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Panh giad két qua diéu tri cha topotecan don chat trong ung thuw biéu

mo buong trirng tai phat di can da khang vé&i platinum
Trinh Lé Huy"", Nguyén Thj Diing?
(1) B mén Ung thu, Trudng Dai hoc Y Ha NGi, Ha N§i
(2) Bénh vién Ung budu Ha Ngi, Ha Ni

Tom tat

Dit van dé: Topotecan 1a phdc d6 c6 hiéu qua trong diéu tri ung thu budng trirng da khang véi Platinum,
tuy nhién chuwa dwoc nghién ciru nhiéu & Viét Nam. Nghién ciru dwoc thuc hién nham giai quyét van dé nay.
Dai twong va phuwong phép: 32 bénh nhan ung thu budng trirng giai doan téi phat di can, d3 that bai vdi phac
d6 ¢ platinum, dugc diéu tri biang Topotecan don chét tai B&nh vién Ung budu Ha N6i, Bénh vién K, Bénh
vién Dai hoc Y Ha Noi tir 01/2016 dén 07/2019. K&t qua: D6 tudi trung binh 14 58,6 + 7 (43 — 72). 93,75% bénh
nhan cé chi s& toan trang t&t (ECOG = 0 hodc 1). Phan I&n bénh nhan d3 duoc st dung tir 2 phac d6 héa chéat
truwdc khi diéu trj Topotecan. 53,1% bénh nhan dat dwoc lgi ich 1Am sang. Trung vi thoi gian séng thém bénh
khéng tién trién |a 6,1 thang. Trung vi thoi gian séng thém toan bd 13 11,8 thang. Doc tinh chd yéu la dé 1 va
dé 2, phan I&n 13 mét mai khi truyén. K&t ludn: Topotecan la mét lwa chon phu hop dem lai lgi ich 1dm sang
trong diéu trj ung thu budng tritng khang platinum.

Tir khéa: Ung thu biéu mé budng trirng, khéng platinum, topotecan.

Abstract
Evaluating the treatment outcomes of topotecan monotherapy in patients

with recurrent, metastatic platinum-resistant epithelial ovarian cancer
Trinh Le Huy®", Nguyen Thi Dung?
(1) Department of Oncology, Hanoi Medical Unversity, Hanoi
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Background: Topotecan monotherapy is an effective treatment in recurrent, metastatic platinum-resistant
epithelial ovarian cancer, but this regimen has not been well studied in Vietnam. This study aimed to tackle this
problem. Methods: Study of 32 ovarian cancer patients in recurrent or metastatic setting, progressed after
platinum-based chemotherapy were treated with Topotecan at Hanoi Oncology Hospital, National Cancer
Hospital and Hanoi Medical University Hospital between January 2016 and July 2019. Results: Mean age was
58.6 + 7 (43 — 72). Most patients had been treated with more than one regimen. 51.3% of all patients gained
clinical benefit. Median progresssion free survival was 6.1 months. Median overall survival was 11.8 months.
Most toxicities was in grade 1 or 2 with the most common complaint was fatigue. Conclusion: Topotecan is a
considerable option in platinum-resistant ovarian cancer with certain clinical benefits.

Keywords: recurrent, metastatic setting ovarian cancer, platinum resistance, topotecan.

1. DAT VAN BE

Ung thu budng trirng (UTBT) 13 nguyén nhan gay
tlr vong hang dau trong s cac ung thu dudng sinh
duc ni¥[1],[2]. Diéu tri UTBT hién nay van chl yéu la
phau thuat va hda tri. Sau hda tri budc 1 véi phac
dd c6 nhém Platinum, hau hét céc trwong hop déu
sé tai phat vdi ti |é tai phat chung cho cac giai doan
14 70% [3]. NEu bénh tién trién ngay trong qua trinh
diéu tri hodc trong 6 thang dau tinh tir thoi diém két
thac diéu tri véi nhém platinum (khang platinum),

