Ddnh gid két qua héa tri bé tre phdc do AT...

DANH GIA KET QUA HOA TRI BO TRQ PHAC PO AT
CAC BENH NHAN UNG THU VU DA PHAU THUAT PATEY

Trdn Bdo Ngoc!, Lé Thi Huong?, Ngd Thi Tinh?

TOM TAT

Muc tiéu: Danh gia két qua didu tri va mét s6 yéu tb dnh hudng toi séng thém & bénh nhan ung thuw vii
da phéu thuét Patey duoc héa tri bé tro phac db AT.

Déi twong va phwong phdp nghién ctru: Diéu tra cdt ngang 55 bénh nhan, theo dsi tir 01/2011 dén
thang 12/2013. Tat ca bénh nhén duoc héa tri b tro' 6 chu ky phéc do AT.

Két qua: Boc tinh chi yéu caa didu tri la ha bach céu bach céu db 1 chiém 74,5%;, ha huyét séc t6 do 1
14 56,1%. Khéng c6 BN nao phai bd dé diéu tri do tac dung phu. Ty 1€ tai phat, di can: Ty I6 tai phat di can
sau 1 nam, 2 ndm, 3 ndm 14 3,6%, 5,4%; 3,6%. Ty lé séng thém khdng bénh sau 1 nam, 2 ndm, 3 ndm:
96,3%; 92,7%; 87,2%. Ty Ié song thém toan bé sau 1 ndm, 2 ndm, 3 ndm: 100%; 96,2%; 85,1%. Thoi gian
séng thém khéng bénh trung binh la 38,2 thang. Thoi gian séng toan bé trung binh cla cac bénh nhan
trong nghién ctu la 41,2 thang. Céc yéu té dnh hudng cé y nghia t&i két qué diéu tri bao gom: bénh nhan
giai doan Il va nhém c6 thu thé néi tiét duwong tinh.

K&t luan: Phac db AT la phéc db cé dé dung nap tét, dbc tinh thdp va hiéu qué chdp nhéan dugpec.

Tir khoa: phac dé AT, bé tro ung thu va.

ABSTRACT
EVALUATION OF AT-REGIMEN CHEMOTHERAPY EFFECTS
ON BREAST CANCER AFTER PATEY’S OPERATION
Tran Bao Ngoc', Le Thi Huong? Ngo Thi Tinh®

Objective: To assess AT-regimen chemotherapy effects on breast cancer and to identify factors associated
with breast cancer survival among patients undergoing Patey’s operation.

Materials and Methods: 55 patients were followed from January, 2011 to December, 2013. All patients were
treated with 6 cycles of AT-regimen chemotherapy. .

Results: Major adverse effects of therapy included leucopenia at level 1 (74.5%), decreased hemoglobin
level 1 (56.1%). No patients withdrew due to side-effects of therapy. Rates of recurrence or metastasis after 1
year, 2 years and 3 years were 3.6%, 5.4% and 3.6%, respectively. Survival rates without disease after 1 yea.",
2 years and 3 years were 100%, 96.2% and 85.1%, respectively. Median survival time without disease was
38.2 months, and total survival time was 41.2 months. Stage Il breast cancer and ER-positive tumors were
significantly associated with treatment outcomes.

Conclusion: AT treatment regimen is well tolerant with few adverse effects and acceptable effectiveness.

Keywords: AT regimen, breast cancer adjudant.
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I. DPAT VAN DE

Ung thu vii (UTV) la loai ung thu phd bién
nhét, 1a nguyén nhan chinh gay tir vong dbi véi phu
nir trén toan thé gidi. Tai My mdi nim c6 khoang
180.000 trudng hop mdi mic ung thu vi va khoang
44.000 truomg hop chét. Ty 1¢ mac ngay cing ting
nhung ty 1é tir vong do bénh giam & cac nude phat
trién, cho thdy viéc phat hién sém va diéu trj ngay
cang hiéu qua. Tai Viét Nam, ung thur vi cling dimg
hang déu trong nhimg loai ung thu cta phu nit. Tai
Ha Néi ty 1é nay la 29,7/100.000 dén, & thanh phd
H6 Chi Minh ty 1¢ nay 1a 19,1/100.000 déan. Co
khoang 80% cac truong hop ung thu va phat hién
duoc 1a giai doan II-11T [2].

