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Afinitor® 5 mg

Afinitor® 10 mg
Thube (re ché protein kinase

MO TA VA THANH PHAN

Dang bao ché
Viém nén
\Vién nén hinh thon dai, mau rdng dén vang nhat. o gér xién va khong cd vach.
- 5 myg: Vien nén co khac s °5" trén mat mat va chir "NVR® trén mat kia. -
10 mg: Vién nén cd khice chil "UHE" frén mét mat va chir "NVR" trén mat kia,
Hoat chit
5 mg: M&i vién nén chira 5 mg everolimus. {B‘T

10 mg: MBI vién nén chira 10 mg everolimus, ;
Mét s ham lugng va dang bao ché cé thé khéng co s8n & tat ca cic nudc.
Ta duwegre

Hydraxytoluene butyl hda (E321), magnesi stearate, lactose monohydrate, hypromellose,
crospovidone va lactose khan,

Thing tin cé thé khdc nhau & mét 56 nudc.

3

CHI BINH
\Vién nén Afinitor dwoc chi dinh g8 ddu tri cho:

« Phbi hop véi exemestane cho phy nir sau man kinh bj ung thu vi tién xa ot thu thé
harmene dirong tinh, HER2/neu &m tinh, sau khi tii phat hodc tién trién ma khéng cb di
cén ndi tang cé tridu chirng va @3 dugc didu tr trwdc bang mat thube (ke ché aromatase
khéng steroid,

» Bénh nhan nguwdi kén trong glal doan tién tridén bénh u than kinh néi tidt ngudn géc tuy,
bigt héa t&t hodc trung binh, khing phau thuat dwec hodc 48 co di cén

s Bénh nhan bj carcindm té bao than tién xa vai tinh trang bénh vin tién trién khi dang
digu trj hodc sau didu trj bang cac thudc nham dich VEGF,

LIEU LU'O'NG VA CACH DUNG
Ligu ding

https://trungtamthuoc.com/



Vigc diéu tri bang Afinitor cn dwoe bat dau bdi mit bac T cd kinh nghigém trong viéc sUk
dung cac ligu phap chéng ung thue

Nan didu i lién tus khi vBn cn ghi nhan duee loi ich lam sang hoac cho dén khi xay ra déc
tinh khéng chép nhan duge.

Nhém bénh nhin muc tiéu néi chung

Liéu :Iilng trong ung thw vo tién xa cd thy thé hormone duwong tinh, khéi u thin kinh-
ni tiét tién xa cd ngudn gbc & tuy va carcindém té bao than tién xa

Ligu khuyén céo clia Afinitor 12 10 mg, ubng 1 1an/ngay (xem phén CACH DUNG)

Thay dbi liéu

Phan tng bat led:

Vige xir tri cac phan (g bat loi cda thude (ADR) ndng hodc khong dung nap duge co thé

doi héi phéi tam ngung (cé hodic khang oo két hop vai giam lidu) hay ngimg hén vige didu tri

bang Afinitor. Néu cén phai giam liéu, lidu d& nghi thap hon khodng 50% so véri idu ding

hang ngay trwdc day (xem phin CANH BAD VA THAN TRONG). Bbi vdi vigc gidm liéu
- xudng dudi ham lugng vién nén thdp nhat hién cd, nén xem xét dung thuéc cach nhét

Bang 1 tém tit cdc khuyén cao vé ta;rnbrg;ung, gidm lidu hodc ngirng hdn viée didu tri bing

Afinitor trong viéc x(r tri cac phan Umg bat ki cia thube, bao gbm ca cac khuyén cao x0r i

chung khi phi: hop. Sy ddnh gid 18m sang clia bac sT diéu tri s€ hudng dan ke hoeach xd tri
cho m&i bénh nhan dyra trén danh gia loi ich so v nguy co trén timg bénh nhan,

Bang 1 Khuyén cao didu chinh lidu Afinitor va xir tri cdc phan ong bét Igi cia thube

Phan (ng bit Ddndng’ Khuyén cio didu chinh lidu Afinitor” va xur tri
lgi cua thudce

\igm phil Bé 1 Khéng can didu chinh ligu.

khong  nhiém .0 B4t dhu theo ddi thich hop.
khuan tridu

chirng, A

nhLl.f:'lg dau Tj‘u’

higéu  trén it
w phim chyp

X-guang

Bez Xem =&t tam ngung didu tr, loal trir nhidm khuan va xem

Cé  trigu xét didu tri bang corticostercid cho dén kin cac tridu
- ¥ng cai thién ve = dg 1.

chirmg, chirng cai thién vé = d&

khéng can Bat dhu ding lai Afinitor véi lidu thap hen.

: 3
Al Ngirng didu tri néu khong phuc hdi trong véng 4 tuén
24 3 Mgieng Afinitor, loal trir nhidm khudn va xem xét didu tr
) . bang coricosteroid cho dén khi cac trigu chimg giam vé
Cb frigu
: a5 1
chung,

cdn  trer  Xem xét bit dhu ding lai Afinitor i ligu thap hon

a W
ADL®  ehl \a\ gac tinh 14l phat & G0 3 nén can nhic ngimg hén
2
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dinh  thd diéu tr.

O

B 4 Ngimg han Afinitor, logi tri nhi#m khudn va xem xét didu

Pe doa tri bang coricosteroid

tinh mang,

chi dinh h

trer hé hap

Vigm migng B 1 Khong can diéu chinh hiéu.

Trigu Xi¥ tri béng nudc sic migéng khéng chn hodc nuwdc mudi

chimg ti  (0,9%) val 1An trang ngay,

thidu, ché

dd &n binh f

thudng %

by2 Tam ngung ligu cho dén khi phuc hdi vé < 3§ 1

Cé  triéu Bét dau ding lai Afinitor van libu tiong by

ﬁr:fmm ob N&u 141 phat viém miéng 48 2, tam ngung lidu cho &én

thé An va kni phuc hdi vé < do 1. Bat dhu dung lai Afinitor voi liéu

nudt cha thap hom,

6 &n dibu X0 trl héng cac phuong phap digu tr gidm dau migng tai

chinh chd (vi du benzocaine, butyl aminobenzoate, teiracaine
hydrochloride, methol hodc phenol), co hoac H‘_sﬂ-ﬁg ch
corticosteroid ding tai ché (trc la thudc bdi miéng
triamcinolone) *

B3 Tam ngwng liéu cho dién khi phuc hoi ve = dg 1,

CAd  tridu Bt dhu ding lai Afinitor veri lidu thép hon,

:Eg:g l;i X0 tri bing cac phwong phdp digu trj gidm dau miéng tai

3 g h ché (trc Ia benzocaine, butyl aminobenzoate, tetracaine

g b;*’ hydrocholeride, metnol hodc phenal) kem hodic khéng

y 2‘3 "3 wém coricosteroid ding tai chd (tirc 13 thude béi midng

e triamcinolone),*

Bo 4 Nglmg han Afinitar va xi tri bang didu tri ndi khoa thich

co  tieu NP

chirmg lign

guan dén

hau Qqua

de doa

finh mang

Boc tinh khac BO6 1

kh&ng phai vé

https://trungtamthuoc.com/

Néu doc tinh o6 thé dung nap dwoc, khéng can digu
chinh liéu



huyét hoc

(ngoai e cac

bien cb wve Bo2
chuyén héa)

B4 3

P& 4

Bt d4u dieu tr ndi khoa thich hop va theo dai

Néu dbc tinh co thé dung nap dwge, khdng can didu
chinh liéu,

Bat d4u didu tri nbi khoa thich hop va theo d&i

Néu ddc tinh r& nén khéng thé dung nap duge, tam
ngung thubc cha dén khi phuc hdi vé < d 1. Bat déu
ding lai Afinitor véni liéu twong .

Néu dbc tinh tai phat & d6 2, tam ngung Afinitor cho dén
khi phuc hi v& < @4 1. Bét dhu dung lai Afinitor véi ligu
thap hen

Tam ngwng liBu cho dén khi phuc héi vé < dd 1.

Bat dau digu tri ndi khea thich hop va theo dbi

Can nhic bat dhu dung lai Afinitor véi lidu thap hon,

My da¢ tinh tai phat & d& 3 nén can nhic ngirng hén
dibu tri.

Ngirng hén Afinitor va xir tri béng diéu tri ndi khoa thich
herp.

Cac bidn cbh vé 85 1
chuyén haa

(vi dy Rang
dudmg huybt, D2
rdi  loan lipid
maL)

B 4

Khong can diéu chinh lidu.
BAt diu didu trj ndi khoa thich hop va theo di.

Khéng can dieu chinh ligu, ::FP
A tri bang didu tri ndi khoa thich hgp va theo dbi.

Tam ngung liéu.
Bét dAu dung lai Afinitor véri lidu thap hom,
X (¥ tri bang diéu trj ndi khoa thich hop va theo dbi

Mgirng hén Afinitor va xir tri bang diéu tri ndi khea thich
hop.

' Mo ta do nang: 1 = tridu chirng nhe; 2 = tidu chirng trung binh; 3 = tridu chirng nang; 4
= triéu chirng de doa tinh mang

' Néu cAn giam liéu, bu d& nghi con khodng 50% so véi liBu dung hang ngay truac day.
* Cac hoat dong sinh hoat hiing ngay.

*Tranh ding nhirng chit cd chiva cdn, hydrogen peroxide, fodine va dan xuat cdy hing
tay tromg vide xUF tri viém miéng vi nhimng loai nay co thé lam loét miéng nang thém.

https://trungtamthuoc.com/



Chét (e ché trung binh CYP3A4 hodc P-glycoprotein (PgP)

C&n thén trong khi ding phél hop véi chét (re ché trung binh CYP3A4 hodc PgP. Néu bénh
nhan can s0 dung két hop véi mét chét (rc ché trung binh CYP3A4 hodc PgP thi giam figu
Afinitor xubng con khodng 50% so véi iBu ding hang ngdy truede day. Co thé giam lieu
nhiéu hom nira 3& kiém sodt cac phén (mg bat lgi cla thude. DO véi vige gidm lidu xudng
durdi ham lugng Afinitor thdp nhét hign cé, nén xem xét dung thudc cdch nhat. Co thé can
phdi gidm lidu thém dé xiv iri cac phan img bét o cda thude (xem cac phin CANH BAD VA
THAN TRONG va TUONG TAC THUOG),

Ung ther vid tién xa c6 thy thé hormone dwong tinh, bénh u thén kinh ndi téf tén xa cd ngudn
goc & tuy, carcindm té bao than tifn xa: Méu ngwng st dung chit (e ché trung binh
CYP3A4/PgP, nén xem xét dén giai doan thai thude it nhét 2 dgn 3 ngay (th&i gian trung
binh cho cac thufc (e ch& trung binh théng dung nhét) trwde khi tang liéu Afinitor. Lidu
Afinitor co thé trey vé mirc lidu trudre d6 khi bt ddu sir dung chét (e ché trung binh CYP3A4
{ PgP (xem phin CANH BAD VA THAN TRONG va TUONG TAC THUOC).

Chit giy cam orng manh CYP3A4
Tranh st dung dong thén v chat gy cam (mg manh CYF3A4,

- Ung thu vii tién xa cd thy thé hormone dwong tinh, bénh u thén kinh néi tiét tién xa co nguon
giic & tuy, carcindm té béo thén tién xa: Néu bénh nhan cdn dung két hop voi mét chat gay
cam Urng manh CYP3A4, cén nhic vidc gip d8i libu Afiniter hang ngﬁg {dvra trén cac diy liéu
dirgre ddng hoc) thém khéng qud 5 ma méi fan tang liéu. Dy doan héu Afiniter nay s& didu
chinh dién tich dudi dwéng cong (AUC) dén pham vi khbng cd chat gay cam ng. Tuy nhién,
khéing £6 dir liBu 1am sang vé sy digu chinh lidu & bénh nhan dang ding chdt gay cdm umg
manh CYP3A4. Néu ngirng sl dung chit gay cam (ng manh CYP3A4 thi can nhac giai
doan thai thude it nhit tir 3 dén 5 ngay (thén gian hop 1 cho qua trinh logl bo cam dng
enzyme quan tromg) tredc khi gidm lidu Afiniter tré vé iBu @3 dung trude khi bat dau st
dung chét Eﬂy cam (mg manh CYP344 (xem cac phan CANH BADC VA THAN TRONG va
TLFONG TAC THUOC)

Liéu dung & nhém bénh nhin djc biégt 5‘]].,.1«
Nhém bénh nhan tré em -
Khéng khuyén céo ding Afiniter cho bénh nhan tré em bi ung thur.
Bénh nhéan cao tudi (= 65 tudi)

Khéng cn didu chinh lidu (xem phan DUOC LY LAM SANG).

Suy than

Khéng cin digu chinh lidu (xem phén DUGC LY LAM SANG)

Suy gan

Ung thue vii tién xa ca thu thé hormone duong tinh, bénh u than kinh ngi gt lidn xa oo ngudn
gdc & tuy, carcindm t& bao thin tién xa:

« Suy gan nhe (Child-Pugh A) — ligu khuyén cao la 7.5 mg/ngay.

« Suy gan trung binh (Child-Pugh B) — lidu khuyén céo [& 5 ma/ngdy, cb the gidm xubng
dén libu 2.5 mg néu khang dung nap tot.

