~ NGHIEN CUU TAC DUNG KHONG MONG MUGN
CUA PHUONG PHAP BIEU TRI B3 TRO BANG CAT BUGNG TRUNG
VA TAMOXIFEN CHO BENH NHAN UNG THU VU TIEN MAN KINH
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TOM TAT

DPanh gia cac tac dung khéng mong mudn cla
phuong phap diéu tri b6 trg bang cat budng trimg va
tamoxifen cho 482 bénh nhén ung thu vua giai doan Il
va llIA dugc thuc hién théng qua mét thir nghiém 1am
sang ngéu nhién pha 3. Két qué cla nghién ctiu cho
thdy: Con nong xuét hién chi yéu & Nhém A (nhém
diéu tri b6 trg), voi do 1 la 33,1% va dé 2 la 42,3%, 6

TRAN VAN THUAN, RICHARD R. LOVE va CS

Nhoém B con néng xuét hién khéng dang k€ chi co
8,2% d¢ 1va 1,2% do 2. Cuong dé nong va ra mé héi
thudng thdy hon & bénh nhan nhom A, hiém thdy xuét
hién & nhém B (chi c6 9,5% c6 cam giac &m va ra mé
héi); T7 1é chdy dich 4m dao hiém g&p hon & nhoém
bénh nhén dugc diéu tri b6 trg bang cat bubng tring
va tamoxifen chi ¢6 6,7% 6 d6 1; 2,9% & do 2 va
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4,6% & muc do nang chdy dich &m dao hang ngay;
trong s6 bénh nhdn nhém A 8,4% co triéu chimg
ngtra bd phén sinh duc so véi tf 1& nay c6 & 2,4%
bénh nhan nhém B.

Ttr cac két qua trén cho phép di dén két luan: Cac
tac dung khéng mong muén chi yéu xuét hién la cac
tridu chung vé van mach (con néng toan than va ra
mé hoi), t 1é xuét hién cao hon c6 y nghia & nhom
dugc diéu tri so véi nhém ching (77,5% so vdi 9,3%).
Céc triéu chung nay xuét hién tuong déi phé bién va
tén tai trong thdi gian tuong doéi lau (hon 3 nam)
nhung phén 16n & mic dé nhe (74,8% & d6 1, 1) va ¢o
xu huéng gidm dén theo thoi gian. Tac dung phu nay
& murc chap nhan dugc cho viéc 4p dung diéu tri.

Tir khod: cat budng trimg, tamoxifen, ung thu va.

SUMMARY

Assesment of side effects of hormonal therapy by
bilateral oophorectomy plus tamoxifen for 482
operable breast cancer patients was performed within
the framwork of phase 3 randomized clinical trial. The
results were as follow: hot flashes and appeared
mainly in group A (adjuvant arm), 33.1% in grade |,
42.3% in grade I, this rates are 8.2% and 1.2%,
respectively in group B (control arm), there was
statistically significant difference between two groups;
severities of hot flashes and sweeting was more
frequent in group A than group B (74% and 9.5%,
respectively, statistically  significant difference);
Vaginal discharge was statistically  significant
difference between group A and group B 14.2%
versus 5.3%; there was also statistically significant
difference between group A and group B in the term
of pruritus vulvae, 8.4% and 2.4%, respectively.

In conclusion, hot flashes and sweeting were
predominant in term of side effect of hormonal
therapy by bilateral oophorectomy plus tamoxifen,
this signs presented for a long time, but in almost
patients, this signs were mild and acceptable.

Keywords: tamoxifen, breast cancer.

