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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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Ddnh gid ti 1¢ mit kinh do hod tri trén bénh nhan...

finishing adjuvant chemotherapy, and 60% of these patients (40 patients) resumed menstruation at 12

months after chemo. There was a statistically significant correlation between age and the development of

amenorrhea, patients older than 40 years had higher risk.

Conclusion: Adjuvant anthracycline and taxane-based chemotherapy induces reversible amenorrhea.

Age had impact on development of chemotherapy-induced amenorrhea.

Keyword: amenerrliea, breast cancer.

I. PAT VAN PE

Ung thu va 1 ung thu phd bién nhét & phu nir
trong d6 tudi sinh dé. O My 25% truong hop ung
thu vt méi chan doan hang nam chua mén kinh, va
15% truong hop duge chan doan & nhom tudi sinh
dé (do tudi tir 45 tudi tro xudng). Phac do bo tro
4AC - 4T dugc coi 1a phac d6 chuan trong diéu tri
bd tro ung thu v, dugc chiing minh hi¢u qua kéo
dai thoi gian sdng thém, nhung c6 thé gay ra cac tac
dung phu sém va kéo dai nhu mat kinh dan dén cac
triéu chung thoi ky man kinh nhu bdc hoa, rdi loan
chirc nang sinh duc, cing thing tim Iy, va thdm chi
bao gdm ca bénh loang xwong. Mot sb nghién citru
cho thiy mén kinh sém sau hoa trj lién quan dén tién
luong tdt hon [1,2,3]. Nguy co mét kinh do hoa tri
phéc d6 két hop dao dong khoang tir 21% dén 71%
tuy thudc vao cac nghién ctru. O phu nit tudi trén 40
tudi, pham vi ty 1¢ nay 1a tir 49% dén 100% .Khoang
dao dong rat 16n nay phan anh ti 16 mét kinh do hoa
tri phu thudc vao rat nhiéu yéu td, nhu tudi, dic diém
bénh nhan, dic diém diéu tri, thim chi ca dinh nghia
mat kinh do hoa tri. Yéu t6 rd rang nhét 14 phy nit tudi
trén 40 tudi co nguy co mat kinh do hoa trj cao hon
nhitng phu nir dudi 40 tudi. Héa tri bo trg phac do
4AC-4T hién dugc st dung rong rai tai Viét Nam, tuy
nhién chua c6 nghién ctru nao danh gia day du ti 18
mat kinh ctia phéc do nay. Do vdy cong trinh nghién
ctiu nay dugc thuc hién véi muc tiéu:

1. Panh gia ty 1& va thoi diém mat kinh sau
hoa tri.

2. Panh gia ty 1€ co6 kinh tr¢ lai sau 1 nam sau
két thuc hoa tri.

3. Panh gia lién quan ty 1& mét kinh va mot s6

yéu to
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II. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. P6i twong nghién ciru: 48 bénh nhan nit
con kinh dugce chan doan ung thu biéu mé tuyén
va diéu tri phac do hoa trj bo trg 4AC — 4T liéu day
tai Bénh vién K trong khoang thoi gian tu thang
8/2016 dén thang 8/2018.

Tiéu chuén lwa chon bénh nhén:

e C6 chan doan mé bénh hoc ung thu biéu mo
xam nhap cua vu.

e Con kinh

e Diéu trj bd trg phac dd 4AC — 4T

e Khong c6 tién str cit budng trimg va/hodc cit
tir cung

e Khong cit budng trimg bang phau thuat, xa tri
hay trc ché bang thudc dan chat LHRH sau két thuc
hoa tri.

e C6 hd so ghi nhan thong tin day du.