« Suy gan ndng (Child-Pugh C) — khéng khuyén cao si dung Néu Ioi ich mong mutn vrgt
tréi hem nguy o thi liéu ding khdng duge vuet qua 2.5 mg/ngay.

https://trungtamthuoc.com/



ng didu chinh lidu néu tinh trang gan (Child-Pugh) cla bénh nhan thay dbi trong théi gian
digu tn.

Cach dang

Afinitor durgre ubng méi ngay mét In vao cing mét thai diém, cung véri thire 3n hodic khdng
(xem phan DLIQIC LY LAM SANG)

Nén nudt cd vién nén Afiniter véi mét ly nude. Khéng nén nhai hodc nghién nat.

Pl v&i bénh nhén khéng thé nubt ca vién thubc thi ca thé hoa tan hoan toan vién Afinitar
trong mét Iy nwéc (chira khodng 30 mL) béng cach khudy rhe dén khi vién thudc tan hét
(khodng 7 phit), ngay frunrc khi ubng. Nén trang ly vdi cing mét leeng nuwdc va nudt hoan
todn !;'fng nurdc tréng ly ndy dé& dam bdo ding todn bd liéu thudc (xem phéin DUQTC LY
LAM SANG).

CHONG CHI BJNH

Afinitor chéng chi dinh cho cac bénh nhan qua man wei hoat chét, véi cdc din xuat
rapamycin khac hodc vei bt ky thanh phin nac cla 14 duwee (xem phan CANH BAO VA
- THAN TRONG).
P

CANH BAO VA THAN TRONG i

Boc ki hudng din trudee khi ding. Néu cén thém théng tin xin hoi y kién bac si.
Thudc nay chi ding theo sy ké don cua béc si,

Viém phéi khéng nhiém khuln

Vigm phoi khong nhi#m khudn 1a mét loai tac ddng cla nhdm cac din xuat rapamycin, Cac
trwdmng hop viém phéi khang nhigm khudn (baso gbm ci bénh phoi k8) clng d8 dwge md ta &
bénh nhan ding Afinitor (xem phin PHAN U'NG BAT LOY CUA THUOC) MGt so trong
nhirng treéng hop ndy & mire nAng va trong trudmg hep rat hiém gap da ghi nhan két cude
tlr vang.

Chn xem xét chin doan viém phéi khéng nhidm khudn & bénh nhan cé cac diu higu va triéu
chirng hd hdp khdng d&c hiéu nhu gidm oxy md, trén dich mang phéi, ho hodc khé thér va &
nhifng ngudi ma cac nguyén nhan nhidm khudn, khdi u tAn sinh va cac nguyén nhan khac
khang do thubc da duoe loai tnlr bng cac xét nghiém thich hep. Can chan dodn phan bigt
~— dé loal tnr cac nhiém tring co hdi nhu viém phdi do pneumocystis jiroveci (PJP.
preumocystis jiroveci pneumonia) khi chén dodn vigm phbi khéng nhigm khuln (xem phan
Nhiém tring).
Né&n khuy@n bénh nhan bdo céo ngay tirc thi bat ky triéu chimg nac vé hé hép méi xdy ra
hodc x4u di.

Béi véri nhirng bénh nhan ca cac thay déi irén X-guang goi § viém phéi khéng nhiém khudn
va ¢o it tridu chimg hodc khéng cé triéu chiing, cd the fiép fuc diéu trj bang Afintor ma
khéing cAn thay ddi li4u (xem phan LIEU LU'ONG VA CACH DUNG, Bang 1),

Méu cac trigu chirng & mic 86 trung binh (88 2), nén xem xét tam rbgung didu tri cho dén khi
cac tridu chirng cai thien. Ca thé chi dinh dﬂng corticostercid. Ca the s dung lai Afinitor v
libu hang ngay gidm cén khodng 50% so vdi ligu da dong trurdre day.

https://trungtamthuoc.com/



Béi veri cac truding hop vigm phbi 88 3 khang nhidm khudn, phai ngimg didu tri bang Afinitor
@&n khi tridu chirng gidm xudng cén dd 1 triy xudng. Co thé st dung lai Afinitor vai ligu gidm
con khodng 50% so v&i lidu da ding trude day tly thudc vao tinh trang 1am sang cua timg
bénh nhan. N&u dbc tinh t&i phat & 45 3 thi can nhic nglirng han Afinitor. B6i vai cac trvdng
hep viém phéi 85 4 khéng nhidm khudn thl nén ngieng han Afinitor. Cé thé chi dinh ding
corticostercid cho dén khi cac trigéu chirng lam sang lui han,

Cén xem xé&t phong bénh viém phdi do preumocystis jiroveci (PJP) cho cac bénh nhan phai
diéu trj viém phéi khéng nhiém khudn bang corticosteraid.

S xudt hign vigm phéi cling 44 dwge bao cao & murc liéu da gidm (xem phan LIEU LLIONG
VA CACH DUNG, Bang 1), ;
Nhiém tring .P" ]
Afinitor ¢ ddc tinh 0o ché midn dich va cé thé 1am cho bénh nhan d& bj nhidm khudn, nhidm
n&m, nhiém virus hodc nhiém sinh vat don bao ke ca nhiém tring do cac tac nhan gay bénh
co hai (xem phin PHAN LFNG BAT LOI CUA THUOC). Nhidm tring tai chd va toan than bao
gém ca viém phdi, cac nhiém khudn khac, nhiém ndm xam lan nhw bénh nam Aspergillus,
- nhiém nam Candida, hodc viém phdi do preumaocystis firovech (PJP) vé nhiém virus ké cd tai
kich hoat virus viém gan B da dwoc md 13 & nhirng bénh nhan ding Afinitor. Mat 6 trong
nhirng truérmg hop nhim tring nay cd mirc d& nang (vi du: din dén nhigm tring huyét, suy
hé hép hodc suy gan) va dbi khi d8 cb két cubc tiF vong.

Bac 57 va bénh nhan cdn phai nhan thire v siF tdng nguy co nhiém trung khi ding Afinitor
Trude khi bt dhu didu trj bing Afinitor, cin xd tri nhim tring cé tlr triere. Trong khi digw tri
béng Afinitor, phai canh gidc vén cac diu hidu va triéu ching nhigm tring; néu 43 chan doan
nhié'gn'r trung, phét tién hanh didu tri thich hop ngay 18p tire va xem xét tam nguwng digu tri
ho&c ngirng hdn didu tri bing Afinitor.

Néu d3 chin doan nhidm ndm xam l&n toan thdn, phai ngirng ding Afinitar va xl tri bang
liéu phap khang nam thich hep

Cac treémg hop bénh nhan didu ti bing everclimus bi i veng vi viém phdi do preumocystis
jiroveci 63 duge bao cdo. Viem phdl do pneumocystis jiroveci co thé fién quan dén vigc
diing dhng thev everolimus véi corticosteraid hay cac thubc 1am suy gidm mién dich. Xem x&t
phéng bénh viém phdi do pneumocystis jiroveci khi phdi ding dong thoi everclimus v
corticosteraid hay cac thudc lam suy gidm mién dich khac.

w» Phan (rng qua mdn

Cac phan (ng qua man duoc bidu hién bdng céc tridéu chimg bao gém, nhung khdng chi
gi&i han & phan vé, khd thé, 86 birng mét, dau ngwe hodc phu mach (vi du: phi khi dao
hoac I, cé hodc khéng ci suy hi hap) da duoc quan sat thdy véi everalimus (xem phan
CHONG CHI BINH).

Phiit mach do ding déng thoi everolimus va céc thudc ¢ ché men chuyén
angiotensin (ACE: Angiotensin-converting enzyme)

Bénh nhan didu trj ddng théi béng everolimus vai cac thubc (rc ché men chuyén cb thé lam
tang nguy co phi mach (vi du: phi n& dwéng hé hdp hay lwdi oo thé di kém hodc khang di
kem suy hé hap.

Loét miéng

Loét miéng, viém miéng v& viém niém mac migng d3 duge ghi nhan o nhimg benh nhan
dirorc digu tri bang Afiniter (xem phin PHAN UPNG BAT LM CUA THUOC). Trong nhimg
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trurrng hop ndy. khuyén cao diing cac phirong phap digu tri tai ch nhung cén trdnh nhirng
loal nrdc sic migéng cb chira cbn, hydrogen peroxide, iodine, hodc hing tay vi nhirng loai
nay ¢4 thé 1am tinh trang nang thém. Khong nén ding cac thude khang :gm trir khi da chan
doan nhim nam (xem phan TUONG TAC THUOC)

Cac trudng hgp suy than

Cac trudrng ho'p suy than (bao gém ca suy than cip), mit sé co két cude tlr vong da dugc
guan sat thiy & bénh nhan diéu tr bang Afinitor, Can theo déi chirc nang than déc bigt &
nhimg bénh nhan cé thém nhidu yéu td nguy cor eb thé dua dén suy chire ndng than (xem
phén Xét nghiém va theo déi va PHAN LPNG BAT LO| CUA THUOC)

Xét nghiém va theo ddi
Chire ndng thén jlf

Tang creatinine huyet thanh, thu:h"ng nhe va protein niéu da duoc bao cao o cac bénh nhan
s(v dung Afinitor {xem phin PHAN UNG BAT LT CUA THUOC). Khuyén cao theo dii chirc
nang than, bao gbm 4 do léng nito uré huyét (BUN), protein niéu hodc creatinine nuyét
thanh trudre khi bat ddu diéu trj bang Afinitor va theo dai dinh ky sau do.

Burtmg huyét

Tang duéng huyet 83 dwoe bao cdo & cac bénh nhan s dung Afinitor (xem phan PHAN
UNG BAT LOI CUA THUOC). Khuyén céo theo déi dudmg huyil IGc d6i trudre khi bét ddu
didu tri bing Afinitor va theo dbi dinh ky sau d6. Khuyén cdo theo dbi thudmg xuyén hon khi
Afinitor dugre ding déng thén véi cac thude khac co thé iam tang during huyét. Can dat dugre
sur kiém soat dudng huyét thi L truere khi bat diu didu tri bang Afiniter cho bénh nhan

Lipid méu
Lipid méu bét thwdng (bao gdm tang cholesterol mau va tang trglycerde mau) 43 dwoc bao
cde & nhilmg bénh nhan sl dung Afintor Khuyén cdo theo dbi cholesterol mau va

triglyceride mau trudc khi bét dhu didu tr bang Afinitor va dinh ky sau &8 cing nhw kiem
soat bang liku phap ndi khoa thich hop.

Cédc thang 56 vé huyél hoc

D4 co bao cao gidm hemaglobin, lympho bao, tifu cdu va bach cau trung tinh & nhing bénh
nhan ding Afinitor (xem phan PHAN NG BAT LO'I CUA THUOC). Khuyen cao theo déi
chng thire mau toan phan trede khi bt dhu diéu tri bang Afinitor va theo dbi dinh ki sau do.

Twong tic thubc-thude

Tranh si dung két hop vir cac chat (e ché manh CYP3A4 hodc PgP (xem phan TUONG
TAC THUQC).

Than trong khi dung phéi herp véi chét (o ché CYP3A4 hodc chét (e ché PgP trung binh.
Néu phai dung két hop Afinitor vii chét (rc ché CYP3A4 hodc chit bc ché PgP trung binh,
cin theo dai bénh nhan cén than vé cdc tac dung khing mong mudn va gidm liéu Afinitor
néu can thidt (xem phan LIEU LU'O'NG VA CACH DUNG va TUPONG TAC THUOC).

Tranh ding két hop véi ehit gay cam (ng CYP3A4 hodc PgP manh (xem phan TUONG
TAC THUQC). Néu phai dung két hop Afinitor vl chét gdy cam ng CYP3A4 hodc PgP
manh, cén theo ddi bénh nhan cn than vé dap ong 1am sang, Xem xét tan ligu Afinitor khi
ding két hop véi chit gay cém (ng CYP3A4 hodc PgP manh néu khong thé didu tri thay the
{xem phén LIEU LUMONG VA CACH DUNG va phan TUONG TAC THUOC).
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Do khd nang twong tac thubc, can than trong khi ding Afinitar phéi horp voi co chat cda
CYF3A4 ding dweéng ubng oo chi sb didu trj hep. Méu Afinitor duwoc ding cling véi cor chét
cda CYP3A4 ding duémg udng co chi sb didu tri hep. cén theo dii bénh nhan d& phat hién
cac tac dung khéng mong muén dugc mé td trong phén théng tin edn pham clia co chat cla
CYP3IA4 dung duémg udng (xem phan TLFONG TAC THUOC),

Suy gan

WNong g% everolimus tng |&n & bénh nhan suy gan nhg (Child-Pugh A), trung binh [Lhild-
Pugh B) va ning (Child-Pugh C) {xem phén DUQIC LY LAM SANG).

Khong khuyén cao dung Afinitor & bénh nhan bi suy gan ndng (Child-Pugh C) d& didu tri

bénh ung thu v tién xa co thy thé hormone duang tinh & phy nir sau man kinh, khéi u thén

kinh néi tiét tidn xa c6 ngubn gbc & tuy, carcindm té bao than tidn xa trir khi loi ich dv tinh

ﬁm tréi hon nguy cor (xem cac phdn LIEU LUQNG WA CACH DUNG va DUQC LY LAM
NG).

