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Rx — Thuic ndy chi diing theo don thuic

VARCOD 150

Dé xa tiam fay iré em

Poc ki hurimg din s dung trwde kii ding
Néw cin thém thing tin, xin hoi § kidn bic s7
Thing hio ngay che bde 57 hoge duwe <7 nhitng tic dung khing mong muin pdp phai khi sie
dung thuie

THANH PHAN CONG THUC THUOC:

Mdi vién nang mém chira:

Think phan hogt chit:

Nintedanib (dwdi dang nintedanib esylate).......coocoeerciiiinnnnnene.. 150 mg

Thanh phan td dirge:

Triglyveerid chudi trung binh, lauroyl polyoxyl-6 glycerid, lecithin, gelatin, glyeerin, titan dioxid,
oxid sdt 46 (E172), oxid sit vang (E172), isopropyl alcohol, opacode black S-1-17860 va mudc
tinth khiét.

DANG BAO CHE
Vién nang mém
Vién nang mém hinh thudn dii, vé nang duc, miu ndu, in chir “JF2" hiing mure den, bén trong chira

hin dich mau vang lye sédng dén ving nhat,

CHI DINH

- Nintedanib dirge chi dinh diing két hop véi docetaxel 8é diéu trj bénh nhin ung thr phoi khing
té bao nhd (NSCLC) tai chd tién tridn, di cin hodc NSCLC tdi phat 14 ung thir bicu md tuvén theo
mé hoe sau khi 43 diéu trj bude mat biing hoa trj liéu.

- Nintedanib duge chi dinh cho bénh nhin nguwir Iém dé didu trj bénh xo hda phéi v vin (IPF).

- Nintedanib duge chi dinh cho bénh nhén ngwini lém dé didu i cie bénh phii mé k& xo hoa tién
trién khic (ILDs) o kiéu hinh tién trién.
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- Nintedanib dirge chi dinh cho bénh nhin nguin Iém dé diéu trj bénh phai mé k& do xa cimg bi hé
thing (SSc-1LD).

LIEU DUNG VA CACH DUNG

Lidu diing

Biii ki didu tri NSCLE

Didu tri v nintadanib nén duoc bit diu v3 duge gidm sit bai bic s7 cb kinh nghiém trong vide sir
dung cac m ligy n:hﬁng ung thu,

Li¢u khuyén cdo ciis nintedanib 1i 200mg hai 13n mdi ngay, cich nhau khoing 12 gid, vao Neiy
2 dén Mudy 2] cia chu ky diéu tri chudn 21 ngay vin docetaxel,

Khing duge ding nintedanib trong cling mot nedy ding hoa tri liéu docetaxel (=Ngdy 1). Néu
quén uing nintedanib, nén ding licu khuyén cdo tiép theo ding nhir lich trinh didu 1. Khing nén
tang liéu mdi ngdy cia nintedanib virot quid Tidu kKhuyén edo dé ba lai liéu thude bj guén ving.
Khang dugc virgt qué licu 1di da 48 nghj mdi nghy 13 400 mg.

Bénh nhin ca thé tiép tuc diéu trj vei nintedanib sau khi ngimg docetaxel khi van con cd duge lgi
ich lim sing hodc cho dén khi xay ra d8c tinh khéng chip nhin dirge.

Vé lidu lwgng, cich diing, va cich chinh li¢u docetaxel, xin vui long tham khao thong tin san pham
docetaxel nrong mg.

126i voi diéu tri 1PF, SSe-JLD va cic bénh phoi ma ké xor hoa tién trién khdc (ILDs) ¢4 kiéu hink
tén EJ"J'I!{FT.

Nén khai déu didu tri bin cie bic 57 ed kinh nghiém trong diéu tri cde béah duoe chi dinh dido tri
vin nintedanib,

Liéu khuyén cio cia nintedanib 1 150 mg hai lin mdi ngdy, ding cich nhan khoang 12 giér

Lidu 100mg hai kin mdi ngdy chi khuyén céo sir dung cho bénh nhiin khdng dung nap lidu 150mg
hai lin mdi ngay. Néu guén uing thude, nén ding liéu kbuyén cio tiép theo ding nhy lich trinh
dicu trj. Néu quén udng thudc, bénh nhin khéng nén udng b licu di quén.

Khitng nén virgt qud lidu diing khuyen cio 16 da hing ngiy 13 300 mg.

E! ' ] E-t

B veii diéu tri NSCLC:

£& quin Iy cdc tie dung phy (xem Bang | va 2), bién phap dau tién la nén tam ngimg dicu trj vai
nintedanib cho dén khi phin émg bit loi rd rét 45 duge i phue dén mite cho phép tiép e dicu
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tri {vé 46 | hode mire ban dn). C6 thé dimg lai nintedanib vdi lidn 43 giam. Khuyén cdo mdi bude
chinh liéu khoang 100 mg mdi ngay (tire 1a gidm 50 mg mdi lidu) dyua tén sy an toin vi kha ning
dung nap ciia mdi ci thé nhwr mé ta trong Bing 1 va Bang 2.

Trong truéms hop cic phan tmg bit lgi vin kéo dai, nghia li khi bénh nhan khéng dung nap lidu
100 mg hai Ein mbi ngdy, thi phai ngung diéu trj bling nintedanib vinh vién

Trong triéimg hgp cb sy ting rd rft cac chi sd men aspartate aminotransferase (AST) alanine
aminotransfcrase (ALT) = 3 lin gicd han binh thurdng trén (ULN) két hop vii ting bilirubin todn
phin = 2 1in ULN va alkaline phosphatase (ALKP) < 2 lin ULN (xem Bang 2), nén ngimg dicu
tri wéi nintedanib. Nén chim dint vinh vién diéu trj vai nintedanib, trir khi phét hién do nguyén
nhiin khéc.

Bing 1: Khuyén cio chinh liéu nintedanib trong trning hap tiéu chiy, ndn va cie phin img bir
lgi lién quan hodc khing lién quan dén huyét hoc

Phan tmg bit loi CTCAE® Chinh liéu

Tiéu chay = d¢ 2 hon 7 ngay lién nicp mic du | Sau khi ngimg thude va hoi phyc vé 36 1 hode
diéu tri chong tiéu chay mire ban diu, gidm lidu tir 200 mg hai Lin méi
HOAC ngdy con 150 mg hai Win mdi ngay va — néu
Tiéu chiy = 39 3 mac dit diéu trj chong 6éu | xem xér ¢in thiét phai gidm liéo lin hai — tir
chay 150 mg hai lin mdi ngay con 100 mg hai lin
Nin=d6 2 méi ngav.

VA/HOAC

Budn ndn = di 3 miic di didu tri ching nan

Phan (rng bat lgi khac lién quan hofic khﬁn?

lidn quan dén 1':u:,rEl hoc vén mire 406 = 46 3

* CTCAE: Common Terminology Criteria for Adverse Events {Tizu I:‘hllil'l thudt nglt chung cho

céc bien co bit )
Bing 2: Khuvén cio chinh ligu nintedanib trong tnromg hop ting AST vathoge ALT va bilirubin
Ting AST / ALT v bilirubin Chinh lién

“Tang cic giatr] AST vihodc ALT 61> 2,5 lan | Sau khi ngimg thudc vi cic gid tri men
VLN két hop vai ting bilirubin todn phiin 161 = | transaminase khéi phye vé mirc < 2,5 lin ULN
1.5 lan ULN két hop véi bilirubin vé mirc binh thisimg,
hade gidm liéu tir 200 mg hai lan m&i ngay con 150

Varcod 130 — Té nedng dan sir dung 3534
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| Tang cic gid trj AST vihode ALT i > 5 lin | mg hai lin mdi ngay va — néu xem xét cin thidt
ULN phai giam lidu 13n hai - tir 150 mg hai lin mai
nady con 100 me hai lin mdi ngay.

| Thng cic gia trj AST vivhoje ALT tai > 3 lan | Nén cham dirt diéu tr vinh vién véi nintedanib
ULN ket hop vii tang bilirubin toan phan tai = | trir khi phat hién do nguyén nhan khac.

(e ’
2 1dn ULN va ALKP < 2 lan ULN

|
AST; Aspartate aminotransferase; ALT: Alanine aminotransferase;

ALKP: Alkaline phosphatase; ULN: Upper limit normal (Gida han binh thurdma trén)
Bii veri dicu iri IPF, SSc-ILD v cde bénh phét md k& xe hea tién irién bhde (1LDs) oo kids hink
Neodi viée diéu tri tridu ching thém néu cin, kiém soat cdc tic dung phy coa nintedanib (xem mye

Canh hdo va thin trong khi dimg thude, Tde dung khing mong mudn ctia thudc) o6 thé bao gom
vige giam lidu diing va ngung tam thai cho dén khi phan img hat loi cu thé 33 hoi phue dén mire
cho phép tiép tuc diéu tri. Diéu trj véi nintedanib co thé lai tiép we vidi liéw binh trémg (150 mg
hai lin mdi ngay) hodc liéu gidm (100 mg hai lin mdi ngiy). Néu mit bénh nhdn khing dung nap
v lidu 100 mg hai 1in méi ngay, nén neimg didu tri voi nintedanib.

NEu tiep the bj tiéu chay, buon ndn va/holic ndn mic di 43 cb nhitmg bién phip cham sdc thich
b (bao g-Enn diu i ct*ufmg ndn), cin iam lién hode ngimg didu trj. Co the dang thude tror lgi vi
giam lidu (100mg hai lin mdi ngav) hode gitt nguvén lidu (150mg hai ln mdi ngdy). Néu tip e
hi tiéu chay, Budn nin vi‘hode ndn mic di 43 dicu i triéu chang, nén dimg hin thude (xem mue
Canh hdo v than trong khi dimg thude).

Trong traomg hop ngimg dicu trj do men aspartate aminotransferase (AST) hedc alanine
aminotransferase (ALT) @ing > 3 lin ULN, khi men transaminase trér vé gidi han ban diu, c6 thé
hit diu didu trj Lai v Tidu giam (100 mg hai lin m&i ngay), sau 86 cd thé ting 1én liéu binh thuimg
{150 mg hai lin mdi ngay), (xem mue Canh hao va thdn trong khi dimg thuoe, Tde duyng khéng
mong muon cia thuae).

Quiin thé djc biét

Tre em

Tinh an todn va hi¢u qua cia nintedanib & bénh nhi tir 0 - 18 wdi chua dwge thiét lip. Khing cd
dir lidu trén d6i tugmg ndy.

Bénh nhin cao mdi (= 63 mbi)
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Dii wii didw 1ri NSCLC

Khong ghi nhin thdy cé sy khic biét tdng thé vé tinh an todn va hi¢u qua & bénh nhin cao twdi.
Trong thir nghiém then chét 1199,13, 85 bénh nhan (12,9% bénh nhin cd ung thu biéu mé m}'i'tl
theo mé hoc) = 70 tudi (trung vi: 72 tudi, khoang: 70 - 80 wdi). Khing can ditu chinh lidu khai
diu theo tudi tic coa bénh nhin (xem mye Pde tink duoe ding hpe).

B viri didu erj IPF, i i ke xex bl

.riér| E;ffg' ;

Khéng ghi nhin thiy cé si khde bigt téng thé vé tinh an todn v hidu qua & bénh nhin cao tudi.
Khéng cin diéu chinh lidu khii diu theo tudi tic cia bénh nhin. Nhiéu kha ning bénh nhén = 75
tubi co the cin giam lidu & kidm sodt cdc tie dung khéng mong muon (xem myc Hie tinh disre

Ehae (ILDs) ¢ kigu hinh

iim Irién

dng hoc).
Chdng 16¢ va trong hoong cor thé

Dura trén phin tich duge déng hoc quan thé (-PK), khdng cn chinh liéu khoi diin (xem muc Ddc
ik dirgre dng hpe). D lidu an wdn trén bénh nhin da den va ngud My gdc Phi cbn han che.
Suy thin

P 1% lidu dom nintedanib duge bai tiét qua thin (xem muc Hdc tinh duge ding hoe). Khing
cin thidt chinh liéy khéi d3u & bénh nhin suy thin nhe dén trung binh, Chira nghién ciru tinh an
toan, hitu qua v duge ddng hoe cia nintedanib & nhimg bénh nhén suy thin ning (44 thanh thai
creatinin < 30 mLSphiit).

