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Rx
OFEV®

THUOC NAY CHI DUNG THEO BON T
PE XA TAM TAY TRE EM
POC KY HUGONG DAN SUDUNG TR

Thinh Ii!h,l.l“ ciing thire thudc
Vhanh phin hoal chdi;

Vién nang mém 100 mg: 1 vién nang chia 100
1204 mig nintedanib esilare. .
Vién nang mém 150 myg: | vién nang chia 150 myg nintedanib bazw ur do twomg dmg von
| 8006 mg nintedanb esilate,

intedanib bazo by do nrong (mg vo

Thnh phidn t4 dugre. f

1.8 nang: Triglycerid chudi trung binh, chit béo eimg, soya lecithin (F321) o

Vo nang: Gelatine, glyeerol 83 %, titan dioxid (E171), oxid st do (E172), oxrd sal ving
(E172), muc den (Opacode)

Mure den; Shellac glaze, oxid sit den (E172), propylen glycol (E1320)

hgn_'auéi 4
Vién nang mem i

Vién nang mém 100mg; Vién nang gelatin mém, hinh thudn, méu qué déo, dyc, mit mit in
mife den hidu tuong edng 1y Boehringer Ingelheim va “1007, chira hin dich nhét miu vang
Sang.

Vién nang mém 150mg: Vién nang gelatin mérm, hinh thudn, méiu ndu, dec, mdt mit in mue
den bidu tuomg cdng ty Bochringer Inpelheim va * 1507, chim hén dich nhér mau ving sng.

Chidinh

OFEV™ duge chi dinh dimg két hop vori docetaxel d@ didu tri bénh nhin ung tha phoi khong
€ bito nhd (NSCLO) tai chi tién iricn, di cin hofic NSCLC tai phat 1 ung thur bieu md tuyen
theo md hoe sau khi 43 diéu trj bude mit bing hoa i liguw

OFEV® duge chi dinh difu tr binh xe hod phdi iy phis (IPF) va lim gidm tién trién bénh,

Licu diing, cich dun ;

Vién nang OFEY" duge dimg dudng uong, nén ding ciing vi&i thie an, nudt aguyén vién
thude vin muoc, va khing nén nhai hay nghién ndt vién thude, A i
Méu quén mét lidu OFEV™ (ki nén tidp e ding litu d¢ nghi vao thii diém udmg thude ke
tidp. Méu quén ubng mét licu, khing nén cho bénh nhén ubng licu bd sung,

Déi v didu ri NSCLC:

Bridu tef véi OFEV® nén durgre bt diu va dupe piam sat béd mon bic s co kinh nghigém wong
vide st dung cac trj héu chimg ung thr,

Ve ligu hgmg, cach ding, va cdch chinh liéu docetasel, xin vui long tham Khio thdag tin sin
pham docetaxel twong img,

Lida khuvén can ola ﬂFE'VC_" 14 200 mg hai bin mdi ngdy, cheh nhau khoang 12 gicr, vao agay
2 dén ngay 21 cua chu ki dicu trj chuan 21 ngdy vii docetaxel,

FEN =L T Fogra § of 30
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Khiing durge dung OFEN® trong cimg mt ngay diing hos trj ligu docetaxel (= ngay 1),
Khiing duroe virot qui liéu thi da dé nghi mdi ngdy 1a 400 mg.

Bénh nhin ed thé tifp we didu i v OFEV® sau khi ngimg docetaxel khi vin con e duge
leri fch lim sang hodic cho dén khi xay ra dje tinh khdng chip nhin duge.

Exci ikt iy tri IPF: | o

Nén khoi diu didu i voi OFEYY bai cdc bde s§ ¢b kinh nghigm treng chin dodn va ditu tr

LPF.

Lidu dimg khuydn cho cia OFEV® la |50 mg hai lan mi ngdy ding cdch nhan khodng 12

gidr,

Khéne nén vuet qua ligu ding 1hi da hang ngay 13 300 me, D
i

Chinh Lidu 2

Ddi vii dfidu gri NSCLC: |

B quan I¥ edc tée dung phy (xem Bang 1 va I), bién phdp ddu tién la nén am ngl.m,i= ‘.“.-E” iri

véi OFEV® cho dén khi phan tng bit loi i rét da duge hbi phue dén mire cho phép tiep e

didu tri (v A5 1 hajic mire ban dau). Co thé ding [ai DI_T'E viri Iieuzflﬁ_guf:m. Iihqy::n c0

mbi budre chinh lidn khodang 100 me méi ngdy (tic 13 gidm 50 mg moi liéu} dua trén sy an

todn va khi ning dung nap cia moi e the nhur mi 1 trong Bing 1 va Bang 2.

Trong tradmg hop cac phan ¥ng bat loi vin kép dai nghia 14 Khi bénh nhan khong dung nap
liéu 100 mg haiﬁign moi ngiy, thi phai ngimg diéu tri bang OFEV*,

Trong wruimg hop od sy tang od oét cae chi st men aspartate aminotransferase (AST) / alanine
aminotransterase (ALT) = 3 Hin gidd han binh thudmg trén (ULN) két hop vén lang tnhn!hm
tdn phin > 2 lan ULN vi alkaline phosphatase ALK < 2 lan ULN (xem Bﬁng. 2}, nén ngimg
didu 1 vai OFEV®, Nén chim dit vinh viln difu trj véi OFEV®, uir khi phat hién do
nguvén nhin khac.

Bang 1- Khuyén cdo chink licu cho OFEVY trong wrutmg hop tiéu chéy, ndn v cic phin |5m|._T_
bt lori 1ién quan hede khong 1ién quan dén huyet hoo trir traoemg hep ting men gan (xem Bing
2)

" Phin img bit lgi CTCAE® Chinh lién

Tiéu chay twong dwong dg 2 hon 7 ngdy lién
‘e e 4 Ié ' !ﬁ -- "hé_ I
ticp maec di diéu tr] chang ticu chay

HOAC
[idu chiy > 48 3 mie di didu trf ching téu
chiny *#

| Non ** =462 Sau kki ngimg thude va hii phue vé dd |

VAHOAC . . hofie mirc ban diy, gidm lidu tir 200 mg hai
Budn ndn > 86 3 mic da diéu i ching | lén mdi ngiy dén 150 mg hai lin moi ngdy
ndn** vil - néu xem xét can thict phai giam licu

Fin hai - tir 150 mg hai lin mdi npdy odn
100 mg hai 1an mai ngiy.

[I_Phé.n (g bt loi khac lién guan hodie khéng |

FEF I Lek Py Hape Ty 30
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[Tién quan dén huyét hoe vai mue dd > 06 2 l| ] : =
+CTCAE: Commen Terminnlogy Criteria for Adverse Lvents {Tieu chuén thugt nglr chung
cho cfic bién ¢é bt lgi)

#* cling xem muyc Cink bio wi thin frong khi ding thilc W

Ring 1: Khuyin cho chinh liku OFEY" (nintedanib) trong trrome, hop 18ng AST varhodic

ALT va bilirubin

“Tang AST / ALT va bilirubin Chinh li¢u ) ——
Thng cac gif tri AST vihoge ALT g =25 | Sau khi ngimg thuce vi ;I:.’iu gifi 1ry men
A LN két hop v tang bilirubin todn plin | transaminase khii phye ve mire < 1.5 lin |

i = 1.5 lin UTLN ULN két hgp v bilirubin v mic binh
kerdc thuimg, giam lidu tie 200 mg hai lin mf:ni |
Tang clic gia tri AST vivhoje ALT 1 > 5 ngdy dén 150 mg hai 1o méi nghy va - néu |
lin ULN xem xét cin thigt phai gidm lieu lan bai - ir
150 mg hai 1in mbi ngy con 100 mg hai 1
M mpdy. II

Tang cic gid 1 AST vahode ALT w1 >3 | Nén Cim it dikw 1] vinh viEn voi OFEV', |

tin ULN két hop vin ting bilirubin todn phin | trir khi phat hign do nguyén nhin khac |
i = 2 U ULN v ALKP < 2 lin ULN
o

AST: Aspartate aminotransferase; ALT: Alanine aminotransferase;
ALKP: Alkaline phosphatase; ULN: Lipper fimit normal (Gidi han bink thuomg trén)

16 v digu i IPE:

Ngodi vige dieu tri tri¢u chimg thém néu clin, kibm soit cde tic dung phy (xem muc Cinl bio
wit thiin trong ki ding thuic, Tie dyng Khang mong b cia thudc) oia OFEV® cé the
bao gom vige gism liéu ding va ngung tam this cho dén khi phin (mg bat lgi cu the &3 hai
phye dén mize diy cho phep tiep tue didu iri. Didu trj vi OFEY" ¢6 thé lai tidp e vori Tidu
binh thuomg (150 mg hai lin moi ngav) hofe lidu gidm (100 mg hai lan méi ngay). Néu mit
hénh nhin khing dung ngp vai {iky 100 myg hai o mBi ngdy, nén ngimg dicu tn v OFEV".

Trong tnrémg hop ngimg didu i do tAng men transaminase (AST hodc ALT) = 3 lan ULN,
khi men transaminase trdrvé giéi han an diu, c6 th bat dau dieu trj lai 61 OFEV" i lidu
binh thuémg (130 mg bai lin mbi ngiy) hode vai liew giam (100 mg hai lin mot ngdy ), sau do
¢t thé tang 1en litu binh thudng (150 mg hai lin mit ngdy). (xem mye Cink bio va thin
trong khi ding thude, Tac dung khong mong muiin ciia thudc),

QI.IAII. thé die bigi

Tréem

{nh an todn va hi¢u gua cua OFEV?® & binh nhi chira duee nghidn e trong cdc thir nghiém
fim sang,

Bénh phin cag ];ﬁ'_i__{;": 65 (uai)

Khéing ghi nhan thiy et syg kh#u;:: gt ng thé 1-*@'.'“ tinh an todn v higu qué & bénh ohin cao
Ui s véi bénh nhdn dudi 65 ok, Khing cin diéu chinh lidu khii diu theo twdi e cha binh
nhdn (xem muc e tinh diege ding hpe).

GEEF IRL PN Frpe 38 AR
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Dhga trén phin tich duge djng hoe guan thé (-PK), khtng cén chinh lidu OFEV" rrure khi
ding (xem myuc Didc tinh duwgc ding hpe), D lidu an loan trén bénh nhin da den con kan
chi.

Trong luong oo Ui : N . _
Dvya trén phin tich duge ding hoe quin thé (-PK), khimg cdn chinh lidu OFEV" muve khi
dling (xem muc Dge fink dugc ding hge).

Suy {hin

Duéi 1% lién dom nintedanib duge bii it qua thin (xem muc Bje finh duge diing hye).
Khang cn thiét chinh lidu khii dau & bénh nhan suy thin nhe dén trung binh. Chira nghica
ciiu tnh an todn, higy qua, va dege ding hoc ciia nintedanib @ nhimg bénh nhiin suy thén
nang (di thanh thai creatinin < 30 mL/phut). IP
M
Suy gan - -
Nintedanib duge thii trir chil yéu qua duimg my' phin (= 90%). MNing d thude trong oo the
lang 1én & bénh nhin suy gan iChild Pugh A, Child Pugh B xem muc Dic timh depe ding
fric ),

Chua nghién cfu tinh an todn, hifu qui eda nintedanib & nhimg bénh nhin by suy gan mi
Child Pugh B va C. Khing khuyén cao ding OFEV® & didu 1 cho nhimg bénh nhan suy
gan trung binh (Child Pogh B) va ning {Child Pugh C), xem mue Bje tinh dirgre ditmg hpe

By veri diéy i NSCLC: . _ _
Dua trén dit liéu ldm sang, khdng cin didu chinh liéw khéi dau o bénh nhan suy gan nhg
{Child Pugh A, xem myc Canh o va thin frong ki ding thuic).

B v didu iri IPF: 1 ‘ o
0} bénh nhan suy gan nhe (Child Pugh A), li2u khuyen cio cla OFEVY 14 100 mg hai lin moi
ngay cach nhau khodng 12 gid.

¢} bénh nhin suy gan nhe (Child Pugh A), nén xem ¢t tam ngimg hoje dimg hin dicu tri 48
kigm sedt 1ac dung phu

Chiing chi dinh

Chéng chi dinh ding OFEV" & bioh nhin i biét min cam voi nimedanib, lue, diu ni
hodic bét ki th duge ndo cia thue (xem muc Tidnk phin cong thire thude) 3
Chbing chi dink ding OFEY* trong thal ky (xem mus Khd ming sink sin, thai kp vi chd con
b

D) e didy tri NSCLS: .
Déi woi cdc chong chi dinh cia docetaxel, xin vui long tham khio thing tin sén pham
docotaxe] uomg img.

