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TOM TAT

Muc tiéu: (1) Panh gié két qué hoa tri bé tro phac dé 4AC + 4T trén bénh nhéan ung thw v giai doan Il
IIIA hach néch dwong tinh. (2) Nhdn xét mét sé téc dung khéng mong muén cta phéac do.

Déi tuong va phuong phap nghién ctru: Nghién ctru mé té hoi ciru va tién clru cé theo déi doc trén 39
bénh nhan n& méc UTV giai doan II, IlIA duoc phéu thuét cat tuyén vi va vét hach nach triét can bién déi,
c6 hach néch duong tinh duoc diéu tri hda chét bé tro phac dé 4AC + 4T tai Bénh vién tinh Ha Tinh tir thang
1 ndm 2013 dén thang 6 nédm 2019.

Két qua: Séng con toan bo tich Idy la 83,6%. Séng con khéng bénh tich liy la 75,6%. Séng con khéng
bénh va sbng con toan bé giam dén theo sw téng Ién cua kich thudc u, hach di cén cang nhiéu thi séng
con cang gidm, thu thé ER va/PR (+) cé tién luong tét hon (-), bénh & giai doan Il tét hon giai doan IlIA
(p<0,05). Béc tinh chi yéu ctia phac db 4AC + 4T: Ti 1é ha bach cau la 64,1%, ha d6 3,4 1a 10,1%. Tilé ha
bach céu hat la 61,5%, ha d6 3,4 Ia 7,6%. Tilé ha huyét séc té la 51,3%, ha d6 3,4 1a 7,6%. Ti é ha tiéu céu
la 17,9%, khéng c6 ha dé 3,4. Ti lé tdng men gan la 43,6%, nhung khéng gap tang dé 3,4. Tang Creatinin
méu chi gép do 1 véi ti 1é 5,1%. Nén va budn nén chiém 87%, viém miéng 30,8%, tiéu chay la 38,4%, dau
co 87%, rbi loan thén kinh ngoai vi 74,4%, phu ngoai vi 38,5%.

Két luan: Phéac db 4AC + 4T mang lai hiéu qua cao trong diéu tri ung thuw vi bé tro cé hach néch duong
tinh va déc tinh & mirc do chép nhéan duorc.

Ttr Khéa: Ung thw vi, héa tri bé tro 4AC + 4T, Bénh vién da khoa tinh Ha Tinh.

ABSTRACT
EFFECTIVENESS AND TOXICITY OF 4AC + 4T REGIMEN AS ADJUVANT CHEMO-
THERAPY FOR STAGE II, IIIA BREAST CANCER PATIENTS WITH AXILLARY LYMPH
NODE POSITIVE AT HA TINH GENERAL HOSPITAL
Vo Van Phuong”, Nguyen Van Khoa', Tran Thi Thanh Hoa’

Objectives: (1) Evaluate the efficacy of 4AC+4T regimen as adjuvant chemotherapy for stage Il, llIA
breast cancer patients with axillary lymph node positive. (2) Describe toxicity of the regimen.
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Methods: Retrospective and prospective descriptive longitudinal study, in 39 stage II-1ll breast cancer
patients with lymph node positive underwent modified radical mastectomy and axillary lymph node dissec-
tion, treated with 4AC + 4T regimen at Ha Tinh General Hospital from January 2013 to June 2019.

Results: Overall survival was 83.6%. Disease-free survial was 75.6%. DFS and OS are inversely pro-
portional to tumor size, the number of metastatic lymph nodes, ER and/PR positive have a better prognosis
than ER/PR negative, stage Il disease have better prognosis than stage IlIA (p<0.05). Toxicities of AC+4T:
Leukopenia in 64.1% of patients, with 10,1% was grade 3, 4. Neutropenia in 61.5% of patients, with 7,6%
was grade 3, 4. Hypopigmentation in 51.3% of patients, with 7,6% was grade 3, 4. Thrombocytopenia in
17.9% of patients. Transaminase elevation in 43.6% of patients, no seen grade 3, 4. Increased blood
creatinine was only recorded at grade 1 at 5.1%. Vomiting and nausea 87%, stomatitis 30.8%, diarrhea

38.4%, muscle pain 87%, peripheral neuropathy 74.4% peripheral edema 38.5%.
Conclusion: The 4AC + 4T regimen shows high efficacy and a acceptable toxicity in the treatment of
stage I, lIA breast cancer with axillary lymph node positive.