Céc phwong phap diéu tri ung thu vit bao gbm
diéu tri tai chd (phAu thudt, xa tri) va diéu trj toan
than (hoa chat va noi tiét), viéc lya chon phuong
phap diéu trj va cach phdi hop cac phuong phap
diéu tri, dva vao giai doan bénh. T truéc nim 1980
khéng co diéu tri hoa chit b trg. Giai doan 1980-
1990 phac db c6 Cyclophophamid, Metrothexat va
5-FU duoc sir dung nhu mét phac db chi yéu diéu
tri hoa chét bé tro. Hiéu qua cta phac d6 céi thién
1 rét thoi gian sdng thém va giam ty 1¢ tai phat.
Thap nién 90 14 thap nién clia nhimg tién bd vurot
bac cua viée diéu tri héa chét. Bit dau tir nhitng thay
dbi trong phuong thirc didu tri hoa chét. Sy thanh
cong cia nhom taxanes trong diéu tri UTV di can da
dan dén su ra doi cla mot loat cac nghién ciru quy
mo 16m vé vai trd cua taxanes trong diéu tri bd trg
ung thu vu [8]. Tai Viét Nam, Nguyén Diéu Linh
ciing da nghién clru diéu tri ung thu vi giai doan II-
11 bing héa chit bd trg phac db c6 taxanes. Ca hai
nghién ciru da chi ra hiéu qua cai thién séng thém
khong bénh va giam ty 1& tai phit & nhimg bénh
nhan c6 diéu trj Paclitaxel sau 4 chu ky AC [3].

Khoa Ung buéu bénh vién tinh Bic Giang
thanh lap tir ndm 2008 v&i quy mo 60 giuong
bénh, bénh nhan ung thu v chiém ty I& rt cao.
Nhirng nam gin ddy da 4p dung diéu tri hoa chat
bd trg UTV bang cac phiac do co két hgp cua
nhém taxanes véi Anthracycline va dé danh gia
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mot cach téng thé két qua diéu tri hoa chit bd trg
ctia phac d6 nay, chung toi tién hanh nghién ctru
dé tai nay véi hai muc tiéu:

1. Pdnh gid két qua diéu tri ciia héa chit bé tro
phdc dé AT trén bénh nhan ung thw vit giai doan II,
1 da phc?u thudt Patey tai Bénh vién da khoa tinh
Bac Giang tir 2011 - 2013.

2. Phén tich mét s6 yéu té anh huong dén két qua
diéu tri b6 tro phac dé6 AT,

I. POI TUONG VA PHUONG PHAP
NGHIEN CUU

2.1. Péi twong nghién ciu:

Péi tuong nghién ciru: 55 bénh nhan ung thu v
giai doan II, Il d3 dwoc phiu thudt Patey tai khoa
Ung Budu Bénh vién da khoa tinh Bac Giang tir
01/01/2011 dén 31/12/2013.

* Tidu chudn chon bénh:

- Bénh nhan c6 chin doan xic dinh bing md
bénh hoc 14 ung thu biéu mé tuyén vi di duoc cét
bo tuyén vii triét can cai bién bién doi (phau thuat
Patey).

- Chi s toan trang Karnofsky > 70%.

- Khéng méc bénh ung thu thir hai.

- Chua didu tri bing hoa chét trude do.

- BN ¢6 chi dinh truyén héa cht.

- Bénh nhéan khéng mic cac bénh cip va min
tinh trdm trong cd nguy co tir vong trong thoi gian 6
thang, khong méc bénh ung thu nao khac.

- Chirc ning tiy xwong con tbt: cic dong té bao
mau ngoai vi trong gidi han binh thuong (bach ciu
hat >2000/ml, tiéu cau >100.000/ml).