Suy gan

Boi wen dide tri NSCLC:

Nintedanib dirge thai trir chis véu qua diimg mit'phin (>90%). Nong 4§ thude trong co thé tang
Ién & bénh nhin suy gan (Child Pugh A, Child Pugh B; xem muc Dgc tink dige ding hoe).

Dya trén dif lidu lim sing, khéng cin diéu chinh lidu khai ddu & bénh nhin suy gan nhe (Child
Pugh A). Chia nghién cima tinh an toén, hiéu qua cia nintedanib & nhimg benh nhan bi suy gan
mire Child Pugh B va C. Khang khuyén cdo ding nintedanib dé diéu trj cho nhimg bénh nhin suy
gan trung binh (Child Pugh B) vi ning (Child Pugh C) (xem muc Bic tink dwpe ding hoc),

Biéi veri didu tri 1PF_SSc-ILD va cie bink phéi md k& xo hog tién tricn khdc (1LDs) e kiéu hinh
tién trién:

() bénh nhin suy gan nhe (Child Pugh A), lidu khuyén cdo cia nintedanib 14 100 mg hai lin mdi

ngay cach nhau khodng 12 gil.
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O bénh nhin suy gan nhe (Child Pugh A), nén xem xét tam ngimg hode dimg hiin diéu trj dé kiém
s0dr tie dung phy. Chira nghién cinu tinh an todn, hiéo qua cua nintedanib & nhimg bénh nhin bj
suy gan mire Child Pugh B va C. Khing khuyén cio dimg nintedanib dé diéu tri cho nhitng bénh
nhidn suy gan trung binh {Child Pugh B) va ning {Child Pugh C) (xem muc Odc tink dupe dbng
hioae).

Cach ding

Vién nang nintedanib duge ding duimg wéng. Udng thude cling véi thire &n, nudt nguyén vién
thudc véi nude, va khang drge nhai vién thude. Khing duge ma hay nghién nét vién thude. Co
thé udng vién nang nintedanib vai mat lugmg nho (thia ca phé) thire in mém lanh hodc & nhitt 4§
phisng nhir sét tio hedic binh pudding s cb la va phii nudt ngay nguyén vién thude khing duge
nhai dé dam béo nang thude con nguyén ven.

CHONG CHI PINH

Ching chi dinh ding nintedanib khi oo thai (xem myc Kha nang sink san, thai ky vi che con bai).
Chéng chi dinh dimg nintedanib & hénh nhan 44 bidt min cam vdi nintedanib, lgc (dju phing).
diju ninh hode bit kv t duge ndo cia thude.

CANH BAO YA THAN TRONG KHI DUNG THUOC
R&i loan tiéu hda
G S e i

Tiéu chity 1a bién e dirimg tidu hoa duoe bio cdo thitmg xuyén nhit va xudt hiégn trong mdi quan
hét chit ché vé thisi gian vin vide ding docetaxel (xem mye Tde dung khdng mong mudn eia thuée).
Trong thir nghi¢m [am sang LUME-Lung 1, phén Iém bénh nhiin c6 tiéu chay nhe dén trung binh.
D4 cé bdo céo hiu mai coa nintedanib v cdc ca tidu chiy nghiém trong din tdi mét nude va rdi
loan dién gidgi. Cin diéu tri tiéu chiy khi o cic diu higu ddu tién bang cach bl nude diy di va
diing céc thude ching tiéu chiy nhi loperamid, va cd thé phai tam ngimg, giam liéu hode ngirmg
liin diéu tri veri nintedanib (xem muc Lidn hugmg, cdoh dimg).

Bufin nién v nén, da phin tir mic 46 nhe dén trung binh, la nhimg bién cd ngoai ¥ dwdmg tiéu hoa
dirgre hio edo thiimg xuvén nhit (xem muc Tde ding khdng mong murdn efia thude). Co thé cin
giam lidu, tam ngimg, hodic ngimg hin diku trj voi nintedanib (xem mue Lidu dimg, caeh ding)
mdc dit 43 duge cham soc hd trg thich hop. Vi budn ndn va non, chiim soc hd trg ob thé bao gom

Farcad 150 - Ta buﬁngdgn sir dyng 6/34
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diing cde thude ching nin, vi dy glucocorticoids, khang histamin hoc thude déi khing thy thé 3-
HT3 vi bii mrde diy di,

Trong trsémg hop mdt nude, cin truyén dich va cde chit dién giai. Phai theo déi ndng dj cdc chit
dién gidi trong huyét twong néu xiy ra cde bién b ngogi ¥ tiéu héa khic cd lign quan. Co thé cin
giam lidy, tam ngimg hojc ngimg hin didu tri voi nintedanib (xem myc Lidu diing, cdch dimg).

i F_SSe- LD wi ede hénh phii ma ké xor hba tién rién khde (11Ds) o6 kiéu hink
{jm" rridm:
Tiéw chay

Trong cae thir nghiém 1im sang, tiéu chay 13 bién cb dudng tidu hoa duge bio cdo thirdmg xuyén
nhit. O hiu hét cde bénh nhin, bién cb néy co mire &G tir nhe dén trung binh va xudt hién trong 3
thing diu dicy trj. Da co bdo cho hiu mai vé cic ca tiéu chiy nghiém trong dan 109 midt nuie va
réi logn didn gidi.

Bénh nhén cin dwge didu tri khi o6 cdc ddu hi¢u diu 1ién bing cdch b nude ddy da va ding thude
ching tiéu chiy, vi du loperamid, va c the phai giim liéu hojc ngimg difu tri. C4 thé diéu trj
lai vaii nintedanib voi lidu giam (100 mg hai lin mi ngdy) hodc vdi lidu binh thuimg (150 mg hai
lin mdi ngdy). Nén ngimg sir dung nintedanib trong trimg hop ticu chay nfng, dai diing mc di
da diéu trj trigu chimg.

Budn ndn vi non

Buén nén va nén 14 nhitmg bién cé ngogi ¥ trén dudmg tidu héa dupe bio cio thwimg xuyén nhat
(xem muc Tde dung khing mong mudn cua thuoe), O hiu hét bnh nhin bi ndn v budn ndn v
mite 44 14 nhe dén trung binh. Trong cde nghién cing lim sing, budn ndn din dén phdi ngimg sir
dung nintedanib xay ra & 2,1% bénh nhan vi nin din dén phai ngimg st dyng xay ra & 1,4% bénh
nhidin.

Co thé phiii gidm liéu hoje ngimg difu i néu cdc trigu chimg dai ding m3c di 43 ap dyng bién
phap didu tri hi tror thich hop (ké ¢i didu tri véi thude ching nan). Co thé tigp we didy trj vai licu
giam {100 mg hai 1in m&i ngiy) hojic voi lidu ding binh thuimg (150 mg bai ln méi ngay). Nén
agimg sir dyng nintedanib trang nhitmg trémg hop céc trigu chimg ning, dai ding.

Gidm bach ciu trung tinh va phiém trimg huvét

Bl e didu tri NSCLC:

Tn sudt gidm bach ciu trung tinh theo CTCAE > 84 3 duge ghi nhin cao han & nhitng bénh nhin
diéu 1ri bing nintedanib két hgp vai docetaxel so voi dom tri liéu docetaxel. Céc bién chimg tiép
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thea nhir nhiém tring huyét hodic gram bach i trung tinh cd st ciing xay ra (bao gﬂm nhing ca
tr vang),

Ciin theo dai edng thire mdu trong sudit thivi gian diéu tri, djc biét rong thivi gian diéu trj két hop
vir docetarel. Viée theo dbi cng thire mdu thirimg xuyén phii thyre hign tir khi bit didu mdi chu
trinh diéy tri va quanh thin diém cdng thire madu & mirc thip nhdr (nadir) vai bénh nhin dang dicu
trj nintedanib két hop vdi docetaxel va khi 6 chi dinh 1dm sing sau khi didu trj dot phai hop cudi
cing.

Chire ning gan

B)ii ven diéu tri NSCLC:

Do ndng 44 thude trang co thé ting 1&n & nhimg bénh nhén suy gan nhe (Child Pugh A), nguy co
iy ra tic dung phu cd thé ting lén & nhimg bénh nhan ndy (xem myc Li¢u dimg, cdch ding, Dic
tinh disgre ding hoe). DA cb dit lidu han ché vé tinh an todn trén 9 bénh nhin ung thir 1& bio gan v
suy gan trung binh duge phdn logi Child Pugh B. Mjc di khdng ¢6 phat hién mai vé tinh an todn
trén nhimg bénh nhan nay, di li¢u khing do dé I:hu;.tn’:n 40 cho vige difu trj bénh nhin suy pan
mure dé trung binh. Hiéu qua cua nintedanib chura dinpe nghién cim trén bénh nhin suy gan trung
hinh {Child Pugh B). Tinh an toin v hiéu qua cia nintedanib chua duge nghién ciru & nhimg bénh
nhdn bi suy gan ndng (Child Pugh C). Khang khuvén cdo tri liéu nintedanib & nhitng bénh nhin
suy gan mirc 4 trung binh va ndng (xem myc Bdc tink dirge dong hoc),

B ghi nhin dupe cde truomg hop tdn thuong gan do thude khi dida trj véi nintedanib bao gdm
truémg hop ton thwong gan ning din 16i wr vong. Trong phin lém cdc truimg hop, viée tng clc
enzym gan (ALT, AST, ALKP (alkaline phosphatase)), gamma-ghitamyltransferase (GGT) v

hilirubin duoc dio nguoe khi giam liée hode ngimg thudc

Cén kiém tra ndng dd cie men transaminase, ALKP v bilirubin truede khi bit diu didu tri két hop
nintedanib vai docetaxel. Phai theo dai cic gid tr] ndy khi ¢o chi djnh lim sing hodc theo d&i dinh
kv trong suot thin gian diéu tr, tire 14 trong giai doan két hop vdi docetaxe! tai lic bat dau mdi chu
trirth diéu tri vd hing thana, trong trsdme hop tiép tue ding nintedanib nhir 13 dom tri liéu sau khi
dii ngimg docetaxel.

Néu céc enzym gan lidn quan ting, cd thé phai tam ngimg thude, gidm liéu hode dimg didu tri vdi
nintedanib (xem mye Licw dimg, cdch dimg). Ciin phii tim cde nguyén nhin khdc giy ting enzym
gan vi cd gidi phdp wrong img néu clin,

Varcod 130 - Ter hurdmg ddm air dung R34
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Néu oo sy thay doi rd rét che eid trj enzym gan (AST/ALT ting > 3 lin ULN) bilirubin todn phéin
=2 lin ULN va ALKP < 2 tin ULN, nén tam ngimg diu trj vai nintedanib. Nén chim dirt vinh
vién didu trj véri nintedanib, trir khi phat hién do nguy@n nhin khie (xem mye Lidw dimg, cdch
i),

Bénh nhdn ¢d cin ndng thip (< 65 ke), bénh nhin nir va chiu A ob nguy o lng ciAc enzym gan
cao hom. Nang 4o nintedanib ting tuyén tinh véi tudi bénh nhin ciing c6 thé din dén nguy co cao
hon thng enrvm gan (xem mpe BT ek duwge ddng hoc), H‘."lu:-.-q!n cdo gidm git chit chE & nhing
bénh nhin ¢6 céc yéu to nguy co niy.

