PAT VAN BE

1.Ly do chon dé tai

Ung thu v 1a loai ung thu phd bién nhat va ciing 13 nguyén
nhan chinh gy tr vong do ung thu dbi véi phu nif trén toan thé giGi.
Diéu tri ung thu va 1a su két hop chit ché gira cac phwong phap
tai chd, tai ving bang phiu thuat va xa tri, toan than bang hoa
chét, noi tiét va sinh hoc. Muyc dich cua diéu tri hoa chat bd tro 1a
kéo dai thoi gian séng thém khong bénh va thoi gian sdng thém
toan bo. Phac d6 TAC la phac dd két hop 3 thudc (Docetaxel,
Doxorubicin, Cyclophosphamid)'da dugc chirng minh hiéu qua qua
nhiu nghién ctru, cho ty 16 séng thém toan bo 87%, thoi gian sdng
thém khong bénh 1a 75% trong diéu tri ung thu vu bd trg ¢6 hach
nach dwong tinh. Tai Viét nam chua c6 nhitng nghién ctru 16n danh
gia phac db nay trong diéu tri ung thu vii sém véi cac dau an hdéa mo
mién dich khac nhu: HER 2, ER, PR, ciing nhu anh hudng cua cac
du 4n trén dén két qua diéu tri. Vi vay, chung toi nghién clru dé tai
nay voi muc tiéu:
2.Muc tiéu ciia dé tai
2.1.M06 ta mét sé ddc diém lam sang va moé bénh hoc bénh ung thuw vu
giai doan 11, IlIA hach nach dwong tinh tai Bénh vién K.
2.2.Ddnh gid két qua héa tri bé tro TAC bénh ung thie vii giai doan
11, I1I4 hach ndach dwong tinh.
3.Nhirng déng gop cia luin an

Khang dinh vai tro ctia phac d6 TAC trong diéu tri ung thu vi
bd tro giai doan II, IIIA c6 hach nach dwong tinh.

Véi phac dd TAC dat duge ty 1¢ thoi gian séng thém khong
bénh tich lity 5 nam la 74,6%, ty 1 song thém toan b tich liiy 5 nim
14 85,6%.

Béng phan tich don bién dé tai khang dinh dugc cac yéu to lién
quan dén song thém khong bénh va séng thém toan bo.

Phén tich da bién dé tai tim ra duoc yéu t6 doc lap va yéu t6
phu thudc d6i voi sdng thém khong bénh va sdng thém toan bo.

Céc tac dung phu khong mong muén cua phac dd ¢ muc an
toan khi 4p dung diéu tri phac do.



4.Céu tric ciia luin an

Céiu tric cia ludn an: Luan 4n dai 130 trang bao gdm: Dit
van dé 2 trang; Tong quan 41 trang; Pdi twong va phuwong phap
nghién ctru 15 trang; Két qua nghién ciru 32 trang; Ban luan 37 trang;
Két luan 2 trang; Kién nghi 1 trang. Tai liéu tham khao c6 161 tai
lidu gom 28 tai liéu tiéng Viét va 133 tai liéu tiéng Anh. Luan 4n c6
42 bang; 18 biéu do, 4 hinh.

CHUONG 1: TONG QUAN

1.1. Pai cwong vé ung thu vi
1.1.1. Gidi phdu va sinh Iy tuyén vii
1.1.1.1. Gidi phdu tuyén vii
1.1.1.2. Sinh Iy tuyén vii
1.1.2. Hach ving
Hach nach
Hach vu trong
Hach ctra
Hach thuong don
Pugc danh gia 1a hach vung trong thu va
1.1.3. Dich té hoc bénh ung thw vii

Ung thu v 13 loai ung thu (UT) thuong thiy nhat & phu nir,
chiém 25% ti 1& chét do UT & nir tai cac nudc phat trién. O My tir
80/100.000 (1975) toi 105/100.000 (1985) va 178/100.000 (2012).
O Phap, ti 1¢ mic UTV chudn theo tudi 1a 77,4/100.000 dan, mdi
nam c6 thém 20.000 treong hop madi phat hién. Tai Viét Nam, Nam
2010, ty 18 mic ung thu néi chung 13 134,9/100.000 dén, ty 18 ung
thu vu 1a 29,9/100.000 dan, ty 1€ ung thu & nit ndi chung cling nhu ty
1€ ung thu va tang hon so voi nam 2000
1.2. Chén do4n ung thw via
1.2.1. Sang lgc va phdt hién som
1.2.1.1. Ty kham vu
1.2.1.2. Khdam ldm sang tuyén vii
1.2.1.3. Chup X-quang tuyén vii



1.2.2. Chén dodn

1.2.2.1.Chdn dodn xdc dinh

1.2.2.2.Chdn dodn gidi phau bénh

1.2.2.3.Chdn dodn TNM va giai doan trong ung thu vii.

Chan doan giai doan ung thu va theo AJCC 2010
1.2.3. Quan diém méi vé cic phin nhém ciia ung thuw vii.

Dua trén cac nghién ctru sinh hoc phan tir ciing nhu két qua tir
cac thir nghiém 1am sang danh gia hiéu qua diéu tri c6 cac phan nhom
khac nhau:

Luminal A: ER va/hoac PR (+), HER 2(-), Ki-67 (+) < 14%.

Luminal B: ER va/hoac PR (+), HER 2 (-), Ki-67 > 14

Lumnal C: ER va/hoic PR (+), Ki-67 bat ky.

Ba phan nhém nay nam trong nhanh thy thé noi tiét (+) va co
tién luong tot hon.

Phan nhém HER 2 (+): gdbm HER 2 (+) nhung khéng thudc
Luminal C.

Phan nhom Basal - like: gdm c6 céac thy thé noi tiét ER va PR (),
HER 2 (-), nhém nay c6 tén khac la triple negative va khang véi diéu
tri. Chi dinh diéu tri hé thong cho cac bénh nhan nay 1a hoa chat.

Hai nhém nay nam trong phan nhanh thy thé ndi tiét am tinh
nén c6 tién lugng xau hon.

1.2.4. M@t so yéu té tién lwong bénh trong ung thuw vii

1.2.4.1. ER, PR. Gid tri cua ER va PR la tién doadn va tién luong
1.2.4.2. HER 2. HER 2 (+) cao, ¢6 loi ich tir diéu tri dich khdng HER
2: Trastuzumab. HER 2 (+) co6 gia tri du doan khang hoac nhay voi
hoa chit dic biét nhom Taxan va Anthracyclin. HER 2(+) du doan
khang vé6i diéu tri noi tiét. Khi HER 2 c6 ty 1é tai phat va tir vong cao
néu khong ¢o diéu tri hé théng.

1.2.4.3. Ki -67. La yéu td tién luong trong ung thu vii sém da duge
nghién ciru thiy Ki 67 14 yéu t6 tién lugng doc lap,



1.3. Piéu tri ung thw va giai doan II, IIIA

1.3.1. Phiu thugt

1.3.1.1. Phdu thudt cdt toan bg tuyén vi.

1.3.1.2. Phéu thudt cdt tuyén vii triét can (phau thudt Halsted)
1.3.1.3. Phéu thudt cdt tuyén vii triét can bién doi (Phdu thudt Patey)
1.3.1.4. Phéu thudt cdt tuyén vii don thuan

1.3.1.5. Phéu thudt bdo ton tuyén vii

1.3.1.6. Hach nach trong ung thu vii.

Panh gid hach ndch. Hach nach 1a mot trong nhimg yéu t6 tién
luong quan trong nhat déi véi ung thu va, danh gia mé bénh hoc cua
hach nach la phuong phap chinh xac nhat d¢ danh gia sy lan tran bénh.

Vet hach nach. Pugc chi dinh cho nhitng phu nit c6 hach nach
duogc xac dinh trén 1am sang va mo bénh hoc.

Sinh thiét hach cira. Hach cira 1a ching hach dau tién nhéan
bach huyét tir tuyén vaa trude khi d6 vao cac ching hach tiép theo ciia
ving hach nach. Bé giam nhimng bién ching lién quan dén vét hach
nach toan bd. Xac dinh hach ctra béng cach bom mot loai chat mau
xanh hodc duogc chit phong xa vao quanh khdi u trudc khi phiu
thuat. Sinh thiét hach cira s& ngdy cang duoc ap dung rong rai va vét
hach nach toan bd s& ngay cang giam.

1.3.2. Xg tri. Chi dinh hé thong cho ung thur v giai doan II, IIIA c6
hach nach dwong tinh v6i muc dich 1 dé loai trir nhitng té bao ung
thu con sot lai sau phau thuat bao ton va hodc cét tuyén va toan bo.
1.3.2.1. Cac trwong chiéu trong xa tri ung thu vii gom: trudng chiéu
VU, truong chiéu hé hach, truong chiéu va trong.

1.3.2.2. Chi dinh xq tri: sau phau thuat bao tdn va, sau cét tuyén v
c6 u tir T3 tré 1én, c6 hach nach di cin trén giai phau bénh, dién cit
duong tinh.

1.3.3. Diéu tri bé tro va cdc tién b trong diéu tri bo tro.

1.3.3.1. Diéu tri héa chdt hé tro cho bénh nhdn c6 th thé ngi tiét am
tinh hodc dwong tinh, yéu to phdt trién biéu mé (Her 2/neu) am tinh



Héa chit kinh dién. Di duoc ching minh tir nghién ctru 16n cia
Nhoém hop tac cic thtr nghiém 1am sang ung thu va sé6m nam
2011, gébm 100.000 phuy nit tir 123 thir nghiém nhoé di xac dinh:
hoa chit b6 trg c6 Anthracyclin tot hon so v6i khong diéu tri bd
trg, héa chat bd trg CMF tét hon so v6i khong diéu tri, phac dd
CMF twong duong v6i phac 46 AC * 4 chu ky, phac d6 AC * 6
chu ky tot hon phac d6 CMF

Nam 2012, mot da phén tich cia Nhom hop tac cac thir nghiém
Iam sang ung thu v sém vé vai trd ctia Taxan trong diéu tri bd tro cho
théy: giam nguy co tai phat (RR 0,84; 95%; CI 0,78-0,91), loi ich
tuyét dbi sdng thém khong tai phat 1a 4,6%, giam nguy co tir vong
ung thu va (RR 0,86; 95%; CI 0,79-0,93), cai thién 2,8% ty 1¢ tuyét
ddi, giam nguy co tir vong chung (RR 0,86; 95%; CI 0,79-0,93), cai
thién 3,2% ty 18 tuyét doi.
Hoéa chit liéu mau. Hoa chét b6 trg kinh dién 1a mdi 3 tuan, quan
diém méi 14 rat ngan thoi gian gitra hai chu ky xudng 2 tuan (tuc 1a
hoa chit liu mau) v6i muc dich cai thién hon thoi gian sdng thém
khong bénh va thoi gian sdng thém toan by so véi phac do hoa chat
kinh dién.
Phdc dé khéng cé Anthracyclin. V/6i nhimg bénh nhan chdng chi
dinh sir dung anthracyclin cac phac d khong c6 anthracyclin gom:
TC (Docetaxel, Cyclophosphamid), CMF (Cyclophosphamid,
Methotrexat, 5-fluorouracil)...
1.3.3.2. Piéu tri hoa chat hé tro cho bénh nhan co thu thé néi tiét am tinh
hodc dwong tinh, yéu té phat trién biéu mé (Her 2/neu) dwong tinh.
Loi ich ciia cdc phdc do cé khdng Her2 (trastuzumab). Pugc ching
minh tir két qua da phan tich nim 2012 tir 8 thir nghiém 1am sang
gbm 12.000 bénh nhan c6 thu thé HER 2 (+) thiy rang diéu tri hoa
chat va Trastuzumab cai thién thoi gian séng khong bénh, thoi gian
séng toan bd so véi diéu tri héa chat don thuan.
Thoi gian diéu tri Trastuzumab. Nghién ciru HERA vé6i 5.090 bénh
nhan va thtr nghiém PHARE véi 3.380 bénh nhan ung thu va ¢6 Her



2/neu duong tinh dwa ra két luan thoi gian khuyén ding Trastuzumab
cho ung thu vii b6 tro 13 1 nam.

