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HUWONG DAN SUF DUNG THUOC CHO NGO BENH

TAGRISSO
Osimertinib
Vién nén bao phim

Boc ky hwomg dén sir dung truedee khi ding.
Dé xa 14m tay tré em,

Théng bao ngay cho béc sy hodc duoc q rrujng tac dung lr-hﬂng mong muén gap phai
khi sir dyng thube.

Thudc ban theo dom. < "-,l I
THANH PHAN VA HAM LUPQNG CUA THUO /

TAGR vidn 4
Mai vién chira 47,7 mg osimertinib mesylate trong duwrong véi 40 mg osimertinib,

TAGRISZ0 vién BD mg
Ma&i vién chira 854 mg osimeartinib mesylate tuong duong veéi B0 mg osmertinib.

Ta dwrgre:

MNhan vién: mannitol, microcrystalline cellulose, low-substituted hydroxypropyl cellulose, sodium
steand fumarate.

L&p bao: polyvinyl aleshal, titanium diexide (E 171), macragal 3350, tale, oxide sat vang (E 172),
oxide s5t 3 (E 172), axide sat dan (E 172)

MO TA SAN PHAM
Vidn nén baa phim
TAGRISSO 40 mg

Vién mau be, hinh fron, duéng kinh 9 mm, hai m&t 16, o khac "AZ" va 40" & mot mat va mat
midit trorn,

TAGRISSO

Vién mau be, hinh biu duc, kich thude 7.25 x 14,5 mm, hal mat 14, cé khic "AZ" va "80" & mot
mat va mdt mat trorn.

QUY CACH BONG GOI: TAGRISSO 40 mg, 80 mg: Hop 3 vi x 10 vién nén bao phim.

THUOC DUNG CHO BENH Gi

TAGRISSO chira hoat chét osimertinib, thudc nhém thudc chéng ung thir loal e chié protein
kinase. TAGRISSO dugc dung dé diéu trj cho bénh nhan triréng thanh bj ung thu phi khang t&

béo nhé. Thuds dugc ding khi:
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e Két qud kidgm fra duong tinh véi “@6t bién T780M"™ — xem phan “Cach TAGRISSO hoat
déng”.

« Bénh ung thu clia bénh nhan tién trién hode xiu & di 48 dwoc Sidu trj tnede da, co thé
bao gbm thubc hoat déng bing cach rc ché EGFR' (thy thé yéu th phat trién bidu bi)

Cach hoat dong cia TAGRISSO
= Co x&t nghiém chao thay réng bénh ung thu clia bénh nhan ién quan d&8n mit sy thay doi
Sc biét trang gen EGFR goi la 'TTO0M.' Dy goi 1 86t bién T790M.
«  Béivi dot bién TTS0M ndy ma cac thudc tre ché EGFR oo thé s& khdng cin tac dung nita.
+ TAGRISSO lac ddng k&n a 6 thé 1am cham hodc ngan cdn bénh ung thy phéi
tién frién. Thuéc clng oo thu nhd khbi u,

Hai § kien bac s§ néu co bat ky ac mac nao ken guan dén cach thudc hoat dong hodc tai sao
ké don thudc nay cho bénh nhan.

o

NEN DUNG THUOC NAY NHU THE NAO VA LIEU LUQNG

Can ding thubc theo dang hrdng dan cia bac s7 va drgc s§. Kiém tra théng tin vai bac s7 hodc
duoe s§ néu ban khéng hidu 18 cach ddng.

Liéu lwgng
= Liéu khuyén céo 18 mat vién 80 mg mai ngay
» Bac & cA thé giam lidu thube xudng con mét vién 40 mg mét ngay néu can

Cach ding
Liéng nguyén vién v¥i it nede Khdng ducre nghidn, bé hodc nhai vién thube.
Uéng TAGRISSO vao cing mét theri didm mai ngay.
C6é thé udng thudc trong hodc ngodi bira an.

Néu bénh nhan khd nuét nguyén vién thubc, o thé héa tan thubc vao trong nudc béing cach:

= Cho vign thube vao ly

= Thé&m 50 ml (khodng 2/3 ly nwdc) nwdrc khéng co ga — khdng ding bat ky chat 16ng nao
khac.

» Khudy cho dén khi viéin thudc tan thanh teng mdnh rét nhd — thudc sé khdng tan hoan
toan

Uéng dung dich nay ngay I4p tirc.
Be dam bdo la bénh nhan di ubng hét thube, trang lai ly bang 50 ml nuéde rdi udng tiép

KHI NADO KHONG NEN DUNG THUOC NAY
Khéing nén ding TAGRISSO néu:
= Bénh nhin bi di 'ng (qua nhay cam) v&i osimertinib holic bat ky thanh phan nao cla
thube (dugc ligt ké frong phdin Thanh phdn va ham legng cla thube)
= Bénh nhan dang ding thudc St. John's Wort (Hypericum peforatum).

Héi ¥ kién bac s§, dwgc 5§ trude khi dung TAGRISSO néu bénh nhan khéng chic chin,

https://trungtamthuoc.com/



TAC DUNG KHONG MONG MUON

Gidng nhur tat cd cac loai thude, TAGRISSO ot thé co nhirng tac dung khing mong muén, mac
du khong phadi xdy ra & tat ca moi ngudi.

Nhirng tac dung phu nghiém trong
Théng bao cho bac sTngay [&p tire khi phat hién nhirmg tac dung phu nghigém trong sau day:
« Dot nhién khé thé kém ho hodc s6t — cd thé 1a diu hidu cda viém phéi (trang thai nay goi

1a ‘bénh phdi mé k&) va cd thé gay tir vong t sd treéng hop. Béc s7 cb thé cho
bénh nhan ngwng ding TAGRISSO neu g;;bﬁ\ phy nay. By 1a tac dung phu
a

thirtrng gap: cb thé xdy ra dén 1/10 ngudri,
s Néu bénh nhan thay chay nudc mat, nhay cdm v
a4 thi krc. Day 12 tac dung phu it gap: co thé xay radén /1
Théng bao cho bac sT ngay 18p tirc néu phat hién nhikng tac d

g. da &, 66 mét hodc thay
guriF
u nghiém trong nhur trén.

Mhirng tic dung phu khac
Rat thiromg gap (co thé xdy ra & nhiéu hon 1/10 ngudi)

» Tiéu chay — cd thé bj tiéu chdy rdi hét tibu chay trong qua trinh diéu tri. Thing bao cho
bac sT néu bénh nhan bj tiéu chdy ma khéng hét hodic trd nén nghiém trong hon.

« \Van gé vé da va mong — cac dau higu co thé bao gbm ngira, da kho, ndi mén, ng 4
xung quanh mong tay. Tréu ching nay s& dé xay ra & nhirng phén da tiép xuc anh sang
mat trén, SO dung cac san pham dwdng am trén da va mong sé gidi quyst duoc céc tridu
chirng nay. Thing bao cho bac sT néu van dé vé da va méng tré nang hon,

Viém da day — viém mang frong cda miéng.
Gidm s0 luwgng té bao bach cau trong mau (bach cdu va bach céu trung tinh).
Gidm =0 lugng tidu cau trong mau,

Béo cao tac dung phy

Théng bao che bac s§, duge 7 néu bénh nhan co bat ky tac dung phu nao.

Bao gom ca nhirng téc dung phu khac khéng dwoe A& cdp trong ty heedng din sl dung nay. Béo
cao cac tac dung phu gop phin cung cdp thém thang tin v& an todn cla thude.

NEN TRANH DUNG NHUNG THUOC Gi KHI BANG SIF DIUNG THUOC NAY

Théng bao che bac s§ hodc dugc s§ néu bénh nhan dang dung, vira méi ding, hodc ca the ding
bét ky cac loai thube ndo khac, Bao gbm cd thuc phdm chirc ndng va thubc khéng ké don.
TAGRISSO cé thé dnh hwéng dén cach hoat ddng cla cac loai thude khac. Va cac loai thude
khac cling ct thé 4nh hwdng dén cach hoat ddng clia TAGRISSO

CAN LAM Gl KHI MOT LAN QUEN KHONG DUNG THUOC

Méu quén ubng mat lidu thube, ubng ngay sau khi nh ra, Tuy nhién, néu thai gian wbng lidu ké
tiép it hon 12 git, ngung udng lidu da quén. Sau d6 wéng lidu ké tidp nhur thudrng &,

CAN BAD QUAN THUGC NAY NHU THE NAO
o D& thube & nol tranh tam mat va tam tay cda ré em

= Tuyét ddi khang dung thude sau ngay hét han dugc ghi trén vi va hip carton,
= Bigu kign bdo quan: Blo quan & nhiét 34 khéng gua 30°C.
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NHUNG DAU HIEU VA TRIEU CHUPNG KHI DUNG THUOC QUA LIEU

Khéng cé didu tri cu thé trong truéng hop qua liéu TAGRISSO.
Trong trwirng hop nghi ngdr qua lidw, nén ngung TAGRISSO va bat ddu diéu frj iridu chirng.

CAN PHAI LAM Gi KHI DUNG THUOC QUA LIEU KHUYEN CAO
Néu udng thudc qua lidu, théng béo cho bac s§ hodc dén bénh vién ngay lap toc.
NHLNG DIEU CAN THAN TRONG KHI DUNG THUGC

Théng baa cho bac sy, dugc sf triede khi dang TAGRISSO néwu:
« Bénh nhan b viém phdifHuoc goi la ‘bénh phdi md ké')
= Béanh nhén cd van m —bac s§ cé thé &8 theo dBi bénh nhan chit ché
= Bénh nhan cé fién sir cat bénh vé mat, :
Thong béo véi bac sy, dur trrdic khi ding thuéc néu ban dang gép phéi (hodc ban khing
chéc minh dang gép) cac tinh hu drtrén,

Théng bdo cho bac s§ ngay 1ap tdee khi dang dang thubdc nay néu:
= Bénh nhan dét nhién kho tho kém voiho va sot. Xem 'Nhirng tac dyng phu nghidm trong’
& phan 'Tac dung khang mong mudn’ d& biét thém chi tiét.

Tré em va thanh thi&u nién
TAGRISSO chura dugc nghign ciru & tré em va thanh thidéu nign, Khéng ding thudc nay cho tré
em hodc thanh thiéu nién dudi 18 tudi.

