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X VAN PHONG 7.

Kx
OFEV"

THUOC NAY CHI DUNG THEO BON THU

: L e/ DaiDIEN 13T
PE XA TAM TAY TRE EM AR THANH PHO | 2
POC KV HUGNG DAN sU DUNG TRUGC K

1Y EINTRH MIsH )

anh phiin céng thire thud
Thanh phan hoat chai:
Vién nang mém 100 mg: 1 vién nang chira 100 mg nintedanib baze tr do weemg dng v
1204 mg nintedanib esilate.
Vién nang mém 150 mg: | vién nang chim 130 mg nintedanib bazo iy do wong mg Vi
180.6 mz nintedanib esilate.

Thimh phén i digre:

1.5t nang: Triglycerid chudi trung bink, chit béo cimg, soya legithin (E322) .

Vo nang: Gelatine, glyeerol 85 %, titan diexid (E171), oxid sat 4o (E172), oxid sfl vang
(E172), myc den (Opacode)

Muye den: Shellac glaze, oxid sit den (E172), propylen glycal (E1520)

Dang bao ché r‘j__]

Vién nang mém

Vién nang pﬂm 100myg; Vién nang gelatin mém, hinh thudn, may gua dao, duc, m{t mat in
mue den bidu twong cdng ty Bochringer Ingelheim vi #1007, chira hin dich nhét mau ving
SANg.

Vién nang mém 150my: Vién nang gelatin mém, hinh thudn, mau néiu, due, mot mit m mye
den biéu wong conp ty Boehringer Ingelheim va *1507, chira hén dich nhin miu ving sang.

Chi dinh ; o _
OFEV” duoe chi dinh dong két hop vai docetaxel dé dicu trj bénh nhin ung thir phoi khéing
1é hio nha (NSCLC) tai chd tién trién, di vdn hofie NSCLC tai phit 1 ung thir bigu md tuycn
theo md hoc sau khi di didu tr] bude mit bang hoa tr] ligu,

OFEV® duge chi dinh difu tr bnh xor hod phéi te phat (1PF) va lim gigm tién trién bénh.

Litu diing, cich ding :
Vién nang OFEV" dupe ding dudmp wong, nén ding cing voi thire &n, nudt nguyen vitn

thude vini nude, vi khéng nén nhai hay nghién nit vién thudc. . 1
Niu quén mdt lidu OFEV” thi nén tiép tyc ding lidu dé nghi vio thisi diém nong thude ke
lidp, Néu quén udng mit lidu, khing nén cho bénh nhin udng liéu bo sung.

i e liéu fri NSCLC:

Difu tr] véi OFEV® nén duge biit diu va duge giim sdt bod mdl bde s7 o kinh nghigm trong
vide sir dyng edc trf ligu ching ung thr,

Ve lidu ligmg, cdch ding, vé cich chinh lidu docetaxel, xin vui long tham khio thong tin sin
phim docetaxel womg img.

Liéu khuyén cio cia OFEV" la 200 mg hai 1in mdi ngiy, cach nhau khodng 12 gid, viir ngly
2 dén ngay 21 cia chu ki didu i chuin 21 ngy vol docetaxel,

CFER MLLPE-FN Fuge § nf W
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Khing duge ding OFEV® trong ciing miit ngay ding héa trj ligu docetaxel (= ngay 1).
Khing duee vt qud lidu 16i da 3¢ nghi mai ngay 1 400 mg.

Bénh nhiin co thé tiép we dicu i voi OFEV® sau khi ngimg docetaxel khi vin con co dugre

ler feh Lim sang holic cho dén khi xiy ra dic tinh

D6 i digy iri IPF

khéng chip nhin durge.

Nén khid dlu didu trj voi OFEV”® béi cic bac 5§ ¢o kinh nghiém trong chin doan va diéu tr

Lidu ding khuvén cio cia OFEV® 13 150 mg hai lin moi ngdy ding cich nhau khoang 12

B

IPE.

gid.

Khiing nén visgt gua lidu ding tdi da hang ngay |a 300 mg.
Chinh lidy.

Dai vigi didu iri NSCLC:

Dé guin |7 che tie dung phy (xem Béng 1 va 2),

-

bign phap déu tién 1a nén tam ngimg didu i

vir OFEV® cho dén khi phin méi bét loi i3 rét di dircre hdi phue dén mire cho phep tidp tuc

didu 1] (vé dié | hofic mix ban

uy, Co thé dimg lai OFEV" véri ligu dil gidm. Khuyén cio

m&i bude chinh liéu khodng 100 mg mdoi ngdy (tde 13 giam 30 mg moi litu) dya trén s an
todn vi kha nang dung ngp cua mai cd thé nha md t trong Bang 1 va Bang 1.

Trang trurdmg, hop

=

cde phin (mg bdt loi vin kéo dii nghia li khi bénh nhin khong dung nap
lifu 100 mg hai lin mdi ngiy, thi phii ngimg dicu tri bing OFEV™.

Trong trrimg hgp 66 sy ting 1 rét eéc chi s men aspartate aminotransferase (AST) { alanine
aminotransferase (ALT) > 3 lan g han binh thuémg teén (ULN) kit hop v déng bilirubin
todin phiin = 2 1in ULN vi alkaline phosphatase ALKP <2 lin ULN (xem Béng 2), nén ngimg

didu trj vii OFEV®. Nén chim dint vinh vién
nguyén nhin khic.

didu trj véi OFEV®, trir khi phat hién do

Ring 1: Khuyén cao chinh lieu cho DFEJ"* trong trudmg hop tidu chay. non va cac phén g
bt loi lign quan hode khong lién quan dén huyét hoe trir trndmg hop tEng men gan (xem Bang

2}

Phiin @my biit lgi CTCAE?®

Chinh liéu

Tiéu chay tmg duomg 46 2 hom 7 ngdy lien
fiép mic di didu tr chong tidw chay **
HOAC

Tiéu chay > d6 3 mjc di didu tri ching tidu
chay **

Non**>dd 2
VA/HOAC

| Bubn non = 49 3 mjc di didu i chong
ndn**

Sau khi ngimg thubc va héi phuc vé & |
hodic mie ban ddu, giam lidu tir 200 mg ha
lin méi ngay dén 150 mg hai lan md ngéy
Vil - néu xem xéf cln :hlu.’gt phai giam lidu
ldn hai - tir 150 mg hai lin mbi ngay eim
100 mg hai lin mi npay.

[ Phan (mg bt loi khic lién quan hodc khing |

GFERV IR

o I o 20
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| lién quan dén huyet hoe vei mic 49 > d§ 3

l |

*CTCAFE: Common Terminology Criteria for Adverse Events

cho cic bién cb bit Lot

(Tieu chudn thudt ngir chung

** ciing xem muc Canh bdo v thin trong khi ding thirde

Bing 2: Khuyén céo chinh ligu OFEV® (nintedanib) trong truimg hop tng AST va/hode

ALT va bilirubin

[ Tang AST / ALT va bilirubin

[ Tang cie gid tr] AST vithoge ALT t6i > 2.5
i ULN két hop véi ting bilirubin todn phan
wi = 1.5 lin ULN

Chinh lieu _‘
Sau khi ngimg thudc va cac gid tri men
wanzaminase khoi phye vé mic = 2,8 lin |
ULN két hop vai bilirubin vé mice bink

hodc thimg, gidm liéu tir 200 mg hai lin m:’:n'
Tang cde gid trj AST viv'hodic ALT 1 > 5 ngdy dén 150 mg hai lin mdi ngay vi - neu
lin ULN xerm Xét cAn thidt phai giam lidu lin hai - wr

130 mg hai lidn mbi ngay con 100 mg hai léin
mdi ngay.

Nién chim dirl dign 5 vinh vien voi OFEV™, |
trir khi phdt hién do nguyén nhin khac

Tang cdc gia tn AST vavhoac ALT ton = 3
Lan ULN ket hop véi tng bilirubin todn phin
té 2 2 lin ULN v ALKP < 2 lan ULN

AST: Aspartate aminotransferase; ALT: Alanine aminatransferase;
ALKP: Alkaline phosphatase; ULN: Upper limit normal (Gidi han kinh thudmg trén)

Dj vl didue i IPF: i-h'[

Npodi viéc didu tri tricu chimg thém néu cin, ki¢m sodt cie the dung phy (xem myc Canh bdo
v thiin trong kii dang thuoc, Tic dung kiving mong wedn ciia thuie) cia OFEVY ¢d l;hﬁ
bao gam vige gidm liéu ding v ngung tam theri cho dén khi phén (mg bit loi ey the da hoi
phye dén mie 36 cho phép tiép tuc dicu tri, Didu tri vai OFEV® co thé lai tiép tuc véi licu
binh thuémg (150 mg hai lin mﬁj ngav) hode lidu giam (100 mg hai lan rnlfri ngdy), WNéu mt
bénh nhan khing dung nap voi lidu 100 mg hai lan mdi ngay, nén ngimg digu v v OFEV™,

Trong trdmyg hop ngimg didu 1 do tng men transaminase (AST hofe ALT) = 3 lan ULN,
khi men transaminase tra vé gidi han ban diu, co thé bit diu diéu tri lai véi OFEV® ven lidu
binh thirdmg (150 mg hai lin mdi ngay) hodc vai Libu giam (100 mg hai lin mbi ngay), sau do
¢ thé ting lén lidu binh thuémg (150 mg hai lin mai ngay). (xem muc Canh bdo vi thin
trpng ki ding thude, Tic dung khing mong mudn cia thuic).

Quiin the diic bift
Tréem
Tink an todn va higu gua coa OFEV" & bénh nhi chua duge nghién cim trong cde thir nghigm
ldm =dng.
énh nhéin cao tudi (2 63 di)

Khing ghi nhin thay et s khac bigt thng llhé 'u& tinh an todn v hi¢u qua & bénh nhin cao
w50 viri bénh nhin dudi 63 toi. Khing can diéu chinh lieu khiri ddu theo tudi vie coa bénh
nhin (xem myc Bdc vk digre ding hpc),

GFR T ILA-IN HMige ot
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Dhaa trdn phin tich dwge ddng hoc quin thé (-PK), khéng can chinh Licu OFEVY" prwede khi
dimg {xem muyc Bic tinh dupe dong hpc). DT ligu an fodn trén bénh nhin da den con hgn
ché.

Trong luong ca thé _ o
Dya trén phin tich duge djng hoe qu%n thé {-PK), khong chn chinh liguw OFEY" rrue khi

diing (xem muc Bic tink duge ding hoc).

Suy Lhiin
Duai 1% lidw dom ninedanib duge bai tiét qua thin (xem myc De fink duwgre ding hech,
Khing cén thiét chinh i1 khivi diu & bénh nhin suy thin nhe dén trung binh. Chua nghién
ciru tinh an todn, hidu qud, v& duge ding hoc cla nintedanib & nhimg bénh nhin suy tign
nang (A6 thanh thai creatinin < 30 mL/phat). .

|Jl}—[
Suy gan

Nintedanib duwge thai rir cha yitu qua dutmg mit’ phin (> 90%). Nong dd thude lrong ¢o thé
tang 1én & bénh nhin suy gan (Child Pugh A, Child Pugh B; xem muc Dic tinh durge dgng
hipel.

Chua nghién efru tinh an todn, higu qua ciia nintedanib & nhimg bénh nhin bi suy gan muc
Child Pugh B va C. Khing khuyén cdo ding OFEV® dé diéu tri cho nhitmg bénh nhin suy
gan trung binh (Child Pugh B) v ning (Child Pugh C), xem muyc Bic tink dirge ding hoc

D67 voi diéu fri NSCLC:

Dira trén dit lidu lam sing, khong chn didu chinh liéu khoi diu & bénh nhan suy gan nhe
(Child Pugh A, xem muc Cinh bdo vi thie trong Kiri iz thuie),

Dai v dlidu tri IPF: _
() bénh nhan suy gan nhe (Child Pugh A), liu khuyén cio clia OFEV® 14 100 mg hai lin mdi
aghy cich nhau khodng 12 gid.

() bénh nhin suy gan nhe (Child Pugh A), nin xem x£t tam ngimg holic dimg hin diéu tri de
kidm sodl tée dung phy.

Chéng chi dink

Chéng chi dinh ding OFEV® & bénh nhn d3 biét min cim vdi nintedanib, lac, du nénh
hodic it kb td duge nao cia thude (xem myc Thanh phan cdng thirc i)

Chéng chi dinh dang OFEV" trong thai k¥ (xem myc Khd ndng sink san, thai ky va cho con
Bii).

Ddi vy didu 1ri NSCLS:

Déi vai cac chéng chi dinh cia docetaxel, xin v long tham khao thing fin san pham
docetaxel wromg {mg.

