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Each carton containg 1 vial
af 1580 myg Trasiusemab
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Trastuzumak
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Cinl ding durlmg B8 trayen
liri irsash gaw khi 068 hodn
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LAfi hip chira 1 ip 150 mg
Traswzumab.
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TRAZIMERA™

CANH BAO PAC BIET:

T llufit mn chi ding theo dom il

Bé xa thn tay fre em.

B ki brdmg din s dyng trwie khi ding.

Thimg biao npay cho bic s§ bode dwoe 57 nhimg phan ing o6 hai gdp phai khi s dung
thude

Tigm 111}*& tinly mach [tttm).

1. TEN THUGC
Trazimera
3. THANH PHAN CONG THUC

Bor pha dung dic A e pha dich truvén Trazimera |50 mg

Thénh phan hoat chit: Méi g chika 150 mg trastuzamab, mid khﬁnb thé dom dong Izl
mang e trie phidn i cia ngudi duge sin Xl I:lﬁr]L chch mudi Cﬂl.'g' thW.Il phi hﬁ:} ding
viil e vii (budng trimg ehudt hamster [nmg Qude) vi tinh sach bing she ky bao gmn cilc
quy trinh Fm bat hogt vi logi ba virns chuyén bigt,

Bét pha dung dich dim dic d& pha dich ruvés Trazimera 440 mg

Thinh phnn hout chat: Mai Iy chita 440 mg trastuzumab, mit khﬁnl., thé don ddmg Izl
imang ciin e phan 1 cira nguon durcre sin il t:-:."u'rb chch nudi E'Il:.f hu'h"éﬂ phi & bae dong
vt co vil {hucmg trimg chudt hamster Trung Quic) vi tinh sach bing shc kv bao gim che
quy trinh Lam bat hoat va leai bo virus chuyén bidd,

Dung dich Teazimers 43 hodn nguyvén cé chim 21 mg/ml wrastuzumab.

[hainh Ell:lill i alurere:

Té duere g thude bt L-histidine hydrochloride monohydrate, L-histidine, sucrose,
podysorbate 20.

Té duere To dung mdi pha tiém: mrdc cat pha tiém, benzyl aleohol.
3. DANG BAD CHE
Bt pha dung dich dim dic d& pha dich truyén (b4t pha dung dich dim dac)

ot hofic binh dang lthé miu wing,
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4.

CHI DINH

ol

Llre fhar v ol ¢

Trazimera dute chi dink de dicu tri cho cac benh nhin trremg thanh midic bénh ung thu va di
elin (metastatic breast canver - MBC) ed HERZ duong tink:

chrci clange T phép dern tei lidu dé didu tri che nhing bénh nhin & urnE dung it nhat
hai phéc da hoa tri cho bénk ung thir di cdin, Hida tri trudc 46 phii bac gum it nhdt mi
thude nhom anthracyeling i m thuiie nhém taxane LrLi khl beih nhiin khimg phiu hep
viri nhimag ligu phip nay. Cie bénh nhin cd thy thé ([ tidt threng tinh cing phiii thiit
bai wai ligu phip ndi tit, trir khi bénh nhin khing phi Lgp voi nhiing liéu phap niy.

kit hyyp vl paclitaxel 8 didu trj cho cie bénh nhin chira g hoa tri dé didu tri bénh
ung thir di edin vil eho nhig newd khiag phi hop vii thude nhém anthracycline.

kit harp v docetaxed dé didu trj cho cdc bénh nhin chim diing bia dé didn ir| hénh
wiire thir ali i,

ku hop vii mét thute e ché aromatase dé digu tr cho ede bénh nhin 43 man kinh
mifke
MBC cd tha thé ndi tiét duong tinh, wwde diy chwa duge dicu trj bang trastuzumab,

Einge e wid giod deci gom

Trazimera ducre chi dinh € didu tr cho cbe bénh nhin trudng thianh mée bénh ung th v
aiai dogn sdm (early hreast cancer - EBC) ef HER2 duong tinh:

sau khi phiiu thudt, hoa tr (n b ey hofie bd tro) va xa ti (néu dp dung) (xem mue
13,

suu ki hoa 1r bi g biing doxorubiein vi cyclophosphamide, két hop voi paclitaxel
haodic docetaxel,

kéi Bgp v Ta trj bo tro bao ahm docetaxel va carboplatin,

két hop vai haa trj tin b try sau d 14 lidu phap Trazimera bo try, dé digu trj bénh tui
chib tién xa (ké ¢ viém) bode khai u cd duimg kinh > 2 cm (xem cie mye 7 va 13).

Chi nén sir dyng Trazimera o cic bénh nldin e bénh ung thu vi di ciin hojc giai doan sim
md ki o co s biéw hign qua mire HER2 hode khuéeh dai gen HER2 duge xic dinh boi
mdl xét nghiém chinh xic vi d& duoe tham dinh (xem cac mue 7 vi 130,

e theer ofer ey ali em

Truzimern két hop voi cupecitabine hode S-fluorouracil va :'l'iplulln dungc chi dinh dé diéu trj
cho cic hénh nhin wudng tanh mae bénh ung thir bicda mo wyeén & da diy hode vimg nii da

e
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divy-thue quin di ¢in ¢d HERZ dwong tinh chim timyg dugre didu trf chéng ung th trudie diy
cho bénh ung ther di cin.

Chi nén s dyng Trazimera & cac bénh nhin miic bénh ung thr dg diy di cin (metastatic
gastric cancer - MGC) ma khéi u cd sy bity hign qui mic HER2 duge dinh nghia 13 [HC2+4
vir o kit qua SISH hodic FISH khang dinh, hojc IHT 3+, Can su dung cic phuemg phip xét
nghidm chinh xdc va da dugpo thiam dinh (xem cdc muc 7 va 13),

5 LIEU DUNG VA CACH DUNG

X6t nghiém HERZ i it hude trinfe lchi tin hidnh trf ligu (xem cde mue 7 va 130 Didw tri
hing Truzimera chi nén duge khai irj boi bac s7cé kinh nghiém trong \'if:c cho ding hoa tr
iy dic té bio (xem muc 7) v chi nén duge cho dimg béi nhdin vién y te,

Diang bio 1.,I1¢ dimg duing finh mach Trazimera khimg duge dy dinh dé ding dui da vi chi
nen dimng bang chch truyen iah mach.

B¢ trimh son 56t khi ding thudc, dicu guan trpng kiém tra nhin lo dé dim bao ring thude
dang duge chuin bj va cho ding 13 Trazimera (rastuzumab) vi khing phai Kadeyla
(Erasturumab cmiansineg).

Lidu ding
{/yr -t vin i edn

Lich ba tedn mgt lin )

|Lidu tin cing ban diu duge khuyen nghj 13 8 mgdeg cin ning. Liéu duy v duge khuryén
nghi ¢ e khodng thén gian ba tudn mt lin 13 6 mg'kg ¢in ndng, bat diu ba tuin sau khi
diing liéu Liin cang,

L_r'.E'J: hf}ng tudn ;
Licu tan eong ban diu duge khuyén nehi 1 4 mgke edn ndng. Licu duy tri hing tudin duige
khuyén nghi 14 2 mg'kg cin ing. hit diiu mét tudn sau lifu tn cong.

Che dimg ket Igp veri pactitaxel hoge docetaxe!

Trong cie thir nghiém then chot (HO648g, M7T001}, pactitaxel hofic docetnsel di duge ding
vao ngay suu ngiy ding liéy trastuzumab diu tien {dé bidt lidu cling, sem 1|I1|=‘|n|':'= tin ké ton
ciia paclitaxel hode dovetaxel) vil ngay sau cic licu trastuzumab tigp theo ndu licu
trastuzumab trude 46 duge dung nap .

Diing kit hop v et thude tre ehé aromaiase

Teong thit nghiém then chit (BO16216) rrastuzumab va anastrozole di duoe dimg trengiy 1,
Khing o han ché nio ve tuong guan gitta thixi gian ding cia trastuzumah vi anastrozole
(& hidt lidu ding. xem théng tin ke toa ol anastroeole hojic cic thude ire ché aromatase
khiel.
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Lick ha tudn mt fdn vé hing tuin

Khi diing phéc di ba tudn mét Fn, liéu tin céng ban diu duge kKhuyén nghi eva Trazimera
& mp'ke cin ndng. Litu duy tri duge khuven nghj eta Trazimers 6 cic khodng thii gian ba
tudin mat ln 14 6 mp'ke cén nang, bit diu ba tein sau khi ding licu tin céng,

Khi ding phac dis hang tudin (liéu tin cdng han diu 13 4 mpflkp sau di dén 2 mg/kg moi tudn)
ditng ding théi veri paclitaxel sau khi hoa i bing doxorubicin va cyclophosphamide.

Kem mue 13 dé bit cich dinh hrgng lidu két hop véi hoa i,

Ll ther ol oy of v

.L}':I:.’r a':::.r fatits et feinn _

Liéu tin cong ban dau duge khuyen nghi ta § mp/kg can nang. I.iéurdu;-.- tri duge khuyén
nghj & ede khodng thii gian ba tuin mdl Bin L 6 mgfke ein ndng, bit diu ba wiin sau khi

dinge liéu tn cing.

Llng thee vl v yee flur ey ddéey

Fheri grian dicn i :

Mén didu tri biing Trazimera cho cée bénh nhin mac MBC hoac MGC cha dén khi bénh tién
teién. Nén didu trf biing Trazimera clo che bénh nhin méc EBC trong | niim hodic cho dén
khi tai phit bénh, ty theo thii diem nao dén e kKhimg khuvén nghi kéo dai thivi gian
dicu tri EBC hom mdt ndm (xem mue 13).

Gicm Tidn

Vige giam lidu trastuzumab kKhong duge thue hidn trong cde thi nghigm 1am sang. Benh
i o the u'ép tuc difu irj trong cac thiv ky (e ché iy xuomg do hoa i oo khid niing hii
hue nhiimg cin duge thee déi cin thin xem eo bién ehimg gidm bach cdu trung tinh rong
thési gian nay hay khéng. Tham khao thing tin ké toa cia paclitaxel, docetaxel hode thudce (e
ché aromatase dé bidt thing tin vé mire giam Lidu hofic thir gian td hofin ding thude.

Neu ty 18 phin trim phin suit thng méu thit trii (left ventricular ejection fraction - LVEF)
gidm xutng = 10 diém so véi lin khim ban diu VA xudng dudi 30%, cin tam ngimg diéu
] va tién hanh dénh i lai LVEF trong vong khoang 3 fusin. N:f'._u LVEF khang ¢ thién.
hofic gidm thém, hoje néu phat trién tinh tegng suy tim sung huyet (congestive heart failure -
C'HF} ea trid¢u chirmg thi cin d3e higt cin nhie ngung ding Trazimera, triv khi loi ich déi vii
bénh nhan cu thé duoe thiy 1 160 hon nguy co. Tat ci nhimg bénh nhin 4o can duge gidi
thiu dén bac i tim mach dé dinh gid vi theo dai,

Ha [ fidu

Miéu bénh nhin 43 bo 15 mit lidu Trazimera trong vong mit tudin trés xndng, thi nén che
dimg lidu duy trl thong thirmg (phiec 48 hing tuan: 2 mg/ky; phéic dis ba an mit in: 6
|11E.f|cE]n cing sém cAng 101, Khing chir cho dén chu kv ké liép theo ké hoach. Mén cho ding
cic licu duy tri liép theo 7 ngay hojic 21 ngay sau dd theo phic i hing twin hode theo phac
o ba tudin mat 1En,

= f==

= .

N
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Meéu bénh nhin da bo 15 mét lieu Trazimera qua mii twiin, cin cho dﬂ“é I Tieha i “""'E;
Treazimeras trong khodng 90 phit (phic dd hang tudn: 4 mg/ke; phic dis ba tudin mt Lin: $
mgkg) cing sam cang 1t Nén cho dimg ede lieu duy tri ticp theo cua Trazimers (phic db
hlfll1b tiin: 2 mg/kg; phac de b tan mér lin: 6 mgfkg) 7 ngdy son A theo phic dd hing
twian hofic 21 ngdy sau dé theo phac d5 ba tufin mét in,

e nh;im_.;.l'ﬁ'nr{ farerne e fied

Chira ticn hanh ede nghién et duge ding hoe chuyén bigt o ngadi cao wili va nguis b suy
sidm ehire ning thin hode gan. Trong mét phin tich duoe dng hoe nhim i g, Tudi
tie va tinh tang suy gidgm chiic ning thin khing cho thiy cé danb hurdng 1én su phiin bi:
trastuzumalb.

N hénl when nhi

K héng ¢ img dyng ndo cia Trazimera trong nhom bénh nhén nhi.
Cich diing

1F“l?|]TIILI‘i| Li thude dé sir dyng qua tinh mach. L i i c{mb ciin duge cho ding bﬁng cach

tr u}tn tinh mach trong 90 phiot. Khang dimg hing chch tiém nhanh hodc trong théri gian
fhin qua linh math l.'hlru; dich truyen 1inh mach Trazimera cin durcre chio :Iunl.__ b Im}t
chuyén gia ¥ té sin sang xir tri tinh lnmg sl phan vg va co sén I:rﬂl dyng oy eap ciu. Cin
quan sat béah nhin rong it nhit sdu gics sau khi biit i Lan truyen dau tién vi trong hai gid
st ki bt du cac Fin truyén tiép theo xem ¢d cic iwiéu chimg nh sot va én fanh hojie trigu
le% fién quan dén tidm truyen hay khing (xem cic muc 7 m I1). Ngimg hodc gidm e i
truyin e thé gidp kiém soat nhimg trigu chimg ndy, C6 thé tigp tye truydn Tpi khi trigu

ching diu di.

Méu lidu tin cong ban dio duoe dung nap tie, ¢ thé cho dimg cie lidui ké tiép biing cach
truyén tromg 30 phit.

Bé biét hudng din cach hoan nguyén dang bao ché dimg duimg finh mach Trazimera e
khi diing, xem mye 19,

6, CHONG CHI DINH
o Ouwd man v trastuzomab, protein chudt hode vai bét ky thanh phin t duge ndo lig

k& & mye 2,
- E-hdh the niing khi nghi ngai do cic lsién chirng cua béah dc tinh tidn xa hodc diai hoi

li¢u phap oxy héi sung,
7. CANH BAO VA THAN TRONG KHI SU DUNG

K. s bruy XUL REWon g

Dé cai thign khi ndng truy xudt nguin gos cia cac duve phibm sinh hoc, 1@n thuerg mgi v
56 16 ciia sdn phim duge cho ding phai duge ghi chép rd ring.
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Xét nghiém HER2 phii duge thye hign & mitphang thi nghiém chuvén mén hoa cé thé dim
hio cde quy trinh xét nghiém duge tham dinh day d (xem mye 13).

Hign khing co di li¢u o cic thar nghidm lim sbng vié vide tii diéu tri cho cac bénh nhin
trudc diy dii ding trastuzumab trong diéu tri bo tro.

X i s i
R ioni logn chire ming tim

Linii § ol

Cie bénh nhin duge dida e bing Trazimers bi Ging nguy co phit trién CHE (Loai [1-1Y
theo phin logt cia Hdi Tim mach Mew York [Mew York Heart Association = MY HA |} hodie
rii loan chire nfng tim khéng o tridu ehimg. Nhitng bidn o niy dit thige quan sat thay o
bénh nhén ding ligu phip trastuzamal don dde hofic két hop vai paclitaxel hode docetaxel,
diic bigt 14 sau khi hoa 1o b chita thude nlim anthracycline (doxombicin hodc epirubicin).
Mhiing bitn ed iy cd theé & mite tir vim deén nang v da cd trudme hop nr vong (xem muyc
11} Mgodi ra, can thin trong trong khi digu o] cho cic bénh nhiin bj ting npuy e vé tim, v
dy: ting huvét dp, bénh ding mach vinh ¢ dwge ghi nhin, CHF, LVEF < 55%. tudi can.