Bai veri dieu Iet IPF. 8Se-JLD va cae bink pﬁfi.r ma k& v hoa n'e"rn rrién khae L) ca Eidu Rinkh

JETT [

Tinh an todn va hidu gqua cus nintedanib chra dirge nghién ol o nhitng bénh nhén by suy gan mirc
dis trung binh (Child Pugh B) hodc ning (Child Pugh €). Do dé, khdng khuyvén cdo tri lidu
nintedanib & nhimg bénh nhin nay (xem Licw dimg, cdch dimg),

Dnnfrngdﬁtllué-ctmng mméﬁmg lén & bénh nhin suy gan nhe, nguy co xay ra tac dung phy co
thé ting 1én (Child Pugh A). Bénh nhin suy gan nhe (Child Pugh A) nén duge didu tri giam liéy
(xem myc Liéu ding, cdoh dimg vi Béc tinh due déng hoc).

B3 ghi nhin duge cic truémg hgp tn thuong gan do thude khi &idu tri véi nintedanib, bao pém
ton throng pan ning din 1di tf vong. Phin Ion cic bién co trén gan xay ra trong ba thang dsu tién
ding thude,

Do dd, nén xét nghiém enzym gan transaminase va nong &a bilirubin trude khi khii tri va rong
sudt thing ddu tién ding aintedanib. Sau da, bénh nhin nén dugc theo ddi vl khodng thi gian
déu dan trong sudt 2 thang tiép theo vi sau dd kiém tra dinh ki, vi du trai mdi lin tham khim bénh
nhin hofe khi duoe chi dinh BBm sang,

Trong plnﬁn lén cée trudmg hop, viée ting eozym gan (ALT, AST), alkaline phosphatase hu}’él
thanh (ALKP), samma-glutamyl-transierase (GGT) vi bilirubin duge déo nguge khi giam lidu
hodc ngimgz thude. Néu eneym gan transaminase (AST hode ALT) ting > 3 lin gidi han binh
thuimg trén (ULN), khuyén cdo giam lidu hodc ngimg diéu tri voi nintedanib va nén theo ddi chijt
ché bénh nhin. Khi cic men transaminase trd vé gid trj ban déu, c6 thé dung lidu binh thuwimg trar
lai { 150mg hai lin m&i ngay) hodc bit diu didu trj lai véi nintedanib vii ligu giam (100mg hai lin
méi ngéy) v sau 36 cd thé thng 1én lidu binh thimg (xem myc Lidu ditng, cdck dimg). Néu kiém
tra Tln"i}r sur ting enzym gan o6 kém thém cde tri¢u chimg lim sing hode diu higu ton thuromg gan,
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nhir ving da, phii chim dirt vinh vidn didu tri véi nintedanib. Cln xem xét che nguvén nhéin khic
din tdi ting enzym gan.

Bénh nhin cd cdn ning thip (< 65 kg), bénh nhin nit, chiu A c6 nguy co ting enzym gan cao hon,
Ning 44 nintedanib ting tuyén tinh véi wdi bénh nhin cling ¢6 thé din dén nguy co ting enzym
gan cao hom {(xem myc Ddc tinh dige dong hoc)

Khuyén cdo gidm sdt chit ché & nhimg bénh nhin cé cie véu tH nguy co niy.

Chure ning thin

P ¢ bdo cdo ve nhing trirdomg hop suy thin / suy giam chire ning thin, mét s0 tnrimg hop din
dén nr vong khi sir dung nimtedanb (xem mue Tae dung bhdng mong mucn),

Bénh nhin cin duge gidm sit trong suot qua trinh dicu trj voi nintedanib, dic biét chi ¥ 1di nhimg
bénh nhin cd 3-543 16 nguy co cao gy suy thin / suy gidm chirc ning thin. Trong trdmg hop suy
thin / suy gigm chirc nang than, nén xem xét diéu chinh ché d ditu tri (xem muye Lidu dimg, edch
ditng).

Xuit huyit

Do veri diéu irj NSCLC:

Uc ché VEGFR ¢6 thé kém theo ting nguy co xudt heyét. Trong thir nghigm lim sang (LUME-
Lung 1} v mintedanib, tin sudt xudt huyet & ci 2 nhom diéw trj 13 twong ty nhaw. Chiy miw cam
nhe dén trung binh 14 bidn od xuit huyét thirdme iy ra nhir. Phin ldn cic bién co xudt huyét din
dén tir vong €6 lién quan dén khdi u. Khing ¢6 hdo cdo vé sir mit edn bing wén démg hé hip
hode KUt huyfﬂ oy 1 vong hay Rt huy& frong nao,

Bénh nhan bj chay méu phéi gin diy (> 2,5 mL mdu d6 trod) cling nhu bénh nhin co khéi u é
trung tim voi bing chimg xdm in tgi ché cic mach mau lén wén X quang hodc bing chimg khéi

u tao hang hofde khoi u hogi ur rén X quang duge logi trir khoi céc thir nghiém ldm sang. Do do,
khuvén céo khdng didu tri nintedanib cho nhitng bénh nhén niy.

D3 co bio cdo hiu mai vé nhimg bién cd xudt huyét khang nghiém trong vi nghiém trong, mt sb
trong d6 dan dén nr vong. Céc bdo cdo ndy bao gdm cd nhimg bénh nhin dang sir dung hojc khing
sir dung liéu phip chﬁng ding hojic cic thudc khic o6 kha ning giy xudt hu}'él, Trong tnrimg hop
xudt Iluy‘:;{, nén xem xét dén viée diéu chinh liéu, tam ngimg thuoc hofic dimg st dung thube dia
trén ddnh gid lim sing (xem muc Lidw dimg, edek dimg). Cée bidn o xuit huyét trong giai dogn
lidu mai bao gom nhumg khong gidi han trén hé téu hoa, hé ha hnip vi cde co quan thude hé thong
thin kinh trung wong, véi tin suit cao nhit trén hé hd hip.
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o IW cin ndo
o Dicdn ndo dn Sink
Tiéin sudt xudt huyét ndo khong ting & bénh nhin cé di cin ndo 43 duge didu tri thich ddng
trude mi vin én dinh > 4 tudn trede khi bin diu diéu tri voi nintedanib. Tuy nhién, cin
theo dai chiit ché cac ddu hidu va triéu chimg xudt huyét ndo & nhimg bénh nhin ndy,
o Di cdn nido tién wién
Bénh nhin o6 di clin ndo tifn trién bj logl trir khoi cde thir nghiém lim sang va khing duge
khuyén céo diéu trj bing nintedanib.
e Bidu iri ching ding mdu
Chura ¢6 sin dit lidu tir cde thir nghiém 1im sing vé nhimg bénh nhin c6 khaynh hudng dé
chay mdu do di truyén holic bénh nhin 3 nhin mot lidu day 40 i lidu ching dang miu tnsde
khi bdt ddu didy tri voi nintedanib. Khéng thiy cd sir ting tin sust xudt huyét & nhimg bénh
nhén dang diing heparin trong hrgng phin tr thip hodc aicd acetylsalicylic licu thip dai han.
Bénh nhin cé bién cé huyét khdi nghén mach trong qué trinh diéu tri va nhimg nguid cin

diing thuéc chéng déng mdn viin duge phép tidp tye dimg nintedanib va khing thay ting tan
suiit bidn ed xudt huvét. Cin theo dbi thidmg xuyén ve sy thay doi thivi gian prothrombin, INR
va cdc dot xudt huyét trén lim sdng 461 véi cée bénh nhin ding két hop vdi edc thudc ching
ddng nhu wafarin hodic phenprocoumen.
Edii wiri dii tri IPF, 85c-ILD va cdg bé
tién tridn;
Ue ehé VEGFR co thé kém theo ting nguy co chay mau,
Whimg bénh nhin 33 duge biét 1 cd nguy co xuit huyét bao gom bénh nhin co khuynh hirdmg dé
chiy mau do di truyén hodc bénh nhin dang ding lidu ddy di thude didu trj chong dong miu khéng
durcre dira vio cdc nghién ciu lim sing. Trong giai doan sau heu hanh, d8 quan sat thily nhitng bién
o xudt huyét nghiém trong vi khéng nghiém trong, mit 56 trong dé déin dén tir vong (hao ghm ca
nhimg bénh nhin dang sir dyng hodic khing sir dung liéu phip chdng déng hode cac thude khic ¢o
kha ndng giy xuit huvét). De 46, chi nén ding nintedanib cho ahirng bénh nhin nay khi lgi ich
tién lugmg virgt i nguy oo tiém L,
Cic bién ¢b thuyén thc huyét khoi déng mach
Byi viri didu tri NSCLC:

i ma k2 xer hea tién trien bhde (T1.Ds) ¢6 kiéu hink
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Tén suiit cic bién cb thuyén tic huyét khdi ddng mach 1i nhu nhau gitta hai nhém diéu tr wong
giai doan 3 cia nghidn cire 1199,13 (LUME-Lung 1). Bénh nhin cé tién sir gin ddy bi nhdi méu
cor tim hode dit quy dirge loai khai trir nghién e, Tuy nhién, 48 c6 thiy s ting tin sufit céc bién
b thuyén tie huyét khdi ddng mach trén bénh nhin xo phdi vd cin (IPF) khi ding dom trj lidu véi
nintedanib. Thin trong khi diéu tri trén nhitng bénh nhin cd nguy co cao hem vé tim mach hao
gim bénh mach vanh 43 bide Nén xem xét dén vide ngimg thudc trén bénh nhin xuit hidn cdc
wiéu chimg hode ddu higw thidu miu co tim cyc bd cip,

£30i v dicw tri IPF, SSc-10L0 vil cde i med k8 xer hiia pi)

Bénh nhin ed tién sir gén diy bj nhdi midu co tim hoje dit quy duge logi trir khoi cdc thir nghiém
lim sing. Trong cdc thir nghiém lim sing, cdc bign cb thuyén tic huyet khoi ding mach duge bio
¢do khong thuimg xuyén (nintedamb 2,.5% so0 véi 0,7% & nhom gia duoe trong nghién cim
INPULSIS; nintedanib 0,9% 50 v 0,.9% & nhom giad duge trong nghién.cinu INBUILDY;, nintedanib
0,7% so vén 0,7% & nhom gia duge trong nghién ciu SENSCIS). Trong nghién ciu INPULSIS, u
lé philtn trdm bénh nhin cé nhdi mdu co tim cao hom & nhom ding nintedanib (1.6%) so vai nham
gia duge (0,5%), trong khi cac bién ¢ ngogi ¥ phan dnh bénh thiéu mdu trén tim 13 nhu nhau gitra

nhém ding nintedanib va nhiom dung gia duge. Trong nghién cinu INBUILD, 33 quan sat thay
nhdi mdu co tim v tn sudt thip: nintedanib 0,9% so vaéi 0.9% o nhdm gia drge. Trong nghién
ciru SENSCIS, di quan sat thiv nhdi mdu co tim vai tin sudt thidp & nhém gid duge (0,7%) va
khéng thay & nhém ding nintedanib.

Thin trong khi diéu trj trén nhimg bénh nhin c6 nguy co cao hon vé tim mach bao gﬁm bénh mach
vinh @3 biét. Nén xem xét dén vide ngimg thudc trén bénh nhin xudt hién cdc tridu chimg hode
diiu hidu thidu médu co tim cye bé cip,

Phinh ddne mach va bbe thch ding mach

Vide sir dung céc chit e ché con didmg hinh thinh yéu td ting trémg ngi mb mach mau trén
hénh nhin hi hodc khing bi cao huvét dp c6 thé thic ddy viée hinh thanh phinh déng mach vihodic
o tich dong mach, Trnde khi khdi tr v nintedanib, cén phai xem xét thin trong trén bénh nhin
¢o nhimg yé:u 1o nguy co nhur cao huyet dp hode eo tién sir phinh déng mach.