Cinh hio vi trong khi dimg thuie
R4 loan tidu hoa
Dl vei dicu iri NSCLS:

o Tiéu chay

CHEEE JO-E - Ty & of 30
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Tiéu chiy & bién ¢b dudmg tiéu héa duge bio cdo thuimg xuyén nhit v xudt hidn
irong méi quan hé chit chi vé thir gian voi vige diing docetaxel (xem muc Tde dung
khdng mong muju ciia thwde). Trong thir nghiém 1am sing LUP*IH-Lung 1 (xem muc
Thir nghigm fim sdng). phan lom benh nhéin ¢4 tiéu chay nhg den tung binh, 6,3% s
bénh nhin bi tiéu chay = d§ 3 trong didtu trj phéi hop so v 3,6% bénh nhan durge dem
trj ligu voi docetaxel. Ciin dicu tr] tidu chay khi cd cae dau hidu diu tién hang cach bl
nirée diy din va dimg cdc thuﬁc_:huﬂng tidu chay nhir loperamid, va o the phai tam
ngimg, gidm liéu hode ngimg him tr ligu véi OFEV" (xem myc Lidu lepng, edeh
ding),
s Budn ndn vi nin ) _

Budn ndn vi nin, da phin tir mirc 49 nhe dén trung binh, la nhitng bién ¢ ngog ¥
duémg tiéu hod duge bio cdo thuimg xuyén nhét (xem mue Tie dyng khdng mong
i ciia thude). Néu nhir cée triéu chimg kéo dai 4 da duge chim soc hé trg thich
hop (bao pom diéu tri chéng ném), oo thé cdn gidm lidw, tam ngimg, hofie nglmg han trj
lidu QOFEV" (xem muc Licu lgrag, edch ding).

Trong truémg hop mél nude, can truvén dich va céc chit dign gidi. Phai theo dai nong do chc
chit dign giai trong hisyét teomg 1o Xdy ra cac bien 6 ngoal ¥ tiéu hoa khic co hén quan.
Baj v didu fri IPF: M.,

& Tidu chey pL

Trong cie thir nghigm INPULSIS (xem muc Thir nghidm ldn sang), ti¢u chav la bidn
et dirdmg tiéu hoa dupe bio cdo thuimg xuyén nhat, tuomg tmg 14 62.4% 50 vin 18,4%
& nhimg b¢nh nhan dicu trj il Q}'E*f"" s0 vin gia durere éxem myc Tde dung kldng
mong mudn cita thude). O hiu hét cac bénh phin, bién c6 ny ¢ mirc 4§ L nhy den
trung binh va xudt hién trong 3 thing dhu didu tri. Tiéu chay dan dén phii giam licu
irén 10,7% bénh nhin va ngimg s dung nintedanib & 4,4% bénh nhén. !
Cin phéi didu wi tiéu ehay khi ¢6 cic dau hign déu tién bing cach bl nuie day du va
diing thube chéng tigu chay, vi dy loperamid, va cd thé phii ngimg digu tri. Co the
dids tri trér fai voi OFEN® véi Tiéu gidm (100 mg hai in mai ngay) hode véi fiéu binh
thuémg (130 mg hai lin mdi ngay). Nén ngimg sir dyng OFEV” trong triimg hop ticu
chiy nang. dai ding mac di da diéu i mide ching,

f .
o Buon nén va nin

Budn non va nan 13 nhitg bién b ngoal ¥ duge bio cdo thuomg xuyén nhat {xem muc
Tic dung khing mong mudn ciia thuie), O hdu hét bénh nhdn bi ndn va busdn nén
véri mre d 14 nhe dén trung Binh, Budn nin din din phii ngimg sir dung nintedanib
3 (9% hénh nhin. Nan din dén phai ngimg sir dyng & 0,8% bénh nhan,

Cé thé phil giam liéu hode ngimg digu trj n!'éu cic trigu chimg dai ding mge do Ja dp
dyng bign phap didu trj hi trg thich hop (ké cd didu 17§ voi thude ching nén). Cb the
tiép tuc dicu trj véi liéu gidm (100 mg hai lin mai npdy) hoge voi lidu dimng binh
thutmg (150 mg hai lin mdi nigay ). Nén ngimg su dung OFEV?® trong nhitng trmg
hop cde trigu chimg ning, dai dang,

Tiéu chity va nén <6 thé din dén mit mede vé/ hode mit cfin bang dién gii

Giiim bach ciu trung tinh va nhidm tring huyét

Exii v didu i NSCLC:

QFEF JkLPL N Firge 5 of M



https://trungtamthuoc.com/

Tén sudt gidm bach cdiu trung tinh theo CTCAE = d6 3 duoe ghi nhidn cae hom & nhimg hénh
nhin dity i OFEV® két hop véi docetaxel so véi dom tr ligu docetaxel. Cée bicn chimg tiep

theo nhur nhigm tring huyét hoge gidm bach edu trung tinh cd sot cling x3y r.

Cn theo dai cong thire méu trong sudt thi gian didu tri , ddic bigt trong thoi glan dicu ket

hop v docetaxel. Vide theo dot cong thire méu thulmg xuyén phai thye hign o khi bt dau

mii chu trinh dida i va guanh thix diém cong thite miu & mirc thap nhat {madir) viri bénh

nhin da.n% didu 1 nintedanib két hop vii docetaxe! vi khi cd chi dinh 1am sang sau khi dieu
i

trj dirt phisi hgp cuoi eing.

Chire nfing gan

Tinh an toan vi hidu qua cua OFEV® chua duge nghién ciru & nhimg bénh nhin bi suy gan
trung binh (Child Pugh B} hodc ngng (Child Pugh C). Do db, khing khuyen cdo trj liéu
OFEV® & nhimg bénh nhin niy (xem muc Dje tink diege djng hec),

D veri dién fri NSCLC: |JTj_.,

Do m?mr_i 46 thube trong cor thé ting 1én & bénh nhin suy g&npnhl:, nguy e Xiy Tt dyng phy
¢ thé tang 1én (Child Pugh A. xem myc Liéu lirgmg, cdch ding),
B phi nhin duge céc mrmg hop ton thuomg gan do thude khi dicy tri véi nintedanib.

Sir dung nintedanib thuimg kém theo ting cac men gan (ALT, AST , ALKP (alkalin
phosphathase)), gamma-glutamyliransferase (GGT) vir bilirubin, Sir gia ting nay ed thé hoi
phye trong da si trudmg hop,

Bénh nhin nir va chiuw A oo nguy oo ting cde men gan cao hom,

Néng dip ninedanib ting tuyén tinh véi tudi bénh nhin, wong quan nghich vdi ciin ning b
thé din dén nguy co can hon ting men gan (xem myc Bc fnk dirgre diing hge). Khuyén cio
gifm sit chat chd & nhimg bénh nhin cd cic yéu o nguy co ndy.

Cin kidm tra ndng di che men transaminase, ALKP va bilirubin trede khi bt diu didu i kst
hop OFEV" voi docetaxel, Phii theo dBi cac gia tri nay khi co chi dinh Hm sang hode theo
déii dinh ky trong sudt théri gian ditu tri, tire 14 rong giai doan két hop voi docetaxel tai loc
bt ddu mdi chu trinh diéu tr vé hing théng, trong trudmg hop fidp e ding OFEV" nhur 13
dom tri Tidu sau khi da ngimg docetaxel,

Nel cac men gan lidn quan lang, <o thé phii tpm ngimg 1h|:l|34:, giam licu hode dimg dicu i
v&i OFEN® (xem muc Lidu hegng, cdch dimg /Bing 2). Can phai tim cie nguyén nhin khic |
gily ting men gan vii oo gidi phap wemg img néu clin.

Néu c6 su thay dai 0 rét cac gid trj men gan (AST/ALT tang > 3 ln ULN) ket hop vai ting
bilirubin = 2 1an ULN va ALKP <2 lin ULN, nén m ngimg diéu trj véi OFEV®, Nén chém
dint vinh vién didu tri voi OFEV®, trir khi phat higén do nguyén nhin khac (xem mye Liéi
fwgmg, cdch ditng /Bang 2).

D vori diéu tri IPF:

Do nong di thude trong oo thé tAng 1én & bénh nhin suy gan nhe, nguy co xay ra tde dyng phu
ch the tang lén (Child Pugh A). Bénh nhin suy gan rfe (Child Pugh A) nén duge diéu tri
giam licu OF EV', xem myc Lidu fwgng, cdch ditng v Difc tinh dwge dong hpe)

I

B ghi nhin duge cac tirimg hop ton thuong gan do thude khi diéu trj véi nintedanib.

St dung nintedanib di kém vii vige ting cée men gan (ALT, AST, ALKP, gamma-glutamyl-
iransterase (GGT)) va bilirubin. Ting men transaminase 14 thufin nphich khi giam li¢u hodc
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lam ngimg didu tri.. Nén xét nghifm men transgminase gan va m"_'mg uiu;'nibi]imhtn e khi
khi dau dicu trj vin OFEVY. va sau d6 kiém tra dinh ki (vi dy tai moi kan tham kham bénh
nhin) hofie khi duoc chi dinh 1dm sang. :

Bénh nhin cd ¢in ning thilp (< 65 ke), bénh nhin nit, chau A co nguy co EHng men gan cao
hom,

Néng 43 nintedanib tang tuyén tinh v tudi bénh nhiin c6 thé din dén npuy co t@ng men gan
cao hon { xem mue Pic tinh duge ding lgc)

Khuyén efo giim sit chit ché & nhitng b¢nh nhin ¢o cac yiu th nguy co niy

Néu men transaminase (AST hofe ALT) tang > 3 lén gidéi han binh thudmg trén (ULN)
khuyén céo giam liéu hode ngimg diéu tr véi OFEV® va nén theo ddi chit ch@ bénh nhin.
Khi céc men transaminase tror vé gid tri ban diu, cd thé ting trd lgi lidu binh thubng (150 mg
hai An méi npdy) hodie bit déu didu i lai véi OFEV® visi liéu gidm (100 mg hai lin mdi
ngfv) va sau dé ¢o the ting 12n lidu binh thudmg (xem mye Lidu lugng, cich ding/Licu ding
khn:ré‘n edo). Néu kigm tra thiy s ting men gan ¢o kém thém cic midu chimg lam sang hode
cdc dau higu thn thuong gan, nhw vang da, phii chim din vinh vién diéu tri véi OFEV, Cén
xem xét cic nguyén nhiin khic din Gl 13ng men gan,

Xuit huyét (B

i vl didu trj NSCLEC:

Te ché VEGFR co thé kém theo tang nguy co xufit huyét. Trong thir nghiém 1dm sing
(LUME-Lung 1) v&i OFEV™, tin sufit xuat huyet & cd 2 nhom didu tri 13 tromg te nbaw, Chiy
midu cam nhg dén trung binh 13 bifn co xuat huydt thudmg xdy ra nidit, Khing cb bdo cao vé

[
-

syt mit cfin bing trén dudng hd hip hoge xudt huyét giy ur vong hay xudt huyét trong niio.
Cde bidn o xudt huyél chi yéu din dén ur vong b lién quan dén khoi u.

Trong giai doan sau lvu hinh, d3 quan sat ll‘h:‘;y nhimg bién co xudit huveét nghiém trong va
khéng nghiém irong, mat 50 trong dd din dén tr vong. O bénh nhin d3 tmg xay bign ¢o
xuit huyét mie d 3/4, nén &inh gid ctin thin loi fehinguy co khi tiép tye dieu tri véi OF EV®
Vi od tl_'lé xem xét dimg dign trj vii OFEY™. Néu tiép e didu trj vdi OFEV”, khuyén cio
giam licu hang ngay (xem myc Liéu ding, cdch ding/Bingl)

Bénh nhin bi chay mau phoi gin day (= 2.5 mL médu 46 o) ciing nhu bénh nhin co khiii u &
trung tim véi biing chimg xém lén tai chit cic mach mau lém trén X quang hofic bang chimg
khiii u tgo hang hodc khéi u hoai tir trén X quang duge logi trir khoi cie thir nghigm im sang.
Do d6. khuyén cdo khing didu tri OFEV" cho nhimg bénh nhin ndy.

& [N odn ndo

= Di cdn ndo dn dink L
Téin sudt xuit huyét ndo khang ting & bénh nhin co di can ndo 43 dupe dieu tej thich
ding trude mi van an dink = 4 tuan tnroe khi bat dﬁu_ dicu trj vin QFEVY, Tuy nhién,
can theo dai chit ché che dddu higu va tridu chimg xu&t huyét nio & nhimg bénh nhin
nay,

o Di edn ndao tién trién
Bénh nhin ¢6 di cin néio tién rién bi logi trir khdi cie thir nghiém lim sing vé khing
duoe khuyén cdo didu 1 bing OFEVY,

o Hidu tri chiing ding nian

Chur c6 sin di¥ i vé nhitmg bénb nhin co khuynh huomg dé chiy mdu do di truyén hodic
bénh nhin da nhin mot lidu déy A tri lidu ching dong mau trude khi bit dau diéu 1 vai
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OFEV®. Khing thiy o0 sir tang tén suit xudl huyét k:f nihitmg bénh nhén dang E"m;".' IEH:‘FL‘IJ'J'].}
trong lromg phén i thip hofic acid as::cq.']m!i;ylic licu thap dai han. _Bv?,'-ﬂh nhiin ¢o bien ¢0
huveét khéi nghén mach trong qui trinh diéu trj vi nhimg ngudi cdn ding thude chong
dénz mdu vin duoe phép tiép tue ding OFEV" va khong thay tang tén suit bién ¢d xudt
huyet, Can theo dai thuémg xuyén v su thay d6i thii gian prothrombin, INR hoji cac dot
xudt huyét trén m sing dbi vi cdc bénh nhin ding két hop véi cde thube chong dong
nhu warfarin hofic phenprocoumon.
i

D v didw frf 1P ==

[Te ché VEGFR ci thé kém theo tang nguy co chiy midu. Trong thit nghig¢m INPULSIS véi
OFEV®, tin sufdt ¢éc bénh nhin gip bien ed xudt huyet hoi coo hon & nhom ding GFE\“I
(10,3%) s0 vai nham ding gia duge (7,8%). Chiy méu cam khing nghiém trong la bién ca
wudt huyet thuimg xay ra nhat. Che bién cb xuat huyét nghidém trong xdy ra vii tan sudl thap

vii tuomg tw nhau & hai nhém {nhom gia duge: 1,4%: nhdm ding OFEY % 1.3%).