Tét ca cie bénh nhin thich hgp dé difu tri hén.g Trazimera, nhwng dic bi¢t 1 nhime ngirdi
dii tiep wite trwde diy v thuoe nhom anthracyeline v evclophosphamide (AC), cin duwoc
thure hién danh gid tim & Fin kham ban &6u bao gdm bénh si vA khim thé chat, dién tim db
(electrocardiogram - ECG), siéu dim tim vivhodc chup xa hinh kiéu nhidu tcimg {mmltigated
scquisition - MUGA ) hode chup cong huemg tir, Theo déi c6 thé gifip xde dinh nhing bénl
nhdn phat trién tinh tng roi loan chire ndng tim, Can [p lgi cic dinh gid tim, gidng nhr
thre hign & Bin kbdm ban &iu, 3 thing mit lin trong qud trinh didu tj va 6 thiing mat in s
khi ngung !ﬂic"'u tri cho dén 24 thing ur khi cha ding Trazimera lin cudi cinge. Clin tien hinh
dénh gid cin than nguy e so v lgi ich trude khi quyét dinh didu 1 bing Trazimen,

Trastuzumab ¢ thé thn i lrong tuin hodn dén thi da 7 thang sau khi ngimg dicn trj dyra
theo phan tich duge ding hoe nham doi tugng vai todn bé o B ¢b slin (xem mupe 14).
Whiing bénh nhin ding thudac nhdim antlacyeline sau khi ngung dimg trastuzumab co the
ting nguy co bi thi logn chire nang tim. Néu ¢d thé, bac si cin tranh dicu tr hﬁng thude
nhiim anthmeycline cho dén 7 thang sau khi ngung ding wastuzumab, Néw sir dyng thude
nhém anthracyeline, cin theo dai I::frs thiin chire ndng tim cia bénh nhin.

Nén ¢iin nhiic danh gid tim chinh thire & cie bénh nhin c6 moi lo nggi vé tim mych sau khi
khim séng loc ban daw, Can theo ddi chirc ndng tim trong qud trinh didu o & tt ca bénh
nhdn (vi dy: 12 twan mit Lin). Theo dii cd the gitip xde dinh uhﬁ‘n% bénh nhin phit trién tinh
trang rii loan chire ndng tim. Cac bénh nhin phat trién tinh trang rivi loan chire nang tim
khéng cd tridgu chimg oo the hwomg lei tir vige theo di thuomg xuvén bom (vi dy: 6-8 twdin
miit |EI'I] Méu binh nhin bi giam lidn tye chie ning thiit thi. nhung vin khéng ed trigu
chimg. bdc i nén cin nhie ngung diéw tri néu chua thiy lod ich lim sang nao con liéu phip
Lrastuzumals,

Tink an todn cia vide ding Hén e hode Gép e dimg 1a) trastzumab & cée bénh nhin bi
P Fevipn chitic mading tim chia duoe nghién ol lide e, Néu ty 18 phin tram LVEF wam

:'l'.llli::lr:l[{ = 10 digm so véi lin khdm co ban VA xu{ing durcki 5%, can tam ngime diéu trj v
tiém hanh danh gid lai LVEF trong véng khoang 3 tudin, Néu LVEF Ehdng cai thién, hoic

i

=l
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aiim thém, hode phil trién C |”" e tridu chimg thi cin dic hiét cin nhiic npng ding
trastuzumab, tnr khi lgi ich 86i vdi bénhi nhn cu thé dige [I:m],- |4 lém hesn nguy co. Tt ca
nhimg b¢nh nhin db can duge gidi thige dén bic sTHim mach 48 ddnh 2id vi theo doi,

Néu tinh trang suy lim w0 (rigu chimg phit trién 1r-:mg khi diéu trj bing Trazimera, ciin didu
1I'I hing ede thude thudmg quy o8 didu trj CHF, Hau hét bénh nhiin 43 phat trign CHF hodc
T IIhﬁ-n chie ndng tim khong co tricu chimg trong céc thir nghiém [hr._n chit di cd cai thi¢n
khi digu tri CHF bing ligu phﬂr.n thirimg quy adm e6 mdl thudc (e r,h;: men chuwn
angiotensin {angiotensin=converting enzyme - ACE) hofic mm thude chen thy the
angiotensin (angiotensin rLLLptuq blacker - ARB] i mit thudic chen beta. Phin lan bénh
nhidim i trigu Lern,!.. tim va oo hing chimg vé loi feh 15m B.EI'I!:, tir viéo diéu tri bing
irastwzimab di Lll:p tuc diéu tri ma khéng ¢ thifm bién cb tim trén hm sdng,

Ung thie vie ai edin

Khing duge cho dimg két hop dbng thii Teazimera va cac thude nham anthmcycline teng
tnrdimg hop mic MBC,

Bénh nhin miic MBC trudc 1I=+._'|. i ding thuie nhim anlJ'lnic:rcIm: ciing ¢f nguy o 1 o
chie ning tim khi diéy trj {:ﬁng Trazimera. mic db nguy co ndy thip hon so vei khi s dung
ding thai Trazimera vi thude nhém anthrac veline,

ety wi wiad doam semm

il viii ede bnh nhin EBC, cin iip lai cac danh gia tim, giting nihu thue hign & Fin l:hnm
Ban d'du 3 thing mdt in trong qui trinh :Ih.u HJ wi 6 thiing mit lin sau khi ngung diéu trj
cho dén 24 thing tir lhi dimg Trazimern Ein cudi cimg. Khuyén nghj theo dai thém & che
hénh nhin ding ligu plip c chim thude nhom anthracyeline, vi nén theo dii hing nim cho
1 5 ndin 1 khi cho dimg Trozimera lan cubi cing, hm"l.c I hem néu guan sat thiy LVEF
gigm hién luc.,

Cic hénh nhin cd tién sir nhdi mau e tim {myneardial infarction - MI), dau thit ngwe céin
diu 1 y té, tién sir hode hién dang méc CHF (Logi -1V thee NYHA), LVEF < 538, bénh
cor tim khae, loan nhip tim cln didu tri v t&, bénh van tim o6 y nghfa lim sang, t’::m= huyét dp
durgre kidm 50#1 kém {tﬁng huyée ép duge kigm sodt Imng bign phip didu tr v & thwdmg quy
phit hgp), vi i dich '"'““l:- ngodi tim anh hidng heydt déng 38 duoe loai tir khoi ede thiv
nghiém then chot dida tri bo try vi tin bd g cho Bénh nhin ERC hiing trastuzumab vi do
dis khimg the khuyén nghj didu tei & nhiimg bénh nhan nay.

Ehidu tri b tro
Khiing duoe ‘-|““L. ket hirp ding thii Trazimera va ede thude nhém anthracychine trong

tewrcemye e didu tej b ey

F cde bénh nhin mic EBC, di quan sit thily tinh trang Gng ty 18 mic mdi cde bign cb tim ed
triéu chimg vi khing ci irigu chitng khi ding trastuzumab sau hoa trf ¢6 chita thuse nham
anthracyeline so voi ding ciing véi phac do khdng cé thude nhdm .1|1l|1m-;.:.JL,Ii|||: la docetaxe]
vil carhoplatin vi mire tang rd rang hom khi trastuzomab duge ding -;J::unb thin ven thude
nhém taxane so v khi dwee dimg miin 148 veri thude nhém taxane, Bt ké st dyng phic di
nio, hiu hét cie bién ed tim o tri¢u ching dé xay ra trong vong 18 thing diu tign, O il

T
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trong 3 nghién ciu then chét da duwe Lidn hiink trong 46 ed thiri gian theo dii trung vi 133.5

niien (BCIRGODG), 03 quan sat thiy tinh trang tang lién tee vé 18 1€ tich Iy cic bién e tim
hodc LEVF ci tridu u.,lnlng d cac bénh nhin di dung trastuzumal durun thiti vii mét thidie
nhim taxane sau khi diéy i han;., thudic nham anthracyeling lén dén 2,37% so vii khodng
1% & hani phiinh so sénh {thude nhom anthrcyveline ket hop v cvelophosphamide sau dé
dén thude nhém taxane vi thudc nhém taxane, carboplatin va trastuzumab),

Ciie véu 18 nguy e xuul hign hign cd tim due xde dinh trong bin aghién cins bi trg lon bao
ghm wdi cao {= 50 twai), LVEF thip (< 35%) o lan kham ban diu, trude hode sau khi tién
hmh didu te bing paclitaxel, gidgm LVEF 10-15 diém, vi sir dung trude d6 hofie dng thiri
ede duge phim ching ting huyét dp. O cde béah nhin ding tastuzumab sau khi hoin bt
ik 1 Im Lroy, MUy cov ri Inan chilc ning tim oo ||En quan dén lidu tich Iy caa hon Ell-'-l
thufic nhém antheacyeline duge dimg trde khi ticn hanh ding trastuzumab v chi so 5 khdi
oo the { body mass index - BMI) =213 kg/m®

Préu frf e il .I'rr_if-lrhi. frqr

F cdie biénh nhin mific EBC di tiéw chodn dé dicu tri tan bé tro-bd tro, chi nén s dyng déng
{héni Trazimers véi cae thude nhdm anthracyeline & bénh nhan chua timg héa e vi chi voi
phic dé thudc nhom anthracyeling lidu thip, tic B liéu tich 1y 157 da eia doxorubicin 13
180 mg/m’® hodic epirubicin [ 360 mg/m?.

Méu bénh nhén di duge didu tri ding thi véi mit ligu trinl tron ven giim che thude nhém
anthracyveline licu lhap va Trazimera lrong Inedng, ||11‘;|:| diéu 1 l tan hé troy thi khﬂﬂ[.., I1EI1 d'llnl.,,

thém hda tri gy dije i¢ bito sau pEuu [T I'rv;ung e tinh huong khic, I.|-1.I:|-E:t dinh VE S can
thiét nhan thém héda tri giy dic té bao duce xéc dinh dya theo cie yéu i rigng 1€,

Kink nghigm v vide dimg diong thisi trastuzumab vii cae phie df thude nhém anthracycline
lidu thip hién chi gidi hgn & hai thi nghiém (MO16432 va BO22227).

Trong thir nghiém then chit MO 6432, 1|a-:m.-'~:Lu-n.1I.'- el durgre dlfmg dong thivi veri hoa tri tin
bl trgr e6 eluia ba chu ki doxorubicin (lidu tich iy 13 180 mgim®),

Ty 1¢ mic mdi tinh trang r6i loan chire ning tim ¢d tridw chimg la 1,7% trong nhinh ding
trustuzumak,

Trong thir nghi¢m then chiit BO22227. trastuzumab 43 dirge diing dng thévi véi hia i tin
sdh trgr e chilra bon chu ki -E]_'Ill'uhll:.-lﬂ {lieu tich My E 300 mgfm®); o thii gian theo dai trung
vi vugl gud 7O thdng, ty 1§ mdc mii tinh trang suy tim/suy lim sung hll}'él [0, 3% trong
nhanh ding trastuzumab dwdmg Tnh mach,

6 it kinh nghiém lim sing & bénh nhin wén 65 woi

uan dén HéEm ravén (IRRY va ﬂuﬁ_m_ﬁ-n

Cae phan u'nf: lién quan dén liém lnm.n {ml"umnu—n:lnil:d reaction - [RR) nghigm rong xay
I Ir,h| tr u1..|:r|, trastuzumab bao g.ﬁm kh-u i, ha |'||.|.w.1 ap, I!I:ln kha khe, tang |1uw:‘l i, co thit
phe quan, nhip tm nhanh trén thit, gidm 3§ bio hoa OXY, sic phan vé, tr uy his hitp, ban Iy
day vi phi mach 03 duge b L:-I:: [xem myc iy Ch thé Lﬁ.l'l i.-|'|li! diing thute chuan b dé
giam nguy oo xay ra nhiimg bidn e nay. Phén Iom cic bin e niy X8y ra trong qud irinh

i
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I'man., trong vang 2.5 Elli"l' tir khi bét -Ll.m Fin truyén dml ticn. Mu xay ru phan img lign quan
den tiém tru}én thi can apung 'ﬂ’ﬁn e zidm e i lrujﬂén vit theo dii bgnh nhan che
den khi hét l.al ca cac riéu chimg uan it e (xem muc 5). Co thé dicu i nlkmg irigu
chimg nay i ne thudc aigm dawha sidt nhir meper idine hodc pu.rm:u:tamnl hoidic mét thude
khang histmmine nh 1|I1!|E|l.|11'|_'| dizimine, Fhﬁri I e henh i & hér tridu chirng vé zau .;ln
da nhin thém cic lin truyen tmstumakh [:Itr.l theo, Che |1-h=m g n|.J11:::11 brong dd durgre dicu
trj thinh céng bang liéy EIh.-.Lp b trgy mhwr liéw phap oxy, thuse chi wn beta vi LI.I-I'lI'I.-I.'I‘.'-!l'.-l'-IJI-IJ
Trong cic ruimg hop higm gip, nhimg phin dng nay o lién quan dén t-:':ng the cic blcn el
BT '-dl-l'l'i., viri kit cue gy lu' vong. Cie binh |1I|:m bi khd thé kkhi nghi neoi do cde bién
chimg cua hL.nh ac tinh tién tridn vi cic bénh mike ki cd thé LHI'IJ:I mgly CL xhy ro phan img
lién quan dén tiem truyén gy 1 vong, Do dé, khéng dwge didu tr] bing trastuzumab cho
nhitng bénh nhin ndy (xem myc &),

[.‘l'mg dd oo bdo cio ve vice oo cal thién ban dau sau di Li tinh l.rglng xéu di teén Kim sAng vi
cac phan img mugn kém theo tinh trang xin di nhzmh trén lim “”l-r P& xay ra cac truong
hop G vong rong vimg nhiéu gidv v cho dén mt wan sau khi truyen | thude. O nhimg twmp
horp Fiit Im:m l.J.Il:I cic bénh nhin d3 khéi phat wigu ching lign guan dén tiém [t'llj.'én va triéu
|:|1|rng vé phm hom sdu gidr sau khi hat diu I.ru:.'th trastuzumab. Cln cdnh bdo cho bénh nhin
vé kha ndng xay e khoi phat mudn nbhu vy v hudng din cho bénh nhin lign hé vii bic si
neu sy ra bridu chinge.

Cac bién ca phii

Céc hién co |'.||1-.1| ndng Jda dl:w. bdio cdio khi =0 dung trastuzumab sau ki thube Ilnl hanh
{xem muye |1}, Nhimg bicn o ndy ddi khi Erl.'-.' 1} vong. Mgodi ra, & cd bdo L-HI'J vl chc

tr m"mg horp bénh phos ke bao gim thim nhiém phii, héi chimg suy ho hip cup, viém phii do
11||||:m [ing, vidm ph-ﬁl kh-mlg da nhigm tring, trén dich mang phoi, trgy b h:lp phil phéi
-;.*111 vi suy ho I1EI|:| Cac :.ﬂ.u 10 mguy o lién guan dén beénh phii ké bao gom didn it
.'.lu],-' hoiic :'I!Elng théri viri cac liéu phap -;.h-:.!rq:| ung thu khac dwoe biet la ed lién fuan :an bienh
phﬁr k& nhir edic thubdc nhiém taxane, gemcitabine, vinorelbine vi xa trj. 'Nhﬁn; bién ed niy
e the ady ra b mét phiin ctia phin (g lién quan dén tém tuyen hodc véi sir khai phit
cham. Cac bénh nhin bi kha thi kbt nghi nger do che hién Ll'llh‘l cig hénh dc tinh tidn trién
vii che bénh mie kém b the ting nguy oo xay ra cac hidn cé phot. Do da, khing dugc diéu
trj bing trastuzumab cho nhirmg bénh nhin ndy (xem mye 65, Cin thin treng dii vii bénh
VICm phﬁi khiing do nhicm tring. dac biét 13 & nhimg bénh nhin dang dugc dicu tri Ijlt'll'lg
thisi bing cie thudc nhém taxane.