Key words: Breast cancer, 4AC+4T adjuvant chemotherapy, Ha Tinh General Hospital.

I. PAT VAN DE

Tai Viét Nam ung thu vu (UTV) la bénh 1y ac
tinh ding hang dau ¢ nit gidi véi khoang 15.229
trudng hop méi méc va 6.103 ca tir vong [1]. Ti
16 mic dang c6 xu hudng gia ting nhung ti 18 tur
vong lai c6 xu hudng giam nho nhiing thanh tuu
dat duogc trong phong bénh, phat hién sém va diéu
tri, ddc biét 1a cac tién bod trong diéu tri hé théng
[2]. Dbi véi UTV giai doan ITIA tré xudng thi phau
thuat 1a phuong phéap dugc lua chon dau tién, hoa
tri bd tro sau phiu thudt giup dé phong bénh tai
phat. Phac dd bo trg 4AC+4T (1a phac @b phdi hop
3 loai hoa chat: Doxorubicin, Cyclophosphamid x
4 chu ky + Paclitaxel x 4 chu ky) trén bénh nhan
UTV da dugc nhiéu nghién ctru chimg minh la
hiéu qua cai thién thoi gian séng con khong bénh
va giam ti 1¢ tai phat voi doc tinh chép nhan duoc
[3]. Phac dd nay da dugc ap dung tai Bénh vién
da khoa tinh Ha Tinh tir nam 2013 dén nay, tuy
nhién chua cd nghién ctru nao danh gia hiéu qua
clia phac d0. Vi vy, chiing toi tién hanh nghién
cru nay nham dén 2 muc tiéu:

(1). Panh gia két qua hoa tri bd trg phac do
4AC+4 T trén bénh nhan ung thu vu giai doan II,
IITA hach nach duong tinh.

(2). Nhan xét mét s6 tac dung khéng mong mubn
ctia phéc do.
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I. POI TUQGNG VA PHUONG PHAP
NGHIEN CUU

2.1. Pbi twong nghién céu: 39 bénh nhan nit
mic UTV giai doan II, IITA duoc phiu thuat cit
tuyén vl va vét hach nach triét can bién ddi, co hach
nach duong tinh duogc hoa tri bo trg phac dd 4AC +
4T tai Bénh vién tinh Ha Tinh tir thang 1 nam 2013
dén thang 6 nam 2019.

2.2. Phuong phap nghién ctru: M6 ta hdi ciru
va tién ctru c6 theo ddi doc, ldy mau toan bo.

2.3. Cac bude tién hanh: Chan doan UTV giai
doan II, IITA theo AJCC 2010; Phau thuat ct tuyén
vii va vét hach nach tri¢t can bién doi; Hoa tri bd
trg phac d6 4AC+4T; Cac diéu tri chuén tiép theo;
Panh gia hiéu qua va tac dung phu cta phac dd sau
diéu tri.

2.4. Xir Iy s6 liéu: Phan mém SPSS 22.0. St
dung céc thuat toan thong ké mo ta. Khao sat song
con bang phuong phap Kaplan-meier va kiém dinh
test Log-rank véi p < 0,05 dugc xac dinh 1a c6 y
nghia thdng ké.

2.5. Pao dirc nghién ciru: D6i tuong tham gia
1a hoan toan ty nguyén. Cac thong tin vé tinh trang
bénh va thong tin ca nhan khac ctia bénh nhan dugc
giit bi mat. Nghién ctru khong 1am anh huong dén
két qua diéu tri ciia bénh nhan.
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II. KET QUA

3.1. Mgt s6 dic diém ctia di twong nghién ciru

Tudi trung binh 1a 51,9 + 3,1; Do tudi hay gip
50 - 59; Phan 16n bénh nhén trong nghién ctru &
giai doan II (76,9%); Vi tri mot phz‘in tu trén ngoai
thudng gip nhét, chiém 48,7%; Kich thuéc u <5 cm
chiém da s6 (69,2%); S6 bénh nhan c6 ti 1& di can tir
1-3 hach 1a nhiéu nhat chiém 64,1%; D6 mé hoc 2
chiém ti 1§ cao nhat 61,5%; C6 2/3 bénh nhén c6 thu
thé ER va/hodc PR dwong tinh.