DAT VAN BE

Ung thu vi (UTV) l1a mét trong nhiing ung thu phd
bi€n nhat & nhiéu nuGc trén thé gidi, 1a nguyén nhan
chinh gay tl&r vong & nii. Tai My nam 2002 c6 182.000
trusng hop méi méc UTV chiém 30% trong téng s6
cac loai ung thu. Tai Viét Nam theo ghi nhan ung thu
& Ha Noi 1998, ti 1é méc UTV chuén theo tudi 1a 20,3
/ 100.000 dan ding dau trong cac loai ung thu & ni.
Tai thanh phd H& Chi Minh ti I& nay 14 17,1 / 100.000
dan diing hang th( 2 sau ung thu c6 t& cung. Ung thu
v |a can bénh ung thu chiu anh hudng clia ndi tiét té
budng trimg, mdt s6 nghién clu & cac nudc Phuong
Tay cho thay diéu tri bé trg cho bénh nhan UTV tién
man kinh bang cat budng tring (bang tia xa hoac
phau thuat) déu kéo dai dudc thai gian séng thém cho
bénh nhan va dung Tamoxifen sau diéu tri phau thuat
cho thay gidm dudc dang ké ti 1& tai phat, di can va
duy tri dugc ti trong cla xuong cling nhu tang thém
thai gian séng clia ngudi bénh. Tuy nhién cling c6
nhimg ghi nhan cho thdy phuong phap diéu tri ni tiét
cling thudng kém theo nhiing tadc dung khéng mong

muéh c6 thé anh hudng dén siic khoé ngudi bénh.
Chinh vi vay, ching toi tién hanh dé tai nay nham
muc dich: Danh gid cac tac dung phu clia phuong
phap diéu tri bd trg bang cit budng tring va
tamoxi’fen trén bénh nhan ung thu vu con kinh nguyét.

DPOI TUGNG VA PHUONG PHAP NGHIEN c(U

Dai tugng la nhing bénh nhan nlt méc ung thu va
con kinh nguyét dudc diéu tri bang cat tuyén va triét
can blen dsi va cét buong tring hal bén; bénh nhan
dugc khang dinh chan doan bang giai phau bénh ly 1&
ung thu vi loai xam 1an & giai doan I, Il (T12 N012
Mo); khong ¢ ung thu va ddi bén, khong mac cac
bénh nang khac. Loai trir cac déi tugng sau: bénh nhan
da dugc phau thuat ct tuyén va qua 10 tuan tinh t6i
thai diém du dinh dua vao nghién ciiu; bénh nhan dugc
chdn doan bang giai phau bénh Iy & giai doan TN,
hoac T,; c6 di c&n phdi, xuong, hé théng than kinh
trung uong; bénh nhan c6 thai; bénh nhan c6 chiic
nang gan khong binh thudng qua xét nghiém mau (xét
nghiém dugc lam trudc 10 tudn dua vao nghién ciu);
bénh nhan c6 ham lugng canxi huyét bat thudng (dudc
lam truc 10 tudn dua vao nghién cu); phim chup X-
quang l6ng nguc cla bénh nhan béat thudng (dugc lam
tru6c 10 tuan khi dua vao nghién cu); bénh nhan bo
dd trong qua trinh theo di. Lua chon dudc 482 bénh
nhan dd cac tiéu chudn dé dua vao nghién cdu.

Cé4c bénh nhan dd tiéu chuén lua chon dugdc ghi
nhan dady dd vé tén, tudi, noi nghién cGu, s6 hé so
bénh an. Bénh nhan dudc bat tham ngau nhién dé
chia lam 2 nhém: Nhém A dudc diéu tri b8 trg bing
cét budng triing két hop véi tamoxifen sau khi cat
tuyén vi; Nhém B theo déi don thudn sau khi cat
tuyén vu, khi c6 tai phat dugc cat budng triing va
dung tamoxifen. Cach ding thuéc: Tamoxifen 10mg,
udng ngay 2 vién, dung b4t dau sau 7 ngay cat buong
tring. Bénh nhan cé hai nhém dugc duy tri theo ché
d6 diéu tri trong vong 5 nam hodac t6i khi tai phat hodc
bénh tién trién. Bénh nhan & nhém B khi co tai phat
hodc bénh tién trién, dudc chuyén sang dung
tamoxifen két hop véi cat budng trimg.