8. SUDUNG THUOC CHO POU NT CO THAI VA CHO CON BU

Phis il ¢b khd nding sinl sin

Cin tur viin cho phy nir co kha nang sinh san =0 dung bién phap tmnh tha higu qua trong khi
diéu tri biing Trazimera va wong 7 thing sau khi két thie dicu i (xem muc 14),

Mlsngs thai
Ciic nghién ciu vé khd nang sinh san di dwee tién hanh o khi dudi dii o cic léu gip 1éi 25

liin lidu duy tel hing twiin & nguti 13 2 mgdke dang bdo ché trastuzumab ding dwimg tinh
miach va di cho |h5:,- khing cd bang chimg suy gidm kha ndng sinh =in hoje giy hai cho Bio
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thai. B3 quan sit 'I:|'|‘1_':." hién b truy &n trastuzumah gua nhaw thai trong giai duan it
(mghy 20-50 coia thai ki) va culi (ngiy 120-150 ciia thai k¥) cia qud trinh phat trién bie
thai. Chura hiet r6 ligu rastuzumab cd thé anh budng 180 kha ndng sinh san hay khong. Vi

cdie nghién ey ve kha na ng sinh san trén déng var khdng phii e ndo cliog dr dodn duge
dﬁ.p (g trén ngwdn, nén trinh s dyng trastuzumab trang, théni ki mang thai teir khi Igi ich
tiém ting ddi voi ngwi me coo hon nguy eo tiém tng 451 v thai nhi,

Sau khi thude lwe hinh, ede tnmg hop suy gidm s phil trign virhodc chite ndng thin ciia
thai nhi lién quan dén chimg it djch §i, mdt s6 trudmg hop lién quan dén tinh trang giam sin
phii giy e vong & thai nhi. :.'lﬁ dum'-: hiio cho & phy nif mang that ding trastuzumab, Nhilmg
phiu nii oo thai can duge viin ve kha i]m!g @iy hai cho thai nhi. Méu mit phy nik mang thai
durge didu i tnﬂnb lrastu.-'unmh hidie N mit ln_nh. nbin oo Ih:n trong khi ding trastuzumab
hodic trong véng 7 thing sau lidu tastuzumab eudi cing thi cin phii theo dai chiit ch& hasi
mit nhom da nganh,

il o b

Mt nghign cin duge tién hanh & khi dudi dii dang cho con bi & cée Héu gdhp 25 Ién III!II
duy tri hang tin & ngum 1a 2 mgfkg trastuzumab ding dutmg (inh mach di cho l]:a].- Iﬂnb
trastueumnb duge tilt vao stra me. Sy hién dién cia trastuzumab trong huyet thanh ciin khi
con b me khdng di kém vii it by tac dyng bt ki nao 1én sy thng trrdng hode phit trién
coa chiing vy khi sinh dén | thing tudi. Chua i tastuzumab co tiét via sita me & nguisi hay
khing. V1 lgGl & nguia duge 1|§ wilir S Mg O ELET, Vil klu}n% rov kha ming =iy hai cho tié
nhii nhi, nén phy nit khéng duge cho con bi trong khi digu tri bing Trazimern va trong 7
thane sau liéy codi cing.

ki nding sinh s

Khdng eo dir liéw vé kha nang sinh san.

9,  ANH HUONG LEN KHA NANG LAI XE VA VAN HANH MAY MOC

Trazimera ¢o thi oo anh hueng nhe 1€n kha nang ldi xe va viin hinh mdy mde (xem mue 11},

Mén tu vin cho cde Benh nhin gip phai tridu chimg lién quan dén tiém truvén (xem myc 7)
khéng nén 1di xe vi vin hinh mdy mde che dén ki triéu chimg dju di.

1, TUONG TAC VA TUONG KY CUA THUOC

Chara €0 ngiu-::n ciru chinh thite néo vé tromg tie thube duu'c tién hinh, Chia quan sat thay
g the co v nghia lim simg giit trastuzumal va cac thudse dling dong thivi durre sirdung
trong cac thir nghidm lim sdng.

Anh huimg gil pzuanab [én ducre ding hoe cia cde thude ching ung thu khac

[ lidu dirge ding hoe tir cde nghién et BO15935 vi M77004 & phu nit mac MBC c6

HI— 2 dwerng tinh cho thiy ring mire 43 phoi nhigm vl paclitaxel vi doxorubicin (v cac
ehiit chuyin lod chinh cia chimg 1i 6-u |II‘_|-'-liI'lI:l?l'.:.-F ['racliltu'{el POH, v doxorubicinol, DOL)
khiing b thay d61 khi ed man FASHUELLT: i (lid tén Mg, L It 14 8 mgfkg hohe £ medky
ding dwimig tinh mach sau do 1i lidu 6 mykg dimg domg 1inh mach 3 wan mae lan hoge 2
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mgdkg ding diing tinh mach mdi tidin it f:"u't]. Tuy nhign, trastueumab cé thé Jam ting
mire di phoi nhiém thng the cia mét chit chuyén hod eda doxorubicin (7-deoxy-13 dibydro-
doxorubicinone, D70}, Khong rd hoat tinh sinh hoc cua D7D v dnh hidmg Fim sang cia sie
ting chat chwyén hod iy,

D ligu tr mghien ol JPTAG003, L'IH:‘r1 nghién cim don nhianh cua trastuzumab {liéu tin cong 4

mg/ki ding dudmg tinh mi;n:h- vl lieu hing twan 2 me'ke ding durimg tinh mach) vi
iocetaxel {Ilﬂu o} mg/in’ ding liLI'{'FIU‘__, tinh mach) & phu nir Nhit miac MBC ¢ HER2 duong
tinh. chi 1|u:;,l r:-m&I chao dimg |J:1ng théni trazshwenmah khéng anh nrdng 1En duoe dong hoe
liéw dom cin docetaxel. Nghién ciu JP 19959 13 mit nihicn cin phy cia BO18235 (ToGA)
-ﬂﬂ-;l'i. thyre hidn e bénh nhin nam vi nir nguod Nhie mac bénh ung thr dg day tidn trién
nhim nghién cinn duoc dong hoc coa copecitabine va cisplatin khi duce si dung § ket hop
hesic khing kit h-u;l vin trastueamab, Ket gui con nghién etu phy nay cho tlu—::r |.i'in£, mire di
phi nhifm v cac chit chuyén hod co h-:n;lt tinh sinh hoc (vi dy: 3-FUY cla capecitabine
khing bj anh |'II.1'i:|'I'IL, béi vige s dung dbng thii cisplatin hode boi viée si dn,mL, ddng thivi
cisplutin két hop vii trastuzumab. Tuy nhién, ban thin capecitabine cho thiy ndng dé cac
hom va thei gian ban thai dai how lkha kit harp v trastuznmakb. D Iif}u ciing chao thi}' |'fi.ﬂg
duge ding hoe cia cisplatin khong bj dnh hutmg béi vige sirdung ddng thii capecitabine
hodee bod vige s dung dong thdi capecitabine ket hop v&i rastuzumab.

Dix ligu durge ding hoc tr nghién ciu H;Ilﬁ' | 3 GO 305 & cac bénh nhin m:;bc hénh ung thir
di cfin hodic tai chd tidgn xa khing the phiu thuit ef HER2 duong tinh cho thiy ring
teistuzimab khong ob dnh hoadng lén dage ding hoc eoa carboplatin.

Hélng cach so sinh |11f1n|;_:_ dtf: ma phang cna lra.-:Lu.:-'.unmh trong halyél thenb sau khi dow tei ligu
hing trastuzumab (lice e cdng 4 my kE'hLLI mi i médd lin 2 gk dimg dudmg tinh
mach) va nong df quan st duge trong huyét thanh & phy nit Khit imde MBC ¢ HER2
-:lun‘ng tinh {ngllén cuu JP L6003 ), khdng tim lI'Lﬁ'v hhnb chu‘ng vié anh hudng duge ding hoc
cua vide ding dmu_, thin docetuxel 1én duron da._mg howe cia trastuzumath.

S sdnh két qui duge ddng hec tihai nghidn efu Pha I (BO15935 va M77004) v mit
nghién ciu Pha 1 (HO0648g) wong dd cac bénh nhin dwoe diéu tei dong théi bing
trastuzumab vi paclitixel vi hai nghién cite Pha 11 rong do trastuzemab duge cho ding
T |:|<IJ1;_, o qu lidu (WO16229 vi MHEE-E'E?} i phu nir méc MBC i HER2 duong tink
cho !I'm].J ring nun]., di day trunmg bink va m:n;I [é con trastuzumab lnun,_, J.'lilj"i:f thaanh thay ddi
trong va giifa cdc nghién ciu nhemg khimyg co anh hwdmg o6 rang oaa viéc ding dn:-ng thén
paclitaxel 1én duge ding hoe cua trastuzumab, So sinh dif ligo duge ddng hoe cna
trastuwzumab v nghién el M7T004 trong dé phu nir mic MBC o HER2 du g lindh &
dwere dicu tri [mnﬂ ther hﬁng trastugumah, paclitaxel va doxorobicin v di lién duoc dang
hge coa trastuzumab trong cic nghién clu mi trastuzamab duge cho ding dwdi dang don tr
ligu (H0649) hode két hop v thude nhom anthracyeline cdng véi cvelophosphamide hoge
poclitixel (nghign ciun HOG48g), cho thay khing cf anh hidng coa doxerobicin vi paclitaxel
I duge diing hope cia trastuzumahb.

D ligu duoe déng hoe tir nghién ciu H4613g/G001305 cho thiy ring carboplatin khéng cb

anh hurmg [En dice ding hoe cin rastuzumab.

11
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Viee dimg dﬁng than anastrozole khdng oo déiu hidu dnh hudng 1&n dupe ddng hoc coa
trastuzumab,

Tireme kv

Khing duge trdn lin hobe pha lofng duge pham néy véi cée duge phim khac ngogi trir cac
durge phim dwge dé cip tromg mpe 149,

Khang due pha loang dupe pham niy bing cic dung dich glucose.

1. TAC DUNG KHONG MONG MUGON

Tom tit tinh i i

Trong 50 cde phin dmg bat lyi nghiém trgng vidhode thudng gip nhit duge bio cdo khi si
dung trastuzumab {cac dang bio ché diing dudmg tinh mach va dudi da) cho deén nay 14 i

logn chire nding tim, phan fmg lén goan dén titm troven, déc tinh huvet hoo {ou thé B gidm
bach cau trung Hnh), nhidm teing va cae phan dmg hie ki vé phii,

Bing danh sich ciac phan img bat loi

Trong mue ndy, cde phin logi tin sudt sau diy d3 drgre 51T dyung: |ﬁ{ thudmng gip (= 1/10),
thuemg pap (= 17100 dén = 1A, it givp (= LAODO ddn < 17108, hiém ghp (= 1710000 dén
= 1/10003, rit higm giip (<< 110,000, chwa ri {choa the ude tinh i dii liéu san o). Trong
it |1Ja;hm tin sudt, cdc phin (g Béit Ioi dinge trinh by theo thir tr mie &0 nghiém trong
gitm din.

Bing 1 wrinh biy cic phin (ng hét lipi d3 diroe bio edo lidgn fjuan den vide st dung
trastuzumab ding duimeg tinh mach don dic hodie kit hop vii héa tri trong cie thr nghiém
tam sang then chit va sau khi thude luu hinh,

Tat cd et thudt ngi duge dua vao B dia thea ty 18 phiin trim cao nhat duoe thity rong ebe
thir nghiém lim sing then chiit. Ngodi e, ede thudt ngii duge bio cio sau khi thude hu hinh
dwrirc bao gom trong Bang 1.

Bing | Cic tic dung khing mong mkin duge bao cio v trastuezumahb ding diing tinh
mach & dang don i ligu hodc ket hop vdi hida e trong cic thir nghigm lm sang then chiit
{N=%386} va sau khi thubc lwu hinh

Phiin loai h co quan Pluin irmg bt Dy Tim st
Nhidm teing vi nhidm ky | Nhigm toing Riit thirimg gap
sinh trimg Vigm miii hiu Rt thurimg giip

Nhiém triing huyét giam bach ciu Thuimy giip

trung tinh

Viém bdng quang ~ Thardmy gip

Lona I'rmye gip

L Thuemy pap

Wik xoang Thurdrng gip

M tring da Thuémg gip

~Viém miu Thucmyg gip

Mhicm g duimg hi hiap trén Thuimg gip

12
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' Phin loai hé co guan Phin itng bat lii Tin suii
Nhicm trimg duimg tiet nidu | Thudng pip
Viém quing Thuding gip
Viém te bao Thudong gip
Wikm hgng Tharng gip
| Mhiem wing huvet It gap
LI lanh tink, dc tinh vi LF b tindy Lién tricn Chara rid
khiwnig xic dinh {bao LI tien trién Clhwra o
_gn%:rﬂ CH U nang vi p{JLip_Jl____
R logn mdu vi i bgch) Sae giam bach edu trung tinh Rit thwimg pip |
huyét Thice miu Rt thudng pap
| Ciiam bach ciu trung tinh Rt thidme pip

Giidm s hugng bach ciu/giam bach clu| Rt thuimg glp

Ciiam tidu cin Rar thuimg gip
Giidm prathrombin buyén Chira 18
o Giiam ticu caw mien dich Chua ri
Rai loan hé micn djch Qud min Thwimp ehip
"Phan ing phan ve Chua rd
*Sde phan vi Chua i
Rai loan chuyén hia v | Tang cinfsut can Rat thudng gip
dinh durng Chin dn Rat thuong zip
Hai chimg Iy giai Khoi u Chura 16
Tiing kali miiu Chuard
R loan tim thin Miit ngu Rt thudng gip
Lo iu Thwimg gap
Tram cam Thurdmy gifp
| Suy nghi bat thutmg Thwimg gap
B logim ke than kinh TRum iy It thudmyg giip
Chdag miit Bal thuimg gip
Erau diu RLat tharim g gdip
111 cam Rl thuimy gap
Loan vi giac Rt thurimg giip
Bénh than kinh ngos bién Thuimg sip
Tang trrong lye cor Thiremy giip
| Budin ngu Thuimg giip
Mt dieu hoa (that dieu) Thrdmg gip
| Ligi nhe Hiém pip
Phil ndo Clwra ¢ o
Koi loan mat YViem leel mac Riit thudmg gap
Tiing tigt nwrce mat | Réit thutmg pap
K hdh miat Thardmg gdp
_Ij@ﬁ_g_ai thi Chura 16
XKl huyel ving mae Chira i
| Roi logn tai va tad trong | Bige It gap
Rii loan tim "Huyét dp gidm Rt thirdmg shp
rl_-_ljlyﬁl ip ling R thuimg sap
'_rNh!'p tim khing déu Rt thudmg ghp
__' FXinh trong nguc Ral thutme sip
TCudng ddng tim Rar thrimg gip |
| Ciiam phin sidt thing mau Rt thutmg gap
'Sy tim (sung huyet} Thutmg i
Mhip tim nhank trén thit Thudmg zip

1
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Phin loai hé co quan Pliin img bt i Tan suat
Bénh co tiin Thudmg gip
Trin dich méing ngodi tim It giip
Soc m Chura
Vigm mang agodi tim Chura rid
Mhip lim chiim Cliwra o
Ca nhip ngua phi Chura 16
Réi loan mach mdu Mong bimg It thuimg wip
M Thuimy gap
- Ciiin mpch Thutmg gip
Rai loan héi hip. npyre va | ' The khé khe Ril thulng gip
trung thit "Khé thi Rt thimmg giip
Ho o Rt thudng gip
Chay miu cam Riit thutmng gap
S0 miii Riit thuimg giip
“Viem phii do nhiem frng Thuong gip
Hen suvén Thuing g#ip
I{n*lqﬁn phoi Thuong gip
Trin dich Mg phdi _Thl.rf'lFLE_g?rl
"H'Il:l'l'l phoi khang do nhigm tring Hiém gap
X o hba phidi Chra
~Truy i hip Chura i
“Suy hi hip Chra
*Thim nhiem phi Chira
"Phu phai ciip Chua o
"Hidi chimg suy hd hip cip Clhra i -
| “Co thilt phe quan Chura r
"Ciiam oxy huvet Chua i
“Gidam i bio hoa oxy Chusa o
Phin thunh guan | Chura el
K ha the khi ndim Chua rl
Phi phi Chua rid
Bénh phai ké Clhura 1
Rt loan tiéu héa Tieu chiv Rt thurcm
| MNan Riin thudmg pdip
Buan ndn Kt thudmg gip
Sung mdi Rt thudmgp pip
Drau byng Rit thuémg piip
Kho ticy R thudmg gip
Tan bén Rt thudmg gap
| Viém da day Tm%g_gﬁp
Tri Ihrdng gap
_Kha migng Tharding gip
Kt loan gan mdl Tin thuomg 1€ bao gan Thading piip
Vidm pran Tharding gip
Cian dau khi dn Thirdng gap
Vang da Hicm giip B
Suy gan Chua ed
Reti foan da Ling ban [at thudng pap
vib i dui da I"hit ban Rt thutmg ghp
[ TSume s _ Rat thuwimg gap
Hung toc Rt ol thutmg gap
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Phiin loai hé co quan Phin ing it lyi Tiin suint
Roi lognméng Rat thuimg gip
Hai ehidmg do da va di cam long bin Rt thudmg gip
tav=kin ¢hén
Mun trimg ca Thurimg gilp
Da ki [hurmg i
Bim miu Thurimng, pép
Tang tiet ma hi Thuimy wiip
Ban dang dat =in Thardrmg pép
N | Thwémg gap
Gy mong | Thuimyg gip
Vidm da _Thimg gap
Ban may dav It gip
Phis magch Chara o
Rai loan co xueng vi mio| Bau khap Rat thurimg ghp
lién két _Cang co Rat thimg gip
Bau cor [t thuimg gip
Viem khip Thutmp zap
Pau hmg Thutmg gap
Bhau xuong Thutmg sap
Lo thilt cor = Thutng eap
D ¢h Thuimg gip
frau chi Thubng gip
Fci bean than vd Gel nigu | Béi loan than Thuimg 2ap
_‘1"_:4':!11 Lidy cau EI_]lﬁn nang Chuta r6
Beénh fidu ciu thin Chra
| Suy thin Chura
Mang thai, cic tinh wang | [t dich 6i Cha
chu sinh vil trong thin ki | Gigam san thin Chra o
i pif Gidm san phéi {hira 1o
Roi logn hé sinh zan vid | Viém vi Thudmg gip
Vil
R loan chung vi tinh | Suy nhuge Rt thuwdmg glip
trane tai nori s dung Pau ngre Rat thuémg gap
thude Chi Janh Raf thwémg gfip
[ MEt o Rait thudng gip
Triéu ching giong cim Rt thirdng gip
Phan img lién quan din tiém Lruyén Ft thirbag gdp