Canh bdo vi thin tron
Rii loan tigu hoa

i diimg thuin

2] 13'5':_'@§ar i NSCILS:

s Tidu chay

OFET 0L Pape & ol W
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Tiéu chay 1 bién ci dwomg tiéu héa dwqe bio cio thurémg xuyén nhat va xuit hign
trong mbi quan hé chat chi vé thii gian vii vite ding docetaxel (xem mye Tde dung
klifng mong midn cog thudc). Trong thir nghi¢m [&m sang LUME-Lung | (xem mic
Thar nghigm lim sang), phiin 16m bénh nhin e6 tidu chay nhe dén trumg binh. 6,3% 50
hénh nhin bi tiéu chity = & 3 trong didy trj phéi hop so v6i 3,6% bénh ahin duge don
i ligu vini docetaxel. Cain didu tri tiéy chay khi co cic diit hifu dau tién bang cach bu
murtre day di va dimg cic thude chong ticu chay nhu joperamis, vi o thé phai tam
ngimg, giam lifu hode ngime bin T ligu v OFEV" (xem mye Lidu lirgmg, cdch

dimng).
»  Budn ndn va nen

Budn nidn vi non, da phan i mie 4§ nhe Aén trung hinh, |4 nhimg bidn cth ngow ¥
duirg tiéw hod dure bao cho thubmg xuyén it (xem mye Tic dung kidng mong
mudn cia thube). Néu nhy cic wrigw chimg kéo di diy d& dugre cham soe héi try thich
o (bac zhm ﬁigu (r c11rf'm_u, nén}, o thé can piam licw, @m ngimg, hode ngimg hin irj

ligu OFEV® (xem mue Liéu lwgng, cdch ding),

Trong truimg hop il e, edn wuyen dich v cde :héi Jién gidi. Phai theo doi nong 4 cdc
chit dién gidd trong huyét Womg néu xdy ra cde hidn oo ngoai ¥ tidu hoa khic ob lién guan.

i v diéu i IPE: 'p,,]
o Tidu chy E

Trong cde thir nghigm NPULSIS (xem muc Ther nghigm lim sang), tiéu ch
¢b duimg tidu hoa dugc bio cio thuimg xuyén nhil, Wong mg 13 62.4% 50 v

fy 13 hién
ai 18.4%

& nhirng bénh nhin diéu iri voi OFEY” so vii gid duge (xem muc Tdc dung khing
mong meaon cia th uire). O hin hét cae bénh nhin, bién ¢ ndy co mie d¢ Ll nhe dén
trung binh i xudt hién trong 3 thang dau didu trf, Titu chay dén dén phai giam lxéu

trén 10, 7% !:;-Enh ahdin vi ngimg i dung nintedanib & 4,4% bnh nhin,
Ciin phai diéu 1 tiéu chay khi cd cac diu hién diu tién bing cach bl
ditng thudle chdng tiéu chiy, vi du loperamid, va €0 thé phdi ngimg diéu i, CO the

nude day di va

didn tr 1o g viri OFEV® vést liéu giam (100 mg hai lin moi ngay) hode v liéu binh

thurtmge (130 mg hai [&an méi ngiy). Nén ngimg sir dung OFEV" trong trudmg hop tidu

chay nang, dei ding mac di da diéu trj trién chimg,

& Duon nin v min

Budn pdn va nin 14 ahing bitn ¢ nEodl ¥ duquj:-ﬁ{'r can thutmg xuyen nhit | Kem misc
Tdc dung khing meng mudn cia thaie). (7 hiu hét hénh nhin bi ndn vd buoo nin
v mire dd 1a nhy dén trung binh, Bubn ndn din dén phai ngimg sit dyng nintedanib &

3 (1% binh nihdn. Non din dén phii ngimg sir dung & 0,8% bénh nheiir

i thé phai gidm lidu hode ngimg didu tri néu cdc rigu chimy dai diing mic do 48 dp
dung bign phip didu tri b tre thich hop (k& ch didu trf v thuic chéng non), C6 the
riep tge dicu tr v liéy gigm {100 mg hai lin mdi ngay) holic voi lidn dimg binh
thudmg (150 mg hai lin mdi ngay). Nén ngimg s dyng OFEY™ trong nhimg treimg

i céc trigu chimg ndng, doi déng.
Tidu chiy vé nin cd thé din dén mit nude v/ hoje mit odn bing dign giai

Giam bach cdu trung tinh v ohim tring huyvet

D)t v fidu tri NSCLC:

Ce EV PR-EPEEN
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Thn sudt giam bach chiu trung tinh theo CTCAE > do 3 duge ghi nhin cao hem & nhimg il
nhén diéu trf OFEV" két hop voi docetexel so veri diom tri ligu docetaxel. Cac bién chimg tiép
then nhu nhiém trimg huyét kode giam bach cdu trung tinh ¢d sot clmg xay ra.

n theo 431 cong thire miu trong sudt thi gian diku tri . diic hiét trong thir gian didu uri ket
hgp vii docetaxel. Vige theo disi cang thie mén thuimg xuyén phii thye hign tr khi bt dau
mibi chu trinh didu tri va guanh thid didm chng thie mau & mire thip nhit (nadir) vir bénh
nhin dang diéu tr] nintedanib két hop vii docetaxel va khi co chi dinh lam sang sau khi ditu
tri dot phéi hom cudi cung,

Chirg ndng gon

Tinh an todn va higu qué cia OFEV" chua duge nghién clu & nhimg bénh nhin bi suy pan
trung binh (Child Pugh B) hofe niing (Child Pugh ). Do db, khing khuyén cio trj ligu
OFFV" & nhimp bénh nhdn niy (xcm mye B tinh dwge dfng hpe),

Bl weri eligu tri NSCLCC 1‘;[

Do nrmg 4o thude trong corthié ting 1&n & bénh nhén suy gan nhe, nguy co ity ra tie dyng phy
o6 thé ting 180 (Child Pugh A, xem muc Liédu hegng, cdch ding).

B ghi nhin dwge e trudmg hgp ton thureme gan do thude khi dida trj v&i nintedanio.

Sir dyng nintedanib thirdmg kém theo ting ¢dc men gan (ALT, AST , ALKP (alkalin
phosphathase)), gamma-glutamylransferase (GGT) vi bilirubin, Sy gia ting nay i the ha
phpc trong da sb trwimg hop.

Beénh nhin nir va chiu A ef nguy corting ce men gan cao hom.

Nang di nintedanib 1ang wyén tinh v tudi bénh nhin, trong quan nghich v cin ndng o
thé din dén nguy ¢o cao hon ting men gan (Xem muc Dic tinh duge ding hoc). Khuven cdo
gidm sat et ché & nhimg bénh nhin c0 cac yéu th nguy cur nay.

Chn kiém tra ndng dé cdc men transamiriase, ALKP va bilirubin trde khi bit diu dita tri ket
hop OFEV® v docetaxel. Phil theo dai cée gid trj niy khi cd chi dinh lam sang hodc theo
ddi djmr:g tromg suit thén gian diéu tri, tire 1a trong giai doan két hyp vii doceraxel tai lée
hit dau m&i chu trinh dié i va hing théng, trong truomg hop tiép tac ding OFEY" nhur la
dern ri 1ieu sau khi 43 ngimg docetaxel.

Néu cae men gan lién quan tang, co thé phai tgm ngimg thude, giam litu hodic dimg dieu
visi OFEVY ixem muc Lidw lwgng, cdch ding /Bang 2). Chin phai tim cdc nguyén nhan khic
gy tang men gan vi e gidi phip heong (mg neu cin

Néu et sir thay ddi rd 8t cde gid tf men gan (AST/ALT tang = 3 lin TN két hop v tang
bifirubin > 2 lin ULN vi ALKP <2 lin ULN, nén tam ngimg ditu 1ri voi OFEY". Mén chim
dirt vinh viln diéu tri v&i OFEVY, trir khi phit hign do npuvén nhan khac (xem muc Litu
lewmg, cach ding /Bing 21

E1 v ddidu i i s

Do néng df thude trong oo {hé thng lén & bénh nhin suy gan nhe, nguy oo Ay ra tae dung phy
ed (hit ting l&n (Child Pugn A). Bénh nhin suy pan nhe (Chald Pugh A) nén durge didu ir|
gidm lidu OFEV”, xem myc Lidu legrng, cdeh ding va Bic tink duye ding hypc)

D3 ghi nhjin duge che trudmg hop Wn thoong gan dio thude khi didu trj vod nintedanib.

Sir dung nintedanil di kem vii vige Hng cac men gan (ALT, AST, ALKP, pamma-ghutamyl-
transferase (GGTY) va bilirubin, Tang men wansaminase 14 thusin nghich khi giam liéy hodc

OFER JLPLIY Faper & of 40
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fam ngimg didu tri. Nén xét nghifm men fransaminase gan vd ndng 48 bilirubin trude khi
khai diiy didu trf vl OFEV®, v sau do kiém tra dinh kj (vi dy tai méi lan thiam kham bénh
nhin) hode kha dugre chi dinh 1&m sang. .

Bénh nhéin cd ¢dn ning thip (< 65 kg), binh nhin ni, chau A o nguy coEng men gan cao
b,

Néng 45 nintedanib ting tuyén tinh véi twdi bénh nhin ¢ thé din dén nguy co ting men gan
cao hom ( xem muc D tink dupe ding hpc)
H.hu;-‘él'l cdo gidm sat chit che o nhimg hénh nhin ¢o cac ;ﬂi.u 10 Mgy CO niy

éi men transaminase (AST hofic ALT) ting > 3 lin gidi han binh thutmg trén (ULN),
Khuyén céo gitm lidu hoge ngimg didu rj véi OFEV” vi nén thea déi chit chZ bénh nhan.
Khi cic men transaminase w0 ve gig tri ban dau, ob the ting trd lgi lidu hinh thuimg (150 mg
hai Lin m3i ngay) hotic bit dio didu i lai vai OFEV® vin lidu gidm (100 mg hai 1in mdi
nghy) vt sau 4o b thé ting 1én fiéu binh thikmg (oem muc Lidu fugng, cich dieng/Lidu ding
khuayén caa), Néu kiém tra thity sir timg men gan ¢b kém thém cie trigu chomg lam sin haode
che dau hidu tén throng gan, nhu vang da, phii chim dit vinh vién dieu te voi OFEY". Can
wem xét cae npuyén nhin khac diin 16 ting men gan.

st huyet rFH

EYGT webi ¢ tén iri NSCLC:

ITe ché VEGFR c¢é thé kém theo ting mguy co xuat huyét. Trong thir nghifm lim sang
(LUME-Lung 1) véi OFEV®, tin suft xudt huydt & ci 2 nhom diéu trj la tromg ty nhaw. Chay
mébu cam nhe dén trung binh 13 h'u?n e wuAt hiyet thurimg xay ra nhit, Khing o bdo cao vie
sy mét cin hang trén duimg hi hap hode sudt huyét gy tir vong hay xuat huyét trong nao.
Cic bitn cb xudl huyél chi véu din dén tir vong cé lién quan dén khii u.

Trong piai dogn sau luu hanh, dE quan sat thiy nhiing bien ef xudt huyét nghiém trgng va
khimg nghitm trong, mit sb trong 46 din dén tir vong, O bénh nhin dil tmg xdy ra bidn cd
xudt huyet mie dd 34, nén dinh gid can thin loi ich/nguy co khi tiep tue digu tri vai OFFY"
vi c6 thé xem xét dimg didu irj v OFEV", Néu tidp te ditu i voi OFEV", khuyén cio
giam lidu hing ngay (xem myc Lidu ding, cich dimg/Bangl)

Bénh nhin bj chay miu phéi gin diy (> 2,5 mL mau dé o) cling abnr bénh nhin cb khiil 1 d
frung tam voi bang chimg x&m lan i ché cdc mach méu lén rén X quang hoje biing chimg
khoi u tao hang hoje khii 1 hoai tir trén X quang duge logi wir khoi cae thir nghi¢m lam sing.
Dio 46, khivén can khing didu trj OFEV® cho nhimg bénh nhan nay,
o [hcdn ndn
o Di o nio 6m dink
Thn susit xudr hu‘{:t_nﬁn khéng Ling & bgnh nhin ¢b di can nfo 4 duee diu irj thich
dimg triefre ma vdn om dinh = 4 mdn trwde khi bt diu didu tri viri OFEV", Tuy nhién,
clin theo dii chit ch@ cac ddu ki¢u v wigu chimg xudt huyét nfo & nhitng bénh thin
rsay.
o Di cdin ndo fién rign
Bénh nhin cd di cin ndo tién trién bi logi trir khol cic (hir nghiém im sang va khing
dircrz khuyén céio didu irj bing OFEVY,
Chun o6 siin dif liéu v& nhimg bénh nhin ed khuynh huimg di chay mdu do di truyen hoge
bénh nhin dii nhin mbt lidu uﬁ}- dit tr lidu chong déng miu wrudc khi bat dau didu try vin
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OFEY" Khing thiy b s Hing thn sufit xult huvét & nhimg bénh nhin dang ding heparin
lgmg phan wr thip hojc acid acetylsalicylic lién thap dii han. Iﬂénh nhin co bien e
huyét khai nghén mach leong qud trinh didw tri vi nhilng ngudi can ding thude chiong
dénp miu vin duge phep tidp tuc ding OFEV® va khng thiy tang (din suft bidn cb xudi
huyet. Cin theo dii thuong xuyén vé sy thay doi théi gian prothrombin, TNR hoge eic dat
®aat hu].-f:x trén LEm sing dbi vai chc bénh nhan ding két hep voi cdc thuée ching dong

ahir warfarin hofe phenprocouman.
[ ver i i [PE: ]

[Tc ché VEGFR ¢ thi kém theo ting nguy &0 chay mau, Trong thir nghigm INPULSIS v
OFEV®, tin suft cic binh nhin gip bien & wuht huyt hoi cao hom @ nhom ding OFEY"
(10,3%) so véi nhom ding %'!ﬁ dure (7.8%). Chay miu cam khang nghiém tmng 1 hien ed
xubt huyt thuimg xay ra nhit. Che bidn of xudt huyst nghiém trong wiy ta véi tan sudt thip
vii promg 1y nhau o hat nhdm (nhém gia duge: 145 nham ding OFEV: %),

\hiing bénh nhin 48 duge bist 13 c6 nguy o cubt huyét hao gém bénh nhin co khuynh
hrdmg d& chay méu do di yruyén hode bénh nhin dang dimg lidu diy dil thude didu tri ching
dong miu khing duge lyga chon vio cac nghién cin NPULSIS. Do dé, chi nén dimg OFE

cho nhimg bénh nhim niy khi loi ich tién lugng vum trii nguy oo tiém tang. Trong giai doan

sau luru hanh, d3 guan sai 1.h~a-: phimg bhién cd xudt huyet nghiém trong va khéng nghiém
wong, Mt 50 rong 4o dlin dén 1 vong.