Thuyén tie huvét khéi inh mach

Bei veii didar tri NSCLC:
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Bénh nhin dwge diéu tri biing nintedanib c6 sir gia ting nguy co thuyén the huyét khéi tinh mach
bao pbm thuyén e mach phii va huyét khéi finh mach sdu. Cln theo ddi chat chié cic bién cd
thuyén the huyét khdi trén nhimg bénh nhin niy. Nén dic biét thin trong trén nhitng bénh nhin cé
thém nhitmg véu 16 nguy oo cia bénh thuyén the huvét khéi. Nén ngimg dimg nintedanib & bénh
nhdn co phin tmg thuyén the huyét khbi tinh mach giy de doa tinh mang.

B vori diu tei IPE, SSceILI vi cic bénh phii md k2 xo héa tién trién khde (JLDx) c6 kidu hink
{fn"-.l: I'r.l'.l:’ir_fl'

Trong cac thir nghiém lim sing, khing quan sat thiy syr gia @ing nguy co thuyén tie huyet khdi
finh mach trén céc bénh nhin duge diéu tri bing nintedanib. Dua trén cor ché tic dung cia
nintedanil, bénh nhin e6 thé bj ting nguy co gip cdc bitn cb thuyén tae huyé khii,

Didii véri diéu tri NSCLC:

Tiin sudt thimg dudmg tiéu hoa Ja nhyr nhau gifa céc ahdm diéu trj trong thir nghiém Iim sing, Tuy
nhién dua trén co ché tic dyng, bénh nhin didu t voi nintedanib b thé b ting nguy co thung
duimg tiéu hoa, Che trrdmg hop thiing duimg tiéu hoa, mt 56 tr vong, 43 duge bio cido trong giai
dogn hiu mai. Cin diic biét than trong khi didu 1§ bénh nhin c6 phiu thudt & bung trude diy hojc
e tién sl gﬁn ddy by thing gng rong. Do do chi nén bit déu ding nintedanib it nhit 4 wdn sau
cudc phau thudt 16m. Nén ngimg didu tri nintedanib vinh vidn & nhimg bénh nhin bj thung dwimg

tiéu hoa.

g tién hda vi vidm dai tring thidu mdu cuc
B)id viid didu pri IPF,_ SSe-ILD vé cde bénk phéi mi k¢ xo hda tién trién khde (ILDs) ¢o kidu hinh
{r‘.l-"'n irién:

Trong céc thir nghiém 1im sing, tin suit bénh nhin bj thing dwémg tiéu hda 1a 0,3% & ca 2 nham

diéu trj. Dira trén co ché tic dung cua nintedanib, bénh nhin co thé bj ting nguy co thing duimg
tidu hoa. Cic tnodme hop thimg dirimg tidu héa va vidm dai tring thidu mdu cue bd, mdt sb tir vong,
43 duge bdo cdo tong giai dogn hiu mai. Cin diic biét thin trong khi diéu trj bénh nhin cd phau
thudt bung trisde iy hodc cb tién sir tnrde ddy loét duimg tidn hoa, bénh tii thira hode ding dong
thiri v thude corticosteroid hodc thude NSAIDs. Chi nén hit diu ding nintedanib it nhit 4 tuan
sau cude philn thudt bung. Nén ngimg diu trj nintedanib vinh vién & nhimg bénh nhin bj thing
dirémg tiéu hida hode viém dai tring thidy méu cye b, Trong tnrémg hop ngoai 1§, cd thé ding lai
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nintedanib sau khi viém dai trdng thidu méu coc bd di droc quyét hodn todn va finh trang bénh
nhiin ctng v cde yiu th nguy oo khae duge dédnh gid thin trong.
Protein nién trong khoang than hur
By veri dicu tri NSCLC:
Rt hidm tridmg hop protein nidu trong khoang thin hir duge bdo cdo hdu mai. Cic xét nghiém
md hoe trong cac trromg hop néng 1é rikat quin v bénh vi mach cu thin e6 hode khdng cd huyet
khéi thin. DA quan sdt thay cic trién chimg dao ngirere sau khi ngimg sir dung nintedanib, Nén
%em xét ngimg diéu tri & nhifng bénh nhin xuit hién cic ddu hidu hofic tniéu chimg cda hdi chimg
thiin hir.

rovfein micy L a ? : i

i vari diéu tri IPF, 55c-ILD vi cde binh phai mé k& xo hda tidn trién khde (ILDs) co kidu hinh

fién fricn

Rat hiém truimg hop protein niéu trong khoang thin r duge bdo ¢io hiu mar. Cac xét nghiém
md hoe trong cde trdmg hop rigng 1& nhdt quan véi bénh vi mach cdu thin ¢6 hodic khing cé huyét
khai thin. Di quan sit thay cdc triéu chimg dio npuge sau khi ngimg si dung nintedanib, mdt so
trudmg hop con st lai protein nidu. Nén xem xé ngimg didu tri & nhitng bénh nhin xudt hidn chc

diu higy hodc triéu chimg ciia hdi chimg thin hr,

Cae chat e ché con dudmg véu t6 thne tnrémg ndi mé mach méu c6 lién quan dén huyét khdi vi
mach bao gbm rit hiém bio cdo cia nintedanib. Néu cic xét nghiém hofie dau higu lim sang lién

quan dén huyét khoi vi mach xiv ra 0 nhimg bénh nhin dang diéu trj vai nintedanib, nén dimg

diéu tri va thire hidén viée ddnh gid k¢ ludme cho bidn cd huyét khii vi mach.

B wii didu tri IPF, SSe-ILD vi cée bénh phii mé k2 xo hia tién trién khdc (1LDs) cd kigu hinh

tién rién

Sir dung nintedanib ¢6 thé gy thng huyét 4p. Nén do huyvét 4p dinh k¥ hode khi cb chi dinh 1im
sng.

Tiéng huvétip dong mach phoi

Bt veii didu tri IPF, 8Sc-JLD vé cae bénh phéi mo k& xp hda tién trién bhde (ILDs) eo kigw hinh
id

Cic dif liéu sir dung nintedanib trén bénh nhan ing huyét ip ding mach phéi con han ché. Nhimg

bénh nhin c6 ting: huyét ip dong mach phdi co ¥ nghia (chi 56 tim < 2 Liphivm®, hodc ding
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epoprostenol/treprostinil theo duimg tiém, hofc suy tim phai cé ¥ nghia) 44 bi loai khai cic nghién
ctru INBUILD vA SENSIS.

K.hing nén sir dung nintedanib trén nhimg bénh nhin tng huyét dp ddng mach phéi ndng. Khuvén
cdo theo ddi sdt sao nhilmg bénh nhin ting huyét dp déng mach phés mire 44 nhe dén trung binh,

Hai chimg bénh niio sau cé hdi phue (Posterior reversible encephalopathv svndrome — PRES)

Rat hiém trisomg hop bj hii chimg bénh nio sau ¢ hdi phye 42 durge bio cdo hiju magi.

Héi chimg bénh ndo sau o hoi phye 13 mét roi loan thiin kinh b thé duge biéu hién biing dau diu,
rii logn thi tririmg, eo gidt, han mé, I fin va cde rdi logn thin kinh khic. Ciling c6 thé xudt hién
ting huyét dp nhe dén nghidm trong. Cin thiét phii chup cing huomg tir d¢ xdc nhin chan dodn
PRES. Néu nghi ngér PRES, cin phai ngumg dicu tri véi nintedanib. Chura bigt dupe sir an 1odn cia
viéc ding lai nintedanib trén bénh nhin trede do di by PRES.

Can tris vide linh vét thiromg

[hyra trén co ché tée dung cia thude, nintedanib co thé lam gidm qua trinh linh vét thuong. Tin

sudt ehidm lanh vét thuomg duoe phi nhdn khing thng rong cic thir nghiém lam sing. Khong cd
nghién ciru ndo di duge thire hién dé khio sit nh hirémg cia nintedanib trén viée lanh vél thuomg.
Do dé. diéu trj v nintedanib chi nén duge bit diu hojde — trong tnrémg hop ngimg do phiu thudt
~ diing lai dira trén dénh gid 1im sing vé viée lanh vét thuong thaa ding,

Phi hop cung pirfenidone

Diai veri didu irj 1PF, SSc-1LD vi cic bénh phisi

tién trién

& k& xer hia fién irie y kidu hinh

Trong mdt nghién ciu chuyén vé duge ding hoe, viée sir dung d0ng thin nintedanib vii
pirfenidone di diroe nghién ciru trén binh nhin xo phdi vo clin. Dyra trén cic két qua ndy, khing
thily co hing chimg cho thiy méi lién quan vé tromg tdc duge ddng hoc thude — thube gite
nintedamb va pirfenidone khi ding phéi hop (xem muc e tinh dupe &ong hoe). Diga vao ho sa
vé tinh an todn tromg ty nhau cia céc thude, tic dung khing mong mudn, bao gom bién cd trén
duwimg tiéu hoa v gan ¢d thé ning thém. Chua thidt lip duge cin cin lgi ich — nguy co trong vide
sir dyng phoi hop v pirfenidone.

Anh huémg trén khoang OT

Trong cdc thir nghiém Iim sang, khang quan sit thiy bing chimg cho thiy nintedanib kéo dai
khodng QT (xem muc e tink dirge e hoe). Do mit s6 chat de ché tyrosine kinase khic da duge
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bict 14 o anh hudmg 1én khodng QT, nén thin trong khi ding nintedanib cho nhimg bénh nhin cd
kha nfing xudt hién khodng QT kéo dai.

Phisn img di i

Vién nang mém nintedanib b chira lecithin ddu nanh. Nhimg san phim c6 nguon goc tir diu nanh
dircre biét 14 nguyén nhin gy ra phin img dj tmg bao gom so¢ phan vé trén ngwdi dj img diu ndnh,
Bénh nhin @3 bict 1d di tng vdi protein lge (diiu phing) b kha ndng cao cd phan (mg ning vdi che
phiém chira ¢du ninh (xem mupc L"Fm':rrg ol dimir).

Qruidin thé dac biét

Do véi dicu tri NSCLC:

Trong nghién cira 1199.13 (LUME-Lung 1), tin sudt glp cdc bién co nghiém trong cao hon &
nhitng bénh nhin diéu tri vél nintedanib va docetaxel ma trong luong oo thé nha hem 50 kg so vii
nhitng bénh nhin cd rong lugmg co thé > 50 kp; tuy nhién sd hrgng bénh nhin ¢b trong hugmg cor
thé nho hon 50 kg it. Do dé, khuyén cio theo dai chit ché nhimg bénh nhiin e trong lugng co thé
< 50 kg

Hurdng din sir dung/cdeh xir tri

Khdng duge mer hay nghién nét vién nang thudc, Néu tiép xic vdi thanh phin chira trong vién
nang thude, phai rira sach tay ngay lip uie.

KHA NANG SINH SAN, THAI KY VA CHO CON BU

Phu nit ¢4 kha ndng mang thai / Cac bién phdp tednh thai

Nintedanib ¢d theé giy hgi cho bio thai, Phy nit ¢6 kha nding mang thai nén dwrge e vin trinh mang
thai trong qué trinh diéu trj vdi nintedanib va sir dyng nhimg bién phap trinh thai o6 hidu qua cao
ngay khi bt din didu tri va tiép we it nhdt 3 thing sau khi ding litu nintedanib cudi cling.
Nintedanib khéng anh huomg dén nong 46 ethinylestradiol va levonorgestrel trong huyét tromg
(xem myc Fde tinh diege ding hoe). Hidu qua cia thude trénh thai hormon dirimg udng c6 the bj
ziam do bénh nhin nén va'hofc tiéu chay hodic do cac tinh trang cia bénh nhan lam dnh hoong
dén h&'p thu. Nén tir vin cho bénh nhidn nit dang sir dung thude tranh thai harman dirimg uong khi
gdp cée tinh trang tén thi phii sir dyng cde bidn phip trinh thai thay thé c6 hidu qua cao.

