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HO CHIMINH

NGVAN

DA
AIT

*

n

VART I S

bin theo don

5mg
Afinitor@ 10 mg
Thu6c uc ch6 protein kinase

nttO rA vA THANH pnAru

D?ng biro chii

Vi6n n6n

Vi6n n6n hinh thon ddi, mdu tring d6n vdng nhqt, co go xi6n vd kh6ng c6 vach

5 mg. Vi6n n6n co khSc s6 "5" tr6n mQt mit vA chCr "NVR" tr6n mit kia.

10 mg: Vi6n n6n co khic ch0 "UHE" tr6n mOt mit vd ch0 "NVR" tr6n mit kia.

Hoqt chSt

5 mg. M6i vien n6n chua 5 mg everolimus.

10 mg. fU6i vi6n n6n chu?a 10 mg everolimus.

MQt s6 hdm luqng vd dang bdo ch6 co th6 khong co sin d t6t cd c6c nudc.

T6 duqc

Hydroxytoluene butyl hoa (E321), magnesi stearate, lactose monohydrate, hypromellose,
crospovidone vd lactose khan.

Th6ng tin co th6 khac nhau d mgt s6 nu0c.

cHiD!NH

Vi6n n6n Afinitor duqc chi dinh Oe Oieu tri cho:

. Ph6i hqp voi exemestane cho phu nO sau min kinh b! ung thu v0 ti6n xa c6 thu th6
hormone duong tinh, HER2/neu Am tinh, sau khi tei phdt hoicti6ntri6n mi.kh6ng co di

cin nQi tang cO trieu chung vd dd duqc di6u tri trudc bing mQt thu6c fc ch6 aromatase
kh6ng steroid.

. B0nh nhAn ngudi l0n trong giai doan ti6n tri€n b6nh u thAn kinh nOi ti6t ngu6n g6c tuy,

bi0t hoa t6t froac trung binh, khong phSu thuit dugc hoic dd co di cin.

. B€nh nhdn bi carcin6m te Oao thdn ti6n xa voi tinh trang bQnh v5n tien tri6n khi dang
di6u tri hoic sau di6u tri bdng c6c thu6c nhSm dich VEGF

LrEu LUqNG vA CACH DUNG

Liiiu dtng

oi1

4
)t

l

,

t
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;
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ViOc di6u tri bing Afinitor cAn duqc Oit Oau b&i mOt bdc si co kinh nghiQm trong viOc s&
dqrng c5c liQu ph6p ch6ng ung thu.

N6n di6u tri li6n tUc khi v5n cdn ghi nhfn duqc lqi ich l6m sdng hoic cho den khi xdy ra doc
tinh kh6ng ch6p nhOn duqc.

Nhom bQnh nhin myc ti6u noi chung

Li6u dr)ng trong ung thu vri ti6n xa c6 thg the hormone duolg tinh, kh5i u thAn kinh-
n6i ti6t ti6n xa c6 ngu6n g6c & ttty vi carcin6m tG bio thf n ti6n xa

Lieu khuy6n c6o c0a Afinitor ld 10 mg, u6ng 1 l6n/ngdy (xem ph6n CACH DUNG).

fnay O6i liiiu

PhAn ung bit lqi:

ViQc xir tri c6c phdn ung Uit tqi c0a thu6c (ADR) ning hoic kh6ng dung nqp duqc co th6
doi h6i phdi tqm ngung (Lo hoac kh6ng co k6t hqp voi gidm li6u) hay ngung hin viec di€u tri
bdng Afinitor. N6u cAn phdi gidm li6u, lieu dO nghi th5p hcvn khodng 5.0% so v6i liOu dtng
hirng ngay trucyc dAy (xem phAn CANH BAO VA THAN TRQNG) D6i vcvi viQc gidm li6u
xu6ng duoi hdm luong vi6n n6n thdp nh6t hiQn co, n6n xem xet dung thu6c c6ch nhOt.

Bdng 1 tom tit c6c khuydn c6o vd tqm ngung, gidm li6u hoic ngrlng hin vi€c di6u tri bing
Afiniior trong viQc xrl tri c6c phdn ung b6t loi cia thu6c, bao g6m cA cAc khuy6n c6o xfr tri
chung khi phu hqp SU ddnh gi6 lAm sdng cia b6c sT di6u tri s6 hucvng d5n kO hoach xir tri
cho m6i bQnh nhin drJa tr6n d6nh gi6 lqi lch so vcvi nguy co tr6n tung b€nh nh6n.

Bing 1 Khuyiin cio diAu chinh liiiu Afinitor vi xr? tri cAc phin ung Uit lqi crla thu5c

Phin rlng .bdt DQ ningl Khuy6n c6o didu chinh li6u Afinitor2vi x& tri
lqi cia thu6c

Vi6m
kh0ng
khuAn

ph6i
nhiSm

D0 1

Kh6ng
tri0u
cht?ng,
nh0ng diu
hiOu tr6n
phim chup
X-quang

D02
Co triOu
chung,
kh6ng cdn
trd ADL3

Xem x6t tqm ngung di6u tri, loai tru nhi6m khu5n vd xem
xet di6u tri bing corticosteroid cho d6n khi c6c triOu

chung cdi thi€n vO < d0 1.

eit Oau dirng lqi Afinitor v0i li6u th6p hon.

Ngung di6u tri nrOu kh6ng phuc h6i trong vong 4 tuin.

Ngwng Afinitor, loai trit nhi6m khuAn vd xem xet di6u tri
blng iorticosteroid cho d6n khi cdc tri€u ch0ng gidm v6
<d0 1.

Xem x6t Oit Oau dung lqi Afinitor voi li6u thAp hcrn.

N€u dOc tinh t5i ph6t d dO 3 n6n cAn nhSc ngung hin

.a

l!

D03

C6
chung
cdn
ADL3

triQu

trd
chi

2

t

Kh6ng cAn di6u chinh li6u.

git Oau theo doi thich hqp.

0)
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dinh th& di6u tri
Oz

D04

De dqa
tinh mqng,
chi dinh h5
trq hO hdp

Ngung hin Afinitor, loai tru nhi6m khu5n vd xem xet di6u
tri bing corticosteroid.

Vi6m miOng D0 1

Tri0u
chung to.i

thi6u, ch6
d0 dn binh
thuong

Da2

Co tri€u
chung
nhung co
the in vd
nu6t ch€

-. Ido an oreu
chinh

D03

C6 tri€u
ch0ng vd
khOng the
dn hay
u6ng bdng
miQng

D04

C6 tri€u
chOng li6n

.Aquan oen
hOu qua
de dqa
tlnh mqng

Kh6ng cAn di6u chinh li6u.

Xir tri bing nucrc s0c miQng kh6ng c6n hoic nuoc mu6i
(0,9%) vdi lAn trong ngdy.

Tam ngung li6u cho d6n khi phqc h6i vE < dO 1.

git Oau dung lai Afinitor voi lir0u tuong tqr.

N6u t6i phSt vi6m miQng dO 2, tam ngung li6u cho d5n
khi phuc h6i vrO < dq 1. Ait Oau dung lqi Afinitor voi li6u
th5p hon.

Xrl tri bdng c5c phuong phdp dieu tri giim dau miQng tai
ch5 1vi du: benzocaine, butyl aminobenzoate, tetracaine
hydrochloride, methol hodc phenol), co hoic kh6ng co
corticosteroid dung tai ch6 (toc ldr thu6c boi miQng

triamcinolone).4

Tqm ngung li0u cho d6n khi phuc h6i vO < d0 '1.

git Oau dung lai Afinitor voi li6u th6p hon.

Xir tri bing c6c phucrng phdp di6u tr1 gidm dau miQng tai

cn6 (r?c ld benzocaine, butyl aminobenzoate, tetracaine
hydrocholoride, methol hoic phenol) kdm .hoic kh6ng
kdm corticosteroid dung tai cfr6 (tfc ld thu6c b6i mi€ng
triamcinolone).4

Ngung hin Afinitor vd x[r tri bdng di6u tri noi khoa thich
hqp

e1

I

!
.',4

DOc tlnh khdc
khOng phdi vO

NOu dOc tinh co the dung nap duqc, khong cAn di6u
chinh li6u.

D0 1

3
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huy6t hgc Ait OAu di6u tri n6i khoa thich hqp vd theo d6i.

N6u dQc tinh co th6 dung npp dugc, khong cAn di6u
chinh li6u.

eit OAu di6u tri nOi khoa thich hqp vi theo d6i.

Ndu dOc tinh tr& n6n kh6ng th6 dung nqp duqc, tgm
ngung thu6c cho d6n khi phuc h6i vA < dq 1. e5t OAu

dung lai Afinitor voi li6u tuong tqr.

NOu dOc tinh tdi phdt d dO 2, tam ngung Afinitor cho d6n
khi phuc hOi vO < dq 1. ait OAu ding lai Afinitor voi li6u
thAp hon.

Tam ngung li6u cho d6n khi phrJc h6i v6 < d0 1.

e5t OAu di6u tri nQi khoa thich hqp vi theo doi.

CAn nhic Oit Oau dr}ng lqi Afinitor voi li6u th6p hon.

N6u dOc tinh t6i phdt O dO 3 n6n c6n nhic ngung hin
di6u tri.

Ngung hin Afinitor vd x[r tri bing di6u tri nOi khoa thich
hqp

(ng
bi6r

oai tru
nco D02

D03

D04

cac
VC

chuy6n hoa)

Cdc bi6n c6 v€ Do 1

chuy6n hoa
Khong cAn di6u chinh liOu.

A5t O5u di6u tri nOi khoa thich hqp vd theo d6i

Khong cAn di6u chinh li6u.
(vi du
duong
r6i loan
miu)

ting
huy€t, O0 2

lipid

D04

Nr

D03

Xir tri bing di6u tri nqi khoa thich hop vi theo d6i.

..1
lam ngung lleu.

git OAu dr)ng lqi Afinitor voi li6u th6p hon.

Xir tri bing di6u tri nOi khoa thlch hqp vd theo d6i.

Ngung hin Afinitor vd xir tri bing di6u tri nqi khoa thich
hqp

'MO ta dO ning: 1 = tri€u ch0ng nhe; 2 = triQu chrlrng trung binh; 3 = tri€u ch0ng ning; 4

= triQu chung de dqa tinh mqng.

'Neu cAn giim li6u, li6u dC nghi con khodng 50% so voi li6u dCrng hirng ngiy truoc diy.

' Cac hoat dOng sinh hoat hdng ngdrY.

o Tr6nh dung nh1ng chdt co ch0a c6n, hydrogen peroxide, iodine vir d5n xuSt cay hung

tiy trong viel xir trivi6m miQng vl nh0ng loqi ndy co th6 lim lo6t miQng ndng th€m.

i

i

,l
tS

4
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CtrSt Oc ch6 trung binh CYP3A4 hoic P-glycoprotein (PgP)

CAn thin trgng khi dung ph6i hgp voi chAt rjrc chtl trung binh CYP3A4 hoic PgP. NOu bQnh

nhAn cAn sir Oung ket nqp voi mQt chSt rlc ch6 trung binh CYP3A4 hoic PgP thi gidm li6u
Afinitor xu6ng con khoang 50% so voi li€u dung hing ngdy truoc dAy. Co th6 gidm li€u
nhi6u hon nJa Oe fi6m soet cAc phdn ung ndt tqi ciJtfru6c. O6i vOl viQc gi6m li6u x-u6ng

duoi hdm luqng Afinitor th5p nh6i hien c6, n6n xem xet dung thu6c c6ch nhit. Co th6 cAn
phdi gidm ti6u til6m d6 xir tri c6c phdn fng Oit tqi cia thu6c (xem c6c phAn CANH BAO VA
THaN TRQNG vd rU0NG TAC THUoC).

ung thu v0 ti6n xa co thu th6 hormone duong tinh, bOnh u thAn kinh nOi ti6t ti6n xa co ngu6n
gOi O tuy, carcin1m tO bao thdn ti6n xa:Neu ngung sir dLrng cn5t uc ch6 trung binh
Cyp3nalirgP, nen xem x6t d6n giai doan thdi thu6c it.nhAt 2 d€n 3 ngdy .(thoi gian trung
binh cho c6c thu6c uc ch6 trung Oinh th6ng dung nh6t) trudc khi tdng li€u Afinitor. Li6u

Afinitor co th6 trd vO muc li6u trudc d6 khi Oit Oau sir dUng ch6t uc ch6 trung binh CYP3A4
/ PgP (xem phAn CANH BAO VA THAN TRQNG vd TUONG TAC THUOC).

Chdt giy cim Ong mqnh CYP3A4

TrSnh sfr dqng d6ng thcri vdi chAt gdy cdm rlng mqnh CYP3A4.

lJng thw v0 ti6n xa co thu thd hormone dvong tinh, bAnh u thAn kinh nQi ti6t ti6n xa c6 r')OuOn

gOi a fiy, carcinom tO bao than ti6n xa; N€u bQnh nhAn cAn dung k6t l'rqp voi mOt chdt gay

cam ung mAnh CYP3A4, cAn nhic viQc gAp doi li6u Afinitor hdng ngdy (dya tr6n cdc dir liOu

duqc dOng hqc) th6m khong qua S mg m6i l6n tdng li6u. DrJ do6n li6u Afinitor ndy sE di6u
chinh diQn tich ducyi duong cong (AUC) d€n phqm vi kh6ng co chSt giy cdm ung. Tuy nhi6n,

kh6ng co dO liQu lAm sdng v6 sqr di6u chinh li6u d bQnh nhAn dang dirng ch6t g0y cdm fng
manf'- CYP3A4. N€u ngung sir dung ch6t giy cim ung manh CYP3A4 thi cAn nhic giai

doan thdi thu6c it nh5t tu 3 d6n 5 ngdy (thoi gian hqp [y cho qud trinh loai b6.cdm ung

enzyme quan trgng) truOc khi gidm tieu Afnitoi trd vd li6u dd dUng truoc khi bet dAu sr]
oun'g chAi gay cdr;'ung m4nh bypena (xem c6c phAn CANH BAO VA THAN TRQNG vd

TUONG TAC THUoC).

LiAu duns & nh6m bQnh nhin dac biet ()1
Nh6m bQnh nhin tr6 em

Kh6ng khuy6n c6o dung Afinitor cho bOnh nhin tr6 em bi ung thu.

t
t

l
I

j

,

Bgnh nhin cao tuOi 1> 65 tu6i)

Kh6ng cAn di€u chinh li6u (xem phAn DUQC LY LAM SANG).

Suy thin
KhOng c6n di6u chinh li6u (xem phAn DUQC LY LAtu SANG)'

Suy gan

lJng thu vu ti6n xa co thU th6 hormone dvong tinh, b€nh u thAn kinh nQiti6t ti6n xa co

g6i d tsty, carcin6m td beo thln ti6n xa:

. Suy gan nhe (Child-Pugh A) - li6u khuyOn c6o li 7,5 mg/ngdy'

. Suy gan trung binh (Child-Pugh B) - li6u khuy6n c6o ld 5 mg/ngdy, co th6 gidm xu6ng

O,5n f i6u 2,5 mg n6u khong dung nqp t6t.

. Suy gan n{ng (Child-Pugh C) - khong khuy6n c6o sir dUng. NOu lqi ich mong mu6n vuqt
trOihon nguy ccv thi li6u ding khOng duqc vuqt qu6 2,5 mg/ngiy'

t

,o

5
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Cin di6u chinh li6u n6u tinh trqng gan (Child-Pugh) cOa bQnh nhin thay dOi trong thoi gian
di6u tri.

C6ch dtng

Afinitor duqc u6ng m6i ngdy mQt lAn vio cirng mOt thcvi ditlm, ctng vcri th0c in hoic kh0ng
(xem phin DU9C LY LAM SANG).

NOn nu6t cd vi6n n6n Afinitor voi mQt ly nucrc. Kh6ng n6n nhai ho{c nghi6n n5t.