Cie biéue_ﬁ,m_t&;; huviét khii dong mach

Than trong khi diéu tr mén nhimg hanh nhin ot nguy eo cao bon & tim mach bao gom benh
mach vinh Ja kide Nan xem xét dén vige ngimg thude trén bénk nhin cuht hién cac trigu
chimg hofc dau higu thiéu min co tim cye bo clip.

Dai v diéu tri NSCLC: _ _
Tin suat cie bign b thuyén the huyét khbi déng mach L nhu nhay gilis hai nhim dicu i
trong gisi doan 3 cua nghién ciru 119913 ¢ LUME -Lung 13. Bgnh nhin el liEn i gan ddy
uhéi mi co tim hoje dit guy duge lowgl et khoi nahién el Tuy phién, d thay co s e
i sudt che bidn eo thuyén tic huyet khai dong mach trén bénh nhin Xo hod phii tr phit
(IPF) khi ding don tri liga vdn nintedanib.

D voi didu trl IPF

Bénh nhin o tign sir gan diy bi i méu eo tm hodic At quy. duce loal trie khdi céc thi
nghigm INPULSIS, Cae bidn co thuyén tic huyét khi ding mach dwoe bio cao khimg
ihwdmg xuyén: wen (1.7%% binh nhén o nhonm dung pia dire va 2.3% 0 benh nhdn o nham digu
tri bang nintedanib.

Trong khi cic bién oo npoal ¥ plén anh binh thige miu teén 4 nhyr nhau il nhiom dong
nintedanib va nhom ding gia dirgre thi 1y 1§ hénh nhin b kit mdu co tim 0 nhom ding
nintedanib cag hom (1.0%a) 50 vii mhdam ding gia disge [, 5%a).

Thuyén the huyét khéi finh mach

)31 vl didy iri NSCLL:

Bénh nhin duge Jdiéu 1rj bang -IZ!IFF_‘:'«?"' oh i gia ting negwy oo thuyén thc huyét khoi finh mach
k& ca huyét kndi tinh mach sau, Can theo Ao chal che cac hién c6 thuyén tie huryét khii teén
nhitng bénh nhin ndy, Nén ngimg dung OFEV® & bnh nhin o phan (g thuyen the huyét
kishi finh mach gay de doa tinh mang.
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ﬂh’ i) didu ri IPF: )

Trong cac thir nghiém PNPULSIS, khong guan sat ETﬁ}' sy pia ting nguy co thuyén tae huvét
khéi Ginh mach trén cde bénh ahan duoe didu tri bang ninteduanib. Diga trén co ché tde dung
ciia nintedanib, hénh nhin cd thé bi ting nguy o gip cde bién i thiyén tie hayet khoi.

Thiing dwime tiéy hod . ‘
Diyra trén cor ché the dyng cia aintedanib, bénh ahiin cd the bi tang nguy oo thing duimg tidu

hia.

_"h"di'éu i NSCLC: I%T
Tan sudt thing Juémg tiga hod i ninr nhau gitta ede thém dida tri trong nghtén ciu LUME-
Lung 1. Cén dae biét thén trpng khi difu tri binh nhin co phiu thudt & bung trnde diy hode eo
idn six gAn ddy bi thing tang ring. Do dé, chi nén bit dau ding OFEV jt nhit 4 ton sau
cudc phiiu thugt |dm, bao gé-m phiu thudt 0 bung. Nén ngimg tri ligu OFEV" vinh vién @
nhimg béoh nhin by thing dudmg B b,

D vibi i trf 1P

Trong chc thit nghigm IN PLILSLS, khing quan sét thdy s gia ting nguy co thime duimg tiéu
hod trén cac bénh nhén dupe didu tri bing nintedanib. Céc truémg hop thing diimg tiéu hoa
df dure bdo cio trong giai doan sau luu hanh. Ciin dic bigt thin wong khi didy tri bénh nhin
cfr phiu thuft bung tnrdc diy hode cb tién sit gin ddy bj thung tang rhng, tién sit tnrde day
loét dudmg tiéa hoa, binh ti thin hote ding dbng thr véi thude corticosteroid hoje thdie
NSAIDs. Do do, chi nén bt diu ding OFEV® it nhit 4 tulin sau cude phau thugl lan. o
gom phiu thuit bung, Nén ngimg tri ligu OFE & s witn @ nhitmg bénh nhin bi thung
dwémg tiéu hoa

Cin tri vige Linh vét thirong .

Diya trén co che e dyng fia thudc, nintedanib ¢o thé lam giam qua trinh lanh vt thuong.
Thn sudt chim linh vét thuomg duge ghi nhin khong tng trong che thir nghiém 1m sang.
Khing et nghicn cou nac di durge thire hign dé khao sit anh hudmg coa nintedanib trén vide
link vér thuomg. Do do, dieu tr vai OFEV® chi nén duge bit diu hoje — (rong tromg hop
npimy to phiu thuft- ding fgi dua rién dénh gid |am sing vé viée lanh vit thiremyg thod ding.

Lecithin div nanh
Vien nang mem OFENVT co chira lecithin ddu ninh (xem myc Chéng chi dinlt).

Qin thé de bict

Pl vii didu trf NSCLC:

Trong nghién eiru 1199.13 (LUME-Lung 1), thn sudt gip cdc bién e nghiém trong can b &
himg bénh nhin diéu vl nintedanib va docetaxel ma trpng hogng oo thé nhé hom 50 kp so
v nhitng bénh nhin co legng feomg cor Iht: = 50 kg, tuy nhién 50 luomg bénh nhin co trong
lugmg cor (e nhé hoen 50 kg it. o 46, khuyén cdo theo disi chit ché nhirg bénh nhin co trgng
lwgny cor thé < 50 kg

Khi ning sinh san, thai ki va cho con hi

& nifing S M

D weii diéw i NSCLE
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Diea trén cde nghidn o titn lAm sang, khong co !:rﬁ'r‘:g chimg vé gié:rn khid nang sinh san o
con due. Tir cie nghién cira dic tinh hin cip vi kéo dii, khang co bing chimg cho thiy kha
ndng sinh san & chudt comg cii b1 suy giam o ning do toan thin twong mg v ligu khuyen
cio thi da & npwid (MRHD) 1 200 mg hai 1in mi ngdy.

Dii veri dién i IPF: 1 ,
Dia trén cic nghién cir tidn Ldm sang, khong cd bang chimg vé giam kha niing sinh sin &
con dye. Tir ede nghién ciu dje tinh ban clip va kéo dii, khong cd bang chimg cho thiy kha
ning sinh sdn & chudt cong cdi bi suy giam o néng d§ toan thin trmg (mg vii 1i€u khuyén
cio t6i da & ngudi (MRITT) la 150 mg hai ldn i nghy. N

e
Trénh thai

Phu rit co khid ning mang thai dang didu trj véi OFEV" nén duye tu viin dé air dung bidn
phdp tranh thai phi hap trong va it nhdt 3 thing sau khi ding ligu OFEY" cubi cing, Mén
khuvén phy nit ¢i kha niing mang thai tranh co thai trong khi dang diéu tri voi OFEY".

Khéng cd thing tin vé vide sir dyng OFEV" & phu nl co thai, nhumg cée nghito ciru ticn lim
siing trén ddmg vt da cho thay dée tinh ciia thude trén kha nang sinh 5an {xen: muye Exjc rinlkt ).
(o nintedanib cing ¢o thé gdy hai 1&n thai & ngui, khong duge ding thute nay trong khi
mang thai vi phii xét nghidm thir thai L ohit |4 truedre khi didu trj vl OFEV™.

Bignk nhin ol can e I van dé thing béo cho bde st hode divrge 7 clia ho néw oo thai wrong
khi didu tri v&i OFEY™,
Méu bétth nhin co thai treng rong khi ding OFEV®, bénh nhin :an due thing bio ve nhing

misi nguy higm tiém dn di vai thai nhi. Nén xem xét vige ngimg didu tri.

Cho gon b

Khéng co théng tin vt gy bl et nintedanib va cac chilt chuyén hoa vao trong sTa ngudi me.
Cic nghién el tién lim sing cho thiy mit lugme nhi nintedanib va cac chit chuven hda coa
ni (< 0,5 % lidu dimeg) duge bii tist trong stta ol chudit mg.

Khong thé logi trr nguy cir cho ré 5o sinh! tré nhd, V1 vy, nén ngimg cho con by trong khi
difu 1 viri OFEV™,

Foi v Qie':u pri WSCLL

Ve thing tin cds docetaxel 1idn quan dén kbt nAng sinh san, thai ky va che con b, ®in wui
iong tham khio théng lin san pham docaraxel twoUng Umi.

Anh hwing cos thufc lén_khi nfing ldi xe, vin hanh miy mog
Chua thye hign nghién i v the dhng cia thudc 1&n kha ning i xc va vin hinh mﬁg M.

Nén T;;ilyﬂn bénh nhin phai thin trong khi lai xe hode sir dyng may moe trong khi diéu i Vi
OFEV",

Twomg [Ac cia thnﬂ’l
P-glycoprotein (P-gp)

Nintedamb Iirm::n chéit nén cia Pagp (xem mye Bge tink duye ding "’.""-"]'- Trong mot nghién
ctry chuyén vé tromg e thude - thude, vide st dung dong thivi vai chit ire ché manh P-gp ld
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ketosonazel di lim ting atng d6 nintedanib dén 161 140 dya wén AUC v 183 Vin dua trén
AT

Trong mit tghién ciu oomg tie thude - thishe vl chit cam (mg manh P-gp la rifampicit,
ong di mintedanib 43 giam xubng con 30,3% dya trén AUC va 60,3% dya wén A T
dimng ddmg thid van rifampicin so voi khi ding mit minh rintedanib.

Néu ding chung v OFEV", ¢ chit e ché manh P-gp (nbir  ketoconazol hoic
erythromycin) €0 thé tam 1ang nong df nintedanib. Trong truomg hgp ndy, in theo ddi bgnh
nhan chil ch# ve khi png dung nap nintedanih, Co the yéu ciu gm ngimg, giam licu bl

npimg hin tr) igw OFEVY & ki¢m scdl cic the dung phuy (xem muc Lidu liegmg, cihcl dieng).

Cdc chit cim ng manh F-gp { pimr Tifampicin, carbamazepin, phenytoin, vii thao duge St
John) ed the lam pidm ning 49 nintedanib, Nén xem xét 1o vige thay thé cac thude nay bing

cac thuse khang giy cim imp P-gp hodc gay cam g & mie o thiéu khi dimg dbng thii v
OFEV. [3"1
K huyeén cio ding OFEV® cing viri thize &n (xem mye Bge tinh duge diing Ipe).

Che men Cylos :

Chi c& mit lueme nhd nintedanib duoc ehuyén hoa sinh hoc qua can duimg CYP. Nintedznib
vi cic et chuyin hba cia no 13 BIBF 1202 e acid ty do vA dang phic hop glucoronide
ciia nG 13 BIBF 1202 -glucuronide déu kheng e ché hoje gly cam (ng cic men CYT trong
cde nghién el tico lam shng (xem mye Bge timd diegre ding hpe). Do dé, kha ning wong Lic
e - thufc cia mintedanib dia trén sy chuyén hiba qua CYP duge col B thap.

Sir dung dong thixi v che thube khic :
Khi ning nintedanib tuong the vt cac thude tranh thasi chira néi et 18 chu duge nghién oo,

D v it trf NSCLE,
Vige ditng nintedanib clmg vii docetaxel (75 mg /m®) khing lam thay dii dugre djng hoc cua
ch hai thudic dén mot mire 4§ c& ¥ nghia.

Tuomg ky cua tth‘
Khing ap dung

Tic dung Khing mong mgén cila thyit

Tim til h s vé tinh an todn
Pé quin 1y cic phan (ma hit Yoi chon lpe, cling ain vui lng xem mus Cinh hdo va thin
trong ki ditng flemide.