Tiém chiing P

Can tranh sO dung vaccin séng va tiép xic gén véi nhivng ngud @3 tiém ching vaccin sang
trong thé gian didu tri bang Afinitor (xem phan TUONG TAC THUOC).

Lactose

Nhing bénh nhan cd bénh di truyén hiém gdp khéng dung nap galactose hodc khigm khuyst
men lactase Lapp hodc kém hip thu glucose — galactose khiing nén sdr dung thuds nay.

Bién chirng lién seo vét thuong

Tién trinh lién seo vét thieng bi dnh huéng béi cac din xudt rapamycin, bao gbm cé Afinitor
Can thén trong khi str dung Afinitor trong giai doan ehu phiu.

Khéi u carcinoid

Tinh hiéu qua va an toan cua Afinitor chua durge xac 1ap trén bénh nhian o khoi u carcinoid

PHAN UNG BAT L¢fIl CUA THUOC
Théng béo cho bic si nhimg tic dung khéng mong mudn gép phal khi sir dung thude.
Sir dung trong Ung thw - Tém tét div ligu an toan

Cac théng tin phan tmg bt lgi coa thube (ADR) dywa trén cac di iéu an toan tdng hop & céc

- bénh nhan st dyng Afinitor (N=2470) trong cac thir nghiém |am sang bao gbm pha Ill ngau
nhién. mi &4, c6 34 chipng voi gid duge hodc chat so sanh cé hoat tinh va nghién clru pha
Il lign quan dén cac chi dinh trong ung thur duwec duygt.

Céc phan (g phy cda thubc thuémg gép nhat (ty 18 = 10% va nghi ngd co ién quan vol
diéu tri theo nghién clru vién) tir cac dir lidu gdp ve an toan (thea thir by gidm dan) la; viém
migng, nbi ban, tiéu chady, nhiém tring, bubn non, giam sy ngon migng, thigu mau, loan vj
gidc, viem phbi, tang dudng huyét, giam can, nglra, suy nhuge, phi ngoai bién, tang
cholesterol mau, chay mau cam, nhirc Gau

Cac phan (g phu cla thubde 3§ 3-4 thwang gap nhét (t I& = 17100 dén < 1/10 va nghi ngér
&6 lién quan v didu trj theo nghién clru vign) 13 viém miéng, thiéu mau, tang dudng huyst,
mét maéi, nhiém tring, viém mb phdi, tidu chay, suy nhurgc, giam tidu chu, giam bach clu
trung tinh, khé thér, gidm lympho bao, protein niéu, xuat huyet, ha phosphat mau, ndi ban,
tang huyét &p, tang AST, tng ALT, va viém phoi thuy,
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Bang tom tit cac phan (eng phu cla thubc tir cac thir nghiégm |1am sang trong ung thu

Bang 2 trinh bay loai tin sut vé cac phan ¢ng phy cda thubc 4 ducc bdo céo trong phan
tich gbp v& d an toan

Cac phén tng phy cla thudec duoc list ké theo phan loai nhom co quan hé thdng cua
MedDRA. Trong mai nhém cor quan hé théng, cac phén (rng phu duere sip xép theo tan suat,
ddu tidn 13 cac phan (rng phy thurdng gap nhat. Ngodi ra, cbn cé loai tin suat twong Ung doi
véri mBi phan Ung phy, sU dung quy udre sau day (CIOMS i) rat thudmg gap (21/10);
thwéng gap (= 1/100 d&n < 1/10); it gép (= 1/1.000 dén < 1100); hidm gap (= 1/10.000 dén <
1f1.000); rat hiém gép (< 1/10.000).

Bang 2 Cac phan (ng phy cla thudc di duge bio cao trong cac thir nghiém
ung thiwr hoe

Nhiém trung va nhiém ky sinh tring

RAt thwong MNhém tring * '13-‘
gap =
et R&i logn mau va hé bach huyét

R&t  thudng  Thidu mau
gap

Thuéng adp Giam tiéu chu, gidm bach cu trung tinh, gidm bach cau, gidm lympho bao
It gap Giagm toan b huyét chu

Hiém gap Bat san héng cAu don thudn

Réi loan hé théng mién dich

It gép Qud min

Réi loan chuyén hoa va dinh dwéng

Rat  thuwdng  Giam sw ngon miéng, tang duong huyét, ting cholesterol mau
gap

Thuriéng gap Téng triglyceride mau, ha phosphat mau, bénh dai thao duong, tang lipid
mau, ha kall méu, mit nwoc

R&i loan tim than
Thirdmg gdp  Mat ngu
Réi loan hé thin kinh

Ri&t thwong Loan vi gidc, nhirc dau
gap

0
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It gap Mat v gidc

R&i loan tim

It gap Suy tim sung huyet

R&I Il-:-an mach

Thudng gap  Xult huyét ® tang huyét ap
Itgép Huyét khdi tinh mach séu

R&i loan hé hap, ngwe va trung that

R&t  thudng  Viém md phdi®, chiy mau cam

gap

» Thudng gdp  Ho, kho the -:}LI
it gap Hao ra mau, thuyén tdc mach phoi =
Hiém gap Héi chirng suy hé hap cap

R&i loan hé tiéu hoa

R&t  thudng Viém miéng ° tiéu chay, buon nén
gap

Thuéng gdp  Non, kh migng, dau bung, dau migng, kho tiéu, kho nudi

Réi logn da va mé dwéi da

R&t  thudmg Noiban, ngira

gap
— Thuérng gap Khé da, réi loan mang, muyn trimg ca, ban dd, héi chimg ban tay-ban chan®
Hiem gap Phi mach

Réi logn mé lién két va md co xwong

Thurdmng gap Bau khip

R&I loan than va tiét nigu
Thwong gap Protein nigu, suy than
It géip Tidu nhigu ban ngay, suy than cap

R&i logn hé sinh sdn va tuyén vi

11
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Thuwémg gap Kinh nguyét khng déu

It gdp Mt kinh'

Réi loan toan than va tinh trang tai chd ding thude

Rat thurerng WM&t madi, suy nhuwge, phi ngoai bién

gap
Theéng gap  S6t, vidm nidm mac
It gap Bau ngue khing do tim 'f]}._l
Hiém gap Cham Ianh vét thuong =
Xét nghiém

- Rat  thuedng Gidm cén
gap

Thurdng gap Tang aspartal aminotransferase. t3ng alanin  aminotransferase, tang
creatinine mau

"Bao gbm tat c& cac phén Gng trong nham hé co quan ‘Nhidm tring va nhiém ky sinh tring’
ghm cac phdn (g phu thudng gap: viém phéi va it gép: zona (herpes zoster), nhidém khuan
huyét va cac trirong hop riéng 18 vé nhiém tring co hdi (vi diy: bénh ndm Aspergillus, bénh
nam Candida va viém gan B)

®Bao ghm cac trudng hop chay mau khac nhau khang dugc ligt ké rigng,

“Bao gbm c4c phan (g phu thuding gap: viém mé phéi; bénh phdi ké, tham nhiém phéi; va
hiém gap: viém phé nang, xudt huyét phé nang phdi va nhidm &5c phéi.

“Bao gbm cac phan (ng phy rat thudmg gap: viém miéng; thudmg gdp: viém miéng ap 1o,
loét migng va lwdl, it gap: viém i, dau I

®Puroe bdo cdo durdi dang hdl chimg ban tay-ban chan,

f thn sudt dwoc danh gid dia vao sé lugng phy N & khodng 10-55 tudi trong phan tich ting
hop vé dd an toan

Cac bit thwéng vé xét nghiém co y nghia l1am sang

Trong co s& dir ligu gbp vé an toan coa nghién ciu pha lll. mi dbi, cac bat thudmg vé xét
hiém ¢é § nghla 1am sang m&i hosc nang thém sau day da dugc bao cao voi ty I8 = 1710
(rat thudmg gip, duge ligt ké theo tAn sudt gidm dan)

»  Huyét hoc: gidm hemoglobin, gidm lympho bao, gidm bach cau, giam tidu cdu va gidm
bach cu trung tinh (hodc goi chung 1a gidm tean bé huyét cau),
« Sinh hoa fam sang: tang glucose (lGc d6i), tang cholestercl, tang triglycerid, tang AST,
gidm phosphat, tang ALT, ting creatinine va giam kali
Hau hét cac bit thiramg duge quan sat théy (=1/100) & mic d& nhe (88 1) hodc trung binh
(88 2). Cdic bt thudng vé xét nghiém huyét ho va sinh haa dé 3-4 bao gbm:
12
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o Huyét hoo gidm lympho bao, gidm hemeglabin {r&t thudmg gdp). gidm bach cau trung
tinh, giam s0 lwong tiéu cau, gidm bach ciu (14t cd déu thudmg gép).

« Sinh héa lAm sang: tang glucose (lic ddi) (rat thudng gap), gidm phosphat, giam kali,
téng AST, tang ALT, tang creatinine, tang cholestero! (toan phan), ting triglyceride (tat cd
déu thwong gap).

Mo td cde phan (ng phu cia thube chon lge

e Trong cac thir nghiém lam sang va cac bao cao hu mai tw phat, everolimus co lién quan
dén cac trrdng hop viém gan B tai hoat nghiém trong, bao gbm cé két cude i vong. Su
tai hoat nhiém tring 1a mét phan Ung phy duge dy kién trong cac giai doan trc ché mién
dich {xem phan CANH BAO VA THAN TRONG).

« Trong cac thi nghiém lam sang va cac bao cae hiu mai by phat, everolimus co lien gquan
@én cac tredmg hop suy than (bac gbm ca trudng hop tr vong) va protein nigu. Khuyén
cao theo doi chirc nang than (xem phin CANH BAD VA THAN TRONG)

« Trong cac thir nghiém 1am sang va bao cao hau mal Wy phat, everolimus ca lien guan dén
cac treérng hop vo kinh (bao gom ¢a wo kinh thiy phat).

— « Trong céac thir nghidém [dm sang va cac bao cao hiu mal by phat, everolimus c6 lién gquan
dén bénh viém phoi do pneumocystis jiroveci (PJP), mbt vai ca trong sb do bj ki vong
(xem phan CANH BAD VA THAN TRONG)

» Trong cac thir nghiém lam sang va cac bao cao hau mai by phat, 43 cd bao cao v& phi
mach khi diing dbng thoi hodc khéng ddng théd everclimus voi cac thubc dc ché men
chuyén (xem phan CANH BAD VA THAN TRONG).

TUONG TAC THUOC g

Everclimus 18 mét co chit cia CYP3A4 va cing 1& mat co chat va chat (e ché trung binh
cia P-glycoprotein [PgP) la bom 8y thudc nhibu logi thube Vi vay, su hap thu va thai trir
sau dé cla everolimus cd thé bi 4nh hudng bdi cac sdn phdm dnh hwdng dén CY3A4
va'hodc PgP.

In witro, everclimus la mdt chét e ché canh tranh cla CYP3A4 va |4 chat (e ché hdn hep
cua CYP2D6.

o Cac chét co thé 1am tang néng dé everolimus trong méu

Nibng g6 everolimus trong mau co thé tang i&n do cac chat b ché hoat tinh clia CYP3A4 va
do dé lam gidm chuyen hoa everolimus. _

Néng @5 everalimus trong mau cé thé tang lén do cac chét o ché PgP cb thé tam giam
ddy thubc everslimus ra khdi té bao rudt

NEn tréanh d@idu iri ddng théi véi cd chét (re ché manh CYP3A4 hodc PgP (bao gbm
khong giéi han & cac thubc ketoconazole, itraconazole, ritonavir, clarithromy
telithromycin).

Ca s tang dang ké vé nbng g6 everclimus (ndng d§ cao nhét trong huyét ueng (Coe) ting
3% lAn va dién tich dudi dwdmg cong (AUC) tang 15 1an) & nhikng nguéi khoe manh khi
averolimus dugc ding két hop vél ketoconazole (chét (e ché manh CYP3A4 va PgP).

CAn than trong khi didu tr| dbng thai véi chét (e ché trung binh CYP3A4 (bac gém nhung
khiéng gl han o cac thudc erythromycin, verapamil, ciclosponn, fluconazele, diltiazem.,
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amprenavir, fosamprenavir hodc aprepitant) va chét (¢ ché PgP. Gidm lidu Afinitor néu ding
két hop véi chit e ché trung binh CYP3A4/PgP (xem céc phan LIEU LUONG VA CACH
DUNG va CANH BAO VA THAN TRONG)

Cé sy tang mic tidp xlc vwéi everolimus & nhirng ngudn khde manh khi everolimus duge
dung két hop véi:

s erythromyein {chét (e ché trung binh CYP3A4 va chit ko ché PP, Cp. tang 2 1n va
ALIC tang 4.4 14n),

« verapamil {chat (¢ che trung binh CYP3A4 va chit (e ché PgP; C.,, ting 2,3 an va
AUC tang 3,5 14n),

. céi.clnspnrin (cor chét cia CYP3A4 va chat (e ché PgP; Cop,, tAng 1,8 1An va AUC tang 2.7
fan)

Nén tranh ding budi, nudre budi, khé, cam Seville va cac thire 8n khac g3 biét dnh hudng
#én hoat tinh cia cytochrome P450 va PgP trong théd gian dibu tri,

Khéng co su khac bigt ré v& ndng dé thap nhit trong huyét tuong (C.,) cia everolimus khi
durac ding cling véd hodc khéng cling véi co chét cla CYP3A4 vashodc PgP sau khi didu tri
~ vii lidu 10 mg hodc 5 mg méi ngay.

