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Bs Trln Qulc Chiln - KHOA UNG BOOU -

PHON IV

VI. Ung th0 vu tai phat tli ch0 t0i vung0

Téai phat t0i chi t0i vang cé thD bidu hiln vOiu va hoUc tit dich nim va sau dillu tr0 bl o tOn va,
phat ban 0 thanh ngl ¢, holc cac nit sau phOu thult cOtvu holc sO I0n 1én cla cac hich nach,
thO 0 ng don, holl ¢ hi ch vu trong.

Ung thd vu c6 thi tai phat t0i chD sau diu trd bl o t0n vd hol ¢ sau phiu thudt cOt vd. 0 nhing
bl nh nhéan di0c thic hiln phiu thudt cOt vd, tai phat thOOng x0y ra trong vong 3 nam dl u sau
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phiu thult, nhOing 0 nhi ng bl nh nhén thic hion dilu tr0 b0o t0n va, khii u c6 thO tai phat thOi
dil m 20 nam sau ph0u thudt. 0 nhng bl nh nhan didu tr blo tOn va, t0 I0 tai phat t0i vung thi
cao hin 0 nhing bl nh nhan khéng thi ¢ hiln xO trd b0 tr0, va c6 ria mép clt dilng tinh, d0 mé
hi c cao, va xam nh0p bl ch mOch.

Khi b nh nh&n c6 ung thl vu cung bén sau dilu trl b0 o t0n va, n6 c6 thd holc la khii u tai phat
t0i chd holc la ung thO vu nguyén phat I0n hai. Phiu thult cOt va d00c di nghd cho nhing

bl nh nhéan nay. X0 tr0 la hOn chO bOivilc x0 trd toan b0 vu trd0c dé va bli cac chlng chl dlnh
khac clla x0 tr0. Dilu trl h0 thing d00c dia vao kich thiUc u, tinh tring hi ch, tinh trd ng thd thO
ndi ti0t, tinh tr0 ng Her2/neu va cac di c tinh khi i u khac, va cac nguyén ly dilu tr0 sau do gil ng
nhO 0 [0n d0u tién chin doan ddi vOi ung thO va giai do0n s m. Mdt nghién cOu nhi (IBCSG
27-02, BIG 1-02, NSABP B-37) da cho thOy ring hoa trl cli thi0n kOt qud Iam sang cho nhing
bl nh nhén c6 tai phat t0i chd va tii vung.

Khi b0 nh nhéan tai phat 0 thanh nglc sau phiu thult cOt v, 20% d0 n 30% bl nh nhan c¢é tinh
trdng bl nh di can t0i cung thii dif m. 0 nh0ng b0 nh nhén cé tai phat thanh ngdc diin dic, vilc
cOtthanh ngic vlidl day dly di ¢é thD lam gi0m nhO tri0u chOng, cOi thil n sOng con, va ngay
cO viikdtqud didu tr0 tridt can. NhO ng b0 nh nhéan c6 hich &m tinh t0i thdi di0 m ¢é tril u chO ng
va nhllng bl nh nhan c6 thii gian s ng con bl nh khéng till n tril n h n 24 thang tri 0 ¢ khi tai phat
thanh nglic thicé tién I00ng t0t hOn vOicac kOt qul di0c clithiln bOix0 trd thanh nglc va didu
tr0 h0 thOng. Bilu tr0 nOiti0t holc thay dii liDu phap nditi0t cing cé thl d00c can nhic dii vOi
tai phat thanh ngic c6 ER +.

VIl. Ung th0 vu di can.

Cac v tridi can th00ng glp nhitcla ung thd vu la phii, gan, va x00ng. Ung thD va di can
khéng thl dilu tr0 tri0t can ngoli trd O t0 10 phOn tram r0t nhD b0 nh nhan, nhi ng bl nh nhan
ch0a hoéa trll, nh n hoéa trl nhilu tac nhan, va c6 thd vl n con thuyén gid m trong thUi gian dai
khéng th 00c doan dilc, cé thii gian s ng con toan bl trung binh dUi vOi ung thl vu di can t0
2din 3 nam, mdcdu vlisl radlicla cac lilu phap dilu tr0 mOi hdn, thdi gian s0 ng con da
di0c kéo dai, dic bilt dii vii ung thO vi c6 ER+. Nhi ng bl nh nhan ¢é di can x00ng hoU ¢ di
can hich thO0ng c6 thii gian sOng con kéo dai hi n nhi ng bllnh nhan cé di can ting. Vilc dilu
tr0 nhom mO ¢ dich d0 kiD m soat ung thd, gil m nhO tridu chi ng, cOithidn chitI00ng sOng, va
kéo dai thii gian siing con. Vil c I0a chOn didu tr0 cho nhl ng bl nh nhéan nay pho thulc vao tinh
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trdng thD thD ndi ti0t, tinh trong HER2, vO tri va phUm vi cOa bl nh, vilc didu tr0 tr00c¢ dé, clng
nhO thO tr0ng va b nh ly kém theo c a bl nh nhan.