Théng bao cho bac s§ trudre khi ding TAGRISSO néu bénh nhan dang sir dung bét ky loal
thudc nao dwdri day:

Cac thudc co thé lam giam hidu qua cda TAGRISSO:
= Phenytoin, carbamazepin hodc phenobartial = ding trong co giat hodc con co giat
Rifabutin hodc rifampicin = dong frong bénh lao (TB).
+ 5t John's Wort (Hypericum perforatum) — thire pham chirc néng ding trong trém cam,

TAGRISSO co thé dnh hudng dén tic ding cla cac thudc val hodc lam ting tac dung phu cla
nhirng loai thubec sau:
= Warfarin - ding trong huyét khéi.
Phenytoin va S-mephenytoin = dlng trong co giat hodc con co giat.
Alfentanil, fentanyl va cac thudc gidm dau khac dugc dung trong phau thudt,
Rosuvastatin - dung & ha cholesterol,
Thude tranh thai néi tiét dudng udng — diing & tranh thai.
Bosentan — dang trong cao huyét ap phi.
Efavirenz va efravirine — ding trong HIVIAIDS.
Madafinil = ding trong réi loan gidc ngd

Théng bio cho béc s§ trurde khi ding TAGRISSO nédu bénh nhan dang sir dung bt ky loai
thudc nao néu trén, Bac sT s& trao ddi nhirng huréng didu tri thich hop véi bénh nhan,

Phu nir cd thai - théng tin danh cho phy niv
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» MNéu nhu bénh nhan dang co thai, co thé co thai hodc co ke hoach mang thai, hdi y kién
bdc s hodc duge s§ trude khi dung thube. Néu bénh nhén meng thai trong khi dang digu
tri, théng bao cho bac sTngay lap tirc. Bac =7 sé quyst dinh bénh nhan cb nén tidp tuc sUr
dung TAGRISSO hay khing.

= Bénh nhan khing nén co thal khi dang sir dung thubc nay. Néu bénh nhén co kha ndng
mang thai, phai sr dung cac bién phap tranh thai hiéu qua. Xem 'Bién phap tranh thai —
théng tn danh cho phu nir va dan Gng" bén duwrdi

» Héiy kign bac s§ néu b&nh nhin co ké hoach ma

thal sau khi ding liéu thube cudi eing.

W1 mit phan thude b thé con tén lal trong co thé) khuyén & phian bién phap tranh
thai duwdri day) Ve
Phu nir c6 thai — thong tin danh cho nam gidri \a /
= Théng bao chao bac 5T ngay 1&p tire néu vo mang thai I{|i h nhén dang ding thude nay.

Bi¢n phap tranh thai - thong tin danh cho phu nir va nam gidi
Bénh nhén phai sdr dung cdc bién phap tranh thai higu qua trong swdt thivi gian didu tr.
o TAGRISSO co thé dnh hurdng dén hiéu qua cla cac thubdc tranh thai noi tiét dweng ubng.
Trao ddl vl bac s§ vé bign phap tranh thai thich hop.
= TAGRISSO cd thd & vao tinh dich. Do 48, vigc ngudri dan dng sir dung bign phap tranh
thai hiéu qua la rat quan trong.

Bénh nhén phai lam nhimg diéu nay sau khi két thic diéu tn bing TAGRISSO:
e Phuy nir - tiép tuc sir dung bién phap tranh thai trong wong 2 thang tiép theo.
= Mam gidvi — tiép tuc st dung bién phép trénh thai trong ving 4 thang tiép theo.
Phy nir cho con b
Khéng duwere cho con bu khi dang st dung thuds nay. Chira rd lidu ob ril ro ndo s& xdy ra véi trd
hay khing.
Lai xe va vdn hanh may mdbc R
TAGRISSO khang dnh hudng hodic dnh hwdng khdng dang ké dén kha néng 14 xe va vén hanh
may moc.
Néu bénh nhin ngung ding TAGRISSO
Khéng duge ngung ding thude khi chua cb hudng din clia bac s§. Vidc ding thudc mdi ngay
theo hudng din cla bac 5§ 1a rét guan trong.
Méu bénh nhén cd bat ky cau hdi v& sdr dung thutc, hdi y kién bac s§, duoc sy
KHI NAD CAN THAM VAN BAC 5Y, DUFO'C SY

Thing bao cho bac s§, duge 57 ndu bénh nhan co bat ky téc dyng phy nao. Bac gom ca nhikng
tac dung phu khac khang dwgc d& cap frang tor hudng dén si dung nay.

Néu can thém thong tin xin hi y kign bac s§ hodc duoc s§

HAN DUNG CUA THUOC: 3 nam ké tr ngay s4n xuat.
NHA SAN XUAT AstraZeneca AB, Gartunavagen, SE-151 85 Sodertalje, Thyy Bién,
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HUONG DAN S’ DUNG THUOC CHO CANBQ Y TE

Rx Thuéc ban theo don

TAGRISSO
Osimertinib

Vién néan bao phim

Doc ki hwdmg din sir dung trude khi ding.

Dé xa tim tay tré em.

Théng béo ngay cho béc sy hodc dwge sy nhimg tic dung khéng mong mudn gap phai khi
siF dung thuac.

THANH PHAN VA HAM LUPONG

TAGRISSO 40 mg
Mbi vign chira 47,7 mg osimertinib mesylate twong dl.mf:ﬁ vixi 40.mg osimertinib.

TAGRISSO B0 mg f//

M3&| vign chira 95,4 mg osimeartinib mesylate trong dwong vdi 80 mg osimertinib,

Ta duwge:

Nhan vién: mannitol, microcrystalline celiulose, low-subsfituted hydroxypropyl cellulose, sodium
stearyl fumarate.

Lép bao: polyvinyl alcohaol, titanium dioxide (E 171), macrogol 3350, talc, oxide sat vang (E 172),
oxide sat 46 (E 172), oxide sit den (E 172)

DANG BAO CHE

Viégn nén bao phim

TAGRISSO 40 mg
Vién mau be, hinh tron, dudng kinh 8 mm, hai mat i, co khic "AZ" va “40" & mdt mat va mot mat

trem

TAGRISSO 80 mg

Vign mau ba. hinh bau duc, kich thede 7,25 x 14,5 mm, hai mat 14, o khac "AZ” va "80" & mdt mét
va mit mat tren.

QUY CACH BONG GOI: TAGRISSO 40 mg, 80 mg: Hdp 3 vi x 10 vién nén bao phim.

PAC TINH DUQC LY

Bic tinh dwgre e
MNham duoe Iy tr lidgw thude chdng ung thuer, chét (e ché protein kinase; ma ATC: LO1XE35

Co ché tac déng
Osimertinib 1a ehit (e ché Tyrosine Kinase (TKI). Bay | chit (e ché khéng thudn nghich thy thé yéu

td phat trién bidu bi %Epiﬁerrnal Growth Factor Receptors - EGFRs) c¢é @t bién nhay cam (EGFRm)
vé d5t bién T720M dé khdng véi TKL

1119
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Tac 3bng vé duod lve

Cac nghién cieu in vifro 48 cho thdy osimertinib ¢ tac dbng U ché hiéu qué cao thy thé EGFR bang
cdc bude diéu i cac té bao ung thu phdi khong phai té bao nhé co A6t bién T790M va dét bién
EGFRm nhay cam trén lam sang (xét nghiém phospho-EGFR cho thﬂ:.r ICs0s rd rét tlr 6 nM dén 54
nM}. Biéu nay dan dén (rc ché s phat trién cla té bao trong khi cha thay it co téc dong dang ke trén
EGFR cla cac té bao khing co dot bién (wild-type cell lines) (xét nghiém phospho-EGFR cho thiy
ICsas rd rét tlr 480 M d5n 1.8 uM). Khi dlng osimertinib dudng udng in vive [am cho khdi u co lai &
cd mau khéi 1 ghép ngoal lal va bién ddi gen trén phdi chubt cb té bdo ung thu phéi khéng # bao nhd
cé dbt bidn EGFRm va T780M.

Bigén sinh Iy hoc trén tim

Kha nang kéo dai khoang QTc khi ding TAGRISSO da duec danh gia trén 210 bénh nhan dang ding
osimertinib 80 ma/ngay trong nghién ciu AURAZ. Céc gid trf ECG da dugre thu thap sau khi ding 1
lifu osimertinib va khi thude 88 nbng @5 hing djnh d& danh gia tac dong cla osimertinib trén khoang
QTc. Phan tich duec déng hec du dodn kha néng keo dai khoang QTc lién guan dén thuos I3 14 mil
gifty o lidu BO mg vii tri 50 gidvi han trén & 16 mili gidy (3% tin ciy 80% CI)

Hiéu gua va an toan trén lam sang

Bénh nhén ung thir phdi khing té bao nhd (NSCLC) cd dit bign TTH0M trde khi digu tri - nghiin cdu
AURAZ

Higu qua va tinh an toan cia TAGRISSO trong visc didu tri bénh nhan ung thu phdi khang té bao nhd
(NSCLC) giai doan tién trién tai chd hay di cén, cd dt bidn T790M khi bénh tién trién hodic sau khi
didu trj bing EGFR TKI 43 dwoc chirng minh trong nghién ctru pha 3 ngau nhign, nhan maé, co ddi
chirng (AURA3). Tat ca bénh nhan phai co 35t bién EGFR TT20M duong tinh dugc xéc dinh qua x&t
nghigm 3ot bién EGFR cobas thuc hign tai phang thi nghigm chinh trudc khi dwa vao didu tri. Tinh
trang ddt bién T7H0M clng duge danh gid qua viée thdo xodn cdc DMA khdi u trong tuan hoan (ctDNA)
|dy tir miu huyét tueng trong khi sang lpe. Muyc téu chinh danh gia higu qud |a théi gian sbng khéng
bénh tién trién (PFS) theo danh gia cla nghién clu vién. Cac myc tiéu do lwémng hiéu qua bb sung
ban gn’!m ty |& dap irng khach quan (objective mapi:msu rate - ORR), thivi gian dap 0'ng (DoR) va tha
gian séng can toan bd (OS) theo danh gia cda ngITién clru vign.

] h

Bénh nhdn duec phan ahém ngBu nETaANg thubc theo 1 18 2.1, tuong ng 14 ding TAGRISSO
(=279} hodc hoa tri bd 34i co platinum [ﬁ'd"itﬂ}. Vigc ding thudc duoc phan ngau nhién theo ching
t8c (chau A va khéng phal chau A). Bénh nhan & nhanh TAGRISSO diung Eu 80 mg udng mot
lan/ngay cho dén khi khéng dung nap véi didu tri, hodc nghign clru vién xac dinh rdng céc bénh nhan
khéng con lgi ich 1&m sang. Héa tri gbm pemetrexed 500 mg/m® vii carboplatin AUCS hodc
pemetrexad 500 mg/m? véi cisplatin 75 mg/m®) vao ngay 1 clia méi chu ki 21 ngay cho 8én 6 chu ky
Bénh nhan khing tién trién banh sau bdn chu ky hda tri liéu co platinum nhir trén oo thé duoc by tri
duy tri bing pemetrexed (pemetrexed 500 mg/m? vao ngay 1 cia mai chu ky 21 ngay). Nhirmg bénh
nhén trong nhanh hoa tri cb bénh tidn trién trén chin doan hinh dnh (theo nghién cou vién va duoc
x&e dinh qua chan dodn hinh dnh ddc 13p) =8 oo co hii duge bit A4u didu trj bing TAGRISSO

Cac djc tinh co bdn vé nhan trde hoe va bénh ly cla dan sé nghién ciu ka tudi trung vi 62 tudi, bénh
nhan 275 tudi (15%), phy nir (64%), ngudi da tring (22%), ching téc Chau A (85%), khéng hit thude
{68%), 100% bé&nh nhén cb trj 56 thd frang theo WHO 14 0 hodc 1. C6 54% bénh nhén da bj di cén
tang ngodi I6ng ngwe (extra-thoracic visceral metastases), trong d6 cé 34% b di c&n ndo (CNS
metastases) (duoc xac dinh qua sang thuong than kinh trung wong & mic cor bén, tién s y khoa,
valhodc phau thuat trrde 36, vadhodc xa tri trirérc ki di cadn ndo) va 23% di can gan. Co 41% bénh
nhan bj di can xwong.

