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TOM TAT

Dat van dé: Ung thw vu ngay nay la mét trong nhitng bénh ung thw ding hang dau & niv gioi. Viéc
diéu tri ung thw v can phdi hop da mé thire gém phau thuét, héa tri, xa tri, hormon tri liéu, liéu phdp nhdm
trung dich, mién dich tri liéu. Ké hoach diéu tri ngay cang mang tinh cé thé héa, nhét la khi lia chon héa tri,
hormon tri liéu va liéu phép tring dich. Ngudi ta thuong lwa chon chién luoc diéu tri chd yéu dua vao trang
thai hormon, va Her-2 cda khéi budu. Céc dau &n hormon, Her-2 trén té chirc téi phét hay tién trién di cén
c6 thé thay déi so tén thuong nguyén phét , do vay can dua vao trang thai thu thé cta tén thuong méi dé
c6 chon lya diéu tri thich hop. C6 nhiéu nghién ctru chi ra cé sw thay déi nay va cén sinh thiét tai tén thuong
tién trién di cdn hay tai phéat. Tuy nhién van cé nhitng nghién ctru cé két quéd khéc nhau va déc biét cac
nghién ctru vé véan dé nay & Viét Nam van con han ché, do dé chung téi tién hanh dé tai nay véi muc tiéu:

Mé ta déc diém Iam sang va cén Idm sang bénh ung thuw vi (UTV) téi phét, tién trién di cdn va danh gia
sw chuyén déi trang théi ER, PR, Her-2 & bénh nhan UTV tai phat, di cdn so véi u ban dau.

Déi twong va phuwong phap nghién ctru: nghién ctru thuén tap mé ta hoi ciru trén 36 BN UTV duoc diéu
tri triét c&n nay nhap vién vi tai phét, di can tir 5/2015 dén 12/2016 tai Trung tdm Ung budu Bénh vién Trung
wong Hué.

Két qua: Thoi gian tai phét, tién trién di cadn trung binh la 28 thang. Trong toan bé nghién ciru cé 20
trvong hop di cdn 1 co quan chiém ty 16 55.56%, 2 co quan chiém ty Ié 16.67%, 3 co quan chiém ty 1é
22.22%.Vij tri tai phét di cdn thuong gép nhét theo thir tw 1&n lwot la xwong, hach nach, phéi, gan, hach
thuong don. Ghi nhan cé 11/14 chiém 78.57 truong hop cé sw chuyén déi trang théi ER, PR, HER-2 giira
ung thw vii nguyén phét va ung thw va tai phat, tién trién di can.

Két luan: Vi tri téi phat di can thuong gép nhét theo thir tw Ian luot la xuwong, hach néch, phéi, gan, hach
thurong don. Ghi nhén c6 11/14 truong hop chuyén déi trang thai ER, PR, HER-2 gitra ung thw vi nguyén
phat va ung thw va tai phat.

Ttr khéa: ung thuw vu tai phét, tai phat, tién trién di cdn, héa mé mién dich, bat déng thu thé ER, PR va
Her-2, chuyén déi thu thé
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Background: Breast cancer is now the leading cancer in females. Treatment of breast cancer requires
multimodalities with combination of surgery, chemotherapy, radiation and hormonotherapy and targeted
therapy. The treatment is now personalized, especially in selecting chemotherapy, hormonotherapy and
targeted therapy due to hormonal and Her-2 status. Hormonal receptors and her-2 status of the recurrent
or metastatic lesions can be conversed in comparision with primary tumors and the new treatment should
be adapted to this changes. Many studies proved this conversion and rebiopsy of recurrent or metastatic
lesions was needed. However there were some studies did not reveal this finding. This problem has
not been mentioned clearly in Vietnam. So we carried out this study with aims: To describe clinical and
subclinical features of recurrent breast cancer and to evaluate the conversion of ER, PR and Her-2 status
of the recurrent/ metastatic lesions compared to primary sites.

Subjects and methods: a descriptive retrospective cohort study on 36 breast cancer patients got
curative treatment hospitalized because of recurrence or metastatic progression, from may 2015 to
December 2016 at the oncology center of Hue Central Hospital, Vietnam.

Results: time to recurrence or metastatic progression was 28 months in average. Metastasis in only one
organ, two organs and from 3 organs was 55.56%, 16.67%, 22.22% respectively. Most common metastatic
sites were bone, axillary node, lungs, liver, supraclavicular nodes in order with rate of 50%, 41.67%,
36.11%, 27.78%, 22.22% respectively. Eleven of fourteen cases were found to have hormonal receptors
and Her-2 status conversion between primary tumor and metastatic lesions. There were 4 patients with 3
discordances, 4 with 2 discordances and 3 with one discordance. Rate of hormonal receptors discordance
was higher than Her-2 conversion.