Erau

Rat thwimg gap

S0l

it fhurdmie pip

thugt

wi che bién chimg do tha

Vikm nicm mac Rat thwimg gap

Phii ngoai bién Rat thudmg gip
Kha chiu Thutmg gip
o e Phi Thudmg edp
Tan tharong, nhiém die | Vér bim tim Thudmg gap

|||||||

" Bidu thi gic phan dng bat lgd di duege bio cho 07 b wbi ket epe giy nr vong.
" Biu thi cac phin imp bdir Bt 8 dumie b e phidn 1om e guan b wii cic phan teg lita quan dén iém
truydn. Khing cidy 1 phiin i cuthi cho nhitng phin g niy. ] _
" guan s thiy vidi liga plﬁumkél herp som kha dlinag che thabe nhi anflvacycling wi kic hop voi o thobe

nhdim tuganes
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M i ede phan ime bt lei chon loc

Rai boow chiie ndng Him

Suy tim sung huyet (Loai -1V theo NYI Ir";j lik ph:‘m i bt leri tharimgg gip lién i dén
vige sir dune teastuzumab vi d3 i kém vai két cuc giy ok vong (xem mye 7). Cic diw higu
va tridu chimg rbi loan chire ndng tim ol ki the, kit ther khi niim, ha tang lén, phir phoi.
nhip ngya phi 83 hofie giam phin sufil Wng mau thit, 83 dugpe quan sit thay oeic bénh nhin
ditu i l:n"in-- lmgtu?umﬂh (mem mc 7).

Trong 3 thir nghiém lam sing then chit ve trastuzumah b tro duoe cho ding it hirp il
héia trj, 1y G méle mén tinh trang rbi logn chie ning tm 4§ 34 (dic biét L suy tm sung
huvet oo triéu chimg) 1 trong to & ede bénh nhiin ding hoa i dum doe (tire I, lehéing dimg
trastuzumab) va o chc E}éuh nhiin dugce cho dimg trastuzumab tudn T sau mdt thude nham
taxane (0,3-0.4%). Ty I niy cao nhill & cie biénh nhin dunE trastuzumah doing thid vii mdt
thuiie nhdm taxane (2,09). Trong :nmrspF :h:,:p didu 1 in b try, can it kinh nehicm v vige
ding ding thifi trastuzumab v phic 44 thude nhim antheacyeline liéu thip (xem mue 7).

Khi cho dimng trastuzumab sau khi hoan tiit héa trj bé teg, di quan sdt thiy finh trang suy tim
Logi HI-TY theo MYHA & 0,6% so béah nhiin trong nhdnh dimg mot ndm sau thin gian theo
i trung vi 1a 12 ﬂnh:g Trong nghién cim BO16348, sau thi gian theo dai trung vi 13 §
ndm, ¥ 1é mic mdi CHF ndng (Loai 11 va IV theo h"l"|'1-"‘t]'1l‘l1ll[-. nhinh diéu trj bing
trastuzumab trong | ndm la 0.8%, vi ty 1§ xdy ra rbi loan chire niing thit trai khing cé trigu
chimg vi e rigu chimg nhe la 4,6%.

Kha nfing hati phise enia CHEF ning Lﬂuuu. xie dinh 13 i day gom it nhat I1a| gid irj LVEF
lidn tidp = 50%% san bicn -,-njl I 3 rling d6i vai 71.4% 56 binh nhin duge diéu tri |'|l1l'|E
trastuzumab. [Kha nimg hii phye coa tinh trang réi logn chire niing thit trai khiing e tricu
chimg vi cé trigu chimg nhe duge cho thiv & 79, 5% 50 bénh nl]an Khodng 17% céc bién et
lidn quan dén i loan chire ning tim A& xdy ra sau khi hoan 8t dicu tri bing trastezumab.

Trong thir nblw_m then -;.Iu..-t véé trastuzumab dung dudmg tinh mach dé dicu 1 bénh di can,

e 18 mic mai tinh trang réi loan chite niing tim dao dong tir o dén 12% khi duge kit hop
i paclitaxel so vin | %-4% cho paclitaxel d"”l—. don die. B vt o e lidu, 1y 18 may 1L
6%, Ty & ki loan chire ndng tim cao nhat duge iy & cée binh nhin dimg trastuzumab
dong thsi v thude nham antheacyeling/cyelophosphamide (27%) v cao hom ding ké =0
v thudic nh-uﬁm anthracyeline/cyelophosphamide ding dein die (7% |EF'3-’-'1‘.I Trong nv:'ﬁt thir
nghiém ||::11 then vii viée theo d4i chiic ning tim Gién el theo thii gian, ty 18 mac mai CHE
e trigu chimg ki 2.2% & cde bénh nhin dimg trastuzumab vi docetaxel, so voi 0% o cae
bénh nhin chi dimg docetaxel. Hau hét bénh nhin (79%) da phil trign tinh ang II.'H logn
chirc ning tim trong cdc thir nghiém nay &8 cii thidn sau khi duge diéu tri CHF bing 1idu

phap thurémg quy.

Cibe g derige licn aguicn e tic ertevén, i lirg gfcaﬂjf elf wringy e gpaaet mwin

Ulre tinh ring khoding 4I]"'..-{. s bénh n|1”|n durgre didu tr I:I’u:l;b trastuzumab s gip phit mot s
dang phin & vmg lién quan dén tidm tuydn. Tuy nhicn, phin lén cic ph.m G lién quan den
tiém truyen o mire d6 nhe én vira (hé thimg phiin di NCI-CTC) va e xu linding x4y ra
sivm hom trong qmi 1 ml] d|éu irj, tihe 18, trong cic Vi l;nm,u thu nhat, thir hai va thir ba vl it
xiy m hon trang cie Hin trayn tiép theo. Cic phin dng boo gim G lanh, sot, khé the, ha
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huyét dp, thi kha khé, co thit phi guan, nhip tim shanh, gigm dé bdio hoa oxy, truy hd hap,
phat ban. budn nin, non vi dau dau (xem muc 7). Ty 1€ xiy ra cic phin img 1ién quan dén
tiém truyén thude tit ca cde elp do khic nhau gitra cie nghién edu Wy thude vio chi dinh,
phuwang phap thu thip di lign vi viée trastuzomab dirge dimg dong thisi vai héa tri hay dndi
dpng don trj li¢u.

Cie phan tng phan vé nang doi hoi can thigp y 0 b tro tie thdri c6 the xiy ra thimg xuyén
treng Bin din tién hofic ln thir hai tuyén trastuzamab (xem mye 7) vi oo lign quan din ket
CLH iy T o,

D3 quan st thiv cdc phan img dang sl phin v§ & ede tnrding hop riéng biél,

e iink .I':lu_ﬁ:':f o !
St gidm bach ciu trung tinh, gidm bach ciu, thigu mdu, giam e cau va giim bach cau
trung tinh xay vt thwdmg xuyén. Chaa o tin sudt xdy m tinh trang gidm prothrombin
trong mdn, Neuy eo giam bgch cau trung tinh ¢6 thé ting nhe khi wastuzumab duoc ding
ket hop vii docetaxel sau hida trj biing thude nhém anthracyveline.

Ciic hitdn ca phil

Cic phdn (mg bt lgi néing & phii xay ra lién quan dén vige sir dung trastuzumab vi da i
kism vivi két cue giy i vong, Mhimg phéan img nay bao gom, nhung khing gici han & thim
nhiém phii, hii chitng suy hé hiip cap, viém phdi do nhidm tring, viém phoi khang do
nhiém g, trin dich méng phE-u'. truy b h.ﬁ;:l. phi phél!' cﬁp vil suy hd I'IE'!P {xem muc 7).

linh sinh mi#n dich

Trong nghién cim diéu trj tin b tro-bd g cho EBC (BO22227), & thid gian theo dai rung
vi vurgt quii 70 thing, 10,1% (30/296) bénh nhin dwge didu tri bing trastuzumab ding
drérng tinh mach d3 phat tridn khing the khing trastuzumab. B3 phat hign thidy cie khing
the trung héa khing trastuzumab trong cie miu sau lin khim ban i i 2 tromg 56 30 bénh
nhan rong nldnh ding trastuzumab qua tinh mach.

Chua rd méi lién quan lam sang coa nhiing khdng thé niy, Sy hién dién cia khing thé khing
irasturumab khing o anh huong [én duge ding hoe, hidu Iy (duge xie dinh biing Bap ing
todin dién v mit hénh 1y [pathological Complete Response - pCR] vi thid gian song khong
o6 bien ob [event free survival - EFS]) v tinh an todn dioe xéc dinh bing sy suat hign cle
phin tmg lién quan dén vide cho dimg thude (administration related reaction - ARR) ciia
trustuumab ding dudme (inh mach.

Khdng ¢a dir liéu v& tinh sinh mién dich cho trastuzumab & bénh ung thu dy day,
12. QUA LIEU VA CACH XU TRi

Khang eb kinh nghidm voi viee dong qud lide wong cie thi nghifm lim sing o ngudi. Cic
licu dow trastuzemab réng B wdn 1 mgkg chua dwce ding trong che thir nghifm lm sang;
liéw duy tri 13 10 me/ke ding 3 tdn mdt Fin sau lidu tin céng 13 8 mpkg di duge nghién
ctrn trong mdt tar nghiém lém sang & bénh nhin i bénh ung th da day di cin. Cac ligu
che dén miie ndy dugie dung nap miat.
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13, BAC TiNH DUOC LUC HOC
Nham duoc 15: Thute chdng ung thir. khang thé don dong, ma ATC: LOTXCH3,

Trastzumab 2 mar khang the IgGl don dong nhin tinh héa 13 68 hop khng thy thé VEU 1
tang truomg bigu bi o ngudi 2 (human epidermal growath factor receptor 2 - HER2), Sir bidu
hin qui mic HER2 dugpe quan sat thily & 20%-30% s6 ca ung thu vi nguyén phat. Clic
nghién el ve 1y IE HER2 dureng tink o bénh ung thu da diy (gastric eancer - GC) sir dung
phwremg phip hod ma mien dich (immunohistochemistey - IHC) v ki thudt lai buinh quang
tyi ché (fluarescence dn sits hybridization - FISH) hode ki thudt lai gin chit miu tai ehid
{chromogenic in sitw hybridization - CISH) di cho thiy ring cd sy lkhac nhaw Idn ve ty 1€
HER2 duemg tinh dao ding tiv 6,8% dén 34,0% d6i vii THC va 7,1% {!EIIH 42.6% doi v
FISH. Ciic nghién ciiu cho thiy ving nhilng bénh nhén ung thir vii o6 khai u bigy hign qud
mirc HERZ cé thisi gian séng khdng bénh bi nit ngdn so vii nhimg bénh nhin cé khéi u
khiing bidu hién qua mire HER2. Vimg ngoai bio cin thy thé (ECD, p105) b thé roi vio
ding miu vi duge do trong cic miu huvet thank

oy u]lé e dung

Trastuzumah gin két bing i lee va d6 dic higu cao vol vimg phu IV, mt viing cin mang
edla ving ngogi bio cia HERZ. Sy ghn két ca trashuzumab vii HER2 (e ché sur phil tin
hicu cia HER2 khing phy thuge vie phoi tir va ngin ngia su phin cit phin giai protein cia
ving ngoai bio, mit co ché kich hoat cia HER2, Két qui [d trong ca cac X6t nehiém in vita
va trén diing viit, trastuzumab d3 cho thilty the dung 1m ire ché sy ting sinh cia cic té bao
khidi u & nguiri bidu hign qué mic HERZ. Ngodi ra, trastuzumab [d mdt chdt trung gian manh
et dic tinh 1€ bio qua trung gian & bao phu thude khing thé (antibody-dependent cell-
mediated cytotoxicity - ADCC). Jr vitro, ADCC qua trung gian trastuzumab i cho thiy [y
uw tién tic dung tén cac te béo ung thu bidu hién qua mire HER2 so vdéi cac té bio ung thir
kkhéng bidu hidn qua mic HER2.

Phit hi¢n sur hi¢u hién qui mic HER2 vi sir khuéch dui gen HER2

Phatt hign sue bigu Bién gua mire HER2 wi su Kbl el gen HER2 o bénk ung thir vit

Chi nen sir dyng trastuzumab o cde bénh nhiin mé khai u cia hg cb sw biéu hién (Ul mine
HER2 hojic sir khuéch dai gen HER? theo xde dinkh béi mae xét pphidm chinh xde vi 0
duge phé chudn, Cln phat hign sy bidu hién qui mire HER2 biing mét dinh gid dira trén hoa
md mign dich (IHC) cho che cumn khéi u ch dinh (Xem mue 7). Can phét hién sy khuéch dai
gen HERZ béing ki thudl lai huynh quang i chd (FISH) bode kv duit Tai piin chat méu tai
chéd (CISH) cho cde cum khdi u cd dinh. Bénh nhin d tiéu chuin digu i bing Trazimers
Ny hy che thity sur bidu hién qud mic HER2 manh nhw md 18 bing diém so 3+ bai [HC
hedc ket qua FISH hoge CISH duong tinh,

B¢ dim bio kit qua chinh xéc vi o6 kha ning & lip, 26t nghiém phi dugie thire hidn rong
mid phong thi nghiém chuyén bigt oo the dam bio cdic quy trinh xét nghiém duge thim dinh
mt edch thich hop.

HE thisng tinh diém due khuyén nghi dé danh gk cic i hinh nhudm THC 13 nhw néu trong
Bang 2:

il
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Bing 2 HE thing tinh digm duge khuyén nghi dé dinh gid cde md hinh nhugm 1CH & bénh

uge thr vin

Diem | Mé hinh nhujm Péanh gid sy bicu hién
|:|Iu mire HER2
i Khing quun sht thiiy sy nhur}m hodic quan sat thay sy | Am tinh
nhwjm mang & < [ 0% i1 1 b khdi u L
I+ Phat han “a uhudm mdng mdfvira do nhin thay o Am linh
= 10% sb t& bao khéi u, Céc i bio chi duge ﬂlmqrm &
mit phin MIAng, _
24 Phat hign s 11!:unm méng 10dan b tir yéu dén wung Ehing ¢ rng
Binh & = 10% 50 t¢ baa I-:IJm n
i Fhit hign s nhugm ming todn b§ & mic manh o Dhremge tinh
= 10% 56 1€ bio khdi i,

Nhin chung, FISH duoc cof 1a duomg tinh néu ¥ s gifra 50 bin sao pen HERZ trén 1€ bao
khii v oviri 50 bdn sao r|J1I1.'1'|'| sihc the 17 ki lom hom hode I:uru.__ 2. hedc néu of nhice han 4 ban
san cua gen HER2 rén t& bio khii u néu khing s dung dbi chimg Li nhidm sie th 17,

Mhin chung, CISH duge coi ki duong tinh neu cé nliéu hon 5 bdn san cia gen HER2 trén
nhén trong nhicu hom 50% st 1 bao khii u,

) big hunm_ i déiy do ve cach thyc hign v dién gidi xé nghiém, vui [ong tham khio 1
hidmg din s dung i ede x8 nghiém FISH i CISH 43 duoe phé chuin. Cing cd thé dp
dyng cic khuyén nghi chinh thire v@ xét nghidgm HER2.