Lapatinib. La mt khang khang HER 2 da dugc chiing minh c6 cai
thién trén bénh nhan UTV giai doan mudn va tan bo trg nhung khéng
c6 hiéu qua khi diéu tri bd trg. Lapatinib két hop véi hoa chit va
Trastuzumab khdng c6 1oi ich hon hoa chét va Trastuzumab.
Pertuzumab. La mdt khang Her 2, dugc chimg minh lgi ich trén bénh
nhan ung thu va di cin va ung thu va tan b6 trg. Nam 2014, theo
huéng dan diéu trj ung thu ciia Hoa Ky van dua Pertuzumab két hop
Trastuzumab va héa chét trong diéu trj ung thu vi1 bo trg ¢ Her 2 duong
tinh, mac du két qua séng thém toan bd van chua duoc ghi nhan.

1.3.4. Piéu tri ngi tiét

Phu niv tién man kinh. Tamoxifen 13 Iya chon diéu tri két hop voi
cit bu6ng tring béng ngoai khoa, Xa tri, thude nodi khoa tuy thude
vao nhu cdu sinh con va tudi cua bénh nhan.

Phu nit hgu man kinh. Thudc tc ché Aromatase t6t hon Tamoxifen
vé thoi gian sdng thém khong bénh, thude co thé dung ngay tir dau
hodc chuyén ddi sau 2-3 nam diéu tri Tamoxifen.

Dinh nghia man kinh. NCCN dugc dinh nghia tinh trang man kinh
1a: phu nit 60 tudi tro 1én, dudi 60 tudi man kinh néu cé kém cac yéu
t6 hodc da dugc cit buéng trung hai bén trudc d6 hoac da mét kinh
12 thang hodc hon voi su Véng mat cia Tamoxifen, hoa chét, hodc e
ché budng trimg.

1.4. Céc thudc sir dung trong nghién ciru

1.4.1. Docetaxel (hdng Aventis)

1.4.2. Doxorubicin (hdng Ebewe)

1.4.3. Cyclophosphamid (h&ng Ebewe).

1.5. Mt s nghién ctru vé phac dd TAC trén thé giéi va tai Viét Nam
Trén thé gidi. BCIRG 001 (nim 2005) 1a mot nghién ctru 16n, Martin
Miguel va Cs nghién ctru so sanh phac d6 TAC va FAC trén 1.491 bénh
nhan ung thu vi, ¢ hach nach duong tinh, tudi tir 18-70, chi sb
Karnosky >80, sau phau thuét cit tuyén vi. Vi thoi gian theo ddi 55



thang c6 két qua: Ty 18 STKB 5 nam nhom TAC 1a 75%, nhém FAC
la 68%, giam 28% nguy co tai phat p < 0.001. STTB 5 nam 87%
nhom TAC va 81% nhom FAC, giam 30% nguy co tor vong, p =
0.008. Ty 1¢ ha bach cau do % 1a 65% nhém TAC, nhom FAC la
49,5%, nhung trong nghién ctru nay khong st dung cac yéu t6 ting
truong. Nghién ciru GEICAM 9805, trén 1.060 bénh nhan ung thu va
c6 do tudi tir 18-70 tudi, u & giai doan T1, T2, hodc T3, hach nach am
tinh (>10 hach), d6 mé hoc 2-3 hoidc < 35 tudi. Diéu tri bang phac dd
hoa chét bo tro TAC hodc FAC véi thoi gian theo ddi trung binh 77
thdng. STKB 5 nam nhém TAC 1a 87,8%, nhom FAC 81,8%, giam 32%
nguy co tai phat (HR: 0,68; 95%; CI, 0,49-0,93), p = 0,01. Tac dung phu:
Ha bach cau d¢ % 1a 28.2% nhém TAC, 17% nhom FAC, p < 0,001.
Tai Viét Nam. Tic gia Nguyén Thi Sang (2007) nghién ciru phac
dd TAC trén bénh nhan ung thu v giai doan mudn mang lai hi¢u
qua dap ng cao va tic dung phu & mirc chap nhan dugc. Tac gia
Nguyén Diéu Linh (2012) nghién ctru phac dd TAC va AC trén
bénh nhan ung thu va giai doan II, IIIA sau md céa hach nach Am
tinh va duong tinh cling mang lai hi€u qua cao va an toan.

CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ctru. 118 bénh nhan ung thu va giai doan
ILIIA sau PT cit tuyén va va vét hach nach triét cin bién d6i (PT
Patey), hach nach (+), didu tri 6 chu ky TAC, xa tri, noi tiét néu
TTNT (+) tai bénh K tir thang 1 nam 2009 dén thang 6 nam 2011.

2.2. Tiéu chuén chon bénh nhén. Tudi tir 18 dén 70. Giai doan II,
I1IA. PT cit tuyén va va vét hach nach triét can bién d6i. M6 bénh
hoc 1a ung thu biéu mo thé 6ng xam nhap, u c6 Kich thudc Ty, T,, Ts
sau khi phau tich, ER, PR bat ky, HER 2 bat ky, hach nach tir 1-9
hach. Chi s6 Karnofsky >80%. Chtic ning gan, than, tity xwong trong
gi6i han binh thuong. Khong co diéu kién diéu tri bang Herceptin khi
c6 HER 2 (+). Khong suy tim. C6 hd so ghi chép day du.



2.3. Tiéu chudn logi triv bénh nhén. Giai doan 11, 111A, hach nach (-)
hodc thé giai phau bénh khac cia UTV. Mic ung thu thtr hai. Méc cac
bénh man tinh trAm trong. Bénh nhan tir chéi tham gia nghién cuu.

2.4, Phwong phap nghién ciru. St dung phuong phap nghién ctru
mb ta héi clru va tién ctru c6 theo ddi doc.

2.5. N¢i dung nghién ciru

2.5.1. Chén dodn. Theo AJCC 2010

2.5.2. Diéu tri.

2.5.2.1. Diéu tri phau thudt. Cat tuyén vii va vét hach nach triét can
bién ddi Xir 1y bénh phdam vii va hach sau mo: do kich thude u (cm),
dém s6 lwong hach nach di cian, mé bénh hoc, d6 mé hoc, thu thé noi
tiét ER, PR, HER 2.

Nhém theo cdc yéu to tién lwong. Nhém 1. ER/PR+, HER2+. Nhom
Il: ER/PR+, HER2-. Nhém Ill: ER/PR—, HER2+ . Nhém IV:
ER/PR—, HER2—.

2.5.2.2. Piéu tri héa chat phic do TAC. Sau 4-6 tuan PT, du tiéu
chudn nghién ciru, chirc ning tay xuong va gan than binh thuong, chi
s6 toan trang Karnofsky t6t > 80%.

Phdc @6 TAC gom: Docetaxel (hdng Aventis) 75mg/m?, truyén TM
trong 3 gid vao ngay 1, Doxorubicin (hdng Ebewe) 50mg/m?, truyén
TM ngay 1, Endoxan (hdng Ebewe) 500mg/m? truyén TM ngay 1,
Chu ky 21 ngay x 6 chu ky.

2.5.2.3. Diéu tri thuoc tang bach cau du phong va theo doi, xiur tri ha
bach cdu, hé‘ng cau

2.5.2.4. Piéu tri xa. Sau xa tri.

Téng liéu xq: Tia liéu 2 Gy/ngiy x 5 ngay/tuan, tong liéu 45-50 Gy
Xa tri cdt buong trimg

Téng liéu 17 Gy chia thanh 5 dén 9 phan liéu



2.5.2.5. Diéu tri ngi tiét. Khi két thic xa tri néu ER va/PR (+),
Tamoxifen 20mg/ ngay trong 5 nam. Bénh nhadn con kinh nguyét
duoc cét buéng trung br:ing hodc xa tri hoac PT hoac ndi1 khoa.

2.5.3. Theo déi va danh gid hiéu quad cia phdc d6 sau diéu tri.
Kham dinh ky 3 thang mot 1an gdom: 1am sang, chi diém u CA 15.3,
XQ tim phoi, SA 6 bung. Tamoxifen di 5 ndm cho bénh nhan c6 ER
va/hodc PR (+).

Chi nhan ton thuong tai phét, ngay tai phat di can, ngay mat theo dai,
ngdy tir vong dé danh gia thoi gian STTB tich lily 5 ndm, thoi gian
STKB tich lity 5 nam, ghi nhan thoi gian song thém theo mot s6 dic
diém cta bénh nhan: kich thudc u, sé lwong hach nach di can, tinh
trang thu thé noi tiét ER PR va yéu t6 phat trién biéu moé Her-2, do
md hoc cuia u, giai doan bénh

2.5.4. Thu thdp sé liéu. Thu thap s6 liéu theo mau bénh 4n in sn gdbm
2.5.5.Mt 6 tiéu chi danh gia. Panh gia thoi gian song thém. STKB
1a khoang thoi gian dugc udc tinh tir khi bénh nhan vao nghién ctru
t6i khi tai phat di can hodc tir vong do bat ky nguyén nhan gi. STTB
la khoang thoi gian dugc udc tinh tur khi bénh nhan vao nghién ctru
cho t6i khi bénh nhan tir vong hodc dén khi co thong tin cudi cing.
Phan tich don bién. Test Log — rank.

Phan tich da bién. hoi quy Cox

Panh gia doc tinh trén hé huyét hoc va chtrc ning gan than (WHO
nam 2000)

2.5.6. Phdn tich va xir Iy s6 liéu. St dung phin mém SPSS 16.0 dé
xur 1y s liéu.

Su khac biét c6 y nghia khi p < 0,05.

2.5.7. Van dé dao dirc trong nghién ciru.

Thong tin vé tinh trang bénh va ca nhan khac ctia bénh nhan dugc giir
bi mat. C4c cong trinh nghién ciru trén thé gioi khang dinh diéu tri
ung thu via bd tro ¢6 hach nach (+) bang phac dd TAC mang lai hiéu
qua cao va an toan.
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CHUONG 3. KET QUA NGHIEN CUU

3.1. Mt sb diic diém 1am sang va mé bénh hoc.

3.1.1. Tuoi

TB: 49.96 + 8.2, tudi hay gap tir 40 - 49 tudi, nho nhat: 33,cao nhat: 68
3.1.2. Mt sé dic diém khdc

Bdng 3.1. Péc diém bénh nhdn

Pic diém n %
Kham sang loc

Céo 21 17,8
Khong 97 82,2
Kham 1an cudi cung

Trén 1 nam 12 57,1
Duéi 1 nam 9 42,9
Panh gia hach nach

Sinh thiét hach ctra 53 44,9
Vét hach nach 65 55,1
Vitriu

Trén trong 13 11,2
Trén ngoai 47 39,9
Dudi trong 15 12,6
Dudi ngoai 31 26,5
U trung tdm 12 9,8
Kich thwéc u n %
<2cm 17 144
2-<5cm 88 74,6
>5cm 13 11
SL hach di cédn

1-3 hach 95 80,5
4-9 hach 23 19,5
Py mb hoc

bo 1l 17 144

Do 2 83 70,3
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bo 3 18 15,3
Thu thé ngi tiét ER, PR

ER va/PR (+) 73 61,8
ER va/PR (-) 45 38,2
HER 2

HER 2 (+) 40 33,8
HER 2 (-) 78 66,1
ER, PR, HER 2

Nhom | 36 30,5
Nhom 11 40 33,9
Nhom 111 18 15,3
Nhom 1V 24 20,3
Giai doan n %
Giai doan Il 86 72,9
Giai doan Il1A 32 27,1

3.2. Két qua vé hi¢u qua cuia phac d6 héa tri bd trg TAC.
3.2.1. Két qud vé hiéu qud ciia phdac do
Biéu do 3.1. Puong biéu dién két qua song thém khéng bénh 5 nam.