Thai ky

Khéng cb thing tin vé viéc sir dyng nintedanib & phy nir cé thai, nhimg céc nghién ciru tién ldm
sdng trén déng vit 31 cho thiy dic tinh cia hoat chit niy trén-khi ning sinh san. Do nintedanib
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cling cb thé gy hai lén thai & ngudd, khong duge dimg thude nay trong khi mang thai (xem muye
Chang chi dink) va phii xét nghig¢m thir thai it nhit 13 trude khi didu tri véi nintedanib va rong
sudt qué trinh didu trj khi clin thide

Bénh nhian ni cdn durgre e viin Jé thdng bdo cho bédc 5T hafic duoe ST ctoa ho néu cé thai trong ki
dicu tri vai nintedanib,

Néu bénh nhin ¢ thai trong khi ditng nintedanib, phii ngimg diéu tri v bénh nhén cin duge théng
bhio vé nhdng mdi ngey hidm tdm dn dbi véi thai ahi,

Cho con ba

Khdng ed thing tin vé gur bdj tiér nintedanib v cde chat chuyén hoa vao trong sira ngudi me. Céc
nghién ciru tién lm sang cho thiy mét lreng nhé nintedanib vi ede chit chuyén hoa cia nd (<
0,5% li¢u dimg) duge bai uét trong sika cua chudt me.

Khdng thé logi trir nguy co cho tré so sinh/ tré nho. Vi vy, nén ngimg cho con bad trong khi ditu
trj van nintedanib.

Kha nidng sinh sin

i v diéw tri NSCLC:

Diya trén céc nghién cln tién lm sing, khang ¢ bing chimg v& gidm khd ning sinh san & con
dye. Khéng e dir liéu trén nguin hay dgng vt vé anh hudng tiém ting cva nintedanib 1&n kha
ning sinh sin coa gidng cdi,

B veri dicu tri IPF,_SSc-ILD v ede bénh phii mo ké xor hag fién frien bhe (1.Ds) o6 kidu hinh
tid tricn

Dy trén clc nghién cir tién lim sing, khing cd bing chimg vé giam khi niing sinh sin & con
dire. Tir cée nghien ciru doc tinh bin tnrémg diéa va treomg dign, khéng cd hing chimg cho thiy
khi ning sinh sin & chut cdng cdi bi suy gidm & nbng 45 todn thin twong img vai lidu khuyén
ciio 1di da o nguid (MRHD) 13 1 50mg hai lan méi ngay.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Nintedanib c& anh hudmg nho 1&n khad nang l4i xe va vin hanh mdy moe, Nén khuyén bénh nhéin
phai thin trong khi 1i xe holic sir dyng mdy moe trong khi diéu trj vén mintedanib.

TUONG TAC, TUONG KY CUA THUOC
P-glycoprotein (P-gp)
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Nintedanib 18 mdt chit nén cia P-gp (xem myc e iinh dirge ding hpc). Trong mét nghién cim
chuvén vé trong tée thudc — thude, vige sir dung ddng thii wai chit e ché manh P-gp 12
ketoconazol di lam tang ndng di nintedanib dén 1,61 Bin dya trén AUC va 1,83 lin da trén Cu.
Trong mit nghién cin tireng tie thude ~ thube véi chit cam img manh P-gp 13 rifampicin, ndng
d{ mintedamb d& giam xulfmg com 50,3% dia trén AUC va 60,3% dua mén Coa khi ding dong thén
vioi rifampicin so ven khi ddng mdt minh nintedanib.

méu ding chung vén nintedanih, cdc chit e ehd manh P-gp {nhir ketoconazol, erythromycin hajic
cycloporin) co thé lam ting nong 4§ nintedanib. Trong trrémg hop nay, céin theo dii bénh nhin
chat ché vé khi nang dung nap nintedanib. Cd thé yéu ciu tam ngimg, giam lieu hojc ngimg hin
tri liéu vii nintedanib dé kidm sodt cée tic dung phu (xem muc Lidu dimg, cdeh ding).

Céec chit cam img manh P-gp {(nhw rifampicin, carbamazepin, phemytoin, va thao duge 5t John)
6 the lam gim ndng 49 nintedanib. Nén xem xét 1 viée thay thé cic thude ndy bing cde thude
khéng giy cam tmg P-gp hofic giy cam img & mirc tHi thidu khi ding déng thini vii nintedanib.
Cac men Cyvtochrome (CYP)

Chi ¢6 mdt lromg nha nintedanib duge chuyven héa sinh hoe qua con drimg CYP. Nintedanib vi
cac chit chuyén hoa cira nd 1 BIBF 1202 pdc acid tr do va dgng phire hop glucuronide clia né la
BIBF 1202 — glucuronide déu khéng ire ché hode giv cam tng cie men CYP trong cdc nghién ciru
tidn lim sing (xem myc Bc tinh dipe ding hoe). Do d6, kha ning trome the thude — thude cia
nintedanib dira trén sir chuyén héa qua CYP duge coi 1 thip.

Sir dung dang thiri v gde thuoe khic

Sit dung déing thisi nintedanib véi thude tranh thai hormon duimg uing khéng lam thay d6i duge
ding hoc cua céc thude trinh thai 1 mie 36 co v nghia {xem myc e tinh dirge dang hoe).

Bhi verd diéu trf NSCLC:

Vige ding nintedanib eing vin docetaxel {75 mg/m™) khéng lam thay dai dwoe déng hoc cua cd
hai thude dén mit miee 4§ 6 ¥ nghfa.

Exii veii didu tri IPF., S8e-ILD vir edde hénh phil md b€ xo hoa tién trién khdc (ILDs) 6 kiéu hink
Str dung dﬂng thiri nintedanib van bosentan khdng lam thay déi diroc d6ng hoc cua nintedanib.
Twomg ky,

Khéng ap dung.

Varcod 150 — T hecmg din sir dung B34
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TAC DUNG KHONG MONG MUON CUA THUOC

Bai veii digu tri NSCLC:

Dit lidu vé tinh an todn droe eung chip sau ddy li dira trén nghién ciru then chat trén toan cau giai
dogn 3, ¢& ma 54 14 1199.13 (LUME-Lung 1) vdi thiét k& mi déi, ngdu nhién, so sénh trj li¢u
nintedanib két hop docetaxel viéi gia duge két hop docetaxel & bénh nhin co NSCLC 1gi chd ticn
trién, hode d3 di cln, hoe NSCLC tii phat sau khi didu trj biede diu bing héa trj lido va dirs trén
cie di lidu quan sat duge trong giai doan hdu mai cia nintedanib. Cdc phian dng bt lgi thuimg
gip nhit d3c tnmg cho nintedanib 13 tiéa chay, g cic gid tri enzym gan (ALT va AST) va ndn.
Bang 3 cung cép t6m tit ce phin tmg bt gi theo phin logi hi thing co quan {SOC). BE quén Iy
cic phan img bit Igi chon loe, xem muc Canh hdo va thin tromg khi dimg thude.

Théng tin vé cic phan img bat lgi chon loc ghi nhin tir thir nghi¢m LUME-Lung duge mé ta dudi
day.

Danh sdch cde tde dung khing mong muon

Bang 3 16m Gt thn sudt cia nhimg bién cb ngogi v di dwoe bio cdo trong thir nghiém then chit
LUME-Lung 1 & bénh nhin ung thir phdi khéng & bio nha (NSCLC) ¢6 ung the bida mé nuyen
theo md hoc (n=321()) hodc ghi nhdn tir hju mai.

Nhifmg thudt ngit sau diay dimg d¢ phan loai cic tic dung phu theo tin sudt glip phii: rit pho bién
(= 17100, phd bién (= 1/100 dén < 1/10), khing phd bitn (= 1/1.000 va < 1/100), hiém gip
(=1/10,000 dén < 1/1.000), rit hiém gip (<1/10.000), chira biét tan suat (khing thé danh gid dya
trén nhimg diF lidu ¢o sdn). Trong mdi nhdm tin suit, cic te dung phu duge trinh by theo thir tr
mirc &3 trim trong giam din,

Bang 3: Tém tit cdc tic dung phy phin fogi theo tdn sudt

Hécoquan | Rét pha bién Phé bien Khéng phi biéa | Chura biét
(= 1/10) (= 17100 dén < & 1/1000 dén <
1/10) 1/100)
Nhiém trimng vi Sot giam bach cau
nhiém ky sinh trung tinh
trung fhp—xl:
Nhiém rung
huyér
Varceod 150~ Ter huremg dan sur dung 19734
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Rbi logn mau | Giam bach ciu | Giam tiéu cau
va hé bach|trung tinh (hao
huveét gdm sot  giam
bach cau mmgi
tinh) |
RO logn | Giam ngon miéng | Mit nude
chuyén haa va | Mat cén bing dién | Gigm cin
dinh dudng giai
Rdi loan hé | ROi loan thin kinh | Bau dédo ' Hoi  chimg
than kinh ELTRY hénh ndo san
¢ hi phue
Roi logn tim Nhoi méu co tim
mach {(xem muc Canh
hao v than rpng
khi dimng thude)
ROi loyn mach | Xuat huyeér | Thuyén tic huyét Phinh  dng
méu (xem myc Canh | khoi tinh mach * mach va hdc
bdo v thdn trong | Ting huyét dp tach d6ng
ki dimg the) mach
Roi loan téu | Tidu chay Thiing duwimg Géu | Viém dai tring
héa Nén haa !
Budn non Viém my *
Prau bung
ROi  loan gan Tang alanine | Tang  bilirubin | Ton thuong gan
mat aminotransferase | miu, do thude
{ALT), Ting EATTMA=-
Tang  aspartale | glutamyl-
aminotransferase | transforase
(AST),
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Tang alkaline
phosphate  miu
(ALKM)

Cac roi loan | Viém niém mac, | Ngia
Cwén da vd md | (bao gdm  viém

| durm da mifnE)
Nbi mdn da
Rung téc '
Rdi logn trén Protein nig¢u ' Suy than (xem
thiin vi tiéL nidu muc Canh bdo vé

| thgn trong ki
| ditng thude)

' Trong cic thir nghiém ldm sing, @in sust khong t3ng trén nhimge bénh nhin dicy tr vdi
nintedanib phéi hop vii docetaxel so vidi bénh nhin diéu trj bing gia duge phéi hop vdi
docetaxel

* Bién cd viém wy &3 duge bio cdo o bénh nhin ding nintedanib dicu i IPF va NSCLC.
Phén ldn nhimg bién c6 nay duge bao cao & bénh nhin IPF.

¥ (Cic ca thuyén tic mach phoi di duge bao cao

M td edc tdc dung khéng mong mudn chon lpc:

Tiey chay

Tidu chiy xay ra & 43.4% (= mic 3: 6,3%) bénh nhin ung thu bity md m}rfm o nhom ding
nintedanib. Phan lém cde tic dung phu xudt hién trong mii quan hé chiit ché vé thin gian vai viée
diing docetaxel. Phan ldm bénh nhin hai phuc tidu chay sau khi dimg didu i, ding cdc ligu phip
chéng tiéu chiy vi giagm liéu nintedanib,

Cdc bién phip duoc khuyén cdo va diéu chinh lidu rong trrémg hop tiéu chay, xin xem lin heot
trong muc Canh bdo vi than trong khi dimg thude vi mye Lidu ding, cach dimg.