3.2. Panh gia két qua ciia phac dd hoa tri bo
tro4 AC+4T

3.2.1. Song con khéng bénh (DFS) tich liiy
theo thoi gian

Trong s6 39 bénh nhan nghién ctru, c6 4 bénh
nhan tai phat hodc di can. Bénh nhan duoc diéu tri
dau tién thang 3 ndm 2013, voi thoi gian theo doi
trung binh 43 thang, thoi gian theo ddi dai nhat gan
71 thang. Trong d6 ¢6 mdt bénh nhan tai phat tai
chd sau pha:lu thuat, 2 bénh nhan tai phat di can hach
xa, 1 bénh nhan tai phat di can xuong.
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Biéu do 1: Song con khéng bénh tich lity
theo thoi gian

Trung binh thoi gian séng con khong bénh ude
tinh theo Kaplan Meier: 64,2 + 2,1 thang (95% CI:
60,0-68,4). Ti 1é sdng con khong bénh tich liy 1
nam, 2 ndm, 3 nam, 4 ndm, 5 nam tuong Ung la:
100%; 100%; 97%:; 86,4%; 75,6%.

3.2.2. Song con khong bénh theo mét sé dic diém bénh nhin
Bdng 1: Séng con khong bénh theo mét sé dic diém bénh nhén

¥ B DFS Trung binh DFS
bac diém So bn i p (Log-rank test)
n % (thang)
Kich thwéc u
<5cm 27 26 96,3 67,5+ 14 0,002
> 5cm 12 9 75,0 48,9 £2,6
Di cian hach
1-3 hach 25 24 96,0 675+14 0.002
4-9 hach 14 11 78,6 48,7+2.4 ’
ER, PR
ER va/PR (+) 26 25 96,2 67,5+ 14 0.002
ER va/PR (-) 13 10 76,9 48,9+2.6 ’
HER 2
HER 2 (+) 15 14 93,3 66,5+23 0.438
HER 2 (-) 24 21 87,5 58,622 ’
Giai doan
Giai doan II 30 29 96,7 67,2+1,5 0.002
Giai doan IITA 9 6 66,7 495+ 4.6 ’

Kich thudc u; S6 Iugng hach di can; Thu thé noi tiét ER, PR va giai doan bénh ¢6 mbi lién quan c6 y

nghia thong ké voi thoi gian séng con khong bénh.

3.2.3. Séng con toan bj (0S) tich liiy theo thoi gian
Két thuc theo ddi vao thoi diém thang 6 nim 2019 ¢6 3 bénh nhén tir vong.
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Trung binh thoi gian sdng con toan bd
udc tinh theo Kaplan Meier: 65,4 thang (95%
CI: 61,6-69,1). Ti 1¢ séng con toan bo 1 nam,
2 nam, 3 nam, 4 ndm, 5 nam tuong Ung la:
100%; 100%; 96,6%; 92%; 83,6%.
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Biéu do 2: Séng con
toan bo tich liy
theo thoi gian

3.2.4. Song con toan b theo cdc dic diém ciia bénh nhin

Bang 2: Két quad song con toan bo theo cdc ddc diém cua bénh nhdn

2 P ) Trung binh OS
Pac diem S0 bn o , p (Log-rank test)
n Yo (thang)
Kich thuéc u
<5cm 27 26 96,3 67,5+ 1,4 0,049
> S5cm 12 10 83,3 50,1 £2,3
Di cian hach
1-3 hach 25 24 96,0 67,6 +1,3 0.030
4-9 hach 14 12 85,7 49,6 £2,1 ’
ER, PR
ER va/PR (+) 26 25 96,2 67,5+1,4 0.041
ER va/PR (-) 13 11 84,6 498 +£2,5 ’
HER 2
HER 2 (+) 15 15 100 63,8 +2.4 0.139
HER 2 (-) 24 21 87,5 59,0+2,0 ’
Giai doan
Giai doan 11 30 28 96,7 67,5+1,4 0.007
Giai doan IIIA 9 6 77,8 51,+5,1 ’

Kich thude u; S& lugng hach di can; ER, PR va giai doan bénh c6 mbi lién quan vdi thoi gian séng con

toan bo.