S dung déng thai chét (e ché yéu CYP3A4 cing hodc khdng ciing véi chét o ché PgP
khéng co dnh hudng rd 8én G, cla everalimus sau khi ding ché d9 diéu tri wéi libu 10 mg

hodc 5 mg méi ngay

Cac chit co thé lam giam néng dé everolimus trong mau TH

Mhing chét 1a chat gay cdm (ng CYP3A4 hofic PgP co thé lam giam nong 44 everolimus
trong mau do lam tang sy chuyén hda hodc day thudc everolimus ra khai té bao rudt

ME&n tranh didu tri ddng théi veri cac chit gay cdm (ng manh CYP3A4 hofic PgP. Néu pha
ding két herp Afinitor wéi mét chat gay cdm ng manh CYP3A4 hodc PgP (vi dy. rifampicin
va rifabutin), cé thé cn phai didu chinh lidu Afinitor (xem cac phan LIEU LLFONG VA CACH
DUNG va CANH BAQ VA THAN TRONG).

Biéu tr] trwde cho nhirng ngudi khde manh véi nhibu liu rifampicin (1 chét cdm ng manh
CYP3A4 va F’gF‘:l 600 mgingay trc:ng 8 ngay, tiép theo la mét lieu don everclimus, d§ thanh
thai clia fiéu uéng everolimus tang gan 3 1an, Cra, gidm 58% va AUC giam 63%

Cac chat gay cam (ng manh khac cia CYP3A4 vafholic PgP oo thé lam tang su chuyén hoa

e cla everclimus va lam gidm ndng @6 everolimus trong mau bao gbm cd St John's wort
(Hypericum perforatum), thude chbng co gidt (vi du carbamazepine, phencbarbital,
phenytoin) va cac thube khang HIV (vi dy: efavirenz, nevirapine).

Cac chat ma néng dé huyét twong cé thé bi thay déi bei everolimus

Gac nghién ciku & ngudi khde manh cha thdy khong cd twong tac duoc déng hoc o6 § nghia
\am sang giora Afinitor va atorvastatin la chat uc ché HMG-CoA reductase (co chat cla
CYP3A4) va pravastatin (khong phai cor chét cla CYP3A4) va cac phan tich duwgrc dgng hoc
theo nhém bénh nhan cing phat hién simvastatin (co chét clia CYP3A4) khéng anh huwdng
dan dé thanh thai cda Afintor.

In vitro, everalimus (rc ché canh tranh su chuyén hoa clia ciclosporin 13 co chat cia CYP3A4
va la mdt chat irc ché hdn hop cla dextromethorphan la co chét cha CYP2D6. Cyy. trung
binh cla everolimus & trang thai &n dinh vai liéu udng 10 ma/ngdy hodc 70 mgitudn thap
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hern 12-38 14n trf &6 Ki cia swr (e ché in vifro. Vi vay, everolimus dugc cho 14 kho cb thé dnh
hurérng dén sur chuyén hoa cla cac co chat CYP3A4 va CYP2DE

Mot nghién cifu trén nhimg ngudl khde manh cho thdy ding két hop mét héu uéng
midazalam (cor chdt cla CYP3A4) voi everolimus dan dén C,.,, cla midazolam tang 25% va
AUC;. cila midazolam tang 30%, trong khi t§ sé chuydn hoa AUCg.e. (1-hydroxy-
midazolam/midazolam) va t,; cudi cla midazolam khéng bj anh hwong. Bieu nay cho thay
sy tang nong d6 midazolam 14 do tac dung cua everclimus & hé tidu hoa khi ¢ hai thube
duwroc dung dbng théi. Vi vay, everolimus cd thé anh huwdng dén sinh khd dung cua céc
thudc 1a co chét cia CYP3A4 duge ding két hop dudng ubng. Everclimus khd ¢o the anh
hwing dén nbng dd cla cdc thudc khdc 1A co chat cla CYP3A4 dugc ding khing qua
duéng udng nhu dudng finh mach, tiém dudi da va qua da (xem phan CANH BAO VA
THAN TRONG),

Sir dung két hop everolimus va octreotide depat 1am 1ang C,, cla octreotide vai ty st trun
binh nhan {everolimus/gid dugce) 1a 1,47 (khodng tin cay (C1) 90%: 1,32 — 1,64} khd co th
4nh huding cb y nghia lam sang trén dap (ng hiéu qua voi everalimus & bénh nhan bi khi u
than kinh ndi tiet tién xa

Bang 3 Anh huéng cla cic hoat chit khic 1én everolimus

Sy twong tac — thay di ti s6)Khuyén cao khi phéi hep cac
trung binh nhin AUCIC.,. clathubc

Hoat chit turermg tac

everolimus (gi¢i han ghi nhin
durgrc)

Chét irc ché CYP 3A4/PgP manh

Keloconazole AUC tang gép 15,3 1an (11,2 - Khéng khuyén cdo sl dun
22.5) dbng thér Afinitor vdi cae chét

Cones 131G 94D 4.1 130 (2,6 - 7,0)  [c ché manh

Itraconazole ;Ehu'a nghién ciru, Méng d& |
osaconazole, everalimus ¢t thé 3ng cao.

] e

neanazo '}_I,
Telithramycin, %
clarithromycin

ﬂr;faz-:dune

Ritonawir, atazanawvir,
agquinavir,  darunavir,
ridinasir, neffinavir

Chét (rc ché CYP 3A4/PgP trung binh

Erythromycin AUC tdng gap 4.4 M8n (2,0 — [Sir dung can trong khi can phai
| 12.6) dung déng théod vén chit IIH:étn:.hé
T CYP3A4 trung binh hodc chét trc

Com 1819 039 2180 (00 -3.5) 144 o0 "\dy bénh nhan phd

Verapamil AUG tang gép 3.5 1dn (22 - 6,3) dung ddng thii voi chat oo ché

Cma 180G 2,3 180 (1,3 -3,8) YP3A4 hodc PgP trung binh, co

Ciclosporin udng

hé can nhic gidm ligu cdn 5 mg
3l ngay hodc 5 mg cach ngay.
uy nhién khéng co dir liéu lam

AUGC tang gap 2.7 1an (1.5 -4.7)
ICrax tANg gdp 1,8 lan (1,3 - 2.6)

https://trungtamthuoc.com/
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Flumnamle

:Dirtiazern

nbng d&

Chua nghign clru. Co thé ting

Amprenavir,
fosamprenavir

néng d&

Chiura nghién ciru. Co the tang

ang cho sy digu chinh lieu nay.
Do sy khac nhau gila cac dbi

ong ding thube, sir didu chinh
iU khuyén cao khong thé t6i vu
cho tat ca cac ca nhan, vi vay nén
theo d&i chat ché cac tadc dung
phiu.

urfre @p buwdi hodc cac

"Fhu‘a nghién ciru. Co thé tan
hire &n &nh hwdng I&n nédng 45 (t4c dung thay Adi rat

Khting nén phéi hop.

sarum

vi dy  dexamethasone,
prednisone, prednisofone)

d5 bi giam

CYP 344 | PgP. hac nhau)} |

Rifampicin AUC gidm 63% (0 - 80%) Tranh ding 38ng thoi wei chét |

Conae QFAM 58% (10 = T0%) cam Ung manh CYP 3A4. Néu |

- - bénh nhén cAn ding déng thén
Corticosterpids Chiura nghién ciru. C6 thé ndng

mit chat cam ¢mg manh
CYP3A4, nén cén nhic tang héu
Afinitor ti 10 mg mbi ngay ﬂ‘gn 20
mg mbi ngay bang cach ding

Carbamazepine,
phenobarbital, phenytoin

14 bi gidm

Chua nghign clu. Co thé néng

hém 5 mg vao ngay thur 4 va tho
sau khi bat dau ding chat cdm

Efavirenz, neviraping

15 bi gidm

H

-

Chira nghign clru. Co thé ndng

g. Lieu nay duoc dy dodn
ung @& didu chinh AUC dén
hodng ghi nhan dugc khi khong
dung chat cdm img. Tuy nhién

iéu chinh liéu nay, Néu ngung
ung chéit eam (ng thi sl dung
finitor wér figu trde khi ding
phoi hop.

ot John's wort
| Hypericum perfaratun)

| |

36 bi gidm manh

Chwa nghién clru, Co thé néng

Khong nén dung ché phdm chira
5t. John's wort frong qua trinh

AU tri béng everolimus.

S0 dung két hop averolimus va exemestane lam téng C., cla exemestane |3 45% va tang
Ca, clia exemestane la 71%. Tuy nhién, néng d& estradiol tuong &ng & trang thai én dinh (4
tuan) khang khac nhau gita 2 nhdm digu tri. Khéng quan sét tang bién cf bt lgi lign
guan v exemestane & bénh nhan bj ung ther wi tien xa cd thy thé hormone dwrong tinh su
dung didu tri phéi hop nay. Ning do exemestane téng khé co thé dnh huwdng dén hidu qud
hodc tinh an toan.

Tiém chung

Cac chat (e ché midn dich co thé anh hwéng dén dap Ung vii sy tigém ching, vi vlty vidc
tiém chung trong théi gian diéu tri bang Afinitor cé thé kém I'Hiél.azuﬁ hom, Can tranh s dung
vaccine sang trong khi diéu tr bing Afinitor (xem phén CANH BAO VA THAN TRONG). Céac
vi dy vé vaccine séng 1&: vaccine cum ding trong mii, vaccine sdi, vaccing qual bj, vaccine
rubella, vaccine bai liét dang ubng, vaccine BCG, vaccing sit vang, vaccine thly dau va
vaccine thurong han TY21a.

16

https://trungtamthuoc.com/



PHU HLI CO KHA NANG MANG THAI, PHY NF CO THAI, CHO CON BU VA KHA NANG
SINH SAN

Phuy nir c6 kha nang mang thai

MNén khuyén nhiing phy nlr cd kha ndng mang thal sl dung phwrong phap tranh thai co hiéu
qué cao treng khi ding Afinitor va dén 8 tuén sau khi két thie didu tri.

Kha ndng sinh san

Chuwra biét rd kha nang everolimus gay ra v sinh & bénh nhan nam va nlr. Tuy nhién, da
quan sat thay kinh nguyét khang déu, vo kinh thi phat va mét can bdng hormone hoang thé
{LH) / hermene kich thich nang trieng (FSH).

Dira trén nhirng két qua trong cdc nghién ciru phi 1am sang, vigc didu trf bang Afinitor cé thé
lam suy gidm khd ndng sinh sdn cla nam gidi va nlr gidi. (xem phan CAC DU LIEU AN
TOAN PHI LAM SANG).

Fhu nir cd thai

Chua co dd dir liéu v& vigc sir dung Afinitor & phu nir co thai. Céc nghién ciru trén déng vat

cho thay déc tinh ddi véi sinh 8dn bao gbm doc tinh ddi vdi phii va déc tinh véi thai (xem
- phin CAC DUF LIEU AN TOAN PHI LAM SANG) Chua ré nguy co tiém dn ddi véi ngueon.

Khéng nén ding Afinitor cho phy nir mang thal trir khi loi ich tiém nang vugt trik hon nguy

co tiém &n ddi vai thai. Khang khuyén cao nghiém cam bénh nhan nam s dung Afintior co

géng cb con, N

Phu nir che con bu U

Chura rd everolimus co dugc bai tiét vao slra me hay khéng. Tuy nhién trong cac nghién ur.'fu
trén dong vat, everolimus vaMmodc cac chit chuyén hda cla thubc dé dang di véo sba cla
chudt cang cho con bl. Vi vay phu ni dung Afinitor khdng nén cho con bu.