Biéu @6 STKB 5 nam

1.0- —STKB 5 nam
S ——0
—

L,

s o @
Y [ [:]
1 1 1

Sing thém tich 10y

o
¥
1

c
o
1

T T T T T T
35 40 45 50 55 &0

Thiri gian

Ty ¢ song thém khong bénh 5 ndam la 74,6%.
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Bdng 3.2. Két qua STKB 5 ndm theo mét sé ddc diém bénh nhén

D benhnhin  sébn  STFT o506 rgn(l'(-ggs't)
Kich thuéc u
<2cm 17 14 824 086-1.2
2-<5cm 88 67 76,1 0,58-0,98 0,0018
>5cm 13 7 53,8 0,26-0,78
SL hach DC
1-3 hach 95 76 80 0,35-1,3
4-9 hach 23 12 522 0,46-0,79 0,003
D6 mo hoc
bo 1 17 13 765 0,37-0,96
bo 2 83 62 74,7 057-094 0,001
bo 3 18 13 722 2,36-3,2
ER, PR
ER va/PR (+) 73 59 80,8 0,29-0,96
ER va/PR (-) 45 29 64,4 1,02-1,09 0,004
HER 2
HER 2 (+) 40 24 60 0,38-0,96
HER 2 (-) 78 64 821 0,36-0,92 0,003
MDPp (+) HER 2
) 78 63 80,8 0,28-2,85
(+) 6 5 78,3 0,35-0,75
(++) 11 8 72,7 0,46 -1,95 0,000
(+++) 23 12 551 0,21-0,94
Giai doan
Giai doan II 86 76 884 0,31-0,76
Giai doan IITA 32 25 781 0,29-0,82 0,013
ER, PR, HER 2
Nhom | 36 26 722 0,10-0,91
Nhom 11 40 37 925 0,23-1,65 0.037
Nhom 11 18 11 611 0,17-0,83 '

Nhom 1V 24 14 583 0,17-194
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Biéu do 3.2. Puong biéu dién song thém toan bé 5 nam

Biéu dé ST toan bé 5 nam

—

—

T
35

T
40

T
45

T T
S0 55

Ty 1& séng thém toan b tich lity 5 nam 1a 85,6%.
Bang 3.3. Két qua STTB 5 ndm theo cdc dic diém ciia bénh nhén

T
B0

—F ST todn b
—— Censored

DD bénh nhan S8 bn nSTTB% 95% ClI r;’n(l'(-?fs't)
Kich thuéc u
<2cm 17 15 882 0,32-0,95 0.034
2-<5cm 88 75 852 0,16-127 ’
>5cm 13 11 842 059-1,36
SL hach DC
1-3 hach 95 8 895 0,21-0,95 0.026
4-9 hach 23 16 696 043-0,95 ’
P06 mé hoc
bo 1 17 15 882 0,25-1,24
b 2 83 71 855 0,35-1,26 0,06
b6 3 18 15 833 046-0,95
ER, PR

ER,PRVY (+) 73 65 89,1 0,64-1,03 0.004
ER,PRVY (-) 45 36 80 0,37-0,95 ’
HER2
Duong tinh 40 32 80,0 0,25-0,96 0.002
Am tinh 78 69 88,5 0,46 - 1,23 ’
Giai doan
Giai doan II 86 80 93,0 0,48 - 0,85 0.012
Giai doan I11A 32 21 65,6 0,36 -1,36 !
ER, PR, HER?2

Nhom | 36 32 889 0,28-0,95

Nhom 11 40 38 95 0,46 - 1,04 0.017
Nhom 111 18 14 77,7 0,50-0,86 ’
Nhom 1V 24 17 70,8 0,36-1,02
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Bdng 3.4. Phan tich da bién cdc yéu té voi thoi gian song thém khong bénh

Ty xuét Khodng tin cay 95%

Bién co nguy co clia ty xuat nguy co P
Hach nach di can 1,58 1,19-2,07 0,001
Kich thudc u 1,12 0,35-3,36 0,673
Do mo hoc 1,09 0,47-2,04 0,563
Tinh trang ER, PR 0.67 0,25-0,97 0,004
Tinh trang HER2 0,57 0,25-1,09 0,516
Giai doan 1,28 0,76-1,75 0,509

Bang 3.5. Phan tich da bién cdc yéu t6 véi thoi gian song thém toan bo

Ty xuat  Cl 95% cua ty xut

Bién ¢ p
nguy co nguy co
Hach néch di can 0,78 0,49-3,05 0,501
Kich thuéc u 1,03 0,27-2,53 0,702
P06 mo hoc 1,12 0,56-1,89 0,542
Tinh trang ER, PR 1.31 0,46-1,84 0,004
Tinh trang Her- 0,79 0,34-1,16 0,525

2/neu

Giai doan 1,23 0,54-1,98 0,518




15

3.2.2. Mgt 56 tic dung khéng mong muon ciia phdc do TAC.
Badng 3.6. Két qua vé doc tinh bach cau, huyét sdc to, tiéu cau, ALT
AST theo s6 chu ky diéu tri héa chat.

Pjc tinh P 1 Dj 2 Pj 3 Do 4
Ha bach cau
S6 chu ky 156 189 79 56
% 22,1 26,7 111 79
Ha BC hat
S6 chu ky 210 120 87 61
% 29,7 16,9 12,3 8,6
Ha Hb
S6 chy ky 307 179 69 62
% 43,4 25,2 9,8 8,7
Ha TC
S6 chy ky 114 55 30 15
% 16,1 78 4,2 2,1
Tang AST, ALT
S6 chu ky 189 108 55 33
% 26,7 15,3 7,8 4,6
Bdng 3.7. Két qua ha BC, Hb,TC, AST, ALT theo s6 hrongbénh nhdin
Pic tinh ol Doz o3 Do Chung

n % n % n % n %

Ha BC chung 45 378 16 134 20 172 18 155 83,9

Ha BC hat 42 359 21 175 21 178 20 16,6 881
Ha Hb 62 522 31 259 7 58 6 54 898
Ha TC 30 251 14 116 3 21 2 18 406

TangALT,AST 39 332 33 279 4 32 2 21 66,1
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Bdng 3.8. Mt s6 dgc tinh khac

Mot s6 tac dung phu n %
khéc

Rung toc 118 100
Suy nhugc co thé 25 30
Viém da day 46 54
Mat kinh 52 86,7
Nén, budn nén 85 72
Tiéu chay 30 35,2
Phu ngoai vi 8 9
Di ting 12 13,4
Réi loan sic t6 mong 51 60
UT noi mac tr cung 0 0

Doc tinh trén than. Khong c6 bénh nhan nao cé doc tinh trén chic
nang than.

Béc tinh trén tim. C6 1 bénh nhan c6 doc tinh trén tim biéu hién bang
chi s6 tong mau that trai EF 1a 48%, phi dai co tim toan bo chiém ty
18 0,08% tai thoi diém 38 thang.

CHUONG 4: BAN LUAN
4.1. Ban luin vé mot s6 dic diém 1am sang va md bénh hoc
4.1.1. Tuéi. Tubi trung binh 13 49,96 + 8,2, tudi hay gip la 40-49
tudi. Vit Hong Thang (1999) ¢ d6 tudi trung binh 1a 47, tudi hay gap
nhét 1a 40-49. Lé Hong Quang (2012) tudi trung binh 1a 51,5 tubi.
Miguel Martin (2005) c6 d tudi trung binh 14 49.
4.1.2.Kham sang lgc. 97 bn khong dugc khdm sang loc chiém ty lg
(82,2%). 12 bénh nhan dugc khdm sang loc nhung thoi gian trén 1 nam,
9 bénh nhan kham sang loc dudi 1 ndm. Can phdi cé chuong trinh kham
sang loc tai dia phuong va huéng dan nguoi dan tu kham va.
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4.1.3. Ban ludn vé sinh thiét hach ciza va vét hach nach. Vét hach
nach dugc dinh nghia 1 phuong phap chan doan hach nach di cin
nhung sinh thiét hach ctra duoc goi 1a mét thu thuat dé danh gia hach
nach ban dau trong cac trudng hop ung thu va giai doan sém va sinh
thiét hach cira c6 ty 1¢ di chuing, &m tinh gia thap hon vét hach néch.
C6 53 bénh nhan danh gia hach néch qua sinh thiét hach caa chiém
44,9%, 65 bénh nhan vét hach nach chiém 55,1%. Gan day thi Nhém
phiu thuat ung thu My (American College of Surgeons Oncology
Group (ACOSOG)) véi nghién ctu mang ma sé Z0011 cho thiy
khong c6 lgi ich séng con vé viéc vét hach nach ¢ nhitng bénh nhan
dugc chan doan hach nach dwong tinh qua sinh thiét hach cira va
nghién ctru ndy van dang con tranh cii nhung c6 thé n6 1a mot goi y
trong twong lai 12 khong can vét hach nach & nhitng bénh nhan sinh
thiét hach ctra dwong tinh
4.1.4. Kich thwéc u va di can hach nach.

Ty 18 séng thém 5 nim theo giai doan I-11-111-IV tuong tng 1a
95%, 85%, 70%, 52%, 48% va 18%. Udc tinh thoi gian sdng thém 5
nam cho nhom hach am tinh 1a 82,8%, 1-3 hach la 73%, 4-9 hach la
45,7%, 10 hach tro 1€n 14 28,4%. Trong nghién curu kich thudc u tir 2
- < 5cm chiém ty 1€ cao nhét 14 74,6% sau d6 1a nhom u < 2cm 1a
14,4%, va kich thudc u trén Scm chi 1a 11%, ¢ day ty 1€ kich thudc u
dudi 2cm tuong dbi thap c6 18 nd ciing phan dnh mbi lién quan t6i
tinh trang di can hach. Panh gia hach nach trong nghién ciru la vét
hach nach chang I, II, sinh thiét hach ctra.Ty 1€ di can tur 1-3 hach
chiém ty 1é cao hon 80,5%, ty 1¢ di can tir 4-9 hach 1a 19,5%, sO
lugng hach nach di can trung binh 1a 2,47+1,67 hach.
4.1.5.Ban ludn vé vi tri u va di can hach. U & vi tri ¥ trén ngoai 1a
hay gip nhat chiém ty 18 39,9% sau d6 1a u & vi tri dudi ngoai chiém
26,5%. Theo Sohn VY va Cs thi ty 1€ u & vi tri % trén ngoai cling cho
ty 1& cao nhét 1a 58%. Lé Hong Quang (2012), c6 két qua ty 16 u & vi
tri ¥4 trén ngoai 1a cao nhét chiém 51,2%.
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4.1.6. Ban lud@n vé chgng hach di can.Trong nghién ciru phuong
phap danh gia hach nach Ia vét hach chang 1 va I, sé hach nach duoc
vét trung binh chang | 1a 1842, cd 114 bénh nhéan c6 di can hach
chang 1 (96,6%), c6 4 bénh nhan di can hach chang 1l (3,4%), day la
ty 1& hach nach nhay cdc sang chang II ma khong c6 di can chang |
va s hach nach trung binh Iy ra la 16+1,8, ca 2 chang hach 1a 74 (1&
62,7%) va sé hach néach trung binh Iy ra 1a 20+4,3. Theo Danforth
DN Jr va Cs véi 39% di can hach chang I, 41% di can hach chang 11,
20% di can hach chang 11, tac gia tinh chung trén ca bénh nhéan hach
am tinh nén ty 1& thip hon so véi két qua cia ching toi. S6 hach nach
mdi ching vét ra trung binh 1a 23, ty 1& nay cao hon so véi két qua
cua toi c6 thé do bénh nhan phau thuat trong ngay quéa dong nén phan
str Iy &ém hach nach con hoi so sai.

4.1.7. Ban ludn vé djp mé hoc va di cin hach ndch. Do mo hoc 2
chiém ty 1& cao nhat 70,3%, d6 3 chiém 15,3% va do 1 chi chiém
14,4%. L& Thanh BPuc (2013), d6 mo hoc 2 chiém chu yéu la 78,6%,
sau d6 14 d6 3 chiém 13,3%, va d6 1 chi chiém 7,1%. Theo Ping Ba
Hiép (2012), ¢6 ty 16 do md hoc 1 1a 4,.2%, do 2 1a 81,9%, do 3 1a
13,9%. D6 mo hoc cang cao thi di can hach cang nhiéu, nhom di can
tir 1-3 hach cht yéu do mé hoc 2 chiém ty 1& 66.5%, 6 mo hoc 1 ty
1é it hon véi 13,3%, dd md hoc 3 1a 0.7%. Doi voi trén 3 hach d6 mo
hoc 3 chiém 14,6% trong tong s6 15,3%, do 1 rat it gap véi 1,1%, va
d6 2 chiém 3.,8%, v6i p = 0.002.