3.3. Mt s6 ddc tinh ciia phac do 4AC + 4T (Theo CTCAE nim 2010) [6]
Bdng 3: Bang danh gia doc tinh theo tiéu chudn CTCAE 2010

. Po1 Pj 2 Po 3 P 4 Chung
DPoc tinh
: n % n % n % n % %
Ha bach ciu 14 39,5 7 17,9 3 7,6 1 2,5 64,1
Ha BC hat 13 33,3 8 20,5 2 5,1 1 2,5 61,5
Ha Hb 12 30,7 5 12,8 2 5,1 1 2,5 51,3
Ha TC 6 15,1 1 2,5 0 0 0 0 17,9
Gan 13 33,3 4 10,2 0 0 0 0 43,6
Than 2 5,1 0 0 0 0 0 0 5,1
Tap Chi Y Hoc LAm Sang - S6 65/2020 39
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Cac doc tinh trén hé tao huyét gap nhiéu nhit va nang nhét 1a ha bach ciu va bach cau hat. Tang men gan

gap 43,6% nhung chi gdp d6 1 va 2, Boc tinh trén than it gdp.
Bdng 4: Pdanh gid djc tinh ngodi hé tao huyét theo tiéu chuan CTCAE 2010

o bo 0 bo 1 bo 2 bo 3 Chung
Poc tinh

: n % n n % n % %
Nén, budn non 4 10,3 25 61,4 10 25,6 0 0 87
Viém miéng 27 69,2 10 25,7 2 5,1 0 0 30,8
fa chay 24 61,5 10 25,6 12,8 0 0 38,4
Pau co 4 10,3 29 74,4 12,8 1 2,5 87
RLTK ngoai vi 10 25,6 0 28 71,8 1 2,5 74,4
Phu ngoai vi 24 61,5 15 38,5 0 0 0 0 38,5

Non, budn ndn, viém miéng chi gap do 1, 2 khong c¢6 bénh nhan nao gap do 3, 4. Cac doc tinh 1oi loan

than kinh ngoai vi va dau co gip da s, ngoai d6 1, 2 1a chu yéu con gip ca do 3. Phui ngoai vi gip 38,5%,

nhung tt ca chi ¢ do 1.

IV. BAN LUAN

4.1. Mt s6 dic diém ctia doi twong nghién ciru

Mot sé ddc diém ciia d6i tuong nghién ciru trong
nghién ciru nay kha tuong déng véi mot sd nghién
cliu cua cac tac gia khac tai Viét Nam khi nghién
ctru vé diéu tri hoa chét bo trg trong ung thu vii. Tuy
nhién nghién ctru ctia chung t6i c6 mot vai diém
khac biét, chéng han nhu tudi trung binh ctia bénh
nhan trong nghién ciru clia ching t6i 1a 52 tudi, o
tudi gip nhiéu nhét 1a 50-59. Tudi trung binh cao
hon so voi nghién clru cua tac gia B.T.K. Anh la
45,7 tudi [4]. Tac gia N.T. Sang 1a 49 tudi [5], c6 thé
n6i tudi hay gap UTV nhitng nim gan diy cao hon
s0 vOi trude.

