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A. Ung th0 bilu mé Ung tuyln tli chD.
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DCIS laylu tl dO bao tric tiDp cla ung thl va xadm nhip. TOn sudt cla DCIS da tang Ién bOi
vilc sang I0c bl ng nha 0 nh ma thi0ng d0c chdn doan théng qua sO hidn didn cla dam vi voi
héa trong hiln 90% cac tri 0 ng hi p. Khéng thi 0D ng gl p, bl nh nhan ¢é mit khoi u, nOt, hoOc

nhO ng thay di mé m m khac. MO ¢ du MRI c6 thd phat hiln mdt vai 0 bl nh ma nhOng 0 b0nh
nay khong thi thOy dil0c bl ng nha 0nh, né cling ¢6 thl bl s6t mit vai 0 blnhthly dilc blng
nha 0nh. Cac phan nhém bl nh hlc cla DCIS la ddng mOn trlng ca, ding co I0 ray, vi nha, nhu,
va udic. VO mOttién I00ng, ching cé thD dilc phan chia thanh cac phan nhém ding min
trdng ca va khéng phlli mOn trlng ca, ma diing min tring cé thi0ng ¢ lién quan dl n tinh trlng
bl nh tai phat v0 sau. HO thO'ng chi sO tién I00ng Van Nuys da di i c didu chdnh (VNPI- Van
Nuys prognostic index, bling 13-1), ma da dia vao mit vai ylu t0 d0 di bao khd nang tai phat
sau phiu thult cOt b0 t0ichd, c6 10 cé ich trong vil ¢ thi ¢ hil n quydt dl nh [am sang.

BiOng 13-1. Chl sl tién I00ng Van Nuys da di0c didu chinh

Diem 1 2 3

Kich thwoe (mm) | =15 16-40 =41

Ria mép cit (mm) | =10 1-9 <]

Bénh hoc Bo mo hoc|Po mo hoc|Po mo hoc cao
khoéng cao | khéong cao co|co hodc khong
khéng co hoai | hoai tir co hoal tir
tir

Tuoi (nim) <61 40-60 <39

S ng thém khong bl nh 5 nam dli vOi VNPI 10 4-6 =100%, VNPI 10 7-9 = 100%, VNPI 10 10-12
= 97.6%. SO ng thém khong bInh 10 nam dii vOi VNPI {0 4-6 = 100%, VNPI {0 7-9 = 97.7%,
VNPI 10 10-12 = 97.6%.

1. Didu trd t0i cho.

a.Ph0u thult.
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Céac sl IDa chinbao gim phiu thult cltutdichD va phOu thultcOtva. MOc du phOu thult cOt
vumang I0it0 10 difu tr0 trilt can cao 98%, né cé 10 dilc xem la ph0u thult céng phé khéng
cOn thidt ddi vOi tinh trd ng ti0 n x&m nhO p khi sO I00ng md va c6 lién can la thd p. B0 thay tho,

bl nh nhén co thd thOc hiln li0u phap dilu tr0 bl o tOn va (BCT- breast- conserving therapy).
BOnh nhén thic hion BCT phli di0c can nhic x0 tr0 b0 tr0. MOc du mOt nghién cOu tri0c d6é da
gliy ring ria mép citring (>10mm) la cOn thidt dd d0t di0c c0 may tai phat thi chd thlp nhit,
dilunay c6 I0 laqua mic cOn thilt, ddc bi0t bli do cé sO tranh luln v villc didu tr0 til p theo
khi ria mép clt am tinh. HO ch nach co6 lién can thi 0 ng hidm g0 p va vi vy khéng di0 ¢ sinh thil t
thO 0 ng quy.

b. XO tr0.

Cac thD nghidm NSABP (National Surgical Adjuvant Breast Project) B17, EORTC (European
Organisation for Research and Treatment of Cancer) 10853, va UK/Australia/New Zealand
(UK/A/NZ) da cho thOy rOng x0 tr0 b0 tr0 sau BCT dii v i DCIS lam gidm nguy c0 t00ng doi tai
phat t0i chl 50% ma khéng cli thiln d00 ¢ sl ng thém toan bl (OS- overall survival) va thi ng
di0c khuylOn nght. 0 nhing bl nh nhan ung thd bidu mé tuylln Ong t0i chd c6 VNPI thOp, vilc
bl qua x0 tr0 b0 tr0 thi con tranh lul n, nhng c6 thO can nhic 0 nhi ng bl nh nhan c6 ding cl
ro r0t, d0c bilt la trong bli ¢ nh bl nh nhan I0n tuli c6 cac thiOng tin nhi, d0 md hic thdp va
ER +.

c. Dilu tr0 h0 thOng.

0 nhOng b nh nhén thi ¢ hidn BCT va x0 tr0, nghién cOu NSABP B24 da cho thly rlng
tamoxifen lam gil m nguy c0 t00ng dOi ung thD vu xam nhi p cung bén 44% va ung th0 khéng
xam nhp 18%, nhing I0i ich la hO'n chlD dCi vOi ung thd bidu mé 0ng tuyln tdichd co ER (+).
Nguy cl tai phat cung bén xam nhip tli thii dilm 15 nam la 8.5% vii tamoxifen so vili 10% VUi
gil d0Oc khi dilu tr0 b0 sung thém cho BCT va x0 trd, ma khéng c6 0 nh hI0ng c6 y nghta vl
OS. ThO nghidm NSABP B35 xem xét tamoxifen so vli anastrozole 0 ph0 nd hJu méan kinh mic
ung thl bilu mé 0Ong tuyln tdichd di0c didu tr0 vOi BCT va x0 tr0 b0 tr0. Héa trl khéng cé vai
trd trong tinh trl ng bl nh ly nay.