Nghién ciru AURAS cho théy cd cai thién dang ké co § nghfa thbng ké vé PFS trén nhanh bénh nhan
diéu trj bang TAGRISSO so véi nhanh ding héa tri. Bang 1 tom tat két qua vé hidu qua cla nghién
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clru AURA3 theo danh gid tir nghién clru vién va hinh 1 trinh bay db thi dwémg cong Kaplan-Meier
@i vai PFS. Dir ligu sdng con toan b chira duwrgc hoan thign tal thén didm phan tich OS ban dau nay.

Bang 1. Két qua diéu trj tir nghién ciru AURA3 theo danh gia cua nghién ciru vién

Tham sb hiéu lwe TAGRISSO Héa tri
- (N=279) (N=140)
‘Theéi gian séng khéng bénh tién trién (PFS)
1) m& ch :%Ft%énh n':':lﬂﬁn 6 xay ra bién cb) 140 (50) 110 (79)
Trung vi. Thang (95% CI) = 10,1(8,3;12) | 4442 58)
HR (85%CI), Tns& P 0,30 (0.23. 0,41); Tri 56 P <0,001
Thei gian séng con toanbg(os)
58 bénh nhan tr vong (% Danh nhan cé xay ra bién cd) B9 (247) | 40 (2B B)
OS trung v|, Thang (85% ClI) NC (20.5. NC) NC (20,5 NC}
"HR (95%CI); Trisa P 0,72 (0,48 1.09): Trisb P = 0,121
' Ty |é dap img khach quan (ORR}* |
Sé benh nhan dap ong. Ty 1& dap Ung (95% CI) r1%1:g;; 76) v E‘; 40)
| Ty sb chénh Odds ratio (95% CI). Trisé P 54 (3,5 85) Trisd P =0,001
Thedi gian dap Omg (DoR)*
Trung vi, Thang (85% CI) [ 97(83 116 | 4.1(30.58)

HR (Hazard Ratio) = ty s rli ro, Cl (confidgence interval) = khodng tin cdy, NC = chua tinh dugc,

Tat cd kit qua vé hidu guad déu trj durgc danh gia theo téu chudn RECIST (léu chudn danh gia dap Gng trén
budu Jac — RECIST),

' Phan tich OS dau tién d3 duoc thue hién khoang 4 thang sau khi co tich ban 3%u vé PFS. Phan tich 05
khing dirge didu chinh theo khé ndng giy nhifu cia nhdm bEnh n%}lh héa tri chuydn sang dung
osimertinib {co 34 [§7%] bénh nhén & nhanh ding hda tri duoc dhéiu tri imertinib sau da}

2 Wét qua ORR (T 18 dap (rng khach quan) va DoR (Théri gian dap onglMtfoc danh gid theo nghién cliu vién
thi phil hgrp vl céc ghi nhan qua Hei dong dbc lap tham dinh mi {BICR - Blinded Independent Central Review)|:
ORR theo danh gia cla BICR trong (rng 13 64,9% [95% Cl: §8.0; 70.5] trén nhanh ding osimartinib va 34,3 %
[96% CI 26,5, 42 8) tén nhanh hda tr; DoR theo dénh gid cla BICR 1a 11,2 thang (35% CI' B,3; NC) trén nhanh
dung osimartinit va 3.1 thang (85% CL: 2.9 4,3) trén nhanh haa 1.
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Hinh 1. DA thj trinh bay diréng cong Kaplan-Meier dbi voi Thod gian séng khdng bénh tién trién
(PFS) dwgre danh gla theo nghién ciru vién trong nghién ciru AURAJ
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Cac dibm farh dau thi kidn nhing quan sa i deos Kikm duyet

PFS dat dugc trung vi la 11,%; & nhanh TAGRISSO so voi 4,2 thang & nhanh hoa tri. Phén tich
nay cho thay hiéu qua diéu rtphiih

Phan tich d3 nhay déi vl PFS dwoe HE dbng ¢ 14p tham dinh mo (BICR) thire hién da cho thay
vi¥i danh gia cia nghién clru vién (HR 0,28; 5% Cl: 0,20
0.38).

Cai thién cd y nghia vé mat |am sang 48i vai PFS vin ty 20 rdi ro HRs < 0,50 ¢4 loi cha nhanh bénh
nhan ding TAGRISSO so véi nhanh hoa tr, ghi nhén nay I3 nhét quan trong tat c3 cac phan nhom
xac dinh trwde d3 phan tich, bao gﬁm ca chung tdec, tudi tac, gioh tinh tidn s hit thude va dot bedn
EGFR {d4t bién mf

doan & Exon 19 va d6t bién dém LBSER).

n nhan di cén ndo trong nghién ciu AURA3

Bénh nhdn d0 digu kiégn duoe chon ngau nhién vac nghién ciru la bénh nhin co di cn nlo én
dinh, khéng triéu chimg, khéng drge chi dinh ding corticosteroids trong tdi thidy 1a 4 tudn trurde khi
bat dau diéu trj. Bang 2 tom 1at danh gia cla BICR vé hiéu qua trén hé than kinh trung wong cén cu
theo tiéu chudn RECIST v1.1 trén 116 b&nh nhan (chiém tj 18 28%) d3 xac djnh 14 di c3n hé thén kinh

trung wong béng phuong tén chan dodn hinh dnh 5 n&o 13l thed dém tham gia nghign ciru trong
téng s6 419 bénh nhan.
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Bang 2. Hiéu qua trén hé than kinh trung wong theo BICR trén bénh nhan di can nao xac djnh
bing phweng tién chin doan hinh anh o ndo trong nghién cliru AURA3

' Tham s6 hiéu lwe TAGRISSO Hoa tri
| Ty |é dap irng khach guan trén h§ thdn kinh trung wong (CNS)'
Ty |& dap Ung (ORR) trén CNS % 70% (21/30) 31% (5/18)
{r/N)
(95% CI) | (51; B5) {11%; 58%)
Ty sult chénh (95% CI). Trj 6P | 51 (14 21) 0,015
Thei gian dap ing (DoR) trén EHS’
| Trung v, Thang (85% CI) 8,9 (4.3, NC) 5.7 (NC: NC)
Ty & kiém soat bénh (DCR) trén GHE
$6 bénh nhan da duoe kiém soat B7% (B5/75) 68% (28/41)
Ty 1& kifm sodt bénh trén CNS B 75 | I — (52; 82)
Tyr sudt ch&ﬂ (95% Cl); Trist P 3(1.2;7.9); 0.021
Théti gian sdng khéng bénh tién - 5
trién (PFS) trén CNS N=75 N4
S& bién cb (% bénh nhan co xdy ra 18 (25) 16 [39)
bién cé) 5
Trung vi, Thang (95% Cl) 11,7 (10, NC) 5642 97) I
HR (85% CI) Tri s6 P 0,32 (0,15, 0,69); 0,004 N

' Ty & dap lrng khach guan va Thevi gian dap (rng trén CNS dwgc xac dinh bang tidu chuan RECIST v1.1 lhEﬂ-
danh gia cia CNS BICR trén dén sb ot dép ing (céc sang thuong trén hé than kinh trung wrang tai theni dém
tham gia nghién ciru duge do lwdng theo BICR) n=30 & nhanh TAGRISS0 va n=15 & nhanh hda in

Z Chi dya trén 50 bérh nhan co dap Ung; Dok dwec dinh nghia 13 théj gign cb dap irng dau tién dugc ghi nhan
(dap Ung hodn toan hodc métl phin) cho dén khi bénh tién tidn ho } +DCR dwoc dinh nghta & ty 18
bénh nhan ct Jap ng (3&p ing hoan toan hogc mot phin), hodc bénk Sr'ginh = & twan

* Thiri gian sbng khéng bénh tién trién trén CNS duwc xac dinh bang YU chudn RECIST v1.1 theo dénh gid
cia CNS BICR (RECIST v1.1 by CNS BICR) trong phén tich diy 44 trén dén s4 (sang thurong trén hé than kinh
trung werng tai thér iém tham gia nghién ciru do irdmg duoc holic khéng thé do ludng duge theo BICR) n=75
& nhanh TAGRISSO va n=41 & nhanh hda tri

Ty sd rdi ra (HR) <1 cd Igi cho TAGRISSO

AURAZ cb djnh treére viéc danh gia PFS cho phan nhom o di c8n trén hé than kinh trung wreng duoc
xac dinh tai ddu vao cla nghién cdru, thé hién & Hinh 2.
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Hinh 2. PFS toan bé danh gia boi nghién cipu vién dia trén tinh trang di can CNS & dau vao
nghién ciru, 46 thj dwérng cong Kaplan-Meier (toan b phan tich) trong nghién clru AURA3
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Thén gin (Tharg)

AURA3 cho thay su céi thién dang ké cé y nghia thbng ké vé PFS trén bénh nhan dung TAGRISS0
s0 v bénh nhan dung haa trj bat ké tinh trang di can hé than kinh trung wong tai thoi Gém tham gia
nghién clru. |

Két gud do bénh nhan ghi nhan
CAac triéu chung do bénh nhan bao cag (patient-reported symptoms) va chat lvong cudc sbng Bén

quan dén sire khoe (health-relMad.qualty of Ife - HRQL) 63 dwoc thu thap qua thiét bi dign tlr bing
cach sir dung bang cau hdi EORTE 'QECQ-C30 va bang ciu héi chuyén bidt vé u[:g thir phéi (EORTC
QLO-LC13). Bdng ciu hdi LC13 ban diu dirgc ding mat An mét tudn trong 6 tuan dau tign, sau da
méi 3 tulin trirde va sau khi bé&nh tién fridén, Bang cau hai C30 dwec danh gia mai 6 tudn trirde va sau
khi bénh tién trién.

Phén tich céc trigu chimg ung thu phdi chinh

TAGRISSO lam cai thién cac tiéu chimg ung thy phdi do bénh nhan bdo cao so véi hoa tri qua sy
khac biét co ¥ nghia thdng ké vé sy thay doi dang ké so voi ban diu trén toan bd thivi gian tir khi

phan nhom ngdu nhién cho dén 6 thang déi vai 5 triéu chdng chinh duoc xac dinh trudc (chan &n,
ho. dau ngyre, khd thi va mét moi) duere thé hién trong Bang 3
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Bang 3. Banh gia 1ap lai mé hinh hén hgrp (Mixed Model Repeated Measures) — Céc triéu chirng
ung thie phdi chinh - thay ddi dang ké so véi ban ddu & nhanh ding TAGRISSO so véri nhanh

héa trj
Chan an Ho Bau ngye Khé thér Mét moi
Nhanh diéu | TAGRIS | Hoalri | TAGRIS | Hoatn | TAGRIS | Hoatr | TAGRIS | Hoat | TAGRIS | Héa b
trj S0 {140) S0 {140 S0 (140) 50 { 140) 50 (140)
{278) (279) (279) (27%) (278)
Shbénh | 239 g7 228 113 228 113 | 228 113 238 a7
nhdn (M)
Gid trj 551 273 1222 | 5869 -5.15 0,22 -5 51 148 -5 6 471
trung binh
hidu chinh
| S khac -B.24 -5.53 -5.35 -7.08 -10,35
- bigt wée {-12,88; 3,60) [-8.88; -2.17) (-8.20; -2,53) (-5.86; -4.33) [(-14.55: 6.23)
finh
_(95%Cl) o — e ) 1
' Trisop p <0,001 p=0,001 p<0.001 p=<0,001 [ p=0,001

Gid trf trung binh higu chinh v& su khae bigt wére tinh duoc tha thép tir phép phan tich theo Banh gia I&p lai mé
hinh han hop (Mixed Model Repeated Measures - MMREM). M& hinh ndy bao ghm bénh nhan, dibu tr], lgﬂ tham
kham, teomg tac gidra diéu tri thee s 1an tham kham, Jiém s6 iriéu chimg co ban, trong 8 gilka s4 frigu chimg
oo bén theo sb lan tham kham va s(r dung ma tran phurong sal khdng chu trie.