Ting enzvm gan va tdng bilirubin mdan

Nhing tic dung phy lién quan dén gan xiy ra & 42,8% bénh nhin diéy tri vii mintedanib. Xip xi
1/3 56 bénh nhén ndv gip cic tic dung phy lién quan dén gan ndng > mirc 45 3. O nhitng bénh
nhin cé cdc chi sé v& gan ting cao, viée sir dyng biéu dd gidm lidu bic thang d durge thiét Hp L
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hi¢n phip thich hop vi chi cin thiét dimg diéu tri & 2,2% bénh nhin. O phén Ién cic bénh nhin,
vige thng cic chi sb vé gan H cd thé héi phye dirge,

Thing tin vé cide nhom bénh nhin dic biét, cic bign phip dugc khu;.rén cdo va diéu chinh lidu
trong truémg hop ting eneym gan v bilirubin, xin xem Lin heot trong myue Cank bdo va thin trpng
khi diing thude va mue Lidu dimg, cdck dimg,

Gidm bach cdu trung tinh, sir gidm haeh ciu trung tinh va nhidm trimg huydr

Nhidm triing huyét vi s8t giam bych cliu trung tinh 43 dugc bio cdo nhu cic bidn chimg cia giam
bach edu trung tinh. Ty 1& nhiém tring huyét (1,3%) va sdt gidm bach ciu trung tinh (7,5%) ting
lén khi diéu trj v nintedanib so véi nhém dimg gi4 duce. Vide gidm sit céng thire maw trong qua
trinh diéu trj 1 quan trong, d3c biét trong qua trinh diéu trj két hop vai docetaxel (xem myc Cank
hdn va thdn trong bhi dims thude).

Xudit huyét

Trong giai doan sau luu hinh, nhimg bién co xuat huyét nghiém trong va khéng nghidm trong, mét
s trong 46 din dén tir vong da durge bdo cdo, bao 2ém nhimg bénh nhin cb hodc khing ding lidy
phip didu tri ching déng hodic cic thude e thé giy xudt huvét. Cic bién cb xudt huyét sau I
hanh bao gém nhung khing gidi han trén dwémg tiéu héa, hé hd hip va cde oo quan hé thin kinh
rrung weme, vai tin sudt hay gip nhét 13 hé hé hdp (xem myc Canh hdo vi thin rong bhi ding
thinde),

Thiing dwdmg tidu héa

D véo co che tic dung cia thude, thing duémg tiéu hoa b thé xay ra o bénh nhin diéu trj vdi
nintedanib. Tuy nhién tin suit bénh nhin xay ra thing ddme tidu hoa 1 thip,

Réi fracm thim kinh ngoai vi

Réi logn thin kinh ngogi vi eiing dupe biét dén xay ra khi diéu trj voi docetaxel. Roi logn than
kinh ngoai vi dirge hdo cdo & 16,5% bénh ahin dicu tri vl gid duge va 19,1% bénh nhén diéa
vin mintedanib.

B voi didu i IPF, SSe-1LD v cde bénh phii md ké o hoa tién trién khdc (1LDs) co kidu hinh

It
Trong cac thir nghiém 1im sing, cic phan img bat lgi dwge bdo cao thodng xuvén nhit lién quan
dén vide dimg nintedanib bao gém tiéu chiy, budn nén, ndn, dau byng, gidm ngon miéng, gidm
cin v ting enzym gan.

Bé quin 1y cac phan img bat Igi chon loe, xem muc Cianh hdo va thin mrong khi dimg thude.
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Danh sich cde tde dung khing mong mudn

Bing 4 cung cip tém tit cde tie dyung khing mong mudn phiin loai theo hé co quan vi tin suat
theo quy udc sau: it phé bién (= 1/10), phd bidn (= 1/100 dén < 1/10}, khing phé bién (= 1/1.000
va < 1/100), hifm gip (=1/10.000 dén < 1/1.000), it hiém gip (<1/10,000), chua biét tin suat
{(khéng thé dinh gid dya trén nhimg dir lidy c6 sin).

Bing 4. Tém tit cdc tic dung phu phin loai theo thin sudt

Tan suit
Hé co quan theo thudt Cic bénh phoi mé
ngil v tién = ké xo héa tién n-lén ST
Khic (ILDs) ¢ kiéu
hinh tién trién

Rai loan méu vi hé bach huyét
Giam tide cdu Khidng pho bién Khéng pho bién Khéng pho bicn
Riii loan chuyén héa va dinh drdng
Giam cin Pho bicn Phé bign ' Ph bién
Giam ngon miéng | Pha bién Rit pho bién Phd hién
ML nrie | Khdng phd bién Khéng phd hien Chira biét
Rai logn tim mach .
Nhidi médu co tim Khing pha bién Khang phé bién Chura biét
Roi loan mach méu
Xuat huyeét (xem muyc | Phi bién Pha bign Phé bién
Canht bhdo va thgn
tremg ki diemg thude)
Tang huyct dp Khang phd bién Phé bicn Phé bién
Phinh déng mach va | Chua biét | Chira hiét Chra biét
héc tich dong mach
Rai loan tiéu héa

"Tiéu chay Rit pho bién Rt pha bién Rét phé bién
Budn ndn Rit phd bién Rit phd bién Riit phé bién
Bau byng Rit phé bién Rat phd bicn Rit phd bién

Varced 150~ Tir hudmg din s dyng
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Nan Phd bién f Riit phi bién | Rir pho bien
Viém my Khdng phd bicn Khang pho bién Chura bict
Viém rut Khéng phé bién Khéng phé bién Khong phd bién
Rl loan gan mdt
‘Ton thuomg gan do | Khéng phé-ht.irn - Phé bién Khéng phd bién
thude
Tang enzym gan Rt phd bién Rir phd bién Rt phd bién
Tang Alanine | Pho bién Rit pha bicn Pha bién
aminotransferase
Tang Aspartate | Phd bién Phé bién Phé hién
aminotransferase
Tang Gamma | Ph bién Phé bién Phi bién
glutamy] transferase
Tang bilirubin mau Khdng pha bicn Khéng phd bién Chara biét
Tang alkaline | Khang phd bien Pho bien | Phé bién
phosphatase mau
Cie rof loan trén da vi mé dwéd da
Min da Phd bién Pha bicn Khéang pho bién
Niira Khéng pha bién Khong phé bién Khéing pha bicn
Ryng toc Khong pha bicn Khdong pho bién Churn baét
| Rii loan trén thin va tiét nifu
Suy thin (xem muc | Chua biét Chura biét Khing phd bien
Canh  hdo va thin
irpng khi dimg thude)
Protein nidu Khéng phé bién Khéng phé bién Chura biét
Roi loan hé than kinh
Blan diu Pho bien Pho bicn Pha bién
Héi chimg bénh nio | Chua biét Chara bict Chura biét
sau ¢ hoi phue

M ta cde tde dung Khing mong muin chon lpe:
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Tidu chay

Trong cde thir nghiém 18m sang (xem myc Ddc tink dwege liee hpe), tiéu chay 1a tie dyng khing
mong muon duoe bdo cdo thuémg xuvén nhic. Trén phin Ién bénh nhin, tic dyng phy nay & mirc
i nhe dén trung hinh. Hon 2/3 56 bénh nhin duge bdo cdo 1a xudt hign tiéu chiy trong vong 3
thing diéu trj diu tién. O phan lém bénh nhén, téc dung khing mong mudn nay duge kiem sodt
bing lidu phip didu tri tidu chiv, giam lidu hodc ngime ding thude (xem muc Cank hdo v thin
trong kvt direg thude). Tong quan vé tic dung khdng mong mudn tidu chay d3 duge bdo cdo durge
ligt ké trong bang 5.

Bang 5. Ticu chiy bdo cdo trong cic thir nghiém lim sing trong 52 min

INPULSIS INBUILD SENSCIS

Gia duge | Nintedamib | Gia duge | Nintedanib | Gia duge | Nintedanib
Tidu chiy 1%,4% 62.4% 13.9% 66,9% 31.6% 75.7%
Ticuchiy rgng | 0.5% 3.3% 0.9% 2.4% 1,0% 4.2%
Tiéu chiy din '
Wi ghm Gien| (0% 10,7% 0.9% 16,0% 1,0% 22,29,
niﬂlﬂ:l_a_.nih
E?igﬂ?ﬂﬂi 0.2% 4.4% 0,3% 5.7% 0.3% 6.9%
nintedanib [
Fdng enzym gan

Trong cie nghién cira INPULSIS, tging enzym gan (xem myc Canh bdo va thdn trong khi dimg
thude) dusgee bdo cdo & 13,6% bénh nhin diéu tri v nintedanib so vai 2,6% bénh nhin & nhom
diing gia duge. Trong nghién ciu INBUILD, ting enzym gan duge bio cio & 22.6% bénh nhin
didu trj vori nintedanib so véi 5,7% bénh nhén & nhém ding gia duge. Trong nghién e SENSCIS.
ting cnzym san duge bao cdo & 13,2% bénh nhin diéu trj vdi nintedanib so vai 3,1% bénh nhin o
nhém diing gid duge. Tang enzym gan o6 thé hén phise duoe vi khang lién quan dén bénh gan cd
biéu hi¢n lim sing. Thing tin khic vé cic nhém bénh nhin dic biét, cic bign phip dwgc khuyén
cdo va diéu chinh lidu trong truimg hop tiéu chiy v ing enzym gan, Xin xem ldn hoot trong myc
Canh hdo va thin trong khi ding thude vd myc Lidu dimng, cdeh dimg.

Nudit hrqyét

Trong cic thir nghiém lim sing, din sudt bénh nhin duge didu tr véi nintedanib bj xuat huyét hei
cao hon hode nromg nr nhau gita cic nhém diéu trj (nhém dimg nintedanib 10,3% so véi nhom
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ding gid duge 7,8% trong nghién ciu INPULSIS; nhom diung nintedanib 1 1,1%% so vai nhom ding
aid durge 12.7% trong nghién cim INBUILD; nhom dong nintedanib 11,1% so viai nhom ding i
dirge £.3% trong nehién ciru SENSCIS). Chiay méu cam khong nghiém trong 13 bién cb xudt huyét
dege béo cao thurdmg Xuyvén nhit. Cie bién cod xudt huyiél nghiém trong xay ra vii tn sudt lhip Ly
cd 2 nhom dicu tri (nhém ding nintedanib 1.3% so v nhém dung gia dwge 1, 4% trong nghién
ciry INPULSIS: nhdm ditng nintedanib 0.9% so vdi nham ding gia duge 1,5% trong nphién cir
INBUILD;, nhém ding nintedanib 1.4% so v&i nhém ding gia duge 0,7% trong nghién cin
SENSCIS). Cac bién cb xudt huyét trong giai dogn hiu mai bao gdm nhumg khéng gidi ban wrén
hi tiéu haa, hé hd h.ip vi cdc co quan thude hé thﬁng thin kinh trung womg, véi tin sudt cao nhat
trén hié tiéu hda (xem muoe Canh hdo va than trong khi ding .r.ﬁm‘.':r.'}.

