, nguy o0 Xy ra the dyung phu cd
thé ting 1én (Child Pugh A). Bénh nhén suy gan nhe (Child Pugh A) nén dupe dicu trj gidm lidu
(xem muc Licu ding, cdck ding vh Bde tinh dice ding hpe).

D4 ghi nhin duge cde tnrimg hop ton thuong gan do thudc khi diéu trj véi nintedanib, bao gém
ton thuemg gan nding dén i o vong. Phin Iém cde bién ob trén gan xay ra trong ba thing diu tién
dimg thude.

Do di, nén xét nghiém men gan ransaminase v m']mg,d:fs bilirubin trrde ki khan tri va trong suit
thing diu tién dimg nintedanib. Sau 46, bénh nhin nén dirge theo dii voi khoang thin gian déu
din tong sudt 2 thing tiép theo va sau d6 kiém tra dinh kv, vi du trai mdi lin thim khdm bénh
nhidn hodc khi duge chi dijnh lam sing.

Trong phin lim cdc truimg hgp, viée ting men gan (ALT, AST), alkaline phosphatase huyét thanh
(ALKP), gamma-glutamyl-transferase (GGT) va bilirubin duge dao nguoe khi giam lidu hodc
ngimg thude. Néu men gan transaminase {AST hofic ALT) ting = 3 lin gidi han binh thuémg trén
(ULN), khuyen céo giam licu hoje ngimg diéu trj vai nintedanib vA nén theo d48i chjt ché bénh
nhdn. Khi céc men transaminase tdr vé gid trj ban ddu, cd thé ding lifu binh thuimg tré lgi (150me
hai lin mdi ngiy) hode bit diu didu tri lai véi nintedanib vai lidu giam (100mg hai Hin méi ngay)
v sau 46 cd thé ting 1&n licu binh thudme (xem muc Lidu dimg, cdch dimg). Néu kiém tra thiy sy
ting men gan cd kém thém cdc ridu chimg lim sing hode diu hidu thn thiromg gan, nhir vang da,
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phai chim dirt vinh vién didu trj vdi nintedanib, Ciin xem xét cde nguyén nhin khic din 5 tang
Men gan.
Bénh nhan cd cin ndng I.hup (= 65 kg), bénh nhan ni, chiu A co nguy co thng men gan cao hon.
Néng d nintedanib tang tuyén tinh véi tudi bénh nhin cing cd thé din dén nguy cor Eing men gan
cao hon (xem muc Bge tink dwee ding hoc)

Khuyén cdo gidm sdt chit ché & nhimg bénh nhin cé cde véu 18 nguy co nay.
Chire niing than
Di ¢ bio cdo vé nhimg trrdmg hop suy thén / suy giam chire ning thin, mdt sé tdmg hop din
den nr vong khi sir dung nimedanib (xem mue Tée dung khing mong mudn).
Bénh nhiin cin duge gidm sit trong suot qui mrinh digu i véi pintedanib, dic bid chi v tn nhimg
bignh nhiin cé yéu 15 nguy co cao gdv suy thin / suy gidm chirc nang thin. Trong tnrmg hop suy
thin / suy giam chire ndng thin, nén xem xét dicu chinh ché 46 digu i (xem mue Lidu dimg, cach
dieng).

Xuit huyét

W3F veid dié L

Ue ché VEGFR o thé kém theo tEng ngey co xuit huyée Trong thir nghiém lim sing (LUME-
Lung 1) véi nintedanib, tan sudt xudt huyét & ci 2 nhém diéu i 14 orone nr nhau, Chiy médu cam
nhg dén trung binh 13 bidn cd xudt huyét thudme x4y ra nhit. Phin lom cdc bién cf xudt buyét din
&én tr vong cé lign quan dén khdi u. Khéng cb bdo cdo vé sit mit ciin bing trén duimg hd hip
hodc xudt huyét gy tir vong hay xudt huyét rong niio,

Bénh nhin bj chay mau phdi gin diy (> 2,5 mL mau d6 wuoi) ciing nhu bénh nhin cé khéi u o
trung tim vdi biing chimg xam lin tpi ché cdc mach mau lém trén X quang holc bing chimg khbi
u tzo hang hoic khi u hogi tir trén X quang dirge logi trir khéi cde thir nghiém 1dm sang. Do d6,
khuyén cio khdng diéu tri nintedanib cho nhimg bénh nhin niy.
D ¢d bio cdo hidu mai veé nhimg bign co xuat huyet khong nghiém trong v nghigm trong, mat s6
trong dé dan dén tif vong. Cidc bdo cdo ndy bao gom ca nhimg bénh nhin dang sir dung hode khing
sir dung liéu phip chong dong hode cic thuoe khidc c6 kha niing giv xuat huyét. Trong tnrémg hop
xudt huyét, nén xem xét dén viéc didu chinh liéu, tam neimg thude hodic dimg sir dung thude dya
trén danh gid lm sang (xem mye Licy dimg, edeh dimg), Cac bién oo xuit huyét trong piai dogn
hiu mai bao gom nhumng khimg gidi han trén hé tidu hoa, hi hd hip va céc co quan thude hé thing
than kinh trung womg, v tin sudt cao nhat trén b hé hip,
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& 1N odn ndo
& Di cdn ndo dn dink
Tin sudt xudt huyét no khéng ting & bénh nhin o di cin ndo 43 duge dicu trj thich ding
trirdic ma vin dn dinh = 4 tudn trude khi bt diu dicu o voi nintedanib. Tuy nhién, cén
theo ddi chat che céc diu hidu va tri¢u chimg xuit huyét nio 0 nhimg bénh nhin niy.
o Dicdn ndo tién trién
Bénh rhén b di cin ndo tidn tridn bi Joai trir khoi cic thir nghiém ldm sang va khing duge
khuyén cio didu tr biing nintedanib.
o Bidn i l:hrﬁrrrg déing mdu
Chua e sin dit lidgu tir cde thir nghidém ldm sang vé nhimg bénh nhidn cd khuynh hudmg dé
chay médu do di truyén hodic bénh nhin 4 nhén mdt lin diy i tri lidu r_’l-bﬁug dong mau tnrde
khi bat ddu didu trj véi nintedanib. Khong thiy ¢é sy ting tin suit xadt huyét o nhimg bénh
nhin dang dimg heparin trong lugmg phin tr thap hojc aicd acetylsalicylic lidu thip dii han,
Bénh nhdn cb bién ¢f huyét khéi nghn mach trong qua trinh dicu trj va nhimg ngudi cin
ding thude chbng déng madu vin dwge phép tiép ue dimg nintedanib va khing thiy ting tin
suit bidn cd xuit huyét. Cin theo ddi thuiimg xuvén vé sur thay dai thid gian prothrombin, INR
v cde dit xudt huyét rén lim sing ddi vii cde binh nhin ding két hop v edc thude chdng
déng nhur wafarin hoje phenprocoumon.
Déi viri dicdu tri IPF,_SSe-ILD va ede bénh phéi mé ké xo héa tidn frign khge (LD o6 kidy kink
F{E!; Ejf-n,'
Ut ché VEGFR e thé kém theo ting nguy co chay mau.
Nhirng bénh nhan da dwgo biét I cd nguy co xudt huyét bao g:’im hénh nhin cé khuynh hudng d&
chay méu do di truyén hodc bénh nhin dang ding liéu diy di thude diéu trj chng déng méu khang
durgre dua vio cdic nghién ciru Jim sing. Trong giai doan sau luu hinh, 48 quan st thiy nhitng bién
eé xudt huyét nghiém trong va khdng nghiém trong, mit si trong dé din dén tir vong (hao gdm ca
nhing bénh nhdn dang s dung hojic khing sir dung liéu phap chong ding hodie cde thude khie ¢d
kha ning giy xudt huyét). Do 46, chi nén ding nintedanib cho nhimg bénh nhin nay khi lgi ich
tién lugmg vurot trdi nguy oo tiem tang.
Cie bién ob thuyén tie huyvét khéi ddng mach
i wiri diew tri NSCLC:
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Tin suiit cic bién ob thuyén the huyét khdi ddng mach 14 nhur nhau gitra hai nhom diéu tri trong
gial dogn 3 cia nghién cim 1199.13 (LUME-Lung 1). Bénh nhin co tién sir gin diy bi nhdi méuo
cor tim hodic 6t quy duge logi khéi trir nghién cie Tuy nhién, d3 co thiy sy ting tén sudt céc bién
cé thuyén tic huyét khai déng mach trén bénh nhin xo phdi vé clin (IPF) khi ding don tri lidu véi
nintedanib. Thin trong khi diéu trj trén nhitng bénh nhin cd nguy eo cao hom vé& tim mach bao
afim bénh mach vinh &3 biét Nén xem xét dén viée ngimg thude trén bénh nhin xusat hién cde
rridu chirmg hodic diu hidu thidy mau co tim cpe b cip,