Nhitmg bénh nhan da dwge biét la cd nguy co xult huyét bao gom bénh nhin co khuynh
hurémg & chay mau do di truyén hofic bénh nhin dang ding litu dily di thude d1léu tri r:h:mg
déng mau khing duge lua chon vio cie nghién ciu INPULSIS. Do d6, chi nén ding OFEV
cho nhimg bénh nhin nay khi lyi ich tién lugng vugt trii nguy co Liém tang. _'I. rong giai df.'r.:m
sau luu hanh, d& quan sat thay nhimg bidn civ xult huyét nghigm trong va khimg nghim
trong, mit 86 trong do din dén ur vong.

Ciic bién co thuyén te huyéi khéi dong mach -

Thén trgng khi didu trj trén nhimg bénh nhin cd nguy co cao hom ve tim mucIE: bﬂ'El gﬁfn hé_ﬂh
mach vinh &3 biét. Nén xem xét dén vige ngimg thude trén bénh nhin xuat hign cae tridu
chimg hodic diu hidu thidu man co tim eye b cap,

Déi wii iy i} NSCLC: o
Téin sudt cie hign cf thuyén tde huyét khii dong mach 13 nhu nhau giita hai nhém dieu tri
trong gini doan 3 eoa nghidn el 1199.13 { LUME -Lung 1} Béoh nhin ed tién s gan diy by
nhdi me o tim hage dit quy doe loai trir khoi nghién ciu, Tuy nhién, da thily ¢h sir 1ing
tdn sual ede bién cd thuyén the huvét khoi dgng mach trén bénh nhin xo hod phai r phi
{IPF) khi diing dern try ligu voi nintedamb.

Dii veri didu tei
Beénh nhitn oo tién sit gin diy bj nhéi méu e tim hodie dit quy duge log: tri khen ede thu
nghidém INPULSIS, Che bién o thuvén tie huyét khai dimg mach duge bio cio khdng
thuémg xuvén: trén 0,7% bénh nhiin & nhom dung gia duge va 2.5% o bénh nhin i nhdm didu
trj bing nintedamb

Trong khi cde bidn cb ngoal ¥ phan anh bénh thitu mau teén tim la nh nhaw gitta shém ding

nintedanib v nhém ding gia dge thi 15 1€ bénh nhan b nhoi mau co tim & nhom ding
nintedanib cao hom (1.6%) 50 v nhom dimg gia dugre (0,5%),

F:

Thuvén tic huvet khai tinh mach

Dii viii didy fri NSCLE: o

Biénh nhin duge didu tri biing OFEV® ¢é s gia tang nguy co thuyén tie huyét khii tinh mach
ké ca huvét khoi tinh mach sdu, Cin theo di chiit ch@ cac bien co thuyén tac huydt l;rhﬁi trén
nhimg bénh nhan nay. Nén ngimg ding OFEV® & bénh nhén ¢ phian (ng thuyén i@ic by
khii tinh mach gav de doa tinh mang.
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i v digy tri IPF: .

Trong ede thir nghigm INPULSIS, khing guan sal 1]15:.* sy gia tfing nguy co thuven fac huyét
khéi finh mach trén cdc bénh nhin duge dieu tri bing nintedanib. Dyo trén cor ché tic dung
ciia nintedanib. bdnh nhin cé thé bi tang nguy co glip céc bién cb thuyén tic huvét khai.

Thing durdmg tiéu hoa
Dira trén eo che t4e dung cla nintedanih, bénh nhin co thé bi ting nguy co thing duimg tiéu

hoa,
g s By
ai vir i tri NSCLC ~ G
Tin subt thung dwimg tigu hoa 1a ahu nhau gitta cie nhom dicu il wong nghién el LUME-
Lung |. Can dic biét than wong khi dicu tri bénh nhin cé qhﬁu thudt & b"mE troe diy hoac ol
tién sir gin ddy bi thing tang ring. Do 46, chi néo bit ddu ding OFEY" it nhat 4 tuin sau
cude phiu thudt kom. bao ghm phiu thujt & byung. Nén ngimg tri ligu OFEV® vinh vidn &
nhimg bénh nhan bi thing duémg (i€u hoa.

Drii visi d@iéu tel IPF:

Trong cde thir nghiém INPULSIS, khing quan sat thiy sy pia ting nguy co thiing duimg Uiy
hod (én cde banh nhin duge didu tri bing nintedanib, Céc trrong hop thing dudmg tiéu hou
&3 duoe bdo edo trong giai dogn sau hru kanh. Cin dac biét thin rong khi didu tri hénh nhin
¢t phiu thudt bung trude diy hode cd tién sir gin diy bj thing tang ring, tién s tnrde ddy
loét dwimg tiéu hoa, bénh Wi thira hodc dung domg thii vl thude corticosteroid hode thuds
NSAIDs. Do do, chi nén bt diu ding OFFV® it nhit 4 {uin sau eude phiu thudt lon, bao
ghm phiu thuit bung. Nén ngimg i ligu OFEV® vinh vién & nhitng bénh nhin bj thing
dudmg tidu hoa

Can trér vide Einh vér thuong

Dha trén co ché the dyng cla thude, nintedanib cd hé 14m gidm qua trinh Yanh vt thuong,
Thn sudt chim lanh vét thuong duge ghi nhin khéng tang trong ede thir pghigm lam sang.
Khing cd nghién ciu ndo d duge thye hign dé khao sat anh hudmg cda nintedanib rén vige
linh vét thwong. Do d6, diéy i vai OFEV" chi nén duge bt diu hoje — trong trutme hop
ngimg do phiu thudt- ding lai dya rén ddnh gid lim sing ve vide lanh vét thiromg thod ding.

Lecithin diu ndnh
Vién nang mém OFEV" cé chisa lecithin du ndnh (xem mic Ching chi dinh).

iin thié idt
Bai veri diea el NSCLC!
Trong nghién ciu 119915 (LUME-Lung 19, thn sudt ghp cac bien cd nghiém trong cao hon o
nhimg bénh nhan diéu trj voi nintedanib vi docetaxel ma trong lugng co thé nhd hom 30 kg so
vii nhitg bénh nhdn ¢6 trong lugmg co thé > 50 kg; tuy nhién so lugng bénh nhén ¢o trong
Iomg o the nho hom 30 kg it Do do, khuyén eto theo di chit ch& nhimg bénh nhin ¢ trong
luremp cor thé < 50 kg

A nding sinh sin i k¥ vii cho con bi

Kha nAng sinh sin

Biii v diéu ] NSCLC:
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Duea trén cic nghién clru {ién lam sdnp, khing cd béng chimg vi gidm khit nbng sinh sin o
con due. Tir cie nghign el dic tinh bin ciip vA kéo dai, khing cd bang chimg cho thay khi
ning sinh san & chudt edng cai bi suy gidm o néng &8 todn thin wong (g v liew khiryén
cio toi da @ ngwdi (MRHD) 14 200 mg hai lan ol ngdy.

D wori dién pri IPF: !
Ihra trén céc nghién clu tién 1m sang, khéng cb bang chimg ve gidm khi néng sinh san o
con dye. Tir vac nghién clu die tinh hén cip va kéo dii, khing co béng chimg cho thay kha
nang sinh sén o chudt ::ﬁng; cii bi suy giam & nong 46 todn than teong g wiri Lieu khayen
chio 11 da & nguir (MRHD) 12 150 mg hai lin moi nghy. _

(i
Trénh thai

Phu nit ¢d kha ning mang thai dang dif:u tri véi OFEV" nén d;u;:'u wr van dé sir dung bign
phép tranh thai phi hep trong vi ft nhit 3 thang sau khi ding licu OFEV® cudi ciing. Nén
khuyén phy nit 6 khi ning mang thai tranh cd thai trong khi dang diéu tri vin OFEV".

Thai kv

Khing ob thing tin veé vike st dung OFEV® & phy nir co thai, nhung céc nghién ciru tién l4m
sang trén dgng vit da cho 1.“'51" ddc tinh cta thuoe trén kha ning sinh san (xem muc Byje ).
Do nintedanib ciing o6 thé giy hai lén thai o ngudi, khing duge ding thude ndy trong khi
mang thai ¥ phai xét nghiém thir thai it nhdt 1 triede khi diéu tri voi OFEV",

Rénh nhan nit eln duge tur van 42 théing bio cha bic 87 hofic duwge <7 ctia hg néw cf thal trong
khi dicu tri vin OFEV",

Wéu bénh nhin co tha: wrong trong khi ding OFEV", bénh nhén ciin dugre thing bao ve nhimg
mdi nguy hidm tiém dn déi voi thai nhi. Nén xem xél vide ngimg diu tr,

Cho con bi

Khang co thong tin vi su bai tiét nintedanib va cie chit chuyén héa vio trong stra nguli me.
Cac nghién el tien lam sang cho thay mot lugng nhé nintedanib va cdc chit chuyén hia cla
nd (=< 0.5 % licu ding) duge bai tiét rong sifa cua chudt me.

Khang thé logi trir nguy co cho 1@ so sinh/ iré nhé, Vi vav. nén ngimg cho con bil trong khi
didu tri voi OFEV",

Bt vei diéu tri NSCLC: )
Vé théng tin cha docetaxel lién quan dén kha niing sinh sAn, thai k¥ vi cho con b, xin v
long tham khao théng tin san phim docetaxel wromg g,

Anh hwang cia Ge 1én Khi nfing 14 xe, viin h T il

Chura thye hidn nghién el ve tic dong ela thudc 16n kha nfing 141 xe va viin hanh may MO,
MNén h:h:prn bénh nhin phai than trong khi lai xe hogc sir dyng may moc rong khi digu tr] van
OFEV ",

Tuwong tic cua tl‘l]gﬂI

P-glveoprotein (P-gpi
Nintedanib [& mt chil BT coa P-gp (iem mye Byic tink dirgre ding hpe). Trong midt nghién

¢t chuyén vé twong tic thude - thude, vige sir dung déing thiri vl chat &c ¢hé manh P-gp 1
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ketaconazol di lam tang ndng do nintedanib dén 1,61 tin dyea trén AUC v 1,83 lin dya teén
s

Trong mdt nghién ciy tremg tae thude - thube véi chit cim tmg manh P-gp 14 rifampicin,
nong d¢ nintedanib 48 giam xudng eon 50.3% dya trén AUC va 60.3% dua trén Ces khi
diing dfing thiri véi rifampicin 50 vini khi diing mit minh nintedanib.

Méu ding chung voi OFEV®. cic chit éc ché manh P-gp (nhir ketpconazol Doge
erythromycin) 6 the lam ting nbing di nintedanib. Trong truimg hop ndy, cén theo divi bénh
nhan chit ¢hE vé khi ning dung nap nintedanib. C6 thé yéu ciu tam ngimg, giam lidu hode
npimg him tr liéa OFEV" 4 kiém sodt céc tac dung phy {xem mye Liéu hepng, cich dung).

Ciie chét cam (my manh P-gp {nhur rifampicin, carbamazepin, phenytoin, va thio duge St
John) ef thé lam gidm ndng d9 nintedanib. Nén xem &1 i vige thay thé cac thudec nay bing
cic thufic khing giy cam img P-gp holic giy cam {ng & mire thi thidu khi dimg ding thir v

OFEV™,
(M
Thire &g -
Khuyen cdo ding OFEV® ciing voi thite an (xem myc Dic tinh dicge ding hpc).

Cac men Cytochrome (CYF)

Chi co mdt lwong nhd nintedanib duge chuyén hoa sinh hoe qua con dudmg CYP. Nintedanib
vi cdc chit chuvin héa clia nd 14 BIBF 1202 goc acid tu do va dang phirc hop glucoronids
cia né 14 BIBF 1202 -glucuronide déu khing e che hode gy cam img cac men CYP trong
cic nghién el Lidn lim sang (xem myc e tinh duyre ding hoe). Do 46, khé niing (uong tic
e ~thube ctia nintedanib dya trén 27 chuyén hoa qua CYP duge coi 1a thip.

Sit dung dbng thi vii cde thude khde _
K ha nang nintedanib treng tac viri cic thuoe tranh thai chira ndi tiet td chura duoe nghién euu,

D voi diéu trf NSCLC _
Vige d{rngrni.m::dnnih cimg voi docetaxel (73 mg /m?) khéng lam thay doi dupe ding hoc cua
o4 hai thude dén mit mite df co ¥ nghia,

Twong lky cua thui‘lg
Khong ap dung

Tic dung khing mong mugnt il thgﬁr:

Tém tit hi so ve tinh an win
Pé quin |§ cAe phin img bat lgi chon loc, cing xin vui long xem myc Cink bdo v thi
frong ki ding thuie.