4.2. Hiéu qua diéu tri ciia phac d6 4AC -4 T

4.2.1. Higu qud séng con khéong bénh va song
con toan bj

Nghién clru ctia chung téi trén 39 bénh nhan
UTV giai doan II, ITIA sau khi dd dugc phau thuat
cat tuyén vl va vét hach nach triét cdn bién ddi
duoc diéu tri hoa chit bd trg phac dd 4ACx4 chu
ky sau d6 4 chu ky Paclitaxel, két thiic hoa tri
bénh nhan duoc tiép tuc diéu trj khac theo phac
d6 chuan. Trong s6 39 bénh nhan nghién ctru, tinh
dén thoi diém két thiic nghién ctru thang 6 nim
2019 c6 4 bénh nhan tai phat hodc di can. Bénh
nhan dugc theo ddi dai nhat gan 71 thang, trung

40

binh 43 thang. Trong d6 c6 mot bénh nhan tai phat
tai chd sau phau thuat, 2 bénh nhan tai phat di can
hach xa, 1 bénh nhan tai phat di can xuong. Ti 1&
séng con khong bénh tich liy 1 niam, 2 niam, 3
nam, 4 ndm, 5 ndm tuong ung la: 100%; 100%;
97%; 86,4%; 75,6%. Ti 1& sdng con toan bo 1 nim,
2 ndm, 3 nam, 4 ndm, 5 nam tuong ung la: 100%;
100%; 96,6%; 92%; 83,6%. Theo D.T.K. Anh ti
1€ séng con khong bénh sau 1 ndm, 2 ndm, 3 nam,
4 nam tuong ung l1a 90,6%; 79,1%; 77%; 73,4%.
Ti 1€ séng con toan bd sau 1 nam, 2 nam, 3 nam,
4 nam tuong tng 1a 98,1%; 94,3%; 87,8%; 84,1%
[4]. Ti 1& séng con khong bénh va séng con toan bo
thip hon két qua cua chung t6i tuy nhién didu nay
c¢6 thé 1y giai dugc do giai doan bénh mudn hon
so v6i chung toi. Theo N. T. Huyén khi danh gia
két qua hoa tri bd trg phac dd 4AC+4T c6 két hop
trastuzumab trén bénh nhan ung thu vl giai doan
IL, 11T ¢6 Her 2 neu duong tinh cho két qua ti 1é
séng con khong bénh 1 nam, 2 nam, 3 nam, 4 nam,
5 nam tuong ung la: 100%; 98,4%:; 95,2%; 92,1%;
92,1%. Ti 1€ séng con toan by 1 nam, 2 nam, 3
nam, 4 ndm, 5 ndm tuong ung la: 100%; 100%;
100%; 98,4%; 98,4% [7]. Két qua nay cao hon ro
rét so v6i nghién ciru ctia chung t6i. Co thé noi viée
bd sung Tratuzumab vao phac dd da cai thién dang
ké thoi gian séng con cho bénh nhan.
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4.2.2. Thoi gian song con va mot sé dic diém
ciia bénh nhéin

Chung t6i phan tich song thém khong bénh va
séng con toan bd bang phuong phap Kaplan - Maier
v6i mot s6 yéu td nhu tudi, kich thude u, giai doan
bénh, d0 md hoc, tinh trang di can hach... Cho théy:
Kich thudc u cang 16n thi séng con cang giam, u <
5cm ¢6 trung binh thoi gian séng con khong bénh 1a
67,5 £ 1,4 thang, u trén S5cm 1a 48,9+ 2,6 thang, p <
0,05. Trung binh thoi gian sdng con toan bd nhém
u<5cm la 67,5 £ 1,4 thang, nhom u > Scm: 50,1 +
2,3 thang, voi p < 0,05; Di can hach cang nhiéu thi
thoi gian sdng con cang giam, di can tir 1-3 hach co
trung binh thoi gian sdng con khong bénh 14 67,5 +
1,4 thang, trén 3 hach la 48,7 + 2,4 thang, p < 0,05,
thoi gian sdng con toan bo thi nhém di can tir 1-3
hach c6 thoi gian séng con toan bo trung binh 67,6
+ 1,3, thang nhom di can tir 4-9 hach 1a 49,6 + 2,1
thang, voi p < 0,05; Thu thé noi tiét ER, PR (+) ¢o
tién luong tot hon so véi am tinh, sdng con khong
bénh trung binh nhom ER va/hoac PR (+) 1a 67,5
+ 1,4 thang, trai lai 6 nhém ER PR(-) 1a 48,9 + 2,6
thang, p < 0,05. Séng con toan b trung binh nhém
ER va/PR (+) 1a 63,8 £ 2,4 thang, nhém ER PR (-)
la 59,0 £+ 2,0 thang, voi p < 0,05. Trong nghién ctru
phén tich gdp B-31/N9831 (2011) céc tac gia cho
thidy mbi lién quan vé& sdng thém khong bénh véi
mot sb yéu td nhu kich thude u, tinh trang di can
hach nach, 36 mo hoc [8].