B¥ii vt didu tri IPF. SSe-ILD vi ede hénh phéi mi ké xo hda tién trién khdic (ILDs) c6 kidu hinh

i

Bénh nhin ¢6 tieén st gan dy bi nhdi méu co tim hode ddt quy dwee Togi tnr khoi cde thir nghigm
lim sing, Trong cdc thir nghidém lim sang, cde bién co thuyén tie huyét khdi ddng mach duge bdo
cdo khing thirdmg xuyén (nintedanib 2,5% so vai 0,7% & nhdém gia duge trong nghién ciu
INPULSIS; nimtedanib 0,9% so vii 0,9% & nhom gia duge rong nghién ol INBUTLD; nintedanib
0,7% so vai 0.7% o nhom gia duge trong nghién cim SENSCIS). Trong nghién ciu INPLULSIS, ti
1é phén trim bénh nhin cd nhdi mdu o tim cao hom & nhdm diing nintedanib (1,6%) so vai nhom
gia dugre (0,5%), trong khi céc bidn cb ngogi ¥ phin dnh bénh thidy mdu trén tim 1 nhur nhay gitra
nhém ding nintedanib vi nhom ding gia duge. Trong nghién cinn INBUILD, di quan sét thay
nhdi mau co tim voi thn sudt thip: nintedanib 0,9% so vai 0,.9% & nhim gia duse. Trong nghién
ciru SENSCIS, da quan st thiy nhoi méu eo tim véi tin suat thap & nhom gid duge (0,7%) va
khéng thiy o nhom ding nimedanib.

Thiin trong khi diéu trj trén nhimg bénh nhin c6 nguy cocao hon vé tim mach bao gdm bénh mgch
vanh A4 bide Nén xem xé&t dén vifc ngimg thude trén bénh nhin xuat hién cde tridu chimg hoje
déu hiéu thidu mau co tim euc b cip.

Phinh dong mach va béc tach ddng mach

Viée sir dyng céc chét ire ché con dwdmg hinh thinh yéu 16 ting tinrimg ndi mé mach mau wén
bénh nhin bi hofic khéng bi cao huvét 3p ¢d thé thisc ddy vige hinh thinh phinh d6ng mach vivhoge
boc tich dang mach. Trede khi khai tri vdi nintedanib, cin phii xem xét thin trong trén bénh nhén
¢ nhimg yéu t nguy co abwr cao huyét dp hodic ¢ tién sir phinh ddng mach.

Thuyén the huvét khij tinh mach

Desi vieri diéu iri NSCLC:
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Bénh nhin duge didu tri bing nintedanib ¢6 sir gia ting nguy co thuyén tic huyét khdi tinh mach
hao gém thuyén tic mach phdi va huyét khéi tinh mach sdu. Cin theo di chit ché cdc bidn cb
thuyén tic huyf‘t khdi trén nhimg bénh nhin ndy. Nén dac biét thin trgng trén nhitng bénh nhin co
thém nhimg véu 16 nguy co cia bénh thuyén e huyét khbi. Nén ngimg ding nintedanib & bénh
nhén cé phan img thuyén tic huyét khdi tinh mach giv de doa tinh mang.

DAF v didy tei IPF, SSe-TLI vé cde biénk phii md k& ve héa tién trién bhde (ILDs) e6 kiéw hink

fidn frign;

Trong cie thir nghiém 1dm sing, khing quan sit thiy syr gia ting nguy co thuyén tic buyét khéi
finh mach trén cic bénh nhin duoc didu tri bang nintedanib, Dua trén co ché tic dung cia
nintedanib, bénh nhin cd thé bj ting nauy co gip cic bién cd thuyén tic hu}r-‘i'l khdi.

Thune durdme tién hoa

TIPS e
Tin suldt thing durémg tidu héa 13 nhir nhau gitra cic nhém didu trj trong thir nghi¢m lim sang. Tuy
nhién dya trén co ché tic dung, bénh nhin diéu trj vai nintedanib c6 thé bj ting nguy co thing
dirémg tiéu hda. Cac tnrdmg hop thung dudmg tiéu hoa, mdt s tir vong, 43 duge bdo cdo trong giai
dogn hiu mai. Cin dic bidt than trong khi diéu tri bénh nhén cb phiu thugt & bung trrde ddy hoje

¢ tién sir gin diy bj thing tang ring. Do d6 chi nén bit diu dimg nintedanib it nhat 4 twin sau
cude phiu thudt Iém. Nén neimg didu tri nintedanib vinh vién & nhimg bénh nhin bi thing duimg

tiéu hoa,

Thung dirime tiéu hda va viém dai wane thiés miu cuc

)i v didu tei IPF SSe JED v ede bénh phai mi & xer héa tén trién khde {ILDg) pé Eicu finl
1E-::‘! ::E'E:uu

Trong cic thir nghiém lim sing, tin suit binh nhin bj thung dwimg tiéu hba 13 0,3% & ¢a 2 nhém
didu tri. Dura trén eo ché e dung cda nintedanib, bénh nhin co the b @ng nguy co thung dirémg
ti¢u hida, Cac triimg hap thing duémg tiéu hoa va viém dai tring thidu médu epe bé, mdt «6 ny vong,
d3 duge bio céo trong giai doan hiu mai. Cin dic biét thin trong khi didu trj bénh nhin cé phiu
thuit bung trude diy hode cd tién sir trode div loét duimg tidu hoa, bénh ni thira hode ding ding
thivi véi thufic corticosteroid hodc thude NSAIDs. Chi nén bit dau ding nintedanib it nhét 4 tuan
sau cude phiu thujt byng. Nén ngimg diéu tri nintedanib vinh vién & nhimg bénh nhin bj thing
durdima tiéu hda hodc viém dai tring thiéu méu cuc bd. Trong truimg hop ngogi 1§, ¢d thé ding lai
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nintedanib sau khi viém dai tring thidu méu cpe bd &8 duge quyct hoan todn va tinh trang bénh
nhin ciing vii cde yéu 16 neuy co khie duge danh gid thin trong,

Protem mifu tronoe khodne thian her

Biii viri diéw tri NSCLC:

Rit hiém mme hop protein nidu trong khodang thin b duge bdo céo hiu mai. Cac xét nghidm

mé hoe trong cic tnrimy hop riéng I nhat quan vidi bénh vi mach ciu thin cé hodic khing o6 huyés
khii thiin. 14 quan sat thiy céc tridu chimg dio nguge sau khi ngimg st dung ninedanib. Nén
xem xét ngimg dicu trj & nhimg bénh nhin xudt hién cic diu hidu hoje tri¢u chirng cia hdi chimg
thén hir.

Protem niéu trong khadn 1 wa huw

Bl wii dicu tri IPF, 88c-1LD va cic bénl phii mé k& xet hoa tién trién khde (1LDs) e6 kidu hink

lign tricn

Rét hiém tnsémg hop protein niéu trong khodng thin he dwge béo cdo hiu mai. Cie xét nghiém
mé hoc trong cic tnrimg hop ridng 18 nhit quin v bénh vi mach clu thin ¢ hodic khéng o6 huyét
khéi thin, Pa quan sat thiy cde triéu chimg dio ngiroe sau khi ngimg sir dung nintedanib, mét 58
trimg hop con sot lai protein nidu. Nén xem xét ngimg diéu trj & nhimg bénh nhin xuat hign cdc
diu hidu hode tridu chimg cia hdi chimg thén .

Cic chit fre ehé con dudmg véu t6 ting tiromg ndi md mach médu c6 lién quan dén huvét khoi vi
mach bao pbm rat hiém bdo cdo cia nintedanib. Néu cic xét nghiém hode dau higu 13m sing lién
quan dén huvét khoi vi mach xay ra @ nhimg bénh nhin dang diéu trj voi nintedanib, nén dimg
dicu tri va thyre hién viée ddnh gid k9 ludmg cho bién c¢d huyét khoi vi mach.

Cao huvét dip

i i didu tri IPF. SSc-1LID vé cde binh phai md k@ s hia tién trién khac (1L.Ds) oo kicu hind
tién tricn

ar dung nintedanib o the giy ding huye’.'-:t dp. Nén do hu:,.-le ap dinh kv hode khi edochi dinh Lim
sAng

Tang huvét ap dong mach [_'Il_"lfli

Cic dif liéu sir dyng nintedanib trén bénh nhin ting huyét 4p ddng mach phdi con han ché. Nhimg
bénh nhin cé ting huyét &p dong mach phdi ¢o ¥ nghia (chi 56 tim < 2 Léphiitm?, hodc ding
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epoprostenal/treprostinil theo duwdmg tiém, hode suy tim phii cd ¥ nghia) 44 bj logi khoi cdc nghién
cru INBUTLD va SENSIS.