4.1.8. Ban ludn vé thu thé ngi tiét ER PR. Ty 1& ER (+) 13 9,3%, PR
(+) 1 4,2%, ER va/hodc PR (+) 1a 61,8%, ER PR (-) 1a 38,2%, cd ER
va PR (+) ty 1é 48,3%. Miguel Martin va Cs ¢6 ty 1& ER va/ PR (+) la
71,6% & nhom TAC ER va/ PR (+) 1a 75,7% & nhém FAC.
4.1.9.Ban ludn vé protein HER?2. 33,9% c6 HER2(+), trong dé 2 (+)
la 5,1%, HER2 (++) 1a 9,3% va HER2 (+++) chiém 19,5%. Bénh
nhan c6 HER2 (++) khong duoc lam xét nghiém FISH. Miguel
Martin va Cs (2005) c6 HER2 (+) 20,8% ciia nhém TAC va 22% ¢
nhém FAC, Klark va Cs thay ty 1é HER2 (+) 1a 20-30% . Tic gid
Sjogren co ty I¢ Her 2 (+) la 34%.
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4.1.10. Nhém theo cdc yéu té tién lwong ER, PR, Her -2/neu. Nhom
I (ER/PR +, HER2 +): 30,5%, nhém Il (ER/PR +, HER2 -):
33,9%. Nhom 11l (ER/PR -, HER2 +): 15,3%. Nhom IV (ER/PR-,
HER2- = triple negative): 20,3%. Theo Adedayo A va Cs cho thay
nhém I ¢6 ty 1€ 10%, nhom II: 68,9%, nhom 11I: 7,5%, nhom 1V:
13,4%. Phan nhém Luminal thi nhdm A (ER/PR +, HER2 -, Ki67
thap): 30-70%. Nhéom B (ER/PR +, HER2 +, Ki67): 10-20%.
Nhom Triple negative (ER/PR -, HER2 -): 15-20%. Nhém HER2
(ER/PR -, HER2 +): 5-15%.

4.1.11. Ban ludn vé giai doan bénh

GD II chiém ty 1¢ 72,9%, GP IIIA: 27,1%. GD IIIA chua yéu 1a T Ny,
T3N,, ToN2, Theo Nguyén Thi Thu Hién GB II 1a 95%, G III: 5%,
tac gid lya chon bénh nhan ca hach am tinh va hach duong tinh nén
s6 bénh nhan giai doan II cao hon so v&i dé tai cua ching t6i. Theo
Sepideh Saadatmand va Cs c6 GP | la 35,4%, GD Il la 38,2%, Gb
11 chiém 19,4%, giai doan IV chi c6 7%

4.2. Hiéu qua diéu tri ciia phac do TAC.

4.2.1. Ban lugn vé hiéu qui STKB va STTB.

Véi muyc dich lam ting thoi gian sdng thém khong bénh va thoi
gian song thém toan b cho ung thu vi giai doan sém thi c4c tién bo
trong trong diéu tri hoa chat di dwoc nghién clru qua cac giai doan,
khoi dau 1a phac d khong co Anthracyclin 1a CMF (Methotrexat,
Cyclophosphamid, 5 Fluorouracil) sau 10 nim c6 47% ty 1& sdng con
s0 v6i 22% nhém ching. Phac d6 CMF 6 chu ky tuong duong véi 12
chu ky. Nhom Hop tac cac thir nghiém lam sang ung thu v sém
nam 2011 ching minh phac 46 CMF tuong dwong v6i phac dd AC 4
chu ky nhung kém hon phac dd6 AC 6 chu ky, Phdc do c6
anthracyclin Buzdar nghién ctru Phac d6 FAC trén bénh nhan giai
doan II, TIT ¢6 hach nach duong tinh c6 thdi gian séng thém khong
bénh 10 nam GDP II 1a 58%, GP 111 1a 36%, STTB cho GD 1I 1a 62%
va giai doan III 12 40%. Phac d6 FEC (liéu epirubicin 100mg) t6t hon
so voi phac d6 FEC (liéu Epirubicin liéu 50mg) trén ca dbi tugng


http://www.ncbi.nlm.nih.gov/pubmed/?term=Onitilo%20AA%5Bauth%5D
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hach am tinh va duong tinh. Vi sau thoi gian theo d&i 10 nam: STKB
45,3% cho nhém FEC 50mg/m2, STTB 50,7% cho nhém FEC
100mg/m? (p = 0,03), thoi gian STTB 1a 50% cho nhém FEC
50mg/m?, 54,8% cho nhém FEC 100mg/m? (p = 0,03). Phdc do cé
Taxan (Taxan ké tiép). Phac d6 FEC — P tét hon phac d6 FEC trén
bénh nhan hach am tinh va dwong tinh bang mdt nghién ciru so sanh
phac d6 FEC va FEC - P cho thdy ty 16 STKB 5 nim 1a 78,5% &
nhom FEC - P va 72,1% & nhém FEC, phac @6 FEC -P giam 22% ty
1¢ tir vong so véi phac dd FEC. Phac d¢6 3FEC 3D t6t hon FEC 6 chy
ky trén bénh nhan hach am tinh va duong tinh, STKB 5 nam la
78,3% cho phac dd 3FEC 3D, 73,2% cho phac d6 FEC véi p = 0,012,
va gidm 17% nguy co tai phat di can voi p = 0,004. Thoi gian STTB
5 nam 1a 90,7% cho phac d6 3FEC 3D, 86,7% cho phiac d6 FEC,
p=0,013. Phac dd AC -T c6 TGSTKB tét hon phac d6 AC trén bénh
nhan hach am tinh va duong tinh, STKB 5 nam la 76% + 2% cho
phac @5 AC - T va 72,2% + 2% cho phac d6 AC, STTB 5 nam thi
khong co su khac biét gitra 2 nhom 12 85% + 2%, séng thém doc lap
véi tinh trang thy thé noi tiét. Phdc do Taxan déng thoi véi héa chat
két hop trong phac d6 TAC duoc chimg minh wu viét trén bénh nhan
hach ndch duong tinh qua nghién ciu BCIRG 001, nghién cru so
sanh phac dd TAC va FAC trén 1.491 bénh nhan ung thu va sau mé
dugc chia thanh hai nhom, Vi thoi gian theo ddi trung binh 55
thang, udc tinh thoi gian séng thém khong bénh tich Iy 5 nim la
75% cho phac dd TAC, 68% cho phac dd FAC, phac dd TAC giam ty
1 tai phat 28% véi p = 0,001. Udc tinh thoi gian song thém toan bo 5
niam 87% cho phac d6 TAC va 81% cho phac d6 FAC, phac d6 TAC
giam 30% nguy co tir vong so v6i phac dd FAC (p = 0,008). Nghién
clru cia chung t6i trén 118 bénh nhan ung thu va giai doan II, 1A
sau khi dd duoc phau thuat cit tuyén va va vét hach nach triét can
bién doi c6 d6 tudi trung binh 49,96 + 8,2, u & giai doan T1, T2 hoic
T3, hach nach N3-N,, 46 mé hoc 1-3, thu thé néi tiét duong tinh va/
hodc 4m tinh. HER 2 am tinh va/hodc duong tinh, dugc didu tri hoa
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chat phac dd TAC x 6 chu ky, sau két thiic hoa chat bénh nhan duoc
diéu tri xa tri, diéu tri ndi ti¢t Tamoxifen 5 nim néu thu thé noi tiét
duong tinh. Ty 1€ STKB tich Iy 5 nam la 74,6%, va ty 1¢ STTB
tich lily 5 nam trén 1a 85,6%. Nghién ctru ciia chung toi cho két
qua tuong duong véi két qua cia Miguel Martin, va khiang dinh
duoc phéi hop 3 thudc trén bénh nhan hach nach duong tinh.
Nghién ctru GEICAM 9805, nghién ctru so sanh phac dd TAC va
phac dd FAC trén 1.060 bénh nhan ung thu va sau md, tudi tir 18-70,
c6 hach nach am tinh, u ¢ giai doan T, T, hoac T;, nhung kém theo
mot sb yéu td tién luong x4u (tuéi tré <35 tudi, 40 mo hoc 2 hoic 3,
thu thé ndi tiét 4m tinh, yéu t6 phat trién biéu mé dwong tinh. Vi
thoi gian theo di trung binh 77 thang, thoi gian STKB la 87,8% cho
phac d6 TAC, 81,8% cho phac do FAC. Ty 1& thoi gian STTB la
95,2% cho phac d6 TAC va 93,5% cho phac d6 FAC, sy khac biét
khong c6 ¥ nghia thong k&, qua nghién ciru ndy mot 1an nita khang
dinh hiéu qua ciia phac do 3 thudc TAC trong ung thu v som.

4.2.2. Ban lugn vé thoi gian STKB va STTB véi mpt sé dic diém
ciia bénh nhan.

Séng thém theo kich thwéc u. Kich thudc u cang 16n thi song thém
cang giam, STKB nhom u < 2cm: 82,4%, 2 - < 5cm la 76,1%, > 5
cm: 53,8%, p<0,002. STTB nhém u < 2cm: 88,2%, u 2 - <5 cm:
85,2%, u > 5cm: 84,2%, p = 0,034. Lé Thanh Puc (2013) STTB
dbi v6i u < 5cm 13 78,5%, nhoém > Sem chi ¢6 65,4%, (p<0.05).

Song thém theo tinh trang di cin hach. Di cian hach cang nhiéu thi
song thém cang giam, di can tir 1-3 hach c6 ty 1¢ STKB 5 niam la
80%, > 3 hach 1a 52,2% p < 0,05, STTB tich lily 5 nam thi nhom di
can tir 1-3 hach: 89,5%, 4-9 hach: 69,6%, vdi p < 0,05. Fisher va Cs
théy khi di can tir 1-3 hach thi ty 1€ t&r vong sau 10 nam 1a 65%, néu
di can trén 4 hach thi thi ty 1é nay 1én dén 86%.

Song thém theo dp mé hoc. D6 mo hoc cang cao thi séng thém cang
giam, cu thé STKB tich lily 5 nam d6 1 1a 76,5%, do 2 1a 74,7%, va
do 3 chi 1a 72,2%, p < 0,05. STTB tich lity 5 nam thi 3 ty 1¢ nay la
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88,2%, 85,5%, 83,3% véi p > 0,05, c6 1& 1a do ddi twgng bénh nhan
toan bd la hach duong tinh nén chua théy ¢oO su lién quan manh mé
STTB véi yéu té d6 mé hoc. Contesso va Cs (1999) thiy d6 mé hoc
lién quan dén séng thém 10 nam, d6 1 co ty 1¢ séng thém 10 nam la
85%, do 3 giam xudng chi con 1a 43%.
Song thém theo tinh trang thu thé néi tiét ER PR. ER, PR (+) cO
tién luong tot hon so voi am tinh, STKB nhém ER va/hodc PR (+)
14 80,8% trai lai & nhom ER PR(-) la 64,4%, p < 0,05. STTB tich
ity 5 ndm nhoém ER va/PR (+) 1& 89,1%, nhém ER PR (-) 1a 80%,
véi p < 0,05.