B. Ung thi bilu mé tilu thuy tJi cho.
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LCIS la mitdiuOn sinh hic mé hilc dd nhOn didn phd nd c6 gia tang nguy cl cho sO phét sinh
ung thd x&m nhdp 0 cO hai va til p theo sau (x0p X0 1% mOinam vOi nguy cO t0ida x0p xO
17.6% trong 25 nam). N6 th0 0 ng khong di ¢ phat hiln trén 1am sang va thi0ng d00c phat hiln
mOt cach tinh c0 0 nhdng b0 nh nhan sinh thilt va. BOi do nguy cU ung thO vu tang 1én t0n t0i

v 0t qua 20 nam, vil ¢ theo déi kéo dai trong sullt dUi sl ng thi dd0c dl nghl. HOu hit cac ung
thD sau do la ung thD bilu mé 0 ng tuyl n xdm nhip (nhidu hOn thD thuy).

1. Dilu tr0 t0i chO.

LCIS co6 thd dilc dilu tr0 bl ng cach theo dbi sat vili kham lam sang mii 6-12 thang va nha 0 nh
hang nam. N6 thing c6 nhilu tdm va 0 ¢l hai bén, va khéng cé bl ng chilng cho thly rIng
vilc phOu thultcOt bl I0iudl ditdi0c ria mép cltam tinh v m6 hicla cé I0i. PhOu thult cOt
vU di phong hai bén c¢6 thl dilc can nhic 0 nhing bl nh nhé&n chin I0c khéng ding y chip
nhdn nguy cl ung thd vu hai bén, khéng thl theo déi sat, holl ¢ thic hiln dilu trd nditi0t do
phong. Khéng c6 vai tro cla x0 trll.

2. Dilu tr0 hO thing.

Tho nghidm NSABP (NSABP P1) vili tamoxifen d phong da cho thdy ring s di ng tamoxifen
20mg mii ngay trong 5 nam cé lién quan vOi sO st gil m nguy cl phat sinh ung thD vi 56% [
nhOng phO n0 mOc LCIS. ThD nghidm NSABP P2 da cho thiy I0i ich t00ng d00ng vii raloxifene
60mg mii ngay cho 5 nam khi so sanh vii tamoxifen. C6 sl gillm nguy ¢l cac biln cl huy0t
khOiva ung th0 t0 cung vUi raloxifene. Khong c6 vai trd cla héa tr0.

C. Di0u tr0 ung th0 vu xam nhi p giai dol n sim (giai doin 1 d0n lll)

PhO0ng thO ¢ da chuyén khoa bao gim phiu thult, x0 tr0, héa trd, liDu phap ndi tilt, va cac tac
nhan khang HER-2, ch ng hi n nhi trastuzumab va pertuzumab dii0c sl ding d0 dilu tr0 cho
nhO ng b0 nh nhan nay.

4/13



Ung thi va (p.3)

Viot bdi Bién tOp vién
ThO sau, 16 Thang 8 2019 20:23 - LOn cOp nhOt culi ThO sau, 16 Thang 8 2019 20:51

1. Dilu tr0 t0i chO.

a. Phiu thuOt.

i. Cac philng thic phiu thult khii u nguyén phat.

PhOu thult cOt mOt phOnvd/ BCT kOt hop viix0 tr0 b0 tr0 va phOu thult cOt va tridt d0 cOi bién
(c6 hay khong c6 to hinh vu) cho thOy thdi gian sO ng thém va kil m soat tli chd gil ng nhau.
PhOu thult cOt va triDt can da khong dil ¢ thi ¢ hil n trong mOt thdi gian dai sau khi thO nghilm
NSBABP B04 da cho thl'y rll ng ph0 0 ng thi ¢ nay khéng t0t hi n va gay ra tinh tring b0 nh 10t
nhilu hin so vi clttoan bl va ma khéng cit cO. Vilc I0a chin phi0ng thi c phOu thult phO
thul ¢ vao kich thOc c0a khii u trong mdi t00ng quan vii kich thIOc cla vu, sO diing thuln cla
bl nh nhén, va vil ¢ c6 hay khéong c6 ching chl dinh BCT. Cac ching chi dinh tuylt dlila tinh
trdng bl nh nhidu tdm (hai hol ¢ nhilu hn cac khii u nguyén phat 0 cac phin td vu riéng I0),
cac vi voi hoa billu hil'n &c tinh lan ri ng, ria mép cit di0ng tinh t0n t0i cho du da phiu thult cOt
bl 10i usau BCT, va x0 trd vu tri0c d6 hollc x0 trl bao phl. Chiing chl dinh t00ng dli bao

g0 m co6 thai, tiln sO b0 nh mOch mau t0o keo, va v thong I0n bli do nguy ¢l x0 héa va holi t0
x00ng sau x0 tr0 b0 tr0 0 nhOng b0 nh nhan nay. Cac khi u cé kich thiOc I0n hIn 5 cm varia
mép cOt diing tinh cting la cac ching chi dinh t00ng dli cho BCT, du vy dii vii khi u vu
dindlc T2 va T3, dilu trd hi thOng tan bl trd d0 cOithidn cO hiiphOu thultblo ton va cting cé
thD d00c can nhic. Tuli cla bl nh nhan khéng phi la tiéu chulln d0 10a chin lo0i phUu thult t0i
chO. Ti0n sO gia dinh vOi ung thD vd khéng c6 ching chll d0nh BCT. 0 nhing bl nh nhén c6 di't
biln BRCA1 hollc BRCA2, phiu thullt clt vu hai bén thO 0 ng dil0c khuyln nghl bdi cé nguy cl
r0t cao phat sinh ung thl va thd hai. NOu bl nh nhan viin I0a chin thic hiln BCT, vil ¢ theo ddi
rit sat sao vii MRI va nha 0nh d00c khuydn nghU.

ii. Cac philng thi c phiu thult hich nach.