Didi v bt ky phireng phip mio khic co thé duge sir dung 3¢ dinh gid sw bifu hién rlrutun
hodc gen HER2, chi nén tién hanh cie phién tich boi cac phimg thi nghiém hign dai cd the
thise hign thaa ding cde phlmm., phip a8 duge phé chudn, Nhiing FhLl[lI!'lf__. phip dd phai thi
chinh xdic vl ding dis e cho thay su biéu hidn qué mire cia HER2 va phai eé khi ning phin
biét giFa su bidu hién HERZ trung binh ( déng du v 24) vi manh (dimg dr v 34

Phiit keidn see bhicy hign qud mire HER2 v sir Rbreroch deti e HER2 o bl ung thir elie ey
Chi theore sir dung %ét nghiém chinh xde vir dii dugre phé leﬁn dé phan hién su bidu hién qui

e HER2 hode s khutch dai gen HERZ. ICH duge khll}"l.'tln ngzhi lm phisong phip xét
nghigm diu tién v trong cie tnnimg |1l',l‘5|'l m tinh trang khuéch dai gen HER2 cling duge yéu
ciiu. phai dp dung k¥ thudt lai tng cwing bac i chil (silver-enhanced i ity hybridization -
SI1SH) hedc FISH. Tuy nhién, khuyén nEh| sLF rJ!unE cong nghé SISH nhim cho phép dinh
id song song mi hec va hink thii hoe e khoi v, Pé dam bao hidu lye cia cic quy triinh
xét nghiém v tao ra ket qua chinh xde vicd kha ning i [ip, xét nghiém HER2 plml e
thurc hign trong mijt phing xét nghiém co dii ngit nhin vién da dige dio tao. Nén iy hudng
din dﬁy i ve cach thyre hign sxét nghiém vi didn wiii kit g 11 1y thimg tin san pham di
kém vii efic xét nghiém HER2 duge s dung.

Trong thir nghiém ToGA (BO18255), cic bénh nhin ¢ khoi u duong tinh vii IHC3+ hoje
FISH di dugre xdc dinh & HER2 ducng tinh va do di duoe dua vao thir nghigm. Dia theo
ket qua i l'|EE||.-||!|11 lim sang, cae the dung cb byt ehi gidi han o LEIIZ bénh nhin cd mc biéu
Im:n qué mirc |'II.II11‘.'2II'I HERZ cao nhit, duge xde dinh bing diém s6 34+ hai IHC. hode digm
50 2+ hai ICH va két qua FISH duong tinh.

L

o "= 1) Fo

a
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Trong mdn nghién edu so sinh phaong phip (nghién ciu DOOR348), di quan s thity mire
i phil hogp cao (= 95%) cho cae k¥ thuit SISH v FISH G& phit hién sir khuech dai gen
HER2 & edc bénh nhin ung thy da diy.

Cin phat hién sir biéu hién {.luﬁ mirc HERZ biing mt dinh gid dya trén heda ma mien djch
{1HC) cho eic cym khdi v o dinh; cin phal_ hién sy Lhu-l..l:h dai gen HER2 biing k¥ thudt lai
tai chd sir dung SISH hode FISH trén cic com khii u ed dinh.

Hé thing tinh diém duoe khuyén nghi dé ddnh gid cde md hinh nhwdm THC b nh néu trong
Bing 3:

Bimg 3 Hé thong tinh diém duge khuyén nghj dé dinh gid cie md hinh nhudm ICH & bénh
ung thir di day

Piém | Miu phin thudt - mi hink | Miu sinh thiét - mé hinh | Banh gia
nligm nhujm swr higu hidén
TUERTIS
HER2
Khing ¢ phan img hodc Khang i pi:.m img feodi ;1h:-u1
I F"L“‘ tng ming o < 10% s | tme mang & bt ki té bao khdi | Amtink
1 baa khii u wmho

Phin ting méng méifvim du | Cum te bio khii u v phin l.'nn=
nhin thay &> 10%, s e by |11.J|.|1g |m:rhtm du nhdn thay
khii v; cac i bido chi phin ké ty 1é phan trim s0 t& bio
trmge ormel ]:lh.'iu ming khéll u o nhudm

[+ Am tinh

Phan g mang ton by, diy | Cum & Bio khii u von phan img

bién hadic bén & miic véu dén | mang lném hé, diy bén hojic bén
2+ trung h-inh = 10% ob 1 bdn | ©@ mik 1.1.u :lL.n. trumg binh lsdit KEhing 5 rang

L. ké 13 i:, hiin triim 506 1 bio
viniY - khu::fu 1[i:rut riheeim
Phan tmg ming todn b, diy | Cym te bao khoi v voi phan dng
bén hojic bén & mie manh & | mang todn bj, day bén hoje bén
14 = 10% sb & bio khoi u & miie gl bt ké tv 12 phin | Duseng tinh
triim 56 te biao khoi u duge
nhuém

Nhin chung, SISH huiu: FISH duge coi ki duomg tinh néu by sb piiia 56 bin sao gen HER2
wen 16 bao khdi v vei st ban sao nhidm sie tha 17 18 1én hon hoje bing 2.

Linh higu qua va tinh an i i sang

g Bhn v o o

Trastupumah da duge si dung trong cic thir nghidm lim sing dut dong don 1 liéu chio cie
bénh nhin mic MBC co bc1:|:’§i u biéu hién qui moe HER2 va nhimg ngwin da that bai ki
dicu trj bing mét hodic nhidu phac d& hoa trj cho bénh di can cia ho (rastizamab dom dic ),

Trastuzumab ciing da duge st dung kit hop ver paclitngel hoje docetaxel 88 didu trj cho cic
bénh nhin chua dirge nhin hia tr cho bénh di chin ca ha, C de hénh nhan wrude do di nhﬁn
hiaa ln b tryr bing thude nhom anthracycline di duge didu i bilng paclitaxel {175 mE.-"ITI-
|;||,|_'5.IL[| trong 3 gicn) o hodc khing kit hop v trastuzumab. Trong thie nghigm then chit v

il
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docetaxel { 100 mg/m? Tn:].nl;-n trong | gio cd hode khing ket hop voi trastuzumab, A% 54
binh nhin di nhin o tri b oy L:fm_lj_; thude nhém anthracycline tirde di. Céc bénh nhin
duge diey tri bang trastuzumab cho dén khi bénh tién trign.

Tinh higu qud cia trastuzemab két hop véi paclitaxel & cic bénh nhin khing nhin Ilnl-m.
nhdm anthmr::.-':im: bt b trudie dd chara duoe nghién oiu, Tuy nhién, trastuzumab lkét hep
viri docetaxe| di co hiéu gua o cac bénh nhén di ho od ding thudic nhém anthracyeline bé
brey drude 36 hoy khing.

Phuomg, phap xdét n,_,hu:m sar hidu hién qua mic HER2 dl.n;u diing 3¢ xic dinh tinh hop 1€
cia bénh nhin trong eie thir nghiém Lim sang then chit vé dem i ligu har:g. trastuzumal vi
lr-.:-;.lummub két i widi p:u.,hm:ﬂ.rl 3 s dung edch nhudm hod mi mien dich cho HERZ cia
vit ligu cf dinh tir cde khdi u vii bing cich s dung cic khing IhL dow dong coa choi CBLI
vii 4115, Nhitng mi nay da dugc cdh dinh I.HIFIH formaline hajc chit dinh hinh Bouin. Xét
nehiém nghién ciu cua ther ng_hu:m Jﬂm sing nay duge thue hidn i mét phdng thi nghidm
trung tim sir dung thang I.Iu.m tir 0 dém 3+ Cic bénh nhin duoc phin loai [ cb diém nhudgm
2+ hodic 3+ dqum thu tuyén, trong khi nhifng nguii i it nhudm () hode 14 duoe loai trir.
Hom 70% 56 bénh nhéin duge thy lu}-::n di oo dicm bicu hign qud mde Id 3+, Dir héu chao
thity riing efic the dung oo loi Ién hon & nhimg bénh ahdn o6 mic & biéw hidn qui mie
HEF2 caw harm {34+,

Phuemg phip xét nghiém chinh duge -:Iflng dé xde dink HER2 diromg tinh trong thir nghiém
Ihl:n chiit vé docetaxel, ¢ hojic khing ket hrp i trastuzumah. la hod ma mien diiﬂ'l Mt
phiin nha sé bénk nhin 43 :an;rL xét nghidm bing k¥ thuit lai hugnh quang tai chii U ISH}.
Trong thar nghu;m nay, 87% st hénh nhin tham gl.ﬂ. mic bénh ¢d IHC3+ va 95% 56 bénh
nhdin tham gia mike bénh co IHC3+ vadhoac it qua FISH duong tinh,

tink lueing .frm'.r Frcingr teacin o béih aerrg thee vt off odin

Céie ket qua ve tinh hidu qua tir cic neghién el don i ligu v wi ligu két hop dhrpe tom it
trong Bang 4:

FA

. &k A Tew =
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Ring 4 Ciic k&t qua vE tinh higu qua tr cdc nghién ciu dom tri ligu v tri liéo ket hop

Thing s | Don trf lidu Tri liéw kit hop
Trastuzumah' | Trastweumab | Paclitaxel | Trastuzomab | Docetaxel
kit hop vivi két hop vl
Ne=]72 paclitaxel® N=T7 docetaxel’ M=t
- N=68 N=92
T:.r l¢ i [ Bl 9%, 1 7% 0% 4%
umg (Cl (13-25) {36-01} ($-27) {30-71) {25-45)
95%) PR Moo

Thiri gian a.1 E.3 4.6 1.7 5.7
dip img (5.6-10.3) {7.3-K.8) (3,7-74) (9.3-13.0) {4.6-7.6)
Trung ¥
{thang]
{C1953%) | B
TP 3.2 N | 3.0 [1.7 i1
frung vi {2,6-3.5) {6,2-12,0) (2,0-4.4) {9.2-13,5) (3:4-7.2)
{thing)
(C195%) ) ——
Théri gian 164 24.8 7.4 2 22,74
sbng (12.3-ne) (8631 |28y | (273-408) | (19,1-308)
trung vi
(thang)
{1 953%0)

TTF = b gien den kb tén trigw; “ne” bicu i |§.|:|g Kl il wve timls bosfie chira dat ddﬂ i gian di.

| Mghicn cing HEGEY9g: Mhdm plig b&ih ahdn THC3

2 Tphitn e HGLEE: Mlm plyg hénh nhjin THC34

3 Mghidn i MTTH0 L Tadn b abda plbn teh (hee phin nhom ogdu ohién ban i), k& qua 24 thing

Dida trf kit hir var frastuzmiod va anasirazoe

Trastuzumah 43 duoe nbhl-l.‘l‘l erru két Im'p vii anastrozole dé didy Iq bude imd MBC & cic
benh nhin di miin kinh bicu hign qua mie HER2, 6 thy the ndi tiet dwong tinh (tic 13 thy
thé cestropen |L|-:::5ln_'.gu:|1-m:ep£ur = I-HJ 'ui.-’hu-ﬁn, thi the progesterone [EHTILLEIWE'IW-I‘EEEFMI
- PR]}. Thai gian wn;., kénh khéng con tién trién Lﬁp ddi trong nhviinh :Il"mL [rasiuzmib }wt
hop vin anastrozole 50 v anastrozole (4,8 th.'in;:I s vim 2.4 [I'nfinp,] Dm viti cie thong sé
Khdic, su cii thién duge thiy & nhdnh ding két hop 13 ty 1& dap o img tnrlg thé { | &,5% s0 vin

6, 730k 1y 18 lyn u:h ldm shng (42,7% s vdi 27.9%) thii gian dén khi tidn idn {4.% thang s0
viri 2,4 I;h.'ln;g‘,l Do v thii gian dén khi d:l]:t iy vi thei ;!lan dap tmg, Khing thé ghi nhjn
dhrre sur khie bhigt giira cc nhinh. Thii gian sdng thng the trung vi di duge kéo dai thém 4.6
thing o cée binh nhin ll1‘.l:||= phanh divag két borp. Ser khiic bi¢t khing cd ¢ nghlﬂ 1h5ng ki,
tuy nhicn, hon mit nim 50 hénh nhin tong II|1-ﬁ.I111 I..|'II dimp anastrozole di chuyén chéo sang
phéc @6 ¢d chira trastuzumab sau khi bénh tién trién,

£nk .I'nm'rg .I':ﬂ.r b faictan ekt fein o Bdoekt it chiee vad off edn
Cae kit qua ve tinh hi¢u quea tir cac nghicn cuu dom tra Ligu v tr liéu két hep lkhéing mang
tinh o sinh duoe thm tit trong Bang 5:
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Bimg 5 Cic kér qui vé tinh hiéu qui tir cic nghién ciu dom tri léw va tn lidu két hap khang
mang bk so sanh

Thing sis Pon trj lidu Trj liéu ket hop _
Trastwzumab' | Trastuzumab’ | Trastuzumab | Trastuzamab
ket hyp vivi kit hop vivi
paclitaxel doceraxel’
N=105 N=72 =110
N=32 -
Ty & dbp dmg 2d% 2TV 0% T3%
{(C195%) (15-35) (14-43) (1-76) | (63-81)
Thvi gian dip 10,1 1.9 10,5 3.4
umg trung vi (2.B=33.0) (2.1-18.8) {1.8-21) (2, 1-35.1)
(thing)
(khoang) e !
TTF tnung vi 34 .7 12,2 [3.6
(théng) (] (2.48-4,1) {4.2-8.3} (6,2-n¢) (11-16)
35%) _
Thér gian stng ne ne e 473
trinng v {thamg} [32=ne)
(C195%)

TP = thin gian dén khi tidn tridn; "ne" hiéy thi ring khdng thié wde Ei:nh_hm'iu.' cluea dat dén i gian 40,

I Nghidn city WOLE22Y: [ tin cing b 8 mgfg, sau di den ljch § mgkg ding 3 udn nadd L

- Blghicn el MMOTG0E2: lidy tha cong 14 6 me/ke hing tdn x 3; san dd dén lich & mapke ding 3 Lt 1
kin

i Mghidn ciu BO1593S

4, Bygluien ot ML

Cie vi e 1l tridn -

Thin sufit tién trién trong gan & gidm ddng ké & cie bénh nhin dwge dicu tri bding 6 hop
trastuzumab vi paclitaxel, so voi paclitaxel ding dom dbe (21,8% so van 43,7%; p=0,00k4),
Mhiéu bénh nhin duge di¢u wi bing trastusumab v paclitaxe! di tién trién & hé thin kinh
trung wong hon sa vii nhimg bénh nhan chi dieu tri h."'mg paclitexel (12,6% so véi 6,5%,;
p0,377).

o e feliee e Bl ire

g it v

Ung thu vi giai dogn sém duge dinh nghia 1 ong tha v xim Fn nguyén phit khang di can.
Trong trutmg hop digu tri b trg, trastuzumab & duge nghién ol wrong 4 thir nghiém chon
ngau nhign, da trung tam Idn.

Nihién cin BO16348 di duge thidt ké dé so sinh mdt v hai nfim dif.t'lu tri hiing
trastuzamab ding ba tudn mot lan so vii quan sat & cae bénh nhin mac EBC ¢d HER2
duemg tinh sau philu thidt, hia tri va xa trj 98 thiet lap (néu phi hi.:'lp]. Mg ra, di fign
hanh so sanh hai nidm diéu o biing trastuzamab so v mdt ndm dicu tri biing
trastuzumab, Cic bénh nhén duge chi dinh nhiin rastuzumab 03 ding mit i tin
chng ban diu 13 8 mpkg, sau d6 dén 6 mpfkg dimg ba tuin mot T trong mdt hefic hai
nam.