D6i vcyi bQnh nhAn kh6ng th6 nu6t cd vi6n thu6c thi co the hda tan hodn toin vi6n Afinitor
trong mqt ly nuoc (chrlJ khodng 30 mL) bing c6ch khu6y nhe d€n khi vi6n thu6c tan het
(kho?ng Z pnOt), ngay truoc khi u6ng. NEn trdng ly vcri cung mQt lugng nucvc vi nu6t hoan
ioan tubng nu&c tiang ty n?ry dC dim bdo dung toirn bO li6u thu6c (xem phAn DU9C LY
LArvr SANG).

CHoNG cHiDINH

Afinitor ch6ng chi dinh cho cdc benh nh6n qud m5n voi hoat ch6t, vcvi c6c d5n xuSt
rapamycin kh?c hoic vcyi b6t k!,thanh phAn ndo ctla t6 duqc (xem phin CANH BAO VA
THAN TRQNG).

CANH BAO VA THAN TRQNG ry
D}c k!,httortg ddn truryc khi ding. Ndu cdn thilm thing tin xin hdi , ki6n bdc si.

Thu6c niy chi ding theo sqr kG den cia bdc si.

Vi6m ptr6i rn6ng nhiSm khuAn

Viem ph6i khong nhiSm khu5n li mOt loai t6c dQng cOa nh6m c6c d5n xuAt rapamycin. C6c
truong hqp vi6m pfr6i tnOng nhi6m khu6n-(bao g6m cd bQnh ph6i k6) cOng di duqc mo td &
bonh nhan dung Afinitor (iem phSn PHAN LrNG BAT Lgl CUA THUoC) t\Iot s6 trong

nh1ng truong hqp ndy & m0c nang vd trong trudng hqp r6t ni6m gap di ghi nhQn k6t cuOc

t[r vong.

CAn xem x6t ch5n do6n vi6m pfr6i ffrOng nhiSm khuAn & bOnh nhAn-co c6c d5u hiOu vd trieu

chung hO h5p khong dic hieu nhu giirnoxy mo, trdn.dich mdng ph6i, ho hoic kho th& vi d
nhung ngucri md c6c nguy6n nhin nhi6m khudn, kh6i u tAn sinh vd. c6c rlguy6n nhAn khdc

kh6nd Oi tfru6c dd duqc loai tru bing cic x6t nghi€m thich hgp. CAn ch5n dodn phAn biet

d6 tJai tru c6c nhi6m trtng co fr-Qi nhu vi€m pfrOi do pneumogysfis iirovecii (PJP:

pneumocystis jiroveciipneumonia) khi ch5n do6n vi6m pn6i ttrOng nhiSm khuSn (xem ph6n

Nhi6m trirng)

N,3n khuy6n benh nhin b5o c6o ngay tuc thl OAt t<y'triQu chung ndo v0 hO hAp mcri xiy ra
t-.

noac xau or.

OOi v6i nhirng bqnh nhAn c6 c6c thay d6i tr6n X-quang gqi f vi6m ptr6i ffr6ng nhlQm khuAn

vd co it triQu chung ho{c khfing co-triQu chung, co th6 ti6p. tUc di6u tri bing Afinitor md

khong can inay O6i iieu (xem phAn LIEU LUqNGVA CACH DUNG, Bdng 1).

Neu c5c triqu chpng d muc d9 trung binh (dO 2), n6n xem x6t tam ngung di6u tr! cho d6n khi

c6c triQu chung cdi"thien. CO irr6 cr'i Oinr, dung corticosteroid. C6 th6 sr) dung lai Afinitor vcvi

li6u h?rng ngay giam con khodng 50% so voi li6u dd dung truoc diy.

il
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O6i vOi c5c trudng hEp vi6m pfr6i O9 3 kh6ng nhiSm khuAn, phii ngung di6u tri bdng Afinitor
d6n khi triQu ch0ng gi6m xu6ng con dQ 1 tr& xu6ng. C6 the srl dqrng lai Afinitor vcri li6u gi6m
con khodng 50% so voi li6u di dung truoc day tiry thuQc vdo-tinh trang lim sdng cria tung
b6nh nhAn. ru6u dOc tinh tdi ph6t d dq 3 thi cAn nhSc ngung hdn Afinitor. D6i vfi c5c trudng
hop vi6m ptr6i O9 4 khong nhiSm khu6n thi n6n ngrlng hin Afinitor. Co th6 chi dinh dtng
corticosteroid cho ddn khi cic triQu chung lAm sdng lui hin.

CAn xem x6t phong bQnh vi6m ptr6i do pneumocystis jirovecii(PJP) cho cdc bQnh nhin phdi

di6u tri vi6m ph6i kh6ng nhiSm khu5n bdng corticosteroid.

Su xu6t hien vi6m pfr6i c0ng di duqc b5o cdo d muc li6u di gidm (xem ph6n LIEU LU9NG
VACACH DUNG, Bdng 1) ,.*

Nhi6m trung tJ-1

Afinitor co dic tinh t?c ch6 mi6n dich vdr co th6 ldm cho Oenfr inan O6 Oi nfri6m khu5n, nhiSm
n5m, nhi6m virus hoic nhiSm sinh v0t dcyn bdo k0 cd nhiSm trung do c6c t6c nhAn g6y bQnh

co hOiJrgT ph?rl PHAN ylc PII Lgl CUA rHUOC) Nhi6m.trr)ng tai ch6 vd todn than bao
gom cd vi6m ph6i, cdc nhi6m khuAn khac, nhrem nam xam l5n nhu bQnh n6m Aspe_rgillus,

nniem nAm Candida, hoic vi6m ph6i do pneumocystis jirovecii (PJP) vd nhi6m virus kO cd t6i
kich hoat virus vi6m gan B di dugc mo td & nh0ng bQnh nhAn dirng Afinitor. tM0t s6. trong
nhCrng truong frqp nhi6m trtng ndy co muc dO nang (vi dtr: d5n d€n nhi6m trirng huy€t, suy
ho h5p hoic suy gan) vd d6i khi di co k6t cuOc tfr vong.

B6c sI vd benh nh6n cAn phdi nhQn thuc vC sr,r ting nguy co nhi6m trirng khi ding Afinitor.
Truoc khi bit dAu di6u tr1 bing Afinitor, cAn xfr tri nhi6m trung co tu trudc. Trong khi di6u tri
bing Afinitor, phdi cinh gi6c ubi c6c d5u hieu vi triQu chung nhi6m trung; n6u dd chSn do6n
nhiS-m trung, phdi ti6n hdrnh di6u tri thich hqp ngay lQp t[rc vd xem x6t tam ngrrng di6u tri
hofc ngung hin di6u tri bing Afinitor.

NOu da chAn do6n nhi6m nAm xAm l5n todn thAn, phdi ngL/ng dtng Afinitor vd xir tri bdng

liQu phdp kh6ng n6m thich hqp.

Cdc truong hqp benh nhin di6u tr! bdng everolimus bi tir vong vi vi6m pfr6i do pneumocystis
jiroveciidi dugc b6o cdo. Viem ph6i do pneumocystis jirovecii co the lien quan d6n vi6c

dung d$ng thdi everolimus vcyi corticosteroid hay c6c thu6c lim suy gi6m mi6n dich. Xem x6t
pfrong Oentr viem pnOi Oo pneumocystis jirovecii khi phdi dung d6ng thcvi everolimus v0i
corticosteroid hay c6c thu6c ldm suy gidm miSn dich kh6c.

Phin 0ng qu6 m5n

C6c phdn ung qu6 m5n duqc bi6u hien bing cic triQu chu?ng bao g6m, nhung kh6ng chi

gicyi han d phdn v6, kho th&, d6 bung. m{t, dau ngqrc hoic phu mach (vi dU. phu khi dao

6oic ludi, c6 hoic kh0ng co suy hO h-Ap) dd duqc quan s6t th6y vcvi everolimus (xem phAn

CHoNG cHiD!NH).
phU mqch do ding dding thdi everolimus vi cic thui5c &c chii men chuy6n
angiotensin (ACE: Angiotensin-converting enzyme)

B6nh nhAn di6u tri dOng thoi bdng everolimus vcvi c5c thu6c Oc ch6 men chuySn c6 th6 ldm

tdng nguy cophu'ra"[ (vi du: p[, ne ducrng hO hAp hay lu0i co thd di kdm hoic kh6ng di

kdm suy ho hAp.

Lo6t mi6ng

Lo6t miQng, vi6m miQng vd vi6m ni6m mac mieng dS.dugc ghi-nhAn d thung b€nh nhin
duqc di}riiri bdng Afinltor (xem phAn PHAN UNG BAT LOI COA THUOC). Trong nh0ng
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X6t nghiQm vi theo d6i

Chuc nang thQn

trudng hqp niry, khuy6n c6o dung c5c phucrng phap di6u tri tai ch5 nhung cAn tr6nh nh0ng
loai nuoc sr.tc miQng co chtra c6n, hydrogen peroxide, iodine, hoic h0ng tAy vi nhCrng lo-ai

ndy co the lam tinh trqng ning th6m.-Kh6ng n6n dung c6c thu6c kh6ng n6m tru khi di ch6n
do5n nhiSm ndm (xem phAn TUONG TAC THUOC).

C6c truong hqp suy thf n

Cdc truong hqp suy thQn (bao gom cd suy thQn c6p), mQt s6 co kdt cuQc t[r vong d5 duqc
quan s6t thAy d b€nh nhAn di6u tri bing Afinitor. Cin theo doi cht?c ning thOn dic biet d
nhong bQnh nhin co th6m nhi6u y€u t6 nguy co co th6-dua d6n suy chuc ndng thin (xem
phln Xet nghiQm vi theo d6i vd PHAN UNG BAT Lgl CUA THUoC).

(\

Tdng creatinine huy6t thanh, thuong nhq vd protein nieu di duqc b6o c6o d cAc bQnh nhin
sfr dung Afinitor (xem phAn PHAN 0NC gAf Lql COA THUOC). Khuy6n c6o theo d6i chuc
nlng thln, bao gOm.cd do lucrng nitcy ur6 huyet (BUN), protein ni$u hodc creatinine huy6t

thanh truoc khi b5t diu di6u tri bing Afinitor vd theo d6i dinh ky sau do.

Duong huy6t

Tdng duong huyej d5 dugc b6o c6o d c6c bQnh nh6n s[r dqrng Afinitor (xem phAn |HAN
UruC AAf [gt COn THUOC). Khuy6n c6o theo d6i duong huy6t l0c doi trucvc khi bit dau

di6u tri bdng Afinitor vd theo doi dinh ky sau do. Khuy6n c6o theo d6i thuong xuy6n hcvn khi

Afinitor duqc dirng d6ng thoi vcyi c6c thu6c kh6c co the ldm ting duong huy€t. CAn dat duqc
su kitlm so6t duong fruyet t6i uu trudc khi bit dAu di6u tri bdng Afinitor cho b6nh nhin.

Lipid mitu

Lipid m6u bAt thucrng (bao g6m ting cholesterol mdu vd ting triglyceride m6u) di dugc b6o

c5o d nhpng benh- nhAn 
-s[r 

dUng Afinitor. Khuyen c6o theo d6i cholesterol m6u vd

trigtyceride mZu truoc khi b5t Oau d'i6u tri bdng Afinitor vd dtnh ky sau do cirng nhu ki€m

so6t bing liQu ph6p nQi khoa thich hgp.

Cdc th1ng sd vti huy)t hqc

DA co b6o c6o gi6m hemoglobin, lympho bdo, ti6u cAu vd bach cAu trung tlnh d nhirng bQnh

nhAn dung Afinitor lxem plan PHaN UNG BAT Lgl COA THUOC). Khuy6n c6o theo d6i

cong thuJmdu toin phAn truoc khi b5t d6u di6u tr! bdng Afinitor vd theo doi dinh ky sau do.

Tuong t6c thu5c'thu5c

TrAnh sir dUng ket hqp v0i c6c chAt uc ch6 manh CYP3A4 hoac PgP (xem phAn TUCING

TAC THUoC).

Thin trqng khi dung ph6i hqp voi ch6t uc ch6 CYP3A4 hoic chAt Oc ch6 PgP trung binh.

fl6l pnai igng tet hqp Afinitor vcyi ch6t uc ch6 CYP3A4 hoic chAt Oc ch6 PgP trung binh,

.a; th;; OOi 6enn nr'jn .5n th6n v6 c6c t6c dqng kh6ng mong mu5n.vd gidm li6u Afinitor

.a, .ar-triAt G, phAn LIEU LuqNG VA CACH Duuc ,a ruoruc TAC THUOC).

Tr6nh dirng k6t hgp vcyi chAt giy cdm ung CYP3A4.h,oac PgP mqnh (1em phAn TLrONG

TAC THU5C). N6u phdi dnng fet nqp Aflnitor voi ch6t giy cdm ung CYP3A4 hoac PgP

,i"f.1,' 
"An1n6o 

OOt Oenf, nnAi c5n tn.An v6 ddp ung lAm slng. Xem xet tdng li6u Afinitor khi

;;ft i.at hq,p ,-oi"t Ai;;y ;il 
"ng 

CvpsA4 hoic pgp manh neu khons thd dieu tri thav thd

Gri pna. r-reu LUgtiGVA CAc[ DUNG vd phAn iuoruc TAC rHUOC).

:
l
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a

Do kh6 ning tucrng t6c thu6c, cAn thin trong khi dung Afinitor pfr6i hqp vdi ccv chSt cOa

CYP3A4 dung duong u6ng co chi s6 dieu tri hgp. Ndu Afinitor duqc dung cirng voi co ch6t
cOa CYP3A+ Otng duong u6ng co chi s6 di6u tri hep, cAn theo doi bOnh nhAn d€ ph6t hiOn

c6c t5c dUng kh6ng mong mu6n duqc mo ti trong.phAn th6ng tin sdn ph5m cia ccv ch6t cira
CYP3A4 dung duong u6ng (xem phAn TUONG TAC THUOC).

Suy gan

NOng d0 everolimus tdng l6n d benh nhin suy gan nhg (Child-Pugh A), trung binh (Child-
eugh e; vA ning (Child-Pugh C) (xem phAn DUQC LV LAM SANG).

Kh6ng khuy6n cdo. dung Afinitor 6 benh nhAn bi suy gan n{ng (Child-Pugh C) d6. di6u tri
benh ung thu v0 ti€n xaio thu thO hormone ducrng tinl'L & phu ny sau min kinh, kh6i u th6n
kinh nOi iiet tien xa co ngudn g6c cr juy, carcinOm t6 bdo th6n tiiln xa tru khi lgi ich d.u tinh
vust trOi hcrn nguy co (iem cEc phAn-LIEU LLTQNG VA CACH DUNG vd DUQC LY LAU
sANG). A-,
Ti6m ching 'J'' 

I

CAn trdnh st} dqng vaccin s6ng vd ti6p x0c
trong thcri gian di6u tri bdng Afinitor (xem ph

Lactose

gAn voi nh0ng ngucri di ti€m ch0ng vaccin s6ng
rin TUONG TAC THUOC).

Nhpng bQnh nhAn co bQnh di truy€n hiem gap khong dung nqp galactose hoic khi6m khuy6t
men llctase Lapp hoic k6m hAp thu gluco-e - galaCtose kh6ng n6n sir dgng thu6c ndy.

Bi6n chtlng li6n sgo v6t thuong

Ti6n trinh li6n seo vet thuong bi dnh hu&ng b&i c6c d5n xu6t rapamycin, bao g6m cd Afinitor
CAn thfln trgng khi s[r dung Afinitor trong giai doan chu phiu.

Khtii u carcinoid

Tinh hieu qui vd an todn cOa Afinitor chua duqc x5c lfp tr6n bQnh nhAn c6 kh6i u carcinoid.

PHAN UNG BAr Lgl CUA THU6C

Th6ng b1o cho bdc si nh&ng tic dqng kh6ng mong mu6n gip phdi khi s{r dltng thu6c.