Conclusion: The most common sites of recurrence and or metastases were bone, axillary adenopathies,
lungs, liver, supra-clavicular adenopathies in decending order. Eleven of fourteen cases were found to have
conversion of ER, PR, and Her-2 status between primary site and secondary sites which accounted for 78.57%.

Key words: recurrent breast cancer, immunohistochemistry, ER, PR and Her-2 discordance, receptors

conversion.

I. PAT VAN PE

Ung thu va (UTV) la mét trong nhitng ung
thu phd bién nhéat & phu nir trén thé gidi [6]. Nam
2012, c6 1,7 tri¢u phu nit duoc chan doan mic
bénh ung thu va [4]. Tai Viét Nam, ghi nhén ung
thu ndm 2010, ty 1 mac UTV chuan theo tudi la
29,9/100.000 [1].

Bénh nhan UTV dugc phat hién ¢ giai doan
som c6 thé dugc chira khoi, tuy nhién hon 20%
trong sd nay s& phat trién thanh di can [7]. Cac
thu thé estrogen (ER), progesterone (PR), va thu
thé yéu té tang truong biéu bi nguoi 2 (HER-2) Ia
nhirng yéu té quan trong dé xac dinh tién lugng
bénh va co6 chién lugc diéu tri thich hop cho bénh
nhan. Tl cac thy thé nay UTV c6 thé dugc phan
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thanh bon phan nhom sau: Luminal A (ER+va /
PR+, HER-2-), Luminal B (ER+va /PR+, HER-
2+), HER-2 duong tinh (HR-/HER-2+), va b ba
am tinh (HR-/HER-2-)[11]. C4ch phan nhém nay
gitip huéng dan chon lya diéu tri ca nhan hoa cho
bénh nhan[4],[12]. V&1 UTV tai phat di can viéc
diéu tri nén dua vao két qua cua khdi u ban dau
hodc can sinh thiét va 1am lai HMMD trén mé
budu thir phat. Viée sinh thiét co quan tai phat/ tién
trién di cin giup chan doan chéc chan 1a c6 ung thu
tai phat/ di can va dic biét 1a danh gia lai dic diém
ctia khdi u. Cac nghién ctru trude day cho thay sy
thay doi trang thai ER, PR gitra UTV nguyén phat
va tai phat, di can voi ti 16 bt dong 18n t6i 40%.
Su bat dong Her-2 da dugc ghi nhan nhung khong
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phd bién. Sy chuyén ddi trang thai ER, PR, Her-2
c6 thé din dén thay déi diéu tri. [7]

Van dé nay ¢ Viét Nam hién nay con it quan
tam. Cac nha 1am sang thuong dua vao két qua
HMMD ban dau dé diéu tri cho UTV tai phat di
can. Thong tin vé& vin dé nay con chua rd rang va
thuc té diéu tri con nhiu bat dong vi vay liéu co
nén sinh thiét lai ton thwong tai phat di can hay
khong? Do vdy, chung toi tién hanh dé tai nay
nhim muc tiéu nhu sau:

1. Mo ta dic diém 1am sang va can 1am sang BN
UTV tai phat di can sau diéu tri triét can.

2. Panh gia sy chuyén doi trang thai ER, PR,
HER-2 giita UTV nguyén phat va ton thuong tai
phat di can.

II. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. P6i twong nghién ciru

36 bénh nhan UTV da duge diéu tri triét cdn
(Phau thuat-Hoa tri-Xa tri-Noi tiét) nay duoc chin
doan tai phat hay tién trién di can trong thoi gian tir
5/2015 dén 12/2016 tai Trung tim Ung budu Bénh
vién Trung wong Hué.

2.2. Phuong phap nghién ciru

2.1.1. Thiét ké nghién civu: nghién ctru thuan
tap hoi ctru mo ta

2.2.2. Phwong phap nghién ciru

Céc k¥ thuat thu thap thong tin bao gdm phong
véan, tham khao hd so bénh an, kham 1am sang,
xét nghiém. Phuong phap chan doan tai phat di
cin dya vao lam sang, X Quang phdi, Xa hinh
xuong, siéu 4m gan bung, cit 16p vi tinh, té bao
hoc, sinh thiét.

Giai phau bénh va héa mé mién dich duoc thuc
hién cung k¥ thuat tai khoa Giai phﬁu bénh, Bénh
vién Trung wong Hué.