Tinh trdng hi ch n4ch la mOt trong cac yOu t0 tién 100 ng quan trdng nhit trong ung th0 vy, va vi
vy vilc ndo vét hi ch nach (ALND- axillary lymph node disection) c6 y nghia quan tring v(
phi0ng diln chi n doan va dilu tr0. HO ch linh gac (SLN- sentinel lymph node) la hi ch dlu tién
dinl0uclakhliu. Trong mOtnO I0c lam gidm cac nguy cl phu bl ch mch canh tay vii ALND,
sinh thi0t SLN da di0c danh gid 0 nhing bl nh nhan cé hi ch ndch am tinh trén 1dm sang.
ASCO da xac nhin vil ¢ sinh thilt SLN nhl 1a ph00ng phap d0 thay thO cho ALDN toan b0 trong
bli cOnh nay. Sinh thilt SLN da di0c danh gia 0 nhing phU nO cé tinh tring bOnh1a T1 va T2,
khong ¢é nhilu 0 bl nh va khéng cé hich nach di0ng tinh trén I[am sang. Chit nhud m xanh
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va’holl ¢ sulfur danh d0u b0 ng technetium di0 c tiém vao va xung quanh khii u hol ¢ v0 tri sinh
thilt. HIch nach cung bén @i ¢ khi o sat, va hilch dlu tién b0t thul ¢ nhul m xanh hol ¢ chit
phéng xU s di0c cOt bl va xét nghilm bl nh hic. Gia trl d0 bao di0ng tinh cla philng thic
nay trong cac nhanh thi c nghid m la 93% din 97%. NOu SLN &m tinh, vill c khl o0 sat hd ch nach
thém nla khéng dilc yéu cOu. Vil c difu trl cho SLN dilng tinh vin con tranh lul n. DO a vao
dd liDu Z0011, khi co6 it hin 3 SLNs diI 0 ng tinh trong bli cOnh cOt mOt phOnva diividiu T1 holc
T2 khéng c6 hiich s thly dilc tri0c phiu thult valalng cO vién cho xO tr0 b0 trd, ALND c6 I
khong cn thilt. ALND vOn 1a ph00Ong phap dilu trd chuOn 0 hOu hOt bl nh nhén cé hiich ding
tinh trén I[am sang va 0 nh0ng bl nh nhan cé tinh tring bl nh tidn xa hin va 0 nhdng bl nh nhan
thO ¢ hiln phdu thuDt cOt va.

iii. Cac kU thuCt t0 o hinh vua.

NOu b0 nh nhan thC ¢ hiln phOu thu0t cOt vy, cac l0a chin dl t0o hinh va la thilt b0 gil ching
hin nhO cOy tdi n00c mudi hol ¢ silicone diiJi cO ngUc va tdo hinh vi bllng mé t0 than bl ng
cach sl ding vitda cl chlng hin nhd chuyOn vitda cl thOng bdng (TRAM- transverse rectus
abdominis myocutaneous) holc viit ¢l I0ng rIng. B0 cli thiD n tinh thdm mO, b0 nh nhan c6 tho
I0a chin thOc hiln phiu thult khac db t0o hinh phc h0 p num vd/quan vu. Ching ch ddnh dUi
vli phOu thult t0o hinh vU d6 la cac tinh trl ng bl nh nIng gay khé khan cho vil ¢ thi ¢ hidn phOu
thul t kéo dai hol c lam gillm khO nang siing mch mau cla vt mé (bl nh ly mOch mau nhi).
PhOu thul't cho va dii bén cé thi la cln thiDt d0 dit d00c hinh d0ng can x0ng. Theo ddi sau
phUu thult clt viu co tho hinh va thDOng do0c thO ¢ hiln bl ng khdm thic thD.

iv. Vai tro c0a dilu tr0 h0 thOng tan b0 tr0.

Dilu tr0 h0 thOng tan b0 trd d00c xem xét 0 nhing bl nh nhan ung th0 vu tiin xa t0ichd. SO
thodi tril n cOa khOi u lam tang cU h0icho BCT. Khéng c6 s khac bilt vi siing con nlu héa tr0
diOc cho tri0c holc sau phiu thult. Thém nla, dap Ung bInh hOc vOi héa trd tan bl tr0 tho ra
s dU bao vO tién I00ng. Bl nh nh&n cé dap 0ng hoan toan vl mit bl nh hi ¢ (pCR- pathologic
complete respone) s ¢c6 kit clc tuylt h o trong thdi gian dai.

b. XO tr0 b0 tr0.

X0 tr0 b0 trd d00c chd dinh 0 nhing phl nO d00c diCu trd blo t0n vd, nhng ciing di0c chl
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dinh 0 mOtvai ph0 nO sau phOu thultcOtvd nOukhdiula T3 holc T4, cd riamép citdilng
tinh, hoU ¢ di can nhilu hO'n 3 hd ch hol c khéng c6 di can hi ch nhing bl ba &m tinh. Nhl ng

bl nh nhé&n phiu thult ct vl c6 T1-2 va di can 1-3 hich holc T3NO phii dilc tham vOn vii bac
sTx0 tr0 d0 thD o luOn cac nguy cO tiom tang va I0i ich cOa x0 trD.