Panh gia tac dung khéng mong muén: cac bénh
nhan dudc ghi nhan theo mau qua cac Ian kham dinh
ky vé cb hay khéng céc triéu chiing: phu, budn nén,
nga bd phan sinh duc, mdc dd va tan sé con néng
toan than, chdy mau am dao, chan an, suy nhugc.
Né&u xudt hién doc tinh & d6 3 hodc 4, bénh nhan
dudc dimng thudc tamoxifen.

S6 liéu dudc xUr ly theo chuang trinh EPI-INFO va
Stata

KET QUA

Bang 1: Tan s6 con nong xuét hién trong 12 thang
dau.
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Ng?\lm P00 | Po1 | Po2 | Po3 | Po4 | p
, 20 | 20 ]
Nnom B | oo | @) | 30290 O | 0 -
Noma |5 79 [ 100 | 1 e
(22.6%) | (33,1%) | (42:3%) |(04%) | (1,7%)
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D6 0: Khéng cbé con néng; B6 1: 1-2 con nong/
ngay; Do 2: 3-5 con néng/ ngay; D6 3: 6-9 con néng/
ngay; D6 4: >= 10 con néng/ ngay

Hinh 1: D6 thi lién quan giifa tan sd néng vdi ti 18 xuat hién &
bénh nhan hai nhém

60 -

40

T 16 xuét hn

20

o - . e

Do 4

o o 0o 1 Do 2 Do 3

Tan sS ndng

Con nong xuét hién chl yéu & Nhém A, do 1, 2;
Nhém B con néng xuét hién khéng dang ké chi c6
8,2% dd6 1 va 1,2% dd 2. Trén dudng cong biéu thi
tan s6 néng xuét hién & bénh nhan 2 nhém, dinh cao
nhat cia Nhém A & d6 2 dat 42,3%, trong khi 8 Nhém
B dinh cao nhéat & d6 0 (90,5%).

Bang 2. Cudng dd néng va ra mod héi (trong 12

thang dau)
Ngon Po0 | Bo1 | Po2 | o3 | Bo4 | p
, 220 22 . ) )
Nnom B | o0 g0 | (010 | 1(04%) [00%) | 0(0% -
Nomal 5 138 | M 2 | 4 Y
(22.6%) | (67,7%) | (17.1%) | (0.8%) | (1,7%)

D6 0: Khdng noéng va khéng ra mé héi; Do 1: Cam
giac am; Do 2: Ra md hoi; D6 3: Ra md hoéi &m quan
40; D6 4: Ra md héi ut quan 4o.

Ciing nhu tan s8 néng, cudng dd ndng va ra mo
héi thudng thdy hon & bénh nhan nhém A, hiém thay
xuét hién & nhém B (chi ¢ 9,5% ¢6 cam giac &m va
ra md héi). Su khac biét gilta hai nhém cé y nghia
théng ké vai p = 0,001.

Bang 3. Triéu chiing chay dich am dao (trong 12

thang dau):
Nhém BN Do o0 Do 1 Do 2 Do 3 p
Nhom B_| 230 (94,7%) | 8 (3.3%) | 3 (1.2%) [ 2 (0.8%) | o1
Nhom A | 205 (88,8%) [16 (6,7%)| 7 (2,9%) |11 (4,6%)]

Do 0: Khéng cb chay dich am dao.
D6 1: Chay dich am dao < 1 1an/ tuan
D6 2: Chay dich am dao > 1 1an/ tuan.
Do 3: Chay dich am dao hang ngay
Hinh 2: D thi biéu thi triéu chiing chay dich 4m dao & bénh
nhan hai nhém

80 -

60 -

Ty Ié xut hién

40

20 -

So V4i triéu chiing ndng va ra md héi, ti 1& chay
dich am dao hiém gap hon & nhém bénh nhan duoc
diéu tri b6 trg bang cat budng triing va tamoxifen chi
6 6,7% & d6 1; 2,9% & dd 2 va 4,6% & mic d nang
chay dich am dao hang ngay.