2.3. Phén tich s6 liéu

X ly s6 liéu bang phan mém SPSS 16.0
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1. KET QUA

3.1. Dic diém ung thw vii nguyén phat

Bdng 1: Pdc diém ung thuw vii nguyén phat

Pac diem

n

%

Tuoi

Tubi trung binh ung thu va

nguyén phat: 49.8 (tubi)

Giai doan UTV
I 0 0
A 10 27.78
1B 14 38.89
A 8 22.22
1B 4 11.11
S6 hach nao dugc trung binh: 3.58
S6 hach duong tinh trung binh: 2.36
Thé giai phau bénh
)[(Jénlﬁ L}Ll;;iéu mo ong 13 91.67
)[(J;n% L}ngll))iéu mo thuy 3 233
D06 mo hoc
I 1 2.78
I 24 66.67
1 11 30.56
Phan loai dudi nhom
hl;?_l;l};ll A(ER+va /PR, 16 44.44
o
Her2+ (ER-) 10 27.78
B0 ba am (HR-, Her-2-) 6 16.67
Tong 36 100

Tubi trung binh méc ung thu vii ban dau 1a 49,8

tudi. Ty 1¢ bénh nhan theo nhom nhu bang trén.
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3.2. Piéu tri ung thw vii nguyén phat

3.4. Pic diém ung thu vi tai phat, tién trién

Bdng 2: Pdc diém diéu tri ung thw vii nguyén phdt di can. .
Bang 3: Dac diém ung thw vii tai phat,
Pic diém n % tién trién di can
Pic diém n %
Phau thuat R .
S6 co quan di can
Cit vir+nao hach 36 100 ! 20 | 55.56
2 6 16.67
Co 29 80.56 - .4 2 3.35
Vi tri di can thuong gap
Khong 7 19.44 Hach thugng don | 8 22.2
‘ Hach nach 15 |41.67
Xan Gan 10 [27.78
co 15 41.67 Phoi 13 | 36.11
Néo 2 5.56
Khéng 21 58.33 Xuong 15 |50.00
NG i 3.5. Panh gia tinh trang chuyén dbi thu thé
01 tiet
i HMMD giira ung thw nguyén phat va ung thw tai
TAMOXIFEN 10 27.78 phat/ tién trién di ciin
AROMATASE INHIBITOR 5 13.88
Khoéng 21 58.14
3 bénh nhiin khéng thay d5i 11 bénh chuyén ddi th thé
, ! trang théi ER PRHER 2 HMMD gitta 2 lin
Tong 36 100
3.3. Thoi gian tdi phat/ di ciin ung thu vi e i R

1.0

o o o
= = o
| 1 1

Ty 1& séng bénh khéng tai phat

o
[~
1

0.0+

T T T T T T
00 2000 40.00 60.00 80.00 100.00 12000

Théi gian tai phat (thang)
Hinh 1: Pdnh gid thoi gian song
khong tai phat/di can
Thoi gian song khong tai bénh trung binh: 28
(thang)
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ER-
PR+ PR-

ER. ER-
FR- PR+
ER+

ER- |

Hinn Z: Panh gia sy chuyen doi trang thai
ER, PR, Her-2 o bénh nhan UTV tdi phat, di can so
véi u ban dau.

Trong nghién ctru ghi nhan 14 truong hop co
HMMD 2 1an. Trong d6 ¢6 3 trudng hop khong thay
dbi trang thai ER, PR, HER-2. C6 11/14 truong
hop chuyén d6i thy thé HMMD giita UTV nguyén
phat va UTV tai phat/ tién trién di can chiém ty
1€ 78.57%. Nghién ciru ghi nhan c6 4 bénh nhan
chuyén doi ca 3 trang thai ER, PR, HER-2, 4 bénh
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nhan voi bat dong 2 thy thé va 3 bénh nhén véi bat
dong 1 thu thé. Nghién ciru ghi nhan c¢6 9 truong
hop ER(+) sang ER(-), 3 truong hop ER(-) sang
ER(+), 6 truong hop PR(+) sang PR(-), 2 truong
hop PR(-) sang PR(+) va 6 truong hop HER-2(-)
sang HER-2(+). Piéu nay cho thiy ty 1¢ thay doi
trang thai HR nhiéu hon HER-2.

