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Nguyén Thi Hong Chuyén', Nguyén Trdn Thuc Huan!

TOM TAT:

Myc tiéu: Danh gia két qua diéu tri va doc tinh cta hoa tri phdi hop doxorubicin va paclitaxel voi nghi
nhén nguy co gay ddc tim ctia phbi hop nay.

Déi twong phwong phéap: Méu nghién ciu gdm 36 bénh nhan ung thur vi giai doan tién xa (IlIB-1V) héa
tri tai Khoa Ung budu Bénh vién bai hoc Y Duoc Hué giai doan tir 6.2007 dén 4. 2013.

Két qua: Boc tinh huyét hoc mue do IV gdm: gidm bach cdu hat (6%). Khéng c6 bénh nhan st giam bach
cau. Boc tinh ngoai hé tao huyét do IV chi gi6i han ¢ rung tée (5,5%) va viém miéng (2,8%). Céac déc tinh do
Il bao gom: gidm bach cau hat (44%), giém tiéu céu (8%), thiu méu (6%), rung téc 77%, bénh thin kinh ngoai
vi (2,8%), viém miéng (12%), bubn nén va nén (2,8%), dau corkhop (5,5%). Khéng xay ra doc tim dé lll, IV. Co
4 bénh nhan doc tim do Il voi phan suét téng méu thét trai giam trén 20% nhung hdi phuc trong vong 3 tuén.

C6 35 bénh nhan danh gia dap (g, 4 bénh nhan (12%) dap (mg hoan toan, 22 béntr nhan (62%) dap g
mét phan, 8 bénh nhan (23%) bénh khéng thay d6i va 1 bénh nhan (3%) bénh tién trién. Ty 16 bénh nhan cé dap
tmg voi héa tri la 74% (95% Cl, 62-88). Thoi gian séng thém khéc nhau cd y nghia gitia 2 nhém cé va khéng co
héa trj hé tror anthracycline trude khi nhan hoa tri phac dé doxorubicin-paclitaxel (p<0,01).

Két luan: Nghién ctu clia chiing t6i bude dau xac nhan sw két hop héa tri doxorubicin va paclitaxel trén
bénh nhan ung thu biéu mé tuyén va giai doan IIB-1V la mét phdi hop ¢6 hiéu quéa va dung nap doc tinh & mie
chap nhan dupc. Tuy nhién theo doi phan sut téng mau that tréi la duvc khuyén céo. Hiéu qua ctia hoa tri két
hop doxorubicin-paciitaxel la thdp hon & nhém bénh nhan da nhan héa trj hé tro ¢6 anthracycline truée do.

Tir khéa: Doc tinh, phdi hop doxorubicin va paclitaxel.

ABSTRACT
EFFICACY AND TOXICITY OF COMBINATION: DOXORUBICIN
AND PACLITAXEL IN ADVANCED BREAST CANCER
Nguyen Van Cau’, Phung Phuong' Ho Xuan Dung’,
Nguyen Thi Hong Chuyen', Nguyen Tran Thuc Huan'
Objective: To evaluate efficacy and toxicity of doxorubicin and paclitaxel in treatment of 36 patients with
advanced breast cancer.
Methods: Study designed in Oncology Department of Hue University of Medicine and Pharmacy.
Doxorubicin 50mg/m? 1V bolus followed by paclitaxel 175mg/m? to 200mg/m? was administered every 21
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days for maximum 9 cycles in 36 patients, 24 patients had received prior adjuvant chemotherapy. Monitoring
of cardiac function (Left Ventricular Ejection Fraction: LVEF) and total doxorubicin accumulative dose were
included in-this study.

Results: Grade |V hematological toxicities were neutropenia (6%) with no patient developed neutropenic
fever. Non-hematological toxicities at grade 1V were limited to alopecia (5.5%) and mucositis (2.8%). Grade Il
of toxicities were neutropenia (44%), thrombocytopenia (8%), anemia (6%), alopecia (77%), peripheral
neutropathy (2.8%), mucositis (12%), nausea and vomitting (2.8%), arthralgia/myalgia (5.5%). No clinical
cardiotoxicitiy (grade Ill-IV) occurred. Four patients (12%) who showed a decrease of LVEF of greater
than 20% during therapy but recovered within 3 weeks with no additional treatment. Of 35 patients are
assessable for response, 4 patients (12%) were complete remission, 22 patients (62%) partial remission,
8 patients (23%) stable disease and disease progression is only one patients (3%). Overall response rate
being 74% (95% Cl, 62-88). Survival time was poorer in cases with prior adjuvant anthracycline therapy

than those without adjuvant anthracycline (P<0.01).