Khéng nén sir dung nintedanib trén nhimg bénh nhan ing huyét 4p ddng mach phoi niing. Khuyén
céo theo dd sat sao nhimg bénh nhin ting huyg‘:t ap dgng mach phdi mire 46 nhe dén trung binh.

Rdr hidm trrdng hop bi hii chimg bénh nio sau cd hdi phye dd duge bie cdo hiu myi.

Hdét chimg bénh nio sau cd hai phuoe 13 mdt roi logn than kinh co thé duge biéu hién bang dau diu,
ro logn thi tnrime, co gift, hén mé, 16 Hn va cde rdi loan than kinh khéc. Ciing cb thé xuidt hién
ting huyét p nhe dén nghiém trong. Cain thiét phai chyp cing hidmg tir 42 xde nhin chin dodn
PRES. Néu nghi nad PRES, cin phii neumng didu tri vii nintedanib, Chira hiét duge sy an todn cia
vige ding lgi nimtedanib trén bénh nhin tnede 4o da bj PRES.

Cin trir vide linh vét thiromg

Mhra trén o ché the dung coa thude, nintedanib c6 thé lim gidm qud trinh linh vét thuong, Tan
sudt chim Yanh vét thuong duoe ghi nhin khéng ting trong cée thir nghiém lim sing. Khong cd
nghién ¢t nao da dwge thyre hién dé khio it dnh hirdmg cia nintedanib trén vige lanh vt thuong.
Do dé, didu trj vii nintedanib chi nén dwge bat diu hodic — trong trutmg hgp neimg do phiu thudt
~ diing lai dia trén ddnh gid 1im sing vé vige lanh vet thuong thaa déng,

Phihi hop ciing pirfenid
F1oi v didu tr] IPE_SSc-1LD vir cibe binh phoi mé k€ xor hoe tidn tridn khde (1LDx) o6 kiéu hinh
iy trig

Trong mdt nghién cire chuyén vé duoe dgng hoe, viéc sir dung dong théi nintedanib véi
pirfenidone &3 duge nghién ciru trén bénh nhin xo phéi vé cin. Dya ién céc két qua ndy, khing
thiy co bdng chimg cho thiv mdi lién quan vé wong tée duge ddng hoe thude — thube gitra
nintedanib va pirfenidone khi ding ;ﬂﬂi hop (xem muye e ink dee ddng hoc). Dhra vao hé ser
vé tinh an todn twong ty nhau cta céc thude, tic dyng khong mong mudn, bao gom bién cd trén
duémg tidu hoa va gan cb thé njing thém, Chuea thiét lp dwge cdn cin lgi ich — nguy co trong vige
sir dung phai hep vii pirfenidone.

Anh huomg trén khodng OT

Trong céc thir nghiém lim sing, khéng quan sat thiv bing chimg cho thay nintedanib kéo dii
khodng QT (xem muyc Bc tink dugpe e hpe). Do mét 56 chit ire ché tyrosine kinase khic 43 duge
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bict 1a co dnh hudmg 1én khodang QT, nén thin trong khi ding nintedanib cho nhimg bénh nhin cé
khi nfing xudt hign khoang QT kéo dai.

hﬂﬂ i [
Vién nang mém nintedanib cd chira lecithin dfu nanh. Nhifng san phim ¢b ngudn gde tir diu nanh
durgre biet 14 nguvén nhén giy ra phin img di tmg bao gdm sdo phan vE trén nguin di tmg ddu nédnh.
Bénh nhin 43 biét 13 d; tmg win protein lae (diu phong) cb kha ning cao cb phan img nfing véi ché
phim chim dju nanh (xem myc Chdng chi djnh)
in the iéL
Bidi vei digu tri NSCLC:
Trong nghién efu 1199.13 (LUME-Lung 1), tan suiit 3p cdc bién ¢d nghiém trong cao hom &
nhitng bénh nhin didu tri v nintedanib va docetanel ma trong liromg co thé nhé hom 50 kg so vid
nhimg bénh nhin 6 trong heong co thé > 50 kg; tuy nhién 8 luong bénh nhin co trong leong co
thé nha hon 50 kg it Do dé, khuyén cio theo di chit ch nhitg bénh nhin ¢6 trong lugmg co the
< 50 kg,
Hirdmg dén sie dyng/cdch xir ori
Khéng duge mé hay nghidn ndt vién nang thude, Néu tiép xic vai thinh phan chifa trong vién
nang thude, phai nra sach tay ngay lip tire.

KHA NANG SINH SAN, THAL KY VA CHO CON BU
Mhy nir ¢o kha ning mang thai / Cédc bién phip trinh thai
Nintedanib cé thé gdy hai cho bao thai. Phy nit ¢ kha ning mang thai nén duge tw van trinh mang
thai trong qud tinh diéu i véi nintedanib va sit dung nhimg bién phdp wénh thai cd hidu qua cao
ngay khi hit ddu diéu trj va tiép tee it nhdt 3 thing sau khi ding lieu nintedanib cudi ciing.
Nintedanib khang anh hréng dén ndng 4 ethinylestradiol va levonorgestrel trong huyét twong
(xem mue Bdc tinh duge ding hoc). Hidgu qoa ciia thude trinh thai hormon duémg udng co thé bi
giam do bénh nhin ndn vi'hodc tiéu chay hodc do cic tdnh trang coa bénh nhin ldm anh hwong
din hip thu. Nén tir viin cho bénh nhin nir dang sir dung thude trinh thai harmon dirémg udng khi
2ip cic tinh wang trén thi phai s dung cde bién phiap tranh thai thay thé ¢ hiéu qua cao,

Tha ky

Khéng ¢o théng tin vé vide sir dyung nintedanib & phu nit ¢6 thai, nhung cic nghién cin tién 1im
sang mén dgng vit 41 cho thay doc tinh coa hoat chit nay trén kha néng sinh san. Do mntedanib
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ciling ¢ thé gy hai Ién thai & o, khing duge ding thude nay trong khi mang thai {(xem mye
Chéng chi dink) va phéi xét nghiém thir thai it nhat 13 tnode khi dico tri vdi nintedanib va trong
sudt qua trinh diéu trj khi cdn thiér,

Bénh nhin nir cin duge nr vin dé thing bio cho bée 57 hofic duoe s cia hg néu 6 thai trong khi
diéu tri v nintedanib.

Néu bénh nhin ¢6 thai trong khi ding nintedanib, phai ngirmg diéu trj v bénh nhin cin duge thdng
hdo wit nhitng midsi nguy hidm tiém &n 481 von thai nhi.

Cho con b

Khdng cd thong tin vé sy bdi tiét nintedanib va cic chit chuyén hoa vao trong sira ngwii me. Cic
nehién cim tién 1dm sing cho thiy mot lugne nhé nintedanib va cac chiit chuyén hoa cia nd (<
0,5% lieu ding) duge bai tiet trong sita cua chudt me.

Khng the logi trir nguy co cho tré s sinh/ tré nho, Vi vy, nén ngimg cho con bi trong khi diéy
try won mintedanib,

b el gl o2

D word didwe tri NSCLC:

Dira trén cic nghién cin tién [m sing, khéng cd bing chimg vé giam kha ning sinh san & con
dire. Khiong ¢b dit liéo trén nguén hay ddng vt vé dnh hrémg tiém ting eia mintedanib 1én kha

ning sinh san cla gidng cai,
D veii didu trf IPF, SSc-ILD vér oo hénh phil mé k& xer héa tién trién kbde (ILDs) o6 kidy hink
ﬂ'g'-n Fr.igz"n:

Dyra trén ciic nghién ciru tign lam sing, khong co h':ing chimg vé gidam kha ning sinh san & con
dirc. Tir cde nghién ciu ddc tinh ban tnromg dién va tnoomg dién, khong co bing chime cho 11153.-'
khd niing sinh san & chudt cdng ci bi suy gidm & néng 45 todn thin wong (mg v lidu khuyén
cdo 1ol da & ngudn (MRHD) 18 150mg hai lan mdi ngay.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Nintedanib e dnh hirdmg nho 18n kha ning i xe vi viin hinh mdy mdc. Nén khuyén hénh nhin

phai thin trong khi i xe bode st dyng may mde trong khi didu tri véi nintedanib,

TUONG TAC, TUONG KY CUA THUOC
E-glveoprotein (P-gp)
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Nintedanib 14 mit chit nén cia P-gp (xem muc Dge tnh dirge dong hoc). Trong mét nghién cim
chuyén vé wong the thude - thode, vide sir dung ﬂf‘mg thifi v chit tre ché manh P-gp la
ketoconazol 44 lim ting ndng 45 nintedanib dén 1,61 Lin dyra trén AUC va 1,53 ldn dya trén C .
Trong mét nghién ciru trong tic thube - thudc voi chilt cim (g manh P-gp 14 rfampicin, néng
di nintedanib da gidm xudng con 50,3% dya trén AUC v 60,3% dya trén C e Khi ding ddng thii
viri prfampicin 50 v khi ding mét minh nintedanihb.