0¥ liéu ve tinh an lodn dugs cung cip sau ddy 13 dra trén nghicn cina then chit irén oan cilu
giai doan 3, o0 m3 s0 14 1199.13 (LUME - Lung 1) véi thigt & mi doi, nofu nhidn, so sanh i
lidn nilntr:dapih kit hop docetaxe] vii gia diroe két hop docetaxel & biénh nhin cd NSU LC
ch® tién trién, hojc da di ¢an, helc NSCLC @l phidt sau khi diéu trj bude dfin bang hoa tri
liéu, Cac phan (g bt lgi tnrime g3p nhél dfe tnmg cho nintedanib 13 tiéu chay, Eng et gid
urj men gan (ALT va AST) vi nin. Bang 3 cung cip wm it cae phin (g bt leri theo phén
laai hé thong corquan (80O,
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Bang 3; Phén loai tin subt thc dung phy dya trén nhimg

NSCLC 1a ung thu bitu mo wiven thea md hoe

Whitng thujt npir sau diy duing dié Ehi.n :??:} ;&;-:E duﬂhu g‘-té.tn
n = . g P !

bikn (= 1/10), phé bién (= 1/100 &

g (> 1/10 000 dén < 1/1000), rit hidm gp (< 1/10 000, ¢

bién ¢ ngogi ¥ @ nhifing binh nhin

thea thn suft gaip phii: rit phd
(= 1/1000 dén < 1100, higm
hura: bl thn sut (khong thé danh

gidh dyra trén nhimg oo ligu ¢é san). Trong mai rhém tin suat, cde tae dyng phit ducre trinh biy
o this ty e 4 wim frong giam din
Tin suai WAt phi bien Phit bien Khing pho bien
(= 1/10) (= L7100 < 1110} (= 11000 = 1/100) |
FEE cor quan
Nhigm tring va phiém 61 giam  bach ciin
k¥ sinh tring trung tnh 3
Ap-xe
Nhiém triing huyét
Réi loan mau vad be Giam bgeh ciu trung | Gidm lidn cau
bach huvét vk ' (bao ghm sot
giam bach ciu trung ’h_]
| tinh) e |
REL loon chuvén hoa | Gidm ngon micng ML nroe
vi ¢finh duimg Mit can bing dién | Giam céin
| gidi |
" Rii loan hé than kinh Rii logn than kinh
| ngEogl vi ; |
' % - . x T- ——
Roi lo 1 Kudit huyet ~ Thuyén the huyet khoi
tinh maeh
Tang huyét ap
— | = ]
| Raoi loan tigu hoa | Tiguchay Thing duimg téu hoa %
Nén Viém tuy |
Budn nive |
Brau bung .
| ¥iem migng ,I
Roj loan gan mit Tang alanine Tang balirubin méu, Tan thueong gan do |
wrm i notrans ferase, Tang Gamma- thisde
Tang aspartatc glugamy lransferass |
aminctransivrase, |
Tang alkaline |
| phosphatase man |
Chc 1o logn Lrég da vl | Viém  niém  mae % |
md durdi da (bao gom vidm miéng) |
i mén da

1} Xin xem ca thang Un san phim cud docetane]

OFEV I M-EN
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21 Tin suii khing ting wén phing bénh rhin didu ri vai nintedanit phii bgp vin docetaxel o ¥l bénl nhin

didu j biing gidt dugs phdi hrp v docetaxel .
13 Bifn o widm tey d3 dege hio cfio i hitnh nhin ding nintedenib didu 1ri TPF w4 NSCLC, Phin Itm phimg bidn
o iy dirge bio cio & binh ohin [PF

Mii £ cde ric dung khang mong mudn ehpn lpes 4
g

Tiéu chay ) .

Tiéw chiv & xdy ra & 43,4% (= mic 3+6.3%) bénh nhin ung tha hde mé tuyen & nhom ding

nintedanib, Phin lém cic te dung phy xuat hién trong mdi quan hé chit chd vé thid gian vii

vige ding docetaxel. Phin lan bénh nhin hoi phue Lidu chay sau khi dimg didu tri, ding cae

ligu phip ching tiéu chiy vh giam li&u nintedanib

Céc bién phip duge khuyén cdo va didu chinh lidu trong trwomg hop tiéu chay, xin xem Niin
T trong e Cideed bdo vi thin frong Kiei liineg thuvde va muc Lidu dang, cdch divng.,

Tdng men gan vi tdng hilirubin mau

Nhitng tde dung phy Lién guan dén gan xay ra o 42 8% binh nhin dicu trj v&i nintedanib. Xip
xi 1/3 sé bénh nhén ndy gip ede the dung phy lidén quan din pan nang = mirc 4% 1, O nhimg 1
binh nhin cd cae chl sd v gan 1lng cao, viée sir dyng bidu db giam liéu bic thang 4i duge “
thiét 1ap 13 bign phip thich hop vA chi ciin thiét dimg didu trj & 2,2 binh nhin. (3 phin lém

cac bénh nhin, viée thng cdc chi 5o Ve gan la ¢ the hii phyec duroc,

Théng tin v cic nhém bénh nhin die bidt, eac bign phap dugc khuyén cdo va didu chinh lidu

trong trromp hop ting men gan va bilirubin, xin xem Kin luot trong muc Cdnh bdo va thin

trong khi ding thade va mue Lidu ditng, cich ding.

Gidm bach cdu tring finh, sdi giam bach et freng fnh v rhidm tring Freeyidit :

Mhidém trimg huyét va sot giam bach chu trung tinh ¢ duge bio cdo nhu cie bidn chimg cla
giam bach ciu trung tinh, Ty 1€ nhidm tring huvét (1,3 %) va st gidm bach c¢du trung tinh
{7.5%) tdng lén khi didu tri véi nintendanib so viai nhém ding gia dugc. Vige giam sil cong
thite mau trong qua trinh didu tri i quan trong, die bist trong qua trinh diéu tr ket hop v
doceiaxel (wem mue Cinh bio va thin trong khi ding thudc).

Xueit briyét

Trong giai doan sau Ly himb, nhimg bién b xudt huyé ngliém trong va khéng nghiém trong,
mot 50 trong do d{in dén tir vong d duge bdo cao, hao gom nhitmg bénh nhin cd hode khing
ding ligu phap diéu tri chong ding hoje cac thudic e thé giy xuat huyét, Cic t_:iéﬂ ey it
huyét sau hee hinh bao gom nhimg khing gt han trén dudmg tiéu hoa, hé hi hip va cac oo
quan hi thiin kinh trung wong, véi thn sudt hay pip nhat B hé hd hip (xem myc Cank bdo vi
tirdm tromg Kitl dimg ihuitc)

Thung durmg fiéu lhda ]
Dira viw co che 1éc dyng cua thude, thing dwimg tiéu héa co the xay @ o bénh nhan diéu tr]
vivi nintedanin, Tuy nhiée tin sudt bénh nhin xéy ra thing dwimg tidu hoa la thip

R loan than kinh ngogi vi

Roi logn thin kinh ngeai vi cling dge bidt dén xay ra khi didu trj v docetaxel, RHi loan thin
kinh ngoai vi duge bao cio o 16,3% bénh nhiin digu trj voi gid duoc va 19,1% bénh nhin i
trj voi ninfedarmb

By weri dfidue pri 11
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Nintedanib di duge nghién e rong cac thir nghiém lim sing viri 1529 bénh nhin bj xo hoa
phéi 1r phat (IPT), J
Dik ligu vé tinh an tehn duge cung ciip sau ddy 12 dyra trén ha ngghién cinu giai doan 3, v thict
ké ngiu nhién, mil ¢, ¢ kigm chimg biing gié duge trén 1061 bénh nhin, so snh gila nhom
didu tri voi nintedanib 150mg hai lin mdi ngdy voi ohom ding gia dwee trong 52 tuln
(INPULSIS-1 vi INPULSIS-2). ,

Cic bidn b bdt lgi dwoc bio cao thuimg xuyén rhat lién quan den viée ding nintedanib bao
giom tiéu chay, budn nin, non, dau bynp, gidm ngon miéng, gidm can vi thng men gan.

. 1]
Bang 4: Tém it che tac dyng phu phin logi theo tin suft & bénh nhin I[PF P’L’

Nhitng thudt ngif sau diy ding dé phiin logi cac tic dyng phu theo tin sudt gap phat: rit Eﬂuﬂ
bidn (= 1/10), phé bin (2 1/100 dén < 1/10), khing phd bién (= 1/1000 dén < 1/100}, hiem
piip (> 1/10 000 dén < 1/1D00}, &t hibm gip (= /10 000), chua biét tin sufit (khong the dinh
aid dira teén nhimg dir liéu co sdn). Trong mei nhim tan sudt, cde tie dung phy duoe trinh biy
theo thic tr me do trim trgng giam dan

[ Tiin suit Rit phil bin Phi bitn Khong pho bien
(= 171 {= L1100 < 1710} {= 1/1000 = 1/104)
H§ cor quan _
Rof loan mau va he | Giifim tigu cau
bach huyét |
R&i loan chuyén hoa Giam ngon miéng
- vi dinh dulmg . Cridim: cdn
Réi logn mach mau Xudit ayer ™ Tang huyctdp
R loan tidu hoa Tiéu chay Non Viem tiy
Budn ndn
Pau bung
Roi loan gan mit Ting men gan Thng alanine T-Elnl'll'll..tmm gan do
aminotransferase, thude,
Tang asparate Tﬁng, bilirihin man
amingtransferase,
Tang gamina- Thng alkaline
- _ = e gluturnylrranrl‘:_arﬂe | Phosphatsse miu
|1 Thudt ng chi mt nhdm cée bien co ¢ khai nigm y hoo ning hon mdl tinh tryng dom thuin hofe thud nel

tham khao MedDRA _
21 B quan =it thiy nhimg bién el wdl huwét nghigm wong vi khing nghiém Lrong, mést s trong 46 din dén ti
vong trang i doan sau lru hanh

M@ th cde the dyng khing mong mudn chgn loe:

Tidu chay

Tiéu chiv di duge bao cio & 62.4% bénh nhin digu 1r v nintedanih, Bien co duoe bdo cio
ki e &6 nang & 3,3% bénh nlun didu tr vai nintedanib, Hon 273 50 bénh nhin gip tidu chay
bdo cia 1 dung phu ndy bt ddu trong ba thang diu diéu ui. Tidu chiy din dén dimg didu trj
vinh vign xay ra & 4,4% béah nhan; cac bién ed khde ¢ thé kidm sodl bai cde ligu phdp chng
tidu chay, gifim lidy hode tam dimg didu 1 (xem muc Canh bdo v thin frong Kii ding
thudc)

I'idrg men yah

Tang men gan (xem mye Cdnh biig va thdn trong khi ding thude) duee bio cio & 13.6 %
hétnh rhin didu tr] v nintedanib. Tang men gan co the hoi phye duwee vé khing lidn quan dén
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bénh gan b biét} hign ldm sing. Thong tin khic v& cdc nhém bénh nhin dic bigt, cac mén
phiip dupe khuyén cdo va didu chinh lidu trong traimg hop fiu chay va tang men gan, Ain
wem 1in lot trong myc Cindi bio vi thin trong khi diing thude v muc Lidu dimg, cdch
diing.

Thing bdo ngay cho bidc 57 hofe diege 57 nhing phdn iing o6 hat gdp pledi ki ¥ dwng
e,

[
Qus liéu vit chch xur tri '-:Lr
Khiing cé thube gini dic hofie digu tr dje higu khi bi qui ity OFEV™. Litu dom cao nhil cia
nintedanib diroc ding trong el nghién ciu giai doan 1 1a 450 my mdi ngdy mit ldin. Ngodi
ra, ¢t 2 bénh nhdn di ding thoe qud tiky dén mirc 16 da 600 mg hai lin méi ngdy cho dén &
ngiv. Bién cé bl lgi quan sat duge déu phil hop vol h 5o vi tinh an todn 43 duge bidt dén
cia nintecanib, nighfa la tang céc men gan va cic tridu chimg titu hoa, Ca hai bénh nhin déu
i phye khoi nhitng phin img bat loi nay. ;
Trong trwimg hop qud lidu, nén tam ngimg diu trj v bit diu ding cde bign phip hd iy
chung phi hop.

B v dicu tri [PF: . ‘

Trong céc thir nghiém INPULSIS, mit bénh nhdn 43 vo tinh ding lidu 600mg trong wing cong
21 ngdy, Mt bién cf bt loi khéng nzhiém trong (viém mii hong) 43 xiy ra v duge giai
quyét trong thid gian ding sai lidn, khéng thiy xudt hidn bién ¢b nao trong st cae bién co di
dugre bao cdo.

Pac tinh d v hoc
Piic tink dugre leec hpe

Nham thude didu tri: chit ching ung thi - Chét ire ché Tyrosine kinase.
M ATC: LOIXE3

Cor ché tdc dung

D1 v didu tri NSCLC:

Nintedanih 14 mat chit iic ché angiokinase bjc ba ngéin chiin hogt linh cua chc enzym kinase
ciia cde thy thé véu 1 ting tnring n6i md mach mau (VEGER 1-3), thy thé véu 10 tang truimg
¢ ngubn ghe i tidu ciu { PDGFR a v B ) v cdc thy thé véu 18 ting tnrimg nguyéa bao soi
(FGFR 1-3). Mintedanib gdn két canh tranh vao & piin két adenosine triphosphate (ATF) cud
cac thy theé nay vit nghn chiin vige truyen che tin higu n§i bao, diy b qua trinh qu:.lél dinh dén
sir phdt trién v thi tai cOa & bdo ndi mb mach miu cling nhu (& bao xung quanh mach miu
vi 16 héio ¢ rom mach mau. Bén cgnh 40, tyrosing protein kinase giding Fns (Flt) -3, tyrusine
profein kinase diic higu cia lym pho bao (Tek) vi tyrosine-protein kinase Src (3re) cla gen
khdi thuy gy ung thr ciing bi ire ché.