Conclusion. Our results comfirm the combination of doxorubicin and paclitaxel is effective in treatment
of advanced breast cancer, and this regimen is well tolerated. No symtdns of cardiotoxicity was observed

on cardiac monitoring.

Key words: Toxicity, doxorubicin and paclitaxel in combination.

I. PAT VAN DE

Tai Viét Nam, ung thu vi giai doan IIIB-IV
van con phd bién hon cac nude khac do chua co
phuong phap sang loc va phat hién sém mot cach co
hé théng [1]. O céc giai doan tién xa khi phau thuat
khong thé thuc hién triét dé thi hoa tri hé théng la
mét chon lua hop 1y. O giai doan di cén, ung thu
vii 12 bénh khong thé chita khoi nhung muc dich
diéu tri chinh 1a 1am tang dap img khéch quan, giam
ganh ning bénh cai thién thoi gian va chit lugng
song thém cho nguoi bénh [2]. Nhiéu nd lyc hoa
tri phéi hop da duge nghién ciru nhung da ) phac
@b dua vao héa chat nhém anthracycline bao gém
doxorubicin va epirubicin voi ddp ung khach quan
da dugc bao cao dat tr 40% dén 70% céac truomg
hop. Tuy nhién ty 1& bénh nhan dép (mg hoan toan

con thp tir 5% dén 15% va thoi gian ti bénh ngin

thuong tir 6 dén 12 thang [3]

Paclitaxel 12 mét hoa chit doc té bao thong qua co
ché &n dinh vi éng ctia thoi v sic trong pha phan bao
nén lam ngimg pha phéan bao ctia chu ky té bao va lam
chét t& bao ung thu. Ngoai ra, paclitaxel ciing gy ra
chét té bao thong qua co ché chét té bao theo chuong
trinh [4]. O giai doan ung thu vu tién xa, dicu tri don
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chét paclitaxel da chimg to ¢6 hiéu qua & nhiing bénh
nhén chua diéu tri paclitaxel trude day [5). Phéi hop
thude doc té bao anthracycline va taxane (paclitaxel,
docetaxel) 1a phdi hop héa tri phd bién cho ung thu
vu giai doan tién xa & Viét Nam va nhiéu nudc trén
thé gisi. Ty 1& d4ap ing da duge béo cdo lén dén 83%
va 94% trong 2 nghién cua columpus va OH [6] tuy
nhién nguoi ta cling quan sat th?ly kha nang gay doc
tim c6 triéu chimg do phdi hop niy ciing khd cao
1én dén 18 dén 20%. Nguy co ddc tim do tong lidu
tich Iity ctia anthracyclines va mot phan do phéi hop
thém paclitaxel [7]. Vay budc dAu ching t6i thuc hién
nghién clu nay tai co sd didu tri ung thu cta Trudng
Pai hoc Y Duoc Hué véi muc tiéu:

1. Panh gia dac diém bénh nhan nghién ciru

2. Xac nhan hiéu qua va kha nang gy ddc tinh,
dac biét doc tinh tim mach gdy ra do phéi hop nay.

I1. BENH NHAN VA PHUONG PHAP

2.1. Péi twong nghién ciru

Tiéu chuan nhin bénh

1. Tuéi 25 - 75

2. Mé bénh hoc va héa mé mién dich chan doan
xéc dinh ung thu bidu mé tuyén vi
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3. Giai doan IIIB-IV

4. Chi sé hoat dong thé luc ECOG Eastern
Cooperative Oncology Group 0-2

5. Khong c6 cac bénh man tinh kém va chic
nang tao mau, gan than binh thudng

6. Khéng c6 tién st bénh tim, Phan sut téng
méu thét trdi LVEF>50%

7. Piéu tri noi tiét ung thu vii trude day duoc
chip nhan néu ngung 1 thang trudc diéu trj

8. Héa tri hd trg duge chip nhan néu ngung didu
tri>12 théng véi liéu tich liy doxorubicin<300mg/m?.
Khéng nhén vao Bn da héa tri hd trg véi paclitaxel

Tiéu chuén loai trir

1. Liéu doxorubicin hoa tri hd tro d4 nhan>
350mg/m?

2. B nhan diéu trj paclitaxel trude do

3. Xuét hién suy tim l4m sang

4. Di can ndo

2.2. Phwong phap nghién ciru: Thiét ké nghién
clru md ta cit ngang

Phwong tién nghién ctru

- Dénh gia tai bénh hoic di cin bang chup CT phdi,
X quang xuong, siéu 4m bung mbi 2 chu ky héa tri

- Pénh gid chitc ning tim (LVEF) bing siéu 4m
tim 2 chiéu mdi 3 chu ky hoa tri.