St} dr,rng trong Ung thu - Tom tit du liQu an toin

C6c th6ng tin phdn Ong bAt lcyi cia thu5c (ADR) dua tr€n c6c dCr liQu an todn.t6ng hqp d c6c

bOnh nh3-n s1} dUng Afinitor (N=2470) trong c6c thrlr nghiem lAm sdng bao g6m pha lll ngSu

nhi6n, mir dOi, co O-6i chu?ng voi gid duqc hoic chAt so s6nh co hoat tinh vi nghiOn cuu pha

ll li6n quan d6n c6c chi dlnh trong ung thu dugc duyet.

C6c phdn fng phU cia thu6c thucrng gip nhAt (ti le > fi% vit nghi ngo co li6n quan vdi

Jia, Iii i6"o nir'ien cuu vi6n) tu c5c Od tie, gOp ,b an todn (theo thO tu gidf din) ld: vi6m

miqng, n6i bai_, ti6u chdy, nhi6m tryng, bu6n non, giim sU ngon miQng, thi6u m6u, loan vi

gi5c,-vi6m ptr6i, tang duong huy€t, gidm cAn, ngua, suy nhugc, phu ngoai bi€n, ting
Iholesterol m6u, chdy m6u cam, nhuc dAu.

C6c phdn ung phu.cia thu6c d9 3-4 thucrng Oaq nlat (tile > 1t1OO d6n < 1l10vit nghi ngcr

co li6n quan icri Oieu tri theo nghi6n- cuu viSni ii vi€m miOng, thi6u mdu, tdng duong lry*t,
mQt m6i, nhi6m trung, vi6m m6 ph6i, tieu chdy, suy nhuqc, gidm tieu cAu, giim bach.cdu

trung tinh kho th&, dia, tyrpho bdo, protein niQu, xuSt huy6t, hq phosphat mdu, nOi ban,

tang-huyet 6p, ting ASf, tang ALT, vd vi6m ph6i thuy.
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I

Bing tom tit cic phin Ong phr,r crja thu6c tir c5c thr) nghigm l6m sing trong ung thu

Bdng 2 trinh bdy loai tAn su6t ve c5c phdn ung phq c0a thu6c di dugc bdo c6o trong phAn

tich gQp v6 dO an toin.

C6c phdn ung phu ctla thu6c duqc liet ke theo phin loai nhom cc, quan hQ th6ng cia
trleOOnn. trong'm6i nhom co quan hQ th5ng,.c6c phdn ung phu dugc.sip x.6p theo tAn su6t,
dAu ti6n ld c6c pf'an ung phqr thuong gap nh6t. Ngodri ra, cdn co loaitAn su5t tucrng ung d6i
vcyi m6i phdn Ong phU, sir drJng quy udc sau day (CIOMS lll). r5t thuong gap (>1/-10);

thucrng gap (> 1l1OO d6n < 1/10)ait gap (> 1/1.000 d6n < 1/100); hi6m gap e 1t10.OOO d6n <

1/1.000); rAt hi6m gap (< 1/10.000).

Bing 2 Cic phin Ong phg crja thu5c di duqc b5o c6o trong c6c tht) nghigm
ung thu hgc

n6i to4n h9 thin kinh

RAt thucrng Loan vi gi6c, nh0c dAu

sap

t
r

I

i

i

;

',

Ret thuong Nhi6m trung'
sap

q
Nhi6m trirng vi nhi6m kf sinh trtng

Riii toqn m6u vi he bech huy6t

Ret thuong Thi6u m6u

sap

Thuong g{p Giim ti6u c5u, gidm bach cAu trung tlnh, gidm bqch cAu, giim lympho bdo

it gap Giim todn bO huyot cAu

Hi6m gap g5t sdn h6ng cAu don thuAn

Rtii toqn h9 thting mi6n dlch

it gap Qu6 m5n

RiSi loqn chuydn h6a vi dinh du0ng

RAt thuong Gidm sU ngon miQng, ting ducrng huyt-lt, ting cholesterol miu
sap

Thuong gdp Ting triglyceride m6.u, hq phosphat m6u, bQnh ddi th6o duong, ting lipid

m6u, ha kali m6u, mdt nuoc

Rtii loqn tim thin

Thuong g{p MAt ngi
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it gap nllAt v1 giac

R5i loan tim

it gap Suy tim sung huy6t

ni5i toqn mach

Thuong g{p

it gap

xuSt huyet o, teng huy6t 6p

Huy6t kh6i unh mach sAu

n5i toqn h6 h5p, nggc vi trung thdt

nAt thuong Vi6m mO ptr6i ', chiy m6u cam
gip

Thucrng g{p Ho, kho thd

it gap Ho ra m5u, thuy6n t5c mach ph6i

Hi6m gap HQi chung suy h6 h5p cAP

q

R5i togn h9 ti6u h6a

n6t thuong Vi6m mieng d, ticu chdy, bu6n n6n

sap

Thuong g{p N6n, kh6 mieng, dau bqng, dau miQng, kh6 ti6u, kho nu6t

R5i loqn da vi m6 du6i da

RAt thuong N6i ban, ngr?a

sap

Thuong gfp

Hi6m gap

Kh6 da, r6i loan m6ng, mqrn trung c5, ban d6, hQi chr?ng bdn tay-bdn ch|n"

Phu mach

R6i toqn m6 li6n fiit va m6 co xuong

Thuong g{p Dau khoP

Riii toqn thin vi ti6t nigu

Thuong gip Protein ni6u, suY th6n

it gap Ti6u nhi6u ban ngiy, suy thQn c6p

R6i lo4n hQ sinh sin vi tuY6n v[

.

i
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Thucvng gip

it gap

Kinh nguyQt kh6ng d6u

trlSt rinhf

niii loqn toin thAn vi tinh trqng tqi ch6 dtng thutic

RAt thuong MQt m6i, suy nhuqc, phir ngoqi bi6n

sap

Thuong gip S6t, viem ni6m mac

it gap Dau ngqrc kh6ng do tim

Hi5m gap Chim lirnh v6t thuong

h
X6t nghiQm

RAt thuong Gidm cAn

sap

Ting aspartat aminotransferase, ting alanin aminotransferase, ting
creatinine m6u

Thuong gip

u Bao g6m t5t cd c5c phdn Ong trong nhom h0 co quan 'Nhi5m trtrng vd nhi6m kf sjnh trutg'
g6m c6c ph6n ung phu thucyng gAp.: viem ph6i vdr it gip. zona (herpes zoster), nhi6m khuAn

[uy6t vi c6c trucr-ng hqp ri6ng 16 vO nhi6m trtng co hgi (vi du: benh n5m Aspergillus, bOnh

n6m Candida vd vi6m gan B).

o Bao g6m cdc trudng hqp chdy m6u kh6c nhau kh6ng duqc liet ke ri6ng'

" Bao g6m cAc phdn Ong phLI thuong gi_p: vi6m q0 ph6i; benh ph6i k6, thAm nhi6m ph6i; vdr

niem dAp: viem ph6 narig, xu6t fruyeipf,e nang pnOi va nhi6m dOc ph6i.

d Bao g6m c6c phdn ung phq r6t thucrng g{p: vi6m mi6ng; thucrng gip: vi6m miQng 6p tcr,

lo6t miQng vd lu0i; it g{p' vi6m lu0i, dau ludi.

"Duqc b6o c6o duoi d4ng hOi chrjtng bdn tay-bdn chin.
rtAn suAt duqc dSnh gi6 d\ra vdo s6 luqng phqr nO & khodng 10-55 tu6i trong phAn tich t6ng

hqp v6 d0 an todn.

\

!

.n

2
C6c b5t thuong vii x6t nghiQm c6 f nghla Iim sing

Trong co sd dO li€u gOp vO an todn cria nghidn cuu pha lll, mu dOi, c6c bAt thuong v0 xet

nghidm co y nghTa ta; sang mcyi hoic n{ng th6m.sau dAy dd dugc b6o c6o v0i tf lC > 1/10

1r-At tfrucrng'ga-p, duqc liCt k6 theo tAn suAt gidm dan;:

. Huy6t hgc: gidm hemoglobin, gi6m lympho bdo, gi6m b.ach. ciu, gidm ti6u cAu vd gidm

Oain cau trung tinh (ho5c gqi chung l-a gidm todn bO huydt cAu).

. Sinh hoa lAm sdng: tdng glucose (l0c doi), tdng cholesterol, ting triglycerid, tang AST,

gi6m phosphat, ting ALT, ting creatinine vd gidm kali.

HAuhet cAcbiltthucrngduocquans6tth6y(>1/100)&mrjrcd0nhe(d0.1)ho{ctrungbinh
(dQ 2). C6c bAt thucrng vO xet nghiQm fruyet hec vd sinh hoa d0 3-4 bao gom:
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. Huyet hgc: gidm lympho bio, gidm hemoglobin lr6t thuong gap), gidm bqch cAu trung
tinh, gidm s6 luqng titiu cAu, giim bach c6u (tAt ci ddu thuong gfp).

. Sinh h6a lAm sdng. ting glucose (l0c doi) (rdt thucrng g{p), giim phosphat, gidm.kali,
ting AST, ting ALT, tdng creatinine, ting cholesterol (toin phAn), ting triglyceride 65t ci
ddu thuong gfp).

MO ta c5c phin rlng phg cia thu6c chon loc

. Trong c6c thCr nghiOm lAm sing vi cdc b6o c6o hiu mii tu ph5t, everolimus c6 li6n quan
-toen cac rruong hqp viem gan e tii hoat nghi6m trgng, bao g6m cd k6t cuQc t[r vong. S,gr

t6i hoat nhi6mlrung ldr mOi phdn Ong phu duqc du ki6n trong c6c giai doan uc ch6 miSn
dich (xem phin CANH BAO VA THAN TRQNG).

. Trong c6c th[r nghiQm lim sing vi c6c b6o c6o hiu mii tU ph6t, everolimus co li6n quan
Oen Jac truong nqp suy than (tao gQm cq truong hqp tfr vgng) vi protein niQu. Khuy6n
c6o theo doi chuc ning thin (xem phAn CANH BAO VA THAN TRQNG).

. Trong c6c thir nghiOm lim sdng vd bdo c6o hiu m6i tu ph6t, everolimus co li6n quan d6n
c6c trudng hcrp vo kinh (bao g6m cd v6 kinh th0 phdt).

. Trong c6c thfr nghiQm l6m sAng vd cdc b6o c6o hiu mii tqr ph6t, everolimus co li6n quan
d6n benh vi6m ph6i do pneumocysfis jirovecii(PJP), mQt vdi ca trong sO do bi tfr vong
(xem phAn cANH BAo vA THAN TRQNG).

. Trong c6c thfr nghigm lim sing vd c6c b6o c6o hiu mii tr,r ph6t, di co bdo c5o v.6 nhu
*acti khi ding d6ng thdi hoaCkh6ng d6ng thoi everolimus vcvi c6c thu6c uc ch6 men

chuyOn (xem phAn CANH BAO VA THAN TRQNG).

0r
TuoNG rAc rnu6c 

w 
I

Everolimus l?r mOt co ch5t cOa CYP3A4 vi cOng li mOt co chAt vA chAt uc ch6 trung binh

cia P-glycoprotein (PgP) li bom dAy thu6c nhiSu loai thu6c. Vi-vfy, str hAp thu vi thii tru
sau d6- itla' everolimJs c6 thC bi dnn nuong bdi c6c sin ph6m dnh hudng d6n CY3Aa

vd/hodc PgP.

ln vitro, everolimus li mOt ch5t uc ch€ canh tranh cia CYP3A4 vi li ch6t rjrc ch6 h6n hqp

cOa CYP2D6.

C6c ch5t c6 th6 tim ting n6ng ttQ everolimus trong m6u

N6ng dO everolimus trong m5u c6 thO ting l6n do cic chSt Oc ch6 hoat tinh cOa

do do ldm gidm chuy6n h6a everolimus.

N6ng dO everolimus trong m6u co th6 ting l6n do c6c cn6t rjvc ch€ PgP co th6 lr

day thu6c everolimus ra kh6i tO bio ruOt.

N6n tr6nh di6u tri d6ng thoi vcyi c6c chAt uc ch6 manh CYP3A4 hoic PgP (bao

kh6ng gidi han d clc thu6c ketoconazole, itraconazole, ritonavir, clarith

telithromycin).

Co s\r ting d6ng k6 v6 n6ng dO everolimus (n6ng dO cao nhAt trong huydt luong (C,""*) tdng

3,9 tin riOienlich ducyi duong cong (AUC) tdng 15 lAn) d nh0ng nguoi kh6e manh khi

everolimus duqc dUng k5t frqp vbi ketoconazole (chAt uc ch6 manh CYP3A4 vd PgP)'

CAn th4n trgng khi di6u tri d6ng thcri v0i chAt uc ch6 trung binh CYP3A4 (bao g6m nhung

khong gi6i han d cAc thu6c erythromycin, verapamil, ciclosporin, fluconazole, diltiazem,
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amprenavir, fosamprenavir ho{c aprepitant) vd ch6t uc ch5 PgP. Gidm li6u Afinitor n€u dirng
t<6.t hqp voi ch6t uc ch6. trung binh CYP3A4/PgP (xem c6c phAn LIEU LUQNG VA CACH
DUNG vd CANH BAO VA THAN TRQNG).

C6 sU tdng muc ti6p xrlc vdi everolimus d nh0ng nguoi kh6e manh khi everolimus duqc
dung k6t hqp voi:

. erythromycin (ch5t fc chtS trung binh CYP3A4 vd cfrAt rlc ch6 PgP; C,"* ting 2 lAn vi
AUC tdng 4,4 l5n).

. verapamil (chit uc ch6 trung binh CYP3A4 vd ch5t uc ch6 PgP; C,"* tdng 2,3 l6n vd
AUC ting 3,5 lAn).

. ciclosporin (co ch5t c0a CYP3A4 vd ch6t uc ch6 PgP; C.", ting 1,8 lin vd AUC ting 2,7
lAn).

N€n tr6nh dung budi, nuoc budi, kh6, cam Seville vd c6c thrjrc in kh6c dd bi6t anh hu&ng
d6n hoat tinh crla cytochrome P450 vi PgP trong thoi gian di6u tri.

Kh6ng c6 sqr kh6c biet 16 vd n6ng dO thdp nh6t trong huy6t tuong (C,;n) cOa everolimus khi
duqc dung c[rng voi hoic khong Lirng voi co ch6t cr]a CYP3A4 vd/hoic PgP sau khi di6u tri
voi li6u 10 mg hoic 5 mg m6i ngdy.

Sir dung dOng thoi cn5t uc ch6 y6u CYP3A4 c0ng hoic kh6ng cirng voi ch6t uc.che egn
kh6ng cO anfl-f'udng 16 d6n C,,1ncia everolimus sau khi dung ch6 dO di6u tri voi li6u 10 mg

- 7.
noac 5 mg mol ngay. 

/N

c6c chdt c6 th6 lim giim nong dQ everolimus trong m6u \J+1

Nh0ng cn6t la ch6t gAy cdm O1g CYP3A4 ho{c PgP c6 th6 ldm gidm ngng. Oo everolimus
trong ir6u do ldm tang LU chuy6n hoa hoic d5y thu5c everolimus ra kh6i tO bdo ruOt.

N6n tr6nh di6u tri d6ng thoi vdi cdc ch6t gAy cim Ong manh CYP3A4 hoic PgP. N6u phdi

dung ket hqp Afinitor.voi mOt c.h6t g3y cdm r,?ng manh CYP3A4.ho{c PgP (vi dU: rifampicin
vd ri'fabutin),'co th6 cAn ph6i oi6u c[inrr li6u Afinitor (xem c6c phAn LIEU LUQNG vA CACH
DUNG V?T CANN BAO VA THAN TRQNG).