X0 tr0 b0 tr0 lam gidm mdt n0a td I0 tai phat b0 nh va lam gidm sO trd0ng hip t0 vong do ung
thD vu khollng 1/6. LOi ich thOy d00c 0 c0 nhdng b0 nh nhan c6 hi ch di0ng tinh va am tinh. X0
tr0 toan bl va quy 00c phan phat lilu t0 4,500 din 5,000 cGy vlithdigian 5d0n 6 tudn. X0 trd
tang cl0ng 1,000 d0'n 5,000 cGy gidOng uthiOng di0c sU ding. BOi vli nhl ng bl nh nhan cé
hi ch ndch @m tinh bUi sinh thilt hO ch linh gac (SLNB- sentinel lymph node biopsy) hollc ALND,
XU tr0 hOch vung thi khdng diil0 ¢ khuyl n nghl. Nhd ng b0 nh nhan c6 hi ch ndch dilng tinh cé I
co ich vOi x0 tr0 hOch vung bl sung cho x0 tr0 phdn va khéng bl ¢t bl. 0 nhlng bl nh nhéan co
4 hoU ¢ nhilu hO'n hOch nach di0ng tinh, tri0ng x0 nén bao gdm céac hi ch thi0ng don, va cac
hi ch vu trong cting d00c can nhic. 0 nh0 ng b0 nh nhén cé 1 dén 3 hilch d00ng tinh, xO tr0 vung
th0 0 ng don va vu trong la khéng bt bull ¢, nhing thi D ng di 0 c thi ¢ hiln bli do vil ¢ phén tich
t0p hOp con cac nghién clu x0 tr0 thanh ngdc da gliy rdng vilc xO trd nay co I0 cé 10 ich sing
con trong phan nhém nay. Hich vu trong phli d00c xO ndu ldm sang hol ¢ bl nh hi ¢ dd0ng tinh.
X0 tr0 vu ban phln vlicac Ung phong x0 mé kI da dilc nghién clu 0 nhOng bl nh nhan ung
thD vu giai do0n sim sau BCT d0 thay thD cho x0 tr0 toan b0 vu. Mic du cac k't qul ban diiu la
dang khich 10, cac kOt quO vOithOi gian dai hin vl n con di0c chd doi.

Nguy cl tai phat ti chd 0 nh0ng bl nh nhan sau phiu thult cOt va la cao khi khii u co6 kich
th0OcI0n hOn 5 cm, ria mép clt dilng tinh, nhilu hOn 4 hilch d0Ong tinh, xdm nhd p bl ch
huyOt, tuli trd, va til n man kinh c6 ER (-). 0 nhing b0 nh nhan nay, x0 tr0 thanh ngdc, vung
nach, va vung thl 0 ng don nén dilc thc hiln d0 gidm tai phat t0i chi t0i vung. VOi nhO ng bl nh
nhan co6 s hich ddlng tinh it hO n, vung nach va vung thi 0 ng don phdi di0c danh gia. Hlch vu
trong phii d00c danh gia 0 t0t cl blnh nhéan s nhiln x0 trd sau mO va phiidi0c didu trd nOu
c6 hich di0ng tinh trén 1am sang holc bl nh hic. X0 tr0 d00c cho sau khi hoan t0t héa tr0 bl
tr0 vi vilc diDu trl ding thdi sO lam tang tac ding phd cla x0 trl.

2. Dilu tr0 hO thing.

a. Dilu tr0 hU thOng b0 trd.

Dilu tr0 h0 thO ng nhI m vao kh nang c6 thd c6 cUa céc vi di can khoé thl'y, ma c6 thi, theo thOi
gian, phat tril n thanh tinh trl ng b0 nh di can r6. Trén ba dln bl n thO p kO qua, vilc cli thil n cac
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phac di dilu tr0 hi thing b0 tr0 t0ng b0 c da cli thion sOng con toan bl 0 nh ng bénh nhan
ung th0 vu giai doln sUm. Vil c quy0t d0nh phac d0 didu tr0 hO thd ng thi d0a vao lam sang
(chOng hO'n nhO tuli, tinh tr0 ng man kinh, tinh tr0 ng bl nh kém) va cac chl s bl nh hi ¢ bao

gl m giai doll n, dJ mé hOc u, va tinh tring ER va tinh trl ng HER-2. Adjuvantonline.com la mt
website giup cho quylt dinh dilu tr0 cOa cac bac st ung thl c6 diilc sl 00c doan trung binh vl
I0i ich cOa héa trl b0 trd (theo nhilu loDi khac nhau) va didu trd nditi0t. GO n day hOn, mdt vai
xét nghil m nhilu gen d0 danh gia tién I00ng, bao g m Oncotype DX (Genomic Health),
Mammaprint (Agendia), va Prosigna (Nanostring), la sin c6 di sO d0ng trong thl ¢ hanh lam
sang. Cac xét nghillm nay cung cl p khD nang tranh phii héa trl 0 nh0 ng nhém bl nh nhan cé
nguy cl thOp.

i.Dilu trl nOiti0t b0 tr0.