- Xét nghiém cong thirc mau ngay thir 14 sau
héa tri dé phat hién mirc dc tinh thip nhét. Panh
gia doc tinh hé tao mau va ngoai hé tao mau mdi
21 ngay

I11. KET QUA

Phic db diéu tri: mdi chu ky chuyén ngay thu
nhit gém doxorubicin 50mg/m* TM nhanh theo
sau bdi pacliatxel 175mg/m*> TM 3 gio. Chu ky
sau lap lai méi 21 ngay. Thude du phong ting
phan Ung gém: diphenhydramin 50mg TB,
dexamethason 20mg TM, ranitidin 50mg TM 30
phit true hoa tri paclitaxel. Dy phong nén bing
ondansetron lidu 24mg dén 32mg/ngay. Néu Bn
hoa tri 1an dau, lidu trinh diéu tri 9 chu ky. Téng
lidu tich liiy doxorubicin la 500mg/m? dugc tinh
g0p v6i nhitng 1an héa tri hd trg truée. Ngung
diéu tri néu bach cu da nhan trung tinh<.5x10%/L
va tiéu cau<100x10%L.

banh gia dap mg theo tiéu chufn] RECIST cho
ung thu dac.

Dénh gid dc tinh theo tiéu chudn cia WHO, doc
tim dugc d4nh gia theo tiéu chuin dénh gia doc tinh
phd bién:

- D0 I: khong triéu chung, LVEF giam it hon
20%

- D6 II: khong triéu chimg, LVEF giam nhiéu
hon 20%

- D6 III: Suy tim sung huyét nhe con dap (ng
vé6i diéu tri

- Do IV: Suy tim sung huyét khong hdi phuc

Xir 1y s6 lidu trén phin mém SPSS phién ban 19,
duong cong Kaplan-Meier tinh toan thoi gian song
thém, test log rank si dung dé so sanh 2 bién.

Tir 6.2007 dén 4. 2013, 36 Bn ung thu vii giai doan tién xa (IITB-IV) héa tri tai Khoa Ung buéu Bénh

vién Pai hoc Y Duoc Hué.

Bang 1. Bdc diém bénh nhén (n=36)

Pic diém 1am sang n (%)
Tudi trung binh (ndm) 54 (31-75)
Chi s6 ECOG:
0 22 (61%)
1 12 (33%)
2 2 (6%)
Giai doan
Téibénh 17 (47,2%)
Di cin tir dau 19 (52,8%)
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Hoa tri ho tro

Khong c6 héa tri ho tro 12 (61%)
Hoéa tri h(é tro khong cé Anthracycline 6 (16,6%) é
Hoa tri ho tro ¢6 Anthracycline 18 (50%)
Vi tri tar bénh
Hach thuong don 9 (25%)
Da 3 (8,4%)
Phoi 9 (25%)
Gan 7 (19%)
Xuong 6 (16,6%)
Khac 2 (5,5%)
Bang 2. Déc tinh huyét hoc ngay thit 21 méi chu ky
Mire ddc tinh theo WHO
Dac tinh 0 (%) I (%) 1T (%) 11T (%) IV (%)
Ngay thir 21
Giam bach cau 20 (55%) 9 (25%) 3 (8%) 3 (8%) 1 (4%)
Thiéu mau 21 (58%) 9 (25%) 4 (11%) 2 (6%) 0
Giam tiéu cau 19 (53%) 5 (14%) 10 (36%) 2 (6%) 0
Mirc thap nhat
Giam bach cau 6 (17%) 4 (11%) 8 (22%) 16 (44%) 2 (6%)
Sét giam bach ciu 34 (94%) 1 (3%) 1 (3%) 0 0
Thiéu mau 14 (38%) 16 (44%) 4 (12%) 2 (6%) 0
Giam tiéu cdu 28 (76%) 4 (12%) 3 (8%) 1 (4%) 0
Bang 3. Déc tinh ngoai hé tao huyét
Miic doc tinh theo WHO (n=36)
DBéc tinh 0 (%) I (%) 1T (%) III (%) IV (%)
Rung toc 0 2 (5,5%) 4 (12%) 28 (77%) 2 (5,5%)
Bénh than kinh ngoai vi 6 (17,2%) 19 (52%) 10 (27%) 1(2,8%) 0
Viém miéng 19 (52%) 7 (19%) 5(14,2%) 4 (12%) 1 (2,8%)
Budn nén va nén 16 (44%) 15 (41,2%) 4 (12%) 1(2,8%) 0
Dau xuwong-khop 12 (32,5%) 18 (50%) 4 (12%) 2 (5,5%) 0
Tiéu chay 20 (55,5%) 12 (32,5%) 4 (12%) 0 0
Poe tim” 20 (55,5%) 11 (30,3%) 5 (14,2%) 0 0
* Phan do theo tiéu chuin doc tinh phd bién
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Bang 4. Dadp iing véi diéu tri