D veli diéw tri 1P . )

Nintedanib 1 mit E:hfﬂ ire ché tyrosing kinase phin tr ahd bao gom we ché thy thé yéu 16 thng
prurimg oo ngudn gie U tidu ciu ( PDGER ) o v B, cac thy the véu td 1ng treimg nguyén bao
soi (FGFR) 1-3 va cac thy thé yu 16 Tang trudmg ngi mo mach miw (YEGFR 1-3). Nintedanib
gan ket canh tranh vao O pin két adenosine triphosphate (ATF) cua e thu theé nay vi ngan
chin viée trivén cac tin hidu ndi bao, div 14 gua trinh quyét dinh dén s phat tricny, ofi trir v
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Hidn ¢di clia nguyén bio soi dai dign cho ca ché chil yeu trong bénh hoc xo hod phii tir phat
(IPF). Ngodi ra, nintedanib cing tee ché Flt-3 kinase, [ ck kinase, Lyn kinase va Src kinasc.

Dt v digw i NSCLC! ET = =
Tang sinh mach méu & whéi 13 ot d4c tinh thiét yéu gop phin tang tneong khéi u, Lién trién
vi o di can va chi wiéu khii phat bon sy héng thich cic yeu t& tign sinh mach (e 14 VEGE
vi BEGF ) do cidc té bao khdi u tié ra de thu hit cae & hao ndi md mach méu cia vit chu
cling i cae 18 bao ngodi mach 4 tap didu kién thujn lgi cho vige cung ciip oxy va nudi
dudmg thing qua hé thong mach mau eia v chi, Trong rés hinh bénh & thir nghigm tién 1im
sang, dom tri 1iéu nintedanid can thigp hiru higu 1én vige hinh thinh va duy tri hé thing mach
miu cia khii u din dén (e che sy phét trién khéi u v lam ngung tré Ty leeng midu & khii u
Dac hidt, vige didu trj khéi u dwoe ghep di ching trong thye nghiém vési nintedanib din dén
piam nhanh mat di mao mach & khaoi w, 1 hio Rouget bao phu mach mau vi sy (et madu &
khai w.

P comg huomg Lir (DCE — MRI) cho thay e dung chéng ting sinh mach cua nintedanib &
nguii. Tie dyng nay di khong i rang phy thude vao lidu, nhung hiu hit cde dip imy quan
sét durore ¢ lidu = 200 mg, Phin tich hoi quy logistic cho thay sy lién hé b y nghia thong ke
gifra tic dyng chong ting sinh mach v nng d6 nintedanib. K& qua DCE - MRI nay 41 due
thiy sau khi uimg lidu chude diu tién 24-48 gitr va duoe duy tri hiode thim chi ting 1¢n sau khi
didu trj lién tye trong nhifu tufin, Khiag cd méi tiromg quan gilta dap tmg DCE - WIRI v kel
qua kich thude tn thuong dich giam didng kd vé mit 1am sang, nhung dap im2 DCE - MRI co
lign quan dén su &n dinh cha binh.

Tac dung duoc hye hoc

Dl wei diéu i 1PF ’ .

Vige hogt hod dong thic tin hi¢u cla FGFR v PDGER i yeu 10 quyét dinh tham gha v sy
phat trién vit di cir et ede nguyén bio sori phoi/ nguyén bao sgi co, cle 1é hdo phin higt trong
bénh Iv xo hda phii ty phit. Hién nay, cac anh hudmg o the eo cua vige ue ché YEGFR trén
hénh 1§ %o hod phii i phit chim dwoc lim sang i hoan todn, O cip 4 phin L, nintedanib
dirge cho B e ché dong thac tin hidu ma qua d 1 trung gian cho s phat trien v it ¢
neuyén bao sol phi bing cach gin vio & pin két sdenosine triphosphate (ATF) cua thy thé
kinuse ndi bio, do da can thigp vao s hoat hod ehéo thing qui qua trinh phosphocy] hod
diong cun cac thy the dong nhy phan, Lrén in vifro, cie thy thé mye ticu bi e che hiri
nintedanib & ndoy di thip mie nana, Teén ¢de ngu &n hio ot phoi coa hénh nhin bj xe hos
phéi tu phat. nintedanib e chd sy tiing sinh cac t€ bio dirge Lich thich boi PDGE, FGE va
VEGE v cac wia i ECsg omg tmig 13 11 nmob/L: 5.5 nmol/L va nho hon I amol/L. U ning
4 gifta 100 var 1000 nnolfL, mintedanib clng we ché syt i trit nguyén bao s¢i do PDGE, FGE
v VEGE v (e ché sir bién ddi nguyén bio s thank cae nguyén bao goi oo oo cam g
TCiF-beta 2, Naodi ra. cie heat tinh chéng viem cin nintedanib dupe cho Vi hgn ché sy thic
déiv qua trinh xo hoa bing cach pam cae chiit srung pian 1ao xo nhu IL-1B va |-G, Hign chira
5 vai trd cta hoat tinh chong o mach elia nintedanib trong oo chié hoat dong i nd rong
cic bgnh xo phii. Trong edc nphién cin fn vive, nintedanib cho thiy eo tae dyng chimg xo va
ehimg vidm manh.

Biic tinh diuge ding hpe

Duoc ding hoe (PK) cila nintedanib oo thé direre xem 14 tuyén tinh theo thiv gian (e 1 dir
liéu diing lidu dom ¢ thé dupe ngogi suy cho dir ligu dung lidn nhidu lind, Se tich 1oy thube
Khi dimg nhidu lidu 14 1,04 lin dbi voi Cu v 1,38 Min ddi v AUC,, Ning 46 déy cla
nintedanib vin én dinh trong hom mt nam,
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Nintedanib dat ning 36 toi da trong huyét twong khodng 2 - 4 gitr s Ighi ubng vién mang
gelatin mém wrong digu kién an no (tir 0,5-8 gidr). Sinh kha dung tuyét doi clia mot lien 100
me 1a 4,60% (KTC 90%: 3,615-6.078) 0 nguiri tinh nguyén khoe mank. Fidip thu v sinh kha
dyng ol thude bi gifim bai the dong i chit vian chuyen va sy chuyen hba bude dau.

‘Tink 1y 12 theo lidu ding duge chimg minh qua néng 86 nintedanib gia lang (pham vi iéu 1ir
20-450 mg mit Van mbi ngdy va 150 - 306 mg hai | mi ngiy), Nong & trong huyet wong
dat duge trang thai on dinh chim nhit la trong véng mit wan dimng thude.

<ou khi #in, ndng df nintedanib 1ang khoang 20% so i ding thufe ong diéu kign ddi
(KTC: 95.3-152,5%) v sit hap thu bi chim lgi (rung vi tas ki iz 2 iy, no: 3,58 mdr).

Phjin b H

Nintedanid tudn thea domg lyre hpe phin b it hét hai gini doan. Sau khi truyen tinh mach, da
ghi nhin ¢ mét thé tich 1om Uhuie duge phin hé (Vas: 1050 L, 45,0% gCV).

T+ & gin kit protein trong et tromg Nl ren i vitro cia nintcdanib eae, VoI 1 & gan

ket 14 97, 8%. Albumin husyet thanh duge coi la protein gin két chi yéu. Nindanib duot phiin

b it tién Leong huyet tuomg vel 1& trong méau/huyét teng 14 0,869,

Chuyen hia

Phan (mg chuyvén hoa phh bitn A& véi ninedanib 1 phin {rng thity phin beri cac eneym
esterase tao nén BIBE 1202 goe acid ty do. BIBF 1202 sau do duge gén kit v ghucuronide
b cde enzym UGT, cu it 1 UGT 1AL, UGT 1A7, UGT | A8, va UGT 1A10 d& trd thanh
RIBF 1202 glucuronide.

Chi ¢ mdt lugng nhd ninedanib duwge idn dbi sinh hoc qua con dudng chuyén hia CYP vii
CYP 3A4 |3 enzyme tham gia chu yéu. Trong nghién el ADME @ nguiri, khéng the phat
hidn dupe chiit chuyen hoa chinh phu thude vao CYP trong huyét twemg. Trén in vitre, SU
chuvén héa phy thude vio CYP chiém khodng 5% so vl khoang 25% qua phin Gng thiy
phan lién két ester.

j:&‘fr' v didu P NSCLL,
Trong thye nghiém tién 1im sang in vive, khing ghi nh?n durgre higu luc cla BIBF 1202 mac
dir chit nay o6 hoat tinh tai cae thy thé dich cia hoat chat.

Thii frir

D6 thanh thii 1oén bd kboi hayes urong sau khi truyén tinh mach ki can (CL: 1390 mi.d phat,
28.8% gCV). Khodng 0.05% liky thude {(31,5% gCV) duge dao thii trong mude tiéy & dang
khiing thay 4bi eva hogt chit rong vong 48 gitr sau ki ubng vi khodng 1.4% licu ding
(24,2% gCV) sau khi truyén Tnh mach; a6 thanh thil & thin 13 20 mL/ phat (32.6% gCV).
Sau khi ubng nintedanib gin (M), cie chdt oo hoat tinh phing xi duge thiii trir chil v qua
phin/ hii tiet mgt {93 4% licu, 4 61% gCV), Sy bai tict qua thin gop phiin nhé vin 4§ thanh
thai toan b (0,649% lidu, 26,3% pCV). Su phuc héi toan b duge xem [a hodn wwin {wén
Ov,) trong vong 4 ngly sau lchi dimg thudc. Thin gian ban thai cufi cia nintedanib 12 khoang
1015 gier (khodng 50% gCV),

(Cruan hi ning 00 - dép e
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i vei didu tri NSCLC,

Trong céc phin tich tham do doge dong hoc {PK)- tac dung bét lod, nong dd ni]'tt-u:t.!anﬂ? Cao
hom o6 ¥ hiimg gin lién vin tAng men gan, nhiumg khing kém thea cdc hién co béz lpi trén
dirbm tiéu hoa.

Cac phin tich PK-hi¢u qud khing duge fhire hign cho ede tidu chi danh gid cudi climg vé mat

L

lim sing, Héi guy logistic cho thity ¢ty s lién quan ¢ ¥ nghia thong ké pifta nong 46

nintadanib v dap fmg rén DCE-MRL
i vt digu trf IPE: mﬂ

Cde phin tich ndng 43 — ddp img cho hay mdi quan hi twemg t nhur hidu qué thi da gida
ning 4@ trong kheang sir dung & giai dogn 1 va 11l vit 1 1¢ FVC bj xau di hang nam v EOCS0
khoarg 3-5 mg/mL (sai b ehudn fuong dbi: 54-67%).

Vié mal an todn, o vé niur ¢o rfi lién hé véu gitra ndng 4§ nintedanib trang hupét fromg va
aur tang ALT v/ hodc AST. Lidu ding thire 1€ co thé 13 yeu & dir bdo tér hom nguy co xuil
hién figu chay & bét ky mie di nao, ngay ci khi khang loai trir veu @ xde dinh nguy co li
nbmg A0 thude rong huyét noomg (xem phan Cinh bdo va thin trgng kii dong thudc),

Cac veu th ndi lai v ngoal sinh: quén the dae bigl

Cac dac tinh PE eta nintedanib 1 nhu nhaw ¢ nguin tinh nguyén khoc manh, bénh nhin xa
hoa phbi ty phat vé binh nhin ung tir, Dyra trén. cac kit qué cla phin tich duo ding hoc
quan the {PopPK) v cac nghién ¢fiu mb ta, nong 4o nintedanib khéng bi dnh huémg béi mien
tinh {trgng hegmg co the da higu chinh), suy thin nhe va trung hinh (duge danh gid qua 40
thanh thii creatinin), di can gan. thang diem trang thai theo ECOG, muc di ubng run, hogc
kitu gen P-gp. Phin tich duge ding hoc quéin thé cho thiy ¢é nhimg the dong vira phai 1&n
nang A& nintedanib wy thudc vio 4 tudi, cin ndng vi ching the. Dura trén tinh bien thién cao
& cde ¢4 the vé nong d§ quan sat duge trong thir nghiem |am sang LUME-Lung 1, nhimg tac
déng nay khing duge xem la ob ¥ nghia lim sang (xem mye Ciink bdo va thin trong khi
ditng thube).

Ludi

Ning 33 nintedanib 1ang tuyén tinh theo ubi tic. AUC 5 gim 16% & mit binh nhin 43 tahi
{gia tri phén vi thir 5) va ting 13% & mét bénh nhin 76 tudi ( gid trj phén vi thir 95) so wili
mdl bénh nhin co trung vi ot 14 62, B) (it duere dira vao chc phin tich 12 29 dén 85 wudi;
khoang $% dan s0 1on han 73 i,

Chiga thre hign nghién ct din s tre em,

Trong lugmg ca thié )

M@ mbi tiromg quan nghjch gila trong lugmg cor the v niing 4 nintedanib & duge ghi nhin,
AUC: ., Wing 25% & mit binh nhdn néng 50 kg (gid tr phan vi thir 5) vi giam 19% & mol
bénh nhén ning 100 kg (gia trj phin vi thir 95) so voi mit binh nhin ¢o trong lugng trung Vi
71.5kg.