Tinh trdng ER va PgR cla khii u thDOng di0c nhin dil n b0 ng nhudm héa mdé miln dich mé
ung thl vu. Estrogen k't hip vOi thO thO va kich thich t0 bao tang sinh, siing, va tto mich. Mdc
dich cla didu trD nditiltlaOc chl cac tac ding thuc dly khiiu nay. CO ER va PgR dlu la cac
you t0 tién I00ng ma ndu diOng tinh sO c6 tién [00ng t0t hOn. Tuy nhién, cac ddu 0n sinh hic
nay la cac ylu tl cé tinh di bao ré rang hin nhilu bi do k't qul dilu trd nOiti0t ph0 thulc vao
ndng dl bilu hiln c0a ER. Gia trl bilu hion PgR v n con tranh lul n va khéng cung cl p thong
tin 1dm sang hiu ich ddc I0p vOi tinh trOng ER. Ung thd vu c6 ER-, PgR+ nén dilc dilu trd nh{
vii ER+.

0 ph0 nO ti0n mén kinh, bull ng tr0ng la ngul n sOn xudt estrogen chinh. Trl0c¢ méan kinh,
estrogen co thi la dich dilu tr0 b0 ng tamoxifen, holc bl ng sU 0c ch0 nIng dl estrogen, hollc
s ding cl hai phing thdc phiihOp. SO Oc chl estrogen cé thl gianh di0c vii cac ding vin
LHRH(luteinizing hormone-releasing hormone)(goserelin va leuprolide), hol ¢ phiu thul't cOt
bulng tring. 0 ph0 n0 hOu méan kinh, ngul n estrogen chinh ylOu la sU chuyln dlit0 cac
androgen th0 0 ng thO n thanh estrogen bl0i enzyme aromatase. Holt dl ng cl a estrogen vi vi'y
c6 thd b0 khoéa IDi b0 i tamoxifen, holc sO t0ng hip estrogen cé thl bl Oc chl vOi mOttac nhan
0c chl aromatase thl hi th0 ba (letrozole, anastrozole, va exemestane).

Early Breast Cancer Trialists Collaborative Group (EBCTCG) phén tich gl p cac thO
nghidm 0 ph0 n0 mdc ung thD va 0 giai dod n sOm da cho thdy rIng sau thUi gian theo déi trung
binh 15 nam, tamoxifen lam gidm t0 I0 t0 vong do ung thD va hang nam 0 phC n0 mOc ung thO
vu cé ER+ 1a 31% va tl 10 ung thD va tai phat hang nam la 41%. Tac ding nay b0t chlp dO tuli,
s ding hoa tr, tinh tr0 ng man kinh, tinh trd ng PgR, cac hi ch nach cé lién can, kich thic u,
hoU ¢ cac dil ¢ didm u khac. N6 cing cho thl'y r0 ng tamoxifen dd0c cho 5 nam thi t0t hin la
tamoxifen dd0c cho 1 din 2 nam. LOi ich cl a tamoxifen vin t0n t0i kéo dai sau khi hoan t0t kO
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hin diCu tr0. The Adjuvant Tamoxifen: Longer Against Shorter Trial (ATLAS) gl n day da cho
thOy r0 ng tamoxifen lién t0c 10 nam thay vi ngl ng I0i sau 5 nam thi cé lién quan vOi vidc gil m
thém n0a nguy cl t0 vong va tai phat.

Tho nghidm NSABP B-14 da danh gia chd 0 nhing bl nh nhan mc ung thD va cé hich am tinh,
ER+ vlithdi gian theo déi la 15 nam, da cho thiy rl ng tamoxifen da lam gi0 m tai phat ung th
vu [ vU cung bén, va dli bén, va cac vl tri xa la 42% va clng lam gidm t0 10 t0 vong la 20%.

0 nhOng bl nh nhan nhin héa tr0 bl trd, thd nghidm Intergroup 0100/SWOG-8814 da cho thOy
r0 ng tamoxifen nén di0c sU ding sau khi hoan tt hoa trd. Phan tich gl p cho thiy rlng héa trl
vadilu trd nOiti0tla cac liou phap dilu tr0 b0 tr0 b0 sung cho nhau 0 nhOng bl nh nhan cé ER+
viicaclliichdliclop vacing hiOng nhing vin dd ditra dlivdinhdng bdnh nhéan c6 ER+ doi
hii ph0i héa trl vOn con tranh luln, dc bilt la trong bUi cl nh tinh tr0 ng bl nh c¢6 nguy ¢ thdp
vli ER+ HER2- [0 nh0ng bl nh nhéan I0n tubi.

B0i vli nhd ng bl nh nhéan ti0 n man kinh c6 ER+, phéan tich gdp EBCTCG ciing da cho thdy ring
cOt/0c chl bullng tring lam gidm t0 vong do ung thD va nhing d00ng nhO chd lam vOy khi
khong cé céc dilu trd h thIng khac. PhUu thult cOt bulng tring c6 thd di0c can nhic 0 phl
nd c6 cac hii chdng ung thO vu di truy0n ma khi dé s c6 sO gia tang nguy ¢ phét sinh ung thi
bul ng trdng va c6 mong muln di0c clt bulng trlng. Vai tro bl sung cla vilc clt bulng trl ng
diivOihoéatrl va/holc liDu phap nlitilt da di0c khi o sét trong cac thl nghidm TEXT va thi
nghidm SOFT va cho thly I0i ich lam sang cla villc bl sung 0c chl bullng tring dli vOi liDu
phap nii tilt.