Chat lvomg cufic stng lién quan dén sire khde (HROL) va phan fich cai thign chic ndng thé chit
iphysical funclioning improvement analysis)

Bénh nhan dung TAGRIS30 cb co hdi lon hon dang kb dat dwoc sur cai
1ém hom hodc bang 10 diém vé& tinh trang strc khde todn cau va chic B
hol EORTC C30 so voi héa tr lidu trong thed gian nghién clru. Ty sudt ché
khde toan cau & 2,11 { 85% CI 1,24; 3,67; p=0,007); Ty suat chénh (O
2,79 (95% CI 1,50; 5.46; p=0.002).

n o'y nghia lam sang
thé-chat theo Bang céu
R) cla tinh trang surc
chire ndng thé chét |a:

Bénh nhan ung thir phdi khang 18 bao nhd (NSCLC) b dit bidn T7T90M trudre khi didu trf - trong nghidn
oty AURAEx va AURAZ

Cac nghién ciru 1dm sang 2 nhanh riéng I8, nha&n md& gém nghién clu doan hé md rong pha 2
(AURAsx (n=201)) va nghién clru pha 2 EALI RA2 (n=210)) 88 duoc thire hién trén b&nh nhan ung thur
phéi cé a4t bidn EGFR T790M va bénh tién trién sau mét hodc nhidu liéu phap diéu tri toan than twedc
day, ké ca éu phap EGFR TKI. Toan bd bénh nhan duoc yéu chu phai cd ddt bidén EGFR T790M
direrng tinh durore xac dinh gua xét nghiém dét bién EGFR do béng hé thdng cobas trong phing xé
nghiém trung tam triedre khi dwa vao digu tri Tinh trang 46t bign T790M cOng dwoc danh gia bang
cach danh gia héi elru ctDNA trich xust tir miu huyét tureng thu thip trang khi sang loc. Toan b bénh
nhén duge cho ding TAGRISSO véi lidu 80 mg, 1 laningay. Myc tiéu chinh dénh gia hiéu qua cia
hai nghidn clu nay la ty 1§ dap Ung khach quan (Objective response rate — ORR) theo tidu chudn
RECIST v1.1 bdi BICR. Myc tidu phy do lwéng hidu qud bac gbm thér gian dap dmg (Duration of
Response - DoR) va théi gian sdng khang bénh tién trién (Progression-Free Survival - PFS).

Bac diém co ban clia dan sé nghign clru tdng thé (AURAex va AURAZ) nhw sau: 38 tudi trung vi 63
nam, banh nhan 275 tudi (13%), phy nir (68%), nguéi da trang (38%). chau A (50%). Toan b bénh
nhan déu dwoc nhan it nhat 1a didu trj burdc 1 trudre khi dua vao nghién clru. Ba muwoi mot phan tram
{31%) (N=128) d3 nhan diéu trf buére 1 truede khi diéu tr| (bing EGFR-TKI), 68% (N=282) da nhan
dirgc diédu trj budre 2 hodc nhidu hom, Bay muroi hai phan tram (72%) bénh nhan 1a ngudi khing hit
thude, 100% bénh nhan cd chi sé thé trang theo Td chire ¥ t& Thé gidi (WHO) la D hodc 1. Nam mudi
chin phén tram (52%) bénh nhén da cb di c&n tang ngoai ldng ngwe, trong do cd 39% bénh nhan bi
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di can trén hé than kinh rung weng (CNS) (dwpc xdc dinh bdi sang thuong trén than kinh trung wong
s0 vivi frj 80 co ban, tién sir y khoa, vahodc phiu thuét trudee 46 valhodc xa tr trude khi di can CNS)
va 29% cb di can gan. Bon muoi bay phan tram (47%) bénh nhan cd bénh di cdn xwrong. Thai gian
theo déi trung vi dai véi PFS 14 12.6 thang

Trang 411 bénh nhan cé 461 bidn EGFR T730M dwong tinh trwde khi digu tri, t s6 ORR téng quét
theo danh gia cia BICR 14 66% (95% CI: €1; 71). O bénh nhén co dap dng J5 duoc xac nhén bdi
BICR, DOR trung vi la 12,5 thang (85% CI: 11,1; NE). ORR theo BICR trong AURAex va AURAZ
tuong (ng la 62% (85% CI- 55; B8) va 70% (95% CI: 63, 77). PFS trung vi 12 11,0 thang, 85% CI (9,6;
12.4),

Ty |& dap (ng khach quan thee BICR 43 duge ghi nhén la trén 50% o tat cé cac phan nhdm phan
tich dugre xac dinh trirdre, bao gbm céc liéu phap digu tr, ching toc, tudi tac va khu vure,

Khi danh gia dap ong trén toan bg dan sb, 85% (223/262) dugc ghi nhan Ia co dap (ng tai thei digm
ra soat dau tién (5 tuan); 94% (247/262) ghi nhan di¥ lidu dap &ng tai thed didm ra sodt thir hal (12
tuan).

3t i j 2 ign ciru phe 2 {AURAex va AURAZ)
Banh gia cda BICR vé hiéu qua CNS theo tieu chuan RECIST v 1.1 da dugc thue hign trong mét
phan nhom gém 50 b&nh nhén (trong ting s6 411 b&nh nhan) duwec xac dinh ¢6 di cdn CNS do duee
trén hinh @nh scan ndo. Ty |é dap ung khach quan (ORR) trén CNS 13 54% (27/50 bénh nhan, 85%
Cl: 39.3; 68,2) droc guan =2at, frong 46 cb 12% dap ong hoan toan.

Cac nghi&n ciru 1dm sang d3 khéng dwoc tién hanh dbi vi binh nhan NSCLC cd dét bidn EGFR
T780M ngay tir dAu (de nove ESFR TTS0M).

Tré am
Tinh an toan va hidu qua cla TAGRISSC & tré em va tré vj thanh nién < 18 tudi chura duwgc thidt Ep.
Hién chura cd dir isu

Béc tinh dwge dong |

Cac tham sb dwoc dbng hoc cla osimertinib dwoc xdc l&p trén nguwrdri khoe manh va bénh nhan ung
thu phdi khong té bao nhd (NSGL .rﬂll.rﬂ trén phan tich vé duroc ddng hoc trong dan s6 nghign ciru,
dé thanh thai huyét tuong bidu i osimertinib 12 14,2 Lih, thé tich phan bd bidu kién 14 997 L va
thiri gian ban thai pha cudi khoaag-48 gid, AUC va Crax tang 1y 18 theo iéu & mirc kéu tir 20 dén 240
mg. Khi ding osimertinio ngay 1 lan lam tang tich Iy khoang 3 1an vii mikc tiép xic hang dinh dat
droc sau 15 ngay dung thube. OF trang thai hding dinh, ndng dd thude trong huyét tueng tudn hoan
duy tri mét cach dién hinh & mirc gép 1,6 1an trong khoang 24 gid ding lhugc

Hap thu

Sau khi dung TAGRISSO duéng udng, ndng 45 dinh cla osimertinib trong huyét tuong dat duoc &
khoang thiv gian trg. trung vi (min-max) |4 6 gir (3 — 24 gid), vdi mét vai dinh & duge ghi nhan trong
24 giér Adu tién trén mdt 58 bénh nhan. D& sinh khd dung tuyét 88i clia TAGRISSO chua duoc xac
dinh. Dira trén mét nghién ciu duge ddng hoe 1am sang trén bénh nhén tai mde lidu 80 mg, thic &n
khéng lam thay 48i sinh kha dung esimertinib dén mét mirc 8% co ¥ nghla lam sang. (AUC ting 6%
(80% CI -5, 19) va Crae gidm 7% (80% CI -18, E)). O ngurdi tinh nguyén khde manh ding 1 vign 80
mg méa pH da day da dugc nang 1én do dung liéu omeprazole trong 5 ngay, ndng db va thai gian tiép
xUc clia osimertinib 3 khing bj &nh hudng (AUGC va Cue: tAng tuong &ng & 7% vil 2%) véi 90% Ci
vé ty I& tiép xiic ndm trong gidi han B0-125%.

Engn bach

The tich phan bd trung vi wdc tinh trén dan s6 nghién clru cla osimertinib & trang thai hing dinh
(VaslF) 18 997 L cho thay thube phan phdi ring rai vao cac mb, Khang thé do mic gén két protein
treng huyét twomg vi khéng én dinh, tuy nhign theo cdc d&c tinh Iy hoa cla osimertinib, mire gén két
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vt protein huyét teong oo I8 1a rat cao. Osimertinib cing d& dugre ching tS gan két trong dwrong vii
protein huygt tuong & chudl va & ngudi, albumin huyét thanh cda ngudd va chudt va té bao gan

MgLFie.
Bién d6i sinh hoc

Nghién ciru in vitro cho thay osimertinib dwoc chuyén hda chl yéu bdi CYP3A4 va CYP3AS. Qua
trinh chuyén héa qua CYP3A4 cb thé 1& dudmg chuyén hoa phy. Burdng chuyén hoa thay thé co thé
tdn tai nhung chua duge mé 1 day dl. Dva trén céc nghién clu trong dng nghiém in vitro, 2 chét
chuyén hoa cb hoat tinh duwoc Iy (AZ7550 va AZ5104) sau 36 3 dugc xac dinh frong huyét tuong
trong nghién ciru tién lam sang va & nguwini sau mot libu ubng véi osimertinib; AZ7550 cho thay duoc
Iy trong tir vir TAGRISSO trong khi AZ5104 cho thay hiéu qua manh hon frén EGFR & ca hai thé
ddt bidn va I-:hﬁng ddt bidn (type wide). Ca hai chat chuyén hoa xust hign tle tr trong huyét teong sau
khi bénh nhan ubng TAGRISSO, véi tew binh quan (min-max) d6i véi cac chét chuyén haa AZ7550
vi AZ5104 turorng (rng |a 24 gidr (4-T2 gily) v 24 gidr (6-T2 gidr). Trong byt tueng ngurdi, asimeartinib
chiém 0,8%, véi 2 chat chuy&n héa phén bé la 0,08% va 0,07% téng sé phéng xa véi phdn Ién céc
chét phéng xa gan két trong duong voi protein huyét tuong. Vigc tiép xic trung binh hinh hec cia
gﬁ hai AZ5104 va AZTS50, dyra trén AUC, xdp xi 10% mic tidp xic cla osimertinib khi & trang thai
n dinh.