Tiéu chuin loai trir: Bénh nhan vi pham mot
trong nhitng tiéu chuan lya chon & trén

2.2. Phuong phép nghién ciru: Nghién ctru hdi
ctru két hop tién ctru

Bénh nhan sau phéu thuat duoc diéu tri béng
Doxorubicine 60 mg/m?, Cyclophosphamide
600mg/m? truyén tinh mach ngay 1 chu ki 2 tudn
trong 4 chu ki sau d6 Paclitaxel 175mg/m? truyén
tinh mach ngay 1 chu ki 2 tuan trong 4 chu ki. Céc
bénh nhan c6 duoc du phong ha bach ciu béng
thudc Peg-Filgrastim.

Ghi nhén cac thong tin:

a. Cic thong tin vé dic diém bénh nhan:

- Tién su: phu khoa

- Chiéu cao, can ning, BMI.
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- Thong tin vé chan doan:

+ Giai ph?lu bénh, d6 mo hoc

+ Giai doan bénh: giai doan TNM

+ S4 hach nach di can.

+ Thu thé ndi tiét: ER, PR

+ Thuy thé yéu t6 phat trién biéu moé Her - 2/neu.

- Phuong phép phiu thuat

b.Cac thong tin vé tinh trang kinh nguyét

+ Tudi c6 kinh 1an dau. S6 ngay chu ki kinh.

+ Ghi nhan thoi diém mat kinh va thoi diém
¢ kinh lai trong vong 1 nim theo ddi sau két
thuc hoa tri.

¢. Xir Iy sb liéu: S6 liéu duoc nghién ciru, ma
hoa trén méy tinh va xtr Iy theo phuong phap thong
ké y hoc bang phan mém SPSS 16.0

1. KET QUA NGHIEN CUU

3.1. Pic diém bénh nhan

Tuéi: Bénh nhan dudi 40 tudi chiém 67% (32),
trén 40 tudi chiém 33% (16).

Bang 1: Tudi lan dau c6 kinh

Tudi 6 kinh 1an dau dudi 11 tudi chiém 21%, tur
12 — 13 chiém 58%, trén 13 chiém 21%.
Badng 2: 86 ngay chu ki kinh

Tudi n %
Dudi 30 ngay 16 33
30 — 35 ngay 24 50
Trén 35 ngay 8 17

Tdng sb 48 100

Sb ngay chu kinh dudi 30, tir 30 — 35, trén 35
twong tng la 33, 50, 17%.
Bdng 3: Chi s6 BMI

BMI n %
Dudi 25 36 75
Tir 25-29.9 12 25
Trén 30 0 0
Téng sb 48 100

Chi s6 BMI duéi 25 chiém 75%, tir 25 — 30

Tubi n % )
Dudi 11 10 21 chiém 25%. Khong c6 bénh nhan BMI trén 30.
12-13 28 58 Giai doan bénh: Giai doan 1 chiém 29% (14),
Trén 13 10 21 giai doan II chiém 50% (24), giai doan III chiém
Tong so 48 100 21% (10).
Bdng 4. Gidi phau bénh
n %
; Ong xam nhap 38 79
Thé GPB =
Tiéu thuy XN 10 21
bo 1 4 8
Do mo hoc bo 2 38 79
b6 3 6 13
Téng s6 48 100
Chua di can 10 21
) Dican 1-3 28 58
Di can hach -
Di céan 4-9 17
Di can> 10 2 4
Tong sb 48 100

Ung thu biéu mé thé éng xam nhédp chiém 79%, thé tiéu thuy xdm nhap chiém 21%. D6 mé hoc 1,2,3
lan lugt chiém 8, 79, 13%. Ty 1¢ hach pNO, N1, N2, N3 lan lugt chiém 21, 58, 17, 4%.
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Bdng 5: Phdn bé ty Ié dwong tinh ER, PR va murc do boc 1o Her-2/neu

n %
Duong tinh 34 71
TTNT -
Am tinh 14 29
Téng s6 48 100
Am tinh 26 54
Her -2/neu ++ 14 29
+++ 8 17
Tdng sb 48 100