4.3. Mot s6 tac dung khong mong mudn cia
phac dé

4.3.1. Déc tinh trén hé tao huyét

Tat ca cac bénh nhan déu hoan thanh 8 chu ky
hoa chat, khong bénh nhan nao phai nging diéu tri
do doc tinh khong hoi phuc. TAt ca cac bénh nhan
déu duoc diéu tri du lidu. Trong nghién ctru cua
chung t6i, khi phan tich trén tong s6 39 bénh nhan.
Doc tinh ha bach cau do 3/4 1a 10,1%, ha bach cau
hat d¢ 3/4 1a 7,6%, ty 1€ nay thép hon so voi tac gia
N.T. Sang khi str dung 3 thudc cung lic (ty 1é ha
bach ciu do 3/4 1a 32,7%, ha bach cau hat 6 3/4
13 34,4%) [5], ty 1& ha huyét sic t6 do 3/4 1a 7,6%,
khong c6 ha tiéu cau do 3/4. Hién tai voi su phat
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trién cua thude ting truong bach cau va ting trudng
héng cau thi doc tinh ha bach cu va ha huyét sac to
da duogc giai quyét.

4.3.2. Djc tinh ngodi hé tao huyét

Nghién ciru cua chung t6i cho két qua ti 16 bénh
nhan c6 ting men gan la 43,6%. Céac thuéc hoa
chat dwoc dung trong nghién ctru chu yéu duoc
chuyén hoa qua gan va thai trir qua than. Trong
d6, doxorubicin dugc chuyén héa ¢ gan nhd men
cyt.P450 va dugc thai trir t6i 50% qua dudng mat.
Nghién ctru nay ti 1¢ bénh nhén c6 tding men gan la
43,6%, nhung chi gap do 1, d6 2 khong gap do 3, do
4 va chu yéu xay ra & chu ky cudi ctia qua trinh diéu
tri nén khong co bénh nhan nao phai ngimg diéu tri
vi ting men gan. Pdc tinh trén than hau nhu khong
c6 chi co 5,1% tang Creatinin mau d¢ 1, khong co
bénh nhén nao phai giam liéu va ngimg diéu tri vi

ddc tinh nay.

V. KET LUAN

1. Két qua phac do hoéa tri bo tro 4AC + 4T

Ti 1€ séng con toan bo tich liy 1a 83,6%. Ti I¢
song con khong bénh tich liy 1a 75,6%. Thoi gian
song con khong bénh va sdng con toan bo giam dan
theo su tang 1én cua kich thudc u, hach di can cang
nhiéu thi sdng con cang giam, ER va/PR (+) co tién
luong t6t hon ER va/PR (-), giai doan II t&t hon giai
doan IITA.

2. Mt s6 tac dung khong mong mudn cia
phac do 4AC + 4T

Ti 1é ha bach cau 14 64,1%, ha d¢ 3,4 14 10,1%.
Ti 1¢ ha bach cau hat 1a 61,5%, ha d¢ 3,4 1a 7,6%.
Ti 1¢ ha huyét sic t6 1a 51,3%, ha do 3,4 1a 7,6%.
Ti 1€ ha ti€u cau 1a 17,9%, khong c6 ha do 3,4. Ti 1&
tang men gan 1a 43,6%, nhung chi co6 tang do 1,2.
Tang Creatinin mau chi gap do 1 voi ti 1€ 5,1%. Non
va budn non chiém 87%, viém miéng 30,8%, ticu
chay 1a 38,4%, dau co 87%, rbi loan than kinh ngoai
vi 74,4%, phu ngoai vi 38,5%. Phac dd 4AC + 4T
mang lai hiéu qua cao trong diéu trj ung thu va bo
tro ¢6 hach nach duong tinh va doc tinh & mtrc do
chép nhan duoc.
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