Bwromg chuyén hoa chinh cla osimertinib la qua oxy hoa va khir alkyl hda. Co it nhat 12 thanh phan
d& ducre quan sat thay frong nude téu gbp va mau phan & ngudi vii 5 thanh phan chiém = 1% ligu
ma trong db osimertinib dang khéng doi, AZ5104 va AZT550, chiém khodng 1.9, 6,6 va 2,7% lidu
trong khi sdn phAm cong cysteinyl khap (M21) va mat chat chuyén hoa chua o (M25) chiém ty 18
turong omig 1a 1,5% va 1,9% héu.

Dwra trén cac nghién ciru in witro, osimedtinib 1a mdt chit ore ché canh tranh cda CYP 3A4/5 nhumg
khéng (rc ché CYP1A2, 2A8 2B6, 2C8, 2C9, 2C19, 205 va 2E1 & cac nong d6 cb lién quan vé mat
lam sang. Dwa trén céc nghign ciru in vifro, osimertinib khong phai 1d mét chat ke ché UGT1A1 v
UGT2B7 & ndng dd Iam sang cd lién quan dén gan. UGT1A1 cb thé gay ra (rc ché trén ruét nhung
tdc dong |am sang chua dugce bidt

Thai trir

Sau khi udng mét ligu duy nhét 20 mg, 67,8% lidu 93 duge phathién tro ;han {1.2% & dang khéng
adi), trong khi 14,2% liéu ding (0,8% & dang khéng d6i) da timi thay trong nude tidu sau B4
ngay ké tir ngay thu mu. Osimertinib khéng @i chiém kh clia qud trinh thai trir véi 0,8%

i

trong nuwdre tieu va 1,2% trong phan

Tuwong fac voi protein van

Cac nghién civu in vifro cho thiy osimertinib khéng phai 1a chét nén cia OATP1B1 va QATP1B3. In
vitro, ceimertinib khang e ché OAT1, OAT3, CATP1B1, OATP1B3 va MATEZK & céc nong dd cb
lién quan v& 1m sang. Tuy nhién, khang thé loai trir trong tac vai chat nén MATE1 va OCT2,

Tac dang ciia asimertinib trén P-gp va BCRP

Duwa trén céc nghidn clru in vifro, osimertinib 14 mét chit nén cdia P-glycoprotein va protein khdng ung
thir v (BCRP), nhung cb |8 khdng gy twong tac thubc trén 1dm sang vér cae thude khac do
esimertinib tai cac mirc lidu 1am sang. Dya trén div liu in vitro, osimertinib |3 mét chat (rc ché BCRP
va P-gp. Chua nghién clu céc twong tac didu bién qua men PXR khic véi CYP2A4 (xem phin
" Tuwong téc cis thudc véi cde thude khic va cdc loai tuomg téac khéc™),

Trén cac nhdm dén s6 déc bist
Trong mét phan tich duge déng hoc trén dan sé nghién ciru (n=1088), khong xéc dinh mdi lign hé co

¥ nghia lam sang gida mic tiep xic & trang thai hang dinh duge dy doan (AUC,:) va tudi téc cla
bénh nhan (25-81 tudi), giei tinh (nor 65%), ching téc (bao gbm da tréing, ching toc chau A, Nhat
Ban, Trung Quéc va bé&nh nhan khéng phai da tring va khang thudc ching ¢ chau A) va tinh tran
hat thude (ngudi hidn tai hot thube n=27, nguwdi tng hot thude n=329). Phan tich PK trén dan s
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nghién ciru cho thay trong | cor thé 1a mét bién dbc lap (covariate) dang ké vdi AUCss osimertinib
dur kién theo trong Iwgng oo the tir BS kg 320 43 kg (diem phan vj (quantiles) 95% 3&n 5%) da thay
déi it hon 20% khi so sanh voi cac AUCSS theo trong Ieng oo thé trung vi 18 B0 kg, Xem xét cac
diém tlr nhd nhét dén cao nhit cia trong lugng oo thé (e <43 kg dén B8 kg), ty 1é chat chuyén hoa
AZ5104 dao dong tr 11 8% xudng con 9 ,6% trong khi d&i véi AZ7550, ty 1é nay dao dng trong (ng
tir 12, 8% xubng con 8,1%. Dua trén mot phan tich PK dan 6, albumin huyét thanh c xac dinh 13
mit bién ddc 13p (covariate) dang ké vori AUCss osimertinib duw kién thay ddi tir -15% d&n +30% theo
mire albumin teong (ng i 29 dén 46 g/l (d&m phan vi (quantiles) 95% dé&n 5%) khi so sanh vai
AUC. & mirc albumin trung vi cin ban 38 gl Nhing thay di vd mirc tiép xic nay do trong luong co
thé hodc sur khac biét albumin cor bén khéng duec xem |4 cf lién quan vé [am sang.

B 3 e nEng gan

Osimertinib dwoe thél try chi yéu qua gan, va do 36, banh nhan suy gan 6 thé tang muc tiép xUc.,
Chira duoe tidgn hanh thir nghiém dugrs ddng hoc trén ngudd suy gan. Dyra trén phan tich PK déan sd,
khéng cé mdi quan hé gilra céc ddu chi cla chire ndng gan (ALT, AST, bilirubin) va mire tiép xdc
psimertinib. Cac dau chi cha chirc ndng gan (albumin huyét thanh) cho thay co tac dong trén duge
ding hoc cia osimerinb, Cac nghién clru lam sang duec thyc hién 43 loal trlr bénh nhan co AST
hodc ALT >2,5 lAn gigi han trén cda binh thudng (ULN), hodc néu do bénh ac tinh tiém an, da loai
trir b&nh nhan co AST hodc ALT >5,0x ULN hodc voi bilirubin toan phan =1,5x ULN. Duwa trén phan
tich dugre dong hoc cla 104 bénh nhan suy gan nhe, B bénh nhan suy gan trung binh va 872 bénh
nhan cb chirc ndng gan binh thudng, mikc osimertinib |4 twong ty nhau. C6 it dir liéu cd s8n trén
bénh nhan suy gan ndng (xem phan ‘Ligu dung va cdch ding”)

Chura ﬂ n hanh nghién clru dirg'e dong hoc trén bénh nhan suy than, Dua trén phan tich duec ddng

dan 50 cla 471 bénh nhan suy than nhe (Cler B0 dén < 90 mi/phdt), 208 bénh nhan suy than vira
{ClLer 30 d&n < B0 mliphdt), 5 bénh nhén suy thén ndng (Cler 15 dén < 30 mi/phit) va 402 bénh nhan
cd chikc nding than binh thuwémg (ién hon hodic bing 80 mliphdt), mire tiép xUc osimertinib 1a twong
tw nhau, Tinh trang suy than nang cb thé dnh hwdng dén thai trlr cdc thube thai trlr qua dwéng théan
Céc thir nghiém |&m sang ndy khéng bac gom bénh nhan cé Cler < 15 miiphit.

CHIi BI|NH BIEU TR]

TAGRISSO duec chi dinh cho bénh nhan truedng thanh ung thu phéi loai khang 18 bao nhé (NSCLC)
giai doan tién trién tai chd hodc di can cb Abt bién (EGFR) TT90M dwong tinh.

LIEU DUNG VA CACH DUNG

|
Diéu trj bang TAGRISSO nén duoc héi ‘_ viri pac s§ co kinh nghiém trong tri lidu khang ung thu.
Khi xem xet dung TAGRISSO Imng‘ﬂ(-‘%n ung thu phbi loai khong phai té bao nhé (NSCLC) giai
doan tién trién tai chd hodic di cdn, c&n thidt phéi xéc dinh tinh trang ddt bién EGFR T790M béng
phirerng phap xét nghiém da duoc cong nhan (xem phin “Luu ¥ diic bigt vé than trong khi s dung”)
Liéu lrgrng
Lidu khuyén céo 14 BO mg osimertinib, 1 [An/ngdy cho dén khi bénh tién trién tré lai hosic xudt hign
dée tinh phdn Org ngoai v khéng thé chip nhan.
Néu quén 1 lieu TAGRISSO, nén ubng thubc ngay trir phi lidu ké tiép sé dugc ding trong vong 12
gier. _
TAGRISSO co thé udng kém hodc khang kem thirc &n tai cung mot thér didm mal ngay.

Bigu chinh fidu
Cat n ngung ligu varhodc didu chinh liéu dura trén mire 36 an toan va dung nap cla mdi ca nhan
Neu can giam lidu, nén gidm xudng lidu 40 mg, 1 1An/ngay.
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Huding dn gidm libu khi gap dbc tinh phan (mg ngoai ¥ dugc trinh bay trong Béang 4.

Bang 4. Thong tin khuyén cao diéu chinh liéu TAGRISS0

Co quan dich Phén (rng ngoai y * ~ Chinh liéu
Phéi Bénh phdi md k& (ILDYViém phbi Ngung vinh vién TAGRISSO
Tim Khodng QTc Iém hon 500 mili gidy trén Ngwng ding TAGRISSO cho dén khi khodn

téi thidu 2 lan do ECGs riéng biét QTc nhd hon 481 mili giay hodc hdi phuc v
mirc oot bén néu mire cor ban QTc I&n hom
hodc bang 481 mili gidy, sau dd khdi diu lai
ver ligu gidm (40 mg)

Khoang QTc kéo dai kém diu Ngung vinh vién TAGRISSO

hi&uwtrigéu chirng loan nhip trém trong

Khac Phén ('ng ngoai ¥ cap 48 3 hodc Ién Ngung ding TAGRISSO cho dén 3 tuén
hom

Néu phan drng ngoai y cp 45 3 hodc C6 thé khdéi dau lai TAGRISSO véi cing lidu
I&n hon dugc cai thién xuong cap 95 (80 mg) hedc iBu giam (40 mg)

0-2 sau khi ngung ding TAGRISSO

cho d&n 3 tuln

Néu phan (g ngoai ¥ cip d6 3 hodc Nguwng vinh vién TAGRISSO

l&m hon khing duge c& thign xubng

cdp A8 0-2 sau khi ngung ding

TAGRISSO cho d8n 3 tuan
= 3hi chi; cap g8 phan dmg ngoai § trén 18m sang dya trén Tidu chuln Banh gié cac bién cd bat lgi (CTCAE)
phién ban 4,0 cla Vién Ung thur qudc gia Hoa Ky (NCIL
ECGs: dién tam 34, QTc: khodng QT dku chinh trén nhip tim

Cac nham bénh nhan dic bigt
Khéng can chinh liéu do tudi, cén néng, gitn tinh, ching téc hodc tinh trang hat thubc cia bénh nhan
(xem phan "Bdc tinh duwe déng”).