A.Dilu trl t0i chC

1. PhO u thult.

0 nhOng b nh nhén di can din dic/ hinchD 0 phUi, gan, ndo, va xd0ng 0c, cac bao cao ca va
cac nghién clu hiiclu da gdiy thiigian sing con dilc cli thiin vOi phOu thudt cOt b0 ; tuy
nhién, d0 li0 u b0 nh nhdn khéng di0c ching thi ¢, va khdng ¢é dU il u xac thi c. Nhl ng bl nh
nhan nay phiidilc I0a chin mOt cach cin thin dda vao tinh tri ng bl nh phi u thudt, khol ng
nghl khéng bl nh kO t0 ldc c6 khii u nguyén phat, khD nang dit di0c ria mép clt am tinh,

phd m vi di can, thd trdng va b0 nh ly kem.

0 nhOng bl nh nhén bilu hiln tinh trdng di can t0i thOi didm chin doan, hlu hi't cac bac st ung
thD thd0ng khéng khuyl n nghD phiu thult cOt bl u va nguyén phéat. Phiu thult diOc thOc hiln
nhom di lam gil m nh0 cac trilu chi ng cé lién quan di n u nguyén phat. Cac nghién clu hiiclu
da gliy thoigian sing con dic cli thiln vOividc cO0t b0 khdi u nguyén phat 0 nhlng bl nh
nhéan c6 tinh trl ng bl nh di can, nhi ng v n con tranh ludn. ECOG 2108 la mOt thO nghil m ti0 n
cludang dilc thOc hiln dl danh gid vaitro cla vilc dilu trl sUm tdich0 ddivOikhOiu con
nguyén vin 0 nhOng b0 nh nhan cé tinh tring bl nh di can.

Cheén éptly sing dodicanlamitclp cluykhoavacé cac kitqul dilcclithilnviivilc
phUu thult thO n kinh gili ép t0y sOng til p theo do6 la xO tr0 khi so sanh vii x0 tr0 va steroid din
dic.

POt bltva nlp dil phong cho cac x00ng dai khi ¢ hin 50% v x00ng bl pha hly dilcthic
hil n d0 phong nglla gay x00ng, ma c6 thd din din chitl00ng culc sUng thlp va gidm thii gian
sing con.

2. X0 tr0.0
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X0 tr0 d00c sO diing d0 lam gi0m nhO tril u chO ng va c6 thd giup gilm dau 0 nhd ng b0 nh nhan
di can x00ng va di can thanh ngdc. MOt vai bl nh nhan cé thl ¢6 hOch bInh ly 0 trung thOtva O
rin phli holUc di can phii gay ra tinh trl ng t0c nghO n phl quln din d0n x0p thuy phOi holc
viém phli sau tOc nghin, va c6 thD c6 ich vivilc x0 trd gilm nhO tridu chd ng. VOi cac trl0ng
hip nay, 0 nhO ng b0 nh nhan cé chén ép t0y slng, va khéng phiila0ng cl vién dli vli phOu
thuO't thO n kinh, x0 tr0 d00c s d0ng d0 lam gidm nhO tinh trOng chen ép tly.

0 nhOng b nh nhén di can ndo khéng thl phlu thult dilc, x0 tr0 toan ndo (WBRT= whole-brain
radiation therapy) cho thO'y gitp cli thil n trilu chi ng va cli thil n sOng con trung binh toan bl 0
4-6 thang. XU phOu dic sO ding 0 nhOng bl nh nhan di can n&o hin chl O vO tri khéng th0 vOi
t0idi0c, kIt hop x0 tr0 ndo tang cl0ng, va 0 nhing bl nh nhén tai phat sau x0 trd toan nao.
BOnh nhéan di can ndo c6 HER2+, lapatinib, m0t tac nhan 0c chl kinase, khi kIt hIp vOi
capecitabine da cho thOy c6 hillu quD.

Pl ng vl phéng x0 chiing hin nhi 89Sr va 153Sm cé thl di0c sU ding d0 lam gidm nhO triDu
chlng dau x00ng do di can x00ng nhidu vO tri.