Miguel Martin va Cs thdy d6i véi nhom ER Va/PR (+) thi phéac
dd TAC giam 28% nguy co tai phat so v6i nhom FAC (HR 0,56,
95%Cl, 0,49-0,92), & nhom thu thé ndi tiét am tinh thi phac d6 TAC
giam 31% nguy co tai phat so véi phac d6 FAC (HR 0.69, 95% CI,
0,49-0.97), nhung sdng thém toan bo thi khong thdy co su khéac biét
véip > 0,05.
Song thém theo HER 2. HER 2 (+) c6 tién lugng tdi hon so véi HER
2 (-), STKB nhom HER 2 (-) la 82,1%, nhém HER 2 (+) la 60%.
HER 2 (+++) la 55,1%, nhom HER 2 (+) la 78,3% vdi p < 0,05.
STTB nhém HER 2 (-) la 88,5%, nhom (+) 1a 80%, véi p < 0,05.
Miguel Martin va Cs phac dd TAC lam giam nguy co tai phat 1én toi
40% so voi phac d6 FAC (HR 0,60, 95% CI, 0,41-0,88) trén bénh
nhan c6 HER 2 (+) vai p<0,005, giam nguy co tai phat 34% so vadi
phac d6 FAC (HR 0,69, 95% CI, 0,49-0,97) trén bénh nhan c6 HER 2
(-) véip <0,005.
Song thém theo Her-2Ineu va ER, PR. Nghién ciru cta chung toi
cho thdy nhom co II (ER/PR (+), HER2 (-)) ¢6 ty 1& STKB tich liiy 5
nam cao nhét 1a 92,5%, nhom c6 I (ER/PR (+), HER2 (+)) 1a 72,2%,
va Nhém 11l (ER/PR (-), HER2 (+)) 1a 61% gan tuong duong voi
nhom IV (ER/PR (-), HER2 (-)) 1a 58,3%, p < 0,05. STKB ciing cho
két qua tuong ty, nhom II c6 ty 1¢ STTB tich liy 5 nim 1a 95%,
nhom | 1a 88,9%, nhom 111 1a 83,3%, va nhom IV 1a 66,7%, p < 0,05.
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Adedayo A va Cs nghién ctru 1.134 bénh nhan ung thu v véi nhém
triple negative (twong dwong v&i nhom IV) c6 tién luong toi nhat.
Tac gia Ta Van To, trén 275 bénh nhan ung thu vi véi hach am tinh
va duong tinh, tic gia phan chia theo nhom cic yéu t6 tién luong,
nhom I 12 nhém c6 3 yéu td tién lugng tét ER/PR (+), HER2 (-).
Nhom II 1a nhém c6 2 yéu td tién lugng tét ER va/hodc PR (+),
HER2 am tinh, ER/PR (-), HER2 (-). Nhém III 1a nhom c6 1 yéu tb
tién luong tét ER va/hodc PR (+), HER2 (+), ER/PR (-), HER2 (+),
Két qua cia tic gia cho thdy nhom IV c6 ty 1 séng thém tdi nhat, co
1€ 1a do tac gia da gop chung nhém triple negative vao 2 phan nhém
thudc nhom III nén nhom IV ¢6 ty 16 t6i nhit. Qua céc két qua nghién
ctru, ER (+), PR (+), HER2 (-) 1 nhimng yéu t6 tién lugng trong ung
thu biéu md tuyén vii. Dua vao danh gia cac yéu t6 nay, cac nha lam
sang c6 thé du doan duoc kha ning dap tng véi didu tri trén mdi
bénh nhan nham dua ra mot phac dd diéu trj tbi wu.

Moéi twong quan giita séng thém va mot sé yéu to tién lwong. Phan
tich da bién STKB véi cac yéu t6 tién luong thi di can hach nach, ER
PR 14 cac yéu t6 doc 1ap, di can hach nach 1am ting nguy co tai phat
va lam giam thoi gian sdng thém & bénh nhan. Pi véi STTB thi
TTNT la yéu 6 doc 1ap.

4.2.3. Ban ludn vé mgt sé tic dung phu ciia phic do TAC. Vi sy
hd trg it nhat 1a 2 dng thudc ting bach ciu sau mdi dot hoa chat,
thi ty 1é ha bach cau do % 1a 32,7%, ha BCH d6 3,4 1a 34,4%, ty
1¢ nay thap hon so véi tac gia Miguel Martin vé phac d6 TAC, ty
1¢ ha Hb dd % 1a 11,2%, hién tai voi su phat trién cta thube tang
trudng bach ciu va ting trudng hdng ciu thi doc tinh ha BC va ha
Hb khong phai 12 van dé 16n nita. Ha TC d6 % chi chiém 6,3%,
khong c6 bénh nhan nao phai ngimg diéu tri va doc tinh ting men
gan d¢ % 1a 12,3%, khong c6 bénh nhan nao c6 ddc tinh trén than,
ddc tinh trén tim 1a 0,008%.
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KET LUAN
Diic diém ciia bénh nhén. Tudi TB 13 49,96 + 8.2, u tir 2- < 5cm
cao nhat 74,6%. u & Y trén ngoai chiém ty 1& cao nhit 1a 39,9%. 1-3
hach 1a cao nhit 80,5%, d6 md hoc cang cao thi di can hach cang
nhidu. ERVA/PR (+): 62,2%. HER2 (+): 37,8%, (+++) la 19,5%.
Nhom 1:20,3%, nhdm 11: 15,3%, nhom I11: 33,9%, nhém 1V: 30,5%. Gb
11 chiém 72,9%.
Két qua héa tri bd trg phac dd0 TAC. STKB tich lity 5 nim74,6%.
STTB tich lity 14 85,6%. STKB va STTB giam dan theo su ting lén
ctia kich thudc u, hach di can cang nhiéu thi séng thém cang giam, do
mb hoc cang cao thi séng thém cang toi, ER va/PR (+) c6 tién luong
t6t hon ER va/PR (-), HER 2 (+) tién lugng t0i hon HER 2 (-), GD II
tdt hon GD IIIA, Hach néach di can va thu thé ndi tiét ER, PR 1a yéu
t6 doc lap ddi voi STKB, Thy thé noi tiét 1a yéu to doc 1ap dd véi
STTB
M@t 56 tic dung khéng mong muon ciia phdc dé . Ty 1& ha bach cau
chung la 67,8%, ha d6 3,4 1a 22,1%. Ty 1¢ ha bach cau hat 13 67,4%,
ha d6 3,4 1a 20,9%. Ty 1& ha huyét sic t6 1a 87,1%, ha do 3,4 1a
18,5%. Ty 1¢ ha tiéu cau 1a 30,2%, ha d¢ 3,4 1a 6,3%. Ty 1¢ ting men
gan la 54,3%, tang d¢ 3,4 1a 12,3%. Rung téc chiém 100%, suy
nhuoc co thé 1 30%, Viém da day 1a 54%, vo kinh 1a 61,7%, nén va
budn ndn chiém 26%, tiéu chay 1a 35,5%, phu ngoai vi chi 9%, di
g 1a 13,4%, rdi loan sic t6 méng 13 60%. Phdc do TAC mang lai
hiéu qud cao trong diéu tri ung thir vii bé tro' ¢é hach ndch dwong
tinh va doc tinh ¢ mirc do chép nhan duoc.

KHUYEN NGHI

Tir két qua nghién ctru ctia dé tai, phac dd hoa chét hd tro TAC
(Docetaxel, Doxorubicin, Cylophosphamid) nén dugc st dung 1a mot
lya chon hang dau trong diéu tri bd trg cho bénh nhan ung thu v sau
mb c6 hach nach dwong tinh va kém theo sir dung thudc ting truong
bach cau du phong.



INTRODUCTION
Globally, breast cancer is the most frequently diagnosed cancer and the
leading cause of death cancer in women. Base on data from Globocan 2012,
breast cancer is the most commonly diagnosed cancer in women and the second
most deasease in the world. Breast cancer is treated with a multidisciplinary
approach involving surgical oncology, radical oncology, and medical oncology.
The adjuvant chemotherapy of breast cancer has been demonstrated to improve
disease-free survival (DFS) and overall survival (OS). The TAC regimen
including docetaxel, doxorubicin and cyclophosphamid was the combination
that showed the efficacy in adjuvant therapy of node-positive breast cancer: OS
and DFS was 87%, 75%, respectively.
Recent years, in Vietnam, the TAC regimen began to be widely used for
adjuvant therapy of node-positive breast cancer, but in fact no large studies
evaluated the efficacy of this regimen in treatment early breast cancer as well as
the impact of the markers such as: HER 2, ER, PR on the outcome of patients.
Therefore, we studied this subject with the aim:
1.The clinical and pathology features of positive axillary nodes breast cancer
stage I, I11A at K hospital.
2.Evaluation effectiveof the TAC regimen for stage 11, 111A breast cancer with
positive axillary lymph nodes in adjuvant therapy at K hospital .
The contributions of the study:
e Confirmed the role of the TAC regimen for adjuvant therapy of breast
cancer stage Il, I11A with positive axillary lymph nodes.
e The TAC regimen showed the rate of 5-year disease-free survival (DFS)
and overall survival(OS) was 74,6% and 85,6%.
e The univariate analysis confirmed the factors related to outcome.
e Multivariate analysis found the independent and dependence factors for
overall survival and disease-free survival.

e The regimen TAC was well tolerated with the side effects was acceptable.



e The structure of the thesis:
The thesis includes all 130 pages: 2 pages introduction; overview 41pages;
subjects and Methods study 15 pages; results 32 pages; discussed 37 pages;
conclusion 2 pages; recommendation 1 page. 161 reference documents
includes 28 Vietnamese documents and 133English documents. The thesis
has 42 tables; 18 charts, 4 images.
CHAPTER 1: OVERVIEW
1.1.Breast cancer overview .
1.1.1. Anatomy and physiology of the breast.
1.1.1.1. Anatomy
1.1.1.2. Physiology
1.1.2. Regional lymph nodes in breast cancer including: axillary lymph
nodes, mammary nodes, sentinel lymph nodes, supraclavicular lymph nodes.
Supraclavicular lymph node which is considered a worse prognosis than
other groups of lymph nodes.
1.1.3. Epidemiology of breast cancer
1.2. Diagnosis
1.2.1. Screening and early detection
1.2.2. Diagnose
1.2.2.1.Primary diagnosis
1.2.2.2.Diagnostic Pathology
1.2.2.3. TNM staging of breast cancer.
1.2.3. New breast cancer subgroups identified
1.2.4. Prognostic factors in breast cancer: ER, PR; HER 2; Ki-67.
1.3. Treatment of breast cancer stage 11, I11A:
Breast cancer is considered systemic disease should incorporate local treatments
in areas with surgery and radiotherapy, systemic treatment with chemicals,
hormonal and biological.

1.3.1. Surgery


https://www.google.com.vn/url?sa=t&rct=j&q=&esrc=s&source=web&cd=4&cad=rja&uact=8&ved=0ahUKEwjVvtWpnJXMAhVBE5QKHWglBh4QFgg1MAM&url=https%3A%2F%2Fdiagnosticpathology.biomedcentral.com%2F&usg=AFQjCNEFpF7QGUTGfPj8YOaMxRNfEda5Yw&sig2=1rc8Pn5n2KxmVcr_ky1hyw&bvm=bv.119745492,d.dGo
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1.3.1.1. Mastectomy
1.3.1.2. Radical mastectomy (Halsted mastectomy)
1.3.1.3. Modified radical mastectomy (Patey surgery )
1.3.1.4. Simple mastectomy
1.3.1.5. Breast-conserving surgery
1.3.1.6. Evaluation and management of the axilla.

The initial evaluation of the axilla:

e The axillary lymph node dissection(ALND)
Axillary dissection has been the standard technique used in the treatment of
early breast cancer. The benefits of ALND include its impact on disease control

(ie, axillary recurrence and survival), its prognostic value, and its role in
treatment . However, the anatomic disruption caused by ALND may result in
lymphedema, nerve injury, and shoulder dysfunction, which compromise
functionality and quality of life.

e Sentinel lymph node biopsy (SLNB)

SLNB is done to give information is used to determine the stage and plan
treatment. The surgeon injects a radioactive substance (radiotracer), a blue dye
or both into the tissue around the tumour or into the area from where the tumour
was removed. Over the next decade, sentinel node biopsy will increasingly be
expanded and axillary dissection will significantly reduced.

1.3.2. Radiotherapy.

Postmastectomy RT is indicated for patients with breast cancer stage I, 1A
have positive axillary lymph nodes. The purpose of RT is to eliminate cancer
cells after breast-conserving surgery or mastectomy.
1.3.2.1. External beam radiation in breast cancer.

* whole breast radiation
* regional nodal radiation

1.3.2.1. Indication radiotherapy

After breast-conserving surgery


http://emedicine.medscape.com/article/1947145-overview

After mastectomy with positive axillary lymph nodes or primary tumors greater
T3.
1.3.3. Adjuvant treatment. With the aim of reducing mortality cause of breast
cancer
1.3.3.1. Adjuvant chemotherapy in patients with negative or positivehormone
receptor, negativeepithelial growth factor (HER 2)

- CMF regimen better than no treatment.