Bénh nhén suy gan

Khéng co cac nghign clru 18m sang duge tién hanh d& danh gia dac biét tac déng cua tinh trang suy
gan trén dugre ding hoc cla osimertinib, Khang cin diéu chinh liu bénh nhan suy gan nhe (tong
bilirubin = giéi han trén cua muec binh thwdng (ULN) va men aspart transferase (AST) =ULN
hodc téng bilirubin >1,0 3&n 1,5x ULN va r:]gi hién AST) hodc & banh'rbén suy gan trung binh (tbng
bilirubin tir 1,5 d&n 3 l&n ULN va co xuét hig#n AST), Tuy nhién thar-trong khi dung TAGRISSO cho
cac bénh nhan ndy. Higu qua va tinh an fodn cla thudc chira duroc thiet Lap trén bénh nhan suy gan
nang. Cha dén khi c6 dir liBu méi, khang khuyén cdo ding trén bénh nhan suy gan néng (xem phan
“Blae Hnh dirge dong™

Bdnh nhan suy than

Khéng co cac nghién clru [4m sang dugec tign hanh dé danh gia dic biét tac déng cla tinh trang suy
than trén duge dng hoc cla osimertinib. Khang cén chinh liéu & bénh nhén suy than nhe, trung binh
hodc nang. It dir igu cé s8n trén bénh nhan suy than nang. Tinh an toan va higu qua cda thudc chura
duoc thiét lap & banh nhan bénh than giai doan cudi [d6 thanh thai creatinin (ClLer) <15 mLUiphdt dwec
tinh theo cing thirc Cockcroft and Gaulf] hodc dang loc mdu. N&n than trong khi digu tri cho bénh
nhan suy than nang va bénh than giai doan cudi (xem phan “Bdc tinh duve déng ")

T'ré em
Tinh an toan va hiéu qua cia TAGRISSO & tré em va tré vj thanh nién < 18 tudi chura durgre thidt 1ap.

Hién chuwra cd dir ligu.
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Cach dang
Thube ding dwéng udng. Nudt nguyén vién vii nude va khang durec nghién, bé hodc nhai

Trwéng hop bénh nhan khing thé nubt nguyén vién thube, e thé phan tan vién thude trong 50 mi
nuérs khing chira carbonate, Tha nguyén vidn thubc vao nuwde, khing dugc nghién, khudy 3éu cho
dén khi thugc phan tan va uéng dich thudc ngay 1ap tirc. Mén ding thém nira ly nude tréng ly 8& ddm
bano khfng cén cn thudc va udng ngay. Khdng dung thém bét ky cht long ndo khac,

Néu can ding qua dudng Bng théng da day, nén theo quy trinh nhur trén nhueng Igng nudc ding sé
la 15 ml & 1&n pha dau va 15 mi khi trdng ciin. Téng hop 30 mi chat léng sé dwgc ding theo hudng
dén cla nha edn xull dng théng da day véi legng nwde trang dng thong (water flushes). Nén ding
dich phan tan va trang cdin trong vong 30 phit ké tir khi thubdc dugc pha vao nudce.

CHONG CHI BINH
Qua man vei hoat chat hodc bat ky ta duoc nao (gt ke tai phan “Té dugc”.

Thude St John's Wort khdng nén ding chung vin TAGRISSO (xem phan “Turong tac cda thuoc vor
cdc thude khdc va cdc loai fuong fac khac),

LUU ¥ DAC BIET VA THAN TRONG KHI 50 DUNG

Than trong

anh gia tinh dst bi FR T780M
Khi xem xét ding TAGRISSD & u tri cho badnh nhan ung thar phdi loai khéng phai 18 bao nhd
(NSCLC) giai doan tién trién tai chd hodc di cén, viéc xac dinh tinh trang dét bién EGFR TT90M & rét
uan trong. MNan thirc hidn mot xét nghiém 35 duec cong nhén bang cdch si dung mau DNA khéi u
I&y tir m8u mé hodc mAu DMA khdi u trong hé tudn hoan (ctDNA) thu thap 10 mau huyét twrong.

Chi ding cac phwrong phap xét nghiém cd 45 tai lap, dé tin cay, 36 nhay cing vin cac churong trinh
tién ich (utikty) 33 durge kism chirmg d& xag dinh tinh trang d&1 bidn T790M cia mau DNA khéi u (i
m&u mé hodc mau huyét trong). f

Visc xéc dinh tinh tra dwm@ﬁa ﬁi bi&n T7T90M s dung xé&t nghigm trén mau mé hodc mau
huyét turong s& cho biét cd da ié u trj véri TAGRISSO. Tuy nhién, néu si dung xét nghiém
mau DNA khéi u trong hé tuan hoan dura trén mau huyét tong va co két qua am tinh, khuyén cao
nén theo dai tiép bang x&t nghiém tir m&u md néu co the vi cd kha nang x&t nghiém mau huyet iueng
cho két gua am finh gia.

Bénh mg md ké (ILD)

Bénh phéi mé ké (ILD) trdm trong/de doa dén tinh mang/géy tir vong hodc phan (ng ngoai y gidng
ILD {nhur viégm phai) 48 duwee ghi nhdn & bénh nhin ding TAGRISSO trong cac nghién clru 1dm sang,
Hau hét cée tneéng hop dwge cai thién hodc bién mét khi ngung d@idu tri. B&nh nhan cb tén si¥ ILD
trirére d8y, 83 ding thude gay ILD, viém phdi do xa ti ma yéu ciu ding stercid hodc cé bit ky bing
chirng ILD tién trién trén 13m sang 43 duoc loai trir khéi céc nghién clu m sang nay (xem phan
"Phén img ¢t hai cla thudc”).

B4 ghi nhan bénh phbi mé ké (ILD) hodc phén ¢ng ngoai ¥ gidng ILD (nhi vigm phéi) & 3,5% bénh
nhén va tir vong & 0,6% trén tdng sb 833 bénh nhan ding TAGRISSO trong cdc nghién ciu AURA,
Tan xuat xdy ra ILD 1a §,2% ¢ bénh nhan |a ngudi Nhat ban, 1,9% & bénh nhan Chau A va 2 9% &
nhom bénh nhan khong thudc ching tée Chau A (xem phan "Phdn Umg co hai cda thude”),

Can danh gia than E‘q;g &9 loal trir ILD @i vivi tat cd bénh nhan khdi phat cip tinh triéu ching dwdmg
hé hip (khé they, ho, sot) valhodc cac triéu chirng ndy tré nén nang hon khang gidi thich duoc, Nén
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ngung didu tr| béng thudc nay trong khi dang kiém tra cac triéu ching trén, Néu 43 chén dodn 14 ILD,
nén ngueng vinh vién TAGRISSO va bat du cac liéu phap didu tri can thiét,

Kéo dai khoang QTc
Khodng QTc kéo dai xuat hién trén bénh nhan ding TAGRISSO va cb thé din dén ting nguy co nhip

nhanh that (nhur xoén dinh) hodc to vong 44t ngdt. Khang b bién cb logn nhip ndo duge ghi nhan
trong cac nghién clru AURAex or AURAZ (xem phln ‘Phdn tng cd hai cta thude). Banh nhédn cb bét
thudng vé nhip va dan fruyén ndng trén Bm sang khi do dién tam db lic nghi (ECG) (nhu 1 khodng
QTc lém hon 470 ms) da dwoc loai trir trong cac nghién cliru nay (xem phan "Phdn dmg cd hai cha
thuac")

Khi ¢é thé, nén tranh ding osimartinib trén bénh nhan cd héi chimg AT kéo dai bam sinh. Nén thao
déi dinh ky dién tdm db (ECGs) va chét dign gidi trén bénh nhan suy tim sung huyét, rdi loan dién gidi
hodic & bénh nhén dang dung thudc 33 bigt lam kéo dai khodng QTe. Nén ngung digu tri & bénh nhan
cé khodng QTc Idn hon 500 mili gidy duge ghi nhan trén it nhat 2 1&n do dién tam dé tach biét cho
dén khi khodng QTc nhé hon 481 mili gidy hodc phuc hii vé tri sd cin ban néu khodng QTc Ién hon
ho#c bang 481 mili gidy, sau dé cd thégdl'mg lai TAGRISSO & mirc lidu gidm nhwr trinh bay tai Bang
4. Nén ngung osimertinib vinh vién & bénh nhan co khoang QTc kéo dai di kém voi cac hign ch sau:
xoan dinh, nhip nhanh that da dang, ¢d dau higw trigu chimg loan nhip tram trong.

[hay ﬂﬂ!l linh co thit oo tim

Trong cac nghién ciru lam sang, phan suat tong mau that trai (Left Ventricular Ejection Fraction -
LVEF) giam 2 10% va mit sy syt giam < 50% 43 xay ra trong 4,0% (26/655) bénh nhan ding
TAGRISSO, 1& nhimg ngurdn cb danh gia LVEF khi khii Aau Sidu tri va tdi thidu 1 18n theo dbi sau dd.
Qua cac dir lidu lam sang co =an, mdi lién hé nhan qua gilra tac dong trén co that co tim va TAGRISSO
chira durge thiét 1ap. Trén bénh nhén cé cac yéu th nguy co trén tim va nhirng nguwdi b cée tinh trang
cd thé @nh hudmg dén LVEF, nén xem x&i theo dai tim, bao dénh gid LVEF khi khéi Hau (at
baseling) va trong khi didu tri. Trén bénh nhin o6 diu higultriéu ﬂ,‘t E}i.m‘lién quan trong khi diéu tri,
viéc theo déi tim bao gém d4anh gia LVEF nén dugc xem xét, L

Vidm giac mac

Vigm giac mac 43 duge ghi nhan & 0,7% (n=6) trén thng s& 833 bénh nhén didu trj bang TAGRISSO
trong cac nghign ciru AURA. Nén thadm kham bac s§ chuyén khoa mat ngay lap turc khi bénh nhan co
cac déu hidu va friéu chirng nghi ngd vigém két mac nhir tinh trang cép hodc tram trong hon cla viém
mat, chdy nuée mat, nhay cdm anh sang, mé mat, dau mat val hodc mat dd (xem phan "Liéu dong
vé cach dung” Bang 4).

Phu nir co thai va cho con bd

[ ) i $6i v nam gidi va phu ni
Phy nir o6 khad ning mang thai duoc khuyén cao nén tranh ¢ thai khi ding TAGRISSO. Bénh nhan
nén ding cac bién phap ngira thai higu qua t4i thidu i 2 thang & phu nir va 4 thang & nam giti sau
khi hoan tat lidu trinh diéu i béng thude. Khéng loai trir nguy cor thubc lam gidm ndng 85 va théi gian
tiép xic cla harmon ngira thai.

Phu nir cb thai _
Chira co hodic it diF liBu vé viéc ding osimertinib cho phy nlr cd thai, Cac nghién clu trén ding vt

cho thay thudc gy dbc tinh trén hé sinh san (gay chét phéi thai, gidm phat trién phai thai va i vang
chu sinh). Theo co ché tac dong va dir liéu tidn lam sang, osimertinib co thé 1am tén hai phai thai khi
ding thudc trén phu nlr oo thai, TAGRISSO khong nén dung cho phy nir ca thai tnlr phi tinh trang l&m
sang cla bénh nhan nay bit budc phai diéu tri vii osimertinib.