. Cac nghién ciru NSABP B-31 va NCCTG N933 1 bao gﬁm phiin tich chung di duwoc
thiél ké de nghién ciu tinh it dung i sang cha vide ket hrp dicu trj b ng
trastuzumab voi paclitaxel soo hoa tri bang AC, ngoai ea, nghién olm NCCTG N9831

FE
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ciing nghién ciru vige thém trastuzumab luan (r vio Tida i bing AC—I® ir che binh
nhdin mic EBC ¢6 HER2 duong tinh sau phﬁu thugt.

= Nphién ciu BCIRG 006 d& dupc thiét ké d@: nghién cim vu;n; kit herp diéu tri i:lﬁng
frastuzumab v docetuxel sau khi hoa 111 hi‘lug_ AC hode ket hgp vin docetaxel va
carboplatin & cic bénh nhin mic EBC cd HER2 duong tinh sau phiu thudt,

Hénh ung thr v gint doan sdm trong thir ngh!nﬁm HERA chi giéi han & ung thur biéu mdé
ll.L_'yEﬂ Vi1 RAm Im1 nguyvién phit, oo the |1ﬂ'|s|u thudl. voi ede hach ndch diromg tinh hodic hach
ndch dm tinh néu cde khdi v cd dwdmg kinh it nhét 1 cm.

Trong phin tich chung cia cée nghién ol NSABP B-31 vi NCCTG N9831, EBC chi gidi
han o nhimg phyg nir bj ung th vi eo the phiu thudit et nguy cocao, duce dinh nghia 1
HER2 duong tink va hach bach huydét ndel duong tinh hofic HER2 duong tinh vi hach bach
hl|:|1.r¢!_ im tinh ¥di cac dic didm nguy e cao (kich thudie khdi u = 1 em va ER dm tinh hodc
kich thudse khéi w > 2 cm, bat ke tinh trang hormon),

TI‘-L'II'I.].', nghién cin BCIRG D04, tu,-,11I| nhiin miie ERC ¢6 HER2 dwong tinh duge dinh nghia
lii ciic bénh nhin <o hach bach huy’ﬁ dll'l:'fl'ﬂf__, tinh hiode hach dm tinh nguy eo cao khng lién
quan dén hach bach huyét (p T, v it nhit | trong st chc v 1 sau: kich thude khéi u kin
hom E cm, G tinh vidi thy thé oestrogen va thu thé progesterone, md hoo vivhodc ahin di 2-
3, hoae < 35 i

Ciic két ua vit tinh hicu gjud l,irlihl'r nghicm BOT634R sau thiv gian theo dbi trang vi 13 12
thdng® vi B ndm™** duge tom it trong Bang 6:

i
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Baing 6 Cac két qui vé tinh hiu qud ir Nghién ciu BO16348

Theo dii trung vi Ii_til-;ﬁ;g Theo doi trung vi § niam**
Thiing A LT Trastuzumab Cuan sat | Trastuzomah
MN=10Y93 1 wdm N=169T7#=* 1 ndim
N=1693 M=17{12 =%
Thixi giamn s{"nug khiGng
bnly
- 56 bénh nhiin ¢6 bién cd | 219 (12,9%) 127 (75%) | 570 (33.6%) 471 (27,7%)
- %0 bénh nhin khing co [474 (87.1%4) [ 5 1127 1231 (72.3%)
bign o _(%3,5%) {63, 4%)
Gid tr] P so v quan sit < (L0001 < 000
Ty 1¢ hazard 50 vii quan 0,54 (h76
[ sl
Théri gian song khing i
phiie
- 50 bénh nhin od bicncd | 208 (12.3%) T3 (6,7%) | 506 (29.8%) 399 (23,4%)
- 54 bénh nhiin khing cd [4B3 (BT, T | 580 [ 1491 1303 (TH,6%)
h-ILI'I |_LI!| (D1 3%) (L2
Gid I:r| P 50 v La 5L = {000 = L0001
Ty 1& hiém nguy so vei 0,51 73
fuan =il
Thési gian sbng khing
bénh xa
- 54 bénh nhdin cd bidn ed | 184 (10,9%0) 99 (5,8%) | 48R (2B.8%) 300 (234%)
- 86 banh nhéan khing ed 1508 (29, 1%:) | 504 1209 303 (76,6%)
bign i (04,6%) (71,2%)
Cinth trj P 5o v quan sat < TR i = (1,000
Ty Ig hazard 50 vai guan 0,50 76
SHl
Thixi gian song tong the
{r vong)
- 86 bnh nhiin co bidn cd | 40(24%) 31 (1L8%) | 350(20.6%) 278 (16.3%)
- S bénh phan khéng & | 1653 (97,6%) 1662 1347 1424 (83,7%)
bién i (98,2%) (79.4%)
Ciid trf I* 50 voi quan sat 0,24 0003
Ty 1& hazard sa v guan 075 1,76
il

“rimg ticu chi danh gt chinh v TFS 10 | ndm so vor quan st & dap dng gicd han thasng ke Ejnh sin
Sdhdn dkch cadi E““.E. {hno Eu-m 1:||||1.':|'| chea ﬁ]ﬁ wh hédh nhdiis br nlisnly gjinsi g il Ll

S s khic bidt vé ol min fong |l1¢ doy i =i vz mbs bk i di doge pldin nlidm Illﬁu nlvidn sau
gy dimp iy dil & chi phin tich tee 48i trang v 12 thing

Cac iu:l fpua vit tinh higu hre tir phin tich tinh higu lwe gitia kY 43 vt qua gidi han lhu.ru1 ki
dinh san cha de CURCg, il so sinh trastuzumab dimg | nfim so vai quan sat. ‘*“mu thiri gian
theo dai trung v §a 12 thang, ty 1€ hazard (hazard ratio - HR) cho thén gian siing khang bénh
{disense free survival - DFS) I 0,54 (C1 95% 0.44; 0,67) Lhu-.nm thanb bow fch vl di, néo
tinh theo ty 1& sing khing bénh trong 2 ndm i 7,6 diém ty 1¢ p[’un trim {£3.8% so vai
78,2%) ¢é lgi che nhanh ding trastuzumab,
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M::l rrimn tich cudi ciing &4 durcre thare hién sau thivi gian theo d3i trung vi 1a 8 ndm, cho thaiy
ging diéu 1] bing trastgumab trong | sdm e lién guan dén mire gidm nguy co b 24% 50,
vii chi quan st {i TR==0,T6: C1 95% 0,67 0.86). Biéu ndy chuven th:-l-nh lixi ich tuyér ddi néu
tinh theo ty I cin stz khong bénh trong & ndm 14 6.4 diém 1y 1§ phin tedm co lgi cho cach
dicu tri |1-.:||:g trastuzumab trong | ndm,

Trong phin tich cudi elmg nay, diéu tri kée dai bing trastuzumab trong thiv gian hai nim
khing cho thay thém loi u,h hon s v -l:lln:u tri trong | ndm [FHR cia DFS wong nhom doi
trong theo ph-un nhdm nE.Ju nhién ban diu {mh nt 1o treat - FTT) 12 2 ndm so wéi | ndm=0,9
(€l "]'5% 0,87; 1,13), gid trj p=0,90 va HR cda O5=0,98 {0.83; 1,15); gid tri p—lJ '.'I'E]

Ty 1¢ rdi logn chic nding tim khing ¢ triéu chimng dil ting 1&n wong nhinh dicu i 2 nfirn

u: 1% 5o véi 4,6% trong nhinh diéu tr] | ndm), Mhidu bénh nhin gip phai i nlml mat hica
¢d Bt lgi @6 3 hodic 4 trong nhanh clidun i 2 ndim (20.4%) hon so vai nhdnh didu tri | ndim

(16.3%).

Trong cée nphién ciu NSABP B-31 va NCCTG N983 |, trastuzumab duge ding két hop v
paclituxel, sau hoa tey bing AC.

Daxorubicin vi cyelophosphamide duge ding déng théd nhu sau:

- tidim nhanh doxorubicin qua tinh mach, & 60 mg/m*, cho ding 3 tuan mdt lin trong 4
chu k¥,

- cyelophosphamide ding dudmg tinh mach, & 600 mg/m® trong 30 phit, che ding 3
tudn md lin trong 4 chu kY,

Paclitaxel, ket hop vai trastuzumab, duge dimg nhir sau:

- paclitaxel ding duﬁng tinh mach - &0 mefm? dudi dang trumn lién e gua tinh mach,
cho ding hiing tudn trosnge 12 wiéin

hode

- puclitaxel diing dudmg tinh mach - 175 mefm® dirdi dang tnm:n liém g gua tink
mach. cho ding 3 rudn mét lin trong 4 chu k¥ {ngdy | cia mdi ehu ki),

Ciie két qua v& tinh higu qua tir phan tich chung e0a cic thir nghiém NSADP B-3 1 vi
NCCTG 9831 tod thin diém phin tich xac dinh DFS’ duere thm tit trong Béng 7. Thii |:,|ua1
theo dii trung vi 13 18 nim doi véi ¢de bénh nhin trong nhinh AC—P vi 2,0 ndm i v
cie bénh nhidn trong nhanh AC—PH.

il
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Bing 7 Tom l._ﬂl cae ket qui vé tinh an todn tir phian tich chung cua cie thi nghidgm NSABP
B-31 va NCCTG N983 ) tai thén digm phin tich xée djnh DFS’

Thikng si AC=P AC—PH T I hiém nguy 50
(m=1674) (n=1672} viii
ACF (CI 95%)
Gid tri p
Théx gian Hﬁng khing hénh
50 bénh nhan cd bién cd (%) 261 (15.5) 133 (R.0) 0,48 (0.39; 0,59)
p = 00K
Tai phit xa
84 bEnh nhin cd bign ¢ 193.(11.5) 6 (5,7) (L AT {037 0.60)
p < 0,000
Tir vong (hién ci (%)
54 béith nhin co bién cb 93 [5.5) 62 (3.7) 0,67 (0.48; 0.92)
p=0.014"

A: doxorubicin, C cyelophosphamide;, I pacliagel; H: trasiumab

“Tai thti gian e 451 freng v B LB ndim Adi wii cac bnh mbdin trong shanh AC—F vi 2,0 ndm i v ciic
bénh nhin frong nhinh AC-<PH

"G ] peho OF kldag vaot qua gidi hon thoag k& dinh sin dé so sdnh AC—PH g0 vibi AC P

D& ".ffh tiéu chi danh gia chinh, DFS, vide thém trastuzmmab vao han tri I}.un&l pm,lll:*m:[ dia
cho két qua E1-:II'|1 ?1‘}‘5 npuy ¢ tai phat bénh. Ty 1€ hazardchuyén thinh loi feh iyt dii,
it tinh theo ty 1& sdng khiing bénh trong 3 ndm ude tink 14 11,8 diém oy 1& phin thm
(87.2% 50 v 75, 4%) ¢t bl cho nhinh AC—PH (trastuzumah).

T Thﬁll dim 'i.JlTI- nhat tinh an toan sau thon gian theo dii trong vi 18 3,5-3.8 nim, mjt phin
tich vé DFS di ti xde nhin cuing & cla lgi ich cho thiy wong phin tich xéc dink DES. Bar
I-:c n:hl.w:n chéo sang tmsul.{umah trong nhinh dii clmnb Viee them trastuzmmab vao haa o
hing pa-;.lltﬂm:l i cho két qui thm 2% neuy oo i phat hénh, Viée thém trastuzumab vio
P 1 bﬂ.n&, pacliaxel cing chir kit e griam 3 7% nguy eo W vong.

Phiin tich cusii ciing thea ké hopch tir trude vé OF tir phin tich chung oia cac nghién cim
NSABFP B-31 va NCCTG N9E3 1 da duge thue hign khi &8 xay ro 707 ca tlr vong (thivi gian
theo dbi trung vi ld 8.3 ndim trong nhim AC—PH). Pidy Ir| biéing AC—PH cho két qua cai
thién e ¥ nghia thnng ké v 05 so v AC—P (HE phin l:m;,ul[l 64; C1 95% [0,55; 0,74];
Eid trj p trong kit dink th |m111.. log < 0,0001), ) & ndm, tv | con sﬁlng :Il.n;:t i tink
B6.9% trong nhanh AC—PH va 79,4% trong nhinh AC—P, va loi fch tuydt ddi 14 7.4% (C1
95%: 4.9% 10,0%),

Cie ket qua OF ct'lnr‘::vi cumg ur phiin tich chung cda cic nghién clu NSABP B-31 vi NCCTG
MNO83 | duoe twhim tit trong Bang 8 dundi day:

2
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Ring & Phan tich thi gian 5::‘:|r|-j_.: tong thé cudi cing Lir phin tich clumg cda cde thir nghigm
NSABP B=31 vii NCCTG N985 1

Thing so AC—T ACPH | Gid tri p so vii | Ty IE hidm
(N=10312) (N=2131) AC—I nEuy
w0 viil AC—TP

(C195%)

Tir vong (hien co (5):
86 bénh nhiin co bidn co 18 (20.6%) | 289 (14,29 < {000 b, b
(%) (11.55: 0,74)

A doxonshicing C: evclophosphamide: I paclitael; H: irastuzimab

Phin tich DFS ciing duge thire hién khi phan tich O8 cuoi ciing tir phiin tich chung cla che
|11:]'ur_|| ciiu NSARP B-31 va NCCTG N9831. Cic ket - qua phin tich DFS cip nhit {HE phﬁu
Lz|r|.1,__=|'.|I 615 Ol 93% [0.54; 0 &l)]j i cho Iihu}-' leri ich vi DFS turomg tyr 50 v phin tich xac
dinh DFS chinh, bt ki 24, 8% s& bénh nhin trong nhinh AC—P dii chuyén chéo sang nhiin
trastuzumak. O 8 ndm, ty 1€ sone khang bénh duge wic tinh 13 77.2% (CI93%: 75.4; 79,1)
tromg nhinh AC—PH, li fch iyt ddi 13 1 1,8% so vii nhinh AC—P.

Trong nghién ciru BCIRG 006, trastuzwmab da duge ding két hop vii docetaxel, sau hoa tr
biing AC {AC—DH) hojic két hop vai docetaxel vi carboplatin (DCarbH).