Ti 1¢ TTNT duong tinh 1a 71%, 4m tinh 1a 29%. Ty 1¢ Her2 am tinh, ++, +++ lan luot 1a 54, 29 va 17%.
Diéu tri ngi tiét: Ty 18 diéu tri Tamoxifen 1a 71% (34) va khong diéu tri Tamoxifen 1a 29% (14).
3.2. Panh gia tinh trang kinh nguyét
Trong 24 bénh nhan nghién ciru c6 20 bénh nhan mét kinh ngay sau két thic hoa tri.
Badng 6: Thoi diém mdt kinh

Sau Chu ki n % Chu ki n %

1 12 25 5 32 67

2 16 33 6 34 71

3 24 50 7 36 75

4 32 67 8 40 83
Sau 4 chu ki ti 16 mat kinh 13 67%, sau 8 chu ki 1a 83%.

Bdng 7: Ti 1é mat kinh sau két thiic hod tri 3.3. Lién quan ti 1¢ mat kinh va mot s6 yéu to
Sau hoa tri n % Bang 9: Lién quan tinh trang mat kinh va tudi
3 thing 32 67 M(i‘lt/‘fjo‘;‘h C?l‘ll/:z;‘h
6 thang 28 58 Du6i 30 tudi 2 4 4 8
9 thang 22 46 30-35 8 17 2 4
12 thang 16 33 36-40 14 30 2 4
Téng & 48 100 T{én 40’ tuoi 16 33 0 0

6 thang sau ho tri ti 16 mat kinh 1a 58% va sau | -0"2 S0 40 8
12 théng 14 33%. p=0.024

Bdng 8: Ti I¢ co kinh lai sau két thiic hod tri Tuoi trén 40 co ti 1¢ mat kinh cao nhat, hon cac

L. nhom con lai ¢é ¥ nghia thong ké.
Sau hoa tri n % , C ek
Bang 10: Lién quan co kinh tro lai va tuoi
3 thang 8 20 Sau hod tri Duéi 40 Trén 40
6 thang 12 30 3 thing 6 )
9 thang 18 45 ,
6 thang 8 4
12 thang 24 60 o " .
: . tha
Téng s 40 100 ang
Sau 6 thang, ti 16 ¢6 kinh lai 1 30%, sau 12 thing 12 thing 20 4
13 60%. p=004
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Tudi dudi 40 o ti 16 ¢6 kinh tré lai cao hon ¢o ¥

nghia so véi nhom trén 40.

Bang 11: Lién quan tinh trang mdt kinh va

thu thé néi tiét

Mit Kkinh Con kinh
(n/%) (n/%)
TTNT duong tinh | 28 82 6 18
TTNT am tinh 12 86 2 14
Téng sb 40 8
P=0.07

Ti 1¢ mat kinh khong lién quan dén tinh trang thy

thé noi tiét.

Bdng 12: Lién quan tinh trang mat kinh va BMI

Mit kinh | Con kinh
(n/%) (n/%)
Duoi 25 30 83 6 17
Tu25-29.9 10 83 2 17
Trén 30 0 0 0 0
Tdng sb 40 8
p=0.08

Ti 1& mat kinh khong lién quan dén BML.

Bdng 13: Lién quan tinh trang mat kinh va tuéi lan

dau cé kinh
Mét kinh | Con kinh
(0/%) (/%)

Duéi 11 4 40 6 60
12-13 26 93 2 7
Trén 13 10 100 0 0
Téng sd 40 8
p=0.05

Tudi co kinh lién quan dén tinh trang mat kinh

sau hoa tri c6 ¥ nghia thong ké
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Bdng 14: Lién quan tinh trang mat kinh va

6 ngay chu ki kinh
Mitkinh | Con kinh
Dudi 30 ngay 14 2
30 — 35 ngay 20 4
Trén 35 ngay 6 2
Téng sb 40 8