Pratein nifu

Trong céc nehién ciru 1im sine, tin sudt béah nhdn bj protein ni¢u thip va teomg nr gilta cde nhom
dicu tri (nhom dimg nintedanib 0,8% so véi nhom ding gid duge 0,5% trong nghién ol
INPULSIS: nhém ding nintedanib 1.5% so von nhim ding gia duge 1,8% trong nghién cou
INBUILD: nhidm dimg nintedanib 1,0% so v nhom dimg gia duoc 0,0% trong nghién i
SENSCIS). Héi chimg thin hu khing duge bdo cdo trong cic nghién ciry 1am sing. Rt hiém
trurdme hop protein niéu trong khoang than hue ¢6 kém hode khong kém theo suy chire ning thin
duroe bdo cdo hiju mal. Cic xét nghiém md hoc trong cac trdmg hop niéng 1€ nhit quan v bénh
vi mach ciu thin cé hode khéng ¢ huvét khdi thin. DA quan sat thdy cic tri¢u chimg dio nguge
sau khi ngirng sir dung nintedanib, mdt $6 trinomg hop chn sot lai protein nidw. Nén xem xét ngimg
didu trj & nhimg bénh nhin xudt hign cde diun hidu hode triéu chimg caa héi chimg thin hr {xem
e Canlr bdo va thgn tromg khi dimg !'hut.'l.f'}-

Théng bio ngay cho bde sy hode dirge 57 khi gdp cde tde dung khing mong muin nher trén khi
sic dung thuie hedc bio cdo cdc phin smg cé hai cia thude vé Trung tém Thang tin thubc v
Theo ddi phdn iing cé hai ciia thube (ADR) Quéc gia,

QUA LIEU VA CACH XU TRi

Khing e thude gidi déc hode diéu tr dac hidu khi bi qua lidu nintedanib. Lidu don cao nhit cia
nintedanib dwge ding trong cde nghién ciru giai doan | 1a 450 mg méi ngay mit 1in. Ngodi ra, ¢o
2 bénh nhin 33 ding thude qud liéu dén mire thi da 600 mg hai lin mdi ngay cho dén 8 ngay. Bién
b bt i quan sat duge déu phit hop vidi hd s vé tinh an todn @3 dirge biét dén cia nintedaniby,
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nghia 14 ting cdc enzym gan vi cde tridu chimg tiéu héa. Ci hai bénh nhin déu héi phuc khoi
nhimg phan img bat lgi nay.
Trong treémg hop qud liéw, nén tam ngimg didu tr va bat diu dimng cic bién phip hd tro chung

phi hgp.
Bii vet dicu tri IPF. §5c-ILD vé ede bénh phii m k& xo hog tién trién khic (ILDx) e kidu hink
r g

Trong céc thir nghidm MNPULSIS, mdt bénh nhin di v6 tinh dang licu 600mg trong tng cbog 21
ngdy. Mt bign ed bt b khong nghiém trong (viém mii hong) di xay ra va duge giai quyét trong
thiri gian ding sai licu, khéng thiy xuat hign bién ¢ nio trong 58 cdc bidn cd &3 duge bio co.

DAC TINH DUQC LUC HQC

Nhém thude diéu tri: Chit chang ung thur — Chét irc ché Tyrosine kinase
M3 ATC: LOIXEODD

Cor chié tic dyng

Bii vid diéu tri NSCLC:

Nintedanib 1a mit chat dc ché angiokinase hic ba ngin chin hoat tinh cua cac enzym kinase cita
cac thy thé yéu th tng trrémg ndi md mach méu (VEGFR 1-3), thy thé yéu 16 ting tnrimg b
ngudn géc fir tieu can (PDGFR o va ) va céc thy thé véu 1b thng trudme nguyén bio sgl (FGFR
1-3). Nintedanib gfin két canh tranh vio & pfin két adenosine triphosphate (ATP) cia cic thy theé
ndy vi ngin chin vige truvén céc tin hidu ndi bao, diy 1a qua trinh quyet dinh dén sur phit trién va
téin i cia té Bio ndi md mach mau ciing nhy té bao xung quanh mach mdu vi té bao co tron mach
maw. Bén canh 46, tyrosine protein kinase giong Fms (Fit)-3, tyrosine protein kinase dic hiéu cia
lympho bao {Lck) va tyrosine-profein kinase Sre (Src) cia gen khin thuy gay ung ther ciling by ae

ché,
Boi verd didu tri IPF, 8Se-ILD v ede binh phoi mo k8 xe h
tién trién:

Nintedanib 1d mat chit ire ché tvrosine kinase phin tir nho bao gdm te ché thy thé véu td ting
trurémg cd nguén goe i tiéu ciu (PDGFR) a va B, cdc thy thé yéu 1 ting truimg nguyén bio sgi
(FGFR) 1-3 vi céc thu thé yéu 1 thag tnromg ndi md mach miu { VEGFR 1-3). Ngodi ra, nintedanib
ciing ire ché Lek, Lyn, Sre vi CSFIR kinase. Nintedanib gin két canh tranh vio & plin ké
adenosine triphosphate (ATP) cia cic kinase niy v ngin chin viéc truyen cde dong thic tin hidu

Varcod [50 — Ti ndng ddn sie dyng 27754



https://trungtamthuoc.com/

ndi béo ma di duoc chimg mmh ¢6 hién quan tn bénh smnh cua 1 ety triie mé acfi trong cdc bénh
phéi mé ke,

Tdc dung dwoe lue hoe

i vl didu i NSCLC:

Tang sinh mach méu & khoi u 1a mdt dc tinh thiet yéu gdp phan tEng ruimg khi . tién trién v
tao di cn va chi véu khai phit bai sy phang thich cdc véu t tién sinh mach (tirc 13 VEGF va

BFGF) do cic & béo khdi u tiét ra dé thu hitt cic @ bao ndi mé mech miu ol vit chi cing nhu

cde 1é bio ngodi mach dé tao diéu kién thudn loi cho viée cung :ﬁp oxy va nudi dudng théng qua
he Ihl.‘;ng mach mau cua vt cha. Trong ma hinh bénh & thir nghiém tién 1im sang, dom t hiéu
nintedanib can thiép hiru hidu 1én viée hinh thanh va duy tri hé théng mach mau coa khoi u dén
dén (e ché sir phit trién khéi u va lam ngime ré i lugmg madu & khdi w. Dac bigt, vide didu i
khéi u duge gheép dj ching trong thyre nghiém vii nintedanib din dén gism nhanh mét 46 mao
mach & khéi v, 1& bio Rouget bao phit mach mdu va s tudi méu o khoi u.

Plo cing huong tir (DCE— MR1) cho thiy tic dung chéng ting sinh mach eia nintedanib & nguiri,
Tée dung niy di khéng rd rang phy thude vao lidu, nhung hiu hét cae dip (mg quan sit duge &
lidu > 200mg. Phin tich héi quy logistic cho thiy sir lién hé cd ¥ nghia thing ké giita e dyng
chrfmg. ting sinh mach va nﬁng a6 nintedanib. Két qua DCE — MR nay d3 duoc thav sau khi udng
lidu thude diu tién 24-48 giér vi duroe duy tri hodie thim chi ting 1én sau khi droc diéu tr liégn me
trong nhiéu twdn. Khing cé mdi womg quan gitra ddp img DCE — MR1 va két qua kich thiée tdn
thuremg dich giam ding ké vé mdt lam sang, nhimg dip tmg DCE — MRI ea lién qrean dén sy on
dinh cua bénh,

B v didw tri 1PF_SSe-1LD v cde bénk
{r'n"n trign;

Trong cée nghidn ctn in vitro trén té bio nguii, nintedanib cho thiy ¢ tinh (e ché cie qui trinh

ién ke b e kidu hink

duge coi 1 lién quan dén sy khin phat cua bénh sinh xo hoa, sy gidi phéng cia cde char trung gian
thiie ddy sinh sgi tir 1 bao bach cau dom nhin ngi mé mach mdu va sy phin cyre caa dgi thyre bao
vidi che dat thire bdo thay thé di duge hoat hda. Nintedanib 43 duge chimg minh 1 &c che cic tién
trinh cor ban trong %o hoa o quan, e ché sir ting trémg va di tri ciia cic nguyén bio soi, sir bien
déi thanh cic dang nguyén bao sgi co hoat hda v sy tich tu ciia ciu trie nén ngoai bdo. Trong cie
nghién i trén ddng vat trén da md hinh IPF, 55c-1LD, RA-1LD va cdc tinh trang xo hda co guan,
nintedanib cho thiy cé tic dung khdng viém vi ching xo hoa trén phoi, da, tim, thin vi gan,
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Nintedanib efing thé hién hogt tinh trén mech médu. N lim giam hién nrgng theo chuong trinh cia
1 bio ndi ma bidu bi vi mach v pidm bat tinh trang tdi efu tnic mach mdu & phai bing cdch lim
glim sy thng tnnomg cdc & bio co trom mach méu, 46 day cac thanh mach phdi va ti 18 phan tram
cic mach phai bi tic ngh&n.

DAC TiNH DUQC DONG HOC

Durge ddmg hoc (FK) cua mintedanib oo thé duge xem 1 toyén tinh theo thin gian (orc 1a dir lid
diing liéu dom cb thé duge ngogi suy cho dif liéu ding lidge nhiéu lin). Sy tich 1dy thude khi ding
nhicu liéu 12 1,04 lin d6i vii Coe va 1,38 130 doi vai AUC:. Nong dd ddy cia nintedanib vin dn
dinh trong hom mdt nAm.

F 4

Hap thu

Nintedanib dat ndng 43 t5i da trong huyét twong khodng 2 — 4 gidr sau khi udng vién nang gelatin
mém trong diéu kién &n no (tir 0,5 - 8 gidr). Sinh kha dyng tuyét i cia mét liéu 100myg 1 4,69%
(KTC 90%: 3,615 - 6,078) & ngwdi tinh nguyén khie manh. Hap thu va sinh kha dyng cia thude
bi giam bai tie ddng cua chit viin chuyén vi sy chuyén hoa bude diu,

Tinh ty 1¢ theo lidu ding drge chimg minh qua nong do nintedanib gia ting {(pham vi liéw ur 50 -
450 mg mit lin mdi ngay va 150 300 mg hai lan mbi ngay). Hﬁngd:} :rmghuyéi. twromg dat duge
trang thii én dinh chim nhit 1 trong vong mét tudn ding thude,

Sau khi dn, ndng 48 nintedanib ting khoang 20% so véi diing thude trong didu kién dai (KTC:
95,3 — 152,5%) va sy hap thu by ehim 11 (trung vi Tne khi d6i: 2 gidr; no: 3 98 gid).

Trong mdt nghién ciu i vitro, khi trdn vién nang nintedanib vin mgt legmy nho 501 o hojic binh
pubdding s& ¢d Ia trong 15 phit khong giy ra bit k¥ dnh hrémy ndo 161 chit ligng duge phim. Do
dao, kh u&ng thude vai thire in mem khong lam thay doi hidu qua lm sang néu uong ngay 1ép tic,
Phin bo

Nintedanib tuin theo 8dng lye hoc phiin bd it nhit hai giai dogn. Sau khi truyén tinh mach, di ghi
nhin c6 mdt thé tich 16 thude duge phin bd (Vs 1030 L, 45,0% gCV).

Ty 1& giin két protein trong huyét twong nguin trén in vitre cla nintedanib cao, véi tv 1¢ gin két 1i
97,8%. Albumin huyét thanh duoc coi 13 protein gin két chil yéu. Nintedanib duge phin bo wu
tién trong huyét tromg voi ty 18 trong méu/huyvét wong 14 0,869,

Chuvén hda
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Phan img chuyén héa phd bién ddi véi nintedanib li phin tmg thity phin béi cdc enzym esterase
tgo nén BIBF 1202 gdc acid ty do. BIBF 1202 sau 86 durge giin két vii glucuronide ban cac enzym
UGT, cu thé 1a UGT 1Al1, UGT 1A7, UGT 1AR vh UGT 1A10 dé wa thinh BIBF 1202
slucuronide.