Docetaxel duge ding nhar sa:

- docetaxel ding dwimg tinh mach - [(0 mg.‘m" 1y qua inh mpch trong | gid, ding
3 tudn m{:t Hn trong 4 :hu ki {ngay 2 com chu ky diau tién dimg docetaxel, sau 4 |4

ngdy | et mii chu ki ttcn thea)

hiiic

- docetaxel ding dutmg finh mach - 75 myg/m’ lmyn::l: gua (inh mach trong | gidt, ding 3
tudin mit lin trong 6 chu k¥ (ngay 2 cia chu ki |, sau do b ngay | coa moi cho k tigp
theo)

sau 4 dén: - :
- carboplatin — i AUC mye Giu=6 me/mLiphit duge eho ding bang edch truyen qua
tinh mach trong 30-60 phit [§p i 5 uin mdt lin trong tong chng sdu chu ki

Trastuzumab duoc dine hing twin két hop vai hoa tr va sae dd 123 win mde 1 trong ting
eding 52 tudin,

Chiee ki qua vé 1fnh higu qua tir nghién i BCTRG 006 duge tm it rong che Bitni, 9 va
10, Thi gian theo ddi trung vi 1 2,9 nam trong nhdnh AC—D v 3,0 nim trong mai nhink

AC—DH va DCarbH.
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Bang 9 Téun tit cde phan tich tinh higu qué cia nghién eim BCIRG 006 AC—D 50 vii

AC—DH .
Thing P AC—D AC—DH Ty 1é higm nguy
(=107 (n=1074) g viri AU — DD
(C195%)
Gid tri p
Thivi guan sone khn.":nng hénh
56 bénh nhiin cb bidn cf |95 |34 o6l (0.4% 0,77
= 0,000 |
Téi phdi xa
Sb bénh nhin cb bién cb |44 93 0,59 (0,46; 0,77
p = {0,004 |
Tir vong ( hien et =)
Sé bénh nhin e bién o &0 44 0,58 (0.40; 0.83)
p00024

AC—D = doxorubicin két hop vivi cyclophosphamide, san dit dén docetaxel; AC—DH = doxorulicin kit hpp
wii eychoplwsphamide, sau 40 dén docetuxe] ke bpp voi trastummab; C1= khodng tin ciy

Bang 10 Téam tht cie phin tich tinh higu qua cis nghién cin BCIRG 006 AC—D so vin

3CarbH
Thing st AC—D DCarbl Ty 1§ hiiém nguy
(n=1173} (n=1174) 54 virl
AC—=D
{C195%)
Thii gian 0N khéng bénh
54 bénh nhin e bign cé 195 |45 (67 (0,54; 0,83)
p=0,0003
T él phit xa
S bénh nhin oo bién cb L4 |3 (h,05 (0,50 0, 84)
- p=10,0008
Tir vong (bién ¢b 0S)
G bénh nhin co hién cb (s (0,47 0.93)
R 56 p=0,0182

AL+ = doxoruhicin két hop vii cyclophosphamide, san 08 dén docetaxel; DCarbH = docetaxel, casboplatin
yil trastazniah; O = khoang tia ciy

Trong nghién ciou BCIRG 006 dr:u vibi che tiéu chi -u.‘hnh gi& chinh, DFS va ty 18 hazard
clurvén thiinh i fch tuyée di, néu tinh theo ¥ 1€ song khing bénh trong 3 ndim wée tinh 13
5.8 diém ty I8 ph%n tedm (86,7% so vai 80,9%0) co loi cho nhinh AC—DH (trastuzomab) vi
4.6 diem ty 1E phan team (85.5% so véi 80,9%0) cd lgi cho nhanh DCarbH (trastuzumab) so

vii AC—[,

Trong nghién chu BCIRG 006, 213/1075 bénh nhin trong nhanh DCarbH (TCH), 220171074
binh nhiin trong nrmnh AC—DH (AC—TH) vi 217/1073 bénh nhin trong nhanh AC—I)
(AC—T) i ¢d L]u m tinhi trang hoat dong Kamofsky = 90 (80 hode 90). Khéng nhin ﬂlﬂ} liw
fch vé thiv gian sdng khang binh (DFS) trong. nham phu bénh nhéin It.l_'g.' ity b hazad=1.106,
C1 959 [0,73; 1,83] ¢ho DCarbH {TCH) so vai AC—D (AC—T): ty 1§ huard=0,97, CI
95% [0,60; 1,55] che AC—DH (AC—TH) so vii AC—D).
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Myoai mot phan tich hiu dink mang tinh tham di 43 duoc thuc hién tién cac tp dir ligu m
phan tich chung {joint nnniym - JA) um cie nghién cir Iéu'n qnng NSABP B-31/NCCTG
NOE31* va BCIRGODG két herp ciic bitn ¢ DFS v cde bidn cb tim o6 triéu chimg va duge
téin Gt trong Bang 11

Bang 11 K& qua phin tich hiu dinh mang tinh thiam d tir nhﬂn tich chung cua cic nghien
Lo 1.1m siing NSABP B-31/MNCCTG N9831* va BCIRGOOG ket hop cic bién ¢b DFS va
I;_Ir.rl ) tim ¢ trigéu chimg

AL —PH AC—DH DCurbH
{z0 vii AC—P) (w0 vii AC—) {50 viri AC— D)
(NSABF B-=31 va (BCIRG D06 {BCTROG ()

NCCTG N9g31)

Phiin tich tinh higu qua

chinh
Ty I€ hazard cua DFS 048 061 0,67
(C1 95%) (0,39, (,59) (0,49; 0,77) (0,54; 0,83}
Gid i p = 00001 = 0,0001 p=0,0003

Phéin tich tinh hiéu qua
theo dii dai han™

Tv 1§ hazard cioa DFS il 0,72 0,77
(1 95%0) (.54, 0.6%9) (6l 0.85) (0.65; 0,90}
Giidh tri p p < 0,001 p =< 00001 00011

Plsdim tich hiiu dinh mang
| tinh gial thich vai DFS vi
| cdc hign cf tim cd trigu
chimg o7 077 0,77
Theo diti dai han”™ (60, (,75) (0 ka7 1 EHDY (0.66; 0,90}
Ty & hazard (T 95%)
A desormliein: O L}'I;.III"I‘IIHEII‘LII:II'IL‘IE P Fn.libihﬂ 1z docetaxel; Cagh: Eirb[!]}]ﬂllﬂ H fl'ﬂ!'illl-ﬁll'ﬂ-ll'-l
7] = khoang tn ciy
“Tiad thini dicm phin tch sbe djisl DES. Tlebi gion theo ddi ring vi 13 1.8 ndm fronge nhanh AC—=1 vi 20 wlin
Gﬁlh‘ﬂﬂb aldmh AC—-+PH
Thin gian theo &8 trng -,-| i hani el oA nghign con 1 sdng phén tich chong i B3 mam {khaang: 0.1 dén
12,1 cha nhanh AC—FH v 7.9 nae (khodng: 0.0 din 12.2) cho nhanh AC-1; Thén gian theo 381 trang vi
et gud brbnk theo doF ddi ban cho oghia oire BCTRG DB6 k 1ET ndim Eroag el nbbsh AC— D (kladng: (.0
din 12,6) va phanh DOarkH (kboang: 0.0 86n 13,0) va 1a 164 nhm (khoing: 0,0 dén 12,7} trong nhsanh AC—
BH

ot e tra=hi tr)

Pén nay. khiwg cd két qud so sanh tinh higu qua con trastuzuemab dugie chi ding edng v
hda tri trong diby e bt trer wii tinh higu que thu duge rong tnedmg hep diéu trj tin bd trodbi
e,

Trong didu tri tin b tep-bd teg, nghién oo MOT6432, mot thir u:;.hn’:m p-hﬁn nhém g
nhién da trung tim, dii duee thidl ké dé nghién ciiu tinh higu lre Ium sing cua vige ding
11é|||'__ théxi trastuzumab véi hoa ti tin hé ey bao y}m cil gl Ihu-i:uc nham ﬂnlhr.l.l..:. ler: i
mit thude nhim taxane, sau dé dén trastuzumab hn tror, 1én dén tdng thivi rian diew trj 1 1
ndm, Nghién ciu niy thu tayen cée binh nhin mic EBC vigm hodce tai chi tin xa (Pha 11)
mdi durge chiin dodn, Cac bénh nhin ed kivdi u ¢6 HER2 dwang tinh da dheoe phin nhém

Ji
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ngdu nhién dé nhin hia tri Gin bi trg ddng thin v trastuzamab tin bi trg-be try, boje ridng
hda trj tin bi trgr,

Trong nghién et M16432, wrastuzumab (liéu tn cong § mg/ke, sau do dén liew duy 11 6
mgkg dimg 3 tudn mit Jin) di duge ding ding thii véi 10 chu k3 héa tn @n bo g nha
sa:

- Doxorubicin 60 mgfm® va paclitaxel 150 me/m?, cho ding 3 tan mit kan trong 3 chu
k¥,

sau dd dén
«  Paclitaxel 175 mg/m? cho dimg 3 tudn mét Ko trong 4 chu ki,

s G dén ) .
. CMF vao ngiy 1 va 8. 4 wian mdt lin trong 3 chu kY

sau dé dén _ . _
. chie chu k¥ bi sung cia trastzemab bé tr (dén khi hodn @t | nam digu 1) sao phio
thuat

Ciic két qua vé tinh higu lye cia nghién el MO16432 duge Wm it trong Bing 12, Thivi
gian theo diti vung vi trong nhdnh ding trastuwzumab i 3.8 nam.

Bimg 12 Kt qua tinh hidu qui tir nghidn ciu MO 6432

Thiing sii Hda trj + Chi o iri
Trastuzumal (n=116)
(n=115}

Thisi gian stie kKhdng bign cd Ty 1& hiém nguy
(C1 95%)

S4 bénh nhin cé bién cd 46 59 0,65 (0,44 0,96)
p=00275

Tong si dip (g todn dién ve 4% 20,7%

mat bénh V" (C] 95%) (31.0; 49.6) (13.7: 29.2} p=0,0014

Thisi gian sing 1ong the Ty 1& higm nguy
(C1 95%)

54 bénh phiin c6 bién cd 22 34 0.59 (0,35 1,02)
p=ih0555

“threre 3@ divh 13 khéme o6 wag tha shimm [ en o vi v Tiacle whech

Lo ich tuvét déi la 13 diém ty 1€ phan tim o 1gi cho ahink ding trastuzumab 33 duge uoe
tinh theo (v [£ Slfrh,l_e khang hil!}n g0 trong 3 nam (G5% so v 52%).

Llner that elo sy i odin

Trastuzumah di duge nghidn o trong mit thr nghiém pha 11 ahin me, phin nhom ngiu
nhign ToGA (BOTE255) két hop v hda e so wdi hoa e riéng I¢,

A4t



https: /ftrungtamthuocc. com/

LPEY Tithe: Tenstinzmiineibs' | 50 g o 2400 mp! paeavaler B soncentrate o sslution [or indision (2% geery responss for new
P AR e TR T

LPEY e 28 Wfar 2024

Consdiv: Vietomm

H|:|'|.1l|:u||.1.- [.[l SPC g 04 Feh 23020

Howa tr) duwge che ding nhar sa:

- capecitabine = [N} mg-‘m' uéng 2 lan mét ngay trong 14 ngay, 3 tin mijt Lin trong 6
chin ky [m-l ngay | i sing ngdy 15 cin i chi k)

hoac

- S-fluorouracil ding dutmg tinh maeh - 800 mg/m*/ngdy dudi dang truyén litn e qua

tinh mach trong $ ngay, cho ding 3 tan mét lin trong 6 chu ki (ngiy | dén 3 coa mii
chu ki)

Mai nhinh duge ding;
- cisplatin - 80 mg/m® ding 3 win mét ko trong 6 chu kf vao ngay | cia mai chu kY.
Ciec ket {uia v tinls higw qui cia nghién eiou MBO 1225 duge tom it trong Rang 13:

Bang 13 ICét qui tinh higu qua oy nghién el BO 18225

Théng sh FP FP+H | HR{CIE%) | Giairjp
N=190 | N=104 | i

Thifi gian sing thng e, Trung vi| 1.1 I35 | 0.74(0,60-091) | 0,0046
[ Thiri gian séng bénh khing tidn GRS 6,7 0,71 (0,39-0.85) | 00002
trig,
Thiri gian dén khi bénh tign trién, 5.6 7.1 0,70 (0.58-0,85} {0, 0003
Trung vi theo thing
Ty 1é dap tmg tong e, ¥a 5% | 473% | 1L70P(1,22;2,38) | 00017
Thiri gian dip fmg, Trung vi o & 6.9 (.54 (400,731 | = 0,000]
thng;

FP 4 H: Fluoropyrinidine/cisplaton + irasticamaab
F1*: Fluarnpyrim idimeicisplatm
* Tw 1§ chénh léch

Cie bénh nhin d§ duge thu m:.ﬂ':'n‘ur‘m thir nghiém 14 nhitg ngwii chua duge didu [ri Lrurog
6y cho bénh ung thir bien md wyén dg day hoic vimg noi da day-thire quin tai ché tien xa
haoic tai phat vadhodc di cin khong thié p!‘uu thudt dwge e HER2 -.hrﬁng, THI kh-.:-ng dé diéu
trj hing liéu phap chira khoi, Tiéu chi Llunh Eil Lhmh lv thexi gian somg l.mlf, the dugre xic
dinh L thévi gian oir ngdy phin nham ngiu nhién dén ngiy tir vong do bat ki nguyén whin
néio. Vio thi diém phén tich, ting cing 349 bénh nhin deoe phin nhém ngdu nhién d3 or
vong: 182 bénh nhin (62,8%) trong nhanh i chimg va 167 bénh nhin {56,8%) trong nhianh
diéu tei. Phiin Ién cic tmnromg hop v vong i do cac hién co lién quan dén bénh ung thy cb
&iln.

Cic phia tich phin nhim hiu dinh cho thay riing cde tic dung difu tr tich cue chi giti han
i nh”‘im dén ede khid u 6 mire protein HER2 can hom (IHC2ZHFISHA hade IHUSH+). Thin
gian Eﬂng._, trung vi cho nhém bitu hién HER2 manh 1a 1 1.8 thing so vii 16 thing, HR 11,63
(1 95% 0,51 -0,83) vi thi ginn sdng bénh khong tién trign trung vi 13 5.5 thing su vdi 7.6
théng, HR 0,64 {C195%, 0,51-0,79) lan hret cho FS so v FP + H. D&i vai thin gian song
tong the, HR 14 0.75 {C195% 0,51=1,11) trong nhdm IHC2+HFISH+ vi HR 16 0,58 (C) 95%
(h4 1-0.81) trong nham [HC3HTISH+.

Trong mét phin tich phin nham mang tinh thim do trong thir nghiém TOGA (BO1E233),
khong ed lui ich i mimg vé thist gian song thng thé v viee thém trastuzumab & cdc bénh

¥
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hiin ¢6 diém ECOG PS bing 2 ¢ 1an khim ban diu [HR 0,96 (C195% 0,51-1,79}], bénh
khdng thé do duge [HR 1,78 (C195% 0.87-3,66)] vi tai cho tien xa [HR 120 (CI #5% 0,29-
4,97

14.  PAC TINH DUGC PONG HOC

Dwrgre digng: hoc cua trastuzamab di duge danh g l:nr|11; vt i tich mé hinh duge l:ll:lng,
lwoe nhden ddi tegng sir dung di ligu gip tir 1582 dii tuong, bao [__-Lﬂn cde bénh nhin méc
MBC, EBC, AGC hofe cac logi khdi u khde dwong tinh vii HER2, vi tinh nguyén vién
kkhoe manh. trong 18 thir nghiém Pha 1. JI vit 11 dﬂnL trastuzamab qua finh mach. Mat ma
liinh b ngfin i que trinh thiai tor oy én tinh v phi tuyén tinh song song b ngdin trung 1&m
md 14 hd so ﬂ"-"“t:. d;':-lm_'n pian c,m trastuwzumab. Do sy thal tro |1.|;|| luj-'EI'l tinh, [ﬁngdu thanh
thai ting lén khi ndng dd gidm xudng. Do dd. khdng thé rit o i gid trj khiing i cho thiri
gian hin thai ciia trastuzumab. Gia i G gidm khi nbig d gidm trong mét khodng cach licu
diing (xem Bang 16}, Cac bénh nhin mic MBC va EBC ¢ cho thing s¢ duge ding hoc
turomy 0 b (vl dip: 8 thanh thii [cleamance - CL), theé tich ngan truag tim (V.)) va mic
&6 phi nhitm & lll,il1" thiii Gn dinh duge di dodn thea sham d6i trong {Cauin. Cnas va ALC).
16 thanh théi tuyen tinh 13 0, 136 l.;"nbn:. ch f'-'[EC (112 Lingay cho EBC wi 0,170 Lingay
cho AGC. Clie gid m thing a6 l;h:u :rl.r phi tu:.-tn tinh Ia 8.kl mJ.,u"l:l;_..h}' cho tie dl} thiii THr thoi
da {Vimne} vib 8,92 pg/ml cho hilng 56 Michaelis-Menten (K} dbi véi cic bénh il ik
MBC, EBC va AGC. Thé tich ngan trung tim k2,62 L d&i v cac bénh nhin mac MBC vi
EBC vii 3,63 L déi visi cic bénh nhin mac AGC.