- CMF regimen equivalent to 4 cycles AC

- Regimen AC * 6 cycles is better CMF regimen
- Anthracycline-based combination greater than a non-anthracycline-based
treatment
- Taxane-base combination with doxorubicin better without taxane

- Dose-dense is typically administered on an every-week or every-two-week,
Is associated with better DFS outcomes and similar tolerability compared with
standard dosing. In addition, it does shorten the duration of treatment.
1.3.3.2. Adjuvant chemotherapy for patients with negative or positive hormone
receptor, epithelial growth factor (HER 2) positive.

e Trastuzumab
Benefits of trastuzumab regimens. Improved disease-free survivalandimproved
overall survival compare with non trastuzumab regiment.
Duration of treatment trastuzumab. Based on the results of the HERA trial with
5090 women and PHARE trial with 3380 women, give conclusion duration of
treatment trastuzumab was recommend one year in the adjuvant setting.

e Lapatinib
Lapatinibis a tyrosine-kinase inhibitor, is used to treat HER2-positive
metastatic breast cancer
Lapatinib should not be administered in the adjuvant setting.

e Pertuzumab


http://www.uptodate.com/contents/lapatinib-drug-information?source=see_link
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Base on benefits of pertuzumab in both the neoadjuvant and metastatic settings,
the 2014 National Comprehensive Cancer Network (NCCN) guidelines added
pertuzumab into the adjuvant treatment of HER2-positive breast cancer
alongside trastuzumab and chemotherapy. However, the benefit for overall
survival is not known, and randomized trials evaluating the role of pertuzumab
in the adjuvant setting are ongoing.
1.3.4. Endocrine therapy.
Premenopausal women: indications for treatment with tamoxifen and/or
oophorectomy by surgical or radiotherapy or medical.
Postmenopausal women: the aromatase inhibitor (Al) is better tamoxifen on
disease-free survival. Tamoxifen is also selected for women who
are not candidates for an Al for whatever reason
e The definition of menopause
women 60 years and older
women less than 60 years if one of the following conditions is met:
*They previously underwent a bilateral oophorectomy
*They have not had any menstrual periods for 12 months or more in the
absence of tamoxifen, chemotherapy, or ovarian suppression
1.4. The drugs used in the study
1.4.1. Docetaxel (Aventis)
1.4.2. Doxorubicin (Ebewe)
1.4.3. Cyclophosphamide (Ebewe)
1.5. Some studies of the TAC regimen in the world and in Vietnam
In the world: TAC regimen showed superiority result of breast cancer patients
after surgery with axillary lymph node-positive or negative axillary lymph
nodes but with some poor prognostic factors: young age, ER, PR negative,
epithelial growth factor-positive...
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In Vietnam: TAC regimen has proven superiority effect on hormone receptor-
positive breast cancer metastatic and on axillary nodes positive and
negativebreast cancer patients after surgery.
CHAPTER 2: MATERIALS AND METHODS.
1.1.Materials

118 patients for stage Il, 11IA breast cancer with positive axillary lymph
nodes who underwent modified radical mastectomy enroll in this study. The
patients recevied 6 cycles chemotherapy with TAC regimen, radiation, TAM if
ER, PR positive at K hospital, between January 2009- June 2011.

2.1.1. Inclution criteria.

Eligible patients with aged 18 to 70; stage Il, IIIA breast cancer; the
histopathology is tube invasive carcinoma; tumor size T1, T2, T3, any hormon
receptor, any HER 2, at least one of positive axillary lymph node, a Karnofsky
Performance Status greater or equal to 80%, and normal hematologic, hepatic,
renal, bone marrow and cardiac function; no treated with Herceptin.

2.1.2. Exclusion criteria.

Stage I, IIA with negative axillary lymph nodes; nottube invasive
carcinoma; Tumor with T4, a second cancer or with other second cancer,the
function of hematology and hepatic is abnormal,heart desease, refused to
participate in the study.

2.2. Methods.

2.2.1. Methods: retrospective plus prospective with follow-up.

2.2.2. Sample size: At least 69 patients.

2.3. Research Steps
2.3.1. Diagnose.

Diagnosis of stage I, 111A breast cancer based on AJCC 2010 include:
Clinical examination, tumor size measured by centimeters, X-ray

mammography and ultrasound to evaluate one or multifocal, fine needle



aspiration or needle biopsy for histology, balance test: abdominal ultrasound, X-
ray chest, bone scan.
2.3.2. Treatment.
2.3.2.1. Surgical: modified radical mastectomy.
e Handling of specimens of breast and lymph nodes after surgery.
Complete clinical breast containing the tumor and axillary lymph
nodes was transferredto the department of Pathology. Measuring the size
of tumor andrecorded the largest diameter of the tumor (in cm) in
macroscopic, if more than one
tumors is taking thelargest diameter tumors, dissection of axillary lymph
nodecount before fixe them in formol. In this study, tumor with T1 -T3,
axillary lymph node with N1, N2.Histopathologyis ductal invasion
carcinoma. Histological classification,identifying mark on ER, PR, HER
2 by immunohistochemistry.
e Grouped by prognostic factors
Group I: ER/PR+, HER2+ = ER+/PR+, HER2+; ER—/PR+, HER2+;
ER+/PR—, HER2.
Group Il ER/PR+, HER2— = ER+/PR+, HER2—; ER—/PR+, HER2-;
ER+/PR—, HER2-
Group I11; ER/PR—, HER2+ = ER—/PR—, HER2+
Group IV: ER/PR—, HER2— = ER—/PR—, HER2—-
2.3.2.2. Chemotherapy with regimen TAC
TAC regimen include:
Docetaxel (Aventis) 75mg / m2, intravenous for 3 hours on day 1
Doxorubicin (Ebewe) 50mg / m2, intravenous day 1.
Endoxan (Ebewe) 500mg / m2, intravenous day 1

21 day for cycle x 6 cycles.



2.3.2.2 Prophylactic G-CFS. Prophylaxis Filgrastim 3MUI was administered at
least 2 times on the 4th and 5th days after chemotherapyor until the leukocytes
back to normal .

2.3.2.3. Radiotherapy

NCCN recommended radiotherapy to all breast cancer with lymph node-
positive postoperative (2010).

2.3.2.4. Hormone therapy.

After the end of radiotherapy, patients with ER or/and PR positive will receive
Tamoxifen 20mg / day for 5 years.

In young and premenopausal women, ovarian function suppression by one of
3 methods: Surgery, radiation, medical depending on age, childbearing
aspirations.

2.3.3. Monitor and evaluate the effectiveness of treatment regimens.

Patients were examined every 3 months by myself including physical
examination, Chest -Xray, abdominal ultrasound, tumor maker CA 15.3.

2.3.4. Data collection

Data collection from the form of medical record

2.3.5. Evaluation

Assessment of 5 years overall survival and disease-free survival

Univariate survival analysis with some characteristics of the patient.
Multivariate analysis using Cox regression to analyze a number of factors that
affect treatment outcomes.

Evaluate some side effects of therapy on hematological system and liver and
kidney function, on the heart, and the others.

2.3.6. Analysis and processing of data.

Using SPSS 16.0 software for data processing.

Algorithms include: Accreditation T independent form. Analysis of variance.
Kaplan - Meier, Inspection test Log - rank , Cox Proportional Hazards
modelsignificant difference when p <0.05



2.3.7. Ethical issues in research.
The information about the disease and other personal informations of the patient
Is kept confidential.
The study on the world confirms the adjuvant therapy of breast cancer by the
TAC regimen in patients with positive axillary lymph nodes bring high
efficiency and safety.

CHAPTER 3. RESULTS
3.1. The clinical and histopathological characteristics.
3.1.1. Age:The median age of patients was 49.96 £ 8.2 and the most common of
age group was 40-49, the minimum age is 33, the highest age is 68 years old.
3.1.2. The others clinical and histopathological features

Table 3.1. Results others clinical and histopathological features

Characteristics n %
Screening

Yes 21 17,8
No 97 82,2
Final examination of breast

over 1 year 12 57,1
less than 1 year 9 42,9
Evaluation of the axilla

SLNB 53 449
ALNB 65 55,1
Tumor size (cm)

<2cm 17 14,4
2 -<5cm 88 74,6
> 5cm 13 11

Number of positive node
1-3 node 95 80,5



4-9 node

Tumor location
Superior lateral
Inferior lateral
Suferior medial
Inferior medial
Centre
Histological grade
Grade 1

Grade 2

Grade 3

Axillary lymph nodes
1-3

4-9

Level of Axillary lymph
nodes

Level 1

Level Il

Level I +11

ER/ PR status

ER (+)/ PR (+)

ER (-).PR (-)

Her 2 status

Her 2 (-)

Her 2 (+)

Her 2 (+++)

ER, PR, Her 2
Group |

23

47
31
13
15
12

17

83

18

95

23

114

74

73
45

/8

40

23

40

19,5

39,9
26,5
11,2
12,6
9,8

14,4
70,3
15,3

80,5
19,5
Mean of lymph node

18+2
16+1,8
20+4,3
%
61,8
38,2

66,1
33,9

19,5

20,3



Group 11 36 15,3

Group HI 18 33,9
Group IV 24 30,5
Stage n %

I 86 72,9
A 32 27,1

3.2. Results of the TAC regimen on adjuvant tharapy.
3.2.1. Results of the efficacy of regimens

Time to recruit patients from 01/2009 to 06/2011 in research. 118 patients
have completed 6 cycles of TAC regimen with doses> 85%. The median
follow-up time of 54 months, the longest is 72 months, at least 41 months. The
end of follow-up time on December 30, 2014, there are 17 patients died and 30
patients with metastatic recurrence.

Figure 3.1. 5-year disease —free survival rates.
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Cumulation 5-year disease free survival rates is 74,6%

Table 3.2. Relationship between 5-year disease-free survival and some
characteristics of patients

i No of DFS Log-rank
Tumor size 05% CI p (Log
pts n % test)




<2cm
2 -<5cm
> 5Ccm
No of positive nodes
1-3 nodes
4-9 nodes
Grade
Grade 1
Grade 2
Grade 3
ER, PR
ER or/and PR (+)
ER or/and PR (-)
HER 2
HER 2 (+)
HER 2 (-)
Level (+) of HER 2
()
(+)
(++)
(+++)
Stage
Stage I
Stage IlA
Group ER, PR,
HER 2
Group |
Group 11

17
88
13

95
23

17

83

18

73
45

40
78

78

11
23

86

32

36
40

14
67

76

12

13

62

13

59
29

24
64

63

12

76

25

26
37

82,4
76,1
53,8

80
52,2

76,5
74,7
72,2

80,8
64,4

60
82,1

80,8
78,3
2,7
55,1

88,4

78,1

12,2
92,5

0,86-1,2
0,58 - 0,98
0,26 - 0,78

0,35-1,3
0,46 - 0,79

0,37 - 0,96
0,57-0,94
2,36 -3,2

0,29 - 0,96
1,02 -1,09

0,38 - 0,96
0,36 - 0,92

0,28 - 2,85
0,35-0,75
0,46 - 1,95
0,21-0,94

0,31-0,76

0,29 - 0,82

0,10-0,91
0,23-1,65

0,0018

0,003

0,001

0,004

0,003

0,0001

0,013

0,037



Group 111 18
Group IV 24

11
14

61,1 0,17-0,83
58,3 0,17-1,94

Table 3.3. Multivariate analysis factors that affect treatment outcomes

Factor 0S Cl 95% p
Positive node 1,08 0,39-2,07 0,001
Tumor size 1,12 0,35-3,36 0,673
Histological grading 1,09 0,47-2,04 0,563
ER, PR status 0.67 0,25-0,97 0,004
Her-2/neu status 0,57 0,25-1,09 0,516
Stage 1,28 0,76 - 1,15 0,059
Comment: Positive node and Al status as an independent factor.

Chart 3.2. 5 years OS
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The 5 years OS is 85.6%.
Table 3.4. Relationship OS and some characteristics of patients
_ No of oS p(Log-rank
Tumor size 95% ClI
pts n % test)




<2cm
2 -<5cm
>5cm
No of positive
nodes
1-3 nodes
4-9 nodes
Grade
Grade 1
Grade 2
Grade 3
ER, PR
ERor/and PR (+)
ER or/and PR (-)
HER2
Negative
Positive
Stage
Stage I
Stage A
Groupof ER, PR,
HER?2
Group |
Group 11
Group 11
Group IV

17
88
13

95
23

17
83
18

73
45

40
78

86
32

36
40
18
24

15
75
11

85
16

15
71
15

65
36

32
69

80
21

32
38
14
17

88,2
85,2
84,2

89,5
69,6

88,2
85,5
83,3

89,1
80

80,0
88,5

93,0
65,6

88,9
95,0
71,7
70,8

0,32-0,95
0,16 - 1,27
0,59 - 1,36

0,21-0,95
0,43-0,95

0,25-1,24
0,35-1,26
0,46 - 0,95

0,64 - 1,03
0,37-0,95

0,25 -0,96
0,46 - 1,23

0,48 -0,85
0,36 - 1,36

0,28 -0,95
0,46 - 1,04
0,50-0,86
0,36 - 1,02

Table 3.5. Multivariate analysis of factors correlate to OS.