D veni iy jri NSCLC:

Dt lidu & tinh an toan duge cung cip sau ddy 14 dwa trén nghién ciri then chdt rén todan clu
giai dogn 3, o md 50 1a 1199.13 (LUME - Lung L} vin thiét ké mi ddi, ngdu nhién, so sinh
ligu nintedanib kit hop docetaxe] vai gia dunge két hop docetaxel & bénh nhéin co NSCLC tai
chih tién trién, hofic da di cin, hofic NSCLC téi phat sau khi didu tri bude diu bang hoa tr
lidw. Cac phin img bat loi thuimg gap nhét dic trumg cho aintedantb L& tigu chay, tng cac fid
trj men gan (ALT vi AST) vh ndn. Bing 3 cung cap 1m tAl cie phan tmg ba loi theo phin
logi hé thong co quan (SOC).

OFEY MLP-EN Foge 11 af 18



https://trungtamthuoc.com/

Réing 3: Phin logi tin suit tac dung phy dya trén nhimg bién ¢b

ngogi ¥ & nhimg bénh nhin

NSCLC 14 ung thir bigu mi tayén theo md hge

Nhimg thudi ng sau diy dimg dé
bign (= 1/10), pho bign (= 1/100

hin logi cée the dung phy theo tn suﬂ't:gw phai; it Hhﬁ
r < 1/10), khing pho bién (= 1/1000 den < 1/100), higm

gap (= 1/10 000 dén < 1/1000), rat higm gap (< 1/10 000}, chira bigt tin sudt (khong the danh

gift dym trén nhimg dit ligu co sin). Trong mbi nhém tan

sult, cde tie dung phy duge trinh bay

theo thir tu mire &9 trém trong gidm din

| Tin sudt Rét phi bién Phi bifn Khing phis bién
{= 1/10} (= 1/100 < 1/10) (= 171000 < 1/100)
H§ co guan
Nhism tring vi nhiém Sot giam bach ciu
ky sinh tring B trung tinh '
i Ap=xie
= Nhidm tring huyét
Rhi loan mau va hé | Giam bach cdu trung | Gidm tiéu ciu
bach huyét tinh ' (bao gdm sit
siam bach ¢du trung
tinh}
Rbi_logn_chuvén hoa | Gidm ngon migng Mat nurée
vi dinh dirliing Mét cin bing dién | Gidm cin
giai
R&i loan he than kinh | Réi logn than  kinh
ngogi vi ' |
Roi logn mach méy Xuiit huyér * Thuyén tic huyét khoi !
tinh mach
Tang huyet dp J
"Rbi logn ticu haa Tiéu chay Thiimg duromg tiéu hod
Mo Vidm wy
Buiin nin
Dau byung
Viem migng ) .
Wi loan pan mdt Taing alanine Tiing bilirubin miu, Tén thuomg gan do
aminotransferase, Tang Gamma- thudc
Tang aspartate glutamyliransferase
aminatransierase,
Ting atkaline

phesphatase mau

Cée roi logn trén da va
mi dun da

Viem niém mac .
| bao g:":'lm viém ming)
N mén da

1) Xin xem ca théng tin sin phim cun docetaxel
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) T;m suit khiing 1ing trén nhimg bénh nhin diéu i voi nintedanib phal hop voi docetaxel so voi Binh nhdn

Lr: Bang g duge phii hop vl docetaxel
L) T!uEn e vilm iy 98 dwge bao cdo & bénh nhin dimg nintedanib diéni tri IPF va NSCLC. Phin lém nhimg bign
i ndy dupe bao cdo 3 bEnh nhéan [PF

Mé ti cdc tic dung khéng mong muidn chon lpc:

Tiéu cha

Tiédu -:,h..'i': & }:a}r ra & 43,4% (= mirc 3:6.3%) bénh nhin ung thir bigu méb lI.I.}'CI'I & nhom ding
nintedanib. Phin Ién cic téc dung phy xul Eh1En trong moi quan hé chit ché vé thid gian vi
viée ding docetaxel. Phin Ién bénh nhin hoi phugc tiéu chay sau khi dirng didu 1ri, ding cac
ligu phip chang tidu chiy va gidm lidu nintedanib @"T

(e bign phip duge khuyén cdo va digu chinh lidu rong treimg hu;rp tiéu chay, xin xem lin
lrot trang mye Canle bdo va thin trpng ki ding thude vi myc Lidw ding, cdeh ding.

Tang men gon v tdng billrubin mdu _
"-Ihl.‘rng lEL dung phu lién quan dén gan xdy ra & 42.8% bénh nhin didu tri vivi nimedanib. Xap
xi /3 56 bgnh nhan nay gﬁp céc tde dung phy lién quan dén gan rla.ng = mire dé 3. O nhimg
binh nhin ¢ cac chi 50 vE gan ting can, vige sir dung hidu di giam litu hic thang da dupe
thiét lip 14 bign phip thich hop vil chl cin thiét dimg didu trj & 2,2% bénh nhin. J phin im
chc binh nhin, vije ting cdc chi s0 v gan li cd thé hoi phye dwge,

Thing tin vé cae nhém bénh nhin dic biét, cic hign phap drgc khuvin cdo v didu chinh lidu

trong truémg hop thng men gan va bilirabin, xin xem lan luet trong mupc Canle bio va fign
trong khi divng thude vi mue Lidu ding, edch dimg.

Gidm bach cdu trung tinh, 56t gidm bach cdu trung tink va nhidm irimg huyét

Whiém trimg huyet va 501 gidm bach chu trunig tinh 48 dupe bdo cdo nhue chac bién chimg ctia
giam bach ciu trung tinh. Ty 1€ nhidm trimg huvét (1.3 %) vi st giam bach ciu trung tinh
{7.5%) ting 18n khi digu tri v nintendanib so v nhom dimg gid duge. Vige giam sal cdng
thirc mdu trong qua trinh diéu trj 14 quan trong, dic biét trons qué trinh dicu tr) két hop vai
docetaxel (xem myc Cank bdo wi thin trong khi dimg thuie),

Xudit huivée

Imng pial doan sau luu hinh, nhimg bién cb xudt huvét nghiém trong vi khing :1ghi&m trong,
mit 50 trong do din dén 1.1: vong 48 dwoe bio l:il.l:l bao pom nhl]‘ng bénh 11hﬁn co hojic Lhﬂnng
ding ligu phap diéu tri th::nng dong hofc cac thudc 6 thé gy xuat huwi Cac bu:n e xLEL
huyét sau lru hinh hao gi'rm nhung khing gicr han trén dudmg tiéu hoa, hi hi hﬁ.p Vi CaC o
quan hé than kinh trung uong, i tan sudt hay gip nhit 14 hé ha hup {(xem muyc Cdnk bde v
thin teong Khi ding thitéic)

Thung dedmg tién hia
Dira vo co ché tie dyng cia thude, thing duimg ti#u hoa eb thé xay ra & bénh nhin didu i
viri pintedanib. Tuy nhién tin-sudt bfnh nhin xay ra thing dudmg tiéu hda 1 thip

Rai Togm thdn kinh ngoci vi

Réi loan than kinh ngoai vi cling durore biét dén xdv ra khi didu i v docetaxel. R loan thin
kinh ngoai vi dusre bdo cdo o 16,5% bénh nhin diéu tr] viri gia duge va 19,1% bénh nhin diéy
L viri mintedanib

Dii v didu pej IPF-
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Nintedanib ¢ duoe nghién e trong cde thir nghigm im sang vl 1529 bénh nhin bi xo hod
phéd ty phét (IPF),

Dt lidw vé tinh an todn duwge cung odp ssu diy 1 dya trén hal nghién ciru gini doan 3, vai thiét
ké ngdu nhién, mi ddi, co kiem chimg bang gia duge trén 1061 bénh nhén, so sanh gifa nhim
didu trj v nintedanib 150mg hai lon mSi ngly voi ahom ding gid duge trong 52 tudn
(INPULSIS-1 vt INPULSIS-2). ‘ ,

Cée bidn ob bét loi duge bio cdo thuémg xuyén nhit lién quan dén vige ding nintedanib bao
ghm tiéu chiy, bubn nén, ném. dau byng, gidm ngan miéng, giam cin v ting men gan.

Bing 4: Tom cit efie tic dyng phy phin logi theo tAn swit & bénh nhén [PT

Nhimg thudt ngi sau ddy ding dé phin logi cac tdc dung phy theo tin "7""'5".* pip phai: il phi
bidn (= 1/10). phis bién (= 1/100 dén < 1/10), khéng pho bidn (= 1/1000 dén < 1/100), hiém
giip (= 1/10 000 dén < 1/1000), rit hiém gp (< 1/10 000}, chua biét tn sudt (khing thé danh
pia dyra trén nhimg dir ligu co san). Trong mai nhiem t4n sudt, cie the dung phu duge trinh biy

theo thit fir mude 4§ tram trong gidm din (4
Tin suit Rat phit biién Phi bien " Khimg phi hién |
(= 1/10) (= 1/100 < 1/10) |r=_-mnnu-cmm
_HE co quan . =
Roi loan méau va hg Giam 1iéu ciu
| bach huyit _ ‘
Roi logn chuyén hda Giiam ngon migng |
v dinh dudmg Giiam cin B —
Ro1 loan mach miu Xuat hapver' ™ Tang huyét ap |
R loan tiéu hoa Tiéu chiy Nin Viém gy
' Budn nén
| Paubyung , .
R Iwn-g:m midit [fing men gan Tang alanine Ton thuong gan do
aminotransicrase, thude,
| Ting aspartate Tang bilirabin mau
aminotransferase, heyeet
Ting gamma- Tang alkaline
| | - | glutamyltransferase Phasphatase mau !
1) Thufit ngir chi mt nhom che bien cb £é khai nsm v hoo rjng hon mdt tinh trang dom thulin hode thudt ngl
tham ko MedDRA

21 DAl quan sit thiy nhitmg bikn co xudt huydt nghiém trong vh Khong nghifm trgng, moL s0 Lroag do diin dén
wong, trong giai doan sau luu hinh

Mo 14 cae tae dung khdng mong mudn chon loc:

Tiéu chay

Titu chiy di dwge bio cdo & 62,4% binh nhin didu tri véi nintedanib. Bidn cd duge bdo cdo
|3 mie do nang ¢ 3.3% bénh nhin didu 1 voi nintedanib. Hen 273 s& hénh nhin pip tiéu chay
biio cho the dyng phi ndy bit diu trong ba thing diu didu tri. Tiéu chay diin dén dimg didu trj
vinh vifn xdy ra & 4.4% bénh nhin; cae bu:n o khdc b thé kiém sodt bii cac ligu phip ching
tidu Jih.ig.r. giarm liéu hode tam dimg diéu trj (xem muye Cinh bdo v thiin trong kki ding
thuirc)

Ting men gan

Thing men gan (xem muc Canl bdo vi thin rong ki dimg thudc) duge bio cao o 136 %
bitnh nhin didu tri v&i nintedanib. Tang men gen cd thé hii phue duge vi khong lien quan dén
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bénh gan co bitu hign lim sing Thong tin Khac ve cde nhom bénh nhan dic bigl, cic bin.':_n
phép duge khuyén cdo v ditu chinh litu trong truimg hep tieu chy v tAng men gan, Xin
wem |an luot wong myuc Canh bdo wi thin trong ki ditng thude vi muc Liew ding, cach

diing.

Thing bio ngay cho bde 57 hoge dupe 5§ nhitng phin ting cd hai gip phal ki sie dung
thudc.

Qua lidu vi cich xir tri }1

Khong co thude gisi ddc hofie didu i dje higu khi b qua lidu OFEV®. Licu dom cao nhit cun
nintedanib duge ding trong cde nghién ot giai doan | li 430 mg mdi ngay mdl kan. Hgm&i
ra, co 2 biénh nhin 43 dang thude qué lidu dén mire i da 600 mg hai lan méi ngay cho den 8
ngdy. Bién cb bét loi quan sdt duge déu phis hop vai hd s vé tinh an toan da dwoc biét din
ctin nintedanib, nghfa 13 ting cdc men gan va cac triéu chimg tidu héa, Ca hai bénh nhin déu
héi phue khéi nhimg phin img bdt lgi ndy. .

Trong tririmg hop qué licu, nén tam nglmg didu trj vi bit diu ding cée bign phip ho o
chung phi hop.

bai 1.ﬁ_|d‘:'£:re i fPE: . )

Irong cac thir nghiém INPULSIS, mét bgnh nhin 44 v tinh ding liée 600mg trong thng cing
21 ngay. Mat bién cb bat loi khong nghiém trong (viém miii hong) d3 xay m v duge gidl
quyét trong thir mian diing sai licu, khing thiv xudl hién bidn b ndo trong sb cie bicn b 4
durge hao cho.

D hd i hoc
Bic dimiy dirgre e hpe

Nhism thude didu tri: chit ching ung thir - Chit tre ché Tyrosine kinase,
M ATC: LOLXES]

Cor ghe e dung

Bl o dliéu fri NSCLL:

Nintedanib Ii mgt chat e ¢hé angiokinase hic ba ngan chin hoat tinh clia cic enzym kinase
ciia e thy the véu 15 tng tnrémg ni md mach méan (VEGFR 1-3), thy the yeu 10 @ng ruomg
¢6 ngudn gée tir tidu ciu ( PDGFR a va 0 ) v cde tha thé yéu 1 ting truomg nguyén bao soi
(FGFR 1-3), Nintedanib afin két canh teanh vao & gén két adenosine triphosphate (ALT) cua
céc thii the niy va ngin chin viée truyen che tin higu ni bao, da;; la qued trinh quyét dinh dén

st phat trién v thn i cia 18 bao nji md mach mau cling nhur (& bio xung quanh mach miu
va té bdo co trom mach mau. Bén canh do, tyrosing protein kinase giong Frns (FIt) -3, tyrosine
protein kinase d3c higu eia lym pho bao (Lek) va vrosine-protein kinase Sre (Src) cua gen

khi thuy gy ung thir eling bi e ché,

Dt v digu pri IPF.