Dia chi lién hé: Trinh Lé Huy; email: trinhlehuy@hmu.edu.vn

bénh nhan (BN) s& dwoc diéu tri bang phac d6 khac
khong coé Platinum. Cac BN da khang vai Platinum
6 tién luvgng xau, thé trang thudong kém va khong
cho phép dung céc phac d6 hda tri phéi hop nhiéu
thuéc. Muc tiéu diéu trj trong giai doan nay chu
yéu la kéo dai thoi gian s6ng thém bénh khdng tién
trién va gidm nhe triéu chirng bang hda chat don
tri liéu. Topotecan la mdt trong nhitng phac do da
duwoc nghién ciru tir 1au, dugce str dung rong rdiva céd
hiéu qua trén thé gidi trong diéu tri UTBT d3 khang
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v&i Platinum [4,5]. Tuy nhién, tai Viét Nam chua
c6 nhiéu nghién ctru danh gia hiéu qua cling nhu
doc tinh cha phac d6 nay. Vi vay, ching téi tién
hanh dé tai nay nham muc tiéu: “Bdnh gid két qud
diéu tri va déc tinh cda phdc d6 Topotecan trong
ung thuw budng tring tdi phdt di cdn dé khdng vdi
Platinum”.

2. 901 TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Bai twong nghién ciru

32 bénh nhan UTBMBT tdi phat, di cidn d3 that
bai v&i phac d6 cé platinum, dwoc diéu tri bang
Topotecan don chat tai Bénh vién Ung budu Ha Noi,
Bénh vién K Trung uong, va Bénh vién Dai hoc Y Ha
Noi tir 01/2016 dén 07/ 2019.

Tiéu chuén lwa chon

- Chan doén giai doan tai phat/di cin, d3 tirng
diéu trj va that bai vdi phac d6 chira nhdm platinum
(cisplatin hodc carboplatin) va khéng con kha nang
phau thuét.

- C6 tén thuwong dich dé danh gid dap (ng theo
tiéu chuan cla RECIST.

- Chi s8 toan trang ECOG < 2, chirc ndng tdy
xwong, gan, than trong gi¢i han binh thuwong.

- Piéu trij t6i thiu 3 dot héa chat.

- C6 h6 so luu trir day da.

Tiéu chuén logi trir:

- Bénh nhan mac ung thu thi 2.

- Bénh nhan khéng theo hét liéu trinh diéu tri ma
khoéng phai do bénh tién trién.

3. KET QUA

2.2. Phurong phap nghién ctru

Thiét ké nghién ciru: M6 t3, hdi ciru két hop tién
ctru, theo doi doc.

€& méu va chon méu: 13y mau thuan tién (tat ca
cac bénh nhan dd tiéu chuan trén duoc diéu trj tir thang
1/2016 dén thang 7/2019 tai Bénh vién Ung buwdu Ha
NGi, bénh vién K Trung uwong, Bénh vién Dai hoc Y
Ha Noi).

Cdc théng tin cdn thu thép

- Dic diém 1am sang, can 1am sang: tudi, chi s6
toan trang, giai doan bénh tai thoi diém chan dodn
ban d4u, thé m6 bénh hoc, s6 phac d6 hda chat d3
st dung trwdc nghién ctru, vi tri tai phat.

- D4p rng danh gid theo tiéu chuan danh gid dap
trng khéi u dac (RECIST- Response Evaluation Criteria
In Solid Tumors).

- Loi ich 1dm sang: gdbm dap &ng hoan toan, dép
rng mot phan va bénh 8n dinh.

- Thoi gian séng thém: Ung dung phuong phap
Kaplan-Meier dé tinh, bao gdbm séng thém toan bd
(0S) va s6ng thém bénh khéng tién trién (PFS).

- Tac dung phu cta phac d6, bao gom: ddc tinh
trén hé huyét hoc, trén gan, than, dwong tiéu hda va
doc tinh than kinh.

Xt ly s6 liéu: bang phan mém SPSS 16.0.

Van dé y dirc: nghién ctu dugc thyc hién dudi
sw cho phép cua Ban gidam ddc Bénh vién Ung buéu
Ha Noi, Bénh vién K Trung Uong, Bénh vién Dai hoc
Y Ha Néi va dugc hdi dong théng qua dé cuwong
Trudng Dai Hoc Y Ha Ndi chdp nhan.