Bang 4: Triéu chimg ngdra bé phéan sinh duc (trong
12 thang dau)

Nhom BN D60 Do 1 D6 2 D
Nnom B | 237 (97.5%) | 2(0,8%) | 4(1.6%) | o0,
NhomA | 219 (91,6%) | 12(5,0%) | 8(34%) |

D6 0: Khong cb triéu ch(mg ngla; D6 1: Ngla bd
phan sinh duc & mic d6 ¢6 thé chiu dung dudc; D6 2:
Ng(a bd phan sinh duc thudng xuyén gay kho chiu

Hinh 3. D6 thi biéu dién triéu chimg ngira b phan sinh
duc(trong 12 thang dau)

60 -

40

Ty 1é xuét hién

20 +

D63 Do 4

Muc do

Do0 o1 D62

8,4% trong s6 bénh nhan nhém A ¢b triéu ching
ngla bd phan sinh duc so v6i i 1& nay ¢6 6 2,4%
bénh nhan nhém B. Su khac biét gitra hai nhém c6 y
nghia thong ké véi p = 0,02

Tan sé con nong theo déi trong 3 nam & bénh
nhén 2 nhom

Trong nhém diéu tri b8 trg bang cat budng tring
va Tamoxifen can néng xuét hién chl yéu 6 12 thang
dau 6 do 1 va dod 2 c¢6 xu hudng gidm dan theo thoi
gian. So v6i nhém A, con néng it xuat hién hon rat
nhiéu, c6 xu hudng rai rac & cac nam. Su khéac biét vé
tan s6 con néng xuat hién & hai nhém trong cac nam thi
1, 2, 3 ¢b y nghia théng ké vai p < 0,05.

Mt dé con nong theo déi trong 3 nam ¢ bénh
nhén 2 nhom

Con néng xuét hién & c& bénh nhan 2 nhém,
nhiéu nhat & mic dd cdm giac &m va ra md héi, &
nhém A con nong xudt hién c6 xu hudng gidm dan
theo thai gian tir nam th{ nhat dén nam tha 3, nhém
B xuat hién it hon va rai rac trong cac nam thr 1,2,3.
Su khéc biét vé miic dd con néng nhin chung (tr thai
diém 24 thang) cé y nghia théng ké véi p < 0,05.

Hinh 4: D4 thi lién quan gilta xuat hién triéu chiing phu
va thai gian

80

Ty 18 % bénh nhan
con trigu ching phy

S& bénh nhan dugc danh gia
455 412 347 283 237 186 131
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BAN LUAN

Theo nhém hop tac quéc té vé nghién ciu diéu tri
b6 trg ung thu va giai doan sém (EBCTCG - The early
breast cancer trialists collaborative group) ®” cho biét
tac dung phu xudt hién trén ngudi bénh dugc diéu tri
bé trg bang Tamoxifen thusng nhe va hiém khi doi hoi
phai ngting diéu tri. & nhom benh nhan dugc dung
Nolvadex c 4 bénh nhan thi c6 mét trudng hop xuat
h|en budn nén va / hoic non. Day la tac dung phu
pho bién nhat chlem 25%. Mot sé triéu chng khac it
gap hon bao gbm chéay mau am dao chay dich am
dao, réi loan kinh nguyét, ndi man & da. Tuy nh|en
mic do xuat hién thudng & mic g|0| han van c6 thé
ti€p tuc duy tri diéu tri ma khéng can phai gidm liéu
ho&c ngét quang tién trinh diéu tri. Phu va hoi ching
Stevens-Johnson c6 gap nhung v6i ti 1& rat nho &2,

Qua xét nghiém mau doi khi xuét hién lugng canxi
huyét cao. Nolvadex ciing lam thay déi lugng men
gan, chuc néang than, mét s6 hlem céc truong hop tén
thuong nang té bao gan bao gém gan thoai héa ma,
viém gan va hoai tir t€ bao gan. Tuy nhién & hau hét
cac nghién clu su lién quan gilta Tamoxifen va céac
triéu chiing trén déu khong chac chén va khéng cb y
nghia thong ké.