Chi c6 mét lugng nho nintedanib duge bién di sinh hoc qua con duimg chuyén héa CYP vdi CYP
1A 1 enzym tham gia chi :,r-u:-u Trong nghién eim ADME o ngui, khong thé phat hién durge chét
chuyén héa chinh phy thudc vie CYP tong huyd twong. Trén in vitre, sy chuyén héa phy thude
vio CYP chiém khodng 5% so vdi khodng 25% qua phan tmg thiy phén lién két ester,

B vt dicu tri NSCLC:

Trong thire nghiém tién lm sang in vivo, khing ghi nhin duec hidu ye cia BIBF 1202 mac dd
chiit ndy cd hoat tinh tai cée thy thé dich cia hoat chiit

D4 thanh thai toin b khdi huyét nromg sau khi truyén tinh mgch 1a cao (CL: 1390 mL/phit, 28,8%
gCV). Khodng 0,05% liéu thude (31,5% gCV) duge dio thai rong nirde fiéu & dang khong thay
ddi cia hoge chit trong vong 48 gid sau khi uong v khoang 1,4% licu ding (24.2% gCV) sau khi
truyen tinh mach; 49 thanh thai & thin 13 20 mL/phiit (32,6% gCV). Sau khi udng, nintedanib gin
[C). ciic chit ¢6 hoat tinh phong xa duge thii trir chi yéu qua phin/bai tiét mat (93,4% lidu,
2,61% gCV). St bai tiét qua thin gdp phin nho vao dé thanh thii todn bd (0,649% licu, 26,3%
eCV). Sir phyc hoi todin bd duge xem 13 hoan todn (trén 90%) trong vong 4 ngdy sau khi ding
thude. Thin gian bdn thai cudi ciia nintedanib 12 khoang 10-15 giir (khoang 50% gCV).

Quan hé ndng 46 - dap tms

Trong cic phin tich thim dé duge djng hoe (PK) — e dyung bat lgi, ndng 46 mintedanib cao hon
¢t xu hudmg gan lién v6i tng enzvm san, nhimg khéng kém theo cac bién oo bat loi trén duimg
tidu hoa,

Cdc phén tich PK- hi¢u qua khong duge thee hién cho cée tiéu chi danh gia cudi cling vE mt 1dm
sing. Hoi quy logistic cho thiy co sy lién quan cé ¥ nghia thong ké giira ning dd nintedanib va
dip g trén DCE-MRL.

i v i 2

tidn trign:
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Cic phin tich nong 4§ - dip img & bénh nhin xo phii vé cin, bénh nhin bénh phdi mé ké do xor
cimg bi hé thdng, bénh nhin bénh phdi mé ké xo hda tién trién cé kiéu hinh tién trién cho thiy mbi
quan hi twong tyr nhur hidu qué t8i da gitra ndng dd v toe 4 suy gidm FVC hing nam véi ECS0
khodng 3 ng'mL (sai s& chuan twong d6i: 35%). Dé so sinh, trung vi quan sat duge cia ndng 4§
iy nintedanib vdi lidy 1 50mg ngdy 2 lan 13 khoang 10 ng/mL.

VEé mit an todn, cé vé nhir cd mai lin hé yéu giika nong 46 nintedanib trong huvét wong vi sy
ting ALT vivholic AST. Lidu ding thye 1f ¢6 the 1a yéu ud dy bdo tht hon nguey co xudt hign tiéu
chay & bt ky mire &§ nao, ngay ca khi khong logi trir yéu 10 xde dinh nguy ca ld nfmg a4 thube
trong huyél tremg (xem phin Canh hdo va thin trong Ehi dime thuric).

3 3 i tai ; ;

Cée dje tinh PK cda nintedanib 13 nhy nhau & nguin tinh nguyén khde manh, bénh nhin xo hda
phéi vd cin, bénh nhan bénk phdi mé ké do xo cimg bi hé lhl'flng. bénh nhin bénh phoi mo ké xo
hia tien trién ¢o kiéu hinh tién trién v bénh nhidn ung thu. Dya trén cdc két qua cia phin tich
duge déng hoe quin thé (PopPK ) vi cde nghién cfra mé th, ndng 46 nintedanib khang bi anh hudng
bt gidn tinh (teong lugng co thé di higu chinh), suy thin nhe va trung binh (duge dinh pid qua 4
thanh thai ereatinin), di cin gan, thang diém trang thai theo ECOG, mire 43 udng rrgu, hode kiéu
gen P-gp. Phin tich dwoc ddng hoc quin thé cho thiy co nhimg tic déng vira phai lén ndng 49
nintedanib tiy thude vio 4§ mbi, cin ning v ching tde. Dira trén tinh bién thién cao & cde cd thé
vé nong da quan sat duge trong thir nghiém Em sang LUME-Lung 1, nhimg tde dong nav khing
durgre xem b b ¥ nghfa 1dm sing (xem myc Canh hde v thin trpng khi ding thudie),

Nong d nintedanib tang tuyén tinh theo woi tic. AUC, « giam 16% o mdt bénh nhin 435 wdi (gid
trj phin vj thir 5) va ting 13% o m{t bénh nhin 76 tudi (gid i phin vi thir 95) so vdi mdt bénh
nhin eé trung vi whi 1 62. D§ mai dirge dua vio cie phin tich 13 29 dén 85 mdi; khoang 5% din
s ldm hom 75 twdi,

Chira thuc hién nghién ciru & dén s0 té em.

Trong luong co the

Mt méi trong quan nghich gilta trong lirgng co thé v nong dd nintedanib @3 dwee ghi nhin.
AUC, . ting 25% i mdt bénh nhin niing 50 kg (gi4 tri phin vi thir 5) v giam 19% & mot bénh
nhén nfing 100 kg (gid trj phin v thir 95) so vdi mdt bénh nhin co trong hromg trung vi la 71,5 kg
Chung to¢
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Gid tri trung hinh quén thé ciia ndng dd nintedanib @ nhimg bénh nhin Trung Qudc, Dai Loan vi
An 04 thi cao hom 33-50% vi & nhitng bénh nhin Nhit Ban thi cao hon 16% trong khi gid tri nay
@ nguin Han Qudc thi thip hom 16-22% so vdéi nginii da teing (trong lugmg co thé da higu chinh).
D ligu trén nguir da den tuy rat han ché nhung v trong khodng gia tr gidng nhu & nguid da
tring.

Suy gan

Trong mat nghién cire Pha | dom lidu ridng bide va so sdnh vdi cde bénh nhin khde manh, ndng 4
nintedanb dya trén Cowe va AUC & nguin tinh nguyén suy gan nhe cao hom 2,2 kin (Child Pugh
AL 0% CT ln Jut 13 1,3 — 3,7 88 v Com va 1,2 - 3.8 48 v AUC) O ngarivi tink nguyén suy
gan trung binh (Child Pugh B), nong 46 dia trén C ey cao hon 7.6 lin (90% C14,4 — 13,2) va néng
d dira trén ALC cao hon 8,7 ldn (90% C1 5,7 - 13,1) so vai nguén tinh nguyén khoe manh. Khing
nghién ciru trén bénh nhén suy gan nfing.

Sir dung ddng thé v pirfenidon

Biii v digu prf 1PF, 85¢-1LD v cde binh phii mé ke xer hia tidn tricn khae (1LDs) oo kidu hink

g |
[ien Tricn:

Trong mdt nghién ciu chuyén vé duge ddng hoc, vide sir dung ddéng thad nintedanib vi
pirfenidone 43 duge nghién cin trén bénh nhin xo phdi vé cin. Nhim 1 duge ding mdt lidu dom
I 30myg nintedanib trude va sau khi chudn d§ ting lidu pirfenidone dén 801mg, 3 lin/ngiy dén
trang thii on djnh. Nhim 2 duge ding pirfenidone liéu diéu tri 801mig, 3 lin/ngiy & trang thai on
dinh vi co dit lidu duge ddng hoc trude va sau it nhit 7 ngly ding ddng thér vi nintedanib 150mg,
2 lan‘ngay. O nhom |, cde ti s higu chinh trung bink (khodng tin iy %) 1an lugn 1 939 (57-
I51%) v 96% (70-131%) véi Cuux v AUCo clia nintedanib (n=12). O ahdm 2, che ti 56 hidu
chinh trung binh (khodng tin cdy 90%) lin lugt 18 97% (B6-110%) vi 95% (86-106%) Vi C s
va AUC . cus pirfemidone (n=12). Dya trén cic két qui nay, khong thiy co bing chimg cho thiy
moi lién quan v womg tic dupe ddng hoc thudc ~ thude giita nintedanib va pirfenidone khi diing
phai hep.

i vei diéu ri IPF, 88c-ILD va cde bénh phii mo ké xo hoa tién trién khde (ILDs) c6 kiéu hinh
Trong mit nghién ciru dirge ddng hoc duoe thidt ké chuyén biy, didu trj déng thési nintedanib véi
bosentan d3 duoge thyre hién trén nguii tinh nguyén khoe manh. Cée ddi nromg tham gia nghién
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ciru duge dang 1 lidu dom nintedanib 150mg trude v sau kha ding lidu da 125mg bosentan 2
Hin/ngay & trang thdi én dinh. Cdc ti 56 hiéu chinh trung binh nhin (khoang tin ciy (CI) 90%) d5i
Vil Cmas ¥ AUCs ctin nintedanib lin et 18 103% (86-124%) vi 99% (91-107%) (n=13), cho
thiy ding dong thin nintedanib véi bosentan khéng ldm thay dbi dirge djng hoc coa nintedanib,
Sir dung ddng thir véi thude trinh thai hormone didmg ufng

Trong mét nghién ciru dioe ddng hoe dwge thidt ké chuyén biét, bénh nhin nit bénh phdi mé ke
@6 %ev cimg bl hé thimg duoc udng mat lidu dom thude tranh thai phit hop 30pg ethinylestradiol

va 150pg levonorgestrel trirde va sau khi udng nintedanib 150mg 2 ﬁn-’ngg'ly tromg it nhat 10 ngiy.
Céc ti sd hiéu chinh trung binh nhan (khodng tin ey (CT) 90%) Vin hugt 1a 117% (108-127%;: Cou)
va 101% (93-111%; AUCese) doi vioi cthinylestradiol va 101% (90-113%; Com) va 96% (91-
102%; AUCs.) ddi voi levonorgestrel {n=13), cho thiy diing ddng thivi nintedanib khéng ¢ inh
hirémg ding ké dén nong 46 huyét tuomg cia ethinylestradiol vi levonorgestrel,

Khd ning tuomg tae thude — thude

Chuven hoa

Tuong tic thuoe - thudc gilta nintedanib va cic chit nén ciia CYP, cic chat irc ché CYP, hodc chit
gdy cam img CYP duge cho 13 s& khing xiy ra, vi nintedanib, BIBF 1202 va BIBF 1202
glucuronide khéng (e ché hodic kich thich cic enzym CY P trong cic thir nghiém tién lim sang va
nintedanib cling khang duge chuyén hia biri cde enzym CYP & mit e 46 ding ké.

Vin chuven

Nintedanib 14 mot chit nén cda P-gp. Ve khi ning twong tic cia nintedanib vai chdt vin chuyén
iy, xem muc Fuwong tde. heomg by cia thudc. Nintedanib ducge chimg minh khdng phai kd mdt
chit nén hodic chat irc ché OATP-181, OATP-1B3, OATP-2B1, OCT-2 hojde MRP-2 trén in vitro,
Nintedanib ciing khéng phai 12 mdt clidt nén ciia BCRP. Chi ghi nhin dwoc kha ning irc ché kém
OCT-1, BCRP va P-gp trén in vitre mi diéu ndy dwoe xem li it o ¥ nghia lim sing. Ghi nhin nay
eting dp dyung trong tyr cho mintedanib ven van trd 1 mt co chét ciia OCT-1.

QUY CACH PONG GOI
Hop 06 vi % 10 vién nang kém t& hedng din sir dung

PIEL KIEN BAO QUAN
Bao quan & nhiét 46 dudi 30°C, noi khd rdo va trdnh dnh sing. -
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HAN DUNG
24 thing ké tir ngdy sin xual

TIEL CHUAN CHAT LUQNG:
Tiéu chuin co so.

CO SO SAN XUAT

INTAS PHARMACEUTICALS LTD.

Dija chi: Plot No.- 5 to 14, Pharmez. Near Village Matoda, Tal — Sanand, Dist- Ahmedabad,
Gujarat, India.
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