Vil ¢ sl dUng cac tac nhan 0 c chl aromatase (Als- aromatase inhibitors) nhi la li0 u phap dil u
tr0 nOiti0t b0 tr0 hol ¢ thay cho tamoxifen holl ¢ nOi til p vOi tamoxifen d& di 0 ¢ khuyOn nghd O
nhOng ph0 nO hOu man kinh di a vao cac thl nghilm ATAC, MA17, IES, va BIG 1-98. ASCO da
khuyO n ngh0 vao nam 2004 rilng Al phi d00c can nhic nhi la mOt phOn cOa lilu phap didu tr0
nditi0t b0 tr0 cho t0t c0 b nh nhén ung tho va cé ER+. ThO nghidm ATAC (5 nam anastrozole
so vOi 5 nam tamoxifen) va BIG 1-98 (5 nam letrozole so vli 5 nam tamoxifen) da cho thOy rlng
Al cUi thil n s ng thém khdéng bl nh (DFS- disease- free survival) so vli tamoxifen. Th nghilm
MA17 (5 nam letrozole sau 5 nam tamoxifen so vOi 5 nam tamoxifen din ddc) d& cho thOy cli
thiD n s ng thém khong bl nh va sl ng thém toan bl 0 nhém c6 hil ch di 0 ng tinh khi b0 sung
thém letrozole sau 5 nam tamoxifen. Thd nghidm IES (2 d0 n 3 nam exemestane til p theo sau 2
di n 3 nam tamoxifen vii t0ng thUi gian la 5 nam so vOi 5 nam tamoxifen) da ching thc sO cli
thi0n cho ¢l si ng thém khéng bl nh va sl ng thém toan bl vii exemestane. Thii gian t0ilu va
t0ida cla Al vinchOadiOc thiot I0p. Nhin chung, dii vOit0t cO phd n0 hOu man kinh c6 thd tho
nditi0t d0Ong tinh, 5 nam Al hoc dilu trD tul n t0 2,3, holc 5 nam tamoxifen til p sau do6 la 2,3,
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hoUc 5 nam Al, vii tOng thii gian d0n 10 nam la d00c¢ khuyO n nghO. Trong th nghil m BIG

1-98, dilu trD tuln t0 2 d0n 3 nam letrozole ti0 p theo dé la tamoxifen hoan t0t t0 ng thli gian 5
nam co hilu qul gidng nhi letrozole 5 nam, va dilu t0t hO n la tamoxifen 5 nam. Als la cac tac
nhéan khi s ding din ddc thi ching chd dlnh ddivOiphO nO ti0n mén kinh vi sU 0c chl enzyme
aromatase c6 thd din din, b0icl chd feedback, vil ¢ kich thich cac bul ng tring t0 o ra estrogen
nhidu hin. Cac tac nhan nay chd nén diilc sl ding kit hIp viicac ding vin LHRH @i u tr0 bl
tr0 trong b0i ¢ nh nghién cOu lam sang. Cac tac ding ph chinh cla Al bao gdm bl c hla, dau
cl, dau khip va lodng x00ng, nglOc IDi cac tac dl ng phU chinh cl a tamoxifen bao gl m cac
biln c0 huyOdt khii, ung thO 10 cung, tdng céan, bl c hila va, hilm gip, thay dii th0 I0c.

ii. Héa tr0 b0 tr0.

Phén tich gdp EBCTCG da céng bl cac kit lul n nhl sau vl héa trl b0 tr. H6a tr0 b0 trl dem
I0i 101 ich cho nhi ng bl nh nhéan ung thD va giai doIn sim bt chlp dD tuli (d0n 70 tuli), tinh
trdng hich, d00ng kinh u va sl bilt héa (trung binh holU c kém; mOt vai tr00ng hUp bilt héa t0't),
tinh trdng thO thD estrogen, hol ¢ sU di ng tamoxifen. Trong phén tich gi p so sanh cac phac dl
bl tr0 khac nhau, CMF (cyclophosphamide, methotrexate, fluorouracil) ¢é hillu quD t00ng
di0ng vOi AC (adriamycin va cyclophosphamide) 4 chu kU nhOng kém hi n so vli cac phac dl
héa tr0 ndn anthracycline c6 liDu tich Ity cao hin dang kil so vi 4AC (chOng hi'n nhd CAF va
CEF 6 chu kO). Vil c b0 sung thém 4 chu kU taxane cho mt phac di héa tr0 nln anthracycline
di0c On ddnh, thDi gian dilu tr0 kéo dai, lam giom t0 10 t0 vong cUa ung th0 vu. TO 10 t0 vong
cla ung thd vu da gil m kholl ng mdt phUn ba vOi cac phac dl héa trl n0n taxane kit hOp vOi
anthracycline hol ¢ vli cac phac dil héa trll nl n anthracycline cé lilu tich Ioy cao hi'n (khéng
clndln cac tl bao giic).

MOt vOn d0 chinh yOu cOn phlihiludi0cdéla micdutl I0 tai phat gilm thém miinamlaln
t00ng, 0 nhO ng nhdm b0 nh nhan c6 nguy ¢l thOp I0iich tuylt diila rdt nhi va khéng dang gia
so vUi chi phi can thil p cho b nh nhéan. Cho vi di, mOt b0 nh nhan cé 90% cl hii sOng thém
khong bl nh 10 nam ma khéng cln héa trl bl trd ¢6 thl chl ¢é I0i ich tuylt dli rdt nhO, ngay cl
vlitac nhan lam gid m nguy clU tai phat 50%.