Méu ding chung v6i nintedanib, céc chit e ché manh P-gp (nhu ketoconazol, erythromycin hogc
cycloporing co thé lam ting ndng 4§ nintedanib. Trong tnrémg hop niy, cin theo dai bénh nhén
chit ché vé kha ning dung nap nintedanib. C6 thé véu cu tam ngime, giam lidu hojic ngimg hin
tri T v nintedanib & kidm sodt cde e dung phi (xem muc Liéu dimg, edach dimg).

Cae chat cam img manh P-gp {nhu rifampicin, carbamazepin, phenytoin, vi thao dwge St. John)
ed thé lim gidm ndng 36 nintedanib. Nén xem xét 16 vife thay thé cde thude nay bing ede thude
khdng giv cam img P-gp hodic giy cim fmg & mirc tdi thidu khi dimg ddng thiri vdi nintedanib.
Cdc hrome (CYP

Chi ¢6 mat heomg nhé nintedanib duge chuyén héa sinh hoe qua con dudmg CYP. Nintedanib va
cic chit chuyén hoa eta nd 1a BIBF 1202 poe acid ur do v dana phire hop olucuronide cia nd 1
BIBF 1202 - glecuronide déu khong e ché hoge giy cam img cac men CYP rong cic nghién et
tién 13m sing (xem mye Dde tinh dige diing hpe). Do 46, kha ning twong tie thube — thude cia
nintedanib dira trén s chuyén héa qua CYP diroe coi 1 thip.

Sir dung ddng thivi vdi cic thude khac

Sir dyng ddng théi nintedanib v thude tranh thai hormen dudmg uing khing lam thay d6i duoe
damp hoe cua cac thude tranh thai i mie d ed v nghia (xem muc Bde tnh dwgee dime hpe).
ﬂ;:_r,[ Wi d'['ﬂ; i tri NSCLC:

Viée dimg nintedanib cimg vai docetaxel (75 mg/m®) khong lim thay d6i duge ding hoc cia ca
hai thude dén mét mire d§ cd ¥ nghia.

Didi vén diéu tri IPF, SSc-ILD vt cd

fignm frién;

Sur dung I;Ii"mg thixi nintedanib vdi bosentan khong lam thay doi duge ddng hoe cia nintedanib.
TNirorng ky

Do khéng cb cdc nghién ciru vé tinh twome ky cia thude, khang tin 13n thude nay vai cic thube
khae.
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TAC DUNG KHONG MONG MUON CUA THUOC

Dii weri diéu tri NSCLC:

Dir ligu vé tinh an toan durge cung cﬁp sau diy fa dya trén nghién ol then chidt trén todn cdu giai
doan 3, cd md s6 14 119913 (LUME-Lung 1} vdi thié ké mi ddi, ngiu nhién, so sanh trj lidu
nintedanib két hop docetaxel van oid due kit hep docetaxel @ bénh nhan co NSCLC i chd tién
trién, hofic di di cin, hofic NSCLC i phit sau khi didu trj bude dfiu bing héa trj lidu va dya wén
cée dF lidu quan sét duge trong giai dogn hiu mai cia nintedanib. Céc phin (me bat lgi theime
glp nhit d3c tnmg cho nintedanib Ia tidu chiy, ting cdc gia trj men gan (ALT va AST) vi nan,
Bing 3 cung cip tém tit cic phian (g bit loi theo phin logi hé thing co quan (SOC). D2 quan Iy

cic phan img bat lgi chon loe, xem myc Canh bdo va thin trong khi dimg thude,

Thong tin v ed phan (mg bt lgi chon lpc ghi nhgn tr thir nghigm LUME-Lung duge md ta dudn
diy.

Danh sdch cde tidc dung khing mong mudn

Rang 3 tém tit tin susdt cea nhiimg bién cb ngoei ¥ 8 dwoc bdo cio trong thir nghiém then chit
LUME-Lung | & bénh nhin ung thir phéi khéng t& bao nhd (NSCLC) ¢d ung thur bidu mé tuyén
thea md hoe (n=320) hode ghi nhin tr hiu mai.

Nhiing thujt ngir ssu didy dimg dé phan logi cic tde dung phy theo tin swit glip phii: rit pho bién
(= 1710, phé bién (= 1/100 dén < 1/10), khing phd bién (= 1/1.000 va < 1/100), hiém gip
(=1/10.000 dén < 1/1.000), it hidm gdp (<1/10.000), chua biét tin suft (khong thé dinh gid dya
trén nhimg dit lidu eo siin). Trong mdi nham tn suit, cic tie dung phu dirge trinh bay theo thir ue
mire d trdm trong gidm din,

Bing 3: Tém tit cic tic dyng phy phin logi theo tin suit

'Hécorquan | Rie phd bién Phé bién " Khong phé bién | Chua biét
= 1/10) (= 1/100 dén < | (= 1/1000 dén <

1/10) 1/ 1104y}

Nhi¢m tring va Sét giam bach cau

nhiém kv sinh trung tinh

tring Ap-xe
Nhicm trimg
huyét
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'Roi loan mau Giam bach ciu | Giam tiéu cau
'va  hé bach |trung tinh (bao
hu:,ré: gﬁm séit gidm
bach cdu trung
tinh}
R loan | Giam ngon miéng | Mit nude
chuyén hda wa | Mitcin bing dién | Giam cin
dinh dudmg widi
R&i loan hé | Roi loan thin kinh | Dau dau ' IT IH&i  chimg
thén kinh ngoail vi bénh ndo sau
¢t héi phue
R&i logn tim ‘Whéi mau co tim
mach {(xem myc Canh
hde va thin mrong
khi dimg thude)
RGi loan mach | Xudt huyet ' Thuyén tic huyét Phinh  ding
mau (xem muc Cinh | khoi tinh mach mach va béc
bhdo v thir trong | Tang huyet dp tich déng
khi dimg thuoe) mach
Roi loan tiéu | Tiéu chay Thing duimg tiéu | Viém dai tring
hdia Non héa '
: Buon ndn Viém my °
Brau bing
Réi loan gan | Ting alanine | Tang  bilicubin | Tén thuong gan
it aminotransferase | maiu, do thuie
{ALTY, Ting Eammas-
Tang  aspartate | glutamyl-
aminotransferase | transferase
(AST),
Varcad 100 — Té hwing ddn sir dung 20134
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Ting alkaline
phosphate  mau
(ALKP)

Cac roi  loan | Viem niém mae, | Ngira
rén da vi md | (bao gém viém

dindsi da migng)
N min da
Rung toe !
Réi loan trén Protein nicu | Suy thin (xem
thin va tiét niéu myc Canh hdo va
thin trong  khi
dimg thuac)

' Trong cic thir nghiém lim sang, tin suit khing ting trén nhimg bénh nhan didu trj véi
nintedanib phoi hop vii docetaxel so voi bénh nhin diéu trj bing gia dwge phii hop véi
docetaxel

* Bién e viém my di duge bio cdo @ bénh nhin ding nintedanib dicu mj IPF va NSCLC.
Phiin lém nhimg bién cb nay dugc bdo cdo & bénh nhin IPF.

* Cic ca thuyén the mach phéi d& durge bio cdo

M td cde tie dung khing mong muin chon lpe:

Tiéw chay

Tidu chiy xay ra & 43,4% (= mirc 3: 6,3%) bénh nhin ung thu hiéy md tuyén & nhém ding
nintedanib. Phin 1ém cic tic dyng phy xust hién trong moi quan hé chit che vé thiv gian vdi viée
diing docetaxel, Phin 1ém bénh nhin hdi phuc tiéa chiy san khi dimg diéu tri, ding cée liéu phip
ching tidu chay v giam liéu nintedanib.

Cic bién phip dwoe khuyén cdo vh didu chinh liéu trong tnrémg hop tidgu chay, xin xem lén lugt
trong mue Canh bdo va thin trong khi ding thuie va mue Lidu dimg, cach ding.

Fdng men gan vd ting bilirubin miu

Nhitmg téc dung phy lién quan dén gan xay ra & 42 8% bénh nhin didu trj vai nintedanib. Xdp xi
1/3 56 bénh nhin nay gip cac tac dung phu lién quan dén gan ndng > mic 44 3. O nhimg bénh
nhin e cdc chi st vé gan ting cao, viée sir dung bicu dd giam liéu bjc thang 43 duge tict §p la
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hién phip thich hop va chi cin thiét dimg didu 1 & 2,2% bénh nhan. O phén 1én cac bénh nhén,
vige tling cdc chi s6 vé gan 1i cd thé hbi phuc durge.