Chung e

Gid trj trung binh quin thé ¢ia ndng d nintedanib o nhing hinh whin Trung Quéc, B
Loan, va An DO thi can hom 33-30% va o nhimp bénh nhdn Nhit Ban thi cae hon 16% trong
khi gid 1] nay & npwdi Him Quoc thi thip hom 16-22% so vl pgudd da trang (rpng legng co
l:h% 24 hiéu chinh). D ligu trén nguin da den tuy ot han ché nhimg vin trong khoang gid i
giong nhar & nizuin da Laang,
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D v didw i NSCLC: o _
T'uy nhidn, dya trén tinh bien thién cao gifta cdc ca thé ve nong 4, nhimg tdc ddng nay khing
duroe cho la cb ¢ nghia lam sang,

Suy gan

Trong mét nghién e Pha | don lidu riéng bigt va so sinh vori cde bénh nhidn khoe manh,
Nong d nintedanib dira 181 Cog vE AUC & ngurdi tinh nguyén suy gan nhe cao hom ;2 lan.
(Child Pugh A; 90% CT lian lrot 1.3 - 3.7 A8 vt Cope v 1,2 = 3,8 dbi vai AUC), O ngu
dnh npuyvén suy gan trung binh {Child Pugh B), nong dl.’,‘ul digz 1rén Cpgy ca0 hom 7.6 Lan (90%
Cl4.4 - 13.2) vi ndng d6 dwa trién AUC cao hem 8.7 lin (90% CL 5,7 - 13,1} so v rgLn
Girth nguyén khie manh, Khong nghien ol irén bénh nhin suy gan nang

Sir dung domg thir vén pirfenidone M

Db v diéai ori IPF- )
Nghién ciru vife st dyng dimg thin nintedanib vt pirfenidone df duge tién hanh trong mét
nghién eiru thiét ké nhom song song trén ignh nhan Mhit Bin bj xo hod phéi nr phit. 24 binh
i da duoe ditu tri bing nintedanib 150mg hai lan mdi ngdy trong 28 ngay. Trong d6, 13
hénh nhin duoc difu tri thém véi nintedanib trong khi dang ding Jiu dai pirfenidone lidu
chudn, 11 bénh nhin dimg dom tr litu mintedanib, Mong dé nintedanib od xu hudmg thép ham
khi diéu trj dong thii v perfenidone so vir chi ding nintedanib, Nintedanib khong co anh
hurimg 161 dupe dong hoe cla pirfenidone. Do khadng thin gian ding thude dong thin ngan vii
< banh nhin i, khong thé rit s két luin vé tinh an toan vA hidu qué cia vige phoi hop niy.

Kha niing twong te thube - thube
Chuyén haa

Tureme tie thube-thude gilta nintedanib v& ede chilt nén gia CYP, cae chét e ehé CYP, hoje
chilt gy cém img CYP duge cho 1a 58 khitng xdy r, vi nintedanib, BIBF 1202, va BIBF 1202
glucuronide khdng G ché hofic kich thich cdc enzym CYF trong cac thir nghiém tien lim sang
v nintedanib ciing khong duge chuyén hoa boi cac enzym CYDP & mdt mitc dj dang ke

Vin chuvén

Ninedanib i mét chit nén ciia P-gp. Vé kha ning tuong tdc cua nintedanib vai chat vin
chuyén niy, xem muc Twong tde cia thude . Nintedanib duoe chimg minh khing phai 1 mi
chét ndn hoac chit We ché OATP-1B1, OATP -1B3, OATP-2B1, OCT-2 hode MRP-Z tren in
vitro. Nintedanib ciing khing phdi la mét chit nén cia BORP, Chi ghi nhin duwge kha ning (e
ché kém OCT-1, BCRP, va P-pp 1rén fn vitro ma didu ndy duge xem 14 it ed ¥ nghia lm sang,
Ghi thén néy cing dp dyng toong iy cho nintedanib vén vai tr 14 mt cor chit cias OCT-1,

Thar nghigm lm sdng
Byt wihi by tri NSCLC:
Higu qué trong thir nghidm then ghit LUME-Lung 1 giai doan 3

Higu qud va tinh an toan ol OFEV® a2 duge nghién ¢iu & 1314 binh nhin ¢d NSCLC tién
tridn tyi ché, di e hofie NSCLC ti phat sau kh diéu trj bude diu bing haa tri. Thir nghigm
bao gom 658 bgnh nhin (50,1%) vl ung thir bidu mé tuyén, 555 bénh nhin (42.25%) Vi ung

thitr bidu md 16 bdo viy v 101 bénh nhin (7.7 %) vl cac khoi u khic theo mé hoo |
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Bénh nhin duge phin chia ngdu nhién (1:1) d& nhéin nintedanib 200 mg ubng hai 1in mbi
nedy két hop voi docetaxel 75 mp/m’ truyén tinh mach méi 21 ngay (n = 655) hoe placebo
uiing hai lan mdi ngay két hop v docetaxcl 75 m m’ moi 21 nghy (n = 659), Viée phin
ahom ngau nhién duwge phin ting theo thang diém trang thii cin Fastem Cooperative
Oneology Group (ECOG) {0 5o véi 1), diéu tri trwdre v bevacizumab (¢ o veéi kKhong), di
can ndo (oo so vai Khiing) vi k& qua md hoe cha khéi u (u 1& bio vay so vl u khing phai ¢
bio vay theo mid hoc).

D didém bénh nhde 14 cin d4i gith cde nhém dicu i trong din s6 téng the v trong cie bénh
nhin ung tu bidn mé wyén, Trong dan 56 téng thé ed 72,7% beénh nhin 13 nam gici. Phiin 1m
hinh nhin khong phai 1 ngudr chiu A (81.6%), di woi wung vi 1a 60, trang thiil ban &iu theo
thang dicém ECOG I 0 (28,6%) hoge | {71,5%): mgt bnh nhan di co trang thiii ban diu theo
thang diém FECOG 1 2, Co 5,8% bénh nhin co di ¢in niio on dinh khi bél diu nphién e v
3.8% bénh nhidn ditoe diéu tri trude vii bevacizumah,

Gian doan cita bénh duge xdc dinh tai thini digm chin doan sir dung hudmg din cha Union
Internationale Contre le Cancer (UTCC) American Joint Committee on Caneer {AJLC) phién
han & hojic 7. Trong din 56 wng thé co 16,0% bénh nhin mdc binh gial doan < LIBAV,
32 4% mic hénh giai dogn I1TR v4 61.6% mic bénh giai doan TV, Co 9.2% bénh nhin tham
gia nghién ciru bi 141 phat tai chd khi duge dinh gid e ban dau, Vi nhing benh nhin bi khii
4 do ung thu bigy mé tuyén, ¢6 15,8% mie bénh gial dogn < IMBAV, 15,2% mae binh gia
dan 1B vi 69,0% miic bénh giai doan TV,

5,8% bénh nhén ung thur bidu md tuvén tham gia nghién edro dang & giai doan i phit 1 ché
khi duge danh i lie ban diu. “T4i phil tai chd” duge dinh nghia 13 s xudl hidn o lai ta
chid o2 cae khdi ma khong ¢o di can tai thd diem bt du tham gia nghién el

Tiga chi ddnh gid cudi cing chi véu 1 tf 18 séng sot khong cd bénh tién tricn (PFS) dige
danh gid bét mét Uy ban dinh gia ddc lip (ITRC) dya vao phuwong phap ITT (intent-to-treat)
trén qudin thé va kitm tra bng mé boc. Ty 1§ sting sat toan bd (0S) 1A tiéu chi danh gid cudi
eiing thir véu. Cic két qui cudi cing khac v hidu qui bao phm dap img muc Ligu, kism sodt
bénh, thay déi kich thuie khéi u vi chit lugng cugie séng lién quan dén sire khoe.

Niur the hign trong Bang 5, vide b sung nintedanib vio phic a6 docetaxel diin dén gidm b ¥
nghia thong ké vé& nguy co bénh tién tritn hodc ur vong dén 21% cho toin bd din so (HR
0,79, KTC 95%: 0,68-0.92; p=0,0019) theo sir xac dinh cua [RC. Két qua nay da duge khing
dinh trong phin tich theo d5i PFS (HR 0,85; KTC 95%: 0,75-0,96; p = 0.0070) trong d6 bao
gém tht ca cie bidn eb duge thy thip tai thid didm phdn tich O8 cudi cing, Phin tich vE ty I
st s6t 10an bé trén din &6 ng the khing dat dén mitc b § nghta thing ké (HR 0,94, KTC
03%: 0,83 — 1,05

Chit § 14 cde phin tich dinh trsde theo md hee cho thiy sy khic bigt c6 § nghia thong ké vé
€35 gitta cfc nhém dicu ir chi rong quén thé bénh nhin b ung thr bicu md tuvén, Vide ding
thém nintedanib viri docetaxel din dén giam cd ¥ nghia thing ké nguy cor tdi phit bénh hodc
tir vong dén 23% v bénk nhin ung thy bidu md fuyén ((HR 0,77; KTC 95%: 0,62 - 0,96)
Phil hop voi ohimg phi nhiin ndy, cb s cdi thién dang ke cac tiéu chi danh gid & nghién ciu
¢ lidn quan nhir 1 vige kidm sodt binh va thay ddi kich thude khii u.

.l[
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Bang 5

Cae két qui vé hidu qua
phiin v& bénh nhin co ung t

trung nghién i LUME -Lung | dbi woi tit ca bénh
hur bidu md tuyén theo md hoe

[ Tat cd bénh nhin Ung thir biku ma tuyen theo mi '
. hie
OFEV® | Placebo | OFEV" Placebo
| (n=568) | (n=569) | (n=27T) (m = 285)
Ty 1é song khéng cé binh tien
trigm * .
85 hwgng tr vong hodic oo beoh | 339 (60,0) | 375 (65.9) 132 (54.9) 180 (63,2)
tién wrién, n (%)
Trung v} PFS [thing] 34 2.7 4.0 28
HR (KTC 95%)%* (.79 (0,68; 0,92) 0,77 (0,62; 0.96)
(i tr} p cta kiem dinh Log-Rank 0,0019 § 0,0193
theo phin thng ** 2
Kiém soat bénh |l ags | 376 606 | 419
 Tisd Odds (KTC 95% ) 1,56 (1.23; 1.98) 1,98 (1,41: 2,77)
Gid tri pr 0.0002  =<0,0001
Bip img muc Li¢u [%] 14 | 19 43 | 3.5
Tiso Odds (KTC 95%) 1.77 (0,85; 3.89) 1,25 (0,33; 3,01} |
Gid 1 pt 0,1283 0,6122
i tri trung binh d3 hi¢u chinh -3,593 1,15 738 {128
ciin % thay dbi kich thuée khii u
it nhit 50 vér ban ddu (%] . ) _—
Gikat i p° 0,0002 01,0002 =
Ty I€ song sit todin bj*** (n=655) | (n=659) | {(n=2322) (n= 336)
S Twomg cic bitn cb O8.n (%) | 564 (86.1) | 557 (84,5) | 259 (B0.A) 276 (82.1)
Trung vi OS [thang] AR 126 | 103
HR (KTC 93%) 0,94 (0.83: 1,05) 0,83 (0.70; 0,99
Gia 1ri p cua kigm dinh Log-Rank 02720 01,0359
theo phiin tang*

khing) va didu tr e v besacizumab (£0 501
hige khfi u chi 14t ¢k cic nhém bnh nhin {1é b
Pisn tich 0% du trén téng 86 1121 trsdng hop tir vony trong todn dil s
< Tish Olds vit gid trj p Thu drow: i mirhinh bdi quy leg
Wic ban diin (0 5o v 1] vA naehi m con Swoe hidu ch
béa nhdn (1 bdo vay so v Kikog phal 1 bio v,

rre

Phin tich chirh PFS dya nén tfng s0 cia b ob TS T 713 duge tha thp lan lugt irong todm b din 56
Barge phin ting thea thang didm ECOG PS 02 ban dau (0 50 véi 1), di cdn ndo e ban diu (e 5o v
i khiding) va ngodl ra cbn duge phin ing theo ket qua mo

vity s voii khéng phai 1 bl viy)

batic @ Bl ehinh d6i vai thang Siem dinh gia ECUK
inl theo két gul md hoe khii u cho a1 ¢d cac nham

" Gid i trung binh di higu chinh cda % thay A lich thudc khdi u it ahdt so wn gid i ban diu va g i p
durire ta ra Lin m@t md hinkh ANOVA higa chinh theo thang didm ECOG PS (0 50 vev 1), di cin ndo ban i

k&t wuh ma hoe kali u cho @t o eiz nhém B4nh nhin (1é han viy yo vor khing pha

mhiin I,|353l'.|'|'_ll:=-l.‘ld‘4'imual bap i thea FODG RS 12,

Sir cai thicn (0% €0 ¢ nghiea thong ki & nhom ding ligu

da digre chimg minh & nhimg binh nhin ung thar bicu
vong (HR 083, p = (L0359) va trung vi ¢ thign OS 1 2,3 thing (10,3 so wii 12,6 thang,

Hinh 1).