0,034

0,026

0,06

0,004

0,002

0,012

0,017

Factors

OR

OS 95%




Positive nodes 0,78 0,49-3,05 0,501

Tomur size 1,03 0,27-2,53 0,702
Histological grading 1,12 0,56-1,89 0,542
ER, PR status 1.31 0,46-1,84 0,004
Her-2/neu status 0,79 0,34-1,16 0,525
Stage 1,23 0,54-1,98 0,518

Comment: Hormone receptor is an independent factor.
3.2.2. Side effects of the TAC regimen.

Table 3.6. Side effects on the hematological system and on the hepatic, renal

function.

Leukopenia Grade 1 Grade 2 Grade 3 Grade 4
Number of cycles 156 189 79 56
% 22,1 26,7 11,1 7,9
Neutropenia

Number of cycles 210 120 87 61
% 29,7 16,9 12,3 8,6
Anemia

Number of cycles 307 179 69 62
% 43,4 25,2 9,8 8,7
Thrombopenia

Number of cycles 114 55 30 15
% 16,1 7,8 4,2 2,1
Hepatotoxicity

Number of cycles 189 108 55 33
% 26,7 15,3 7,8 4,6

Table 3.7. Other Side effects

Other Side effects n %




Alopecia 118 100

Asthenia 25 30
Stomatitis 46 54
Amenorrhea 52 86,7
Nausea, vomiting 85 72
Diarhea 30 35,2
Peripheraledema 8 9
Allergic 12 13,4
Nail disorder 51 60
Secondary endometrial cancer 0 0
Congestive heart failure 1 0,08

CHAPTER 4: DISCUSSION
4.1. Discuss about clinical and histopathological characteristics
4.1.1. Age
In our study the median of age was 49.96 + 8.2, the most common age group
was 40-49 years old, a study by Tran Van Cong median age is 45.2. In the
study of Vu Hong Thang the median age is 47, the most common age is 40-49.
4.1.2. Screening
In this study, patients who were not screened 97 patients with the rate of 82.2%,
So should have screening programs at the local health facilityand promote
patient self breast exam at home. There are 12 patients have been screened but
the time of over 1 year,9 patients have been screened under 1 year because due
to rapid development of malignant cells.
4.1.3. Sentinel lymph node biopsy and axillary lymph node dissection
In the past, the axillary lymph node dissection and radical mastectomy regarded
as standard treatment of breast cancer , Currently in clinical practice, axillary
lymph nodes dissection is applied for positive axillary lymph nodes positive on

clinic assessing by clinical examination and histiligy, if axillary lymph nodes is



negative and tumors in clinical T1, T2, the sentinel node biopsy is applied, if
sentinel lymph node node is negative don’t need axillary lymph node dissection,
if the sentinel lymph node is positive need axillary lymph node dissection .Our
study has 53 patients with SLNB and the rate is 44,9%, has 65 patients ALND
and the rate of 55,1%. Recently, the American Cancer Surgical Team
(American College of Surgeons Oncology Group (ACOSOG)) gives a result of
clinical trials carried Z0011 code indicates there was no survival benefit of
axillary in patients were diagnosed positive axillary sentinel node biopsy and
the study is still controversial, but maybe it's a hint of the future is without
axillary in patients with positive sentinel node biopsy.

4.1.4. Tumor size and axillary lymph node metastasis.

Some studies in the world showed that 5-year survival rates in stages I-11-111-1V
respectively 95%, 85%, 70%, 52%, 48% and 18%. Time estimated 5-year
survival for node-negative group was 82.8%, 73% for positive lymph node 1-3,
4-9 metastatic nodes was 45.7%, 10 nodes or more is 28.4%.

In our study, tumor size with a diameter of 2 - < Scm is highest with rate is
74.6% , then the group size <2 cm tumor is 14.4%, and the rate of tumor size
gater 5¢cm is 11%. whethe the rate of tumor size 2 cm is relatively low it
probably also related to the status of lymph node metastasis.

All of the patients in study underwent level | and Il axillary dissection because
positive axillary lymph nodes. The rate of positive 1-3 nodes was 80.5%,
positive 4-9 nodes was 19.5% from 4-9, the number of positive axillary lymph
nodes of 2.47 + 1.67 nodes.

4.1.5. Histological grades

The grades 2 tumor was highest with 70.3%, grade 3 tumor was 15.3% and
grade 1 tumor was only 14.4% . Accoding to Nguyen Dieu Linh (2013), the
study on 90 patients with breast cancer after surgery also showed that the rate of

grade 2 tumor was 75.3%, the result is also consistent with our study.



Grade tumor have relationship with the rate of axillary lymph node metastases,
the higher histologic the more lymph node metastasis, in the group of grade 2,
grade 1, grade 3 tumor, the rate positive 1-3 lymph node was 66.5%, 13.3%,
0.7%. The rate of lymph node metastasis> 3 seen in the grade 3 tumor with
14.6% of 15.3%, a very rare at grade 1 tumor with only 1.1%, and grade 2
tumor is only 3, 8% (p = 0.002)

4.1.6. The level of lymph node

In my research evaluation methods of axillary lymph nodes are axillary lymph
node dissection level | and 11, the average dredging axillary lymph nodes for
level I is 18 + 2 and the rate of lymph node metastasis is 96.6% , 4 patients had
ony lymph node metastasis level Il accounted for 3.4%, this is the rate of
axillary lymph nodes oflevel Il leapfrogging without metastatic level | and the
average number of axillary lymph nodes removed was 16 + 1.8. Patients with
lymph node metastasis at level 1l is 74 accounted for 62.7% and the average
number of axillary lymph nodes removed was 20 + 4.3. Danforth DN Jr et all
studied 1,136 patients for the results of lymph node metastasis was 39% level
I, 41% level Il lymph node metastasis, 20% level 11 lymph node metastasis,
The average of axillary lymph nodes at each level is 23, this ratio is higher than
my results may be due to our patient overcrowded so that we can’t dissecte all
of the axillary lymph node that the surgery removed

4.1.7. Histological grades and axillary lymph node metastasis

Our result, Histological grades 2 is highest with 70.3%, accounting for 15.3%
grade 3 and grade 1 only 14.4%. Le Thanh Duc (2013), histological grades 2
occupied mainly 78.6%, followed by about 13.3% grade 3, and accounted for
only 7,1% for G 1. According to Dang Ba Hiep (2012), with histological grades
1 was 4,2%, 81,9% of G 2, grade 3 is 13,9%. The higher degree histologic the
more lymph node metastasis, 1-3 nodes metastasis group occupied mainly
histological grades 2 with 66,5%, G 1 is less than with 13,3%, the G 3 is 0,7%.



For > 3 lymph nodes, G 3 is 14,6% of 15,3%, G 1 is rare with only 1,1%, and

3,8% of G 2, with p = 0,002,

4.1.8. Endocrine receptor ER, PR.

The ER or/and PR positive rate was 61,8%, the proportion ofER, PR negative
was 38,2%. The patients with positive endocrine receptor was used tamoxifen
20 mg / day for 5 years after chemotherapy.

Miguel Martin et al (2005), the study on 1.491 breast cancer patients after
surgery showed ER and / or PR positive was 71,6% in the group treated with
the TAC regimen and positive ER and / or PR rate was 75,7% in patients treated
with FAC regimen, our results are similar to results.

4.1.9. HER 2 protein

HER 2 (-): 61,1%, HER 2 (+) was 33,9%, in which HER 2 (+++) was 19,5%,
all of the patients with HER 2 (++) in the study had no the test FISH because
patients don’t have money for trastuzumab.

Miguel Martin et al (2005) found that the HER 2 (+) was 20,8% for the group
treated with the TAC regimen and 22% in FAC regimen, our results was higher
than this study. Klark and colleagues studied on 628 breast cancer patients after
surgery gave HER 2(+) was 20-30%. Sjogren studied on 415 breast cancer had
also HER 2(+) 34%.

4.1.10. Grouped by prognostic factors ER, PR, HER 2.

Group | (ER / PR +, HER2 +): 30.5%, group Il (ER /PR +, HER2 -): 33.9%.
Group Il (ER /PR -, HER2 +): 15.3%. Group 1V (ER / PR, HER2- triple
negative): 20.3%. According Adedayo A et all indicates group | have 10%,
Group I1: 68.9%, Group I1I: 7.5%, Group 1V: 13.4%. Grouping accoding to
luminal, the luminal A (ER / PR +, HER2 -, low Ki67): 30-70%. Group B (ER /
PR +, HER2 +, Ki67): 10-20%. Group Triple negative (ER / PR -, HER2 -): 15-
20%. HER2 groups (ER / PR -, HER2 +): 5-15%.

4.1.11. Discuss the stage of the disease



Stage I1: 72.9%, stage I11A: 27.1%. Satage 1A mainly T3 N1, T3N2, T2N2.
According to Nguyen Thi Thu Hien is 95% stage I, stage I11: 5%, the authors
selected patients with negative nodes and node-positive patients, the number of
satge Il is higher than our study. According to Sepideh Saadatmand et all, stage
| is 35.4%, satge Il was 38.2%, accounting for 19.4% satge Ill, stage IV only
7%.

4.2. The resultes of the TAC regimen.

4.2.1. Discuss overall survival and disease-free survival .

With the aim of increasing OS and DFS for breast cancer early, the advances in
the chemotherapy has been studied over the periods, begining with no
Anthracyclin regimen is CMF (Methotrexate, cyclophosphamide, 5-
Fluorouracil) after 10 years with 47% survival compared to 22% of the control
group. CMF regimen 6 cycles equivalent to 12 cycles. Cooperation group
clinical trials for early breast cancer in 2011 demonstrated CMF regimen
equivalent regimen AC 4 cycles but less than 6 cycles AC regimen. Next is the
regimen base on anthracyclin, Buzdar studied FAC regimen in breast cancer
patients stage Il and 111 with positive axillary lymph nodes, after 10 years follow
up, DFS 58% for stage I, stage 111 is 36%, OS for stage Il is 62% and 40%
stage Ill. FEC regimen (epirubicin 100 mg dose) better than FEC regimen
(epirubicin dose 50mg dose) on both negative and positive axilary lymph nodes.
Because after 10 years follow-up, DFS was 45.3% for FEC 50mg /m?, 50.7%
for FEC 100mg / m2 (p = 0.03), while OS was 50% for FEC 50mg group /m?,
54.8% for the FEC 100mg / m* (p = 0.03). Regimens base on Taxan (taxane
consequence). FEC - P regimen is better FEC regimen on patients with axilary
lymph node-negative and positive breast cancer, It dimontrated by a study
comparing FEC regimen and FEC - P showed that OS 5 year is 78.5% for the
FEC - P and 72.1% for the FEC, FEC-P regimen reduced mortality 22%
compared with the FEC regimen, p<0,05. 3D-3FEC regimen is better than FEC
6 cycles in patients with lymph node-negative and positive,DFS 5 year is 78.3%



for 3D-3FEC regimen, 73.2% for the FEC regimen, p = 0.012 , and reduce 17 %
of metastatic recurrence risk compare with FEC, p = 0.004. OS 5 year is 90.7%
for 3D-3FEC regimen, 86.7% for the FEC regimen, p = 0.013.Concurrent
taxane regimen, TAC regimen was demonstrated superiority on positive
axillary lymph nodes by the study BCIRG 001, comparative study
betweenTAC regimen and FAC regimen on 1,491 breast cancer patients after
surgery were divided into two groups, with average follow-up time of 55
months, estimated DFS 5 years is 75% for TAC regimen, 68% for FAC
regimen, TAC regimen reduced the relapse rate by 28% with p = 0.001.
Estimated OS 5-year is 87% for TAC regimen and 81% for FAC regimen, TAC
regimen reduced the risk of death by 30% compared with FAC regimen (p =
0.008).0Our study, 118 breast cancer patients stage Il and 1A underwent
modified radical mastectomy, average age is 49.96 * 8.2, tumor with T1, T2 or
T3, N1-N2 axillary lymph nodes, histological grades 1-3, any ER, PR, any HER
2, patndients received 6 cycles TAC, and then radiation, and then TAM if
ERor/and PR (+), the results : DFS 5 year is 74.6%, and OS 5 years is 85.6%.
Our results is equivalent with results of Miguel Martin, and confirmed the
effectiveness of the 3 drug regimen on positive axilary lymph node patients.
One more study of TAC regimen, GEICAM 9805 study, researchers compared
regimens TAC and FAC regimen on 1,060 breast cancer patients after surgery,
aged 18-70, with negative axillary lymph nodes, tumor stage T1, T2 or T3, but
have one or more poor prognostic factors (age children <35 years, histological
grades 2 or 3, hormone receptor-negative, epithelial growth factor positive.
With a mean follow-up time of 77 months, DFS is 87.8% for TAC regimen,
81.8% for FAC regimen. OS is 95.2% for TAC and 93.5% for FAC regimen,
p<0,05, this study again confirms the efficacy of 3-drug regimen TAC in early
breast cancer.