3.1. M6t s6 dac diém 1am sang, can 1am sang cta ung thw biéu mé budng trirng giai doan tai phat, di can

Bang 1. D3c diém |am sang, cin l1am sang

Phan nhém S6 bénh nhan Tilé (%)
<40 0 0
40 - 49 4 12,5
Nhém tudi 50-59 11 34,5
60 - 69 16 50
270 1 3
PSO 12 37,5
Thang diém toan trang PS1 18 56,25
PS 2 6,25
I 0
Giai doan ! 3
1] 25 78
\% 6 19
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Mot phac d6 5 15,5
S8 phac d6 Hai phéc d6 20 62,5
Ba phac d6 7 22
. . Mét [an 22 68,75
SO lan phau thuat trwdéc do o
Hai lan 10 31,25
L ) 1 vjtri 4 12,5
S(‘::\vg tr‘| tai phat, di can trwérc 2 vitri 14 43,75
diéu tri Topotecan
23 vi tri 14 43,75
Hach 6 bung 18 56,25
Tiéu khung 23 71,9
. Phic mac 20 62,5
Vi tri tai phat
Gan 6 18,75
Ph&i 4 12,5
Khac 2 6

D6 tudi trung binh clia bénh nhan trong nghién ctu 1a 58,67 (43 — 72). Bénh nhan trong nhdm tudi 60- 69
chiém ti & cao nhat, [én d&n 50%. Nhin chung phan I&n bénh nhan trong nghién ctru cé chi sé toan trang tét
(93,75% c6 ECOG = 0 hodc 1). 97% bénh nhan (n = 31) & giai doan 3 hodc 4 tai thoi diém chan doan ban d3u.
Phan I&n bénh nhan d3 duoc st dung tir 2 loai phac d6 hda chat trudce khi st dung Topotecan. C6 tdi 87,5%
s6 bénh nhan tai phat tir 2 vj tri tré 1én. Trong d6, vi tri hay gdp nhat |3 tai phat tai tiéu khung va phuc mac,
chiémty & [an luot 13 71,9% va 62,5% .

3.2. K&t qua diéu tri va mot s6 tac dung phu cla phac d6

3.2.1. Két qud diéu tri

Bang 2. Dap (rng diéu trj sau 3 chu ki va 6 chu ki

Pap &ng DPap ng Bénh 6ndinh (n)  Bénh tién trién (n)
hoan toan (n) mot phan (n)
sau 3 chu ki (n=32) 0% (0) 56,2% (17) 9,4% (4) 34,4% (11)
Sau 6 chu ki (n=20) 5% (1) 30% (6) 50% (10) 15% (3)

Trong nghién clru cla ching tdi, sau 3 chu ki, c6 17 bénh nhan cé dap (ng (56,2%) va 12 BN dirng diéu
tri (11 BN tién trién chiém va 1 BN bénh gii* nguyén nhwng bé&nh nhan thdy mét moéi sau khi da trai qua qua
nhiéu liéu trinh diéu trj tir tredc dén nay). 20 bénh nhan con lai tiép tuc diéu tri dén 6 chu ky. Sau 6 chu ky,
¢6 01 bénh nhan d4p ng hoan toan, 06 bénh nhan dap (rng mot phan. Ti 1& dap &ng chung cta phac do 1a
21,9%. Loi ich 1am sang dat dwgc trén 17 bénh nhan (53,1%).
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Biéu db 1. Thoi gian sc“irﬁgsthém bénh khong tién trién
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Tai thoi diém déng nghién ctru, cé 27 bénh nhan d3 tién trién sau khi diéu tri, chiém ty 1& 84,4%, 5 bénh
nhan trong giai doan bénh khong tién trién, chiém 15,6%. Trung vi thdi gian séng thém bénh khong tién trién
(PFS) 13 6,1 thang, khoadng tin ciy Cl 95% [4,3 — 7,8]. Thai gian séng thém bénh khéng tién trién dai nhat theo
ddi dwoc trong nghién ctu a 23 thang; ngan nhat 1a 1,9 thang.
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Biéu dd 2. Thoi gian s6ng thém toan bo

Tai thoi diém dong nghién ctru cling ghi nhan dwoc 17 bénh nhan d3 tlr vong, chiém ty 1& 53%, 15 bénh nhan
con sdng, chiém 47%. Trung vi thdi gian séng thém toan bd (0S) la 11,8 thang, khoang tin cy Cl 95% [7,2 — 16,4].
Thoi gian séng thém toan bd dai nhat theo ddi duorc trong nghién ctru la 28,5 thang; ngdn nhat 14 2,9 thang.