QuyOt d0nh thO ¢ hiln héa trd cho nhi ng bl nh nhan ung thd vu cé ER+ HER2- la mOt thach
thO ¢ vi mOt nhédm nhO cac bl nh nhan nay khéng c6 I0i ich t0 vil ¢ héa tr0 . Nhin chung, héa trl
di0c dd nghD nOu hOch am tinh holc hich di0ng tinh nh ng cé cac di c didm nguy cU cao, vi
dl nhO, d0 mé hic cao, kich thiOc u lln hin2cm, holc tulitrd (la mOtylu t0 nguy cO b0t I0i
dii vOi tinh tr0ng bl nh c6 ER+). Xét nghid m da gen cé thd hi trl cho qua trinh thi ¢ hiln quy0dt
dl nh. Xét nghio m Oncotype DX la mit xét nghil m phin 0ng chuli polyme enzyme phién ma
ngd0c (RT-PCR: reverse transcriptase-polymerase chain reaction) cla 21 gen dillc chinlic
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(16 gen ung th0 va 5 gen tham chilu) b ng cach sl ding mé u di0c nhung vao paraffin di cho
ra dil m tai phat (RS- recurrence score) phan chia cac khii u thanh cac nhom c6 nguy cl thip,
nguy cl trung binh, va nguy cl cao [ nhing bl nh nhan ung thi va cé hich &m tinh va ER+. DU
vl i nhi ng bl nh nhan c6 dil m nguy cl tai phat cao bli Oncotype DX, héa tr0 phUidilc do
nghO. Nh ng bl nh nh&n c6 dil m nguy ¢ tai phat thip c6 thd d00c didu tr0 vOi lilu phap nOi ti0t
b0 tr0 din dic. 0 nhing bl nh nhan c6 cac khii u nguy ¢l trung binh, bac st ung thd ndi khoa
phiithOo luln cOnthOnI0iich va nguy ¢ cla vilc héa trl b0 trd vOi bl nh nhan. Trong tho
nghidm TAILORs, nh0 ng bl nh nhan cé nguy cl trung binh di0c dd nghU dilu tr0 nglu nhién
viinditiDtso vOinOiti0tcOng vOihéda trd. BUi vDi nhdng b0 nh nhan c6 ER+ va ¢cé 1d0n 3 hich
c6 lién can, thi nghil m dang thi ¢ hil n, RxPONDER, danh gia céac IDi ich thém nla cla hoa trl
0 nhOng bl nh nhan c6 dil m Oncotype DX thd p d0 n trung binh. Xét nghid m Oncotype DX khong
co gia trd 0 nhing bl nh nhan ER- vitltcl cac khliu nay di0c xOp loUi la nguy cl cao. Cac xét
nghidm da gen s n c6 khac bao gd m Mammaprint va Prosigna. Mammaprint [a m0t xét nghil m
microarray 70 gen phan chia cac khii u thanh cac nhom c6 diu hilu t0t va x0u. Xét nghil m nay
di0c FDA (U.S Food and Drug Administration- c quan thd ¢ ph m va thud c Hoa KO') chip

thul n va co6 thd diCc thdc hién bt chlp tinh trlng ER cho nhi ng bl nh nhéan ung thi va giai
dol n sOm. Prosigna cling di0c FDA chl p thul n va cung cl p dil m nguy cU tai phat (ROR- risk
of recurrence score) dila vao sl bilu I0 cla PAMS50 b ng cach sl ding hd th ng nCounter, va
phan lo0i cac khUi u thanh cac nhém cé nguy cl thd p, trung binh, va cao 0 nhi ng bl nh nhén
ung thd vu giaidont0 [ dOn Il bOt chOp tinh trlng ER va HER2. PAM50 xem xét din 50 gen
va 5 gen ching ma nhilng gen nay dil bao bl n chit cac phan nhém phéan t0 cla ung thl v,
bao gd m luminal A (HR+/HER2-), luminal B (HR+/HER2+), HER2-enriched (HR-/HER2+)va céac
phan nhém basal-like (HR-/HER2-). Cac xét nghil m nay dila ra tilm nang di trdnh héa trl [
nhom bl nh nhén c6 nguy ¢l thip va di0c s ding bli cac bac st ung thl nli khoa trong thi ¢
hanh Iam sang. Gia tr0 cla cac xét nghillm nay trong vil ¢ thi ¢ hiln quylt d0nh héa trl dang
di0c ki m nhOn trong cac thl nghil m I&am sang til n cOu.

Poivliung thd vu c6 ER- HER2-, hoa trl phli dilc xem xét ngay cl khi khOiu l0n hIn 0.5cm
vi nhi ng khii u nay cé khuynh hil0ng “hung han” va héa trll 1a li0u phap dilu tr0 ¢é hilu I0c.

Céac phac di thiOng diic sl ding trong ung thd vu cé hich am tinh nguy cl cao diic thl'y
trong bl ng 13-2, vlli TC x 4 chu kO la mOt trong nhng phac di thiOng didc sO ding nhit bOi
phac di nay dilc thly latdt hin AC x 4 chu ki ma khdng c6 dic tinh d0n tim va bOch clu clp
co lién quan vii Adriamycin. B0i v i ung thd vu c6 hich d00ng tinh, phac di thiOng dilc
khuyO n ngh c6 chia cl anthracycline va taxane. Tuy nhién, phac di t0t nhit la khéng r6,
nhOng céac I0a chin thich hl p bao gom AC tang cllng lilu x 4 til p theo do la paclitaxel x 4, AC
tang cl0ng lilu x 4 ti0 p theo d6 la paclitaxel hang tuln x 12 tulln, FEC x 3 til p theo dé la
docetaxel 100mg/m2 x 3, hollc TAC x 6.