- Chirc ning gan thin con tét: Bilirubin toan phan
< 2,5 lan gi6i han binh thudng, Ure huyét < 10,9 mmol/l
Creatinin < 1,5 l4n giéi han trén binh thudng.

- Cac bénh nhan dugc giai thich k¥ cang, tu
nguyén tham gia nghién ctru va hoan thanh liéu
trinh diéu tri.

- Piéu trj du 6 dot hoa chit bd tro phac db AT.

- C6 hd so luu trix dy du.

- Bénh nhin dugc tai kham dinh ky hodc co
thong tin tra 1o1 tir bénh nhan va gia dinh qua dién
thoai hodc g thu.
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* Tiéu chuan loai trir:

- Khi khéng dat 1 trong c4c tiéu chuan trén.

2.2. Phwong phap nghién ciru

2.2.1. Thiét ké nghién ciu: Mo ta két qua can
thiép 1am sang khéng dbi chimg c6 theo ddi doc.

2.2.2. Tién hanh diéu tri va theo doi

- Didu trj theo phé duyét cia phac do trj tai sach
diéu tri ndi khoa ung thu nim 2010, phac dd AT

bao gbm: .
Palitaxel 175mg/m*> | TM | Ngay 1
Doxorubicin | 60mg/m*> | TM | Ngay |
(Chu ky 21 ngay x 6 chu ki)

Céch tién hanh: theo hudng din pha truyén hoa
chit thong thudng.

Trude mdi dot didu tri BN s& dwoc kham lai dé
danh gia 1am sang, can lam sang, dap img vai diéu
trj dé c6 thé diéu chinh liéu thudc cho thich hop.

Xir tri céc tinh hudng gip phai trong qué trinh
diéu tri s& duoc xur tri kip thoi va chi truyén hoa chit
tiép khi cac chi sb trér v& mirc dd cho phép.

. - Theo di danh gia doc tinh cua phac db theo
tiéu chuan ctia CTCAE 3.0.

IIL. KET QUA NGHIEN CUU
3.1. Két qua diéu tri

Didnh gid két qua héa tri b6 tro phdc do AT...

- Céc thoi diém danh gia: Trude va sau mdi dot
didu tri, sau 3 dot va 6 dot danh gia lai tong thé.

- Két qua xa: danh gia thoi gian sbng thém toan
b, séng thém khong bénh sau 6 thang, 12 thang, 24
théang va 36 thang dua vao két qua nhitng 1an kham
lai bénh nhan hodc giri thu thim do vé tinh trang
bénh nhéan con séng hay da chét/hodc tai phat tai
chd, tai ving, di cin xa.

- Théi gian séng thém dwgc xac dinh cin cir theo
ngdy vao vién, ngay co thong tin cudi cing, ngiy
chét cuia bénh nhén.

- Qua theo ddi tim hidu mot s6 yéu td lién quan
dén thoi gian séng thém nhu: Nhém tudi; Giai doan
bénh; Thu thé ndi tiét Er, Pr; Mic d6 boc 10 Her2/
neu. Phén tich thoi gian séng thém toan bd theo
Kaplan-Meier.

2.3. Xir 1y s6 liéu

Két qua nghién ctru duge xir Iy theo phin mém
SPSS 16.0.

2.4. Vin dé dao dirc trong nghién ciru

- Nghién ciru duoc tién hanh véi su tu nguyén
tham gia cta bénh nhin. Cac théng tin va s lidu
nghién ctru ctia bénh nhén dugc gilr bi mat.