Didu tri ~Bénhatié"n Bénh 6n Pap ing Pap g
i n trién dinh mot phan | hoan toan
S6 Bn danh gia dap ing 35 1 (3%) 8 (23%) 22 (62%) 4 (12%)
Khéng hoa tri ho trg trude 16 0 4 (25%) 9 (56%) 3 (19%)
C6 héa tri hd trg khong co 2 0 1 (50%) 1 (50%) 0
anthracycline
C6 hoa tri hd tro c6 anthracycline 17 2 (12%) 5(29%) 7 (42%) 3 (17%)
Giai doan
Tai bénh sau hoa tri ho trg 22 2 (9%) 3 (14%) 12 (55%) 5(22%)
Di cin tir ddu 13
Vi tri di can
<2 28 1 (4%) 7 (25%) 15 (54%) 5(17%)
>2 7 1 (14%) 2 (28%) 3 (44%) 1(14%)
Liéu paclitaxel
175 mg/m? 22 2 (9%) 1 (4,5%) 13 (59%) 6 (17,5%)
200 mg/m? 13 0 2 (16%) 7 (54%) 4 (30%)
Buong cong Kaplan - Meier so sanh giira 2 nhém c6 va khéng cé hba trj ho tror
0.0
0.57
-1.0r1
g
c
‘3 1.5
2 Bn khong nhan hoa tri
a3 ho trg trudc, N=16
-2.0r
P<0.01
= Bn da nhan héa tri hd trd antracycline trudc,
N=17
-3.0r]
.0'0 10?00 20?00 30?00 -10TOO 50?00

time

Hinh 1. Séng thém gitta 2 nhom da nhan hoa tri hé tro anthracycline va khéng nhdn hoa tri hé tro trude
khdce nhau cé y nghia (p<0,01). Nhém BN chwa nhén héa tri hé tro trude ¢6 két qua song thém kéo dai
hon c6 y nghia so véi nhom BN da duoc héa tri hé tro trude khi nhdn héa tri doxorubicin-paclitaxel.