TAC DONG LEN KHA NANG LAI XE VA VAN HANH MAY MOC

Afiniter cb thé gay dnh huding nhe dén trung binh trén kha nfing I18i xe va van hanh may méc.
Bénh nhan cin dugc canh bao than trong khi lai xe hodc van hanh may moéc néu co biu
hign mét méi khi digu tri véd Afiniter

QUA LIEU

Trong cée mghién ciru trén dgng vat, everclimus cho thay tigm néng déc tinh cap thap,
Khéng quan sat thiy déc tinh géy tr vang hodc dée tinh nang é& chudt nhdt hodc chudt cing
durore cho ding lidu dom 2.000 mg/kg (thir gidi han),

Kinh nghiém duoc bao cdo vé quad Iléu & ngudi con rat han ché, Cac libu don dén 70 mg 44
duroc ding vér kha nang dung nap cip cé thé chap nhan duge,

CAn tién hanh cac bién phép hb tro chung trong tat ca cac twdng hop gua .17
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DU'QC LY LAM SANG
Cor ché tac dung

Everalimus |4 mét chat dc ché din truyén tin hiéu nham dén mTOR {dich cla rapamyein &
dbng vat cd vi) hodc ddc hidu hon la mTORC ('@ich rapamycin® & déng vat co vi- phirc
hop 1). mTOR 13 mat serine-threonine kinase chl chit, déng vai trd trung tam trong viéc
didu hda sy phat tridn, tang sinh va sdng sot cla té bao, Su didu hda truyén tin hiéu
mTORC1 phire tap, durge diéu hoa boi céc chat géy phan bao, cac yéu 16 ting tredng, néng
lwong va chét dinh dudmg. mTORCY 14 chét déu haa chi yéu sy tdng hop chung protein
xudi chidu theo con dudng PISK/AKT 1a con dudng bi réi loan didu hoa trong da sb cac loai
ung thu & ngudi

Sv hoat héa con duwéng mTOR |a thay déi thich &ng chinh din dén su de khang véni fiéu
phap ndi tiét trong ung thir vi. Nhigu con dudng dan truyén tin higu khac nhau da dugc hoat
haa @& thodt khdi tac déng cla lidu phap ndi tiet. Mot con duéng la PI3KIAKEMTOR duec
hoat héa chi yéu trong té bao ung thw v thiéu hut estrogen dai han va & khang chat o

= ché aromatase (Al). Cac nghién ciru in vitro cho thdy cac t8 bao ung thir v phy thude
estrogen va HER2+ nhay cam véi céc tac dang (e ché cla everolimus, va cho thy viee diéu
tri két hop everclimus véi cac chat o ché Akt HERZ, hodc aromatase ting curdng hoat
dtng ching khdi u cla everclimus theo cach déng van, Trong té bao ung thu v, sy @b
khéng chit trc ché aromatase do vigc hoat héa Akt oo thé durgc khéc phyc béi viéc ding két
hop vl everolimus

Hal chét didu hda chinh truyén tin hiéu mTORC1 |4 oncogene dé nén budu tuberin-sclerosis
complexes 1 & 2 (TSC1, TSC2). MAt hoc bit hoat TSC1 hogc TSC2 din dén tang mirc
rheb-GTP - la m&t men GTPase thudc ho Ras - twong tac véi phirc hop mTORCH dé gay
hoat hoa phire hop ndy. Sy hoat hoa mTORCT ddn dén mit déng thae truyén tin higu
kinase xudi chidu, bac gém ca hoat hda S6K1. S6K1 la mit co chét cla phire hop mTOR 1
(mTORC1) s& phosphoryl héa viing 1 cé chirc nang hoat héa cla thu thé estrogen 14 chat
chiu trach nhiém hoat héa thy thé khing phu thude phii t.

Céc dac tinh duoc lye hoc (PD) |'"

Everalimus 1a mat chéat tre ché chon loc mTOR (dich cda rapamycin & ddng vat co vd), dac
biét nham dén phire hop dn truyén tin hiéy mTOR-raptor (MTORC1). mTOR & mét serine-
threonine kinase chinh trong dong thac truyén tin hiéu PI3K/AKT 14 con dwéng dugc biét bi
r&i loan didu héa trong da sb cac loai ung thw & ngudi. Everolimus tac dong théng qua sy
twong téc o6 & lyc cao wvéi protein thy thé ndi bao la FKBP12. Phic hop
FKBP12feverolimus gén két véi mTORG1, e ché khd néng truyén tin higu cia mTORC1.
Kha nang truyén tin hiéu cia mTORC1 bi anh hwéng thong qua su dieu hoa phosphoryl hba
cia cac chit tic dong xudl chibu ma dic treng nhét 1a cac chét ddu hda su dich ma
ribasame protein S6 kinase (SBK1) va yéu 14 khoi phat eukaryote 4E-protein gan két (4E-
BP}. Sy pha v& chire ndng cia S6K1 va 4E-BP1 do hau qua clia su rc ché mTORCA, cén
trér sir dich ma cdc protein then chét ma hoa mAMNA cb vai tré trong sy didu hoa chu ky té
bao. sy phan hiy dudng va su thich Gng véi tinh trang thigu oxy (gidm oxy md), Didu nay
trc ché sy phat tridn clia khéi u vé (rc ché su bidu hign cla céc yéu td cam Urng tinh trang
thidu oxy (vi du yéu th phign ma HIF-1); ién trinh sau din dén gidm bidu hién cla cac yéu t
lién quan d&n téng qua trinh tao mach cda khéi u (vi du yéu t ting truéng ndi mé mach
mau - VEGF). Everolimus 1& chat (rc ché manh sy phat trién va tang sinh cla t& bao khi u,
té bao néi md, nguyén bao sgi va té bao co tron lién gquan dén mach mau. Phl hop véi val
tré didy hoa trung tam cia mTORC1, everolimus cho thiy lam gidm sy ting sinh té bac khii
18
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u, si phan hiy dudng va sy tac mach trong cac khdi u d8c in vivo, vi vy dan dén hai co
ché ddc 1ap e ché sir tng tredmg khdi u: hoat tinh chong khdi u truc iép trén & bao khdi u
va rc ché khoang md dém cla khoi u.

Cac djc tinh dwgre ddng hoc (PK)
Hép thu

¥ bénh nhan cb khéi u dic tién xa sau khi ding vién nén Afintior, nbng d8 dinh cla
everolimus dat dwgc 1-2 gidr sau khi wbng mét lieu 5-70 mg everoflimus khi 35 hodc sau khi
3n nhe khang chét béo. C.a t¥ 1& v lidu ding tr 5-10 mg theo ché 44 dung thudc hang
ngay. Of liéu don 20 magitudin tré 1&n, sw tang G theo ty 18 it hon 5o véi lidu ding, tuy nhién
AUC cho théy ting t 1& vdi lidu ding tir 5-70 mg.

Anh hwdrng cia thirc &n

O ngwiri khde manh, cac bira &n gidu chat béo lam gidm 22% nong d§ toan than véi vién
nén Afinitor 10 mg (dya vao do AUC) va 54% nong d§ dinh Cp,. trong mau. Bira an nhe 0t
chat béo [dm gidm 32% AUC va 42% C.,

Tuy nhién thirc &n khéng ¢é &nh hirdng rd rét 34n dudng biéu didn ndng d§ thude theo théd
gian ca pha sau hép thu 24 tiéng

Phén bb ‘B-r

Ty s& néing dd trong mau so voi frong huyét twong cla everolimus, phy thuge vaoe ndng &6
trong khodng tir 5-5000 ng/mi. 1 17% dén 73%. DA quan sat thay lugng everolimus trong
huyét trong x&p x 20% néng dé trong mau & bénh nhan ung thur ddng Afinitor 10 mgl ngay.
Sy gén két veri protein huyét tuong khodng 74% & cd ngudi khde manh va bénh nhan suy
gan truna binh. Vi bénh nhan bj khéi u d3c tién xa, V, & cac khoang trung tam bidu kién I3
191 lit va 517 Iit & cac khoang ngoai vi bidu kidn.

Sau khi tiém finh mach trén mé hinh chudt cong, everclimus di qua hang rac mau ndo theo
cach phy thude liku khdng tuyén tinh, che thidy sy bo hod cla bom day thudc & hang rdo
mau ndo. Si tham nhip cla everolimus vao ndo cing d8 dugc chimg minh & chudt cong
ding cac iéu ubng everolimus.

Bién ddi sinh hpc / Chuyén hoa

Everolimus 1a mét co chéit cia CYP3A4 va PgP. Sau khi ubng, everalimus 1 thanh phan luu
hanh chinh trong mau & ngm:rl & chét chuyén hoa chinh cia everolimus da dugc pl:lél hién
trong mau & ngwol, bao gom 3 chat chuyén hda monohydroxyl hoa, 2 san pham thily phan

S mé vang va mot chét lién hgp phosphatidylcholin cda everclimus. Cac chat chl.:lz.rén haa nay
clng dugc xac dinh & cac loai déng vat dugc ding trong nghién clru ddc tinh va cho théy co
hoat tinh kém hon everslimus khadng 100 ln. Vi vay, chdt me duoc xem 13 déng gép phan
Ién wao hoat tinh duge Iy cla everolimus.

Thai try

Chua b cac nghién ciru thai trir ddc hiéu cla everclimus dugc thie hién & bénh nhan ung
thu; tuy nhién, hién cé cac dir liéu tir chi dinh ghép tang. Sau khi ding ligu duy nhat
everolimus gan phéng xa két hop vai ciclosporin, 80% hoat tinh phéng xa dugc phat hién &
phan trong khi 5% duworc thai triz & nwée tidu, Kndng phat hién thay chat me trong nudc tieu
hodc phan.

Duee ddng hoc & trang thai dn dinh
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Sau khi 0 :Iung vién nén Afinitor cho bénh nhan co khdi u dac tién xa, ALC,, & trang thai én
dinh ty 1& vii ligu ding trong khoang tir 5-10 mg theo ché 86 ding thube hdng ngay. Trang
thai én dinh dat dwge trong vong 2 tudin. Coy, 1y [é voi lidu ding tlr 5-10 mg theo che d§
dung thudc hang ngay. T.. dat duwec lic 1-2 gier sau liéu. Co sy twong quan cd y nghia
gilra AUC,, va nbng d& day trwdc lidu & trang thai &n dinh theo ché 46 ding thubc hang
ngay. Thii gian ban thai trung binh cla everolimus khodng 30 gitr.

Bénh nhan suy gan

Tinh an toan, kha ndng dung nap va dwoc dong hoc clha Afinitor 33 duge danh gia trong hal
nghién clru ding vién nén Afinitor lieu duy nhat & ngwén suy gidm chirc nang gan so voi
nhirng ngudi cé chire ndng gan binh thudng. Trong mdl nghién clru, AUC trung binh cua
everclimus & B bénh nhan suy gidm chirc ndng gan trung binh (Child-Pugh B) cao gap d&i &
8 bénh nhan cd chirc ndng gan binh thudng. Trong nghién clu thir hai trén 34 bénh nhan
suy gidm chirc nang gan khac nhau, so véi nhing ngudi binh thudng, oo sy ting gap 1.6
1&n dbi vén nhimg ngud suy gan nhe (Child-Pugh A), 3,3 ln dbi vdi nhixng ngudn suy gan
trung binh {Child-Pugh B) va 36 ln ddi vai nhirng ngudi suy gan nang (Child-Pugh C) vé
néng d& (tre 13 AUC .n). Mé phdng dugre ddng hoe da lidu dng hd cho cac khuyén cao liéu
ding & nhirng ngudi suy gan dura trén tinh trang Child Pugh cda hg. Can cir theo dir ligu

o phén tich gép cla 2 nghién clru, viée didu chinh liéu duoc khuyén cao cho bénh nhan suy
gan (xem cac phan CANH BAO VA THAN TRONG va LIEU LUQNG VA CAGH DUNG).

Bénh nhin suy thin 'T}_Ff

Trang mét phan tich dwoe déng hoc theo nham ddi tugng ngﬁién ciru & 170 bénh nhan bi
ung thur tién xa, khéng phat hign anh hudng dang ké vé db thanh thal creatinine (25-178
mL/phdt) trén d§ thanh thai dwomg ubng (CL/F) cla everolimus. Suy than sau ghep (46
thanh thai creatinine tr 11-107 mbliphdt) khéng anh hudng dén dugc déng hoc cla
everolimus & bénh nhan duwoc ghep tang.

Bénh nhan tré em

Khang co chi dinh six dung Afinitor & nhom bénh nhan tré em bj ung thur (xem phén LIEU
LUONG VA CACH DUNG),

Bénh nhin cao tudi

Treng mbt danh gia dwoc déng hec thea nhém b turgrng rlghi&n clru & bénh nhan ung ther,
khéng phat hién anh hwéng dang ké cla tudi tac (27-85 tuoi) trén g9 thanh thai dwimg udng
cua everolimus (CL/F: W 4,8 = 54 5 lit'gid).

et Chung tdc

B4 thanh thai dwéng ubng (CLIF) tromg tir nhau & bénh nhan ung thu ngu'oi Nh&t va nguon
da trang c6 chirc nang gan fuomg tw.