IV. BAN LUAN

4.1. DPic diém ung thw vii nguyén phat

Tudi trung binh ctia bénh nhan trong nghién ciru
ctia chung t6i 1a 49,8 tudi, kha twong dong voi cac
tac gia timg cong bd véi do tudi trung binh dao dong
tir 45,7 dén 49,7 [2,3]

Vé giai doan bénh, c6 13 bénh nhan ung thu va
nguyén phat & giai doan IIB chiém ty 1& cao nhat
38,89%, giai doan IIA chiém ty 1& 27,78%, IIIA la
22,22%, 1B chiém ty 1& 11,11%, khong c6 bénh
nhan nao trong nghién ctu ¢ giai doan 1.

Vé thé mo bénh hoc, trong nghién ctru ctia chiing
t6i ung thu biéu mé dng xam nhap chiém ty 1é cao
nhét voi 91,67%, ung thu biéu mo thiy xam nhap
chiém ty 1& 8.33%. Nhin chung ty 1¢ phan bd loai
moé bénh hoc ¢6 sy tuong ddng vai cac nghién ctru
0 trong va ngoai nudc. Theo tac gia T.V To ty 1€
UTBM thé 6ng xdm nhép chiém cao nhat 1a 79% [6].

Theo nghién ctu cua ching t6i phan nhém
luminal A va Her-2 (ER-) chiém ty 1¢ cao (44,44 va
27,78). Nhém ER (+) chiém 55,55% cao hon so véi
nhom ER(-) 44,45%.

4.2. V& diéu tri ung thw vi nguyén phat

Tat ca bénh nhdn trong nghién ctu déu duoc
diéu tri triét can béng phéu thuét cit v va nao hach.
Trong d6 c6 29 bénh nhan dugc hoda tri sau md
chiém ty 1€ 80.56% va c6 15 bénh nhan dugc xa tri
sau mo chiém ty 1¢ 41.67%. C6 10 bénh nhan duoc
diéu tri voi Tamoxifen chiém ty 18 27,78%, diéu tri
v6i Anastrozole chiém ty 1€ 8.33%, Letrozole chiém
ty 1& 5,55%.

4.3. Thoi gian tai phat

Thoi gian séng khong bénh trung binh trong
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nghién ctru cua chung t6i 1a 28 thang. Thoi gian tai
phat ngan nhét 1a 1 thang (1 truong hop) va dai nhat
la 117 thang.

4.4. Pic diém ung thw va tai phat, tién trién
di can

Nghién ctru chting t6i ghi nhan c6 20 trudong hop
di cin 1 co quan chiém ty 1& 55.56%. Di cin 4 co
quan chiém ty 1& thap 5,55% va khong cé truong
hop nao di can trén 4 co quan.

Vi tri tai phat di cin thuong gip nhat theo thir
te 1an luot 1a xuong, hach nach, phéi, gan, hach
thuong don chiém ty 1& lan lugt 50%, 41,67%,
36,11%, 27,78% va 22,22%. Di can ndo va tai phat
tai chd chiém ty 1¢ thap 5.56%.

Theo Cao Kha Chau, Nguyén Pinh Tung, di can
xuong va phoi (41,3% ; 27,6%) [2]. Piéu nay cho
thiy ty 18 di cin xwong giita nghién cac nghién ciru
vé ung thu v tai phat/ tién trién di cin c6 nét twong
dong. Tir d6 c6 thé dat ra gia thiét tap trung kham
1am sang va xét nghiém tam soat di cin ciia ung thu
v trén cac co quan c6 ty 1€ di can cao.

4.5. Panh gia tinh trang chuyén doi thu thé
HMMD giira ung thw nguyén phat va ung thu tai
phat/ tién trién di cin

Nghién ctru ctia chung toi cho thay cé ty 1¢
chuyén doi trang thai thy thé ER, PR, Her-2 la cao
v6i 78,57%. Nghién ctu ghi nhan c6 9 truong hop
ER(+) sang ER(-), 3 truong hgp ER(-) sang ER(+),
6 truong hop PR(+) sang PR(-), truong hop PR(-)
sang PR(+) va 6 truong hop HER2(-) sang HER-
2(+). Theo Nghién ctru “Bat dong trang thai thy
thé estrogen, progesterone, Her2 giita ung thu va
nguyén phat va di can” cua Elsa Curtit va cong su
tién hanh tir 1/1/1998-31/12/2010 c¢6 99/235 truong
hop thay ddi trang thai thu thé giita ung thu va
nguyén phat va ung thu va tién trién di cin, trong
d6 co (12%) chuyén tir ER+ sang ER- va 11(5%)
chuyén tir ER- sang ER+, bt dong trang thai ER,
PR, Her-2 gitta u ban dau voi ut di can 1an luot 1a:
17%, 29%, 4%. [7]

Nhu vay c6 thé thiy nghién ciru cua ching toi
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ghi nhin mot ti 16 quan trong c6 chuyén doi thu
thé. Su khac biét ¢ thé do miu con it va can dugc
nghién ctru thém. Van dé chuyén doi thu thé trén
bénh nhan ung thu v tai phat/ di can c6 thé giup
thich ung diéu tri nén can dugc luu tm trong thuc

hanh 1am sang.