Nintedanib 14 mot chét irc ché tyrosine kinase phin tir nho bao ghm (e ché thy thé yéu 1o tang
trremyg o6 ngudn ghe ti dée cdu | PDGFR ) a va B, cac thy thé véu td ting trudmg npuyén blo
soi (FGFR) 1-3 va céc thy the véu téh ting tnromg ndi md mach mau (VEGFR 1-3). Nintedanib
gin két canh tranh vio & ghn két adenosine triphosphate (ATP) coa cae thy thé niv va ngin
chin vide truven che tin hidu ndi bao, day 14 gud trinh quyer dinh dén sy phir wrién, di trdva
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hidn déi ciia nguyén bao soi dal dign cho co ché chil yéu trong bénh hoc xor hod phéi tr phit
(1PF). Mgoai ra. nintedanib cling ire ché F1t-3 kinase, Lek kinase, Lyn kinase v Sre kinase.

Tag dun e hoe IT;‘H

P veri diéu e NSCLEC. - . :

Tang sinh mach mau o khii u 1 mat dde tinh thiét yéu gdp phin tang truromg khioi 1, tién trién
vii tao di can va chi véu khéi phét bai sy phing thich cde yéu 1o tién sinh mach (He la VEGF
w4 bEGF ) do cac t bho kbéi u tidt ra dé thu hit cée (& bho ndi mb mach mau cia vit ch
ciing nhir cdc 1& bao ngodi mach dé tgo diéu kign thugn loi cho viée cung cip oxy vi nudi
dudmg thong qua h§ thang mach médu cia vt chi. Trong mé hinh bénh o thir nghifm lién lam
sang, dom trj lién nintedanib can thigp hitu higu 18n vige hinh thinh v& duy il b thing mach
miu cla khii u dan dén fe ché s phil trién khéi u vé 1am ngumg tré luu lugmg mau & khoi u.
Dac biét, vigc didu tri khdi u duge ghép dj ching trong thue nghiém vii nintedanib din dén
gim nhanh mit 4§ mao mych & khéi u. t& bao Rouget bao phil mach méu va sy A midu o
khdi u.

Po cing hnimg tir {DCE — MRI) cho lhﬁ.:.-' tac dung ching tang sinh mach cua nintedanib @
nguini. Tée dyng niy di khong i ring phy thuoe vao liéu, ntnmg hiu hét cde dap (mg quan
sét dugre & lidu = 200 mg. Phiin tich b i quy logistic cho thiy sy lién b co ¥ nghia thong ke
giira 1ae dung chong tang sinh maeh vé nimg 4§ mintedanib. Két qua DCE - MRI nay da dugc
thiy sau khi uong Ticu thudc diiu tidn 24-48 gidr va duge duy tri hofic thim chi tang 1én sau khi
didu tri lién tye trong nhiu Luan. Khong ¢ mfrj twong quan giia dap dmg DCE - MRI v kél
qui kich thude tin thaong dich gidm dang ké vé& mat Jim sang, nhung dép img DCE - MRI co
lién quan dén s on dinh cda bah,

Dii i didu tri IPF: .
Viée hogt hod ding thae tin hiu cua FGFR v PDGER fa véu 10 quyet dinh tham gia vao sy
phat trién va di cir cla cde nguyven b soi phoi/ nguyén bao soi co. gie 1€ béao phin higt rrong

hénh 19 %o hoo phr"::i tr phat. Hign nay, cde anh huomy ci thé o cin viée o che VEGFR trén
bénh I xa hoa phis ur phitt chim duge Jam sng W hodn wan. Cheap d phdn b nintedanib
dugre cho & e uhé_dﬁqg thae tin hidu ma qua &6 1a trung gian che sy phat trién va di 1 chc
nguyén bao soi phid bang gach gﬁn vho & gin két adenosine triphosphate (ATP) ciia thy thé
kinase noi bio, do do can thigp vae su hogt hoa chéo thong qua gua trinh phosphery] hoa 1y
ding coa cac thy the dong nhi phin, Trén In vitre, che thy th muc ticu bi e el b
nintedanib & nong 40 thap mire nano. Trén cac nguyen bao s phéi cia hénh nhin bi xo hod
phii Ly phét, nintedanib ue ché sir ding sinh cic & hao duroe kich thich boi PDGE, TGE vi
VEGE v cde gia tri ECs, tuong img i 1] nmolL: 5.5 nmol/L. vé nhd bon | prol/L. O nong
d§ it 100 v [N nmel/L. nipn:dunih ciing irc ché sur di trih nguyen bio sgo do PDGE. FGF
vit VEGE vii e ché sy bign doi nguyén bdo sqi thanh eic nguyén bao sgi cof do cam img
TGF-beta 2. Mypdi ra, cde hogt tinh chéng viem cla nintedanib duge cho 12 han ché sy thie
div qua trink xo hoa bang cach giam cac chiit trung ginn tao xenhu IL-15 va 11-6. Hign chira
ti val tro e hoat tinh ¢hbng tao mach cia nintedanib trong o che hoat ddng cua nd trong
cde bénh xo phiti. Trong e nghiln el i vive, nintedanib cho thiy ¢ the dung chimg xor v
chong viem manh, '

Bic fink diege ding hige

Duge ding hoe (PK) cia nintedanib co thé duge xem i tuvén tinh theo théi gian (ue dir
ligu cing li¢u den co the duge ngoai suy cho dif lidu ding iy nhidu tin), Sy tich by thisde
khi dimg nhidu licu 1& 1.04 lan d6i véi Coax va 1,38 130 ddi véi AUC,. Miong 4§ ddy cia
nintedanib viin on dinh trong hom mgt nam.
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Hiip thu

Nintedanib dat néng dg thi da trong huvét twong khodng 2 - 4 gio sau khi udng vién nang
gelatin mém trong dicu kién in no (or 0.5-8 gik). Sinh kha dung tuygt doi cua mt liew 100
me 13 4,69% (KTC 90%: 3,615-6,078) & nguii tinh nguyén khoe manh. Tip thu va sinh kha
dung cia thude b gidm boi the ddng clia chat van chuvén v sir chuyén hoa bude dau.

Tinh ty 1§ theo licu ding duge chimg minh qua nf:m_g, dd nintedanib EI-I:E ting (pham vi lié tir
50-450 mg mat Mn _I'I‘lEI-'l ngdy va 150 - 300 mg hai lin mdi ngiy). Nong d§ trong huvét tromg
dat dirge trang théi n dinh chim nhat 14 trong ving mot tudin ding thude.

%au khi @n, noéng dé nintedanid tang khoing 20% so véd ding thudc trong didu kigén doi
(KTC: 95,3-152,5%) i sir hap thu bi chim lai (trung vi tee khi doi: 2 gidr mo; 3,98 gio).

Phin b& e

Nintedanib tufin theo ding luc hoc phin bo it nhat hai giai doan. Sau khi truyén tinh mach, di
ahi nhin €& mt thé tich 1ém thude duge phin bé (Vss: 1050 1., 45,0% gCV).

T 1§ g.ﬁn k1 protein Irong huyét twong ngudi trén in virro cla nintedanib cao, voi iy 1§ gﬁn
kit 14 O7.8%. Albumin huyét thanh duge coi 14 protein gan ket chu yéu. Nintedanib duge phin
b tru tién trong huvet tumg vii ty 1§ trong mén/huyét teong 14 0,869,

Chuyen héa

Phan img chuyén héa phé bidn di vii nintedanib la phan img thay phin béi cic enzym
esterase 1an nén BIBF 1202 ghe acid wr do. BIBF 1202 sau do duge ghn kéi voi glucuronide
béi che enzvm UGT, cu thé 13 UGT 1A1, UGT 1A7, UGT 1A, va UGT 1AT0 ¢ ud thanh
BIBF 1202 glucuromide.

Chi ¢t mét hugmg nhé nintedamb duwge bién d6i sinh hge qua con dudnmg chu}'f-n hoa CYP visi
CYP 3A4 12 enzyme tham gla chi yéu, Trong nghién ciu ADME & nigwer, khéng thé phat
hi¢n duge chit chuyén hoa chinh phy thuge vao CYP trong huyét twcmg. Trén in vitro, sy
chuyén hoa phy thude vao CYP chidm khodng 5% so v6i khoang 23% qua phin (g thiy
phiin lién két ester,

DI veii gliéu tri NSCLC
Trong thye nghigm tién 1am sang im vive, khéng ghi nhgn durge higu lye cua BIBF 1202 miic
dit chilt ndy e6 hogt tinh tai cdc thy thé dich cia hoat chiit.

Thai trg

Dé thanh théi todn b khi huyét tuemg sau khi truyén tinh mach 18 cao (CL: 1390 mL! phit,
28.8% gCV). Khodng 0,05% liéu thude (31,5% gCV) duge dio thdi trong nirde tén o dang
khing thay ddi ciia hogt chilt trong vong 48 gior sau khi uong va khoang |.4% ligu ding
(24.2% pCV) sau khi u-u}'én tinh mach; do thanh thii & thin 14 20 mL/ phit (32,6% gCV).
Sau khi udng nintedanib gin ("], edc cht o hoat tinh phong xq duge thai e chi yeu qua
phin/ bai Hé mit (93.4% lidw, 2,61% pCV). Sur bii tiet qua thin gop phén nhé vao do thanh
Uil toan ba (0,649% lify, 26,3% gCV). Sy phyc hii todn b duee xem 12 hoan toan (trén
90%%) trong vong 4 ngay sau khi ding thude. Thin gian ban thai cudi el nintedanib 14 khoang
10-15 gidy (khoang 50% gCV),

(Quan hé :1:."E|ng d - ddp img
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Didi v diéu tef NSCLC:

Trong cac phan tich tham div duge déng hoe (PR)- thc dung hit lgi, néng dé nl!m:-rlanib CH0
hom o6 xu huimg gin lién vii ting men gan, nhung khéng kém theo ciéc bién co bt g trén
durimg tiéu hoa.

Ciic phin tich PK-hifu qua khang dugre thyre hign cho cac tiéu chi dénh gia cubi cling vé mit
lim sing. Hoi quy logistic cho thay c6 sy fién quan cd ¢ nghia théng ké gita nbng dd
nintedanib vi dap img trén DCE-MRL '“p.]

Didi verj didu tri IPF: -

Cac phin tich nong db — dap img cho thily mai quan hé weng ty nhar higu qua i da gilta
néing di trong khoang st dung ¢ giai doan IT va HI va 1y 1§ FVC bi xdu di hang nim i ECS0
khodng 3-5 ng/mL (sai s0 chuan twemg ddi: 54-67%).

V& mit an toan, cb vé nhu co mii 1ién hé véu gilra ngf‘rng do nintedanib frong huyét tuomg Vil
s ting ALT vd/ hofic A ST, Lidu ding thire i€ oo the la yéu th dur Mﬂltﬂl hon npuy cor Xl
hign tiéu chay & bat ki mirc 44 ndo, ngay ca khi khing logi trir véu 1o xéc dinh nguy cor i
ning 4 thube trong huyét nmg {xem phin Ciinh bdo vi thiin tromg khi dimg thuie).

Céic yéu 16 ndi tai v ngoai sinh; quin the dac bigt

Cae ddc tinh PK cua nintedanib la nhw nhau & nguid tinh nguyén khoe manh, bénh nhan xo
hod phoi ty phit va bénh nhin ung thu. Dya trén cac két qui coa phan tich duge diong hoe
quin thé (PopPK) va ede nghiln cim md 14, ning d¢ nintedanib khiong bi dnh hudmg b wid
tinh (trong lugmg eor the dd higu chinh), suy thin nhe va frung binh {dwoc ddnh gid qua 4§
thanh thii creatinin}, di can gan, thang diém trang thii theo ECOG, mic di uoRg T, hode
kiéu gen P-gp. Phim tich duge dfng hoc quin thé cho thiy o nhimg tée ddng vira phai 1en
ndmg d nintedanib 1y thude vio 5 tudi, cén ning va ching the. D rén tinh bicn thién cao
& cic ch thé vé ndng do quan sat duge trong thir nghiém lam sing LUME-Lung 1, nhimg (e
déng niy khing duoc xem li co ¥ nghia lm sang (xem mye Canlt bdo i thin trong khi
ding thudc).

Tudi

Nong d) nintedanib ting tuyién tinh theo tudi tic, AUC,. gidm 16% & mit bénh nhin 45 tubi
(gid tri phin vi thir 5) v 1ng 13% 0 mt bénh nhan 76 tudi ( gid trj phin vi thir 95) so vl
mét bgnh nhin o trung vi i 1a 62. Do i duge dua vao edc phan tich 1a 29 dén 85 wwbi:
khodng 3% dén si lém hom 75 tudi.

Chura thue hign nghién cir & ddn s tré em.