Di6u tri truoc cho nh0ng nguoi kh6e manh vcyi nhi6u lidu rifampicin (1 ch6t cim ung manh

CYP3A4 vd PgP) OOO mglngiy trong 8 ngdy, ti6p theo l?r mgt li6u dcvn everolimus, d0 thanh

thdi cOa li6u u6ng everolimus ting gln 3 lln, C,,, gidm 58% vd AUC gidm 63%.

C6c chSt gAy cdm ung mqnh kh6c c0a CYP3A4 vd/hoic PgP co th6 lam ting sU chuy6n hoa

crla everolimus vd ldm gidm nOng dQ everolimus trong mdu bao g6m cd St. John's wort
(Hypericum perforatum), thu6c ch6ng co giat (vi dU: carbamazepine, phenobarbital,

phenytoin) vd c6c thu6c kh6ng HIV (vi du: efavirenz, nevirapine).

Cic chSt mi n6ng d0 huyiit tuong c6 th6 b! thay d6i b&i everolimus

C6c nghi6n cuu d nguoi kh6e manh cho th5y khong co. tuong t6c duqc dOng hqc co f .nghia
lAm s5ng gi1a Afinitor vd atorvastatin ta cfrAt uc chO nfUG-CoR reductase (co ch6t c0a

Cyp3A4) v} pravastatin (khong phii co ch6t cia CYP3A4) vd c6c phAn tich duqc dOng hqc

theo nhom benh nhin cCrng p[ai hiQn simvastatin (ccr ch6t cria CYP3A4) kh6ng dnh hudng

d6n d0 thanh thii cOa Afinitor.

ln vitro, everolimus uc chd canh tranh sU chuydn h6a crla ciclosporin ld co ch6t cia CYP3A4

va li m6t ch|t Oc ch6 h6n hgp cOa dextromethorphin ld co chAt cia CYP2D6. C,,, trung

binh coa everolimus & trang th6i 6n dinh vcvi li6u'u6ng 10 mg/ngdy hoic 70 mg/tuAn th6p
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hcyn 12-36 lAn tri s6 Ki cira sLr uc ch6 in vitro. Vl vQy, everolimus duqc cho li kho co th6 anh
hudng d6n sLI chuy6n hoa crla c6c ccv cn6t CypgA4 vd CYP2D6.

MQt nghien cuu tr6n nhirng nguoi kh6e manh cho thSy dung k6t hqp mOt li6u u6ng
midazolam (co ch6t c0a CYP3A4) voi everolimus d5n d6n C,," cia midazolam tdng 25% vdr

AUCIo-inq cOa midazolam ting 30%, trong khi ty s6 chuy6n hoa AUCloinq (1-hydroxy-
midazolam/midazolam) vi 1172 cu5i ctla midazolam kh6ng bi dnh hu&ng. Di€u niy cho thiy

I -^sqr tdng nOng dQ midazolam li do tdc dung c0a everolimus d he tieu hoa khi cd hai thu6c
duqc dung d6ng thoi. Vi vfy, everolimus c6 the anh hudng d6n sinh khd dUng crla c5c
thu6c ld co ch6ic0a CYP3A4 duqc d0ng k6t hqp duong u6ng. Everolimus kho co th6 anh
hudng d6n nOng d9 cia cdc thu6c kh6c ld co ch6t cia CYP3A4 duo. c dtng kh6ng qu?
duong u6ng nhD duong tTnh mqch, ti6m duoi da vi qua da (xem phAn CANH BAO VA
THAN TRQNG).

Sir dUng ket hqp everolimus vd octreotide depot ldm ting C.;6 cia octreotide v0i t! s6 trung
binh nhAn (everolimus/gii duqc) ld 1,47 (khodng tin cQy (Cl) 90%: 1,32- 1,64) kh6 c6 th6
inh hudng co f nghla lim sing tr6n d6p ung hiQu qud voi everolimus d bOnh nhAn bi kh6i u
thin kinh n0i ti0t ti6n xa.

Bing 3 Anh hu&ng crla c6c hoqt chdt kh6c l6n everotimus

a
{

l

{

Ho4t chdt tuong t6c Is,,, t,rong
ftrung binh
leverolimus

lauecl

t6c - thay d6i ti s.5
nhin AUC/Cr", cia
(gi0i hqn ghi nhfn

Khuy6n c6o khi phtii hqp c6c
thu6c

crrSt oc ctrii cYP 3A4/PgP mqnh

Ketoconazole huC tang g6p 15,3 lAn (11,2 -
lzz,s1

lC,"* teng gap 4,1 lAn (2,6 - 7,0)

Kh6ng khuy5n c6o sfr
d6ng thcri Afinitor vdi c6c
Oc ch6 mqnh.

dun.g
chAt

q
azole, ua ng hi6n ctf u. NO ng oo
nazole, roli m u co the ta ng ca o

riconazole

elithromycin,
larithromycin

efazodone

avir, alazanavir,
aquinavir, darunavir,
ndinavir, nelfinavir

ctrSt rlc ctrii cYp 3A4/PgP trung binh

rythromycin C ting gAp 4,4 lAn (2,0 -
12,6)

ting g6p 2 l6n (0,9 - 3,5)

LT d qrng c5n trgng
ddng thoi voi

khi vd n p hat

ng crrAt uc ch6
crrAt uc
6n phdi
uc ch6

bl n h hoac
benh nh

u vot ch5t
hodc PgP trung binh, co

cin nhdc gidm li0u con 5 mg
i ngdy hoic 5 mg c6ch ngiY.

nhi6n khong co dO li6u l6m

Eua

1.,",

Verapamil ting g6p 3,5 lin (2,2 - 6,3)

tdng 2,3 lAn (1,3 - 3,8)

tdng g5p 2,7 ldn (,5 - 4,7)

tdng g6p 1,8 lin (1,3 - 2,6)
Ciclosporin u6ng
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uconazole

Diltiazem

ua nghiOn cuu. Co the tdng
ng d0

sdng cho sy di6u chinh li6u ndy.
Do sqr kh6c nhau gi0a c6c d6i
tuEng dung thu6c, sLr di6u chinh
li6u khuy6n c5o kh6ng th6 t6i uu
cho t5t cd c6c c6 nhin, vi viy n6n
theo doi chit ch6 c6c t6c dqng
phu

Amprenavir,
fosamprenavir

lCn,r, nghiOn cuu. Co th6 ting
ln6no dol"

Nuoc ep budi hoic c5c
thuc in dnh hudng l6n
CYP 3A4 / PgP.

lCn,r" nghi6n cuu. Co th6 tang
ln6ng dO (t6c dung thay d6i r6t

lkh6c nhau)

Khong n€n ph6i hqp

Rifampicin lnuc sia, 63% (o - 8o%)

1c,,, giam s}o/o (10 -7oo/o)

Tr6nh dung d6ng thoi voi chSt
cdm ung manh CYP 3A4. NOu

b6nh nhAn cAn dung dOng thoi
mOt cfrSt cdm ung manh
CYP3A4, n6n cin nhic ting li6u
Afinitor tu 10 mg m6i ngdy d6n 20
mg m6i ngiy bing c6ch dirng
th6m 5 mg vdo fgdy thu 4 vi thu
8 sau khi bet diu dtng ch6t cdm
, . 'xung. Li6u nay duqc du do6n
dung d6 di6u chinh AUC den
khodng ghi nhfn duqc khi kh6ng
sr) dqrng ch6t cdm ung. Tuy nhi6n
khong co dO lieu l6m sdng cho sqr

di6u chinh li6u ndy. N6u ngung
ding chSt cdm Ong thi sir dung
Afinitor voi li6u tru0c khi dtng
prr6i hqp.

Corticosteroids
(vi dU. dexamethasone,
prednisone, prednisolone)

lCfrua nghi6n cuu. Co th6 n6ng

loo oi gia.

Carbamazepine,
phenobarbital, phenytoin

t.
lChua nghiOn cfu. Co thr0 nOng
t-^.
loQ Dt gram

ry

Efavirenz, nevirapine hua nghi6n cuu. Co th6 n6ng
bi gidm

St John's wort

(Hy pericu m perforatum)
lq'

luu

ua nghiOn c&u. Co th6 n6ng
bi gidm manh

Khong n6n dirng ch6 phAm chua
St. John's wort trong qud trinh
di€u tri bing everolimus.

a

Sir dUng k6t hqp everolimus vd exemestane ldm ting C.;n cOa exemestane E 45% vd ting
Cznc0?-e*emesianeldTlo/o.Tuy nhi6n, n6ng dO estridiol tuong ung dtrang thdi 6n dinh ( 
tuAn) kh6ng khAc nhau gi0a Z nfrom di6u tri. Kh0ng quan sdt th6y tdng bi6n c6 OAt lqi tien

quan vcri eiemestane & Oenfr nhin bi ung thu vri ti6n xa c6 thU th6 hormone duong tfnh s[r
dung di6u tri ph6i hqp ndy. N6ng dQ exehestane ting kho co the anh hu&ng d6n hieu qud

hoic tinh an todn.

Ti6m ching

C6c chdt uc ch6 miSn dich c6 th6 dnh huong d6n d6p r?ng voi sU ti6m ching, vi vOy viQc

ti€m chring trong thcri gian di6u t1i binS Afinitoi c6 th6 kem hiQu 9ud hg1 Cin tr6nh s[r dqrng

vaccine s6ng trong ffri Oieu tri bing Afinitor (xem phAn CANH BAO VA THAN TRQNG). C6c

vi dU vE vaccine s6ng ld: vaccine c0m dung trong m0i, vaccine sdi, vaccine quai bi, vaccine

rubella, vaccine Oai tiQt dqng u6ng, vaccine BCG, vaccine s6t vdng, vaccine thiy dfu vdr

vaccine thucrng hdn TY21a.
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pHU NO co KHA ttAttc MANG THAr, pnu NO co rHAt, cHo coN BU vA xne ruAruc
srruir seru

Phu nO c6 khi ning mang thai

N6n khuy6n nh0ng phU nO co khd ning mang thai s[r dUng phuong ph6p tr6nh thai co hiQu

qui cao irong khi dung Afinitor vi d6n 8 tuAn sau khi k6t th0c didu tr!.

Khi ning sinh sin
Chua bi6t rO khi ning everolimus gdy ra vo sinh d benh nhin nam vi nO. Tuy nhi6n, di
quan s6t thdy kinh nguyet kh6ng Odu, vO kinh th[r ph6t vd m6t can bing hormone hodng th6
(LH)/ hormone kich thich nang trung (FSH).

Dua tr6n nh0ng k6t qud trong c6c nghiOn cuu phi lim sdng, vi€c di€u tri bing Afinitor c6 th6
ldm. suy gidm [nd. ning sinh sdn cr]ra nam gioi vd nO giOi. (xem phAn CAC DU LIEU AN
TOAN PHt LAM SANG).

Phg nO c6 thai

Chua co d0 dO liOu vd vi6c sfr dung Afinitor d phu nO co thai. C5c nghi6n cuu tr6n dOng v?t
cho th5y dQc tinh O6i vOi sinh sdn bao g6m dOc tinh d6i vcri phoi vi dQc tinh vdi thai (xem
phAn CAC DU LIEU AN TOAN PHI LAM SANG). Chua 16 nguy co ti6m 5n O6i voi nguoi.
KhOlg n6n dung.Afinitorcho ply nq mang thai tru khi lqi ich ti6m ning vugt trQi hon nguy
co ttem an ctot vor thai. Kh6ng khuy6n cdo nghiem cAm b€nh nhAn nam sir dung Afintior c6

0{
Chua 16 everolimus co dugc bai ti6t vAo s0a m9 hay kh6ng. Tuy nhi6n trong c6c nghiEn cuu
tr6n dOng vit, everolimus vi/hoic c6c cnAt cnuyen hoa cia thu6c dE dang di vdo s0a cOa

chuOt c6ng cho con b[. Vi viy phu nO dung Afinitor kh6ng n6n cho con b0.

TAc D9NG lEru xnA NANG LAI xE vA vAN HANH MAY Moc

Afinitor co thQ gAy dnh hudng nhe d6n trung binh tr6n khd ning l6i xe vd vin hdnh m6y m6c.

BOnh nh6n cin duqc cinh b6o th?n trqng khi lai xe hoic vin hdnh m6y moc n6u co bi€u

hien met mdi khi di6u trivoiAfinitor.

ouA t-tEu

Trong c6c nghi@n cuu tr6n dQng vit, everolimus cho thAy tiBm ning dOc tinh cAp thdp.

rnOn"g qr"n lat g,Ay dOc tinh g6/tir vong ho{c dOc tinh nang d chuOt nhit noac chuOt c6ng

duqc cho dirng li6u dcvn 2.000 mg/kg (thir gi0i han).

Kinh nghiQm duqc b6o c6o vB qu6 li6u & nguoi con r6t han ch6. C6c li6u don dtin 70 mg d5

duqc dung vdi khd ning dung nqp c6p co th6 ch6p nhin duqc.

Cin ti€n hdnh c6c bien ph6p h6 trq chung trong tAt ci c6c trudng hqp qu6 li6u'

!,gang co con.

Phg nir cho con bu

a

/)
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D[/qc lY l.Aru sANG

Co chii t6c dr,rng

Everolimus lir mOt cnSt uc cfr6 OAn truyBn tin hiQu nhim den mTOR (dich cua rapamycin d
dQng vit co vri) hoic ddc hiQu hon ld mTORCI ('dlch rapamycin' d dQng vit co vtj- phuc
hqp 1), mTOR ld mOt serinethreonine kinase chrl ch6t, dong vai tro trung tim.trong viQc

di6u hoa su ph6t tritin, tdng sinh vi s6ng sot c0a tO bdo. Su di6u hoa truyiin tin hieu
mTORCI phuc tpp, duqc di6u hoa bdi c6c ch6t gAy phin bdo, c6c y€-u t6 tdng trudng, ning
turgng vdr chAt dinh du0ng. mTORCI li chdt di6u hoa chri y6u sqr t6ng hgp chung protein

xuOi cfriBu theo con ducrng Pl3ruAKT ld con ducrng bi r5i loan di6u hoa trong da s6 c6c loai

ung thu d nguoi.

SU hoat h6a con duong mTOR ldr thay O6i tnicfr Ong chinh d5n d6n sU d6 khiing vcvi liQu

ph6p nQi ti6t trong ung thu v0. Nhi6u con duong d5n truy€n tin hiQu kh6c nhau dd dugc hoat
hoa d€ tho6t kh6i t6c dOng c0a liQu ph6p nQi tiet MQt con duong la Pl3ruAkt/mTOR duqc
hoat hoa ch0 y6u trong tO bdo ung thu v0 thi6u hUt estrogen ddri han vd d6 kh6ng cfrAt uc
chtl aromatase (Al). C6c nghiCn cvu in vitro cho th6y cdc te Odo ung thu v0_ phu thuOc
estrogen vdr ttEi2+ nhqy cdm voi c6c t6c dQng fc ch6 cia everolimus, vd cho thSy viOc di6u
tri k€t hqp everolimus vdi c6c chdt fc ch6 Akt, HER2, hoic aromatase tdng cuong hoal
dOng ch6hg kh6i u cfra everolimus theo cdch d6ng vQn. Trong t6. bao ung_thu vrj, sLr di]
khaig cfrAiOc chti aromatase do viQc hoat hoa Akt cO tfre duqc khic phUc bdi viOc dung k€t

hqp vcvi everolimus.

(

tl

Hai chAt di€u hoa chinh truy6n tin hiQu mTORCI ld oncogen
complexes 1 & 2 (TSC1, TSC2). tU6t froac bAt hoat TSC1
rheb-GTP - ld mOt men GTPase thu0c hQ Ras - tuorg t6c
hoqt hoa phOc hqp ndy. Sqr hoat hoa mTORCI dAn d6n
kinase xu6i chi6u, bao g6m cd hoat hoa S6K1. SOK1 lir mOt

(mTORCl)sE phosphoryl hoa vung 1 c6 ch0c ndng hoqt h

chiu tr6ch nhi€m hoat hoa thu th6 khOng phu thuOc ph6i tCP.