4.2.2. Discuss outcome and several characteristics of the patient.

e Survival correlated to size tumor



Univariate analysis showed that the larger tumor size related to the lower DFS
and OS. The DFS 5-year for tumor sizes <2cm,2 - < 5cm, and > 5 cm was
82,4%, 76,1%, 53,8% (p <0,002). Similarly, the OS 5 year for tumor sizes
<2cm,2 - <5cm, and > 5 cm was 88,2%, 85,2%, 84,2% (p = 0,034). Ta Van To
(2004) studied 1,744 patients with breast cancer after surgery also have OS for
tumor sizes <2cm,2 - 4cm, and >4 cm was 81.97%, 65.28 %, 56.89%.

e Survival correlate to the status of lymph node metastasis
Study results showed that lymph node metastasis has been associated
with decreased survival, DFS 5-year for 1-3, 4-9 lymph nodes metastasis was
80%, 52.2% ( p <0.05). the OS 5-year DFS was 89.5% ; 69.6% (p <0.05).
According Ta Van To, in negative lymph node group, OS the 5 years was
91.96%,0nly 53.03% for positive lymph node group (p <0.05).

e Survival correlated to the histological
The higher histological grades the more worse survival, The DFS 5-year for
grade 1, 2, 3 was 76,5%, 74,7% 72,2% (p <0,05). But OS 5 years was 88,2%,
85,5%, 83,3% (p> 0,05). Maybe because the patient in study had positive nodes,
so no strong correlation with the histologic. Tran Van Thuan (2005),DFS, OS 4
years was 90,92%, 100% in grade 1, decreased 77,26% and 87,01% in the
grade 2 group, 51,3% and 80.86% in the grade 3 group (P< 0,05)

e Survival correlated to endocrine receptor status ER, PR.
Outcome was worse in negative endocrine receptor compare with positive
endocrine receptor . Our study, DFS 5-year for ER and /or PR(+) was 80,8%,
only 64,4% in ER and /or PR(-) (p <0,05) Similarly, the 5-year OS in positive
endocrine receptor was 89,1%, while the group of ER, PR (-) was 80% (p
<0,05).Miguel Martin et all, the TAC regimen reduced the risk of recurrence by
28% compared to the FAC group (HR 0.56, 95% Cl, .49-.92) in ER and /or PR
(+) group, the same in ER and / or PR (-), TAC regimen reduced the risk of
recurrence by 31% compared with FAC regimen (HR 0.69, 95% Cl, 0,49-0.97),
but no difference in OS p> 0.05. Nguyen Dieu Linh (2013) when comparing the



two regimens TAC and AC on breast cancer showed to the group treated with
TAC regimen reduced the risk of death in positive endocrine receptor group was
52% compared to the group treated with AC regimen (p < 0.05).

e Survival correlated to HER 2
Positive HER 2 group had worse prognosis than those with negative HER 2,
Our result: the 5-year DFS was estimated as 82.1% for negative HER 2 group,
60% for positive HER 2 group(p <0.05). Similarly, the 5-year OS was
estimated as 88.5% for negative HER 2 and 80% for positive HER 2 group (p
<0.05). Miguel Martin et al (2005), the TAC regimen reduced the risk of
recurrence of up to 40% compared with FAC regimen (HR 0.60, 95% CI, 0.41
to 0.88) in the positive HER 2 group(p <0.005), reduced the risk of recurrence
by 34% compared with FAC regimen (HR 0.69, 95% ClI, .49-.97) in negative
HER 2 group, (p < 0.005).

e Survival correlated to HER 2 and ER, PR status.
Patients with ER, PR (-), HER (+) group and triple negative have worst
survival, DFS for group | (ER, PR (+), HER 2 (+)) was 72,2%, for group Il (ER,
PR(+), HER2 (-))was92,5%, for group Ill (ER, PR (-), HER 2(-)) was 61,1%,
for group IV was 58,3%. OS for group | (ER, PR (+), HER 2 (+))was 88,9%, for
group Il (ER, PR(+), HERZ2 (-)) was 95,0%, for group Il (ER, PR (-), HER 2(-))
was 77,1%. For group IV was 70,8%.

e Multivariate analysis with factors.
The correlation between survival and prognostic factors. Multivariate analysis
DFS with prognostic factors, the axillary lymph node metastasis, ER PR is an
independent factor, axillary lymph node metastasis increased risk of recurrence
and reduced survival time in patients. For OS the ER, PR is independent
factors.In multivariate analysis the sample size is very important factor.
4.3. Discuss about the side effects of the TAC regimen.
In our study, after the end of each cycle of chemotherapy, all of the patients

received prophylactic G-CFS at least 2 injection on day 3 and 5, the level of



toxicity in the bone marrow is much reduced, leukopenia was 76.8%, only 3,4
degrees was 19%, the neutropenia rate was 67.4%, 3,4 degrees was 20.9%. The
patients with 3/4 degrees neutropenia also used intravenous antibiotics to
prevent infection, no case with severe infections had to stop treatment. Low
hemoglobin level occurred in 87.1% of cycles of chemotherapy, only 18.5%
with 3.4 degrees, at the time of the study no growth preparations red blood cell,
In study 8 patients had a blood transfusion because of anemia treatment, after
hemoglobin return to normal, patient continued chemotherapy and no patients
stopped treatment because of anemia. Thrombocytopenia occurred less than
30,2%, accounting for 6,3% in 3/4 degrees, not patient has thrombocytopenia
with hemorrhage had to stop the treatment, so bone marrow recorved . Hepatic
toxicity occurs but acceptable. In our study, patients had used at least 2
injection of G-CSF after each treatment cycle , the neutropenia rate was
relatively safe compared to other research studies around the world. In the study
by Miguel Martin et all, comparing the two regimens TAC and FAC, the author
use drug prevention leukopenia in TAC group from cycle 2 after the first cycle
with low WBC , and authors noted leukopenia accoding to the number of
patients, the result of grade 3/4 on the hematology system and non hematology
was 36.3% for the TAC regimen and 26, 6% for FAC regimen, the difference
was statistically significant at p <0.05. The leukopenia grade 3/4 was 65,5% for
TAC regimen, 49,3% for FAC regimen, p<0,05. anemia was 91,5% in which
grade 3/4 was 4,3%, 4,6% have to blood transfusion for TAC regimen, and
71,7% for FAC regimen, grade 3/4 was 1,6%, 1,5% patients have to transfusion.
The low platelet level was 39,4%, in which grade 3/4 was 2% and 27,7% for
FAC regimen in which grade 3/4 was 1,2%

Some other side effects,hair loss occurs most often accounted for 100% of
patients, the hair may grow back after stopping the chemical from 2-3 months in
Vietnam as well as in the world do not have any method to overcome this

problem, in the process of treating patients with wigs can bring to improve



appearance. Asthemia occurs in 30% of patients, probably due to chemical
causes fatigue anorexia, can be caused by psychological illness caused eating
appetite, insomnia. Stomatitis occurred in 54% of patients with abnormalities of
the gastrointestinal tract mucosa. Stop periods after chemotherapy proportion
of 86,7%, Stop periods may be permanent if the impending menopause or
menopause temporarily, after stopping a few months chemicals business back
patients. Nausea and vomiting proportion of 72%, docetaxel and doxorubicin
are two powerful emetic drug, but now with the development of antiemetic
vomiting control problems easily. Diarrhea 35.5% occupancy rate. Peripheral
edema generally 9% related to docetaxel. Allergies 13.4%. Nail discolouration
proportion 60%, at the end of chemotherapy, the reduction disorders. No patient
with endometrial cancer by TAM. According to research by Miguel Martin
found that the rate of hair loss is 97.8%, 69.4% is gastritis, nausea and vomiting
80%, diarrhea 35.2%, 13.4% allergy , peripheral edema accounted for 8%,
clearly the nail pigmentation accounted for 18.5%, congestive heart failure
accounted for 1.6%
CONCLUDE

We performed this study on 118 patients for stage II, IlIA breast
cancer with positive axillary lymph nodes at K hospital, between january 2009-
june 2011.
1. The clinical and histopathological characteristics.
The median age of patients was 49.96 * 8.2, the mostcommon of age group was
40-49and97% patients don’t have screening before diagnose, 44, 9% patient had
SLNB, 55,1 % patients had ALNB,.The tumor size from 2 cm to < 5cm was
most common, which was present in 74,6% of the patients.1-3 lymph node
metastasis group was highest whit 80.5%,The grade 2 was 70.3% which was the
most common presentation of histological grade. Higher histologic degree
realated to the risk of developing lymph node metastases. Tumor location of
Superior lateral has hightest rate with 39,9%, median lymph node after disection



for level I, 11, 1+11 is 18+2, 16+1,8, 20+4,3. The rate of endocrine receptor and
Her-2 positive was 61,8% and 33,9%, respectively. In patients withHER
2positive, 19,5% had three points. The group with 3 favorable prognostic
factors: 33.9%, with 2 favorable prognostic factors: 30.5%, with 1 favorable
prognostic factors: 15.3%, and the group with no favorable prognosis factor :
20.3%.
2.Results of treatment.

e Overall Survival.

The TAC regimen showed DFS and OS was 74,6% and 85,6%. At the
time follow up, results indicated improvement in DFS (82,4% vs. 52,8%), OS
(88,2% vs. 84,2%)in favour of tumor size < 2cm vs. > 5cm (p<0,05). The
results showed statistically significant differences of survival related to
numberof positive nodes. The DFS was 80% vs. 52,2%; OS was 89,6% vs.
69,6% betwen patients had one to three positive nodes compaired to more than
three positive nodes. The grade 1, 3 histologic showed OS 76,5% vs. 72,2%;
DFS 88,2% vs. 83,3%. The endocrin receptor positive was one of favorable
outcome factor for breast cancer. Our results also indicated OS 80% vs. 64,4%;
DFS 89% vs.80% (p<0,05) in favour of positive endocrine receptor.This benefit
of survival was seen in patients with negative Her-2 status. The rate of DFS was
82,1% vs. 60%; OS was 88,5% vs. 80% (p<0,05) bettwen two group negative
Her-2 and positive Her-2.

e Overall Toxicities

The most common toxicities included: neutropenia (64,7% of patients),
grade 3,4 neutropenia 20,9 %, anemia 87,1%, incidence of grade 3 or 4 anemia
18,5%, thrombocytopenia 30,2%, incidence of grade 3 or 4 thrombocytopenia
6,3%, incidence of AST and ALT elevation 54,3% with grade 3-4 12,3% (using
the National Cancer Institute Common Terminology for Adverse Events,
version 3). The regimen TAC was well tolerated, grade 3-4 serious adverse

gvents were uncommon.



These results confirm that the TAC regimen should remain one of the
standard treatments in adjuvant therapy of node-positive breast cancer patients.
RECOMMENDATIONS

From the results of the research study, theTAC regimen (docetaxel,
doxorubicin, Cylophosphamid) should be choice applied to treat breast cancer

patients after surgery with axillary lymph node-positive