Trong lugmy cor thé

Mt mai twong quan aghich gitta trgng lromg co thé va nong 48 nintedanib di duge pghi nhin.
ALIC, ,, tAng 25% & m{t bénh nhin nang 50 kg (i trj phén vi thir 3) v gidm 19%% & mdt
bénh nhin nang 100 kg (gid trj phin vi thir 93) so viri mét bénh nhin c6 trong lugmg trung vi
71.5 ke

Ching tég

Gia trj trung binh quiin the cha ndng d¢ nintedanib & nhimg bénh nhin Trung Quéc. Dai
Loan, va An D thi cao hon 23-50% vit O nhimg bénh nhan Nhit Ban thi cao hom 16% trong
khi gid trj nay & nguo Hin Qude thi thap hom 16-22% so vii ngudi da trang (trong lugmg co
thé da higu chinh). D 1igu tén ngwii da den y cit han ché nhung vin trong khoang gid
gidng nhuw & ngwii da tring.
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Dl vebl ditéu eri NSCLC: e =
Tuy nhién, dya trén tinh bién thién cao gifra cde cd thé veé nong 46, nhimg tic ddng niy khing
duoe cho 1 ©6 ¥ nghia l3m sing.

Suy gan

Trong mdt nghién ciru Pha T dom liéu riéng biét va so sanh vai cic bénh nhin khie manh,
Ning di nintedanib dya trén Cuu v AUC & nguiri tinh nguyén suy gan nhe cao hom 2,2 lan.
(Child Pugh A; 90% CI Iin Toot 1,3 - 3,7 @60 v Cuax v 1,2 - 3.8 ddi voi AUC). O ngudi
tinh nguydn suy gun trung binh (Child Pugh B}, nﬂng d6 dura rén C,, cao hon 7.6 1in (90%
CI44 - 13,2) v ndng dd dyra trén AUC cao hon 8,7 1dn (90% CI 5.7 - 13,1) 50 v ngLein
tinh nguvén khoe manh. Khéng nghién cira trén bénh nhin suy gan ning

Sir dung ddng thisi v6i pirfenidone D

Dl verd diéu i IPF: -

Nghién cim vigc sir dung dbng thivi nintedanib véi pirfenidone da duge tién hinh trong mit
nghién cir thiét ké nham song song trén bénh nhin Nhit Ban bi xo hod phdi ty phdt. 24 bénh
nhiin d3 duoe didy Y bing nintedanib | 50mg hai 1in m&i ngay trong 28 npay. Trong da, 13
bénh nhin duge diéu tr thém vai nintedanid trong khi dang ding lau dai pirfenidone lidw
chuérli_ |1 bénh nhin ding dom tri ligu nintedanib, Néng di nintedanib cé xu hudng thip hon
khi dicu tr) dong thot voi perfenidone so vl chi ding nintedanib. Nintedanib khiing ¢b anh
huémg i due djng hoe cla pirfenidone. Do khodng thii gian ding thude dong thoi ngin vi
50 bgnh nhin it, khdng thé rit ta két ludn vé tinh an todn va kigu qui eita vige phii hop niy.

Khi ning trong tac thube - thude
Chuvin hia

Tuemg tde thude-thude gitta nintedanib va cae chilt nén cla CYP, cde chilt ire ché CYP, hodc
chiit gy cam (mg CYP duge cho la & khing xay ra, vi nintedanib, BIBF 1202, vi BIBF 1202
glucuronide khong tre ché hode kich thich cae enzym CYP trong céc thit nghiém ticn lam sing
va nintedanib ciing khong duge chuvén hoa bin ede enzym CYP & mat mire d6 dang ke.

Vin ehuyin

Nintedanib 12 mot chit nén eta P-gp. VE kha néEng trong tac cia nintedanib vai chit vian
chuyén niy, xem muc Tuong tde ciia thude , Nintedanib diroe chimg minh khing phii 14 mi
chill nén hodic chit e ché OATP-1B1, OATP -1B3, OATP-2B1, OCT-2 hogc MRP-2 rén in
viire. Nintedanib ciing khéng phai 1 mdt chit nén cia BCRP, Chi ghi nhin dwoc kha ning irc
ché kém OCT-1, BCRP, va P-gp trén in virro ma didu ndy duge xen 13 it ¢o ¥ nghia lim sang.
Cihi nthén néy ciing dp dung wong e cho nintedanib vdi vai ted 14 mit eo chiit cia QOCT-1.

Fhee nghigm lim sdng
Diii veii diéw trj NSCLC.
Hifu qua tr r nphiém then chdt L ME-Lung 1 giai doan 3

Higu qua v tinh an toan ches OFEV" d3 dupe nghién cira & 1314 bénh nhiin c6 NSCLC tién
trién 1gi ¢ho, di cin hofe NSCLC tai phat sau khi didu trj bude diiu bing hoa i, Thir nghiém
bao gém 658 bénh nhin (30,1%) véi ung thir bidu md tuyén, 555 bénh nhin (42,2%) v ung
thy bitu md té bao vay v 101 bénh nhin (7,7 %) vi cde khéi u khic theo mé hot .

AFEF L Fage 19w A0
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Rénh nhén duge phin chia ngau ohién (1:1] d& nhan nintedanib 200 mg wbng hai lan mi
ngay két hop véi docetaxel 75 mg/m” truvén tinh mach méi 21 ngdy (n = 635) hodc placebo
uong hai lan mdi ngay kél hop voi docetaxel 73 T:'::,_:,-'rn2 mai 21 npay (n = 659). Vigc phin
ahom nglu nhién dirge phin ting theo thang ditm trang thai cta Eastern Cooperative
Oncology Group (ECOG) (0 5o v 1), didu tri trude vai bevacizumab (co g0 vii khong), di
cin ndo (c6 5o voi khing) vi két qua m hoe cla khoi u (u té bao viy so v u khong phai té
hao ¥iy theo mé hoc).

Pie diém bénh nhin 1 cin ddi gitta cée nhom diéu trj trong dén sb thing the va trong cic bénh
ahdn ung thi biéu md myén. Trong din 6 thng thé ¢ 72.7% beénh nhin 14 nam gidi, Phan kin
bénh nhiin khing phai la ngudi chiu A (81,6%), d6 wdi trung vi 14 60, trang thai ban diu theo
thang diém ECOG 14 0 (28,6%) hode | (71,3%); mdt bénh nhin d c6 trang théi han diu theo
thang diém ECOG 1 2, €6 5,8% bénh nhin ¢b di can ndo An dink khi bit diu nghién cln vi
3,82 hénh nhin duee diéu (ri trude vai bevacizumab.

Gian doan etz bénh duge xde dinh tai thoi didm chin doan s dyng hikmg diin cia Union
Internationale Contre le Cancer (U1CCY American Joint Commitiee on Cancer (AJCC) phién
hén 6 hoge 7. Trong ddn s tong the co 16,0% benh nhin mic bénh giai doan < MBIV,
29 4% méc bénh giai dogn ITTB vd 61,6% miic bénh giai dn.:n%n V. Ca 9,2% bénh nhan tham
gia nghién ciru bi ti phit tai chi khi duge dinh gia le ban diu. Vi nhimg bénh nhin bj khoi
u do ung thr biéu md tuyén, co |13.8% méc bénh giai doan < [HB/AV, 13,2% mic beénh gia
doan [ITB va 69,0% mac bénh giai doan V.

5.8% binh nhan ung thir biéu mé tuyén tham gia nghién ciru dang & gial dogn 1l phit i chd
khi duge dinh gid e ban diu, “I'4i phat tai chd” duge dinh nghia la sie xudt hi¢n trd lai tai
chi cita cde khéi ma khdng cb di cin tai thoi diém bat diu tham gia nghién el

Tiéu chi dénh gid cudi cing chi viéu 13 ty 1§ sting st khong e bénh tien tien (FPS) duge
danh gia bii mit Uy han danh gia dic ldp (TRC) dya vao phuong phap ITT {(intent-to-treat)
trén quén thé va kiém tra bing md hoc. Ty I¢ sing sot todn b (OS] 14 tidu chi danh gig cudi
cling thir yéu, Cée két qua eudi cing khac vé higu qua bao giim dap {mg myc tidu, kiem sodt
bénh, thay dai kich thude khdi u va chiit lugng cude song 1ién quan dén sire khie.

Nhu the hién trong Béng 5. vige b sung nintedanib viio phic 45 docetaxe! din dén giam ed ¥
nghia thing k& vé nguy co bénh tién trién hoge tir vong dén 21% cho toan by din sb (HR
(,79: KTC 95%: 0,68-0,92; p = 0,0019) theo sir xde dinh cua IRC. Két qua nay da duere khing
dinh trong phén tich theo di PFS (HR 0,85, KTC 95%: 0,75-0,96; p ~ 00,0070 trong 4o bao
ghm tht ca cde bién ed dugre thu thip tai thii dicm phin tch OS cudi cing. Phin tich ve ty 1é
shng sl todn bd trén dén 6 tong the khong dat dén mic co ¥ nghia thing ké& (HR 0,94; KTC
5% 0,83 — 1,05}

Chi ¥ 1a edc phin tich dinh trede theo md hoe cho thiy sy khic bigt co ¢ nghfa thing ke Vi
OS gifra cae nhim didu tr chi trong quﬁn thé bénh nhén bi ung thu bidu mé tuyén, Vide dimg
thém nintedanib véri docetaxel din dén gidm eé ¥ nghia thong ké nguy co tai phat bénh hoje
tir vong dén 23% viri bénh nhin ung thu biu md wyén ((HR 0,77 KTC 95%: 0.62 - 0,96)
Phit hop visi mhimg ghi nhén nity, cd sy cai thién ding ke cde tidu chi dinh gia ¢ nghidn e
cd lién guan nhu 13 viée kigon sodt binh va thay i kich thirde khoi u,

B
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Bang 5

Cic két qué vé higu qui trong nghién ciu LUME -Lung 1 40 voi 1ht ci bgnh

nhan va bésk nhin co ung thu bidgu mé tuyén theo ma ho

Tht ca binh nban | Ung ther bidu m tuyén theo mé |

theo phin tang*

hge -
ﬁ:"l, OFEV" | Placebn OFEV"  Placcho !
- (n=565) | (n=569) | (n=277) (n=128% |
Ty 1§ simg khing co bénh ticn
trién * B
S5 lugng tr vong hoge ea benh | 339 (60,0) | 375 (63.9) | 132(34,9) 180 (63,2]
tién trién, n (%) _ )
Trung vi PFS [thang] 34 2T 4.0 _I:EI-
HR (KTC 95%)** _ 0,79 (0,68; 0,92) 0,77 (0,62; 0,96} I
Gia tri p cua kigm dinh Log-Rank 0,0019 0,0193
theo phin ting ** . |
Kiem soat bénh [%5)] 4385 | 376 606 | 439 —
Ti sb Odds (KTC 95% )’ 1,56 (1.23; 1.98} 1,98 (1,41; 2.77)
Giid tr p+ 0,0002 <(),0001
[ Dip (mg muye tidu [%] 4| 19 4.3 3,5
Ti 30 Odds (KTC 95%)' 1,77 (0.23: 3.89) 1,25 (0,53; 3.01) ]
Gid trj p+ 0.1283 . 0,6122 =1
' Gia tri trung binh d hidu chinh | -3,93 1.15 -7.38 0,28 '
ciia %% thay ddi kich thude khivi w |
tit nhit so viri ban diu [%] | '
Gid irj p° _ 0,0002 0.0002
T§ 1§ song sit toin bj*** | (n=655) | (n=659)  (n=322) (n= 336)
S0 Lugmg chc bign cb OS, n (%) | 564 (86,1) | 557 (84.5) | 259 (80.4) 276 (82.1)
Trung vi OS [thing] 10,1 9.1 12,6 10,3 |
HE (KTC 95%) | 0.94(0.83; 1,05) 0.83 (0,70; 0,99)
Gid tri p etia kicm dinh Log-Rank 0,2720 00359 \

Lo

Pivin tich chinh PES dura (s8n tang »0 cia bicn o PFS thic 713 duge thu thap 1an Dt trong toin bi din sd.
Prurcre phdin thng theo thang ditm ECOG PS 10¢ bun & (D so vdi 1), di ciin ndo lic ban dau (g0 5o 0w

khiing) va diéu trf trudk: woi bevacizumal (od 5o veti Kinding) v nprodi ra cbn dupe philn thng thee kit qui mé

lic ban diu (0 so vdi 1) v ngodi ra

chn duge

bénh nhdn (i€ bio vay so wif khing phii 1 Bdn vay)

®  (id i trung hinh

(et 2o v khiing) va didu

két qua mb hoe khii u cho wt ci cic

da higu chinh cia % thay doi kic

quy logistic

~ hoe ki u gho it ca ciic nhom binh nhin (1€ bio vay sovai khing phii (2 bia vay).
Phin tich 08 dya trén 1ing 50 1121 rwdmg hop Wi vong o

: i todn ddn s
+ Tisé Oddls vh gid i p tha duspc tir ma hink hbi

o hidu chinh dbi véi thang diém diah gia ECOG
higu chinh thea két qui mb& hoe khii u cho tat ¢i cdc nhim

b thirde khéi u th il so vér gis i ban diu vh gis i p
dusere tao £ tir mdt md hinh ANOVA higu chinh theo thang difm ECOG PS (0 5o vid 1),

oli can nda ban diu

tri o vidi bevacizumab {ob o wer khingh. Ngoai r, con chrepe hidu ehing thea

i nivien benh ohin (1€ bao viy so v kKiling phii te bl vay). Co | bénh
nhan (135301} ¢ difm b ban Mu theo ECOG PSR 2.