3.2.2. Mét s6 tdc dung phu ctia phdc d6

Bang 3. Doc tinh cla phac d6 trén hé huyét hoc va trén gan, than

péc tinh P50 P61 D6 2 P63 Po 4
n % n % n % n % n %
Giam tiéu cau 28 87,5 2 6,25 2 625 0 0 0 0
Giam bach ciu 17 53 9 283 4 12,5 1 3,1 1 3,1
Giam bach cau hat 18 56,25 7 21,9 2 625 5 156 0 0
Giam huyét sic to 8 25 12 375 12 375 0 0 0 0
Ure 31 96,9 1 3,1 0 0 0 0 0 0
Creatinin 31 96,9 1 3,1 0 0 0 0 0 0
AST 30 93,8 2 6,2 0 0 0 0 0 0
ALT 31 96,9 1 3,1 0 0 0 0 0 0
Bilirubin 31 96,9 1 3,1 0 0 0 0 0 0

Ti 1& bénh nhan gidm huyét sic t6 1a 75%, chi gip
giam & d6 1 va 2. Ha bach cau hat chd yéu la d6 1,
chiém 21,9%. Ty |1& ha bach cau hat d6 3 kha cao,
chiém 15,6%, khéng cé bénh nhan nao ha d6 4. Ti 1&
bénh nhan giam tiéu cau chi gip & d6 1 va 2 vdi ty &
thap (6,25%). Ddc tinh trén than cé 1 bénh nhan chiém
ty 1€ 3,1% & d6 1, khdng c6 bénh nhan gap déc tinh do
2,3,4. DOc tinh trén gan c6 2 bénh nhan tang AST d6 1
chiém 6,2%, 1 bé&nh nhan tang ALT dé 1, chiém 3,1%.
Khong cé bénh nhan tang d6 2,3,4. Tang Bilirubin
cling chi xay ra trén 1 bénh nhan va cling & dé 1.

Hau hét doc tinh cta thudc ngoai hé tao huyét
va chuyén héa déu & mic dé nhe, trong d6 ch
yéu gdp & d6 1, modt ty |& nho gap déc tinh d6 2. S6
bénh nhan mét maéi khi st dung thudc khd cao, dé 1
chiém t&i 62,5%, d6 2 1a 6,25%. Tuy nhién khéng gap
& d6 3 va 4. Budbn ndn chiém ty 18 41%, tat ca truong
hop déu & dd 1 hodc do 2. Réi loan tiéu hoda gip ca
tiéu chay va tdo bon. Tiéu chay gdp 15,6% & d6 1.
Tao bdn gap ty 1é cao hon chiém 34,4% & d6 1. Viém
than kinh ngoai vi gap ty 1& thap ( 9,4%) v&i biéu hién
di cam, té bi dau chi mc d6 nhe.
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4. BAN LUAN

Trong nghién ciu cla ching t6i, BN duwoc st
dung Topotecan khi d3 that bai véi cac phac d6 cé
nhom Platinum trudc d6. Két qua cho thdy, sé BN
duogc st dung 01 phac d6 13 15,5%, 02 phac do la
62,5%, 03 phac d6 la 22%. Theo nghién clru cta Vi
Van Vi, s6 BN duogc st dung 01 phac do 1a 32,7%,
2 phéc d6 1a 45,5%, 3 phac d6 1a 21,8% [6]. Theo
nghién ctru ctia Nguyén Thj Sang, s6 BN duoc st
dung 01 phéac d6 la 18,5%, trén 2 phac do la 81,5%
[7]. Nhu vdy phan I&n s6 BN trong nghién ctru da
duogc st dung trén 2 phac do hda chat trwdc d6. Két
qud nghién clru cla chung tdi kha tuong dong véi
cac tac gia khac trong nudc.