C6c dic tinh duqc lgc hgc (PD)

e dd n6n buou tuberin-sclerosis
hoic TSC2 d5n d6n ting muc
vdi ph0c hqp mTORCI dC gAy
mOt dong th6c truyBn tin hieu
co ch6t cr]a phfc hqp mTOR I
6a crla thu th6 estrogen li ch6t

a

:

CI-l

Everolimus ld mOt chdt Oc ch6 chqn lqc mTOR (dich c0a rapamycin & dOng vQt co vti), dic
biet nhim d6n phuc hqp d5n truy6n tin hiQu. mTOR-raptor (mTORCl). mTOR ld mOt serine-

threonine kinase chinh irong dong th5c truy6n tin hieu Pl3l(AKT ld con ducrng duqc bi5t bi

r6i loan di6u hoa trong da s6 c6c loqi ung thu d ngwcri. Everolimus t6c dQng thOng qua su
tuong t6c co ei ffrc qao voi protein thU .th6 nQi bdo la FKBP12. Phuc hqp

FKBP12/everotimus gin fet vcyi mTORCl, uc ch6 khd ndng truytin tin hiOu cia mTORCI'
ffrd nang truyiin tin h-iQu cfia mTORCI bi dnh hudng thong qua sL] di6u.hoa phosphoryl hoa

c6a cac"cfrAi tac dOng xuOi chi6u md ddc trung nnSt ta c6c ch6t di€u hoa srl dich m6

ribosome protein 56 kl-nase (SOK1) vi y6u t6 t<nai ph6t eukaryote 4E-protein gin k6t (4F-

Bp). SW pha ,O ch0c ning cia S6K1 vi 4E-BP1 do hiu qud cia slr uc ch6 mTORCl, cdn

trd sw dich m6 c6c proteii then ch6t m5 hoa mRNA co vailro trong sqr di6u hoa chu ky t6

bdo, sr,r phAn hrly duong vd s\r thich t?ng v0i tinh trang thi6u oxy lgidm oxy mO). Dieu ndy

*" .hA sqr phet tiien cni khoi u vd Oc ch-6 sqr bieu hiOn crla cdc yeu t6 cdm ung tinh trqng

tf..1ie, 
"rVir|O, Ve, ta pfrie. ra fff f-f ); ti6n trinh sau d5n den gidm bi6u hiQn crla cdc y6u t6

iien qrr'n'd6n'tang qrb trinf' tao mach _c0a kh6i u (vi dq yeu t5 ting tru&ng nQi mO m.ach

m6u - VEGF). er"roii*ri La cf,5t uc ch6 manh s,r p'nat trien vi tdng sinh cia tO b?ro kh6i u,

te Uao n6i m'6, nguy6n bio sgi vd tO bio co trcvn li6n quan d6n mach m6u. Phir hqp vcti vai

irO Oa, 60, til.g tbm crla mTORCl, everolimus cho th6y lam gidm str ting sinh te Oao ffr6i
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u, sr/ phan h&y ducrng vA sLr tao mach trong c5c kh6i u d4c in vivo,vi vQy d5n d€n hai ccv

cfre Ogc lip rjyc ch6 srt ting trudng kh6i u: hoqt tinh ch6ng kh6i u trwc ti6p tr€n te bdo kh6i u
vd r.rc ch6 khoang m6 dem crla kh6i u.

C6c d{c tinh duqc dqng hgc (PK}

H6p thu

O benh nhin co kh6i u dic tien xa sau khi dung vi6n n6n Afintior, n6ng dQ dinh crla
everolimus dat duEc 1-2 giit sau khi u6ng mQt li6u 5-70 mg everolimus khi doi hoic sau khi

5n nhe. kh.6ng ch6t beo. C,,, ti le v0i li6u dung tu 5-10 mg theo cfre O9. dirng thu6c hdng
ngdry. 0 li6u don 20 mg/tuAn trd l6n, sr,r tdng C."* theo ti le It hon so vcvi li6u dung, tuy nhi6n
AUC cho th5y tdng ti l0 v0i li6u dung tu 5-70 mg

Anh hu&ng cia thrlc in
O nguoi kh6e manh, c5c bCra dn gidu ch5t beo ldm giim 22% n6ng d0 todrn thAn vcvi vi6n
n6n Afinitor 10 mg (dya vdo do AUC) vd54% nOng dQ dinh C,u, trong m6u. BOa in nhe it
chAt beo ldm gidm 32o/o AUC va 42o/o C^ *.

Tuy nhi6n thuc in kh6ng co dnh hu&ng 16 rQt d6n ducrng bi6u diSn nOng dO thu6c theo thcvi

gian cia pha sau hAp thu 24 ti€ng.

Phin b.i .tt
Tf s6 ndng dQ trong m6u so voi trong huy€t tucrng ctia everolimu_s, phu thuQc vio n6ng d0

trong khoing tu 5-5000 ng/ml, ld 17o/o ddn73%. Di quan sat thSy luqng everolimus trong
huy$t tucrng x5p xi 20% n6ng dQ trong m6u d b€nh nhin ung thu dung Afinitor 10 mg/ ngdy.

SW gin t<Ot vOi protein huy6t tucrng khodng 74Yo d cd nguoi kh6e manh vdr bOnh nh6n. suy
gan-trung binh. Vcyi bOnh nhAn bi kh6i u Qai ti6n xa, Vo & c6c khoang trung tim bi6u ki6n ld
igt tit vd 517 llt & c5c khoang ngoai vi bi6u ki6n.

Sau khi ti$m tTnh mqch tr6n m0 hinh chuOt c6ng, everolimus di qua hdng rdo m6u n5o theo

c6ch phu thuOc li6u kh6ng tuy€n tinh, cho th6y srr b6o hod cia bom dAy thu6c d hdng rdo
mdu nao. Srt thAm nfrip i0a'everolimus vdo nao c0ng dd duEc ch0ng minh & chuQt c6ng

, ..t r
dung c6c li6u u6ng everolimus.

Aiiin A6i sinh hgc / Chuy6n h6a

Everolimus lir mOt co ch6t cfia CYP3A4 vir PgP. Sau khi u6ng, everolimus ld thdrnh phAn luu

hdnh chinh trong m6u & nguoi. 6 ch6t chuy€n hoa chinh c0a everolimus di duqc ph6t hiOn

trong mdu d ng;poi, Oao g6m 3 ch6t chuy€n hoa monohydroxyl hoa,2 sin phAm,thiy phin
md iong ,a ,6t cfr5t tien-nqp phosphatiiylcholin cia everolimus. C6c cn6t chuy€n hoa ndy

cgng du-gc x6c dinh & cdc loAi dQng vQt dugc ding trong lghi6n cuu dOc tinh va cho,th5y co

froaitinfr k6m hon everolimus khodng 100 lin. Vi vQy, ch5t me duqc xem ld dong gop phAn

lon vdo hoat tinh dugc lf ctia everolimus.

Thii tru
Chua c6 c6c nghiOn c0u thdi tru dic hiQu c0a everolimus duqc thWc hi6n & benh nhAn ung

thu; tuy nhien, hiqn co cdc dO lieu tu chi dinh ghep tqng. Sau khi dung li€u duy nhlt
everolimus gin phong xa k6t hEp voi ciclo_sporin, SOo/o hoat tinh phong.xB duqc ph6t hiQn,d

phin trong [ni S.Z. duioc thdi tru'd nucrc tiOu. Kh6ng ph6t hiQn th6y chZt mq trong nu0c ti6u

hoic phAn.

DuEc clOng hgc & trqng thii 6n ttinh

a
1

\
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Sau khi s0 dr,rng vi6n n6n Afinitor cho bQnh nhin co kh6i u dic ti6n xa, AUCo-1d trang th5i 6n
dinh ti le vcyi li6u dirng trong khoing tu 5-10 mg theo ch6 dO ding thu6c hing ngdy Trqng
th6i 6n dinh dat duqCtrong vong 2tu5n. C,u, ti le vcvi li6u dung tr.p 5-'10 mg theo cne 00
dung thu6c hdng.ngdy. T,"" dat duqc llc 1-2 gicr sau li6u. C6 sr.r tuong quan co ! nghTa

giuJ RUCo., va hOng dO day trudc li6u & trang thdi 6n dinh theo ch6 dO dnng thu6c hing
ngdy. Thoi gian b5n thii trung binh cOa everolimus khoing 30 gicr.

Bgnh nhAn suy gan

Tinh an todn, khd ndng dung nap vi duqc dQng hqc c0a Afinitor dd dugc d6nh gid trong hai
nghi6n c0u ding vi6n n6n Afinitor li6u duy ntr6t d nguoi suy giim chuc ndng gan so vdi
nh0ng nguoi co chOc ning gan binh thuong. Trong mQt nghidn c0u, AUC trung binh cta
everoiimus & 8 benh nhAn iuy gidm chuc ning gan trung binh (Child-Pugh B) cao g6p doi d
8 benh nhAn co chu?c ning gan binh thuong. Trong nghiOn c0u th0 hai tr6n 34 benh nhAn

suy gidm chuc ndng gan kh6c nhau, so vdi nhirng nguoi binh thucvng, c6 sqr ting gdp 1,6
lin d6i vcri nh0ng nguoi suy gan nhg (Child-Pugh A), 3,3 lAn O6i vOi nh0ng nguoi suy gan
trung blnh (Child-Pugh B) vi 3,6 lin O6i voi nh0ng nguoi suy gan nang (Child-P_rgl', C) yB

nOng O9 (tuc ld AUC ro-ino). MO ph6ng duEc dQng hqc da liOu 0ng hO cho cdc khuy€n c6o li6u
ding d nh0ng nguoi suy gan dwa tr€n tinh trang Child Pugh cOa hq. Cin cu theo dO liQu

phAn tich gQp ci.a 2 nghiOn cuu, viQc di6u chinh li6u dugc khuy6n c6o cho bQnh nhAn suy
gan (xem c6c phan CANH BAO VA THaN TRQNG va LIEU LUqNG VA CACH DUNG).

Bgnh nhin suy thin (])"
Trong mQt.phin tich dugc dOng hqc theo_nhom O6i tuOng ngfien cfu_& 170 benh nhin bi

ung thu ti6n xa, kh6ng ph6t hiQn dnh hu&ng dang k6 vO d9 thanh thdi creatinine (25-178
ml/ph0t) tr6n do thanh thdi duong u6ng (CL/F) crla everolimus. Suy thin sau ghep (dQ

thanh thdi creatinine tu 11-107 ml/ph0t) kh6ng dnh hu&ng d6n duEc dOng hqc cia
everolimus d benh nh6n duEc ghep tang.

Bgnh nhdn tr6 em

Kh6ng co chi dinh s&. dung Afinitor d nhom b€nh nhin tr6 em bi ung thu (xem phln LIEU

LUqNG VA CACH DUNG).

BQnh nhin cao tur5i

Trong mQt d6nh gi6 duqc dQng hqc theo nh-om d6i tugng rlghiOn cr?u d bOnh nhin ung thu,
kh6rt ph6t hiQn Enh hudng dang ke cia tu6i tAc (27-8liuOi; tren dO thanh thdi duong u6ng

c0a everolimus (CUF. tu 4,8 - 54,5lit/gio).

Ching tgc

DO thanh thdi duong u6ng (CL/F) tuong tLr nhau d bQnh nhin ung thu nguoi Nh0t vd nguoi
da trSng co chuc ning gan tuong tqr.

Dqra tr6n phAn tich duqc dOng hec theo nh6m d6i tugng nghiEn c0u, d0 thanh thdi duong
u6ng (CL/F) cOa everolimus cao hon trung binh 20% d benh nhin da den duqc ghep tqng.

M6i quan h9 giua n6ng d0 vi d6p rlng

Co mOt m6i tuong quan trung binh giira sqr giim phosphoryl hoa crla 4E-BP1 (P4E-BP1)A
mo kh6i u vd C,i" trung binh c|a everolimus trong m6u d trqng th6i 6n dinh sau khi dung

hdng ngiy S noiC 1O mg everolimus. C5c du kienlh6m cho th6y su 09 ch6 phosphoryl hoa

cga 56 kinase rAt nhay iOi s,r uc ch6 mTOR bdi everolimus. Sqr Oc ch6 phosphoryl h6a ctla

elF-4G li hodn todn &-tAt cd c6ctri s6 C,in sau khi dung li6u hdng ngiy 10 mg'

,

I

I
d
)
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MOt xu hucrng gqi y thcri gian s6ng con khOng ti6n tri6n bQnh lAu hon vdi C.,n cia
everolimus duqc chuin hoa theo thcri gian cao hon (duqc dinh nghla ld dien tich ducvi

duong cong C,;n.theo thoi gian tu l0c.bit ddu nghiOn c0u cho d6n thoi gian co Oi6n c6ttrcvi
gian tir l0c.-bit ddu nghiOn cu.u cho d6n thoi gian co bi6n c6; the- hien 16 rQt d nh0ng benh
nnan Oi kh6i u than kinh nOi ti6t ti6n xa co ngu6n g6c tLry (pNET, ty s6 nguy hai 0,73; khodng
tin cQy (Cl) 95%: O,5O - 1,08) vd d nhirng benfr nfran bi kh6i u carcinoid ti€n xa (t! s6 nguy
hai 0,b6; khodng tin cQy (Ct) 

'gSy.: 
0,40 - i,Oa; C,,n c0a everolimus 6nh hudng d6n xdc suAt

gidm kich tlTd: kh6i u (p . O,OO1 ) voi ty s6 ch€nh A 1 ,62 vd 1 ,46 tucrng Ong vdi sLI thay d6i

mr^pc nong oe rr^r,c ng/ml d€n 10 ng/m[ d nh0ng bOnh nhAn bl kh6i u thAn kinh nOi ti6t tien
xa c6 ngu6n g6c tuy va & nnung benh nhAn b! kh6i u carcinoid tiiin xa.

cAC NGHIEru CITU LAM SANG

Ung thu vti ti6n xa c6 thU th6 hormone duong tinh
trr

Nghi6n cfu BOLERO-2 (Nghi6n cuu CRAD0O1Y23O1) phase lll da trung t6m, ngiu nhi6n,

mu dOi ve Afinitor + exemestane so voi gid duqc + exemestane di duqc thWc hien d phU nir
sau min kinh bi b6nh ung thu v0 ti6n xa co thu th6 estrogen duong tinh, HER 2-neu/khong
khu6ch dai, tdi ph6t hoaCti6n tri6n sau khi di€u tri ban dAu bdng letrozole hoic anastrozole.
Cdrc b€nh nhin duqc chqn ng5u nhi€n theo t! le 2:1 cho dung everolimus (10 mg/ngay)
hoic gid duqc tucrng ung cOng vcyi exemestane (25 mg/ngdy).nhdn m& Sg chgn ng5u

nhi6n Ouqc phin tAn6 tfreo tinfi nhay cdm duqc ghi nhQn vcvi di€u tri trudc bing hormo-ne

(co so voi khOng co) va theo sU hien dien di cin tqng (co so v0i kh6ng co). Tinh nhay cdm

vcyi di€u tri trucyc bing hormone duqc.dinh nghTa la (1) lq,i ich lAm sdng dugc ghi.nh?n (d5p

ung hodn todn [CR], 
-Oap *ng mQt phin [Pn], Oenn 6n dinh > 24. tuin) vcvi it nhSt d mOt tri

lieu- hormone truoc bo tiong Irucrng frqp benh tit-{n xa hoic (2) di€u tri b6 trq bdng hormone

it nh6t 24 thlng truoc khi t6i ph6t.