Bang 1. Dac diém bénh nhén

Tubi Trung binh 49,6 (24-72 tudi)
Con kinh 30 54,5%
Giai doan II 31 56,4%
Giai doan III 24 43,6%
ER, PR (+) 30 54,5%
Her2/neu (+) 30 54,5%
*Péc tinh
Bing 2. Péc tinh véi dong bach cau
Ddc tinh b0 b1 bo2 b6 3 bo 4
Ck hoa tri
Chu ky 1 55 0 0 0 0
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Chu ky 2 53 2 0 0 0
Chuky 3 45 9 1 0 0
Chu ky 4 38 9 8 0 0
Chuky 5 36 10 9 0 0
Chuky 6 37 11 5 2 0

Bang 3.Déc tinh voi dong héng cau

Poe tinh bs6 0 Po1 Ps2 P63 bo 4

Ck hoa tri

Chu ky 1 55 0 0 0 0
Chu ky 2 55 0 0 0 0
Chuky 3 52 3 0 0 0
Chuky 4 48 7 0 0 0
Chu ky 5 44 8 3 0 0
Chu ky 6 45 8 1 1 0

* Thoi gian song thém
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Thei glan theo dal (thang) Thei glan thee déi (thing)
Biéu do 1. Song thém toan bo Biéu dé 2. Séng thém khong bénh
Thai gian theo ddi trung binh 24,6 thing (9.6 = Thi gian theo ddi trung binh 23,7 thang ¢ 7
42,9 thang) c6 2 BN tur vong. BN tir vong hoic tai phat/di can.
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Danh gid két qud héa tri bo tro phéc do AT...

3.3. Phan tich mdt s6 yéu t6 dnh hwéng téi
théi gian song thém khong bénh
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ol 31 BN giai doan II c6 thoi gian sdng thém khéng
Nhom BN < 50 tudi co thoi gian séng thém  bénh trung binh 13 41,9 thang; 24 BN giai doan III
khong bénh trung binh 36 thang, nhom trén 50 tuéi  thoi gian nay 1 29,6 thang.

thoi gian wde tinh 1a 40,2 thang. Bic tu do 8,338, x> = 0,004 (c6 ¥ nghia théng
Bic tu do 1,026, y* = 0,311 (khéng cé y nghia  ké).
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Biéu d6 4. Song thém khéng bénh theo tinh

o WBdmene Biéu do6 6. Song thém khdng bénh theo béc 1o

Her2/neu
29 BN Her2/neu duong tinh co thoi gian
séng thém khéng bénh trung binh 14 41,9 thang;
26 BN Her2/neu am tinh thoi gian nay 1a 34,3
thang.
Béc tu do 3,97, ¥2 = 0,046 (c6 y nghia théng ké).

Nhom BN con kinh cé thoi gian séng thém
khong bénh trung binh 37,2 thang, nhém BN méin
kinh théi gian ude tinh 1a 39 thang.

Bac tu do 0,222, ¥* = 0,637 (khong c6 y nghia
thong ké).
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Biéu do 7. Séng thém khong bénh theo biéu hién
thu thé néi tiét ER, PR
29 BN thu thé néi tiét duong tinh c6 thoi gian
song thém khéng bénh trung binh 13 41,9 thang; 26
BN Her2/neu 4m tinh théi gian nay la 34,3 thang.
Bic tw do 3,97, y* = 0,046 (c6 ¥ nghia thong k).

IV. BAN LUAN

4.1. Két qua diéu tri

Déi véi ung thu vii, bénh it gip ¢ tudi dudi 30.
Thuong gap & nguoi gia vi tudi cang cao, nguy co
mic bénh cang cao. Nhitng ndm gan day xu huéng
mic UTV ngay cang tré hoa. Day ciing la mjt trong
nhitng yéu tb tién lwong khong tt cho bénh nhan.
UTV thudong biéu hién nhiéu tir 46 tudi trung
nién [2]. Trong nghién ciru cua chung t6i, d6 tudi
trung binh 12 49,6, hay gap nhét la tir 41- 50. Nhu
viy, bénh co thé xudt hién tir trude do mot thoi gian
nhung bénh nhan khong quan tam dén khdm va phat
hién bénh. So véi céc nude phat trién c6 thé néi tudi
mic bénh trung binh & phu nir Viét Nam tré hon.