AFEY T F =i

(ed sab viid khiing) vi difu i trinde w6 bevacinimah (b o vid khing). Ngodi ra, con dupe higu chinh theo

1é hio vay). Cé | bénh

phip nintedanib két hop viri docetaxel
mé tuyen qua gigm | 7% nguy ca T

Puge M o W
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Hinh 1 Puimg cong Kaplan-Meier vé 1i 1 sGng 501 todn b theo nhdim didu i & cac
bénh nhin cb khoi u 1k ung t bitu mé tuyén trén md hoe trong thir nghiém
ALUME-Lung |

'E 1611
o Trung vi [ehing]
= il dircas mi
g "7 ———  Mistsdanib 134
i HE (LHA (RTC B5%: (700,459 e 035G
-5
&
H
s W 3. .
g w
HE in - -I-II.'I""!!
"8
s o+
]
-2
1"
3 i I I T I T T 1 T T T T T T T |
] | = ¥ & ik [0 T 18 18 a1} = 4 o 24 - 52 LT i |
S0 bénh mhin o4 nguy co Thiri glan jthing) Thin glan Iy ngle nhién {thing)

3 kL] -] Fa L 154 14a oE MFE Im e 3 L+ b5 L -3 f 1% 13 7
1 s e Bim @Al 1B ER 4@ 13 HA 14 BY 2 L] AR w i ) 10

Mt dinh gid xdc dinh tnrde duoe thipe hign trong dan 58 bénh nhin cd ung thir I:l-iéuqmﬁ tuyen
duge xem xét dua vio nghiln el vl mt tién lheong didy 1y dde bigt xau, oy the la. bénh
nhin cb bénh tién win mong khi hofic ngay sau khi didu 1] bude diu tnnée khi tham gia vio
nghién eiru, Nhém dan s6 nigy bao gdm nhimg bénh nhin c6 ung thir bidu mé tuyén duge xic
dinh lde ban daw ld dang ticn trién vi tham gia nghién ciu trong vong 9 thang ke tir khi bt
dau trj liéu busde din. Ligu phip nintedanib ket hop vén docetaxel lam giam nguy co i vong
dén 5%, & che bénh nhin ndv, so v gid duge két hop véi docetaxel (HR 0,75; KTC 95%:
0,60-0,92; p=0,0073), Trung vi OS @2 ¢3i thién dén 3 thing (nintedanib: 10,9 thing; placebo:
7.9 thing).

Trong mil phin tich temg gquan npfn nhign trén cdc bénh nhdn ung th bidu mé tuvin &b
bénh tién trién va tham gia nghién cin sau 9 théng ké vir khi tr ligu birve diu, sir khic biét
khong dot dén mire ob v nghia 1hI.J'EII'IE k& (HR cha O85: 0,89, KTC: 95% ; 0,66 - 1,1%),

Ty 1¢ bénh nhiin ung thr biu md tuvén giai doan < [HIBAY theo chidn dodn nhd va cin king
gitra 2 nham diéu trj (gia duwge: 54 bénh nhin (16,1%); nintedanin: 30 bénh nhin (15,5%)). Ty
ad nuy eor ddi vii nhimg bénh nhin ndy vai PES v OS Bin lugt 14 1,24 (KTC 95%: 0,68;
2.28) va 1,09 (KTC 95%: 0,70; 1.70). Tuy nhién do o mfu nhd nén khing ¢é sir tuomg lée od
¥ ngha vA khodng tin ey rdng bao gdm o s6 nguy co cho 08 cia win bd bénh nhin ung thu
biéu md luyq"_'-n-

# o
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Hi¢u qua l&m sang cta nintedanib d3 dwpe nghién i trén nhimg bénh nhin IPF Imng_?!
nghién ctou o6 thi t kit gidng nhay, mi dai, ngau nhién, co kicm chimng bing gia duge, gl
dogn 3 (INPULSIS-1 and INPULSIS-21. Céc bénh nhin dwoc chia ngdu nhién theo ‘t:l;]ﬁ 3:2
vao nhom didu tr] v OFEV® 150mg hosic diing gid durgee hai lan moi ngdy trong 52 tean.

Tiéu chi ddnh gid cudi cing chinh 14 t}' 16 xhu di et dung tich ﬂmg ging ste (FVC) hing
niim Tigu chi darh gid cudi cing thi yeu Ja su thay doi ve riing diém dinh giad theo hé chu i

vé hé hitp ciia Saint George (SGRA) trong 57 (udn nir thot diém ban dau 1oi thir diém cb com

bimg phit cap tinh IPF diu tidn. o

Ty 1 xdu di cia FVC hang ném 1 Ll | |

Iy 1@ xdu di con FVC hing ném (tinh bing mL) giam rb rét trén bénh nhiin -I:II'.'I::E nmta;lumh &1
vai bénh nhin ding gid dupe, Higu qui dicu tr trong céc thir nghigm 1o dong nhiil. Xem
Bang 6 két qua rigng 16 vi ki qud 20p.

Bing 6 Ty 1é xdu & ciw dung tich shng glng st fF‘.:'C”}_{mL.} hing nam trong che thir
nghiém INPULSIS-1, INPULSIS-2 vai trong di ligu gbp vé dicu

INPULSIS-1 vd |
INPULSIS-2
TNPULSIS-1 INPULSIS-2 2ip
Gia duoe | OFEV 130 | Gidduge | OFEVT130 | Gia duge OFEV*15(
mp hai lin mg hai lin g hai lin
| mai nghy moi ngay mii ngay |
S0 luong
hénh  nhin
dge  phin
tick 204 300 219 129 423 638 |
Ty 1§ (SE)
giam qua 52 | 2399 -114,7 ~207.3 ~113.6 -223.5 ~113,6
| tufin (870 | (1533 | (1931 | (s7%) | (1345 | (10.98)
So sinh vin gia duge _
Khac bigt' | 1253 | | 937 1098
KTC E (448 | (75,9
95% _ 172,8) 1427 | 144,0)
pvalue | =<00001 | 002 | <0001 |

L Fie timh dhecs trdn medt thidh ké vé hé 56 ngdu nhién v hai quy

Higu qua b vimhg clia nintedanib trong giam 1y 1§ win di cia dung tich 5|5|qg gﬁng sire {(FVL)
hang nam 43 duge khaong dinh trong st ca cac phin tieh duge dinh trude vé tinh nhay. Ngoai
ra, cac higu qua tuomg ty ciing di duge ghi nhiin trén cée tigu chi danh gad khic v chite ning
phoi, nhir thay do trén FVC iai tudn 52 so von thid diém ban diu vi cac phén tich trén bénh
nhin ed dip tmg FVC cling cho thity bing chimg v& hidu qua cia nintedanib rong viée lam
chim tidn trign cia bénh Xin xem Hinh 2 v& sy thay doi so véi mic ban diiu theo thiv gian
irén it hai hém @i tri, dya trén cde phin tich ghp ela cic nghitn eiu INPULSIS-1 and
INPULSTS-2
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Hinh 2: Sy thay di trung binh FVC (mL) s0 vén mire ban i qua thivi gian, cac nghidn el

pdp INPULSIS-1 v TNPULSIS-2

z — el —— il |=0med |

= -

2 o

E . &--_;""*

o e e e e

4 e e : —

3 i 2o = I

ar S L= e

E A -'.l- 3 1 e — e -

u = S =

L - Lo

5 ;

8 ap A

& -

- Wiy ..,

= ey ,

o

£ =

—3 .;ld\.J

X ™ - i

24 6 12 4 i 52 tuiin

5 beymg histh chin
Ui dusre 7 Akl at £l ¥ ET] Y
Mimedanil | S0eaghid . 408 &8 829 [t ] s LE A8

bid = hai [n moi ngdy

Phin tich v su dip img FVC
[rong ca 2 thir nghigm INPULSIS, t3

¥ 1& bénh nhin dép img FVC, duge xde dinh 13 nhing

binh nhin ci ty 1§ % FYC xau di tu:r;l &1 duge dir dodn 1a kKhdng 1ém hon 5% (ngudng hidu
hién eho vide tang nguy co tir vong trong bénh 1PF), cao hon b rét & nhdm ding nintedanib
s0 v nham ding pia dupe. Quan sat thay ket qua twong ty trong cde phin tich sir dung
ngufg o B 109, Xem Bang 7 két qud riéng 1é vi két qud gop.
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Bang 7: Ty 1& bgnh nhin dép ung FVC trong 52 tudn trong cde thir nghigm

INPUTSIS-2 vi trang i liéu gép vé dicu tr

INPULSIS-1,

INPULSIS-1vd |
INPULSIS-1 INPFULSIS-2 I'HF'U [LS15-2 gdp H
Giaduge | OFEV® | Gladwye | OFEY" | Gidduge OFEV"
150 mg 150 mg 156 mg hai
hai ldn hai lin lin mdi
B . midi nziy méi ngiy ngAy
S6 Tuiorn 4
binh I'Ihﬂﬁ "I}T
duge phin *
tich 24 309 219 329 423 fhiild
Ngwivng 5%
S6 Twemi {Y6)
bénh nhiin '
asp g FVC' | 76(38.2) | 163(52.8) | 86.(39.3) | 175(53.2) | 164 GR.8) | 335 (53.0) |
So sinh ver gid durge '
Ty so Odds | .85 1.79 | 1,84
 KTIC 95% (1.28; 2.66) (1.26: 2,55) (1.43; 2.36)
 Giawip 0,0010 00011 <0,0001
Ngwimg 10% |
56 hromg (%) '
hénh  nhén
dip (g FVe' | 116569 | 218(70,6) | 140 (63,9) | 229 (69,6) 256 (60,5} 447 (TO.1) |
8o sanh voi @i duge ) |
Ty sb Odds 1,91 1,29 1,58 4
KTC 95% (132279 (0,89: | 86) (1.21; 2,05) ,
Gidtrip 0,0007 0,1833 0,0007 1

[t didsdn ey vengd i Bdnty ke Rhicig oo

pikia i weies e v e s el gid FVC prong 52 fuacin

“Luea trém el gy fogistic

Thiri gian fién trién bénh (% FVC xfiu di
Trong ca 2 thir nghi¢m IN
hénh nhiin diu tri hing nint
w0 HR 13 0,60, Chi 0 nay cho thay npuy

i ddi du kidn = 10% |
PULSIS, nuey cor tien trién bénh gidm cd ¥ nghia thing kE o nhm
edanib sa voi ding gid dirge. Trong cae phin tich gdp, 1V 56 nguy
cor Lién trien bénh & bénh nhin disu trj beng

nintedanib gidm 40% so viri ding gid duge, xem Bang K.

CREEN LN

36 FIC xedu di voyde dehi der kider {om oo 3% o b e TO0, oy
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win va thid gian tidn trién cda benh trong cic
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trong dit liéu ghp vé dieu tri

wiu & uyét déi du kigén > 10% hode 1r vong qua 52
thir nghiém TNPULSIS-1, INPULSIS-2 v

NPULSIS-1 va
TNPULSIS-| INPULSIS-2 [INPLT LSJ&L_E g
Gidduge | OFEV® | Gid duoe OFEVY | Gidduge | OFEVY
150 mg 150 mg 150 mg
hai 1in hai liin hai lin
moi ngdy mdi ngy | mbi ngly
85 binh rhin eco| 204 309 219 329 423 638
nguy <o B - "
RBénh nhin gap cfic B3 15 a2 98 175 173
r‘n_:-ifag_:ﬁ, (%) (40.7) (24.3) (42,0) (29,8) (41,4) (27,1
8o vin gin duge’ _
Gid tri p I 0,000 0,0054 =0,0001
Ty sb nguy e ' 0,53 0,67 0,60
KTC 95% (0,39; 0.72) (0,51 0,89) (0.49; 0.74)

" Dyra triber i 2 el thdp dere din 372 apdy £52 tudn + 7 ngdy hida ),
* Dara 8480 Laog-ramh et
! Buea prén o Rk Ral g

v Coix

Téng didm theo b ciu héi vé bo hip coa St. George (SGRQ) do huimg chit lugng cufe song

cé liégn quan dén sie khoé (HR
INPULSIS-2, & bénh nhin ding gia dugre ob su thng tong
véi bénh nhin dimg nintedanib 150mg hai lin mi ngay.