P=0.06

S6 ngay chu ki kinh khong lién quan dén tinh
trang mat kinh sau hoa tri

IV. BAN LUAN

4.1. Pic diém bénh nhan

Trong s6 48 bénh nhan nghién ciru ¢6 32 bénh
nhan dudi 40 tudi chiém 67%. Tudi ¢6 kinh lan dau
thudng gip nhat 1a tudi tir 12 — 13 chiém 58%. S6
ngay chu ki kinh phd bién nhét dudi 35 chiém 83%.
Nhu vy dic diém tién st phu khoa cua quan thé
bénh nhan tvong dong véi dic diém chung cia phu
nit Viét Nam theo cac y van dich t& hoc. HAau hét
bénh nhan co chi s6 BMI trong gi6i han binh thudng
chiém 75%. Khong bénh nhan nao c¢6 BMI trén 30.

Vé dic diém bénh giai doan 2 nhiéu nhét chiém
ti 1€ 50%, giai doan 1, 3 tuwong Gng 29%, 21%.
Thé mé bénh hoc chu yéu 1a ung thu biéu mo thé
6ng xam nhap chiém 79 %, thé tiéu thuy xam nhap
chiém 21%. D6 m6 hoc d6 2 chiém ti 1& nhiéu nhit
79%, @6 1, 3 twong duong nhau lan luot chiém 8,
13%. Phén 16n cac bénh nhan di can hach N1 chiém
58%. Chi c6 4% di can hach N3. Ti 16 TTNT duong
tinh 1a 71%, am tinh 1a 29% phu hop véi cac nghién
clru trong nudc vé dic diém hoa mo mién dich cua
ung thu vi. Ti 1é Her2 am tinh, ++, +++ lan lugt 1a
54, 29 va 17%. Khong c6 bénh nhan nio trong sb
29% bénh nhén c6 Her ( ++ ) dugc lam FISH. Tat
ca cac bénh nhan c6 thu thé ndi thé noi tiét duong

tinh déu duoc diéu tri noi tiet Tamoxifen.
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4.2. Panh gia ti 1¢ va thoi diém mét kinh sau
hoa tri

Sau 4 chu ki ti 1&é mat kinh 1a 67%, sau 8 chu ki
c6 40 bénh nhan mat kinh chiém ti 1 1a 83%. Nhu
vay 4 chu ki AC toe do tang ti 1¢ bénh nhan mét kinh
nhanh hon 4 chu ki Paclitaxel. Theo nghién ctru cia
Tham va cong su gan ddy, 4 chu ki Taxane sau lam
tang ti 1¢ mét kinh 1én 17% so voi phac d6 4AC don
thuan ( 61% vs 44%). Tuy nhién tai thoi diém 6 thang
sau hoa tri ti 1¢ mat kinh 12 58% va sau 12 thang 1a
33% [1]. Theo nghién ctru ciia Martine Berliere va
cong su ti 1€ mét kinh ngay sau khi két thac hoa trj
phac d6 6 FEC 1a 93% va ciia phac dd 3FEC/3D la
92.5% [2]. Theo nghién ctru ctia Goldhirsch va cong
su ¢6 33% bénh nhan nir dudi 40 tudi va 81% bénh
nhan nit trén 40 tudi mat kinh tai thoi diém 6 thang
sau hod tri bo trg phac 46 CMF [3]. Theo nghién ciru
cua Zambetti va cong su tai thoi diém 12 thang sau
két thiic hod tri bd trg CMF, ti 16 mat kinh 13 65% [4].
Theo tac gia Bines va cong su ti 1¢ mat kinh sau hoa
tri bo tro phac do AC 1a 34%, nhung tac gia khong
phan tich nhom trén va dudi 40 tudi [5]. Mot sd y
van chi ra ring & nhiing phac do c6 ti 18 lidu tich
luy nhém Alkyl (Cyclophosphamide) cang cao thi
ti 16 mat kinh cang lon. Nhu vay ti 1€ mét kinh sau
hoa tri bd tro rat khac nhau gilra cac nghién cuiru va
phu thudc nhiéu vao phéc dd hoa tri, phan bd tudi
ctia d6i twong nghién ctru, tiéu chun chin doan mat
kinh va cudi cing 1a thoi diém danh gia.