Ti6u chi d6nh gi6 chinh cho thiy nghiem la thoi gian s6ng th6m kh6ng bQnh tien tri6n (PFS)

duqc d6nh giitheo Ti6u chi ddnl'rgi6 ddp ung vO kh6i u dac (RECIST), dqa tr6n d6nh gi6

cfia c6c ngfrien c0u vi6n (nhcr khoa quang tuyen lai benh yien). PhAn tich h6_trq v€ thcri gian

s6ng th6; khong benh ti6n tri6n dUa tr6n viOc ki6m lai ch5n do6n hinh dnh d mOt trung tim
dOc lap

C6c ti6u chi phu bao g6m thcri gian s6ng th€m toan bO. (OS), ti l0 ddp Ong toan b0 (ORR), ti
te co tqi ich iAm sdng (CBR), dO an todn, thay 06i cfrAt luong cuOc s6ng (OoL) vi thcti gian

J5n O6n suy giim tirin irang hoa! dQnS co th6 (PS) theo thang di6m ECO_G. C6c ti6u chi b6

sung bao g5m th'ay d6l c6c tfri Oiem vO chuy6n h6a xucrng l0c 6 tuAn vd 12 tuin.

T6ng cQng TZ4benh nh6n duqc chqn ng5u nhi6n theo t! s6 2:1 vio nhom ding-ph6i hqp

eveiolimui (10 mg/ngdry) + exemestane (25 mg/ngiry) (n = 485) hoic nhom gid duoc +

exemestane (25 mg/;giyl tn = 239). Hai nhom Oieu tii noi chung cAn bdng v6 dic tinh dAn

;e th;i;i6, t"n oE, "d61'rbi oa. oiem oenr' vd ti6n .i, oie, tri Jh6ng kh6i u truoc do. Tu6i

trung vi c1a benh ,hilti Oi tudi (tr.p 28-93) ve7!% li nguoi da tr5ng. Khodng thcri.g.ian di6u

tri trung vild24 tuAn d6i voi bQnh nhAn dung Afinitor ket hqp exemestane vd 13,4 tuAn doi

voi c6CbOnh nhin dung gid duqc k6t nqp exemestane.

K6t qud vrg hiqu qud di dat duEc tu phin tich cu6i cung v6 PFS sau khi quan s6t th6y 510

trudng hqp co bic; ;6 pFS tn"o d6nh gi6 tai dr-em nghlCn cr?u vd 320 bi6n c6 PFS theo

d6nh gi6 d6c lap. C6c benh nhAn trong if'0, gid duqi + exemestane kh6ng chuydn sang

dung 6verolimus tpithoi di6m ti6n tri6n.

21

https://trungtamthuoc.com/



Nghi6n cuu ndy d6 cho thAy lqi ich lAm sing c6 f nghla th6ng k6. ctia. everolimus +

exemestane cao hon gid duqc + exemestane bdi su k6o ddi gAp 2,5 lAn v6-PFS trung vi

(trung vi'.7,82 th6ng so voi 3,19 th6ng), d5n d6n gidm nguy co 55% v6 ti€n tri6n bOnh ho.ic
ifr ro-ng (ti s6 ngrir,ai (HR) cho prS'ta 0,45; khoang tin iav (ct) 95%: 0,38 - 0,54; tri s6 p
trong ki6m dinh log-rank mOt phia < O,O0O1 theo d6nh gi5 cOa nghi6n curu vi6n (xem Bdng 4

vd Hinh 1).

Phin tich vO PFS drJa tr6n d6nh gi6 quang tuy6n cia trung tAm dqc lAp t]ng.hO ket qud tr6n

vi cho th6y su keo ddi gilp 2,7 fgn vi thdi gian s6ng th6m [hOIg b€nh ti6n tri6n trung vi

(11,01 th6ng so voi aj4ThAng), d5n den gidm nguy ccv 62ohv€ ti6n tri6n benh hoic tir vong

ipfS Hn ld 0,38; khodng tin cay (Cl) 95o/c 0,31 - 0,48; tri s6 p trong ki6m dinh log-rank mQt

phia < 0,0001 (xem Bdng 4 vd Hinh 1).

Ddrp ung khdrch quan theo d6nh gi6 cria nghi€n crjru vi6n dua tr6n RECIST duqc quan s6t &

12,60/0 bOnh nhAn (khodng tin cay (Cl) 95%: 9,8 - 15,9) A nhom everolimus + exemestane so

vol 1,7o/o (kho6ng tin ciy (Cl) 95%: 0,5 - 4,2) & nhom gid dugc + exemestane (p < 0,0001

khi so s6nh giuJ c5c nhom) Ty le lqi ich lAm sdng d6i vcvi everolimus + exemestane ld

51,3o/o so vdi 26,40/0 & nhom chung, p < 0,0001 (xem Bdno zr /a

Bing 4 BoLERo-2 - xiSt qui vii higu qui ' 't' ()y

Phin tich

Thoi gian si5ng th6m kh6ng benh tiiin tri6n trung v! (th6ng, khoing tin cfy (Cl) 95%)

Afinitof
N=485

Gii duEc"

N=239

T!'so

nguy hqi

Gi6 tr! P

D6nh gi6 quang tuy6n cia

nghi6n cuu vi6n

DAnh gid quang tuYen dQc

tap

7,82

(6,93 - 8,48)

11,01

(9,66 - 15,01)

3,19

(2,76 - 4,14)

4,14

(2,89 - 5,55)

0,45

(0,38 - 0,54)

0,38

(0,31 - 0,48)

< 0,0001

< 0,0001

t
r,

Dip &ng toin b9 tiit nfrdt (%, khoing tin c{y (Cl) 95%)

Ty le ddrp ung khdch quan
(oRR)b

12,60/0

(9,8 - 15,9)

T! le lqi ich lAm sdng (CBR)" 51,3o/o

(46,8 - 55,9)

1,70/o

(0,5 - 4,2)

264%

(20,e - 32,4)

nlad

nlad

< 0,0001"

< 0,0001"
,
{
/

'CQng exemestane.
o ti te d6p ung kh6ch quan = ti le benh nhAn co d6p ung hoin todn (CR) hoac d6p [tng mOt

phAn (PR).

" ty te lqi ich tAm sdng = ti l0 benh nhAn co dip rJrng hoin to?rn (CR) hoic d6p u?ng mOt

phSn (PR) hoac benh 6n dinh (SD) > 24 tuAn.

d Kh6ng 6p dung
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"Tri s6p
bdn phAn

dat dugc tu ki6m dinh Cochran-Mantel-Haenszel (CMH) ch
ting cia ki6m dinh hodn vi Cochran-Armitage.

lnh xdc, sir dqng phi6n

Tai thoi di6m phAn tich dO liQu vO thoi gian s6ng th6m to?rn bO (OS), khoing thoi gian s6ng
th6m todn bQ trung vi lir 31 th6ng d nhom everolimus + exemestane so vcvi 26,6 th6ng d
nhom gii duoc + exemestane [HR = 0,89 (Cl 95%. 0,73 - 1,10; p=0,1426)l (xem hinh 2).

Ti le PFS 12 th6ng la 33% bQnh nhin ding everolimus + exemestane so voi 11% d nhom
dung gid duqc + exemestane.

Hinh 1 BOLERO-2 - Duong cong Kaplan-Meier vii tnoi gian s5ng th6m kh6ng
bQnh tiiin tri6n (d5nh gi6 quang tuyiin cria nghi6n crlu vi6n)

100
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<o 80
o

{c,
!
.5 60
o

..8 
'10

o.(6x'20

Gia duoc

0612182{]0}6424854606672}88{909610310811{120

Thoi gian (tuin)

s6 benh nhen vdn cdn nguy co k

iioiei",ii"a,i 
-' '-'- .J, ; ,* * ; .i ,'.1 ,'; i1

Everolimus ::.i9 190 li: 96 67 I 19 i0 .Ii

5{ {0 66 ?: 76 84 90 96 101 108 1!4 110

9166r0rr:{:Jli10E:10
r, 1085.i1110000 I

Gia tri p mdt phia c6 ilugc tir kiem rlinh log-rank phan tang theo tinh nhay vdi liQu ph6p n6i ti6t trudc tl6 vd sg

xuAt hiEn di cin nOi tang tu IXRS

4
.I'/

T]

t]
I\

t
It
I
I
I

,i
'l
*.

'*& -61 - 1,Ir_q-_r
'-l - - - - -/.

q
I
Ita"

L

Tj'sii nguy hsi = 0,43
Khodng tin cQy (CI) [0,]5, 0,541

Cii tri trung vi theo Kaplan-Meier
Everolimus l0 mg + exemestaner 6,93 theng

Gii duqc + exemestane: 2,81 theng
Logrank p: <0 ,0001

o- 
Tt*ri gian tiim duye, - t-.|-

{ E\rrclimsl0mg+ercM(Iy'N=202/lt5) -'

- Ci, ds + exemdil. (ilN = 157239)

t
l'
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Hinh 2

s6 benh nhan uin
Thoi gian (tuin)
Everolimus
GiA duqc

con nguy co .1

BOLERO-2 - Ducrng cong Kaplan-Meier vA thoi gian s6ng th6m toin bQ

(ph6n tich toin bQ)

100
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o
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o
X t0

0

0 2 4 6 8 1012141618202221 !6283031}43638.t0424.1464850
Thoi gian (tuin)

l0 1: 1.1 t6 18 :0 :: :,r :6 :8 -10 3l J{ J6 38 .$ .r: 'l{ .16 {8 50

199 37] ltt )10 lll 3::?e lti6:d9 l!: ?16 le6 I5l tI8 tl 58 19 :l Il I 0
0:{6$

r8r 4?l #8 rl9 414

HiQu qud di6u tri vB PFS uoc tinh duqc crjng c6 bdi phAn tich phin nhom theo d6 cLPong ve

PFS theo d6nh gi6 cria nghi6n cuu vi6n. O6i vOl tAt cd phAn nhom duqc ph6n tich, di ghi

nhin hieu qua tLh cuc cIa viec di6u tri bing everolimus + exemestane voi ty s6 nguy hqi

ucyc tinh so vfi gid duqc + exemestane trong khodng tt-p 0,25 - 0,62.(xem Bdng 5)- Cic ph6n

tich ph6n nfrom da chung minh hieu qud di-6u tri d6ng nhSt vi nhSt qu6n b6t ke tinh nhqy

cdm voi tri liQu nOi ti6t truoc do vd su hiQn diQn cia di cin tqng, vd d cdc phAn nhom chinh

v6 nhin khAu hqc vd ti6n luqng.

,t

:l.ri,rr . -:

Ur

"!!- -

Ti s6 nguy hai = 0,89
9s% cr [0,73, l,r0]
Gia ri trung vi theo Kaplan-Meier
Everolimus l0 mg + exemestane:
10,98 th6ng
Gie dugc + exemestane: 26,55 thing
Gi6 tri Logrank p: 0,1426

o."
+

Tldi gid tiam duyet

Everolimus l0 m8 + excmcstue (dN = 267l4tJ)

Gia duG + cx.mesh. (DN = l{3/219)

Gi6 rri p m6t phia c6 clugc tu ki6m dinh log-rank phan ting theo tinh nhay voi lieu ph6p noi tiiit trudc ct6 vd sU xu6t hien di can noi tang tu IXRS

1

I

A
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Bing 5 PhAn tich PFS theo nghiGn cuu vi6n tr6n phin nhom - phAn tich toin
UE sti tigu

n Everolimus Gii duoc +

+ exemestane
exemestane

PFS trung v! (thing)

Tf so
nguy
hai

(HR),

Khoing
tin cfy

(cr) e5%

Nhay cim v0i tri ligu ngi ti6t tru6c d6

Kh6ng 114

c6 610

Sr,P hign diQn cia di cin tgng

Kh6ng 318

c6 406

Nh6m tu6i

< 65 tu6i 449

> 65 tu6i 275

Vtng

ChAu A 137

Chiu Au 275

Bac M! 274

Vr)ng kh6c 38

Nguoi NhQt

Nguoi Nhflt 106

Khong phdi nguoi Nhft 618

H6a tr! ligu trudc do

Kh6ng 231

c6 493

6 83 2,83 0,55 0,35 - 0,84

8,05 3,94 0,43 0,35 - 0,53

9,86 4,21 0,41 0,31 - 0,55

6,83 2,76 0,47 0,37 - 0,60

q
8,31 2,92 0,38 0,30 - 0,47

6,83 4,01 0,59 0,43 - 0,80

8,48

7,16

8,41

4,53

8,54

7,16

6,97

4,14

2,83

2,96

1,48

0,60

0,45

0,38

0,40

0,40 - 0,92

0,34 - 0,61

0,28 - 0,51

0,19 - 0,87

4,17 0,58

2,83 0,42

3,45 0,53 0,39 - 0,73

0,41 0,33 - 0,52

25

'}

0,94

0,51

8,18 3,19
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n Everolimus
+

exemestane

Gii duoc +

exemestane
Tf so
nguy
hai

(HR},

Khoing
tin c{y

(cr) s5%

PFS trung v! (th5ng)

Chi t6n thuong xuong l0c ban dAu

KhOng 573 6,90 2,83

c6 151 12,88 5,29

Tinh trqng hoqt tlgng ctia co th6 theo thang cli6m EGOG ban diu

0 435 8,25 4,11

0,48 0,39 - 0,58

0,33 0,21 - 0,53

0,48 0,38 - 0,60

2,76 0,39 0,29 - 0,52t hoic 2 274

Tinh trqng thg the progesterone (PgR)

6,93

E
Am tinh 184 6,93 2,83 0,51 0'36 - 0,73

Duong tinh 523 8,08 3,32 0,41 0,33 - 0'51

Ching tgc

ChAu A 143 8,48 4,14 0,62 0,41 - 0,94

Da tring 547 7,36 2,96 0,42 0,34 - 0,51

Ching toc kh6c 34 6,93 1 ,41 0,25 0,10 - 0,66

Sr) dgng tigu ph6p ngitiiit tru0c tru chSt &c chti aromatase kh6ng steroid (NSAI)

Kh6ng 326 7,00 4,11 0,52 0,40 - 0,68

c6 398 8,11 2,76 0,39 0,3'1 - 0,50

Sti tang ti6n quan

I 219 11,50 4,37 0,40 0,28 - 0,57

z 232 6J0 3,45 0,52 0,39 - 0,71

> 3 271 6,93 2,56 0,41 0,30 - 0,54

55 ou6c tliiiu tr!tru0c d6

/
a,

\r\
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n Everolimus
+

exemestane

Gii duoc +

exemestane
T! so
nguy
hai

(HR),

Khoing
tin cfy

(cr) s5%

PFS trung vi (th6ng)

2

I 18 8,05

217 6,93

389 8,18

4,37 0,60 0,39 - 0,92

2,96 0,45 0,32 - 0,63

2,96 0,41 0,32 - 0,52>?

' Ty sO nguy hqi dat duEc, sir dung mo hinh Cox kh6ng phan tAng

SU thu nh6 kh6i u c0ng 16 r€t tu bi6u d6 th6c nu0c (waterfall plot) tuong ung. C6c k6t qui
cho thdy 70,8o/o b€nh nhin d nhom everolimus + exemestane co kh6i u thu nh6 lqi so vcri

29,7o/o & nhom gid duqc + exemestane.

Kh6ng quan s6t thAy c6c kh6c biOt co ! nghla lim sdng hoic co ! nghTa th6ng kO gi0a 2
nh6m di6u tri vd tnoi gian d5n d6n tinh trang hoat dQng cia co th6 (PS) xAu di theo thang
di6m ECOG (> 1 diem) vi thcri gian trung vi d5n d6n gidm (> 5%) di6m s6 thdnh phin trong

01
QLQ-C30.

T6c dqng tr6n xuong

KhOng c6 c6c du liQu ddi han v€ t6c dung cia everolimus trdn xucrng. DO lieu so. s6nh tu
nghien c(ru BOLERO-2 cho th5y str cdi thiQn 16 rQt c6c chi di6m trong huy6t thanh vE chuy6n
hoa xuong trong thoi gian 12 tuAn dAu cia di6u tri, the hien mOt hieu qud thuin lqi tr€n
chuyOn hoa xuong.