Qol) duge phin tich wong 52 tu
didm SORE so voi mire ban di so
Mire giam gid tr caa HRQol, &

nhom ding niniedanib nhd hon; s khic biét gita cée nhdm dicu
(-2.69: KTC 95%; -4,95, -0,43; p=0.0197),

Trong thi nghidm INPULSIS-1, sy

twomg ty nbiau @ nhim ding nintedan
0,05; KTC 93%: -2,30; 240, p=0,962
@i tri thay déi trung binh wire tinh cia tong diem S
trén nhom dimg nintedanib 1 nho

bidt gitra cde nhom
nintedanib 1én chat

Thiri gian xuil hign eom bang ph
INPULSIS-2, nguy cor xuat
ahia trén phiém ding nintedanib so0 voi nham ding gig crge, trong the
pghiém INPULSIS-1, khang b s Khac Bigt
nghiém INPULSIS, dif nhiin thiy & nhom dim
bitng phit chp tink IPT diu tién thip h

Trong thir nghigm

57 tofn EAmM Lo ¥ n

14 -1.43 (KTC

n, Trong tha nghi¢m

trj c& ¢ nghia thing ké

ting tAng didm SGRQ so vii mire ban ddu & wan 52
ib va nhom ding gid dwge (sur khac bigt gitta edc nhom: -
7). Trong phén tich gdp cta cde thir nghiém INPLLSIS,
i SGRQ s voi thivi diém ban diw tai tuin 52
hom (3,530 sa vivi nhom dang gia duge

(4.96), viri sy khic

95%: -3,09; ,23; p = 0,0923), Tom |ai, dnh hwdng cia

begng cude sing c6 lién quan dén sic khoe duwoe do bang thng diém
SGRO £t nha, choe thiy né khing lam tinh trang xéu di so v gia duge,

& vi két qua gop & Bing 9.

o€ T
o S0 WL

:dp tinh [PF déu tién

hign cem bing phat cip tnh IPF dau tién qua

{tn hai nhom Trong phin tich gdp ctia cac thr

tedanib eé 56 luome nguy co xudt hign con

i nhom ding gia dwoe. Xem céc két qua riéng

OFEF JLLPETN
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Bing 9; Thii gian xudt hign com bing phat chp tinh déu tién qua 52 tuan dya trén bdo cho ve
cac hién cﬁ cita nghién citu vidn trong cac (hir nghiém INPULSIS-1, INPULSIS-2 vi trong dit
lidgu ghp vé dicu tn

Sh bénh nhan oo |
nguy oo 204 309 219 329 423 _ﬁ.‘iﬁ

Béonh nhin gip cac

INPIIT.SIS-1 va
INPLLSIS-1 INPULSIS-2 INPULSIS-2 gop |
Gid OFEV® | Giaduae | OFEV® | Giaduge | OFEV®
durgre 150myg  hai | 50mg hai 150mg hai
lin i lin  mdi ldn  mi
ngay | meay ngiy

hién cd, N3 154y 1060|2198 [120.6) 32(7.6) 3149 |
S0 vin gid duoe’ —
Gid tri 0,6728 0,0050 | 0,0823 4
Ty 5o nguy eo” 115 0,38 0.64 |
 KTC95% (0,54; 2,42) (0,19 0,77) (039: 1.05) |
! Puna trén i 108 the thilp diegro dién 372 apay (52 tudn + 7 ngdy bidn } 1;
¥ D (e Log-rank et 1
' Dhiw trée i ik i gup Cox .

T4t ¢4 cde bicn ed ngogi ¥ cla con bing phat cip tirth IPF duge nghién el vién bio cao di
dwrore kiém chimg béi mdt Hoi dong kiem chimg ddc lp. Mat phiin ticl durge dinh trude vé
tinh nhay vé thé gian xudt hign con bing phit cdp tinh IPF “nghi ngd” dugc kiém chimy da
diroe tien hanh trén dit lidgn ghp. (0 nhom bénh nhin ding nintedanib, tin sudt bénh nhan cd il
nhit 1 com bing phat duge kiém chimg xdy ra trong 52 tuan thip hon (1,9% bénh nhin) so
véri nhom dimng 24 dige (5,7% bénh nhan), Phan tich v thixi gian xay ra bicn e ciia cic bitn
cb do con bng phit duge kidm chimg cho thiy ty sh nguy ¢6 HR 0,32 (KTC 95% 0,16, (.65;
p=0,0010), Dieu nay cho thiy nguy co bj con bang phit cap tinh IPF diu tién & nhom ding
nintedanib thap hon i rétcd ¥ nghia théng ké so voi nhom diung gid duge i bal ky thdn diem
0,

Phdn lich v sur shng 5ot

Trong cic phén tich gdp dupe dinh tarde cha cde thir nghicm INPULSIS vé dit liéu song st
tong st tir vong gua 32 tudn ¢ nhom dimg nintedanib thiip hom (5,5%) 5o vai nhém ding gia
chroe (7,8%), Két qua phin tich ve thii gian ur vong cho thiy (3 sb nguy cor HR 18 0,70%
(KTC 95% 0.43; 1,12; p=0,1399), Cdc ket qua cua 181 ca cac tidu chi r:ullf!li plimg v song 501
tnher tir vong khi dang didu tri va ir vong lién quan den b hip) cho thay sur khac bigt nhids
guin vé sé lugmg 6 o hom & nhim dimg nintedanib (xem bang 10).
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Bang 10: Tir vong do mei nguyén nhin qua 52 tufin trong cde thr nghigm INPULSTS-1,
INPLILSIS-2 v trong diF ligu pép vé digu i

INPULSIS-1v& |
INPULSIS| INPULSIS-2 INPULSIS2 gop |
Gid OFEV® | Gidduge | OFEV® | Giaduge | OFEV"
dirone 150mg hai | S0mg hai 1 50mg hai
lin mii bin mdi iR mii
ngay ngay ngay
56 bénh nhin eb
nguveo 204 09 219 329 423 634
Bénh nhin gip cic
bidn od, N (%) C13eA | 13@2 | 20090 | 2(67) | 3308) | 3565)
Su vii pid duore’ i
| Gigwri p 0,2880 0,2995 f,1399
| T4 sbnguy eo’ 0,63 074 0,70
KTC 95% (0.29; 136) (0.40; 1.35) (0.43;: 1.12)

! D tedn A0 (g the thdp chee 8én 372 ngdy (32 rischn + 7 ngéy bide b
* Dyre trin Lag-rank texi.
“ Dy tvdn me v Jeif gee Cor,

s

2 diing OFEY" 150 mz hai lan

chime hd trg tir két qué thir nghigm {]199.30) giai
mii ngdy

Mot thir nghiém do lidy duge thiét k& nglu chign, mi d8i, ¢ kiém chimg voi gii duge giai
dogan 2 v&i nhom dang nintedanib 150mg hai ldn mdi ngéy da cung cip thém bing chimg ve
tinh kifu qua.

Tiéu chi danh gid cubi cing chink yéu la ty 1 xiu di cia FVC qua 52 wdin & nhom ding
nintedanib thip hon (-0.060 L/nam, N=84) so vdi nhém ding gid duge (-0.190 Linim, N-83).
Su khac bidt wic tinh gita céc nhdm diéu tri 13 0,131 Linam (KTC 95% 0,027; (L2353} Su
khac bidt piva cae nhom didn tri ¢6 ¥ nghia thong ké khing dang ké (p= 0,0136).

Sir thay déi trurg binh udc tink so véi thir diém ban ddu v thng difm SGROQ i win 52 14
5.46 voi nhom ding gid duge, chimg 16 sy xdu di vé chdt lugng cude sing lién quan dén s
kho# vé véi nhom ding nintedanib 1a -0.66, chimg to chil lugmg cude song lign quan dén s
khot én dinh, S khae bigt rung binh wie tinh eda nintedanib se vin gid durge la -6,12 (KTC
O5%5: . 10,57; -1.67; p=0.0071),

S0 lugmg biénh nhin [PF ¢6 com biing phit eiip tinh qua 52 tudin ¢ rhém ding nintedanib thip
hom (2,3%, N=%6) 50 voi nhom dong gid duge (13.8%, N-87). Ty a0 nguy ¢o ude tinh cua
nhém dimg nintedanib so i gid duge 180,16 (KTC 95% 0,04: 0.71: p=0.0034).

Chiit luong cude sbng

D vai didu fri NSCLC

Pidu i) v nimedanib khing lim thay ddi déang ke thid gian ddn dén tidn tridn xdu hem cac
tridn chimg d& xdce dinh trude 18 ho, khé thé va dau. nhong lam xiu di ding ké mirc df coa
tridu chimg tidu chay. Tuy nhién, 1 ich didu tr] tong thé etn nintedanib di duoe ghi nhiin ma
khiong o anh hirdmg bit 1 dén chiit lugng cudic shng do biah nhin 1y bio cdo,
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Anh rimg dén khoang QT

Trong mat nghisn oiu duee thict ké chuyén hidt & so sanh dom tri liéu bang nintedanib v
dom tri liéu sunitinib cho bénh nhén ung thy & bao thin, két qua do khoane QT / QTe 43 duge
ghi lgi va phin tich. Trong nghién ciu ndy, vide digu trj vai liéu dom nintedanib 200mg cing
ahir ditng nhigu lin lidu 200 mg nintedanib hai lin moi ngay theo duimg uong trong 15 npdy
déu khiing lam kdéo dai khoang QTcF,

D veii diéi (i NSCLC: .
Tuy nhién khéng <o th nghiém ron ven ndo d8i véi chi s6 QT trong viée ding phoi bop
nintedanib v docetaxel.

Nghidn cina & tré em i‘.[l"'f

Chura tién hanh thir nghigm ldm sang & iré em va thanh thiéu nién. -

B iink

B tinh chung .

Ciic nghign el vié dfc tinh ota lifu don trén chudt cbng vi chudt nhét cho thiy khi ning giy
dde cp tinh thip cia nimedanib. O cide nghién ciu ligu 1ap fai trén chudt cong, cac tic dung
khéng mong mucn (vi dy lam didy syn tiép hop diiu xwong, 16n thuomg ring cira) hiu hét lién
quan dén co ché tie dyng cua nintedanib (1 13 (e ché VEGFR-2). Nhitng hién d6i ndy da
droe biét dén 6 cic thube fic ché VEGFR-2 khic vi cd thé coi 1a higu img nhdm.

Titu chay va ndn kém theo kém an vi gidm cin cling 43 duge nhin thay & cae nghién el dic
tinh trén djng vit Khing phai lodi gim nham.

Khéng oo bing chimg cho thay fEing men gan trén chudt cﬁng. chid va khi dudi dai.

Chi guan sdl 1115:.- co s fing nhe men gan Khong phai do e dung Khong mong mubn nghidém
trong nhir tiéu chay trén khi ving.

Déae tinh déi vai kha ndng sinh sin

Béi voyi difn tri NSCLC

Trong mét nghién ciu tén chudt cong vé khi ning thy thai va su phit trién phii thai giai
dogn sém cho o khi lim 10 khing thidy co anh hudng dén éng sinh sdn va kha nang thy thai
Cla giong cai.

[rén chudt cong, quan it thi;_r' o0 14 dyng gdy quai thai va chét phdi — bao thai & mire phoi
nhiém thip hon mire phoi nhiém & nguin khi ding lidn 6 da khuyén eio (MRHD) 13 200mg,
2 lan mdi ngay.

Cée dnh hudng dén s phét trién clia swong true va che mgch mau I6n cling d3 nhdn thiy &
mde phoi nhi¢m thip hon lidu didu tr,

Téc dung péy quai thai va cht phdi = béo thai & thé cao hom mét chiat so v chudt & cling
mire phoi nhiém.

0 chuét, mdt hegng nho nintedanib 6 danh diu phong xa va' hojic cde chit chuyén hod cba
né dwoe Hiét vao sira (< 0,5% lita ding),

Trong mdét nghién o kéo dis 2 nim vé khi ning gy ung thir trén chudt nhit va chuft cong,
khing e bang chimg cho thiy kha ning gy ung thir cla nintedanib,

Céic nghién ctru v& dde tinh trén gen cho thy nintedanib khing c6 klid nang gy 80t bidn gen,

Bt vevl didu tef 1P
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Trong mit nghién cfu trén chudt EEIHE vit khi niing thy thai va sy phit trién phéi thai giai
dogn s¢am cho i khi lam to khong thiy cd anh hudmg dén dng sinh san v kha nang thy thai
cua gidng o, ;

Trén chudt chng, quan sit thiy o6 e dung giy quii thai va chet phdi - bao thai & ne phao
nhidm thip hom mire phoi nhidm & ngwdi khi ding licu 16i da khuyen cio (MRHD) La 1 50mg,
2 lin mibi nghy. _ .
Cée dnh umg dén sy phit trien cla swong truc va cac mach miu lém cfing 43 nhin thiy o
vie phod nhidm thip hem lidu dic ui.

Tac dung gy qudl thai va chét phii — bio thai & thd cao hom mit chilt so v chudt & cang
mire phiod nhidm, .

0} chudt, mit hrong nhé nintedanib cd dénh ddu phéng xa vi' hodle cie chil chuyén hod cis
nis dhurese Bt vaio sira (< 0,5% lidu dimg), ,

Trong mét aghién ciu kéo ddi 2 nim vé khi nfing giy ung thu trén chudt nhit vi chudt cang,
khong cé bing chimg cho thiy khi ning gy ung thir coa nintedanib,

Cdc nghién ciry vé dic tinh trén gen cho thay nintedanib khing o kha ndng géy dot Wién gen.

Piéu kién bao guan _
e quan trong t lanh (2°C - §5C). Bao quan nguyén trong bao bi dé trinh am.

gach ddan i
OFEV" 100mg: Hop 6 vi x 10 vién nang mém ML
OFEV® 150mg: Hip 6 vi & 10 vién nang mém T
36 thing ké tir ngdy sin xusil
Tiéu tl;gé n_ chiit lwomg
Tidu chuin oo S0

Cor siv sin xuit
Sitn xcneirt bovi:

Catalent Germany Eberbach GmblH,
Gammelsbacher Str. 2, 69412 Eberbach, Prire.

\

B S Sl e
Deing goi v xuit xuing bivi: NG 3
Bochringer Ingelheim am Rhein GmbH & Co KU,

Binger Str. 173, 55216 Ingelheim am Ihein, Birc.
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