Thing tin vé cic nhém bénh nhin dic bidt, cée bidn phip duge khuyén co vi didu chinh lidu
trong truimg hop ting men gan va bilirubin, xin xem Hn Iuot trong muc Canh bdo v thin trong
khi dieng thude va myc Lidu dimg, cack dimg.

Giam hach cau mrung tinh, sét giagm bach cdu trung tink va nhiém triemg huvét

Nhidm tring huyét va st gidm bach cu trung tinh 43 Jgre bao cdo nhyr céo bién chimg cua gidm
bach cdu trung tinh. Ty 1& nhiém tring huyét (1.3%) va sit giam bach ciu trung tinh (7,5%) ting
1&n khi didu trj v nintedanib so viéi nhém dimg gid duge. Viée gidm sdt cong thire méu trong qud
trinh didu tri 1 quan trong, d3c bidt trong qud trinh didu i két hop vii docetaxe! (xem muc Cinh
barer vy thie tromg ki dimg thude).

Nudit huvéi

Trong giai doan sau hru hinh, nhilng bién cb xudt huyét nghiém trong vi khing nghiém wrong, mit
5o trong &6 din dén tir vong ¢3 dugc bio clo, bao abm nhimg bénh nhin cé hodc khong ding li¢u
phap diéu tri t:llfm.g ding hodic cic thudc co the gy xudt hu}'ét. Cic bién co xuit huyét say luru
hinh bao gom nhung khéng gidi han trén dimg tidu héa, h hd hip vi cdc co quan hé thin kinh
lrung womg, Vi tan sudt hay gap nhat 14 hé hd hap (xem myc Canh bdo v thdn trong khi dims
thudc).

Thung dinimg 1iéu hda

Dura vao co che tdc dung cua thude, thing dwimg tiéu hoa co the xdy ra @ bénh nhan diéu trj vai
nintedanib. Tuy nhién tin suit bénh nhin xiy ra thimg dudmg tiéu hoa 14 thip.

Reif bagar than kink ngogt vi

Réi logn thin kinh ngoai vi ciing dwoc bidt dén xay ra khi didu tri véi docetaxel. Réi loan thin
kinh ngagi vi duge bio cdo & 16,5% bénh nhin dicu trj véi gia duoe va 19,1% bénh nhin didu
viri nintedanib.

Df vt didu tri IPF, §Sc-ILD vi cde bénh phii md ké xa hoa tién trién bhde (ILDs) c6 kigu hink

ilén trién:

Trong cée thir nghiém lim séng, cic phin img bt lgi dirge bdo cdo thirémg xuyén nhit lidn quan
dén viée ding nintedanib bao sdm tidgu chiy, budn ndn, ndn, das bung, sidm ngon midng, gidm
cidn va ting men gan.

B quan 1¥ cac phan img bat lgi chon loe, xem mye Cdnh bdo v thdn trpng khi ditng thudc.
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Danh sdch cde tic dyng khéng mong muén

Bing 4 cung cdp tom tit cie tic dung khong mong mudn phin logi theo hé cor quan v thn sudt
theo quy woc sau: rit pho bién (= 1/10), ph bidn (= 1/100 dén < 1/10), khéng phé bién (= 1/1.000
va < 1/100), hiém gap (=1/10.000 dén < 1/1.000), rit hiém glp (<1/10.000), chua biet tan suit
{(khdng thé dénh gid dya trén nhimg di liéu cd sin).

Bing 4. Tom it cic tic dung phy phin loai theo tin suat

i Tan suat
Hé co quan theo thug Céde bénh phoi mb
ngit wu tién ki xo hda tién trién
IPF SSe-1LD
khdc (ILDs) e kiéu

hinh tién trién

Roi logn mau v hé bach huyét

Gidm lieu cau Khéng phé bién Khéng phé bién Khing pho bién

Roi loan chuyén hoa vii dinh durdmg

Giam can Pha bién Phé hién Phd bién

Giam ngon mi¢ng Ph bicn Rit phd bién Phé bicn

Mt nuoe Khong phé bién | Khang pho bién Chura biét

Roi logn tim mach i

Nhei mau co tim Khang pho bien | Khang phé bién Chuabilt
| Rii loan mach miu -

Xudt huyél (xem mue | Pha bién Phé bien Phi bién

Canh bao va thgn |
trpmng kb dimg thide)

(Tang huyétap | Khdng phd bién Pha bién Pha bién
Phinh déng mach va | Chua biét Chura biet Chura biét
bac tach dong mach _

"Réi loan tidu hoa |

Tieu chiy Rt pha bien Rét phé bién Rat phé bien

' Budn non | Rat pho bicn Riit phd bién Rat phd bién

Brau bung Riit phd bién Rt pho bién Rit phé bién
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sau o6 hdi phue

MNdn Phé bien Rit phi bién Rat phd bién
Viem wy Khong phd bién Khang phd bién Chuira biét
Viém rudt Khéng phd bién Khéng phébien | Khéng phd bién
R loan gan mie
Ton thuong gan do | Khing pho bién Phd bien Khing phi bign
thude
Thng men gan Rit phd hién Rt phéd bién Rat phd bién
Tang Alanine | Pho bin Rit phé bién Phd bién
aminotrans{crase
Tang Aspariate | Pho bien Phé bién Ph bién
aminotransferase
Ting Gamma | Pho bién Phi bién Phad bién
glutamyl transferase
Tang biliubin mau | Khang phd bién Khéng pho bien Chira biét
Tang alkafine | Khang phé hién Phd bién Pht bién
phosphatase mau
“Ciic roi loan trén da v mé dwréi da
Min da Phi bitn Pha bién Khdng phé bién
Ngira Khing phd bien Khang pho bicn Khdng pho bicn
Rung tde Khang phd bién Khéng phé bién Chuaa biét
Riil loan trén thin v tiét nifu
Suy thin (xem mupe | Chira biét Chura ba&t Khdng phd bién
Canh bdo va thin
prpms ki dirmg thude) |
Protein nidu Khdng pho bien i Khong phd bién ‘Chura biét
R3i loan hé than kinh |
Dau diu Phé bién Pho bién Phd bién
Hi chimg bénh ndo | Chua biét Chura biér Chura biét

Mé td cdc tde dung khbng mong muén chen lpc:
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Tiéu chay

Trong cic thir nghiém 1dm sang (xem myc Odc tinh duwpe e hoe), tiéu chiay 1a tic dyng khing
mong mudn duge bio cdo thirang xuyén nhit. Trén ph.fin 1ém bénh nhdn, tic dyng phy ndy & mirc
dd nhe dén trung binh. Hon 2/3 50 bénh nhén duge bao cdo la il hién tiéu chay trong vong 3
théng diéu tri dan tién. O phan Ién bénh nhén, tic dyng khang mong mudn niy duge kigm sodt
bing lidu phdp didu i tidu chay, gidm lidu hole ngimng dimg thude (xem muc Cank bdo v thin
tropmge khi dirmg thudc). Tong quan vé tde dung khimg mong mudn tidu chiy d3 duge bio cdo duge
liét ké trong hang 5.

Bing 5. Tiéu chiy bio ciio trong cic thir nghiém 1&m sang trong 52 tudn

INPULSIS INBUILD SENSCIS

Gia duge | Nimtedamb | Gia dwge | Nintedanib | Gia duge | Nintedanib
Tiéu chay 15.4% 62.4% 21.9% 66,9% 31,6% 75, 7%
Tiéu chay ngng | 0.5% 3,3% 0,9% 2.4% 1,0% 3.3%
Tidu chay din '
1 gidm ligu % 10, 7% 0L9% 16,0% 1.0%% 22.2%
nintedanib
Tién chay din n : ,
i1 ngimg ding 0.2% 4.4% 0.3% 5, 7% 0.3% 6,9%
nintedanib
Tdng men gan

Trong cée nghién clu INPULSIS, ting men gan (xem mye Canh bdo va thdn trong khi dimg Hhrirre)
duge hido cdo o 13,6% bénh nhin diéu tri vai nintedanib 5o vai 2,6% bénh nhan & nhém ding gia
dirgre. Trong nghién cia INBUILD, ting men gan duge bdo cdo & 22,6% binh nhin dicy trj voi
nintedanib so vai 5,7% bénh nhin & nhdm diing gid duge. Trong nghién ciru SENSCIS, ting men
gan duoe bao cao o 13,2% bénh nhén didu tr] vai nintedanib so vai 3,1% bénh nhén & nhém ding
gid duge. Tang men gan cé thé hii phue duge vi khing lién quan dén bénh gan cd biéu hién lam
sdng. Thing tin khic vé cac nhom bénh nhin dac bidy, cdc bién phip dugc Hlu}'én cdo va dicu
chinh liéu trong trudmg hop tiéu chay va ting men gan, xin xem lin luet trong mye Canh bdo va
thén trong khi dimg thude vi myc Lidu dimng, cdeh dimg.