Dua trén phan tich dwrge ddng hoc theo nham dbi tweng nghién clru, g6 thanh thai dudng
ubng (CLF) cla everolimus cao hon trung binh 20% & bénh nhan da den dwec ghep tang.
Méi quan hé gitra nong dd va dap ing

Co mdt méi teong quan trung binh gilra sw gidm phosphoryl hoa cla 4E-BP1 (P4E-BP1) o
mé khéi u va C., trung binh clia everolimus trong mau & trang thai &n dinh sau khi ding
hang ngay 5 hodc 10 mg everolimus, C4c dir kign thém cho thdy s uc ché phosphoryl héa
clia S6 kinaze rit nhay véi sw Ure ché mTOR bdi everalimus. Sur (re ché phosphoryl hda cua
elF-4G |a hoan toan & 14t cd cac trj 58 Cp. sau khi ding iéu hang ngay 10 mg.
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Mot xu hudng goi ¥ thdi gian s0ng con khong ten trién bénh 1Au hon w&i Cy cla
everolimus dugc chudn hoa theo thén gian cac hon (dwge dinh nghia la dign tich dud
durdmg cong Cume theo thed gian tir 10¢ bAt dAu nghién ciru cho dén thad gian o bidn cdithd
gian tir lic bAt d4u nghién ciu cho dén théd gian co bién cb) thé hién rd rét & nhikng bénh
nhan bi kndi u thin kinh nbi tiét tién xa co ngudn gde tuy (PNET, ty sé nguy hai 0,73; kheang
tin cay (Cl) 95%: 0,50 - 1,08) va & nhimg bénh nhan bj khéi u carcinoid tién xa (ty 56 ngu
hai 0.66; khodng tin cay (C1) 95%: 0,40 - 1,08). C, cia everolimus anh hwdng den xac suat
giam kich thwérg khéi u (p < 0,001) véi ty 28 chénh 1a 1,62 va 1,46 tuong Lng voi sy thay asi
midke néng d& tr 5 ng/mL @&n 10 ng/mL & nhikng bénh nhan bj khdi u than kinh G tiét tién
xa b ngudn géc tuy v@ & nhirng bénh nhén bj khai u carcinoid tién xa,

CAC NGHIEN CLFU LAM SANG ’B_,
Ung thur vii tién xa co thy thé hormone dweng tinh :

Nghién ciru BOLERO-2 (Nghién clu CRADOD1Y2301) phase Il da trung tdm, ngau nhién,
mi dai vé Afinitor + exemestana so vai gia dugc + exemestane a8 dwoc thuc hign & phy nik
sau man kinh bi bénh ung thur o tién xa cd thy thié esfrogen duwong tinh, HER Z-neulkhéng
khuéch dai, tai phat hode tidn trién sau khi digu trj ban dau bang letrozole hodc anastrozole
Cac bénh nhan dwoc chon ngdu nhién theo ty 18 2:1 cho ding everclimus (10 mg/ngay)
hodc gid duge twong Gng cong voi exemestane (25 mgingay) nhén mo. Sy chon ngau
nhién duoe phan ting theo tinh nhay cdm duwoe ghi nhan v diéu tr tnedc bang hormone
(e so voi khong co) va theo sy hién dién di can tang (cd so véi khang cé). Tinh nhay cam
viri digu tri trede blng hormone dugre dinh nghifa 14 (1) lei ich 1am sang duere ghi nhin (dap
tng hodn toan [CR), dép ¢ng mot phén [PR], bénh én dinh = 24 tudn) v&i it nhat & mét i
libu hormaone trude 6 trong trudng hop bénh tién xa hode (2) didu tr bd tre bang hormane
it nhét 24 thang trurdre khi tai phat

Tiéu chi danh gid chinh cho thir nghiém 14 thén glan sdng thém khéng bénh tién trién (PFS)
dwroc danh gia theo Tiéu chi danh gid ddp (ng vé khdi u dac (RECIST), dua irén danh gia
ciia cac nghién ciru vién {nhe khoa guang tuyen tai bénh vién). Phan tich hé tror wé thévi gian
séng thém khéng bénh tién trién dya trén viée kidm lai chan doan hinh dnh & mét trung tam
doc lap.

Cac tidu chi phy bao gém théi glan sfing thém toan bé (OS), ty 1& dap (g todn b§ (ORR), tf
I& co lgi ich 1am séng {CBR), db an toan. thay ddi chat lvong cuge sbng (Qol) va thdi gian
dfin dén suy gidm tinh frang hoat déng co thé (PS) theo thang didm ECOG. Cac tigu chi bé
sung bao ggr'n thay dai cac chi digm vé chuyén hoa meong luc & tufin va 12 tudn,

Téng cong 724 bénh nhan dupc chon ngdu nhién theo ty 56 2:1 vao nhém dung phii he'p
everolimus (10 mgingdy) + exemestane (25 maingdy) (n = 485) hodc nhom gia duoc +
axamestane (25 mg/ngay) (n = 239) Hai nhém diéu tri noi chung cén bang vé dic tinh dan
ad thin dibm ban du déi voi dac didm bénh va tidn st dibu trj chng khéi u trude db. Tudl
trung v| cia bénh nhan 1a 61 twéi (tir 28-03) va 75% Ia ngudi da trdng. Khoang thai gian digu
tri trung vi 1& 24 tuln @1 véi bénh nhiin ding Afinitor ket hop exemestane va 134 tuan doi
Vi cac bénh nhén ding gid duge kit hgp exemestane.

Két qua vé hidu qua da dat duec tir phan tich cudi clng vé PFS sau khi quan sat théy 510
treévng hop co bién ob PFS theo déanh gid tai diém nghién elru va 320 bién b PFS theo
danh gid dac p. Cac bénh nhan trong nhém gid dugc + exemestane khang chuyén sang
ding everolimus tal thei diém tién trién
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Nghién ciru nay da cho thay lgi ich [Am sang cb ¥ nghia thong ké cla everofimus +
exemestane cao hon gid duge + exemestane bdi sur kéo dai gip 2.5 lan vé PFS trung vi
(trung vi: 7.82 thang so v&i 3,12 thang), dan dén gidm nguy co 55% vé tién tnén bénh hodic
tr vong {1y =6 nguy hai (HR) cho PFS i 0,45, khodng tin cay (C1) 95%: 0,36 - 0,54, trj s¢ p
trong kiém dinh log-rank mét phia < 0,0001 theo danh gia cia nghién clru vién (xem Bang 4
va Hinh 1).

Phan tich vb PFS dua trén danh gid quang tuyédn cla trung tam ddc 1ap Ung hd két qua trén
va cho théy sw kéo dai gip 2,7 14n v& thai gian séng thém khing bénh tién trién trung wi
(11,01 thang so véi 4,14 thang), din dén gidm nguy co B2% vé tién trién bénh hode I vong
(PFS HR 1a 0,38; khodng tin cdy (CI) 95%: 0,31 - 0,48, trj =& p trong kiém dinh leg-rank mdt
phia < 0,0001 (xem Bang 4 va Hinh 1}).

Bap (g khach quan theo danh gia cla nghién ciu vién dya trén RECIST dwgce quan sat &
12 6% bénh nhan (khodng tin cdy (Cl) 95%: 9.8 - 158) & nhém everclimus + exemestane so
vl 1,7% (khodng tin cay (Cl) 85%: 0,5 - 4.2) & nhdm gid dwroc + exemestane (p < 0,0001
khi 80 sanh gilra cdc nham). Ty 1& lgi ich lam sang dbi vori everolimus + exemestane la

51.3% so v 26 4% & nham chirng: p < 0,0001 (xem Bang 4) I]J—r

Béng 4 BOLERO-2 — Két qua vé higu qua il

Phan tich Afinitor’ Gia duwgrc’ Ty sd Giatri P
N = 485 N=239 nguy hai

Théi gian séng thém khéng bénh tién trién trung vi (thang, khodng tin ciy (Cl) 95%)

Panh gia quang tuyén clia 7.82 3,19 0,45 < 0,0001
rghién clru vién (5,93-848) (2,76—4.14) (0,38 — 0,54)

Banh gid guang tuyén ddc 11,01 4,14 0,38 < 0,000
lap

(9,686-1501) (2,89 -3555} (0,31 = 0,48}

Pép (rng toan b tht nhat (%, khodng tin cdy (CI) 95%)

Ty & dap ong khach quan 126% 1,7%

o [ ]

s (ORR) ©8-159) (05-42) nia® < 0,000
Ty 1& Igi ich 1am sang (CBR)®  51,3% 25, 4%

nia” < 0,0001"
[468-559) (2090-232.4)

* Cong exemestane.

2 Ty |& dap (ng khach quan = ty 1& bénh nhin co dap (ng hoan toan (CR) hoac dap drng mit
phan (PR},

“ Ty I I leh 1am sang = ty 1& bénh nhén cb dap Ung hoan toan (CR) hoac dap Ung mit
phin (PR) hodc biénh &n dinh (SD) 2 24 tuan

" Khong ap dung.
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“Tn 84 p dat duoe tir kiém dinh Cochran-Mantel-Haenszel {CMH) chinh xac, st dung phién
ban phan ting cua kidm dinh hodn vi Cochran-Armitage.

Tai théri diém phan tich di liéu v& théi gian séng thém todn bd (0S), khodng the gian séng
thém toan béd trung vi 1& 31 thang & nhdém everolimus + exemestane so vol 26,6 thang o
nham gia duge + exemestane [HR = 0,83 (Cl 85%: 0,73 — 1,10; p=0,1428)] (xem hinh 2}.

Ty & PFS 12 thang 1a 33% bénh nhan dung everohmus + exemesiane 50 voi 11% & nhom

ding gia dugc + exemestang,

Hinh 1 BOLERO-2 — Bwéng cong Kaplan-Meier vé thivi gian sdng thém khéng
bénh tién trién (danh gia quang tuyén cla nghién ciu vién)
160 -
- Ty sl mgary bl = 3 &R
. 1 Khraag im iy {11 [0 1%, B8
] B 1 ik w mung vi T Kapln- Mo
e ] 1 Everolimes 10my - 3401 ey
= -3 ! Cas deoc © mxewwars 15 dmng
E 3 :"- Lioggeak p <5 D840
4 "
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£ "
N ]
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A
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-] = -
& ::":.::ﬂi::r'*-.-.dﬁh"{ ] R il .
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Hinh 2 BOLERO-2 - Bwérng cong Kaplan-Meier vé thévi gian séng thém toan bé
{(phén tich toan bg)

E : Ty wh ngas hai= B8
iy SRCTIETE, 110§
= [EEES Ak i iy v 1kea Kaplan-Mar
; Lverid eas 10 g =~ s meraes
[r] i "M rmiry
by LA oo = cxcmaibipn 2855 fhlig
i g Cmimnsip L 143
3 |
z |
.:E 31_: -— 'r:li-l-::.m R e BT }_{
: _- - -.H-n. oo TN = [T L]
-1
=== v - - . T B LA i | T
i 0 2 & G & v |2 14 ¥ B M 22 24 20028 3 32 3 3 W 40 4T 44 #6948 50
Than lell.l!ﬂ'
5 Dnih bl vl oo npay e
Thalri pran (i ) BO3% & b B Ib 1% M 1 O3 3T M M % W 1 W MR d 4 M oA W
Evizolinm Y 45T E i L P ETE T OE B I IS M4 4D 212 3 W 05 LR Bl R W 28 [0 I ]
i s siy 40t s M) M0 (g [ED ITU 183 UGN a3 DM SHOG3) BEECJES W T o sl 3 M 8 7 3 @
[idh o p it s oo thee B kidem dinh lesg-rank phin ting thee tinh nhey van Ifu phip nii bEL i o vi sy wisit hadn di cin nds tang GrIXES
Higu qua digu tri v& PFS wire tinh duge cling cf bdi phan tich phan nham theo dé cuong 'w!!
PFS theo danh gia cla nghién clru vién. B6i v tit cd phan nhom dugc phan tich. d ghi
nh&n hiéu qua tich cue cua viéc didu tn bing everolimus + exemestane voi ty sd nguy hal
v tinh 8o wéi gia duge + exemestana trong khoang tr 0,25 - 0,62 (xeam Bang 5). Cac phan
tich phan nhom da chirmg minh hiéu qua didu tri ddng nhAat va nhat quan bat ké tinh nhay
cam vi tri liBu nii tidt trurde 46 va s hién dign cla di cdn tang, va & cac phan nhem chinh
v& nhan khau hoc va tién lweng
s’
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Bang 5 Phén tich PFS theo nghién ciru vién trén phan nhdém - phén tich toan

bd 86 ligu
n Everolimus Giddwoc+ Tysdé Khodng
+ exemestane nguy tin cay
exemestane hai (Cl) 95%
(HR}'
PFS trung vj (thang)
Nhay cam v&i trj ligu ndi tiét trude 6
Khdng 114 6,83 283 0,55 035-0284
Co 610 B.05 31594 043 035-053
Sy hién dién cua di can tang
w Khang 318 9,86 4,21 041 031-055
(7 408 6,83 276 Q47 0.37-060
Nhom tubi ]‘;L,.f
< B5 tudi 449 831 - 292 038 030-047
z 85 tudi 275 6,63 4,01 058 043-080
Ving
Chéu A 137 8,48 4,14 060 040-092
Chéu Au 275 7,18 2,83 045 0.34-081
Bic My 274 8,41 2.98 0328 028-051
g \iing khac 38 4,53 1,48 040 0,19-087
Nguwei Nhat
Mgurd Nhat 106 8,54 417 058 0.35%0084
Khéng phai nguei Nhat 618 716 2.83 042 035051
Hda tri lidu truedee do
K.héng 231 697 3,45 053 038-073
Coé 483 8,18 3,19 041 033-052
25
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n Everolimus Gidduwoe+ Tysd Khoding

+ axemaestane nguy tin cay
exemestane hai (Cl) 95%:
(HR}'

PFS trung vij (thang)

Chi tén thirong xwong lie ban diu
Khang 573 5,80 283 048 039-058
Ca 151 12,88 5,29 033 021-053

Tinh trang hoat déng cia co thé theo thang didm ECOG ban dau

o 435 B.25 411 048 038-060
1 hogc 2 274 6,93 2,76 033 0,29-052
L
Tinh trang thy thé progesterone (PgR) f.EH
Am tinh 184 693 - 283 051 036-073
Durerng tinh 523 8,08 3,32 041  033-0.51
Chung toc
Chau A 143 8,48 4,14 082 041-054
Da tréng 547 7,36 2,96 042 0,34-051
Chung tdc khac 34 €.93 1,41 025 010-0,66
Sir dung ligu phap ndi tiét truée trir chit (e ché aromatase khong steroid (NSAI)
— Khéng 326 7,00 4 11 052 040-068

Co 398 411 2,76 039 031-050

S6 tang lién guan

1 218 11,50 437 040 ©0,28-057
2 232 6,70 3,45 082 038-071
23 27 6.93 2.58 041 030-054

Sé budre didu trj tredec do
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n Everolimus Giddwgc+ Tysé Khoang

+ exemestane nguy tin cay
exemestane hai (CI) 95%:
(HR)'
PFS trung vj (thang)
1 118 8,05 4 37 o080 038-092
2 217 6,83 2,96 045 032-063
23 3849 B8 2 96 041 032-052

" Ty sd nguy hai dat duge, st dung md hinh Cox khiing phén tdng.