KhOi u thin kinh nQi tiiit ti6n xa co ngu6n gi5c & tUy

Nghifln cfu RADIANT-3 (Nghi€n c0u CRADO01C2324) phase lll datrung tim, ngSu nhi6n,

m, OOi ve Afinitor cgng voi chim soc h6 trq t6t nh6t (BSC) so voi .gid duqc cOng voi chim
iO. nO trq t6t nnAt d n6frng benh nhdn bi kh6i u thAn kinh nOi tiet tien xa c6 nguOn g6c d tuV

(pNET) di cho thSy lqi ich l6m sdng c6 f nghTa th6ng kO c0a Afinitor cao hon gid duqc bdi
jrr feo dai gAp 2,4lAn v6 tnOi gian s6ng tnem fn6ng gOntr ti6n trien (PFS) trung vi (1,04
th6ng so ,cyi 4,6 theng;, d5n d6n gidm 65% nguy co d6i voi PFS (HR 0,35; khodng tin cOy

(Cl) 95%: 0,27 - 0,45; p < 0,0001) (xem Bdng 6 vi Hinh 3).

Nghien cuu RADTANT-3 dua vdo nghien c0u nhong b€nh nhAn bi kh6i u thin kinh noi ti6t

ti6]n xa co ngu6n g6c d tuy (pNET) co benh di ti6n tri6n trong vong 12 th6ng truoc. BOnh

nh6n duqc pnan fang theo hoa tri lieu dQc t5 bdo truoc do (co/khong) vd tinh trang hoat

OOng.O"coth6tneJfOchucYtetfr6gi0i (WHO) (O:o voi 1vd2).Viecdi€utri bdngcic
.frjit"".g iu somatostatin duqc cho phEp nhu mOi ph6n cia chim soc h6 trq t6t nh6t.

Ti6u chi d6nh gi6 chinh O6i vOi th0 nghiQm la thcvi gian s6ng con khong ti6n tri6n benh (PFS)

duqc danh giitheo RECIST (Ti6u chuAn d5nh gi6.d6p ung vO kh6i u dic,-phi6n!4n.1:9).
Sau khi Oenfr ti6n tri6n vd mit hinh inh quang tuyOn di duqc ghi nhAn, lOnn nhAn co th6

duqc nghi6n cuu vi6n cho biet thong tin: nhirng bQnh nh6n duEc chgn ng6u nhi6n cho dtng
gid duqc sau d6 co th6 duqc dung Afinitor nhin md.

a

"4
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Cdc ti6u chl phU bao gdm d0 an todn, ty l0 dap ung khdrch quan (ORR) (dap ung hoin todn
(CR) hoac d6p Ong mQt pfran (PR)), thoi gian d6p ung vd thoi gian s6ng th6m todn b0 (OS).

T6ng cgng,410 b€nh nhAn duqc chgn ngSu nhi6n 1.1 ch_o dirng Afinitor 10 mg/ngiry (n=207)
hoac gid duqc (n=203). Dic tinh din s6 cin bdng (tu6i trung vi ld 58, 557o nam, 78,5o/o

ngucri da tring). Thoi gian di6u tri trung vi trong nghiEn c[tu mr]r ld 37,8 tuAn & nhirng benh

nh6n sir dung Afinitorvd 16,1 tuSn d bOnh nhAn dung gid duqc.

Bing 6 RADIANT-3 - Xiit qui thoi gian s5ng th6m kh6ng bgnh ti6n tri6n

Tf sO nguy hqi
(Khoing tin
cqy (cl) s5%)

Phin tich N Afinitor

N=207

Gii duqc
N=203

Gia tr!
pb

410 Thoi gian st5ng, th6m kh6ng
bQnh ti6n tri6n trung v!
(th6ng) (Khoing tin cfy (cl)
e5%)

01

Hinh 3

D6nh gi6 quang tuy6n 11,04 4,60 0,35 < 0,0001

cria nghien cuu vi6n (g,41 - 13,g6) (3,06 - 5,3g) (0,27 - o,4s)

D6nh gi5 quang tuy6n 11,40 5,39 0,34 < 0,0001

dOc l?p". (10,84 - 14,7s) (4,34 - 5,55) (0,26 - 0,44)

'. Bao g6m quy6t dinh vd c6c k6t qud kh6c nhau gi0a ddnh gi6 quang tuy6n cOa nghiOn cr?u

vi6n vid6nh gi6 quang tuy6n cria trung t6m.

b Gia tri p mQt phia tu ki6m dinh log-rank ph6n tAng.

RADIANT-3 - Duong cong Kaptan-Meier vd thoi gian s5ng th6m
kh6ng bgnh tiiin tri6n lOann gi6 quang tuy6n cria nghi6n c6u vi6n)

1
t

i
Tj
l
{lI

c2324

l0o I

$-

l!9ngurnil=u.J)
Khoan8 dn cAt., (CI) 95"/"10,27,0.451
Giritript Smk=<0,001
Gi6 tri trungvi theo IGpld-Meier
Afinibri I l,o4 rhing
Cia duqcr 4,60 thAng

r .r Thoi gian kidm duYft
+ . Afinitor(N=207)
" *' r Cie duoc N=203)

ao

70

-60

iso
x

40

30-

20

lo _

0-
14 16 22 24 26 2a 30 28

-l

10

Thoi gian (thdng)

t8

t

6o

'o'o"'-'L"

a
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Tl le s6ng th6m kh6ng ti6n tri6n bQnh 18 th6ng A34,2% d6i voi di6u tri bdng Afinitor so vcvi

8,9% d6i vcri gid duqc.

Ti le d6p fng kh6ch quan theo d6nh gi6 c0a nghi6n cu?u vi€n E 4,8o/o O6i voi nh6m
everolimus so vcyi 2Vo d6;i v0i nhom gid dugc. S.u thu nh6 kh6i u 16 rQt tu bi6u O6 tfrac nuoc
(waterfall plot) tuong ung. C5c k6t qud cho thAy 64,40/o bQnh nhAn d nhom everolimus c6
kh6i u co nh6 lai so voi 20,60/o O6i vOi nhom gii dugc.

Tai thcyi di6m phdn tich dO lieu thoi gian s6ng th6m todn b9 (OS) cu6i cung, khodng thoi
gian s6ng th6m todn bg trung vi lAn lugt ld 44 thdng & nhom dung everolimus so voi 37,7
tf'ang o nho, gid duqc Cy # nguy hqi (HR; = 0,94; khodng tin ciy (Cl) 95% la 0,73 d6n
1,20; p = 0,300 (hinh 4). Co 172 bOnh nhin trong s6 203 benh nhin-nhom gi6 dugc 6u99
chuy6n sang s[r dqng everolimus nhin md (84,io/o) khi bQnh ti6n triOn vi di6u niy co th6
giy nhi6u cho vi€c phSt hien su kh6c bi€t lien quan diiiu tri trong s6ng th6m toin b0.

Hinh 4 RADIANT-3 - DO thi Kaplan-Meier vii ttroi gian s5ng th6m toin bq (BQ

dir ligu phin tich diy dt)

100

8D

(c
s

c

E

E

crc

E

tr

60

40

?0

Thqi gian (th6ng)

Everolimus
Gia duoc

97
9L

44
9l
8l-

55
6?

B

o{8t2!62024283336404{49525660646872?680

56 luqng b4nh nhan v5n ttmg trong nguy co Thoi gian (thdrng)

048.12 15202428 1236
201 194 181 153 \52 142 130 122 112 105
203 x95 l?r\ 162 150 140 173 1l'3 104 96

4S
37
1t-

17
6E

39
6'l 58 72 76 80

10204
10 € I 0

Nghi6n cfu RADIANT-2 (Nghi6n c0u CRADOO1C2325) pha lll da trung tAm, ng5u nhi6n, mir

Odi ,a Afinitor ket hqp oltreotide depot (Sandostatin LAR@) so voi gid duqc k6t hqp

octreotide depot d nh0ng b6nh nhin bi kh6i u thin kinh.nOi tiet tien xa (kh6i u carcinoid) chO

y6u co ngu6n g6c d duong ti6u hoa ho{c ph6i cho. th6y bing chung lqi ic.h lim sing c0a

Afinitor cio fron gid duqc O&i sU keo ddi 5,1 th6ng ve trung vl PFS (16,43 th6ng so vO1 1 1 ,33

th6ng; HR 0,77; knoang tin ciy (Cl) 95%. 0,59 - 1,00; tri s6 p mQt Phia = 0,026), d6n d6n

giim-nguy co 23oh d6i-vcyi ti6u chi d6nh gi6 chinh PFS (xem Bdng 7 vi Hinh 5) Mac dn

[nOng dai O,rq. f nghTa th6ng ke d6i voi phin tich chinh (ranh gioi co 1i' nghla th6ng k6 la p

= 0,0246), nhung cdlc ph6n ti;h da duqc di6u chinh cho viOc ki6m duyQt th6ng tin vd su m6t

cAn bdng & 2 nh-6m di6u tri cho th|y hieu qu6 di6u tri thi6n vA everolimus'

RADTANT- Z dwavio nghien crlru nhong b€nh nhAn bi kh6i u thAn kinh nOi tiet ti6n xa (kh6i u

t"iJ""iO) .6, V", .O igr6n goc d Ou-ong ti6u hoa hoic ph6i co bQnh ti6n tri6n trong vong

12 th6ng'trucyi do vi Gn sr? co trieu chrlng ti6t dich. 81,1o/o benh nhAn d nhom Afinitor

O"".ti[u tii Oang ch|t tucrng tu somatostatin truoc khi dua vio nghiOn c0u so voi 77 '9% d
nhom gid duqc.

Ti6u chi ddnh gi6 chinh ta pFS duqc d6nh gi6 theo RECIST. Sau khi ghi nh?n su ti6n tri6n

d\ra tr6n quang tuy€n, bqnh nh6n co th6 duqc nghiOn c(ru vi6n cho bi6t thong tin: nh0ng
29

k
.l.

Thoi gian ki6m duyft
Everolimus (n/N=I261207)
Gi6 duqc (DN=130/203)

t--a--
v.--.-v.-..v

Gii rri rrung vi theo Kaplb-Meier
Everolimus: 44,02 thanS

Gia dwc: 37.68 thing

Tj s6 nguy hai = 0,94

Kh@g tin oay (Cl) 95"/.10.73;.1.201
Tri s6 p Logrank = 0,300

a

't

,{
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brinh nhin duqc chon ng5u nhi6n cho dung gid dugc sau do co th6 duqc ding Afinitor nhSn

md.

C5c ti6u chi phu bao g6m dQ an todn, d6p Ong kh6ch quan, thoi gian d6p rJrng vd s6ng th6m
todn b0.

T6ng cQng 429 benh nhAn duqc chgn ng5u nhi6n 1.'1 cho dung Afinil.or 10 mg/ngay (n=216)

hoic gid duqc (n=213), cOng v0i octreotide depot (Sandostatin LAR', duqc dUng ti6m bip)
aO mg-m6i 28 ngiry. ffrOi gian trung vi di6u tringhi6n cuu mu d0i la 37 tuAn trong nhom dtng
Afinitor vd 36,6 iu6n cy nfr5m gid diqc. Sl,} mAt can bdng dSng chu yi 16 r€t vd mOt s6 yeu t6
ti6n lugng ccv bdn quan trong, chti y6u thi€n vd nhom gid duqc.

Bing 7 RADIANT-2 - Kltqui thoi gian s5ng th6m kh6ng bgnh tiiin tri6n

Phdn tich Tl sO nguy hqi
(khoing tin

qy (cl) e5%)

N Afinitora Gii dugc"

N=216 N=213

Gi6 tr!
p'

429 Thoi gian sting th6m kh6ng
benh ti6n tri6n trung vi
(th6ng) (khoing tin ciy (Cl)
e5%)

ry
D6nh
dqc l?

Diinh gi6 quang tuy6n
cia nghi6n cuu vi6n

tuyOgi5 quang
po

n 16,43 11,33

(13,67 - 21,19) (8,44 - 14,59)

11,99 8,61

:(10,61 - 16,13) (8,08 - 11 ,14)

0,77

(0,59 - 1,00)

0,78

(0,62 - 0,98)

0,026

0,018

'CQng octreotide depot (Sandostatin LAR@)

b Bao g6m quy6t dinh v,0 c6c k6t qud kh5c nhau gi0a d6nh gi6 quang tuy€n c0a nghi6n cfu
vi6n vd d6nh gidr quang tuy6n cOa trung tim

'Gi6 trip mQt phia tu ki€m dinh log-rank phAn tAng

C6c phAn tich b6 sung d6i voi d6nh gi6 quang tuy6n dQc lQp duqc hi€u chinh cho viOc ki6m

duyqi thOns tin vd il;5ican ar;s 6, , nno,i di6u.tri da cho th6y hieu qud di6u tri thi6n v€

everolimus. Ket qud co th6m tu mOt phan tich da bi6n duqc hiQu cftinf, cf'o sW mat cin bing
qityaZnhom cho HR la 0,73 (khodng tin ciy (cl)-95%: 0,56 - 0,97). M6 hinh cox voi phucrng

pr.,"p-Xl. ir6t rrrgr,ich ddo cia irqng i5 riem gYyet lllcw = 
^lnverse 

Probability of

bensoring Weightsj O.rq. s[r dung O6 giai quyet va hiOu chinh cho viQc ki6m duyOt thOng tin

iJrir;rai;;H;'s;tc6c dic tinn c6 oin siL/a 2 nhom nshi€n ct?-u.-ri.s9 nsuv hai (HR)

uoc Unh (khodng tii cay (Cl) 95%) tu phin ticfr tpCW la 0,60 (0,4 4 - 0,84) thi6n v6 Afinitor'

RADTANT-2 - Ouong cgng s5ng th6m kh6ng bqnh ti6n tri6n theo

kaplan-Meier (dinh gia vC quang tuy6n dQc lip)

,1

Hinh 5

30
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c2325

r00

90
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10

60

30

10

.L

Tj' s6 ngul hai = {}.77

Khodg lin oa\'(CI) 95% 10.59. 1.001

Tqs6pLogrek=<0.026

Gii !n mng vi thco Kaple-Moiar
Afinitor: 16,43 thing
Gid duqc I 1.33 th6ng

t " Thoi cian kiim duv6r
--- Afini;r(N=216) 

-

" u cid duoc {N=2ll)

-+* sol

.H rolx:
,.

a.- *\

o 2 4 6 a lo 12 t4 16 18 20 22 24 26 2a fO 32 34 36 38

Thdi gian (th:ing)

01
Ti le PFS 18 th6ng la 47 ,2o/o O6i vOi di6u tri bing everolimus cong octreotide depot
(Sandostatin LAR@) slo v0i 37,4o/o O5i vOi gid dugc cQng octreotide depot (Sandostatin LAR@).

Ti 19 dap ung kh6ch quan theo d6nh gi6 gta trung tAm ld 23% d6i voi nhom everolimus
cqng ocireotide depot (Sandostatin LAR@) so voj 1,9% d6i voi nhom gid duqc cOng

octrlotide depot (Sandostatin LAR@). SU thu nh6 kh6i u 16 r€t tu bi6u d6 th6c nuoc (waterfall

plot) tucrng Ong. C6c k6t-qud cho thAy 75% bQnh nh6n & nhom everolimus cQng octreotide

depot (Sandostatin LAR@) co kh6i u co nh6 lai so voi 44,8o/o d nhom gii dugc cOng

ocireotide depot (Sandostatin LAR@).