B. Dilu tr0 hU thing.

DPilu trd nOiti0t di0c khuydn nghl nhO la difu trD b00Oc mOt 0 nhing bl nh nhéan c6 thd thO nOi
tilt d00ng tinh, n0u di can x00ng, mé mim, hol ¢ di can t0 ng khéng ¢ tril u chi ng. Héa trl
di0c khuyOn nghd 0 nhng bl nh nhan co6 tinh trdng thd thd ndi tidt &m tinh hoU ¢ di can tdng c6
tril u chO ng. Trastuzumab, pertuzumab, lapatinib, hodc TDM-1 la nhiing I0a chOn b0 sung nlu
khOiu cé sl bilu l0 qua mic HER2.

1. Dilu trl nOi tidt.

0 nhOng b nh nhéan ti0 n man kinh, cac sl I0a chin bao g m tamoxifen (+ cac chi vin LHRH)

va phiu thult cOt bull ng tring (x Al). Al khédng steroid (anastrozole holl ¢ letrozole) thiOng diilc
s ding nhi 1ali0u phap niti0t bD0c mOtcho phd nO hOu méan kinh. Cac I0a chin til p theo bao
gl m Al steroid (exemestane), tamoxifen, fulvestran, va megestrol acetate. Exemestane k't hi p
vl i everolimus (Anfinitor), m0t tdc nhan 0c chl ching mTOR, da cho thdy sO cli thidn vD thdi
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gian siing con bl nh khéng tiln tridn (10.6 thang vii liDu phap kit h0 p so vii 4.1 thang vii
exemestane diin dic) 0 phl nO hOu man kinh khang Al cé ung th0 vu ti0 n xa ER+HER2= khang
Als khéng steroid, d0n din vilc FDA chip thul'n cho vilc sU ding liDu phap kit hO'p nay O

nhO ng b0 nh nhan khang Al. Estradiol 2mg ba I0n mt ngay la mit s0 10a chOn O nhlng bl nh
nhéan co tinh trl ng khang Al mi ¢ phUi, mc du cO chl holt dl ng cla estrogen thi khong r6.

Khi khii u ti0 n triDn bang qua mOt tac nhan nOi ti0t, vilc dilu tr0 nOi ti0t thém nla di0c khuyln
nghl kéo dai 0 b0nh nhan di can tdng khéng c6 tril u chl ng holl ¢ khéng c6 tinh trlng bl nh tiln
tril n nhanh. C4c tac nhan lilu phap nii tilt bl0c hai vabllcba dilcchinllal cac nhém

thul ¢ khac. VOi mii liDu phap nOi ti0t tidp theo, t0 10 dap 0ng va thii gian d0 n khi bOnh tidn tridn
sOt gilm. H6a trl nén di0c blt dlu khi tinh tring b0 nh rit cOc trd nén khang vOi liDu phap noi
tilt, khi d6 phOi can nhic th0 trdng va b0 nh ly kem theo cUa bl nh nhan.

2. Hoa tr.

MOc du héa tr0 kOt hOp co lién quan dintl 10 dap Ong t0t hin, thdi gian d0n khi b0 nh ti0n tri0n
t0t hO'n, n6 khdng cho thly vill ¢ cOi thiln sOng con toan bl va cé lién quan vUi tac di ng phl
nhidu h0 n khi so sanh vii lilu phap tac nhan din dic tulntD. Vi vly, lilu phap tuln t0 viitac
nhéan din dic th0Ong di0c dl nghd ngolUi trd bli cOnh di can t0 ng tid n tri0 n nhanh.

Anthracyclines (doxorubicin, liposomal doxorubicin, epirubicin, mitoxantrone) va taxanes
(paclitaxel, docetaxel, nab paclitaxel) 1a hai nhom thulc c6 hilu qul nhOt chOng I0iung thD va.
MO ¢ du cac thulc nay thing di0c s diing trong bli cOnh didu tr0 b0 trd, ching cling cé tho
di0c sO ding I0i khi bl nh tai phat, d0c bilt nlu cé khollng ngh0 hIn mOt nam tinh t0 luc hoan
t0t vilc dilu tr0 bO trd. Khi anthracycline di0 ¢ sO dO ng, liposomal doxorubicin dl0c d0 nghU vi
né c6 dic tinh trén tim thl p hi n va c6 hilu qul t00ng dl0ng trong bli cl nh di can.
Capecitabine, mit tac nhan di 0 ng ulng, th00ng di0c s dO ng khi bl nh tai phat hol ¢ ti0 n tril n
sau anthracycline va taxane. Cac thu c c¢6 hilu qul khac bao gll m cytoxan, methotrexate,
vinorelbine, eribulin, gemcitabine, etoposide dl 0 ng ul ng va platinum (carboplatin va cisplatin).
Danh sach cac phac di héa trl dilc li0t ké trong bl ng 13-3.