Nudit hnivér

Trong che thir nghiém lam sing. tin sudt bénh nhin duoe didu tri vai nintedanib bj xuit huvét hoi
can hon hofie nromg tw nhau gilfa céc nhom diéu tr (nhom ding nintedanib 10,3% so véi nham
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ding @a duge 7,8% trong nghién el INPULSIS; nhom dimg nintedanib 11,1% 50 v&i nhom ding
zia duoe 12,7 trong nghién ciu INBUILD; nhém ding nintedanib 11,1% so vai nham ding gia
duge 8,3% rong nghién et SENSCIS). Chay mdu cam khang nghiém trong 12 bién o xuat huyét
duoe hao edo thirdmg xuyén nhat Cac bién o6 xuit huyét nghiém trong xay ra vai tin sudt thap &
¢4 2 nham diéu tr) (nhom ding nintedanib 1,3% so vén nhom ding gia duoe 1,4% trong nghién
etr INPLILSIS; nhdun dimg nintedamb 0,9% so v nhim dimg g dwge 1,5% trong nghidn el
INBUILD; nhém ding nintedanib 1,4% so véi ohém ding gid duge 0,7% trong nghién cfu
SENSCIS). Cic bién 6 xudt huyét trong giai doan hjn mai bao pom nhime khing gidi han trén
hé tiéu hoa, hé hd hip va cic co quan thude bé thing than kinh trung wong, vai tWn suit cao nhit
trén he téu hoa (xem mupe Cank bdo vé thin iroag khi ding thude),

Preveln nicu

Trong cie nghién ciru lim sing, tin sudt bénh nhin bj protein midu thip va noome r gilra cie nhim
diéu tri {nhém ding nmintedanib 0.8% so vdi nhém ding gid duwge 0.5% trong nghién oo
INPULSIS; nhom dong nintedanib 1,5% so vai nhom ding ma duge 1,8% trong nghién ¢l
INBUILDY; nhém dung nintedanib 1,0% so véi nhom ding gia duoc 0,0% trong nghién ciu
SENSCIS). Hji chimg thin hir khing duge hio cdo trong cde nghién cira lim sing. Rir hiém
trurimg hop protein niéu trong khoang thin hr co kém hode khong kém theo suy chire ning thin
duge bio cio hiu mai. Cic xét nghiém md hee trong céc trudmg hop riéng 1& nhit quan vai bénh
vi mach cdu thin ¢d hojc khong co huyét khéi thin. DA quan sit thdy cic triéu chimg ddo nguge
sau khi ngimg sir dyng nintedanib, mit s0 trudmg hop con sot lai protein nigu. Nén xem xét ngimg
didu i & nhimng bénh nhdn xudt hign cac diu hidu hodc tridu chimg cia hén ching thdn hyr (xem
mye Canh hdo va thin trong khi dimg thude).

Théng béo ngay che bidc s§ hode duge sf khi gdp cdc tic dung khing mong mudn nhie trén kki
sii dung thuie hode bio cdo cdc phin g cd hai cia thube vé Trung tém Thing tin thube v
Thea dai phin smg o6 hai cia thube (ADR) Quic Gia.

QUA LIEU VA CACH XU TRI

Khiing e thube gidi ddc hojc didu trj dic hidu khi bj qud liéu nintedanib. Lidu don cao nhit ciia
nintedanib dwoe dimg trong cdc nghién ciru giai doan | 12 450 me moi ngay mit lan. Nuzodi ra, co
2 bénh nhan 43 ding thude qua liéu dén mirc 14i da 600 mg hai lin méi ngdy cho dén 8 ngiy. Bién
i bit o quan sit dwoc déu phit hop vii hi s vé tinh an todn da duoc biét dén cia nintedanib,
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nghia Ii tng cic men gan va cic triéu chimg tiéu héa. Ca hai bénh nhin déu hoi phuc khai nhimg
phan tmg bit lgi nay.

Trong trémg hop qué liéu, nén tpm ngume diée trj va hiit dau ding cic bién phdp hd trgr chung
phi hep.

Bl weii diéu tri JPF, S%-ILD v cde hink phoi mé &8 xor hda rién trién bhic

tidn tridn,

Trong cde thir nghifm INPULSIS, mdt bénh nhin 4 vo tnh ding lidu 6O0me trong tong cong X1
ngdy. Mgt bién cd bit i khdng nghidm trong (viém mii hong) d3 xdy ra vi duge gidi quyét trong
thisi gian ding sai liéu, khang thiy xuit hién bién cb ndo wong s cic bidn cb 3 duge bdo cao.

PAC TINH DUGC LUC HOC

Nhém thude diéu trj: Chat chong ung thr — Chat (e ché Tyrosine kinase

Ma ATC: LOIXE0®

Co ché tic dyng

Bl vil didu rf NSCLC:

Mintedanib 14 mdt chat irc ché angiokinase bic ba ngan chin hozt tinh cia cdc enzym kinase eaa
cie thy the véu 10 ting trrdmg ndt md mach mau (VEGFR 1-3), thy the yéu 16 ting tnrimg cd
ngudn gde tir tiéu cdu (PDGFR « va i) v cde thy thé yéu 16 thing trimg nguyén bao sgi (FGFR
|-3). Nintedanib gin két canh tranh vio & gin két adenosine triphosphate (ATP) ciia céc thy the
nay v ngdn chin viée truyén cde tin hidu ndi bao, diy i qua trinh quyét dinh dén sy phit ricn va

gin 11 ciia té bdo ndi md mach méu ciing nhu t bao xung quanh mach mdu va 1€ bao co tron mach
méu. Bén canh dé, tyrosine protein kinase giong Fms (Flt)-3, tyrosine protein kinase djc hidu cia
lympho bdo (Lek) va tyrosine-protein kinase Sre {Src) cia gen khoi thuy gdy ung thu clng bj &e

chit
B3ii veii didu tri IPE,_SSc-lLI v ede bénh phi mi k& v héa tién trién khac (1LDs) oo kicu hink
ra‘f’u trién:

Nintedanib 14 mdt chit irc ché tyrosine kinase phin tir nhio bao goém e ché thy the yeu o ting
truomg co nguf‘m gﬁc tir tiéu ciu {PDGFR) o va P, céc thy thé 'gé'u 1 ting tnrdmg nguyén bio s
(FGFR) 1-3 vi ede thy thé véu 10 ting twimg ndi mé mach méu (VEGFR 1-3). Ngodi ra, nintedanib
cing e ché Lek, Lyn, Sre v CSFIR kinase. Nintedanib gin két canh tranh vio & gin kél
adenosime triphosphate {ATP) cha cac kinase nay va ngin chin vifc truyen cie dong thae tin hidu
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ndi bio nid 43 durge chimg minh 6 lidn quan 16 bénh sinh cia téi cdu tnic mé soi trong cic bénh

phdi mé ké.
Tac dyng dwgye lye hoc
3w dié SO

Tang sinh mach mdu & khéi u 1 mgt djc tinh thiét yéu gép phin ting trudmg khii u, tién trién va
tao di ¢in vi chis véu khéi phdt béi sir phéng thich cic véu ta tidn sinh mach (tire 14 VEGF vé
bFGF) do cic té bao khi u tiét rm dé thu it cdc té bao ndi mé mach mdu cia vit chi cing nhu
cic 1é bao ngodi mach dé tpo diéu kién thudn o cho vige cung cap oxy va nudi dudng thong qua
hé thing mach mdu cda vit chi. Trong mé hinh bénh & thir nghiém tién 1im sdng, don tr lidu
nintedanib can thiép hiru hiéu 1én viée hinh thinh va duy tri hé théng mach mau cia khéi u din
dén tre ché sir phat trién khdi u va lam ngimg tré lru heeme mau @ khéi o, Die biét, vige didu tr
khdi u duee ghép di chiing trong thire nghiém v nintedanib ddn dén giam nhanh mit 46 mao
mach & khdi u, t¢ bao Rouget bao phi mach mdu v sir tudi méu d khoi 1.