Trung vij thi gian séng thém bénh khong tién
trién (PFS) trong nghién clru cha ching téi 1a 6,1
thang cao hon so v&i nghién ctru cla Jalid Sehouli
I3 3,7 thang va cla Bokkel 13 5,7 thang [8], [9].
Muc dich diéu tri cia bénh nhan UTBT giai doan
tadi phat di can da khang Platinum la kéo dai cudc
séng, ndng cao hodc duy tri chat lvgng cudc séng
va lam cham lai su tién trién cla bénh. Pdi véi
bénh nhan & giai doan nay thi séng thém bénh
khong tién trién cé y nghia hon ca. Chi s& nay
dénh gia dugc hiéu qua ciia mot phuong phap
diéu tri va chat lwgng cudc séng ngudi bénh. Thoi
gian s6ng thém bénh khéng tién trién cla chung
tdi cao hon so vdi cac tac gid trén cé thé do c&
mau nghién ctu cGia ching t6i nho hon va s6 bénh
nhan bénh 6n dinh khé cao (31,25%).

Thoi gian séng thém toan bd (0S) trong nghién
clru chia ching téi la 11,8 thang. Thoi gian séng thém
toan b dai nhat theo ddi dwoc trong nghién ctru 13
28,5 thang; ngan nhat 1a 2,9 thang. Mt s6 nghién
cru cla tac gid nwdc ngoai khi st dung don chét
nhu Gemcitabin, Lipodox cung trén ddi tugng bénh
nhan UTBT d3 khang Platinum cho két qua ciling gan
tuwong duong. Thoi gian séng thém toan bd trong
nghién ctru cta Alan Gordon va Jalid Sehouli khi str
dung Topotecan lan lwot 13 41,3 tudn va 9,6 thang
[8], [10].

Vé doc tinh trén hé huyét hoc, theo nghién ctru
cla Bokkel trén 112 bénh nhan s&r dung Topotecan
thi ty 1& ha bach cau chung |4 50,9%, ty 1é ha bach cau
hat dé 4 |1én dén 35%. Tuy nhién day 13 nhitng doc
tinh khong tich ITly, c6 hoi phuc va cé thé kiém sodt
[9]. Trong nghién ctru clia ching tdi, ty 1& ha bach cau
va bach ciu hat kha thap va chd yéu 13 dé 1, 2. Ha
bach cau hat cling cht yéu la dé 1 va 2, khéng cé bénh
nhan nao ha d6 4. Nhu vay ty I& ha bach ciu trong
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nghién ctru cda ching téi thap hon kha nhiéu so véi
nghién cru cla Bokkel. Cé thé do da duoc khuyén
cdo va lan dau sir dung tai Viét Nam nén hau hét bénh
nhan dwoc dung thuéc dy phong gidm bach cau sau
mbi chu ky hda tri. Giam huyét sic t6 trong nghién
ctru cla ching t6i cling chi gdp & dd 1va do6 2, khong
c6 bénh nhan gidm do 3, 4. Tuy nhién giam huyét sac
td khéng phai chi do tac dung phu cta hda chat ma
con do & giai doan tai phat di can, sirc khoe bénh
nhan d3 gidm sat qua nhiéu [an hda tri. Bénh nhan an
udng kém thi doc tinh giam huyét sac t& cang dé gip.
Diéu nay cling dat ra van dé cham séc dinh dudng cho
bénh nhan diéu tri héa chat 1a hét strc can thiét.

Vé déc tinh trén gan, than, do dac tinh cda
thudc 13 chuyén héa qua gan va thai trir qua than,
cling nhu day la nhdm bénh nhan d3 dwoc sir dung
nhiéu loai héa chat trudc d6 nén chung tdi quan
tdm nghién ciru van dé nay. Tuy nhién doc tinh trén
gan, than ndi chung it gdp va chi @ mirc do nhe 1,2
(2 trwong hop). Khdng cd trudng hop nao & mic do
3,4 lam &nh hwdng dén bénh nhan hodc phai ngung
di8u tri. Trong nghién cru, bénh nhan biéu hién mét
moi |a tinh trang hay gap nhéat. Diéu nay ngoai do
tac dung cla thudc, con cé thé do bénh nhan phai
truyén héa chat trong 5 ngay lién tuc, lam mic do
mét moi gia tdng. Ti€p theo 13 budn nén ciing |a tac
dung phu hay gap khi truyén héa chat. Trong nghién
cru cla chung t6i 25% bénh nhan budn nén dd 1
va 16% & do 2. Tuy nhién doc tinh nay khong gay
anh hudng nhiéu dén sy tuan thd diéu tri do tat ca
cac bénh nhan trong nghién cliru déu duoc st dung
thuéc chéng nén trudc va trong qua trinh truyén
hoéa chat.