Sy thu nhd khél u cing ré rét tir bidu db thac nudc (waterfall plot) twong (mg. Cac két qua
cho thiy 70,8% bénh nhan & nhom everolimus + exemeastane cd khéi u thu nhd i so woi
29, 7% o nhém gia dugc + exemestans

Khiéng quan sat thay cdc khac biét ¢d ¥ nghla [dm sang hodc cag nghia thong ké gidra 2
nhém digu tri vé théi gian din dén tinh trang hoat ddng cla oo the (PS) xdu di theo thang
diém ECOG (2 1 diém) va thoi gian trung vi dan dén gidm (= 5%) didm sb thanh phan trong
QLO=-C30.

Tac dung frén xwong '}H

Khéng co cac dir lidu dai han vé tac dung clda everolimus trén xwong. DF liéu so sanh i
nghién ciru BOLERO-2 cho thay sir cdi thién rd rét cac chi didém trong huyét thanh vé chuyén
héa xwong trong theri gian 12 tudn dau cla didu i, theé hién mét higu qua thudn lgi trén
chuyén héa xwong

Khéi u thdn kinh ndi tiét tién xa cd nguén gbe & tuy

Nghign clu RADIANT-3 (Nghigén clru CRADOO1C2324) phase Il da trung tam, ngau nhien,
mil d8i v& Afinitor cong vdi cham séc hd tro 1ot nhat (BSC) so voi gia dugc cdng wii cham
s6c hd tror tdt nhdt & nhing bénh nhan bj khii u thin kinh ni tiét tién xa co ngudn gbc & tuy
(pNET) da cho thdy lgi ich 1am sang coé ¥ nghia thing ké cua Afinitor cac hon gia dugc boi

b sy ko dai gip 2.4 13n vé théi gian séng thém khong bénh tién trién (PFS) trung vi (11,04
thang so voi 4,6 thang), din dén gidm B5% nguy co dbi véi PFS (HR 0,35 khodng tin cay
(CIy 95%: 0,27 - 0,45, p < 0,0001) {(xem Bang & va Hinh 3).

Nghién ciru RADIANT-3 dua vao nghién cdu nhimng b&nh nhan bi khéi U than kinh ndi tiét
1i§n xa co ngudn gbc & tuy (pMET) ct bénh da tién trién trong vong 12 thang trudc. Bénh
nhan dugc phan tng theo haa tri liéu doc td bao tnrde dd (co/khing) va tinh trang host
dong cia co thé theo TA chir Y 1é thé giti (WHO) (0 so voi 1 va 2). Vigc diu tri bang céc
chél turong tur somatostatin duge cho phép nhir mot phdn cla cham soc hd tror tét nhat

Tiéu chi danh gid chinh @4i véi thir nghidm 14 the gian séng con khong tén trién bénh (PFS)
duwge danh gid thea RECIST (Tigu chudin ganh gia dap ¢ng vé khdi u ddic, phién ban 1.0).
Sau khi bénh tién tridén v& mat hinh dnh quang tuyén d3 duge ghi nhan, bénh nhan co thé
duwgre nghién clru vién cho biét théng tin: nhifng bénh nhan duge chon ngau nhién cho ding
gid duge sau 34 cd thé durge dung Afinitor nhan mé.,
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Cac tiéu chi phy bao gbm dé an toan, ty 1& dap ung khach quan (ORR) (dap ¢ng hoan toan
(CR) hedc dap (rng mat phan (PR)), thév gian dap Ong va thév gian sdng thém toan bb (0S)

Téng cdng, 410 bénh nhan dwec chon ngdu nhign 1:1 cho dong Afinitor 10 mgingay (n=207)
hodc gid duoc (n=203). Bac tinh dan =6 can bang (tudi trung vi 1a 58, 55% nam, 78,5%
ngudi da trding). Thévi gian didu trj trung vi trong nghién elru mu |a 37,8 tuan & nhing bénh
nhan sir dung Afinitor va 16.1 tuan & bénh nhan dung gia dugc.

Bang 6 RADIANT-3 - Kit qua thai gian séng thém khéng bénh tién trien
Phan tich N Afinitor Gia duge Ty sb nguy hai  Gia trj
3 {(Khoang tin p
N=207 N=203 céy (Cl) 95%)
410 Théi gian sdng thém khéng

bénh tién trién trung Vi
(thang} (Khodng tin cdy (Cl)

B

85%) 3
Blanh gia quang tuyen 11,04 4 50 0,35 = 0,0001
e ela nghit cuny wian (8.41-1386) (3.06-539) (0.27 - 045)
Dénh gia guang tuyén 11,40 539 0,34 < 00001
H ]
Sk Be™ (10,84 — 14,75) (4.34-556) (0,26-0,44)
* Bao gbm quyét dinh vé cac két qua khac nhau gidra danh gia quang tuyén cla nghién clu
vién va danh gia quang tuyén cla trung tam
®Gia tri p mot phia i kiém dinh log-rank phan ting.
Hinh 3 RADIANT-3 - Duéng cong Kaplan-Meier vé théd gian séng thém
khéng bénh tién trién (danh gia quang tuyén cla nghién ciru vién)
23k
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Ty 18 sdng thém khang tién tién bénh 18 thang 14 34 2% dbi véi didu trji bang Afinitor so vai
8,9% d6i voi giad durge,

Ty 1& ddp ng khach quan theo ddnh gia cua nghién cliu vién la 4.8% dbi véi nhdm
averolimus so véi 2% dbi vai nhom gid dwge. Sy thu nhd khéi u rd rét tlr biéu db thac nuoc
{waterfall plot) twong (ng. Céc két qud cho thiy 64 4% bénh nhan & nhom everolimus cé
khéi u co nhd lai so vl 20,6% &4 véi nhém gia dugc

Tai théri diém phan tich di¥ liéu thdi gian s6ng thém todn bd (OS) cudi cing, khoang théi
gian séing thém toan bd trung vi 1&n luot 13 44 thang & nhém ding everolimus so vii 37,7
thang & nhém gid duge (v sb nguy hai (HR) = 0.94; khodng tin cay (CI) 95% 14 0,73 dén
1,20 p = 0,300 {hinh 4). C4 172 bénh nhan trang s& 203 bénh nhan nhém gid durgc dwoc
chuyén sang sir dung everolimus nhan md (84,7%) khi bénh tién trién va didqu nay co thé
gay nhigu cho viéc phat hién sy khac biét hén quan digu tri trong séng thém todn bd.

Hinh 4 RADIANT-3 - Dé thj Kaplan-Meier vé théi gian séng thém toan bg (B
dir ligéu phan tich day da)

Cill 11 g 1 e aphan e
Eszpzinman 4200 iy
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Nghién ciru RADIANT-2 (Nghién ciru CRADO01C2325) pha lll da trung tam, ngdu nhign, mi
déi vk Afinitor két hop octrectide depot (Sandostatin LAR®) so véi gid duoc ket hop

- octrectide depot & nhitng b&nh nhan bi khéi u than kinh ndi tidt tién xa (khdi u carcinoid) chd
yéu c6 ngudn gc & dwéng tiéu héa hodc phdi che thay bing chimg lgi ieh 1am sang cla
Afinitor cao hon gid duge béi sir kéo dai 5,1 thang v& trung vj PFS (16,43 thang so van 11,33
thang: HR 0,77, khodng tin cay (C) 85%. 0,58 — 1.00; tri s& p mét phia = 0,026), dan dén
gidm nguy co 23% doi woi tidu chi danh gia chinh PFS {(xem Bang 7 va Hinh 5). Mac di
khéng dat duge § nghia théng ké dbi vai phan tich chinh (ranh giti cb § nghla thong ké 1a p
= 0,0246), nhung cae phan tich d3 duge didu chinh cho vigc kidm duyét thong tin va su mét
cén béng & 2 nhém didu tri cho thidy higu qua digu tr thién vé everclimus

RADIANT-2 dua vao nghién ctru nhirng bénh nhan bj khdi u than kinh ndi tigt tién xa (khéi u
carcinoid) chd yéu co ngudn gdc & dudng tidu hoa hodc phdi eb bénh tién tridn trong vong
12 thana trude do va tién sir et triéu chirng tiét dich. 80,1% bénh nhan & nhom Afinitor
dwore didu trj bang chét trong tw somatostatin inede khi dua vao nghién clu so vdi 77.9% &
nhom gid duore

Tiéu chi danh gid chinh la PFS duge danh gia theo RECIST. Sau khi ghi nhan s tién tridn

dira trén quang tuyén, bénh nhan co thé dwec nghién ciu vién cho biét théng tin: nhing
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bénh nhan duoc chon ngau nhign cho ding giad dugc sau dd b thé dwge diung Afinitor nhan
mdr.

Cac tiéu chi phy bao gbm dé an toan, dap img khach quan, thiv gian dap &ng va song thém
taan bd

Téng cong 428 bénh nhan duege ehon nglu nhign 1:1 cho ding Afinitor 10 mgingay (n=216)
hodc gia dwoe (n=213), cdng véi octrectide depet (Sandostatin LAR®, dugc dung tiém bap)
30 mg m&i 28 ngay, Théi gian trung vi digu tr nghién cdu mi 35i & 37 tudin trong nham ding
Afinitor va 36,6 tugn & nham gid dugc. Sw mat can bang déng chi y rd rét v& mot 54 yéu 1d
tién luigng co bén quan trong, chi yéu thién vé nhom gia dugc.

Bang 7 RADIANT-2 — Két qua thii glan séng thém khéng bénh tién trién
Phin tich N Afinitor” Gid droe® Ty s0 nguy hai  Gia trj
N=216 N=213 (khoang tin P’

cay (Cl) 95%)
429 Thel gian séng thém khéng

bénh tién trién trung vi il}‘f
w (thiang) (khoang tin cdy (CI)
95%) =
Banh gia quang tuyén 16,43 11,33 077 0.026
doc lap (13.67 - 21.19) (B44-1459) (0,59 - 1.00)
Danh gid quang tuyén 11,89 .61 0,78 0,018

cla nghién ciru vién (1061 -16,13) (8,08—1114) (0,62 -0,98)

* Cang octrectide depot {Sandostatin LAR®)

® Bao gbm quyét dinh vé céc két qua khac nhau gilva danh gia quang tuyén cla nghién cuu
vién va danh gia guang tuyén cua trung tam

* (Sid trj p mét phia ti kidm dinh log-rank phan ting

Cac phan tich bd sung dbi vii danh gid quang tu &n dac 1ap duge hidu chinh cho vige kidm
duyét thang tin va si mét can bang & 2 nhom d’-gu tri 43 cho théy hidu qua diéu tri thidn vé
everolimus, Két gua ca thém tir mdt phan tich da bién dwoc hidu chinh cho su mét cén bang

g gitra 2 nhdm cho HR 12 0,73 {khodng tin cdy (CI) 85%: 0,56 - 0,57). Md hinh Cox voi phuong
phap Xac suadt Nghich dao clia Trong s6 Kiém duyét (IPCW = Inverse Probability of
Censoring Weights) duere st dung dé gidi quyét va higu chinh cho vigc kidm duyét théng tin
v& su mit can bing vé cdc d3c tinh co ban gilra 2 nhém nghién ciu. T§ sb nguy hai (HR)
wibe tinh (khodng tin cay (Cl) 95%) tir phén tich IPCW 13 0,60 (0,44 - 0,B4) thién v Afinitor

Hinh & RADIANT-2 — Buwéng cong séng thém khéng bénh tién trién theo
Kaplan-Meier (danh gia vé quang tuyén doc lap)
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Thin gian ithang)

Ty 1@ PFS 18 thang la 47,2% @b véi dibu trj blng everolimus chng octreotide depot
{Sandostatin LAR®) so vér 37 4% ddi voi gia duge cing octreotide depot (Sandostatin LAR®).

Ty |1& dép Ung khach quan theo danh gia cla trung tam |4 2,3% doi véi nhom everolimus
cbng octrectide depot (Sandostatin LAR®) so vé&i 1,9% dbi woi nhém gid duoc cong
octreotide depot (Sandostatin LAR®). Sur thu nhd khdi u rd rét tr bidu @6 thac nurdc (waterfall
plot) trong ng. Cac két qua cho thay 75% bénh nhan & nhém everolimus cjng octreatide
depot (Sandostatin LAR™ co khéi u co nhd lai so w&i 44 8% & nhém gid dugc chng
octraotide depot (Sandostatin LAR®).