Phin tich cu6i cung v6 s6ng th6m todn bO khOng cho thAy sqr kh6c biQt co f nghTa th6n-S kQ

v€ OS (HR = 1 ,16;-khodng tin cQy 95%: 0,91 - 1,49). Co 133 truong hqp !& vong (61 ,67o) g
nhom dung ererolimus cQng voi octreotide depot vdt 120 truong hOq tir vong (56,370) &

nhom gid iuqc cQng vcri oclreotide depot. Sqr chuy6n n-h6m > 58o/o s6 Uenfr nhin tu dirng

gid duic d€n dung Afinitor nhdn md sau khi bQnh ti6n tri6n, sU mAt can bing. gi&a c6c nhom

tie, iritiong viec"sir dr;ng octreotide sau d6 vd srr m5t cin bdng vO c6c y6u t6 ti6n luqng

.f infr i,:L Oj'n dbu c6 tne iam nhi6u viec ph6t hiOn b6t ky st/ kh6c biOt ndo vii OS li6n quan

O6. Oi* tn. ff'.1, Oia, 
"f',lnn 

cdc y6u t6 iien luqng quan trqng, ty s5 nguy h4i cho OS thi6n vO

hucrng khong kh6c biet (HR 1,06; khodng tin ciy 95o/o.0'82 - 1,36)'

Carcin6m tii uao thfn ti6n xa

Nghien cou RECORD-1 (CRADOO1C2240) phase lll, qu6c t6, da trung tim, 195u nhi6n, mu

d6i, so s6nh Afinitor iO *g/ngay vd gid dubc, cd hai k6t nqp voi chirns6c h5.trq t6t nfrAt Oa

duqc thWc hiOn d nhung SenT.' nnan bi carcinom tO bao than di cin co bOnh tiOn tri6n mic dir

oa oer-tn truoc #;;"G-cin-irr (chAt fc ch6 tyrosine kinase crla thu th6 y6u t6 tang
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trur&ng noi mO mqch m5u) (sunitinib, sorafenib hodc ci sunitinib vi sorafenib). Di6u tri truoc
bing bevacizumab vd interferon-alpha c0ng dugc cho ph6p. BQnh nhin duqc phin tAng
theo di€m s6 tien luong c0a.Trung tim ung thu Memorial Sloan-Kettering (IVSKCC-).(cac

nh6m nguy co - nguy ccr thSp so voi nguy co trung binh so voi nguy co cao) vd di6u tri
ch6ng ung thu truoc d6 (1 so voi2VEGFR-TKI truoc do).

Ti6u chi dinh gi6 chinh la thdi gian s6ng th6m kh6ng bOnh ti6n tri6n, duqc ghi nhin s[r dr;ng
ti6u chi d6nh gi6 ddp Ong v6 ffr6i u dic (RECIST) vi duEc d6nh gid qua su xem x6t theo
phucrng th0c mu crla mOt trung tAm dOc lap. C6c ti6u chi phu bao g6m tinh an to?rn, t! 16 ddp
ung kh?ch quan c0a kh6i u, s6ng them toAn bg, c6c triQu chung li€n quan voi bQnh va chAt
tuqng cuQc s6ng. Sau khi ghi nhQn ti6n tri6n dua tr6n quang tuy6n, b.€nh nhin co th6 duqc
nghi6n c0u vi6n cho bi6t thong tin: nh0ng bQnh nhin duqc chon ngAu nhi6n cho dung gid
duqc sau do co thd dugc Oirng nfinitor nhdn m& 10 mg/ngiy. 0y ban dQc lap gi6m s6t dO

liQu khuy6n c6o ch6m dLrt th[r nghiQm ndy vdo thoi di6m phAn tich gian ky thu hai vi ti6u chi
d6nh gi:i chinh d6 duEc ddp ung.

T6ng cQng co 416 b6nh nhAn duqc chgn ng5u nhi6n 2:1 cho dung Afinitor (n = 277)_hoicgiA
duqi 1n = t39). Dictinh din s6 cin bang (u6i trung vi gQp cOa bQnh nhAn ld 61 tu6i 127-851,
77% E nam gioi, 88% la ngucri da tring, 74o/o dd dung mQt liQu ph6p VEGFR-TKI, truoc do).
Thoi gian Oieu tri trung vi iria nghiOn Cuu tneo phuong phSp mu ld 141 ngdy d6i voi benh
nhAn dirng Afinitor vi 60 ngdy d6i voi benh nhin dung gid duqc.

KEt qud tu mQt phAn tich gian ky theo kO hoach cho thdy Afinitor trQi hon gid duqc O6i vOi

ti6u chi d6nh gi6 chinh ta stng tnem XnOng bQnh ti6n tri6n, voi stnr gidm nguy co 670/o v6 ti6n
tri6n benh hoic tir vong co f nghTa th6ng kO (xem Bdng 8 vd Hinh 6 ).

Bing I RECORD-I - XCt qui s5ng th6m kh6ng benh ti6n tri6n

T!'sO nguy hgi
(Khoing tin
ciy (cl) e5%)

rlL,.lrl 
I

Nh6m cltii tuqng

nghi6n cuu

N Afinitor

N=277

Gii duqc

N=l39

Gi6 tr!
p

Siing th6m kh6ng bgnh tiiin
tri6n trung v! (th6ng)
(Khoing tin cfy (C!) 9s%)

!

Phin tich chinh

t5t ci (d5nh gi6 mu 416 4,9
cira trung tam dQc lap) (4,0 - 5,5)

Phin tich hO tro. /phin tich ctg nh4y

t6t cd (d5nh gi5 ctia 416 5,5
nghiOn c0u vi6n) (4,6 - 5,8)

Di6m sti tien luqng theo MSKCC

Nguy co thdp 120 5,8
(4,0 - 7 ,4)

4,5
(3,8 - 5,5)

1,9
(1,8 - 1,9)

1,9
(1,8 - 2,2)

1,9
(1,9 - 2,8)

1,8
(1,8 - 1,9)

0,33
(0,25 - 0,43)

0,32
(0,25 - 0,41)

0,31
(0,19 - 0,50)

0,32
(0,22 - 0,44)

0,001"

0,001"

< o,ool b

< o,oo1b

:

'l
,t
-t

I
jl

Nguy ccr trung binh 235
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Nguy co cao 61

Didu tritru6c bing VEGFR-TKI

Chi Sunitinib 184

Chi Sorafenib 124

Sunitinib vd sorafenib 108

3,6
(1,9 - 4,6)

5,9
(4,9 - 11,4)

4,0
(3,6 - 5,4)

1,8
(1,8 - 3,6)

1,8
(1,8 - 1,9)

2,8
(1,9 - 3,6)

1,8
(1,8 - 2,0)

0,44
(0,22 - 0,85)

0,34
(0,23 - 0,51)

0,25
(0,16 - 0,42)

0,32
(0,19 - 0,54)

o,o07b

< o,oo1b

< o,oo1b

< o,oo1b

' Ki6m dinh log-rank duqc phAn tAng theo di6m s6 tien luqng
o Kiem dinh log-rank mOt phia khong phdn tAng. 01

\o

{d

o.d
X

Hinh 6 RECORD-I - Ouong cong Kaplan-Meier vd s6ng th6m kh6ng bgnh
ti6n tri6n

'1000/0

80o,/o

60o/o

40%

2AYo

00.,6

U 2 4 6 I 10 "t2 14

Thdi gian (th6ng)

ri
oot

le s6ng th6m khOng benh ti6n tri6n 6 thSng la 36% O6i vOi dieu tri bdng Afinitor so vdi 9%

vcri gid duqc.

Dd ghi nhin co d6p Ong kh6ch quan c6a kh6i u duqc x6c nh?n d 5 benh nhAn (2%) dung

Afinitor trong khi kh6ng 
-qrrn 

s6t thAy ddrp Ong kh6ch 
-qu?n. 

d bOnh nhin dung gid dugc Vi

;;; l;; ti,A ;'O.g .J" r[o.g tien tri6n tOnh chi yeu phdn 6nh nhom d6i tuqns nshidn cuu c6

i6i16-ar O'r't.r ttirong ung icyi 670/o cla nhom di6u tri bdng Afinitor),

t(

,l

,L

:t
li

"".-.qr...
\_

't

l.

V I Thoi gian kitim duyQt

_{- Afinitor(N=277)
Giii dusc (N-ll9)

+
:

Y
:
Yrl_

I.

't,

T! s6 nguy hai = 0,33

Khoing tin cOy (CI) 95%[0,25,0,43)
Gia tri p Logrank: < 0,0001

Gi6 tri trung vi theo KaPlan-Meier
Afinitor: 4,9 thang
Gii dugc: 1,9 thang
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KhOng ghi nhQn su khdc biet li6n quan d6n di6u tri co y nghla th6ng kO ve s6ng th6m todn b0,

mdc du c6 xu huong thi6n vO Afinitor (HR 0,90; khodng tin cQy (Cl).957o. 0,71 - 1,14;
p=0,183). Srf cfruydn nhom sang dung Afinitor nhSn md sau khi bOnh ti€n tri6n & 111 trong
rO tSg Oenn nf,an (79,9o/o) Ouqi cholung gid dugc co th6 dd ldm nhiSu viQc ph6t hiQn b6t
kV sr/ khdc biOt nao v€ s6ng con to?rn bO li6n quan d6n di€u tri. Co mOt xu huong manh 16

rQt ring hQ cho chAt lugng cuOc s6ng t6t hon d nhung bQnh nh6n ding Afinitor theo ddnh gi6

bdi cic tri6u chung lien quan d6n bOnh (HR 0,75; kho6ng tin cay (Cl) 95%. 0,53 - 1,06;

p=0,053).

CT
cAc ou LrEu AN ToAN PHI LAM sANG

Du lieu an todn ti6n l6m sdng cria everolimus di duqc d6nh gidr & chuOt nhit, chuOt c6ng,

chuOt lang, khi vi th6. C6c ccy quan dich chinh ld he sinh sdn & gi5ng drtc vd cdi (tho6i h6a

6ng dfin [inh, gidm luqng tinh iring d mdo tinh hodn vd teo tCr.cung) d mOt s6 toai, pn6i

cnJ6t c6ng va-cfruOt nhit (tang daithuc bdo & phe nang) vd mit (duc-duong khop truoc
in,i, tinn t[e) cni o chuOt c6ng.ba ghi nhin nhOng thay d6i nh6 & thin cia chuOt c6ng (ting
lipofuscin cy'bi€u mo 6ng thAn li6n quan voi tu6i, tang u nudc thin) vd chuOt nhdt (ndng

th6m t6n thuong co s5n). Kh6ng co d6u hiOu dQc tinh voi th0n d khi hoic chuOt lang.

Everolimus duong nhu tU ph5t ldm ning th€m cdc bQnh co s5n (vi6m co tim man tinh d
chu6t c6ng, nhi6m virus coxsackie d huy6t tuong vd tim crla khi, 

_ 
nhi6m kf sinh .trung

coccidian 6 d1rrng ti6u hoa crla chuOt tang, t5n thucrng da o chuOt nhSt va khi). Cac f_:lqye

ndy thucrng duqC quan s6t th6y d muc nOng dO todrn- thin trong pham vi nong d0 di6u tri

hoic cao hcyn, ngoaitru ket qri a chuOt c6ng xdy ra d ducvi mrlc n6ng dO di6u tri ld do sir
phAn b6 thu6c vdo m0 cao.

Trong m6t nghi6n cr?u vii kh6 ndng sinh sdn & chuOt c6ng duc, hinh th6i tinh hodn bi dnh

huong voi lieu 0,5 mg/kg trd l6n, ..f Oi O.ong cia tinh lrulg, s6 lugng tinh trung -'a nglg-,$O

testos-teron trong huyEt tlrcrng gidm vcri lieu 5 mg/kg, ldr li6u nim trong pham vi n6ng d0 di6u

tri g2 ng.gio/m[ vd'414 ng.gidlrl- tucrng Ong so vcvi mr?c n6ng dQ & ngucri.560 ng.gict/ml

,Oil6r"1d mg/ngavl ,a g4y ra gidm khi nang sinh s6n d chuqt duc. Co bdng ch[tng cho

thAy cdrc dqc tinh ndy co th6 phuc h6i.

Khi ndng sinh sdn cfia gi6ng c6i.trong c6c nghiOn cuu vE sinh sdn tr6n dOng vOt khong bi

dnh hudng. Tuy nnien, d.n'JOt c6ng cZi, cac tieu y6-1g..=0, everolimus > 0,1 mg/kg (khoing
qit" iUC.i^no d OCn6 nhAn dirng lieu 10 mg/ngiry) dd d5n d6n ting ti le m5t ph6i trudc khi

ldm t6.

Everolimus qua duqc nhau thai vi dgc voi bdo thai. 0 chuOt c6ng., eve-rolimus gAy d6c cho

ph6i/thai o muc n6ng dO todn.thin duoi muc di6u tri, bi6u hiQn bing t'i lQ tir vong vd gidm

trono luonq thai. fVie Oie. Jai ,a Oi dqng xucrng (nhu. nu,t xuong uc)tang.voi li6u 0,3 vd

o,r ;;;-; Uffi d16c ti;;;oi roi pr',oi traltre hie; io bdns srr tdns tleu thai 0 cu6i ffrai t<v.

Trong c6c nghi6n cuu tr6n chuOt c6ng chua tru&ng thdnh vdi c6c lieu th6p 0,15 mg/kg/1gay;

d6c tinh todrn th6n baog6m giim su-ten cin vd ti-Ou thu thtlc in vd ch0m.dat dugc mOt s6

;"6iil;i;il ; i6t;;;; ti6r, ,oi tq, hoi pfruc hoan todn hoic mOt p-han sau khi nguns

;i,.sih;b; irong trudns hqp nsoai id .O tn8 c6 nhong ph6t hiOn & thiy tinh th6 dic hieu

;;;ilr;i;ang fr] tri md & dOng vit con non nhqy cdm-hcrn), duong nhu khong co sr/ kh6c

;i;i ;;6;5 ;1\i"h nr'iy cam-cta dOns v6t chua tru&ns thdnh 
_vo_i 

cdc- t6c duns phu c[ra

everolimus khi so vdi c6c dOng vit tru&-ng itranrr d c6c lieu tu 0,5-5 mg/kg/ng?ry' Khong co

dOc tinh li6n quan rO rang a ftr'i chua trudng thdnh vcvi c6c li6u den 0,5 mg/kg/ngdy trong 4

tuAn.

C5c nghi$n cr-ru v6 dOc tinh gen bao g6m c6c ti6.u chl vd d-Oc tinh gen li6n quan cho thAy

[rio"nU"rJbi.s 
"h.:r;;-r6 

h""t tinn g"av sdy nhiSm sic the rroac gAv dOt bi6n' Sr] dung
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everolimus d6n 2 nim khong thAy bAt ky tiem ndng giy ung thu nio & chuOt nfrit vd chuOt

c6ng voi li6u cao nh6t, tuong rlng lAn luqtvcvi 3,9 lAn vdO,2lAn muc nong d0 l6m sdng udc
tinh vcvi li6u 10 mg/ngdy.

TUONG KY

Chua duqc ghi nhin

HAN DUNG

36 th6ng ke tu ngdry sdn xuAt

BAO QUAN

Bdo qudn d nhiet dO ducyi 3OoC. Giu thu6c trong bao bi g6c. Tr6nh 6nh s6ng. Tr6nh 5m

KhOng duqc ding Afinitor sau ngiy ghi o ch6 "EXP" triln hqp thu6c-

Phei dA Afinitor xa tdm tay vd tim nhin cia trd em.

HUONG DAN SU DUNG VA THAO TAC

MOc dg hjp thu cfia everolimus qua ti5p x[c tai ch6 chua duqc Oiet. Do do ngucri chdm s6c

n6n tr6nh ii6p xOc voi h6n dich c0a vi6n n6n Afinitor. R[ra tay ky lu0ng trudc vd sau khi

chu5n bi cAc h6n dich.

QUI CACH OONG GOI

Hqp 3 vi x 10 vi6n n6n.

NHA SAN XUAT

Novartis Pharma Stein AG

Schaffhauserstrasse, 4332 Stein, Thtty ST.

Cho Novartis Pharma AG, Basel, Thuy Si.

0I

)To hu0ng d5n sr) dr+ng cho toin cAu

Ngay phdrt hdnh th6ng tin: Thdng 7 ' 2014

@ = nhdn hieu di ding kli

Phien bdn: VN th6ng 11,2014.
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