Bo cing huimg tir (DCE - MRI) cho thay tic dung chiing ting sinh mach cua nintedanib & nguwn,
Téc dung ndy di khing rd ring phu thude vio lidu, nhung hiu hét cic ddp img quan sat duwge &
liéu = 200mg. Phén tich héi quy logistic cho thy sy lién hé co ¥ nghia thong ké giira tic dung
ching tang sinh mach va ndng 45 nintedanib. Keét qua DCE — MR nay 43 durge thiy sau khi ubng
lieu thude dau tién 24-48 giir va duge duy tri hode thim chi ting 1én sau khi duoc dieu trj lién we
trong nhidu twin. Khéng co mdi twong quan giita dép img DCE - MRI v két qud kich thirdc tén
thuremg dich giam déng ké vé mat lim sing, nhumg dép img DCE — MR ¢6 lién quan dén s én

dinh cua bénh.
Bidi veri didue tri IPF. SSe-1LD vd cde binh phdi mé kE xo héa tién tridn khde (LDs) ¢o kidu hink
5 ff ad
Fiifn"

Trong cdc nghién et in vitro trén 1& bao ngwdi, nintedanib cho thiy cé tinh e ché cde qua trinh
duge coi 1a lién quan dén sir khon phit ciia bénh sinh xo héa, sir gidi phong cia cic chat trung gian
mﬁcdﬁ}- ginh sgi tir té bdo bach cau dom nhin ndi md mach mau v sy phin cye coa dgi thye bao
v&i cde dai thue bio thay thé di duoe hoat héa. Nintedanib 43 duoe chimg minh 14 e ché cic tién
trinh co ban trong xa hda co quan, e ché sir ting tnrdmg vi di tnd ciia cdc nguyén hao soi, sy bién
ddi thinh cde dong nguyén bdo sgi cor hogt hoa va sy tich w cua chiu tribe nén ngogi bio. Trong cdc
nghién i trén ddng viit trén da mo hinh [PF, $5c-1LD, RA-ILD va cdc tinh trang xor héa coquan,
nintedanib cho thiy ¢6 tac dung khing viém vi chong xo hoa trén ﬁﬁi, da, tim, thin vi gan.
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Nintedanib ciing the hién hogt tinh trén mach mdu. Né lam gidam hién trgmg theo chuomg trinh cia
té bdo ndi mo bidu bi vi mach vi gidm bot tink trang @i edu e mach mdu & phoi béng cdch lam
oidm sif téng trrdmg ede 1€ bao co tron mach mdu, 4§ diy cie thinh mach phdi va i iEpIﬂnn—!m
ede mach phdi bj die nghin,

PAC TINH DUGC DONG HOC

Durcre dong hoe (PK) cia nintedanib od thé dirge xem 13 tuyén tinh theo thiri gizn (oke 13 d liéu
diimg ligu dom cé thé durgre ngogi suy cho dit lidu ding licu nhigu ln). Sy tich ly thude khi ding
nhicu liéw 1& 1,04 Tin 36 véi Cos vt 1,38 lin ¢6i vdi AUC,. Ndng 3¢ ddy cia nintedanib vin én
dinh trong hom mét ndm.

Hip thy

Nintedanib dat néng d¢ tdi da trong huyét neomg khodng 2 — 4 giis sau khi udng vién nang gelatin
miém trong diéu kién in no (tir 0,5 — 8 gidv). Sinh kha dyng tuyét doi eua mot lice 100mg Id 4.69%
(KTC 90%: 3,615 - 6,078) & ngudi tinh nguyén khie manh. Hip thu va sinh kha dung cla thube
bi giam béi tic dgng cua chit vin chuyén va sy chuyén hoa bude dia,

Tinh tv 1& theo lidu ding dirgc chimg minh qua néng d8 nintedanib gia ting (pham vi lidu tir 50 -
450 mg mdt lin mdi ngay va 150 — 300 mg hai kin mdi ngiy). Nong 48 trong huyét rong dat duge
trang tha dn dinh cham nhiit {4 trong vong mit tudn diing thuie.

Sau khi an, ndng 44 nintedanib ting khodng 20% so véi ding thude trong didu kién dai (KTC:
95,3 — 152,5%) v sy hip thu bj chim 13i (trung vi tews khi déi: 2 gidr; no: 3,98 gid).

Trong mét nghién ciru 1 virro, khi trdn vién nang nintedanib vdi mét lugmg nho 501 to hodc hinh
pubdding sd cd la trong 15 phit khdng gdy ra bit ky anh huémg nao téi chit luong duge phim., Do
d6, khi uong thuoe vin thire in mem khdng lam thay doi hiéu qua lim sing néu udng ngay 1dp nic.
Phin bo

Nintedanib tuiin theo déng lire hoc phén bd it nhdt hai giai doan. Sau khi truyen finh mach, 43 ghi
nhdn cd mdt thé tich 1dm thube duge phin bb (Vas: 1050 L, 45,0% gCV).

T 1& gin két protein trong huyét twong ngwdi trén in vitko cia nintedanib cao, véi oy 1é gé.n. két 1d
97,8%. Albumin huyét thanh duge coi I protein gin két chi y&u. Nintedamb duge phin bo uu
tién trong huyét tromg vai 17 18 trong médwhuyét troms 1 0,869,
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Phin img chuyén hda pho bién d6i viri nintedanib 13 phin img thiyy phin bid cic enzyvm esterase
130 nén BIBF 1202 goc acid ur do. BIBF 1202 sau dé dwge giin két van glucuronide bai cde enzym
UGT, cu thé 1d UGT 1Al, UGT 1A7, UGT 1AR via UGT 1A10 dé trd thanh BIBF 1202
plucuronide.

Chi co mdt lugmg nhi nintedanib dirge bidn 461 sinh hoc qua con diimg chuyén haa CYP vai CYP
3A4 li enzvm tham gia chi yéu. Trong nehién ciru ADME & ngiriri, khong thé phat hién duoe chit
chuyén bida chinh phy thude viio CYP rong huydt nrong. Trén fn vitre, sif chuyén hda phy thude
vio CYP chiém khodng 5% so véi khoang 25% qua phan dmg thuy phin lién két ester.

BAi v didu tri NSCLC:

Trong thire nghiém tidn 1im sang in vivo, khong ghi nhin dooc hiéu lpe cia BIBF 1202 mic di
chit ndy ed hogt tinh tgi cde thy thé dich cia hogt chat.

Bxp thanh thai todn bg khdi hu}rél womg sau khi truyén tinh mach 1i cao (CL; 1390 mL/phat, 28 8%
gUV). Khodng 0,05% liéu thube (31,5% 2CV) duge dio thai trong minde tiéu & dang khing thay
dhi cua hogt chit trong vong 48 gidr sau khi udng va khoang 1,4% lidu ditng (24,2% gCV) sau khi
lru;n.-'-r":n tinh mach; d thanh thii & thin ld 20 mL/phin (32,6% gCV). Sau khi udng, nintedanib gin
['*C], et chilt ¢é hoat tinh phéng xa duge thai trir chil yéu qua phin/bdi tiét mit (93,4% lidu,
2.61% ¢CV). Sy bai tiét gua thin gép phin nhd vao d§ thanh thai toan bd (0,649% lidu, 26,3%
gCV). Sur phuc hai todn bé duge xem 12 hodn todn (trén 90%) trong vong 4 ngiv sau khi ding
thubc. Thén gian hén thai cudi cia nintedanib 13 khodng 10-13 giar (khoang 30% gCV).

Duan hé ning dé - ddp ime

B0 weri didu pri NSCLC:

Trong cde phan tich thim do duge dong hoe (PK) - tae dung bat i, néng dH nintedanib cao hon
6 xu hirdng gin lién v tang men gan, nhung khéng kém theo cic bién od bit o trén ddmg tidy
hoa.

Ciac phin tich PK- hidu qua khdng duge thye hign cho cac tiéu chi dinh gid cuoi cling vé mit lim
sang. Héi quy logistic cho thiy ¢ sur lién quan cé ¥ nghia thong ké giffa nong 46 nintedanib va
dip umg trén DCE-MRL

B0 veri diéu tri 1PF._SSc-ILD va ede bénh phii md k€ xe héa rién trien khde (ILDs) co kiéw hinh

i of -
L1 IPRen.
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Céc phin tich ndng 4 - ddp ime & bénh nhin xo phdi vé cin, bénh nhin bénh phdi md ké do xo
cimg bi hé thiing, bénh nhin bénh phéi md k& xo hoa tidn trién cé kidu hinh tién trién cho thay méi
guan hé nromg nr nhr hidu gua 16i da gita nong 4 va toc 46 suy gidm FVC hang nam vai EC50
khodng 3 ng/ml (sai sb chuin nrong déi: 55%). D& so sdnh, trung vi quan <it dwoe cia ndng df
Gy nintedanib vai lidu 130mg ngav 2 lan 13 khodng 10 ng'mL.
VE mat an todn, cd ve nhir c6 mai lidn hé véu il nong 46 nintedanib trong hu}'fzt turomg va s
ting ALT vahodc AST, Lidu dimg thue it ed thd 1 g.nniu i diyr b it hom nEuy oo xudt hign tidu
chay & hit kv mire dé ndo, ngay ch khi khéng loai trir véu 18 xdc dinh nguy co i ndng 4 thuoe
trong huyét nrone (xem phin Cank hdo vi thin trong khi dimg thude ).