Theo Jubani U Maenpha, tac dung phu cla
Tamoxifen cé the chia lam hai mic d6 pho bién va
hiém gap bao gém cac triéu chiing dudi day:

Céc tac dung phu da dugc chimg minh & bénh
nhan dang Tamoxifen

Cac tac dung phu phé bién (t7 1é xuét hién tir 10-
35%):Con nong bong, buon noén, ndn, chay dich am
dao, chdy mau am dao, rdi Ioan kinh nguyét

Céc téc dung phu hiém gap (< 10%)

Tang CanX| huyét, & nudc then, viém than k|nh thi
glac thay dsi men gan, gan mg, viém gan, gidm tiéu
cau, xuat huyet huyét khéi, u nang buong triing, tao
bén, ho, mét mdi, rung téc, dau dau, séy thai

Theo dodi dung Tamoxifen trong thdi gian lau dai,
mot s6 nghién clu cho thdy tang ti 1& mac ung thu noi
mac t& cung ®%¥ hodc ung thu gan, dic biét
Tamoxifen da duoc chng minh gay ung thu gan trén
chuot @, Tuy nhlen ngoai cac tac dung phu khong
mong muéh ké trén Tamoxifen da dudc chu’ng minh
phan nao cé tac dung trong duy tri ti trong clia xuong
va gidm nguy co mac mdt s8 bénh vé tim mach &',

Triéu chiing chay dich am dao ¢6 6 13,2% trudng
hop so véi 5,3% & nhém ching (p = 0,001) so Vi
NSABP va Valerie (29%) ti 1& nay thdp hon so vGi
diéu tri b8 trg bang Tamoxifen don thudn, su khac
biét nay mét phan dudc gidi thich do dich tiét am dao
bi &nh hudng béi hoat ddng ndi tiét clia budng tring.

8,4% bénh nhan nhém A thdy c6 ngla bd phan
sinh duc trong 12 thang dau cao hon so véi nhém
ching (2,4%) so véi mot s tac gid khac ti 18 xuét
hién triéu chdng nay cao han, ma theo chung t6i do
phan 16n bénh nhéan la phu nif néng thon va / hodc
trinh d6 hoc van chua dugc cao (48,7% 4 trinh d6 tleu
hoc, 30,2% & trinh ds phd théng co so) nény thiic vé
vé sinh sinh duc khong dudc cao, phan nao l1an véi
triéu chiing nglra do viém nhiém dudng sinh duc.

Theo ddi trong thdi gian 3 nam, cac triéu chimg vé
van mach van con ton tai tuy nhién véi sé luong it dan
va mic d6 ngay cang nhe. Khéng cé bénh nhan nao
phai ngimng hogc giam liéu thudc trong qué trinh diéu
tri. K&t qua nay cho phép néu hiéu qua diéu tri bang
cat buong trUng va Tamoxifen di méc c6 y nghla co
thé tlen hanh ap dung réng rai phuong phap nay.

KET LUAN

Nghién cliu cac tac dung khong mong muén cla
phuong phap diéu tri bs trg bang cét bubng trimg va
tamoxifen cho phép di dén két luan sau: Cac tac dung
khéng mong muén chi yéu xuat hién la cac triéu
chCrng vé van mach (con néng toan than va ra mo
h6i), ti 18 xuat hién cao hon cé y nghia 8 nhém dugc
diéu tri so vdi nhém ching (77,5% so VOI 9,3%). Cac
triéu chUng nay xuat hién tuong déi phd bién va tén
tai trong thoi gian tuong déi lau (hOn 3 nam) nhu’ng
phan 16n & mlc dd nhe (74,8% & d6 1, 1) va cb Xu
huéng glam dan theo thai glan Tac dung phu nay &
mic chap nhan dugc cho viéc ap dung diéu tri.
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