Sur cii thign OF 6 ¥ nghfa thing ké & nhém ding ligu phip nintedanit két hop v docetaxel
da duge chimg minh & shimg bénh nhin ung th bidgu md tuyén qua giam 17% nguy co
vong (HIR 0,83, p = 0,0339) vi trung vi cii thign 0% la 2,3 thing (103 so wii 12,6 thing,

Hinh 1.

AFEV IRLRLD
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Xac sufit sdng st (%)

T4 1 song sot du dodn

Minh 1 Budmg cong Kaplan-Meier v& 1y 1§ séng s61 todn bg theo nhém digu trj & cac
bénh nhin cd khdi v 1 ung thir bidu mé uyén trén md hee trong thir nghigm
«LUME-Lung |

110
Twung w1 [vhueg]
a0  — T 103
Mintodanik 114
HHE 0BT (T S 070006 p=0L 05T

04
I'\-

i 32,7% =

alt 4. TP

T T T T T T t T T T | 1 T T ] T T
i 7 4 # B ta L3 14 1] 18 2u - e o] TR LhL] iz ik !

6 binh nkiin ch nguy oo Thiri gian (1hdng) Thiri gian My ngiu nhién {dng)

34 M1 mE M M ADE 133 178 LE] 4 [+ L} # as =y 15 13 ¥
v S 1 IR = S5« N i T 1 s S [+ ] jaa  §M 114 -1 BT ] -] an B!t ] 4

Mt dénh gid xée dinh trude duge thye hién trong din st hénh nhin 6 ung thir bigu mé twyen
duge xem xét dua vio nghitn ot vioi mt tién lugng didu tr dic bigt xdu, cu the 14, bénh
nhdn cd bénh tién trién trong khi hode ngay sau khi digu t bude daw tnroe khi tham gia vio
nghién cine. Nhiém din s6 nay bao gdm nhimg bénh nhiin ¢ ung thu bidu md tuyén duge xéc
dinh l&c ban diu & dang tién trién va tham gia nghién clru trong vong 9 thang ké tir khi bt
dau tri [idu bude diw. Liéu phap nintedanib két vl docetaxel 1am giam nguy oo Lo vong
dén 25% & cag bénh nhin nay, so vii gid duge két hgp véi docetaxel (HR 0,75 KTC 95%:
0.60-0.92; p=0,0073), Trung vi OF 48 cdi thign dén 3 thanp (nintedanib: 10,9 thang; placebo:
7.9 thang).

Trong mét phin tich twong quan ngau nhién trén cic bénh nhin ung thu hidu mi tuyin e
bénh tién trién v tham gia nghién ciru sau 9 thang ké tir khi tri liéu budc dau, sy khac bidt
khéng dat d&n mire b ¥ nghia thing ké (HR cho O5: 0,89, KTC: 95% : 0,66 1, 19).

T% 1& bénh nhin ung thu bidu md tuyén giai doan < BV theo chin dodn nho va cin béng
aifta 2 mham qiéu tri {gid durgre: 54 bgnh nhin (16.1%); nintedanin: 30 bénh nhén (15,5%)). Ty
st nguy co ddi voi nhimg binh nhin ndy vii PFS va OS lin leot 13 1,24 (KTC 93%: (.68,
2.28) va 1,09 (KTC 95%: 0,70: 1.70). Tuy nhién do & miu nhd nén khing oo su tusmg Lae ¢d
v nghia v khoang tin ¢y rong bao pdm t¥ 86 nguy co cho OF cta todn b bénh nhan ung thr
bidu m tuyén,

Dl vl digu i IPF:
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Hidu qui ldm sang cia nintedanib da duoe nghién ciru trén nhimg bénh nhan IPF trong 2
nghién ciru cé thiet ké giong nhau, mi d6i, ngdis nhién, cé kiém chimg bing gia duge, gial
doan 3 (INPULSIS-1 and INPULSIS-2). Céc bénh nhin duge chia ngiu nhién theo ¥ 1¢ 3:2
v nhém didu tr vii OFEV® 150mg hoje ding gia duge hai lan mdi ngay trong 52 tuan.

Tiéu chi dénh gid cudi eling chinh 13 t¥ 18 xdu di cia dung tich shng géng site (FVC) hing
nam. Tidu chi danh gid cubi cling thit yéu 1 s thay doi vé ting di¢m dinh gid theo bé ciu hoi
vi b hip cln Saint George (SGRQ) trong 52 tudn tir thin difm ban diu tai théd didm oo com
biing phit ¢dp tinh 1PF diu tién. n

Ly

Ty 1& xéu di cla FV -

Tv 18 xdu di eda FVC hing nam (tinh biing mL) gidm rd rét trén bénh nhin ding nintedantb so
viri bénh nhin ding gid duoe, Hidu qud didu i trong che thir nghiém la dong nhiit, Xem
Bing 6 két qué riéng [& v két qua 23p.

Rang 6: Ty 18 xau di cia dung tch song ging sie (FVC) (mL) hing ndm trotg e thir
nghidm INPULSIS-1, INPULSIS-2 v trong dix li¢u gdp v didu trj

INPULSIS-1 v
INPULSIS2 |
INFULSIS-| INPLILSTS-2 20p §
" Gia duoc | OFEV'150 | Giaduge | OFEV” 150 | Gia duge LOFEV 130
my hai lin mg hai lin mg hai lin
mdi ngay mdi ngiy moi ngay
S50 lugmg
bénh  nhén
duge  phim
tich 204 309 219 529 423 618
Ty &' (S8E)
gidm qua 52| —2399 | 1147 -207.3 ~113.6 -223.5 ~113.6
tuin (18,713 | (15.33) (ein | 1573 | (1349 (10,98)
Sa sdnh vin gid duge 1
Khae biet' 125.3 93,7 1099
KTC (71.7; (44,8; (75.9;
55% 172.8) 142,71 144,0)
p-value <), 000 0,0002 | =<0,0001

I e tinh diea trin méi thids ké vé hé s6 ngdu nhitn va hoi quy

Hiéu qué bén vimg ciia nintedanib trong giam ty 1§ xiu di cia dung tich sbng ging sirc (FVC)
hang nam 43 dwge khing dinh trong tht cd che phin tich dwge dinh trude vié tinh nhay. Npodi
r, céc hidu qua twong ty cing d3 duee ghi nhin trén cdc tiéu chi dinh gid khic ve chite nang
phéi, nhu thay dbi trén FVC tgi twin 52 so vii thii diém ban diu va cac phin tich trén binh
nhén ¢4 ddp img FVC ciing cho thily bang chimg vé hifu qui cia nintedanib trong vige lam
chim tién trién cia bénh. Xin xem Hinh 2 vé sy thay ddi so véi mic ban diu theo this gian
tén cd hai nham diéu trl, dys trén cic phan tich gip cia cée nghién ciu INPULSIS-| and
INPULSIS-2
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Hinh 2: Sy thay 48i trung binh FVC (mL} s0 viri mire ban diu qua théd gian, cie nghién ciu
pdp INPULSIS-1 v INPULSIS-2

T

Sip dty (s g Bl FVC il e v mire base i
T
1

il = .. ’ . ol
24 & 12 4 in 57 i

54 baymg. bénly il
[aiA dufire 417 “efg &Of i
Mintedmoih 150ma hid =9 == A i el

=0
=]

§

bid = hai lin méi ngay

Phin tich vié su dap img FVC

Trong ca 2 thit nghigm INPULSIS, ¢ 1€ bénh nhin dap (mg FVC, duge xéde dinh 1 nhimg
bénh nhin c6 19 18 % FVC xdu di ty@ d&i duge dy dodn 1 khong lon hon 5% (ngutmg bicu
hién cho vidc tang nguy co tir vong trong bénh IPF), coo hon O rét & nhém ding nintedanib
50 vai nhom dimg gia dwge. Quan sat thiy ket qui temg L trong cdc phin tich st dung
ngudng cil 1& 10%. Xem Bing 7 két qua riéng 1e va ket qua Zop,
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Bing T: Ty I¢ bénh nhén dap tmg FVC trong 32 tudn trong cac thir nghiém INPULSIS-1,
INPULSIS-2 vit trong dif lidu gop vé dicu 1

"Rt ahde didp deg 1a bénk nkdie kidng cd % FIC :.:1_'-.9 i tudt i e kidm i herr 3% hewfe lebm herm 89, nay
e van muprFag v v s ddnh gid FYVC g 32 tudn
* Dhetar tridet iy logitic

Thii gian tién 1rién bénh (% FVC xdu i tuyét déi de kién = 10% hode 1 vong)

Trong ca 2 thir nghiém INPULSIS, nguy co tien trién bénh gidm e6 § nghia thong ké & nhom
bénh nhiin didu tri biing nintedanib so vii ding gid duge, Trong cic phin tich gdp, 1y s0 nguy
co HR la 0.60. Chi so nay cho thiy nguy co tién trién binh & bénh nhin didu tri bing
nintedanib giam 40% so vii ding gia duwge, xem Bang 8,

GO F0-L- VN

Page 28 4/ %

INPULSIS-1 vt
NPULSIS-1 INPLIT5IS-2 INPULSIS-2 gép
Gidducc | OFEV® | Giaduge | OFEV" | Giaduoc | OFEV”
130 mg 150 mg 1 50 mg hai
hai tin hai 1&n Liin méi
- mdi ngiy ‘mdi ngdy ngay
S84 lurgmg
hénh  nhin ']];1
duge  phéin -
tich 204 109 219 129 423 618
| Nguimg 5%
S0 lugng (o)
hénh nhin
ddpimg FVC' | 78(38.2) | 163 (52.8) | 86(39,3) | 175(53.2) | 164 (38,8) | 338 (33.0)
S sinh voi gid duoc
Ty 58 Odds 1,85 1,79 1.84 1
KTC 95% (1,28; 2,66) (1,26:2,53) (1,43;2,36)
Gidatrp” 0,001 0 0,0011 <0,0001
Ngwimg 10%
86 lugng (%) |
hinh nhiin
dap img FVC' | 116(56.9} | 218 (70,6) | 140 {63.9) | 229(69.6) | 256(60,5)] 447 (70.1)
' So sinh vai gia duge _
Ty 56 Odds 1,91 1,29 1,58
KTC 95% (1.32; 2,79 (0,89; 1,86) {1.21; 2,05)
| Giatip | 0.0007 0.1833 0,0007 i
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Bang §: Tién sufit bénh nhiin ¢ % FVC xiu di l:u:.rad d6i dy kidn = 10% hofic tr vong qua 52
tudin va thin gian tién trifn coa bénh trong cde thit nghidm INPULSIS-1, INPULSIS-Z v
trong di liéu pdp v dicu i

D
INPULSIS-1 va
INPULSIS-1 INPULSIS-2 INPULSIS-2 gbp
Giaduge | OFEV® | Gidduoe | OFEV® | Gia duge | OFEV*
150 mg 150 mg 150 mg
hai lin hai 1an hai lan
méi ngdy mili ngiy moi gy
S5 bénh nhan co| 204 309 219 | 329 423 638
| Ny &0 ;
Bf;nh nhén gip cic HE 75 o2 Of 175 173
bien oo, N{%) {40,7) (243) | (#2000 (29.8) i41.4) (27.1) |
5o vdi gid durere’
Giatrip 00001 0,0054 <{),0001
Ty s0 nguy co (.53 0,67 A 0,60
| KTC 95% (0,39; 0,72) ((.51; 0.89) (0,49: 0.74)

' D trém it lidn o hip dumre din 372 mpdy (32 neder + 7 ngay bidn )
* g prder Legrerank st
! Dheaa v ik ik i e Cex

Thay dii 5o véi thén diém ban diu trén wne diém SGRO tai wén 52

Tnng didgm thea bi cau hoi vé hd hap cha St George (SGROQ) do luim chit lugmg cudc 51:111;,
¢o lién guan dén sire khoé (HRQoL) duge phén tich trong 32 wan Trong thir nghiém
INPULSIS-2, & hénh nhin ding gid dwge ed sy tin l'fl-ﬂg diém SGRQ so vdi mite ban ddu so
viri bénh nhin dimg nintedanib [50mg hai lin moi ngay. Mic giam gid tri cia ElR{Jﬂi_
nhém dimg mntedanib nhd bong sy khde bigt gifra cdc nhdm diéu trj e ¥ nghla thiing ké
(-2,69; KTC 935%: -4.95, -0.43: p=0,0197).

Trong thir nghi@im INPULSIS-1, sy tang thng didm SGRQ so voi mic ban diu & tusin 52 14
trong i nhau & nhom ding nintedanib va shom ding gia duge (s khac bigt giira cde nhim: -
0,05; KTC 95%: -2,50; 2,40; p=0, 9&5?] Tmng phin tich gop cua cic Lhi nhhu.m INPULSIS,
gif tri thay 8 trung binh woe tnh cia tng diém SGROQ so v thii diégm ban dau tai tuin 52
trén nhdm dlflng nintedanib 14 nhd hom (3,53) 50 vii nhom ding gia duge (4.96), voi su khac
bigt gifta cdc nhom la -1.43 (KTC 95%: -3,09, 0,23: p = 0.0923). Tom Iy, Ell'lh hL!t'!'!‘IE_ cin
nintedanib 1én chit lugng cude song oo lién quan dén s khoé duge do biing thng dicm
SGROQ riit nhé, cho thiy nd khong lam tinh trang xau di so v gin duee.