5. KET LUAN

D6 tubi trung binh cla bénh nhan trong nghién
clru 13 58,617 (43 — 72). Bénh nhan trong nhdm tudi
60- 69 chiém ti & cao nhat. 97% bénh nhan (n=31) &
giai doan 3 hodc 4 tai thoi diém chan doan ban d3u.
Phan I&n bénh nhan da duoc st dung tir 2 loai phéc
dd hoa chat truéde khi sir dung Topotecan. Ti 1é dap
rng sau 6 chu ky 1a 21,9%. Trén mét nlra s6 bénh
nhan (17/32) dat duoc loi ich 1dm sang khi diéu tri
vGi Topotecan. Trung vi thoi gian séng thém bénh
khong tién trién dat dwoc kha quan (6,1 thang).
Trung vi thoi gian séng thém toan bd déng khich I&
(11,8 thang), trong khi doc tinh nhin chung nhe va
khéc phuc dwoc, chd yéu la mét mai khi truyén. Vi
vay, Topotecan la mét lwa chon phl hop trong diéu
tri ung thw budng trirng khang platinum.



Tap chi Y Duoc hoc - Trwdng Bai hoc Y Duoc Hué - S6 2, tép 12, thdng 4/2022

TAI LIEU THAM KHAO

1. Ferlay J., Shin H-R., Bray F,, et al. (2010). GLOBOCAN
2008, cancer incidence and mortality worldwide: IARC
CancerBase No. 10. Lyon Fr Int Agency Res Cancer, 2010, 29.

2. Atlanta G. (2014). American Cancer Society. Cancer
Facts Fig 2014.

3. Giornelli, G. H. (2016). Management of relapsed
ovarian cancer: a review. Springerplus, 5(1), 1197.

4. Abushahin, F., Singh, D. K., Lurain, J. R., Grendys,
E. C., Rademaker, A. W., & Schink, J. C. (2008). Weekly
topotecan for recurrent platinum resistant ovarian
cancer. Gynecologic oncology, 108(1), 53-57.

5. Swisher, E. M., Mutch, D. G., Rader, J. S., Elbendary,
A., & Herzog, T. J. (1997). Topotecan in platinum-
and paclitaxel-resistant ovarian cancer. Gynecologic
oncology, 66(3), 480-486.

6. Vi Van V{, (2012). Héa tri budc sau ung thu budng
trirng tién xa bdng Doxorubicin boc Lipoxom Pegynat héa
. Tap chi ung thuw hoc Viét Nam s6 4-2012, tr 405- 413.

7. Nguyén Thj Sang, BUi Diéu, (2012). Bdnh gid ddp

ting va tinh an toan cua hda tri Pegylated Liposomal
Doxorubicin trén bénh nhdn ung thuv bubng tritng tdi
phdt di cén. Tap chi ung thuw hoc Viét Nam s6 2-2012, tr
218-223.

8. Jalid Sehouli, Dirk Stengel, Philipp Harter, et al
(2010):Topotecan weekly versus Conventional 5- day
schedule in patients with Platinum — resistant ovarian
cancer: A randomized multicenter pha Il trial of the north-
Eastern German society of gynecological oncology ovarian
cancer stady group. J Clin Oncol 29:242-248

9. ten Bokkel Huinink, W., Gore, M., Carmichael,
J., Gordon, A., Malfetano, J., Hudson, I.,... & Bolis, G.
(1997). Topotecan versus paclitaxel for the treatment
of recurrent epithelial ovarian cancer. Journal of Clinical
Oncology, 15(6), 2183-2193.

10. Gordon A.N., Granai C., Rose P.G., et al. (2000).
Phase Il study of liposomal doxorubicin in platinum-and
paclitaxel-refractory epithelial ovarian cancer. J Clin Oncol,
18(17), 3093-3100.

JOURNAL OF MEDICINE AND PHARMACY ISSN 1859-3836 51 I