Phu nir dang cho con bu
Chura biét rd [ibu osimertinib hodc chit chuyén hoa cb bal tét qua slra me hay khéng. Khang co théng
tin g4y a0 vd vigc bai tiét osimertinib hodc chit chuyén hda vao sira trén 8hng vat. Tuy nhién,
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osimertinib va cac chat chuy@n hoa da durgc phat hién trén Ilra ché con dang ba va da ghi nhan co
phan (rng ngoai v trén sur phat tridn va sbng con cua Ilra ché con nay. Chua loal trir nguy co trén tré
em dang bl ndu nguéi me ding thubc. N&n ngung cho con bl khi ngudi me ding thube TAGRISSC.

Kha ning sinh san
Chua cd dir hidu v& anh hudng cla TAGRISSO trén kha ndng sinh san & ngudi. Két qua tir cac

nghi&n clru trén sic vat cho thdy osimertinib cé anh huwdmg trén cdc co quan sinh san cua nam
gi&iiphy nr va cb thé gay tdn hai kha ndng sinh san.
Anh huwéng trén kha nang lai xe va vin hanh may moc
TAGRISSO khang cd hodc it 4nh hurdng dén vide 18l xe hodc van hanh may moc.
TUONG TAC CUA THUGC VO CAC THUOC KHAC VA CAC LOAI TUONG TAC KHAC
d d hoc

Cac thuoc cam ing CYP3A4 manh co thé lam gidm nong dd va thoni gian tiép xGc clha osimertinib.
Osimertinib cd thé @m téng ndng 3¢ va théi gian tiép xdc cla chat nén BCRP.

Cac nghién clru in vitro da cho thay osimertinib direc chuyén hda pha | chi yéu qua CYP3A4 va

CYP3AS. Trong mét nghién clu duge ddng hoc trén 1dm sang, khi dung chung voi 200 mg
itraconazole (chit (¢ ché CYP3A4 manh) x 2 lAningay d3 khang anh hudéng dang ké vé 1am sang
trén nfng A va thai gian tiép xic vai osimertinib {dign tich duwd dwdng cong (AUC) tang 24% va Caw
gidm 20%). Vi vay, chét i ché CYP3A4 cb |8 khdng dnh hudng 88n ndng 06 va thén gian tidp xdc
cua osimeartinib. Chua xdc dinh duge cdc men xic tac thém

Trong mdt nghién curu durgre ddng hoc [am sang trdn bénh nhan, dién tich nﬁng dd osimertinib durdi
dwéng cong & giai doan 4n dinh (AUC steady state) gidm 78% khi di chung w&i rifampicin (600
mgfngay trong 21 ngay). Tuon -nong d5 va théi gian tiép xic veri chat chuyén hda AZ5104 cing
gidm 82% (301 v trj 56 AUC)e &i v 1 56 Cras). Khuyén cdo nén tranh ding TAGRISSO
abng thévi vi cac chét cdm ong C manh {e.g. Phenytoin, rifampicin va carbamazepin). Cdc chét
cam ung CYP3A4 trung binh (2.9. bosentan, efavirenz, etravirine, modafinil) co the cling lam giam
néng dé va thév gian tidp xlic osimertinib va nén sO dung than trong hodc tranh ding néu cb thé.
Chura cd dir liéu 1am sang dé khuyén cao chinh liéu TAGRISSO. Chong chi dinh dung chung véi thube
81 John's Wort (xem phgn *Chang chi dinh).

Anh hwdng cda céc thudc lam gidm dich da day trén osimertin
Trong mét nghién clru durge dong hoc lam sang. viéc dung dong théi véi omeprazole 43 khing lhag

dbi nong A6 va théi gian tiép xic cla osimertinib trén 1am sang. Cac chét diéu bién pH dich vi co th
dung chung vii TAGRISSO ma khéng cé bét ky han ché nao.

Hoat chét o6 nbng d6 trong huyét tuong co thé thay dbi do TAGRISSO

Theo céc nghién civu in witro, esimertinib 12 chit irc ché canh tranh cla chét van chuyén BCRP.

Trong mét nghién ciu PK trén [Am sang, khi ding dong théd TAGRISSO vai rosuvastatin (chat nén
nhay cdm BCRP) 58 lam tang AUC va Crax cla rosuvastatin tirong Ung 1a 35% va 72%. O bénh nhan
dang dung dd&ng thér vdi céic thude oo khuynh hudng phu thubc BCRP va cb chi sd didu tri thip, nén
theo dbi chit ché vé dau higu thay adi tinh dung nap cda thudc ding chung vi co thé 1a két qua ca
sy tang ndng do va thévi gian tiép xic trong khi ding chung vai TAGRISSO (xem phan “£4c tinh duge
dong )

Trong mgt nghién clu PK trén I8m sang, wéc ding déng théi TAGRISSO véi simvastatin (chét nén
nhay cam CYP3A4) s& lam giam AUC va Cue cla simvastatin trong mg 1a 9% va 23%. Cac thay
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ddi ndy nhd va ob 18 1a khing dang ké vé mat lam sang. Khang chic xdy ra tvong tac dugc dong hoc
trén I4m sang vai chat ndn CYP3A4. Chua nghién ciu sy ivong tc qua men khac véi CYP3A4 duoc
didu bién béing chét thy thé Pregnane X Receptor (PXR). Khong loai bd nguy co gidm néng do va
theri gian tiép xic cia hormon ngira thai khi ding dong thei,

PHAN IPNG CO HAI CUA THUOC

Tom tat di liBu an toan thubc

Céc nghign ciru frén bénh nhén ung thir phdi khéng té bao nhd (NSCLC) oo dot bidn EGFR T790M
duremg tinh, a8 diéu ti bing EGFR TKI trude déy

D libu @b cap duréi day phan dnh vide tidp xic v&i thude TAGRISSO trén 690 banh nhan ung this
phéi logi khéng phai t& bao nhd (NSCLC) c6 dét bién EGFR T790M dueng tinh d3 duee ding lidu
phap EGFR TKI trudre day. Cac bénh nhan ndy 48 duroc didu tri véi TAGRISSO liéu B0 mg mdl ngay
trong mdt nghién cliru ngau nhién pha 3 (AURA 3-budc 2) va 2 nghién ciru don nhanh (AURAex va
AURAZ-burdc 2 hodc Idn hon) (xem pl‘lﬁr‘l ‘B tinh duwge iue”), Trong nghign ciru AURAJ, thdi gian
trung vj &éu trj bang thubc 1a 8,1 théng & nhanh bénh nhan ding TAGRISSO (n=278) va 4,2 thang &
nhanh hda i) (n=136). Phan i&n bé&nh nhan trong cac nghién clru gdp pha 2 da duwrore digu tri tich cuc
trurerc 06 68% 348 cung t4i thidu 2 phac b didu trj trudre va 46% da nhéan 3 phac db diéu tr hodc nhiéu
hon. Ngoai digu tri vai EGFR-TKI, co khodng 2/3 sb bénh nhan (63%) 48 dung hoa tri platinum trude
do. Théri gian trung vi tdng quat diéu tri bénh trong AURAex va AURAZ [a 13 thang (N=411). Cac phdn
trng ngoai ¥ thudng gap nhat dwoc ghi nhan 13 tidu chay (44%) va ndi man (41%). Cac phan (ng

ngoai ¥ cap 96 3 va 4 trong ¢4 2 nghién clru nay chidm ty 1& tuomg U 26% va 2%. Viéc gidm ligu
do ADR rﬁg' ra chigm ty 1& 2 3% trén tdng sb bénh nhdn dang ding 0 B0 myg, 1 laningdy,
Ngung thutie do g3p phan (rng ngoai ¥ hodc cb cac tham s6 xat nghié thurémg chiém ty & 8, 5%.

Bénh nhan cd tién sl bénh phéi mé k& (ILD) trede day, d8 ding thube géy ILD, viém phdi do xa tr
phéi ding steroid, hodc cd bt ky bing chimg ILD tién trién trén [m sang d5 duoc loai trir khdi cac
nghién clru lam sang ndy. Bénh nhan cb bat thuémng vé nhip va dan truyén quan trong trén lam sang
dwroc xac dinh bing ECG lue nghi (vi dy khoang QTc Iém hon 470 ms) d3 dugc loai trir. B&nh nhan
dirgre danh gia LVEF khi tdm soat va mbi 12 tudn theo déi sau dd.

hén loai phdn (ng ngoal §
Cac phan (rng ngoai § duoc an dinh theo nhom thn xudt xdy ra tai Bang 2 dira trén ty 1& bao céo phén

irng ngoai ¥ trong dir liéu gop tir 690 bénh nhan cé dot bién EGFR T790M duong tinh da dugc ding
lieu phap EGFR TKI trurdre a8y va duroc didu trj véi TAGRISSO Iéu 80 mg moi ngay trong cac nghién
ciru AURAZ, AURAax va AURA 2.

Cac phan (ng ngoal v do thudc durge liét ké theo nhém hé co guan [sc:-r.':g trong MedDRA. Trén méi
nhém hé co quan, cac phan (ng ngoai § dwoc xép hang dua theo tén xuat xdy ra vai cac phan (ng
xdy ra thuéng xuyén nhit dwoc et ké diu tign. Trong mBi nhom thn xudt, phan (ng ngoai ¥ droc
liét ké theo mie nghidm trong gidm din. Ngoai ra, phan loai tAn xult twong ong cho mdi ADR duwot
dira trén quy wée CIOMS 11l va dinh nghia nhw sau: rét thudng gap (21/10); thud:-ng gap (=1/100 -
<1/10); khéng thudng gap (=1/1.000 - <1/100}), hiém gép (21/10,000 - <1/1,000); rdt hiém (<1/10.000);
chira ré (khong thé dy dodn tlr dir idu sdn cd). D iéu & Bang 5 Ia di liéu gbp tir nghién ciu AURAex
(Pha I}, AURAZ va AURASZ; chitbng hep céc bién co trén bénh nhén diung tdi thidu 1 béu TAGRISSO.
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Bang 5. Phan (rng ngoai y dugre ghi nhan te cac nghién ciru AURA®

Hé cor quan liét ké theo Thuét ngir theo MedDRA Téan xudt miéu ta theo Tan xudt gdp cac cdp

MedDRA CIOMS/ tin xudt tbng dé 3 hodc cao hon
quat (toan bd cac cdp theo CTCAE
dé CTCAE)®

RGi loan hé hé hép, Bénh phdi mo ke® Thedng gap (3.2%)°  1.3%

Iéng ngwc va trung

that

Ré&i loan hé tiéu hda  Tidu chay Rat thurérng gédp {44“.-'.53 .1%

Viém da day RAt thurdmg gép (15%) 0%

R&i loan mat Viém giac mac® Khong thudng gap 0%
(0.9%)

R&i loan da va mé N&i min' RAt thurdmng gdp (41%) 0,7%

duréi da Kho da Rét thudmg gap (28%) 0%

Nhigm tring quanh méng" ‘H%ﬂ thurdmg gap (27%) 0%

Ngira' RA1 thurdrng gdp (15%) 0%
Thong sé xeét nghigém Khoang QTc kéo dar Khong thudmg gép
can lam sang {0,7%)

{phat hign dya trén két Gidm sé luong tidu cAu®  RAt thuéng gdp (54%)  2,1%
qud xét nghiém tai cac
cip dé CTCAE)