XOp x0 25% ung thd vu di can c6 sU bilu I0 qua mic HER2. Vidc kOt hOp hoa tr0 vOi
trastuzumab cho thOy cé lién quan viit0 10 dap 0ng cao hin, thdi gian d0 n khi b0 nh ti0n tri0n
dai hin, va cli thil n sO ng con toan b0 c6 y nghia thl ng ké. Pertuzumab (Perjecta) kOt hOp vOi
trastuzumab va taxane da cho thiy sO cli thiln vO s ng con bl nh khéng tion triln (18.5 so Vi
12.4 thang) va sling con toan bl hin la trastuzumab kOt hO p v i taxane, va vi vi'y da di0c FDA
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chOp thuln nhO Ia li0u phéap diDu trd b00c mdt cho ung thl vu di can cé HER2+. Lapatinib
(Tykerb) la mit tac nhén O ¢ chD tyrosine kinase kép khda ¢ HER1 va HER2. N6 da dilc FDA
chOp thul n trong vi c k't hO'p vOi capecitabine dil diu trl cho nhi ng bl nh nhan ung thl vu di
can co HER2+ da dilc dilu trD tr00c dé vOi anthracycline, taxane, va trastuzumab. 0 nh0 ng

bl nh nhén di can ndo cé HER2+, villc k't h p nay ctng cho thl'y ¢6 hilu qu. DO liDu t0 thO
nghid m EMILIA d& cho thly ring T-DM1 (Kadyla), trastuzumab kit h0'p vli tdc nhan gay di ¢ t
bao mertansine (DM1), da cli thil n thii gian sOng con la 5.8 thang vOi kh nang dung nip t0t
hO n khi so sanh vii vil c k't hO p gil a lapatinib va capecitabine, din dl n vil ¢ FDA chip thul'n
sl ding T-DM1 [ nhilng bl nh nhan ung th vu di can c6 HER2+ da dilc didu trd tri0c d6 v
trastuzumab va taxane. Cac lil u phap dil u trd ti0 p theo cho ung thD va cé HER2+ bao gl m sO
chuyln dii héa trl thay thi, va trastuzumab nén dilI ¢ s dilng cho dl n khi bl nh ti0n tri0n. Vilc
sl ding trastuzumab kOt hi p vOi cac anthracycline cho thl'y c6 lién quan vii dl c tinh trén tim
nghiém tring 0 trén 27% b0 nh nhan, va vi vy khdng nén kit hi p vOi cac anthracycline. Cac I0a
chin khac bao giim sl kit hip gil a lapatinib va trastuzumab. Cac phac di thi0ng dilc sO
ding diivOiung thD va di can c6 HER2+ di0c liot ké trong bl ng 13-4. 0 nhém bl nh nhan ung
thD vd HER2+ c6 ER+, vOi sO 100ng thOp, vioc kOt hOp lilu phap nOiti0t vOi vidc cé hay khdong
trastuzumab cting c6 thd di0c chip nhin. Vilc kOt hd p letrozole va lapatinib cling da dil0c
chOp nhinnhO la diCu trfd b00c mdt cho ung thD vu di can cé ER+HER2+.

BOng 13-4. Ung thd vu di can co6 bilu 10 qua mic HER2
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Phic do

Lién

Pertuzumab + trastuzumab +
docetaxel (hodc paclitaxel)
moi 21 ngay

Pertuzumab 840mg truyén
tinh mach ngay 1 tiép sau doé
420mg truyen tinh mach
Trastuzumab 8mg/kg truyen
tinh mach tiép sau d6 6mg/kg
truyen tinh mach

Docetaxel 75-100mg/m?
truyen tinh mach ngay 1 hoic
paclitaxel 80mg/m? ngay 1
hang tuan

T-DM1  (Ado-trastuzumab
emtansine) moi 21 ngay

T-DMI1 3.6mg/kg truyén tinh
mach ngay 1

Lapatinib + capecitabine moi
21 ngay

Lapatinib 1.250mg uong moi
ngay tir ngay 1-21
Capecitabine  1.000mg/m?
uong hai lan moi ngay tir
ngay 1-14

Trastuzumab + lapatinib

Lapatinib 1.000mg uong moi

ngay
Trastuzumab
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