41 10 1 L) i sinh: guin thé dic bié
Cédc d%c tinh PK cua nintedamb I3 nhe nhau o ngun tinh nguvén khoe manh, bénh nhan xo hoa
phai vi cin, bénh nhin bénh phﬁi mé k& do xo cimg bi hé thdng, bénh nhin bénh phdi mé k& xo
b tién trién ¢d kidu hink tign trién v bénh nhin ung thu. Dua trén cic két qua cua phan tich

duge ddng hoe qu;in thé (PopPK) vit cie nghién el mé ta, nong d6 nimtedanib khéng bi anh huéng
béri gidi tinh (wrong lwgng co thé da hidu chinh), suy thin nhe va trung binh (Swgc dinh gid qua 46
thanh thai creatinin), di cin gan, thang diém trang thai theo ECOG, mire d6 uéung riron, hode kiéu
gen P-gp, Phin tich dwoe ddng hoc quin thé cho thiv ¢o nhimg tdc ddng vira phéi 1én ndng 4o
nintedanib iy thude vio 4 woi, cin ndng va ching tée. Dia trén tinh bién thién c2o & cdc cd thé
vé nong 49 quan sat duge trong thir nghiém kim sing LUME-Lung 1, nhimg téc d6ng nay khong
duge xem 13 oo v nghia lim sang (xem mye Canh hdo va thdn trong i dimg thude),

Tudi

Nong 46 nintedanib ting tuyén tinh theo woi the. AUC . giam 16% o mdt bénh nhin 45 wdi (gid
trj phin vi thir 5) va tng | 3% & mét bénh nhin 76 tudi (gid trj phin vi thir 95) s0 vai mdt bénh
nhdn cd trung vi twdi 1 62, DG twdi duge dua vao cde phin tich 1 29 dén 85 mdi; khoang 5% din
s I homn 75 tudi.

Chisa thue hidn nghién cina & dan sb tré em.

T | hi

MGt mii tromg quan nghich gitta trong lrong co thé vi ndng 49 nintedanib 43 duge ghi ahin,
ALC . ting 25% & mdt bénh nhin niing 50 kg (gid trj phin vj thir 5) va giam 19% & m{t bénh
nhén ndng 100 kg (zid trf phin vi th 95) s0 vdi mdt bénh nhan co trong lugmg trung vi 1 71,5 ke.
Chung tdc
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(ind tr trung binh quin thé cua nf:ng dd nintedanib & nhitng bénh nhin Trung Qudc, Pdi Loan va
An D thi cao hon 33-50% va & nhimg béah nhin Nhit Bén thi cao hom 16% trong khi gid tri ndv
@ ngun Han Qudc thi ﬂzﬁp hom 16-22% so vin ngrén da uﬁng {trong Iegmg cor thé d3 higu chinh).
Dir lidy trén nguiri da den tuy rit han ché nhimg viin trong khodng gid tri gidng nhr & nguwii da
tring.

Suy gan

Trong mdt nghién ciru Pha 1 dom lidu rigng bidt va so sdnh v&i cde bénh nhdn khde manh, m:’nng i
nintedanib dya wén Crus vd AUC & nguii tinh nguyén suy gan nhe cao hon 2,2 Yin (Child Pugh
Az 90% C11an lwet 14 1,3 — 3,7 881 viéri Coux va 1,2 - 3.8 ddi vai AUC). O ngudi tinh nguyén suy
gan trung binh (Child Pugh B), ndng 48 dya trén Caws caohon 7,6 lin (90% C1 4,4 - 13,2) va nong
&6 dya trén AUC cao hom X,7 1n (90% CT 5,7 - 13,1) so vai ngwi tinh nguyén khoe manh. Khéng
nghién ciru trén bénh nhin suy gan nAng.

Sir dung done thisi vai pirfenidon

£ v didu eri IPF,_SSe-ILD it cdc bénh phii md k¢ xer hoa tién tridn khde (1L.D%) ed kidu hinh
tidn trién:

Trong mdt nghién cia chuyén vé duge ddng hoe, viée sir dyung dong thid nintedanib v
pirfenidone 43 duge nghién ciu trén bénh nhin xo phii vd ein. Nhém | duwoc ding mat liéu dom

| 30mg nintedanib trrde va sau khi chudn 43 ting lidu pirfenidone dén 801mg, 3 lin‘ngay dén
trang thii dn dinh. Nhom 2 duge ding pirfenidone lidu didu trj 801meg, 3 lan/ngiy o trgng thii dn
dinh va cd dif 13éu duge ddng hoc tnrde va sau it nhat 7 ngly ding ding thén vii nintedanib 150me.
2 ldn/ngay. O nham 1, cée 6 sb hidu chinh trung binh (khodng tin ¢y 90%) lan legt 13 93% (57-
151%) va 96% (70-131%) v Cun v AUCs cua nintedanib {n=12). O nhém 2, cic t 56 hiu
chinh trung binh (khodng tin ciy 90%) ln lagt 13 97% (86-110%) vA 95% (86-106%%) véi Cmess
vi AUC .. ciia pirfenidone (n=12). Dyra trén ciic két qua nay, khing thiy c6 bing chimg cho thiy
mdi lién guan vé trromg tic duge dong hoc thude — thude gifta nintedamb va pirfemdone khi ding
phai hip.

Sir dung dong thivi vai bosentan
Bl v didu tei IPF. SSe-ILD vé cde bénh phii mé ké xe hdg tién trién khdg (1LDs) oo kidu hink
tién trién

Trong mét nghién ciru duoc ddng hoc duge thidt ké chuyén bidt, diéu tri dang thin nintedanib v
bosentan 43 dugre thire hién trén nguii tinh nguyén khoe manh, Cac ddi trgng tham gia nghién
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ciry dwoe dime 1 lidu don nintedanib 1 50me triede va sau khi ding liéu da 125mg bosentan 2
lin/ngay & trang thii én djnh. Cic ti 54 higu chinh trung binh ohin (khoang tin ciy (C1) 90%) ddi
il Coms v AUCo. cia nintedanib Uin luot 14 10396 (86-124%) vi 99% (91-107%) (n=13), cho
thiy ditng dﬂ’mg thin nintedanib vidi basentan khdng lim thay ddi duoc ddng hoc cia nintedanib.
Sir dung ddng thiv véri thude trinh thai hormone duime udng

Trong médt nghién ci dige ding hoe duge thiét ké chuyén biét, bénh nhiin ni bénh phéi ma ka
do xo cimg bi b¢ thing duge wing mdt liéu dom thpde tranh thai phdi hop 30ug ethinylestradiol
vi 150pg levonorgestrel trude v sau khi uéna nintedanib 150mg 2 lh‘ngi}r trong it nhit 10 ngayv.
Cdc ti 56 hiéu chinh trung binh nhan (khoang tin edy (CI) 90%) lin Tugt 1a 10 7% (108-1279%; Crms)
v 101% (93-111%: AUChe) d6i véi ethinylestradiol vi 101% (90-113%: Cou) Vi 96% (91-

102%; AUCs ) d6i vai levonorgestrel (n=135), cho thiy diing dong thai nintedanib khéng cd anh
huromg déng ké dén ndng A5 huyét trong cia ethinylestradiol vi levonorgestrel.

Khia ning twomg tic thude - thude

Chuvén hda

Turemg tic thude — thude giika nintedanib va cde chét nén cia CYP, cde chit ire ché CYP, hode chit
giy cam img CYP duwoc cho la s& khéng xay ra, vi nintedanib, BIBF 1202 va BIBF 1202
glucuronide khng tre ché hodie kich thich cie enzym CYP trong cde thir nghiém tién lim sang vi
nintedanib cing khdng duge chuven hoa bai céc enzym CYP o mit mire 43 ding ké.

Vin ehuven

Nintedanib 13 mét chit nén ciia P-gp. Ve khi niing twong tdc cia nintedanib vii chét vin chuyén
nay, xem mue Twemy lie, frong by ot thirde. Nintedanib duge chimg minh khéng phai la mot
chit nén hoge chilt irc ché OATP-1B1, OATP-1B3, OATP-2B1, OCT-2 hodc MRP-2 wrén in vifro.
Nintedanib ciing khong phai ka mat chit nén eda BCRP. Chi ghi nhin ducge kha ning e ché kém
OCT-1, BCRP va P-gp trén in vitro ma dicu ndy duoc xem b it co v nghia Iim sdng. Ghi nhiin nay
ciing dp dung twong tir cho nintedanib v vai trd 1d mdt co chiit coa OCT-1.

QUY CACH PONG GOI1
Hap 06 vi x 10 vién nang kém tir hudmg din sir dung

PIEU KIEN BAO QUAN
Bao quin o nhiét 45 dudi 30°C, noi khd rio va trinh anh sang.
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HAN DUNG

24 thang ké ur ngAyY fan xual

TIEU CHUAN CHAT LUQNG:

Ticu chuin cor s,

CO SO SAN XUAT
INTAS PHARMACEUTICALS LTD.

Pia chi: Plot Mo~ 5 to 14, Pharmez, Near Village Matoda, Tal - Sanand, Dist.- Ahmedabad,
Gujarat, India.
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