Phan tich cubi cing vé séng thém toan bd khéng cho thly sw khac biét oo § nghia théng ké
vé 05 (HR = 1,16, khodng tin cay 95%: 0.91 - 1,48). Co 133 tneimg hop 1l vong (81,6%) &

- nham ding everolimus cong vén octrectide depot va 120 trémg hop tlr vong (58,3%) &
nhém gid duoc cing véi ocirectide depat. Su chuyén nhém = 58% s6 bénh nhan tr ding
gid duoc dén ding Afinitor nhan mé sau khi bénh tién trién, sur mat can bang gitra cac nhém
diku tri trang vide sir dung octreotide sau 36 va sy mat can bdng vé cac yéu 10 tign leeng
chinh ¢ ban d4u c6 thé 1am nhidu viéc phat hién bat ky su khac biét nao vé OS lién quan
& dibu tri. Khi didu chinh cde yéu t4 tién lweng quan trong, tf s6 nguy hai cho OS thign vé
huéng khong khac biét (HR 1,06; khodng tin cay 85%: 0,82 - 1,36)

Carciném té bao thin tién xa

Nghién ciru RECORD-1 (CRADOC1C2240) phase Ill, qube t8, da trung tam, ngau nhién, md
dai. so sanh Afinitor 10 mg/ngdy va gid durgre, cd hai két hop vai cham séc hd tror tot nhat 43
dwoc thue hién & nhimg bénh nhan bi carcindm té bao than di c4n cd bénh tién trién mac di
43 didu th trude bing VEGFR-TKI (chdt (¢ ché tyrosine kinase cla thy thé yéu to tang
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trrdng ndi mé mach mau) (sunitinib, sorafenit hodc ca sunitinib va sorafenib). Biéu tri trurdre
béng bevacizumab va intedferon-alpha ciing duoc cho phép. Bénh nhan duoc phan tﬁng
theo didm sé tién luong cia Trung tAm ung thir Memornial Sloan-Kettering (MSKCC) (cac
nhdm nguy co' = nguy cor thdp so vdi nguy co trung binh so vii nguy co cao) va digu tr
chéng ung thur tnede 44 (1 $o v 2 VEGFR-TKI trude do).

Tigu chi danh gia chinh |4 théd gian séng thém khing bénh tién trién, dugre ghi nhan s dung
tidu chi danh gid dap (ng vé khdi u ddic (RECIST) va duge danh gia qua sy xem xét theo
phuong thire mi cla mét trung tam ddc 1§p. Cac hiéu chi phy bao gom tinh an toan, ty I& da
rng khach quan cia khdi u, song thém toan bd, cac trigu chirng lién quan van beénh va chal
lrong cudc séng. Sau khi ghi nhan tién trién dua trén quang tuyén, bénh nhin cd thé dwec
nghién ciru vién cho biét théng tin: nhirng bénh nhan dugc chon ngdu nhién cho ding gia
dwoc sau d6é co thé duoc diung Afinitor nhdn méd 10 ma/ngay. Uy ban doc lap giam sat dir
lidu khuyén cdo cham ditt thir nghiém nay vao thi diém phan tich gian ky thir hai vi tidu chi
danh gia chinh d3 dwore dap Ong.

Téng cong co 416 bénh nhan dugc chon ngau nhién 2:1 cho ding Afinitor (n = 277) hoac gia
duoc (n = 139). Dac tinh dan sb can bing (tudi trung vi gbp clia bénh nhan |4 61 1wdi [27-85),
77% |& nam gidi, BEB% |4 nowdi da trdng, 74% d3a dung mét liéu phap VEGFR-TKI truée dd).
Théi gian @éu tr] trung vi cla nghién clu theo phuwong phap mi 13 141 ngay 46 vai bénh
nhén ding Afinitor va 60 ngay d6i v&i bénh nhan ding gid duwoc.

Két qua tir mat phan tich gian ky theo k& hoach che thay Afinitor troi hom gid dugre A& v
tiéu chi danh gia chinh 14 séng thém khang bénh tién trién, véi sy gidm nguy co 67% vé tien
trién bénh hodc I vong cb ¥ nghia théng ké (xem Béng 8 va Hinh 6 ).

Bang 8 RECORD-1 — Két qua sbng thém khéng bénh tién trién
Nhém déi twong N Afinitor Giadwoe Ty s nguy hal  Giatr
nghién ciru N=277 N=139 é::?él?g;:;] 2
Séng thém khang bénh tién ]
trién trung vi (thang) t'l\-}f‘

{Khoang tin cay (Cl) 95%) Ery

Phan tich chinh

TAt cd (danh gid mi 416 4.9 1,9 0,33 e
cua trung tam doc lap) (4,0 -535) {(1.8-18) {0,25 - 0,43) 0,001

Phan tich hé trgdphan tich d§ nhay

T4t ¢4 (84nh gia cla 418 5.5 1.9 0,32 -

nghién civu vién) (4,6 - 58) (1,8=22) (0,25-041) 0,001

Pidm s6 tién lirgng theo MSKCC

Nguy co thap 120 5,8 1.8 0.31 <0,001°
{4,0-7.4) (1.9-2.8) (0,18 = 0,50)

MNouy co trung binh 235 45 1,8 0,32 < [0,001"
(3,8-55) (1,8-19) 10,22 - 0,44)
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Nguy cor cao 61 36 1,8 0,44 0,007

(1.8 - 4.6) (1.8-36) (0,22 -0,85)
Bidu tri truére bing VEGFR-TKI
Chi Sunitinib 184 39 1.8 0,34 < 0,001°
{36-58) (1.8-19) (0,23 - 0,51)
Chi Sorafenib 124 59 28 0,25 = 0,001"
(4,9 11.4) (1,89-38) (0,16 — 0,42)
Sunitinip va sorafenib 108 40 1.8 0,32 < 0,001"
(3.6 =5.4) (1.8-20 (0,19 - 0,54)
* Kidm djnh log-rank dusgre phan tang theo didm so tién lvong.
® Kiém dinh log-rank mét phia khéng phan tang, j}ﬂ'
Hinh & RECORD-1 - Buéng cong Kaplan-Meier vé séng thém khéng bénh
tién trién
100% I s mguy i = 0133
Khoshnp tis cdv (CT) 95% [0.25, 043
Oiad trj p Loeraek = < {1
. i ¥l hien Kaplan-id
0% | Y e e
H (wid e LU Ihn'lng
i
= 60% #- T W Thim gins kitm duyél
£ ! e Aliinitar [ H=2TT
3 Y Ty T K, i dunc (N3]
f,;' 0% 1 HL
- l--{
—1-1.1
E
204 i
M
I .
| ] I L] I L] I []
i 2 4 i B 10 12 14

Ther ghar |[hing]

Tj & sbng thém khang bénh tién trién 6 thang I 38% dbi vai diéu tri bing Afinitor so vai 8%
di véi gia dugre.,

D& ghl nhan co dap tng khach quan clia khdi u duoe xdc nhan & § bénh nhan (2%) dang
Afinitor trong khi khéng quan at thay dap ing khach quan & bénh nhan dung gid duge. Vi
vay lgi thé sbng con khang tién trign bénh chd zéu phdn anh nhém adi trgng nghién ciru co
bénh &n dinh (twong (ng véi §7% cla nhém digu trj bang Afinitor).
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Khéng ghi nhan sir khac biét lién quan dén didu trf ¢ § nghTa théng ké vé sdng thém toan bj,
méc dU co xu hwdng thién vé Afinitor (HR 0,90, khodng tin cay (Cl) 85%: 071 = 1,14,
p=0,183), Su chuyén nhém sang ding Afinitor nhan mé sau khi bénh tién trién & 111 tron

sé 139 bénh nhén (79,9%) dugc che ding gid duge cb thd g3 lam nhidu vige phat hign bat
ki sir khac bigt nao vé séng con todn bd lidn quan dén didu tr. Co mét xu huéng manh o
rét ting ho cho chat lwgng cudc séng tét hon & nhirng bénh nhan ding Afinitor theo danh gia
bdi cac triéu chirng lién quan dén bénh (HR 075, khodng tin cay (Cl) 95%: 0.53 - 1,06

p=0,053),

CAC DUF LIEU AN TOAN PHI LAM SANG 3

Dy lidu an toan tién 1am sang cda everclimus da duoc danh gid & chudt nhét, chudt céng,
chudt lang, khi va thé. Cac co quan dich chinh 1a hé sinh sdn & gidng duc va cdi (thodi hoa
&ng din tinh, gidm lrgng tinh tring & méo tinh hoan va teo t cung) & mét so Ioai, phdi
chudt céng va chudt nhat étﬁng dai thue bao & phé nang) va mat (duc dudmg khivp trude
thuy tinh thé) chi & chudt cong. Bé ghi nhan nhirng thay doi nhé & than cla chudt cdng (téng
lipofuscin & biéu md éng than lién quan véi tudi, ting & nwéc than) va chudt nhat (néng
thém tén thuong ot san). Khang cé dau higu ddc tinh véi than & khi hoae chudt lang

b Everclimus dutmg nhir tir phat 1am ning thém céc bénh cb sdn (viém co tim man tinh &
chuét cbng, nhiém virus coxsackie & huyét tuong va tim coa khi, nhiém ky sinh tring
coccidian & dwéng tidu héa cla chudt lang, tén therong da & chudt nhat va khi). Céc két qud
ndy thuedmg duec quan sat thiy & mic ndng d5 toan than trang pham vi néng do diéu tn
hodc cao hon, ngoai trir két qua & chubt cng xdy ra & duéi mirc ndng db didu frj 1 do su
phan bd thubc vao md cao.

Trong mt nghién clu v& kha nang sinh sdn & chudt cong durc, hinh thai tinh hoan bi énh
huréing vai ligu 0,5 mglkg trd 1én, sur di ddng cha tinh trlng, 26 lugng tink tring va nang dé
testosteron trang huyét tuong gidm vai iBu 5 mgikg, & ligu nam trang pham vi néng dé didu
trj {52 ng.giémL va 414 ng.gidiml twong Ung S0 VN mirc nong db o nguod 560 ng.gioiml
vii lidu 10 mgingay) va gay ra gidm kha nang sinh =an & chudt dwe G4 bang chirng cho
thiy cac déc tinh nay co thé phue héi.

Khd nang sinh san cua gidng cal trong cae nghién clru wé sinh san trén dbng vat khéng bj

anh hudmg. Tuy nhién, & chudt chng cai, cac lidu ubng cla everclimus 2 0,1 mg/kg (khodng
4% ALC,a 55 & bnh nhan ding liéu 10 mg/ngay) da dan deén tang ty 18 mét phéi trirgre khi

lam th.
- Everolimus qua dupe nhau thai va doc vél bao thai, O chuét c&nga. everolimus gay dc cho
phéifthai & mlc nong d6 toan than durdi mirc didu tr], bidu hign bang ty & tlr vong va giam

trang lwong thai. Ty & bién dbi va dj dang xwong (nhu NUt xwrong Urc) 1ang v ligu 0.3 va
0,8 mg/kg. O thd, déc tinh dbi véi phai thai thé hién rd bang s tang tidu thai & cudi thai ky.

Trong cac nghién ciru trén chudt cbng chura trwdng thanh vei cac lidu thap 0,15 mgikgingay,
déc tinh toan than bao ghm gidm sur 1én can va tiéu thy thie an va cham dat durgc mét sb
mbe phat tridn & t4t ca cac lidu, vl sy hdi phuc hoan todn hodc mot phin sau khi nging
dung thude. Trong trwomg hop ngoai 1& cd thé co nhirng phat hign & thiy tinh thé dac hidu
cho chudt céng (vj tri ma & dong vat cén non nhay cam hon), dirdmg nhu khidng cd sy khac
bigt dang ké& vé tinh nhay cém ela dgng vat chuma tneang thanh wéi cac tac dung phu cua
sverclimus khi so vai cac dong vat trudng thanh & cac ligu tr 0,5-5 mg/kgingay. Khéng cb
ﬂc tinh lién quan ré rang & khi chira trudng thanh véi cac lidu dén 0,5 mglkgingay trong 4
twén

Cac nghién ciru vé dic tinh gen bao gom cAc tiéu chi vé dac tinh gen fién quan cha théy
khéng ot bang ching vé hoat tinh gay gay nhim sdc thé hodc gay 4ot bien. S dyng
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everolimus dén 2 nam khéng thay bt ky tidm ndng gay ung thur naoc & chudt nhét va chudt
chng véri lidu cao nhat, twong (g 1An ot véi 3.9 1an va 0,2 1in mire ndng 46 1am sang wéc
tinh véi lidu 10 mg/ngay.

TWONG KY
Chura dugre ghi nhan,

HAN DUNG

36 thang ké tir ngay san xudt, ]

BAO QUAN -

Bao quan & nhigt 6 dudi 30°C. Gilr thube trong bao bi gbe. Trénh anh sang. Tranh &m
Khéng dirpe ding Afinitor sau ngay ghi & ché "EXP” trén hfp thuéc.

Phal dé Afinitor xa tam tay va tdm nhin cua tré em.

HUPEPNG DAN SUF DUNG VA THAD TAC

Mirc dé hép thu clia everclimus qua tiép xdc tai chd chua dugc bigt. Do d6 ngudi cham sdc
nén tranh tiép xic véi hén dich cla vién nén Afinitor. Rira tay ki liing trudc va sau khi
chudn bi cac hén dich,

Qul CACH DONG GOI
Hop 3 vi x 10 viém nen,

NHA SAN XUAT

Movartis Pharma Stein AG
Schaffhausarstrasse, 4332 Stein, Thuy ST
Cho Novartis Pharma AG, Basel, Thuy 51.

Tér hwéng din sir dyng cho toan ciu
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