Trang mé hinh duge d3ng hoe nhom dhi trong l:ttl.'rl ¢lng, ngoai loai khoi u chinh, cin u.;m;,.
aspartate ammn-u:nwl'::ra\r v albumin trong hu 'u.'|..t thanh 43 dwpc xic dinh ki cic hlrrJ bicn
€0 ¥ nghia !I'uJ-l]g ké anh I1Lru|1g_ dén mie d:: phm nhiém trastuzamab, Tuy nhién, cuing do
anh hidmg cda nhimg hiép bicn ndy 1én mive d9 phot nhicm trasteumab cho Ihﬁ} Hing
nhimg higp bién ndy khing cé khd ndng ¢b dnh hudng ¢b ¥ nehis Hm sang 1én nong dd
Leastizuimab,

e gus trj mc 48 phoi nhifm dy dodn cho 1Im,w. dong hoe nham doi tuemg llrunb RTE-
phiin v phin trim thir 5 den thir 93) va cic E;I;i e thimg s dlﬂ;ﬁ: ding hoe & cie nong di oo
liEn uin lim sdng (Coay v Conin) dm Vi |'.-:IE Benh nhf’.’i.n mic MBC. EBC vi AGC dhrge dicn
trj bilng cic phac 8 lidu ding 1 udn mit lin va 3 tuin rnnt lan da duge phé duyét duge
trinh kéy trong Bang 14 (Chu ki 1), Béng 15 (irang thii in dinh) va Bing 16 {Cic thong sd
e ddng hocl.
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Bang 14 Cic gid tr) mic d phod nhiem du doan che duge ding |1{|:: ahém dii tuomg < chu
k¥ 1 {rung vi v che phin vi phfm trfim thir 5 dEn thir 45) cho cac phic do lidu dimg
trasturiamah gua tinh mach O cic bénh nkin mic MBC, EBC va AGC

Phic d Loai khéi u N C o Coms AUCk2ingty |
e chinh (ng/mlL (pg/mL) | (pg.ngiy/mL)
) 28,7 182 15376
EK 805 | o-463) | (134-28m | (728-1998) I
B mg'kep + 00
otk == & et i 176 15090
dimg 3 tudn BBt A0 ‘jrf ;] (127-227) | (1039 - 1895)
1
Lot e - 23,1 132 1109
i (6.0 -50.3) | (84.2-225) | (588-1938)
. : 7.4 76,3 1073
o 4 M 805 | (7-58.9) | (49.4-114) | (597- 1584)
&k L4
8.9
diing 1 tuin S - ; Tlh 1074
it i EBC N0 {f;'gj' (54,7-104) | (783 - 1502)

Bnng 15 Cae gid 1y mic -..'q;u phi nhigm du dodn cha duoe ddng hoc nhom dii lLl't,JnE O Lrang
thai dn dink {lnm]:L vI VIT CHC plmn Wi |1|iﬁ|| Triian thir 5 dén thir 95} cho céic phéc dit liéu diing
trastuzumab qua ginh mach & cic bénh nhin mac MBC, EBC va AGC

AU, Thin gian
o X . . ; dén tr mg
Phie ﬂﬂ I.ﬂ?l I‘:h'l'.“ N [-:I'rl,u" {-lnil,ﬁ“ & Yingay ikl dn
uwchinh P {ng/mL] {pgfmL) g gy Sm Jimh*™
L) {;uﬁl}
17546
44.2 179
; 03 A Bk - F:
smghe | VPO | 8% L agoesay | g23ooes) | B -
6 m;rkg 538 154 Sl
v L] q &
ding3 | PO | Jokgiase | aemm | O30 b
Tuidis im
liin R 131 LA
: L 557 - o
e il I C TR T B O
2875}
4 mgfkg 1710
LIRS 7
+ MBI q05 ' {35] - 12
1.7 - 107 54.2 - |tul
2 mg/kg ¢ AR M amis
L
nj;;ilan ERC 191 =h 11 {[I'?&E g 14
i BC ; ! Se ;
e (46-109) | (826-160) | ‘g

f‘,,“ o™ [ipaw 47 traning Uhitd dm il
['Mﬂ e o trivmg thid e dll‘lh
" thari gean den s tramgy thal B il
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Bang 16 Cic gia trj thong st duee ding loc nhom d6i tuong dr dodn o trang thii on d;nh
cho ce phic i ligu dimg trastuzumab qua tinh mach & cée bénh phin miic MBC, EBC vi

AGC
Tong CL trong ; .
Phic db Logikhiiu | o | khoang tir Cass "g:ur:::gdl:;h”{?::lﬂ"
chinl dién s (ngdy)
i L/mgiiy) i =
8 mp/ky + MBC 805 | 0.183-0302 15,0 -233
6 mg/kg ding 3 EBC 390 0,158 -0.253 17.5-26.6
tuin mdt Fin AGC 274 0 189 -0.337 [2.6-20.6
4 mpfkg + MBC | B0S | 0.213-0.259 17,2 - 20,4
2 mg/kg ding | EBC 34900 0,184 - 0,221 19.7-23.2
 tuAn méd lan

Rira gidi thude trastuzumab

Thisi ket plra gidi trastuzumab dirge dinh gii sau khi choe ding dudmg tinh mach | tudn i
lin hodc 3 tuan mdt Ko bing cich si dung mi hinh duge dong boc nhom déi twong. Két qua
cia nhimg mo phing nay cho thiy riing it nledt 95% s bénh nhén 5& dat dén nong 3§ < |
pgiml, (khodng 3% Crins, du dodn cda nhdm 48 trgng hode rima giai khodng 97% thudc)
sau 7 thing.

HERZ ECI roi vio hé tudin hoan

Céc phin tich mang tinh thiim A6 vé edc higp bien véi thing tin chi cd trong mdt nhom phy
benh nhiin Lhi.!' thiy rang cie hénh nhin cd mire HER2-ECTI ron ra ldm han ed mic thanh
thai phi tuvén tinh nhanh hon (K thip hom) {I’ < (LI ). Cé mit mai tromg quan giita
khingz nguyén roi ra va mire SGOT/AST; phun dnh hudng cia khing nguyén ol i en 45
thanh thai cd thé i duwoc giai thich bei mie SGOT/AST,

Mire eof bin cia HER2-ECD rei ra dqun: quan sil thiy & ce binh ribdin miic MGC [ g
duemg v&i & ede bénh nhin mic MBC vi EBC va khing quan sit thiy anh hudmg e sing
l¢n & thanh thii trastuzemab.

15. DI’ LIEU AN TOAN TIEN LAM SANG

IKhéng o bing chimg vé dije tinh cip hay lién quan |.{Ln da liéu rong che ngi'ué!l e cho (4
6 thng, hode dic tinh sinh sin trong che nghién i ve kha nang gay qual thai, khi niing
sitth san el gidng cii hodic dée tinh culi thisi k§ mang thai/kha niing truyén que nhau thai.
Trastuzumab khong cb dde tinh trén gen.

Chura e6 nghién cim dii han nao én dong viit dugc lién hanh dé thiét Lip kha ning sinh ung
thur com teastuzumaby, hodie & xac dinh ank hudng cba rastuzemab o kha ndng sinh san cua

gifmg e,
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16, QUY CACH DONG GOI

Bit pha dunge dich dim d3¢ dé pha dich truven Trazimera 130 mg

M hap chira ma Ip 150 mg Trastuzamab,

Bt pha dung dich dam dic & pha dich truvén Trazimera 440 mp

M&i hép chira mén lo 440 mg Trastueumab va | e 20 mL dung moi pha tigm {Bacteriostatic
Water for Injection) chira 1,1% benzyl alcohol,

17. HAN DUNG

Han ding lo thudc bit: 48 thing,

Han ding lo dung mii pha (ém: 60 thiang.
Han ding hip thude thinh phim: 48 théng,

Hoan neuvién v pha lodng v iromg

San kkhi hodn nguvén vo trimg bing nuGe pha tiém vi tring (sterile water for injection},
dung dich d& hodn nguyén én dinh ve mat vit 19 vi hoa hoe trong 48 gidr & 2°C-8°C. Nén

thai bo hér dung dich & hodn nguyén con lai.

Sau khi pha loding v trimg trong dung dich tidm natri clorid % mg/ml. (0.9%). dung dich
I'vazimera de truyen qua fab mach Gn dinh vé mat viit 1§ va hia hoe trong i hing
polyvinylchloride, polyethylene, polypropylene hoac Lth}-lﬂl‘u:- vinyl acetate hofic chai thy
tinh dyng dich truyén qua tinh mach trong i da 1 30 ngay & 2°C-B°C, v 24 gio o nhigt dd
fhfng vorat gqua 30°C,

ng teén quan dicm vi sinh hoe, dusg dich di hoan nguyén va {hln[... t||-2h 1I1|'l.-'-é!] Trazimera
chin duoe ding ngay Lip tire. Néu khing ding ngay Hipr tire. thivi gian va diéu kién bio quin
li trach nhiém cha nguii ding va thong thuedmg 58 khong lio hon 24 gidr o 2°C-87C, tru klha
vige hodn nguvén vi pha lofing @& duge thyre hign trong dicu kién vé wing 43 duge ki¢m
sl wd ke nhdin

15, THAN TRONG DAC BIET KHI BAO QUAN
Bao quan trong b lanh (2°C - 8°C) trong bao bi pdic. tranh dnh séng.

Lix thube ehira md oo thé béo quan o nhigt 45 tén HIPC trong mt I-'.im.uu, thési gian toi da 3
thang nhing khéng sau ngiy hét hun ghi teén bao bi goe. Saw khi liy ra khoi 1 lanh, khing
:Imlm dira Trazimera di hia quin lanh o lai. Thai bo khi IM thiri gian 3 thang ndy hodc ki
dén Ltgty hiét han ghi trén lo thui, thy thea thii gian néo dén tnudve, Ghi lpi ngay "han thii
b vio trudmg ngiy e6 trén hap thude,

P4 bidt vé didu kién bao quan duge phiam & hoan nguyén, xem cic mse 17 va 19,
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19, LUU VY DAC BIET KHI LOAI BO VA CAC XU LY KHAC
Trazimera duoe cung cip trong cic lo dimg mdt ln, khing gav sit, khing eb chil bio quan,
¥l trimg.

Phai st dung k¥ thudt v tring thich hop cho cae guy trinh hoan nguyén va pha lodng, Phai
thin teomg & dlam bao tinkh vi trimg coa dung dich 84 pha. Vi duge phim niy khimg chia
bt k¥ chat bao quan khang khuin hay chiit kim khudn ndo nén phiai tidn thi kT thudt vé
tring.

Pha ché. xur IV vii bio guain v ring

Phai dam bdo xi 1y o triing khi pha ché dung dich truyen, Viéc pha ché ciin dwge:

. thure hién trong cie didu kign v trimg bai nhin vién di duoe dao tao thea cae nguyén
thc thire hinh tit, dGe bidt 13 vé vige pha ¢hé vi wing eho ede sin pham dimg ngoai
dinmg tidu hoa,

. dupe pha ché 1|'vnn|-= 11 1.?4'_:.' Wi lrung 1!&!”5 chiy I..Eng hadic 0 an todn simh hoe sl dyng
chc bidn phip dé phing tign chudn dé xir 1y A 106N cic chit dimg dudrmyg tinh mach,

. sau dé 13 bio quin dong cich dung dich truyen tinh mach 03 pha dé dim bao duy tri
diéu kidén vé tring.

Trazimern cin duere thao the cin thin wong khi hodn nguyén, Vige tpo hot quﬂ nhigu trong
khi hodan nguvén hodc lic dung r.lgl..h A8 hodon ngusén oo 1 EAY rh vin dé viii lrong
Teazimera o6 the duge bt tir 1o thudc,

Khiong duge dong lanh dung dich 48 hodn nguyén,

Biit pha dung dich dim dac dé pha dich truyen Trazimera 150 mg

Phii sir dung k§ thugt vi trimg thich hop. Mai lg 150 mg Trazimera duge hoan nguyén biing
7.2 mL nude pha tiém va ting (khdng duge cung cip kém theo), Ciin teanh sir dung cic
dung mbi hodn nguyén khic.

Vide ndy ginp thu diroce 7.4 ml. dung dich dé sir dung lidu don, chira khodng 21 miz/ il
trastuzumab, & pH :.-.;‘:p i 6.0, Mire dong du 4% 58 dam hio cd thé liit duoe liga 150 mg ghi
trén nhan tir médi lo thude.

RBiit phan dung dich dim dic dé pha dich truyén Trazimera 440 mg

Hoem nguvin

MAi o Trazimera 440 mg nén duge hm-'m nguyén voi 20 mL dung midi [.'lh:l tém (duoe dang
k)., chits 1,19 benzyl aleobol lim chit bao quan, 4@ tgo ra dung dich da ligu chim 21 mg/mL
trastuzumah, Bao quan dung dich hodan nguyvén Trazimera & 290 - R=(7, Khi dhrge hodn nguyén
vii dung mai pha tiém, loai bo phin Trazimers khimg si dung sau 28 ngiy,

(3 nhimg bénh nhin di bigt qua mdn vii benzyl alcohol, hodn nguyén Trazimera vii 20 mL
nuie pha tigm vé ImnE_ (khdng duge déng kém} ma khing o chat bio quin dé pha thinh
dung dich d& sir dyng licu dom (xem CANH BAO VAT IAN TRONG). MéL nunde pha tiém

a7
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viv teiing duge sir dyng d& hodn nguyén, dung dich di pha phai duwee s0 dyng ngay Kip tie v
plin dung dich hodn nguyén con 1ai s& phii bo di,

Vige nay gidp thu dirge 2006 ml. dung dich dé =i dung ligu don, chira khodng 21 meiml
trastuzumab, & pH xip xi 6.0,

The tich dung mai hodn
Lo Trazimers riguyin Nibng 6 cuiii ciing
Lo E50 mp + 7.2 L = 21 mgiml
Lo 440 mg t 20 mL = 21 mg/mL

Hudng din hodn npuyén v teing

[} Sidung bom tiém v trimg. i L bom thé tich thich hop (nhar ghi & én) :ILI“L i
by nguvdn vivo o chim Trozimera ding kh, hudng tia nwde viio binh 5"‘-.1}' Alng kha.

2} Xody tron lo mit cich nbe nhing 42 b trg qué trinh hodn nguyén. KHONG DUCC
LAC!

Wige sin phism hinh thanh mat chit bot sau khi hoan nguyvén i binh thudmg. BS yén Iy
e lnm|= i:Im.mE 5 plm! Trazimera da hodn nguyvén tao ra mit dung dich trong sudt
kkhéng mau dén ving ndu nhet va ve co biin e khidvng nhin thfnjr tiéu phin la.

Xac dinh thé tich cia dung dich can ding:
»  dua theo lidu tin eong 13 4 mg lrustlmlmahfkg ciin nging, hodic lidw hing tuiin sau
di 3 2 mg trastuzumabiky cin nang:

Ciin njing (kg) % lidu (4 mg/ke cho litw tin céng hode 2 mpdkge cho
Thié tich (ml.) = liéw duy tri}
21 (mg/mL., nong di cia dung dich d4 hoan nguyén)

= dia theo lidu tan cing I3 & mg trastuzumab/kg cin ning, hoje fic ding 3 tudin
mdt Lin =au Ao i 6 mg trasizumabdkg cin ning:

. Cin nang (ke) x litn (8 ma/ke cho lidu tin cong hofic & mg'kg cho
Thé tich (mlL) = |||:u duy tri)
21 (mg/ml.. nunb |:|u et dung dich i hodn nguyén)

Can hit lugng dung dich thich hep 1 1o thubie vi thém vio i hode chai dung dich truyen
b chir 250 mL dung dich natri clorid % mgdmL (0.9%). Khdng sir dyng véi cic dung dich
¢ chim glucose (xem myc 10}, Nén nhe nhang dao nguoc i hode chad dé won tin dung
dich nhim trnh tao bot.

Cin kidim tra hilu_:._m?'il thuimg céc duge phim ding ngodi dudme tiéu hia xem ¢b 1idu phin
la hay tinh trang d5i mdu hay Khidng tnode khi soodung.

Khang quan sit thiv twong ky gilm Trazimera v cde Wi bing polyvinylchloride,
pelyethylene, polypropylens hofic ethylens vinyl acetate hoge vdi chai thdy tinh dymg dich
truveén qua tinh mach.,

TR L AT
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Trazimera chi d& st dung m0l Fin, vi san phim ndy khing c6 chit bao quan. Thai b hét
drge phiim khéng sir dung hode ehit thii theo cde yéu cdu cia dia phuong,

20, TIEU CHUAN CHAT LUGNG
Tién chuiin ¢o s
2. TEN, PIA CHI CUA €O SO SAN XUAT THUOC

Phizer Manufacturing Belgivm NV
Rijksweg 12, Puurs-Sint-Amands, 2870, Belgium

™ Trademirk
Néu han cd ciu hoi v kbea vé cie san phim duge pham cia Pfer Viét Nam, vui long truy

edp trang web www plizermedicalinformation. vn cia Bg phin Thing tin Y khoa Pfizer, hoje
poi qua trang web hitps-Vpmilvrm com/HUPY P-Y .

LMD date: 25 Mar 2024
Reference EU SPC date: (4 Feb 2020
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