V. KET LUAN

Qua nghién ctru 37 bénh nhéan ung thu v da diéu
tri triét can nay tai phat, tién trién di can chung toi
rat ra cac két luan sau: Tudi trung binh cua bénh

nhan 49,8 tudi, chiém da phan 1a ung thu biéu mo

dng xam nhap (91,67%). Thoi gian tai phat/ di cin
trung binh 1a 28 thang. Vi tri di can xa hay gap theo
tht tu 1a xwong, phoi, gan. Chuyén d6i trang thai
ER, PR, HER-2 giita ung thu va nguyén phat va
ung thu v tai phat, tién trién di cin dugc ghi nhan
& 11/14 truong hop chiém ty 1¢ 78,57. Ty 1¢ thay doi
trang thai HR nhiéu hon HER-2.

Nghién ctru nay cho thdy nhu cau can sinh
thiét lai ton thuong tién trién di can dé diéu chinh
diéu tri cho bénh nhan. Pé c6 két qua thuyét phuc
hon, sb luong doi tuong nghién clru can duoc

tang thém.
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DANH GIA Ti LE MAT KINH DO HOA TR TREN BENH NHAN
UNG THU VU DIEU TRI BS TRG PHAC PO AC-T

Pham Tudn Anh', Nguyén Tién Quang', Trédn Van Thudn! Nguyén Van Hai'

TOM TAT

Muc tiéu nghién ciru: Hoa tri bé tro ung thu vi c6 thé gay mét kinh dan dén céc triéu chimng thoi ky
man kinh nhw béc hod, réi loan chirc ndng sinh duc, céng thdng tam ly, va thdm chi bao gébm cd bénh lodng
xuong. Hoéa tri bé tro phéc dé 4AC-4T hién duoc str dung réng réi tai Viét Nam, tuy nhién chwa cé nghién
clru ndo danh gia day du ti 1é mat kinh ctia phéc dé nay.

Déi twong, phwong phdp nghién ciru: 48 bénh nhan ni¥ con kinh dwoc chdn doéan ung thw biéu
mé tuyén vu diéu tri phac db hoa tri b6 tro 4AC — 4T lidu day tai Bénh vién K trong khodng thoi gian ter
thang 8/2016 dén théang 8/2018.

Két qua nghién ctru: Sau 4 chu ki ti 1é mat kinh la 67%, sau 8 chu ki la 83%. Tai thoi diém 6 théng la
58% va 12 thang la 33%. Trong s6 40 bénh nhan mét kinh, sau 6 thang c6 30% co kinh tré lai va sau 12
thang ti 1é nay la 60%. Tilé mét kinh va cé kinh tré lai lién quan chat ché dén tudi. Trén 40 tudi ti 16 mét kinh
cao hon va kha nang hbi phuc thap hon.

Ttr khéa: mét kinh, ung thw vu

ABSTRACT
INCIDENCE OF CHEMOTHERAPY INDUCED AMENORRHEA
IN PATIENTS WITH BREAST CANCER AFTER ADJUVANT CHEMOTHERAPY
CONTAINING ANTHRACYCLINE AND TAXANE
Pham Tuan Anh', Nguyen Tien Quang’, Tran Van Thuan’

Background: 25% of women with carcinoma of breast are premenopausal and are at risk for
chemotherapy-induced menopause. The objective of this study is to determine the rates of chemotherapy-
induced amenorrhea in breast cancer patient with Anthracycline and Taxane containing dose dense
adjuvant regimens. There are inadequate data about the impact of these adjuvant regimens on menstrual
function in Vietnamese breast cancer patients.

Methods: 48 premenopausal women with carcinoma of breast who were treated with adjuvant
anthracycline and taxane-based chemotherapy at National Cancer Hospital of Viet Nam from August 2016
to August 2018. Menstrual status were obtained prospectively.

Results: 48 patients had sufficient follow-up for evaluation. 67% of patients aged 40 years and younger.

All patients had regular menses before chemotherapy. 40 patients (83%) developed amenorrhea after
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