Bén canh tac dung tiéu diét té bao ung thu cua
hoé chét, thude cling anh hudng nhét dinh dén cac
té bao lanh, dic biét la cac té bao lanh phan chia
nhanh nhu tuy xwong, niém mac dudng tiéu hoa...
Tuy nhién, cac t& bao lanh c6 kha ning phuc héi tét
hon té bao ung thu. Trong cac té bao mau ngoai vi,
diing bach cau, dic biét 1a diing da nhan trung tinh la
hay bi anh hudng nhat bai cac thude hod chat. Ngay
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nay, nhd cic tién bé trong ghép té bao gbc tao mau,
cac san phém kich thich ting bach cau hat, cac loai
khang sinh mdi, suy tuy cling khong 1a tré ngai lon
ddi véi diéu tri hod chat.

Trong nghién ctru cia Nguyén Diéu Linh [3] ty
1& ha bach ciu & nhom TAC 1a 64,6% so véi 41,3%
& nhém AC. Ha bach ciu trung tinh la 38,7% &
nhém TAC va 12,7% & phac do AC. Ty 18 ha do 3
va 4 & nhom TAC 1a 13% . Nghién ciru cua ching
toi ty 16 ha bach cau do 1 1a 74,5%, d6 2 1a 41,8%,
do 3 1a 3,6%. Nhu vay ty 1¢ ha BC do 3 va 4 trong
nghién ciru cta chang t6i thip hon trong nghién ciru
ctia Nguyén Diéu Linh, ha bach cu do 1 gip nhiéu
hon, d6 2 thi két qua tuong duong. Ha bach cu do
4 khong gap trudng hop nao. Mot phan tich da trung
tam vé& viéc sir dung cac thube kich thich tang bach
cau khi diéu tri TAC cho théy ty 1¢ giam bach cau
c6 sdt néi chung da giam tir 39,5% xudng 22,4 % va
cho phép bénh nhan dung nap hoa chét tét hon, lidu
trinh diéu trj khong bi gian doan giita cac chu ki do
tac dung ha bach ciu. Chii dong dung thudc giam
bach cau trong nghién ctru clia chiing t6i gitip bénh
nhan khong phai ngét quing diéu tri va cac tac dung
phu déu dugc kiém soat.

T4t ca cac BN cua chung t6i sau khi ra vién
duoc theo ddi dinh ky qua cac lan kham lai tai
vién. Thoi gian theo doi trung binh dbi véi cac BN
1a 23,7 thang. Theo két qua nghién ciru, ty 1¢ séng
thém khong bénh sau 2 nam dat 96,3%, sau 3 nam
87,2%. Thoi gian song thém khong bénh trung
binh cua BN trong nghién ctru udc tinh la 38,2
thang. Thoi gian song toan b trung binh cua cac
bénh nhan trong nghién ciu la 41,2 thang, trong
d6 thai gian séng toan bd sau 2 nam dat 96,2%, 3
nam la 85,5%.

Két qua ching t0i trinh bay & trén chi 1 két qua
buéec dau voi c& miu khong 16m va thoi gian theo
doi chura du dai, tat ca cac BN ¢ trén s& tiép tuc duogc
theo doi tiép, hy vong khi d6 ching tdi s& c6 nhing
b4o céo diy di hon vé&i ¢& méau 16n hon.

4.2. Mot sé yéu td lién quan dén két qua
didu tri

Trong nghién ciru cta chang ti do tudi trén 50
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c6 thoi gian séng thém dai hon so véi do tudi dudi
50 tudi. Thoi gian séng thém BN duéi 50 tudi 1a
36 thang, nhom trén 50 tudi 1a 40,2 thang. Tudi tré
12 mot yéu t tién luong x4u trong ung thur vi. Rit
nhiéu huéng dan thuc hanh da khuyén c4o rang BN
tré tudi can diéu tri héa chat dy phong.