Gidm bach cau* Rai thudmg gdp (668%) 2.4%

Giam bach ciu trung tinh* Rat thurdmg gdp (32%) 4.3%
* Dir ligu gép tir nghién ciru pha 3 (AURA3) va pha 2 (AURAsx va AURA 2); chi tém tat cac bién cb trén bénh
nhan dong i thidu 1 lidu TAGRISSO
E Tiéu chuan dinh danh céc bién cb ngoai y cha Vién Ung the Quéc gia Hoa Ky (National Cancer Institute
Commen Terminclogy Criteria for r58 Eyents) phigén ban 4.0,
€ Bao gém cic bién cd ghi nhén mz‘m Lluit ngtr: bénh phbi mé kit va vidgm phbi
9.4 bidn cb cdp 85 5 (b vong) thed TTCAEES dwroc ghi nhan
® Bao gom cac bién ob ghi nhin thudc nham thudt ngi: vidm gide mac, vidm gidc mac 38m, trdy xurdt gidc mac
khuybt bidu mé trirdre gedc mac, khuydt gidc mac.
' Bac gém cac bién cd ghi nhan thudc nhém thudt ngl danh cho bidn of ngoai v ndi mén nhe: ndi man, ndi man
tbng quat, ndi man dang héng ban, ndi mén dang ban, ndi man dang ban-nét sin. ndi man nét sdn, mun mo,
ban 40, viém nang long, mun, viém da va viém da dang mun
? Bao gbm cae bidn cb ghi nhan thudc nhom thut ngiF; kh da, nirt da, cham da, eczema
" Bao gbm cac bién o ghi nhan thudc nham thuat nglr: rdi loan Iop mé & d&y mang tay/chan (nail bed), viém
ddy mang, nhay cdm d&y méng, mat mau mang, rbi loan miéng, loan duing mang, nhiém triing mdng, mang o
sgc, gy mang, hé mang. vay nén méng, nhiém tring quanh mang
'Bao gbm cac bién cd ghi nhén thudc nhém thudt nglr ngura, ngira tdng quat, ngda mi mét
Bai dién tan xuat bénh nhan o QTeF kée dai =500 mili gidy.
*Bai dign 13n xudt mac phai phat hién trén can 1Am sang, khang phai & bidn od ngoai ¥ dugc bao cao
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Bang 6. Phan Urng ngoal ¥y (ADR) trong nghién ciu AURA3®

Hé cor quan ligt | TAGRISSO Hoa tri (Pemetrexed/Cisplatin or
ké theo tin xuét thng quat Pemetrexed/Carboplatin)
MedDRA (N=279) tin xudt tbng quat
(N=136)
Cép dé theo NCI | Bat ky cap do Cap d6 3 hodc Bitkycdp 86 | Clp db 3 hodc
(%) caohon (%) | (%) cao hom (%)
Thudt nglr theo MedDRA _.___f__.
R&i loan hé hé hip, 1ng ngwe va trung thit
:gb'l” phoi md 36 04 07 0.7
R&i loan mat E
| Viem gidc mac® _ | 1.1 l 0 i 0.7 0
RAI loan hé tiéu hoa
Tiéu chay 41 11 11 ' 15
' \iém da day 15 0 . 15 : 15
' Rdi loan da va md dudi da
N&i man® 34 | 0.7 58 0
Khé da’ 23 - 0 4.4 I 0
| Mhiém tring 22 0 15 0
guanh mang®
Ngira" 13 o 51 0
Thong s xét 14 a 07 0
nghiém cin ldm
sang
Khoang QTc kéo
dait .
(phat hign diwa trén két qua xét nghiém tai cic cdp d§ CTCAE) I
Gidm s4 iigng 46 0.7 48 7.4
tiéu cau
Giam bach cauw &1 1.1 75 ' 53
) [
Gidm bach ciu 27 2.2 r\ T 12
| trung tink' “

| "l |
* Dir libu gdp tr nghién ciru pha 3 (AURA3), chi tém tat cac bién c.frshDénh nhan ding t&i thifu 1 liéw
TAGRISS0.
» Bao gbm cac bién cb ghi nhan thudc nhém thudt ngir: bénh phéi mé ké va viém phii,
=9 bién cd cAp 86 5 (tir vong) thea CTCAE g4 durgc ghi nhan.
“ Bao gdm cdc bidn of ghi nhin thude nhom thudt ngl: viém giac mac, viém gidc mac Abm, tray xrdt gisc mac,
khuybt bidy md trdre gisic mac, khuydt gide mac,
* Bao ghm céc bién b ghi nhdn thudc nham thudt nglr danh cho bién cé ngoal g\ ndi man nhu: ndi man, ndi
mdn téng quat, néi man dang hing ban, ndi man dang ban, n&i mén dang ban-nct =an, ndi man ndt &hn, myn
md, ban 45, vigém nang léng, mun, vidm da v viém da dang mun.
"Bao gom cac bén cb ghi nhdin thude nhom thudt ngl: khé da, nii da. cham da. eczema
% Bao ghm cac bién e ghi nhan thube nhom thust nglr: rdi loan lérp mo & ddy mong tay/chan (nail bed). viém
A4y méng, nhay cam day mang. mét mau mang. rdi loan mong, loan dwéng mang, nhiém ting mang, mang oo
soc, gdy mang, hét mang. vdy nén mang, nhigm tring quanh mdna. _
" Bao gom cac bida o ghi nhan thude nham thuat ngd: nglra, ngira tng quat, ngia mi mat
'Bai dién tAn xust bénh nhan cd QTcF kéo dai >500 mili gidy
| Biai dign thn xudt méc phai phat hign trén can 1am sang, khdng phai 1 bién o ngoai y dugc bo cao

Cac phat hign vé tinh an toan trong cac nghién clru mét nhanh pha 2 AURAex va AURAZ nhin !:I'ung
ddng nhat vai nhitng quan sat frén nhanh ding TAGRISSO cla nghién clru AURAZ. Khéng ghi nhan
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of doc tinh khac hodc bat ngd va cac bién cb ngoai v 1a twong b vé loal, mirc dd nghigm trong va
tan s6.

M5 t& mét s& phan wng ngoeai v chon log

Vigm phéi mé ké (ILD)

Trong cac nghién ciu AURA, tan xuat xdy ra ILD 1a B.2% & bénh nhan Nhat Ban, 1.9% & bénh nhén
Chéu A khing phai nguti Nhat Ban va 2 9% & nhém khéng phdi bénh nhan Chau A. Thoi gian trung
vi khi¥i phat ILD ho&c phan (rng ngoal v gibng ILD 14 2,8 thang (xem phén “Luu § ddc biét va thén
trang khi st dung’).

Khoang QTc kéo dai :

Trén 833 bénh nhin frong céc nghién clu AURA didu trj bang TAGRISSO 80 mg, co 0,7% 80 bénh
nhan (n=6) dugc phat hign cd khodng QTe > 500 mili gidy, va 2,9% sé bénh nhan (n=24) cé khodng
QTc > 60 mili gidy so v trj sf cin ban. Mot phan fich dugc ding hoo van TAGRISSO 43 dvr bée
nguy co gia tang khodng QTc kéo dai phy thugc vao liéu, Khang ghi nhan bién cb loan nhip ¥n quan
dén QTc trong cac nghién cliu AURA (xem phan *Luu y déc it va than trong khi stk dung” va “Béc
tink duge Ie™)

Anh hudmg trén da day-rudt

Trong nghién ciu AURA, tiéu chdy duee bao céo & 43,5% bénh nhan trong do 36,8% & cap 4 1,
5,5% cAp db 2 va 1.0% & cAp 0 3: khdng ¢t bao cdo & cip db 4 hoac 5. Co 0,3% bénh nhan dugc
yéu ciu gidm liéu va 0,7% bénh nhan droc yéu cau ngung thudc tam théd, M3t bidgn cb (0,1%) din
dén ngumng dieu tri Trong nghign ciru AURAS, théi gian trung vi khdi phat 13 22 ngay va thdi gian
trung vi clia bién cb cip a8 2 1A 55 ngay.

Trong nghién clu AURAZ (N=279), cd 41% 50 bénh nhan & d6 tudi = 55 twdi, trong d6 oo 15% bénh
nhan = 75 tudi. Ty I8 phan Ung ngoai ¥ din dén chinh liéu thube nghién clru (ngwng thudc hodc giam
lidu) dwgre ghi nhan nhidu hon & bénh nhan 255 tudi 30 véi nhom banh nhan tré hon (<65) (5,3% so
veri 4.2%). Loai phan (g ngoai ¥ 1a twong ty nhau bét ké tudi tac. Bénh nhan cao tubi gap nhidu
phan mg ngeai ¥ cAp d8 3 hodc cao hon so véi nhém bénh nhin tré twd hon (5,3% so véi 2,4%).
Kh&ng ghi nhan co su kh i hig 'quﬁ cla thubc gilra nhém bénh nhén cao tudi ndy va nhom
tré tudi hon, MO két gua h an todn va hidu qua cing dugc quan sat thay khi phan tich
cac nghién clu AURA pha 2.

Bao céo phin Ung ngoal v nghi ngé do thudc

Bao cdo cac phan drng ngoai ¥ nghi ngér do thubc sau khi thude duwgre cép phép luu hanh I quan
trong. Biéu nay cho phép tiép tuc thee di sw can bang gilra nguy covlor ich cla thube. Can bd v té
durgre yéu clu bdo cdo bat ky phan (ng co hai nao qua hé théng bao cao québc gia.

QUA LIEU VA CACH XUr TRi

Trong céc nghién ciru 1am sang g3 co mét sb it bénh nhan ding TAGRISSO lidu hang ngdy 1&n dén
240 mg ma khéng ghi nhén déc tinh gidi han lidu (dose limiting toxicities). Trén cac nghién clu ndy,
bénh nhan ding TAGRISSO véi lidu hang ngay 160 mg va 240 mg d3 ghi nhan co si tang thn sugt
vé mirc d§ trém trong céc phan (g ngoai § dién hinh gdy ra do EGFR TKI {chi y&u Ia tiéu chay va
néi mén da) so vii mirc liéu 80 mg. Rét it kinh nghigm vé qua lidu ngdu nhisn trén ngudl, TAt ca cac
trurdmg hop d8u xdy ra riéng 1@ 1a do bénh nhan sai sot khi ding lnugc ma khing gap bét ky hau qud
lam sang nao,

Khéng co xir iri d3c bigt trong trudng ho'p qua lBu TAGRISSO. Khi nghi ngdr qua liéu, nén ngung
ding TAGRISSO va bat dau x(r tri tridu chimng.

BIEU KIEN BAO QUAN: Bao quan & nhiét 46 khéng qua 30°C.
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HAN DUNG CUA THUOC: 3 nam ké tir ngay san xult,

TEN, Eqén CHi CUA CO SO SAN XUAT: AstraZeneca AB, Gartunavagen, SE-151 85 Sodertalje,
Thuy Bién,

NGAY XEM XET SUFPA BOI, CAP NHAT LAl udt&ms HMONG DAN SU DUNG THUOC
DDMMIYYYY ' /f.ﬂ
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