BONG 13-2. CAC PHAC D1 HOA TRO TAN B0 TRO/BD TRO THIONG DUNG.
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PHAC PO

LIEU

CMF moi 28 ngay x
6 chu kv (phac &6
Bonadona)

Cyclophosphamide 100mg/m? uwong mngiy 1-14,
Methotrexate 40mg/'m? finh mach vao ngay 1 va §, 5FU
600mg 'm? tinh mach vao ngay 1 va 8

CMF moi 21 ngay x
6 chu ky (phac dé
tinh mach)

Cyclophosphamide 600mg/m? tinh mach vao ngayv 1,
Methotrexate 40mg'm? tinh mach vao ngay 1. 5FU

600mg'm? tinh mach vao ngiv 1

FAC mo1 28 ngay x
6 chu kv

5FU 400mg/m? tinh mach vao ngay 1 wa 8§,
Doxorubicin  40mg/m® tinh mach wvao ngay 1.
Cvelophosphamide 400mg/m? tinh mach vio neav |

CAF mé: 21 ngay x
6 chu ky

Cyclophosphamide 500mg/m? tinh mach vao ngav 1,
Doxorubicin 50mg/m? tinh mach vao ngay 1, 5FU
500mg/'m? tinh mach vao ngav 1

FEC 100 mai 21
ngay x 6 chu kv

5FU 500mg'm® tinh mach vao ngay 1, Epirubicin
100mg'm? vao ngay 1, Cyclophosphamide 500mg/m?
tinh mach vao ngay 1

ACmoi 21 ngav x 4
chu kv

Doxorubiein 60mg/m? tinh mach wio ngay 1,
Cyclophosphamide 600mg/m? tinh mach vao ngay 1

TAC moi 21 ngay x

6 chu ky

Docetaxel 75mg/m? tinh mach vao ngay 1, Doxorubicin
50mg/m? tinh mach vao ngay 1, Cyclophosphamide
500ma 'm? tinh mach vao noav 1

FEC 100 méi 21
ngay x 3 chu ky va
sau do  Docetaxel
100 mé: 21 ngay x
3 chu kv

5FU 500mg'm? tinh mach vao ngay 1, Epirubicin
100mg'm? vao ngay 1. Cyclophosphamide 500mg/m?
tinh mach vao ngay 1,

Docetaxel 100mg/m? tinh mach vao ngay 1

TC méi 21 ngay x 4
cho ky

Docetaxel 75mg/m? tinh mach vie ngay 1,
Cyclophosphamide 600mg/'m?* tinh mach vao ngay 1

AC mot 2 tuan x 4
chu ki tiép theo d6
Paclil:a:{a[ don doc
méi 2 tudn x 4 chu
ky (AC+T ting

Doxorubicin  60mg/m? finh mach wvao ngay 1,
Cyclophosphamide 600mg/m?® tinh mach vao ngay 1,
Paclitaxel 1753mg/'m?® tinh mach vao ngay 1

cuong licu)
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AC mm 3 tudn x 4
chu ky tiép men do
Paclitaxel méi tuin
+ Trastuzumab x 12
chu

Doxorubicin 60mg/m* tinh mach vae ngay 1,
Cyclophosphamide 600mg/m?® tinh mach vao ngay 1,
Paclitaxel 80mg/m? tinh mach méi tuin

Trastuzumab 4mgkg tinh mach héu nap va sau d6
2mg/ke tinh mach m6i tudn

AC moi 3 tudn x 4
chu ki tiép theo dé

Doxorubicin  60mg/m? finh mach vao ngay 1,
Cyclophosphamide 600mg/'m?* tinh mach vao ngay 1,

Docetaxel mdi 3| Docetaxel 100mg/m? tinh mach vac ngay 1,
tudn x 4 chu ki vo1| Trastuzumab 4mgke tinh mach liéu nap va sau 46
Trastuzumab  cho| 2mg/kg tinh mach mo1 tuan

dén 1 nam

TCH mé1 3 tuin x 6| Docetaxel 100mg/m?® tinh mach vao ngiv 1,
chu ky, sau do| Carboplatin AUC 6 tinh mach vao ngay 1, Trastuzumab
Trastuzumab  cho| 8mg/ke tinh mach Lifu nap va sau 86 6mg/kg tinh mach
dén 1 nam vao ngay 1 mdi 3 tudn

TCHP Docetaxel 75mg/m? tinh mach vao ngay 1, Carboplatin

(Pertuzumab) moi 3
tuin x 6 chu ki,
phau thudt, sau dé
hoan tat
Trastuzumab du 1

nam

AUC 6 tinh mach vao ngay 1, Pcrm:-:umal:: 840mg tinh
mach lidu nap va sau 46 420mg vio ngiy 1mbi 3 tudn,

Trastuzumab 8mgkg tinh mach hEul nap va sau 46
6mg/kg tinh mach vao ngay 1 méi 3 tuin

FEC mét 3 tudn x 3
chu ky sau dé
Docetaxel +
trasturumab va
Pertuzumab mo1 3
tuin cho 3 chu kv
tiép theo d6 phiu
thuit, sau dé hoan
tit Trastuzumab du
| iz

S5FU 500mg/'m? tinh mach vao ngay 1 (chu ky 1-3),
Epirubicin 100mg/m?* tinh mach vao ngay 1 (chu ky 1-
1), Cyclophosphamide 600mg/m? tinh mach vao ngay 1
(chu kv 1-3), Docetaxel 75-100mg/m? tinh mach vao
ngay 1 (chu ky 4-6), Pertuzumab 840mg tinh mach licu
nap va sau 46 420mg vao ngay 1mdi 3 tuin (chu kv 4-
6), Trastuzumab 8mg'kg tinh mach liéu nap va sau 46
6mg'kg tinh mach vao ngay 1 mdi 3 tuin (chu kv 4- cho
&én khi két thic 1 nim)

......
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