Tinh trang kinh nguyét ciia BN trong nghién ciru
khong anh hudng t6i thoi gian song thém. Nhimg
BN di mén kinh co thoi gian song khong bénh
twong duong véi cac BN chua min kinh. Nhiéu
nghién ctru cho thiy, phu nit bi UTV khi & tudi tré
¢0 tién lugng chung kém hon. Tuy vay cac nghién
ctru vé diéu tri hoa chit bd tro, cac BN tré hon co6
nhiéu loi ich hon khi diéu tri phac dd co taxane. Miit
khéac, cac BN mén kinh co nhiéu kha ning co thu
thé noi tiét duong tinh ma trong cac phan tich da
thir nghiém cho thiy cac trudng hop c6 thy thé noi
tiét duong tinh thudng c6 loi ich thip hon khi thém
paclitaxel vao phac d6 bé trg. '

Két qua nghién ciru ciia chung t6i cho thay co sy
khac biét rat cé ¥ nghia giita GD II va ITI. Thai gian
séng thém khong bénh trung binh ciia cac BN giai
doan II 14 63,6 thang, giai doan I11 12 52,1 thang. Su
khéc biét co ¥ nghia thong ké (log rank, p=0,031).
Pdng thoi, khi khao sat thoi gian séng toan bd cho
thiy thoi gian sdng toan b trung binh ciia cic bénh
nhin ¢ giai doan II 12 68,8 thang, giai doan III 1a
57,2 thang, su khac biét c6 ¥ nghia thong ké (log
rank, p=0,002).

Céc thu thé ndi tiét 13 cdc dau 4n quan trong nhét
trong UTV, viéc xac dinh cac thu thé nay khong
nhitng c6 gia tri vé mt tién lugng ma con gitp cho
cac nha 1am sang dua ra dugce ké hoach diéu tri cu
thé trén timg bénh nhan. Theo nhiéu nghién cir,
cac trudng hop c6 thy thé estrogen dirong tinh ty 1
dép (mg véi didu tri ndi tiét 14 60% va tién lugng t6t
hon so voi cac truong hop co thu thé estrogen 4m
“tinh. Néu ca hai thy thé estrogen va progesteron déu

Dinh gid két qud héa tri b tro phdc do AT...

duong tinh thi ty 1é dap Gmg va&i liéu phap ndi tiét 1én
t6i 85% va 1a nhém c6 tién lugng tét nhit [4], [6].
Trong nghién ciru nay, do s lugng BN con it, ching
to1 phén tich gdp lai cac tI:Lrérng hop thy thé duong
tinh so v6i cac truomg hop thu thé 4m tinh. Két qua
cho thiy, cac trudng hop c6 thu thé noi tiét duong
tinh c6 thoi gian song thém khong bénh cao hon c6
¥ nghfa théng ké so vdi cac trudng hop thu thé am
tinh (p=0,048).

V. KET LUAN

1. Két qua diéu tri:

- Poc tinh chi yéu cia diéu tri: ha bach cau chu
yéu ha bach ciu dd 1 chiém 74,5%; ha huyét sic td
56,1% do 1 47,2%.

- Khong c6 BN nao phai bo dé diéu tri do tac
dung phu.

- Ty 1€ tai phat, di can: Ty 1€ tai phét di cdn sau 1
ndm, 2 nim, 3 nim la 3,6%; 5,4%; 3,6%.

-Ty 1€ séng thém khdng bénh sau 1 nim, 2 nim,
3 ndm: 96,3%; 92,7%; 87,2%.

- Ty 1& séng thém toan bé sau 1 nim, 2 nim, 3
nam: 100%; 96,2%; 85,1%.

- Théi gian séng thém khong bénh trung binh 13
38,2 thang. .

- Thoi gian song toan b trung binh cia cac bénh
nhin trong nghién ciru 14 41,2 thang.

2. Céc yéu td anh huong téi két qua diéu tri
bao gﬁm:

- Giai doan bénh: Thoi gian song thém khong
bénh trung binh cha cac bénh nhéin giai doan II 1a
41,9 thang, giai doan III 12 30,3 thang. Sy khac biét
¢6 y nghia thong ké.

- Tinh trang thu thé ndi tiét: Thoi gian sdng thém
khéng bénh trung binh ciia nhom c6 thu thé ndi
tiét 4m tinh 1a 34,3 thang, nhom c6 thu thé noi tiét
duong tinh la 41 ,9 thang voi su khac biét co y nghia
théng ké.
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