4.3. Panh gia ti 1€ c6 kinh tré lai sau 1 ndm
sau két thiic hoa tri

Sau 6 thang, ti 1€ c6 kinh lai la 30%, sau 12
thang c6 60% bénh nhan c6 kinh trg lai, hau hét 1a
cac bénh nhan dudi 40 tudi. Theo nghién ctru cta
Martine Berliere va cong sy tai thoi diém 6 thang c6
36.5% bénh nhan nhanh 6FEC va 23.7% bénh nhan
nhanh 3FEC/3D c6 kinh tr¢ lai [2]. Theo nghién ctru
cua tac gia Monica N. Fornier va cong su trén 166
bénh nhan dudi 40 tudi dugc diéu tri bang phac do
4AC — 4 P tai trung tdm ung thu Memorial Sloan-
Kettering, New York tir thiang 1 nim 1997 dén
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thang 6, 2003 c6 141 bénh nhan ( 85% ) van con
kinh hodc mét tam thoi sau d6 6 lai tai thoi diém 1
nam. Ti 1€ nay ¢ nghién ctru cia chung t6i 1a 67%,
thap hon do nghién ciru ciia chiing toi bao gdom ca
mot nhoém ddi twong trén 40 tudi [6].

4.4. Panh gia lién quan ti 1¢ mat Kinh va mét
s0 yéu t6

Theo nghién ctru ctia chung i, ti 16 mét kinh do
hoa tri lién quan chat ch& dén yéu té tudi va khong
lién quan dén cac yéu t6 tinh trang thu thé noi tiét,
BMI, va s6 ngay chu ki kinh. Theo nghién ctru cua
Martine Berliere va cong su ti 1€ c6 kinh tré lai &
nhém dudi 40 tudi cao hon cd y nghia so véi nhém
trén 4 tudi véi 72% so véi 20% & phac d6 6FEC va
71,4% so véi 10,6% & phac d6 3FEC/3D [2]. Theo
nghién ctru cua Jeanne A va cdng sy ti 1€ con kinh
hodc hoéi phuc kinh nguyét nhanh & nhém phu nit
dudi 35 tudi véi ti 1€ 85% tai thoi diém 6 thang,
trong khi 6 nhom 35 —40 1a 61% [7].

V. KET LUAN

Qua nghién ctu trén 48 bénh nhan ung thu vi
diéu tri bo trg phac dd 4AC 4P liéu day, chung toi
rat ra mot sd két luén sau:

— Sau 4 chu ki ti 1¢ mat kinh 1a 67%, sau 8 chu
ki 1a 83%. Tai thoi diém 6 thang 1a 58% va 12 thang
1a 33%.

— Trong s6 40 bénh nhan mat kinh, sau 6 thang
c6 30% co kinh tr¢ lai va sau 12 thang ti I¢ nay 1a
60%.

— Ti 16 mét kinh va c6 kinh tré lai lién quan chit
ch& dén tudi. Trén 40 tudi ti 16 mat kinh cao hon va
kha nang hoi phuc thap hon. Nguoc lai dudi 40 tudi
ti 16 mét kinh thdp hon va nhanh héi phuc.

Han ché ctia nghién ctru 1a chua nghién ciu,
phan tich cac yéu to anh hudng do mat kinh nhu
tam li, cac rdi loan xwong khép, tim mach, sinh
duc... Chua danh gia chirc ning budng trimg bang
cac hormones FSH, LH. Va cudi cung can nghién
ctru thém anh hudng cua yéu té mét kinh do hoa tri

dén két qua sdng thém.
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