Théi gian xuft hién con bing phit cdp tnh IPF ddu tign
T thir nghigm INPULSIS-2. nguy co xudt hién con biing phit ¢dp tinh IPF dfu tién qua

52 tudn pigm co ¥ nghfa trén nhom ding nintedanib so véi nhom ding gia dugc, rong thilr
nghiém INPLLSIS- |, khiing ed sur khde bigt gitta hai nhdm. Tmng phin tich gdp cou cac thir
nghi¢m INPULSIS. da shiin thiy & nhom ding nintedanib cé b luemg nguy cor xudit hién com
bing phit edp tinh IPF diu tién thip hom so vai nham ding gid duwee, Xem cde kit gua riéng
lé va két qua gdp o Bang 9.
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Bing 9: I'hm gian xufit hién com bing phat clip tinh dau tién qua 52 tudn dira trén bdo cio vé
cic bién m cua nghién cinu vién frong che thir nghiém INPULSIS-1, INPULSIS-2 va wong dir

liéu ghp vé didu tri

INPULSIS-1 va
INPULSIS-1 INPULSIS-2 IEPLI LS]_E'E ghp
Giia OFEV® | Gidduge | OFEV' | Giaduge | OFEV
durp 150mg ha1 150meg hm 150mg hai
L lin mbi lam mii lin  mbi
: ngay ngdy ngay
%6 bénh nhin co ;
gy co 204 309 219 329 423 | 638
B¢nh nhiin gap cdc _
| bign eb, N(%) s [ 1961 (21096 120360 |32(7.6 |31(49)
8o voi gid dupe’
Gid trj p° 0,6728 0.0030 (,0823 |
TV 50 nguy cor 1,15 0,38 0,64
KTC 95% (0,54; 2,42} (0,19; 0.77) {0,39; 1,05)
! Dueir trém dit lgu thu thip dhere dén 372wty (52 nedin + 7 ngéy bidn ). 0
* D trén Log-rank fesd 7

¥ Dheer trvitm mdd Faliide Bdi gy Cax

Tit ca che bién cb ngogi ¥ iia com bing phat eip tinh [PF duoc nghién e vién bio cdo da
duoe kiem chimg b mit Hii domg kiém chimg dic 1ip. Mot phin tich duge dinh trude vé
tinh nhay vé thiri gian XUt J'ul;:n com bing phat cép tinh IPF “nghi ngé™ du’m’: kiém chimg da
dugre tien hanh trén dit Ligu ggp. (J nhém bénh nhin dang nintedanib, tin sudt bénh nhén cd it
nhidt | com biing phal duge kiém chitng xay ra trong 52 s thﬁp hem (1,9% bénh nhin) so
vﬁ'J nhém dimmg gig dwge (3,7% bénh nhin). “Phiin tich vé thiri gian x4y ra bién cb ela ede bicn
2t do com bimg phét duoe kidm chimg cho thiy ty 56 nguy ed HR 0,32 (KTC 95% 0,16; 0.65;

p=0,0010). D1§u ndy cho thiy nguy co b com hﬂng phat cap tinh 1PF diu tidn & nhom diing
nintedanib thip hom 18 rét co ¥ nghia thing ké so vai nhom ding gid duge tal bt ki thai diem
P,

Phin u;h_vf;mgi
Trong cic phin tich gop duge dinh trude cia cae thir nghi¢m INPULSIS ve dit liéu stng sit,

tig 58 tir vong qua 52 tudn & nhom ding nintedanib thip hom (5.5%) so vai nhom dung gia
dirgre (7,8%). K&t qua phan tich vé thoi gian tr vong cho thiy o 56 nguy co HR li 0.70%
(KTC 95% 0,43; 1,12; p—u 1399), Cde két qua cila tit ca cae tiéu chi cudi clng ve somg m:
{nnhur i vong khi dang dicu trj va tr vong lién quan dén hé hap) cho thiy s khic hié nhit
quan vé so lugmg o6 loi hom & nhinm ding nintedanib (xem bing 107,
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Bing 10: Tir vong do mei nguyén nhin qua 52 wdn trong céc thir nghiém TNPULSIS-1,
INPULSIS-2 vé trong dit ligu gdp vé didu tri

' INPULSTS-1 v
INPULSIS-1 INPULSIS-2 INPULSIS-2 pip
Gig OFEY® | Giaduge | OFEV” | Giaduge | OFEV®
: | 150mg hai 150mg hai | 50mpe hai
A |&n ﬁ-ﬁi lin rEiEi W mi
ngay ngay nay
6 bénh nhin co
| nguy co 204 309 219 329 423 638
Bénh nhin gip cac | _ .
hién cd, N (%) 13¢6.4) | 13¢4.2) | 2009.) | 22(67) | 33(78) | 35(35)
So Vit gm :!qu-., -
Giatri p” 0,2880 {1,2995 0,1399
T+ st nguy co” 0163 0,74 0,70
KTC 45% (0.29; 136) (0,40; 1,35) (0.43; 1,12)

. Do tréde i Tigu thu tirp deec déne 372 ngiy (52 tucn + 7 gy bidn
* Dhra tride Lowgevank fext
¥ Dyea trdor g Bkl oé puny: Cone

>

=

Bing chimg b tro tir két qui thir nghiém (1199.30) giai doan 2 ding OFEY™ 150 mg hai lin
Mol nEay
Mt thir nghigm dé lidu duge thict ké ngu nhién, mi déi, co kitm chimg v gid dwge glal

doan 2 vii nhom ding nintedanib 150mg hai lin mdi ngay di cung cip thém bing chimg vé
tinh higu qua.

Tiéu chi dénh gia cudi cing chinh véu la ty J-; xdu di ciia FVC qua 52 wdn & nhom diing
nintedanib thap hom {0,060 Lindm, N= =44) s0 vii nhdm ding gid duge (-0.190 L/ndm, N=83).
Sy khde bidt whe tinh gl cie nhom difu tri 1a 0,131 Léndim (KTC 95% 0,027, 0,233). Sy
khiic bigt gitta cic nhom didu trj ¢ ¥ nghia théng ké khong déng ké (p= 0,0136).

Sir thay doi trung binh wée tinh so vl thin dlém ban dau Ve tong diém SGRQ tal twin 52 |
5,46 vai nhom ding gia duge, chimg 10 sy xau di v i:i‘.lail lwomg cude Hﬁnj,, lién quan dén i
khoe vt vii nhdm ding nintedanib 1a -0.66, chimg 1o chit luomg cuhe 5:5-111;. lién quan dén sire
khoe &1 dinh. Si khae biét trung binh wée tinh viae nintedanib so voi gia duge 13 -6,12 (KTC
95%: «10.57; -1.67; p=0,0071 L

S6 lugmg bénh nhan [PT ¢ con bing phét cip tinh qua 52 fudin & nham diing nintedanib thip
hiom (2,3%. N=86) so viri nhém ding gia dwge (13,8%, N=871. T¥ 50 nguy co wie tinh cua
nhém ding nintedanib so v gia duge 14 0,16 (KTC 95% 0,04: 0,71; p=0,0{:54 ),

Chér lrang cude sbng
Byai ver diéu tef NSCLC:

Dify tri v&i nintedanib khdng lim thay d0i déng k¢ thiri gian dan &n:n tidn trign xdn hem ele
triéu chimg di xdc dinh trude 1& ho, kb ther va dau, nhumg 1am siiu di ddng ké mie 46 coa
tridu chimg tiéu chiy, Tuy nhién, lgi ich didu tri tong thé coa nintedanib da duce ghi nhin ma
khing cd anh huimg hiit leri dén chat luromg cudc s-fmg do bénh nhén tyr bdo cdo.
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Anh hirémi dén khodng QT

Trong mét nphién ciru duge thidt k& chuyén bidt 4 so sanh don 1 ligu bang nintedanib vai
dim tri lidu sunitinib cho bénh nhin ung thu té hiio thin, két qua do khoang QT / QTc 43 dupe
ghi lai va phin tich. Trong nghién ciru ndy, vige dieu in v lidu dom nintedanib 200mg ciing
ahur diing nhidu 1n liéu 200 mg nintedanib hai lin mi ngay theo dubmg uong trong 15 ngly
déu khéng 1am kéo ddi kKhodng Q1cF,

Dl v diéu tri NSCLE: ) . o
Tuy nhién khéng cd thir nghi¢m tron ven nao doi voi chi s& QT irong vide ding phoi hep
nintedanib v docetaxe!,

Nghién ciru O 1ré cm li_.:,'la{

>

Chua tién hanh thir nghiém [dm sing & tré em va thanh thiéu nién.
e tinh

Bidc tinh chung :

Cac nghién cini vé déc tinh eta lifu don trén chuiit cdng va chudt nhit cho thay kha nang gay
dde cdp tinh thip cia nintedanib, (¥ cac nghién cir licu 1p lai trén chudt edng, cic tic dung
khing mong muén {vi du lim diy syn tiép hop diu xuong, ton thuong ring o hdu hét lién
quan dén co ché tac dung cis nintedanib (tire 14 de ché VEGFR-2). Nhimg bicn doi ndy &
durge biét dén & cae thude (e ché VEGFR-2 khide v i thé coi 14 hiéu tmg nhom,

Tiéu chay vi nén kém theo kém an va gidm cdn clng &3 duge nhén thay & cac nehién ctu die
tinh trén ding vit khéng phai lodi gdm nham,

Khang c6 biing chimg cho thiy ting men gan trén chudt cong, cho va khi dudi dai.

Chi quan st thiy cd sir 1ang nhe men gan khong phii do tac dyng khing mong mudn nghiém
trgng nhar tiéu chiy trén khi vang,

ﬂg{"' vori ﬂ'g'-r.r tri NSCLC: :

Trong mt nghién ciru trén chudt cing vé kha nang thy thai va sy phat trien phii thai giai
doan som cho téi khi 1am 1 khing thiy cd anh huimg dén dng sinh san va kha niang thy thai
ciia pidng cai. i

Trén chudt cong, quan sit thiy cé tde dyng gly qudi thai vil chet phai — bao thai & mie pho
nhidm thip hom mic phoi nhigm & nguid khi dimg lidu toi da khuyén cio (MRHD) 1a 200mg,
2 lin mi ngay. f
Céc anh hwomg dén s phit tridn clia xuwomg truc v cde mach mau lém cling dd nhin thay &
mire phoi nhifm thip hem lidu digu trj.

Téc dung ghy quai thai vi chét phii — bao thai & thd cao hom mdt chit so vii chudt & cing
milre phoi nhiém, _

(¥ chudt, mét lugmg nhé nintedanib oo danh diu phéng xa v/ hode cac chit chuyén hod cia
né durere tid vao sita (= 0,5% lieu ding), . _
Trong mdt nghién ciu kéo dai 2 nim vit kha ning iy ung thur trén chugt nhit v chudt cong,
khéng co biing chimg cho thiy kha ning gy ung thir cla nimedanib, .

Céc nghién ciru vé ddc tinh tén gen cho thiy nintedanib kbing 6 kha ning gay dit bicén gen.

D v dicw i IPF:
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Trong mit nghidn el rén chud cong vé khi ning thy thai va sy phat trien phdi tha giﬂ!
doan sém cho i khi lam 10 khing l.hés' cd anh huémg dén Gng sinh san v kha niing thy thai
cla giong cai, _ : S ; : _
Trén chudt cong, quan sit thiy cd tic dyng gy quii thai vi chet phdi — bao thai o mue phao
nhiem thip hom mie phai nhigm & nguin khi ding lidu toi da khuyén cio (MRHD) 4 150me,
7 13n mdi ngdy. . e
Cdc anh huong dén sy phat trién ciia xuong trye va cde mach mau Ién cling di nhin thay &
mire phoi nhifm thap hon ligu didu tri. R
Tae dung géy quai thai vit chét phdi — bao thai & the cao hom mt chit so vai chudt & cung
mire phod nhigm, ) :

(3 chudt, mdt lugmg nho nintedanib c6 ddnh dau phong xg vA/ hofic cac chit chuyén hod cua
i dhrge tiée vio stta (< 0,5% lidu ding). ‘ o
Trong mdt nghién i kéo dii 2 ndm vé kha nang piy ung thir trén chudt nhat va chudt cong,
khiing ¢ bing chimg che thiy kha ning gy ung thu cia nintedanib. S

Ciéc nghién ciru vié dde tinh trén gen cho thay nintedanib khdng 6 khi ning gy dit bién gen.

Bicu kifn hiao guin o
Bao quin trong tu lanh (2°C - 82C). Bao quan nguyén trong bao bi dé tranh am.

uy cich i . ':.JT
OFEY" 100mg: Hop 6 vi x 10 vitn fang mem
OFEV® 150mg: Hop 6 vi x 10 vién nang mem

Han diing
36 thang ké tir ngdy sn xudl

Titu chuin chit lwong

Tiéu chudn co 5o

Siin xuilt b 7
Catalent Germany Eberbach GmbH, RF:
Gammelshacher Str. 2, 69412 Eberbach, Bire. \ iy

Biing gl vi xuit xwdng bii: Y
Boechringer Ingelheim am Rhein GmbH & Co.K i
Binger Str. 173, 55216 Ingelheim am Rhein, Bire,
TUQ.LUC TRL i_':l'rc.l:T
pTRUCING PHUNL
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