IV. BAN LUAN nhén ung thu vi giai doan tién xa [8]. Tuy nhién

Paclitaxel va doxorubicin la hai thudc doc té bao  ddc tinh do sw két hop nay, dic biét la doc tim la
¢6 hoat tinh cao nhét diéu tri ung thu vii giai doan  mot tré ngai diéu tri 16n va mot sb nghién ctru cho
di cin phd bién & Viét Nam. Su két hop 2 thuée  thdy ty 1& doc tim c6 thé 1én dén 20% [8]. Hiéu
ndy ciing cho thdy c6 hiéu qua diéu tri tot cho bénh  qua diéu tri ung thu va cta phéi hop nay da duoc
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chimg minh qua nhiéu nghién ¢ nhung lam sao
t6i thiéu doc tinh, dic biét doc tinh trén tim 1a
vin dé ma ching to6i xem xét trong nghién ctu
ndy. Vay trong nghién ciru nay dé t6i thidu doc
tinh do doxorubicin giy ra ching téi thuc hién
chuyén TM nhanh doxorubicin trong vong 5
phiit trén Bn ¢ chire ning tim binh thudng. Tiép
sau la chuyén paclitaxel trong vong 3 gio. Liéu
doxorubicin trong nghién ctru nay 14 thiap hon so
voi mot s6 tac gia khac [9]. Khong ¢ BN nio co
triéu chirmg 1am sang bi suy tim sung huyét. Phin
suéit tong mau thit trai (LVEF) giam hon 12%
xdy ra trén 16 BN (35,5%) BN trong qua trinh
dicu tri va da ngung doxorubicin trén nhém BN
ndy dé tranh mot suy tim sung huyét c¢é bidu
hién triéu ching c6 thé xay ra va nhirng BN
bi giam LVEF da dugc hdi phuc hoan toan voi
tri s6 LVEF kiém tra sau d6 > 50% va két qua
nay cung phu hgp voi nghién cliru cia Martin M
[10]. Theo tac gia Valagussa P [11] thuoc nhom
nghién cttu Milan cho thdy du lidu doxorubicin
& mic 360mg/m? thi nguy co doc tim cia két
hop doxorubicin va paclitaxel 1a c¢o thé chip
nhan duge va doc tinh ciing tuong ty didu tri
don chit doxorubicin hoic cling twong tu vadi
két hop voi hoa chit khong thude nhom taxanes.
Tuy nhién, lidu doxorubicin trong nghién ctu
ctia chiing t6i ngang mire lidu 50mg/m? thip hon
nghién clru cua cac tac gia khiac (60mg/m?) ciing
gop phan giai thich tai sao nghién cua ching toi
¢6 ty 1¢ suy tim sung huyét thip hon va khong co
Bn bi suy tim sung huyét dé 1V.

Ddc tinh ngoai h¢ tim mach trong nghién ciru
ctia chung to1 twong tu vdi nghién clru cia cée tac
gia truge day trén ciing két hop nay. Giam BC 1A
bién ching phd bién nguy hiém phd bién nhung
da duoc hoi phuc trén héau hét BN. Giam BC do 1V tai
thoi diém lhfip nhét nhung chi c6 2% kco dai dén
ngay thu 21 cua chu ky hoa tri va 11 BN (29,8%)
bi bién chirng than kinh ngoai d 11-111 vi ma chu
yéu (& diu chi, ngay ca khi lidu paclitaxcel tang
[én 200mg/m? thi ddc tinh than kinh ngoai bicn
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cling ting Ién nhung tit ca da hoi phuc sau khi
ngung hoa tri tir 4-8 thang. Trong nghién ciru cur
ching toi khong ding thude kich thich bach ciu
hat G-CSF.

Vé mit dap rng didu tri, chiang t6i theo doi
duge 35 BN (97%) va két qua bude diu da cho
thdy phdi hop nay dat dwge ky vong trén ung thu
vii giai doan tién xa khi so véi nghién clru cua
cac tac gia trude diy. Trén 80% BN co dap ang
voi didu tri. Tuy nhién, ciing do chi trong dén
chit luong séng BN bi anh huong boi do doce
tinh do hoa tri ma chu yéu 1a doc tim nén thiét
ké nghién ctru cta chung t6i chi dung lai ¢ chu
ky thir 9, trong lic nhidu nghién ciru cua céc tac
gia khac c6 thé Ién dén 10-11 chu ky véi tong
liéu tich liiy doxorubicin Ién dén 550mg/m? da co
thé nén hidu qua khang u cta cac phdi hop cta
ho cao hon [12], [13]. Thoi gian theo doi ching
t6i 12 3 nam ciing du dé danh gia thoi gian tién
trién bénh ctia Bn ung thu vi giai doan tién xa.
Thoi gian theo doi trung binh la 44 thang (95%
CI, 9 — 64 thang). Phan tich thoi gian séng bing
phuong phip Kaplan-Mefer (hinh 1) so sanh gitra
2 nhom da nhin va chua nhin hoa tri hd trg trude
¢6 anthracycline, ching toi thiy ring séng thém
¢ nhom da nhan hoa tri hé trg anthracycline trude
ddy 1 xdu hon ¢6 ¥ nghia so v6i nhém chua nhén
hoéa tri hd trg (p<0,01).

Tuy nhién, do mau nghién ciru con nho, thiét

-

nghién ctu nay chua bao trim toan bd céc

o

k

van d¢ khic anh huong dén két qua nghién ciu
nhu danh gid xdy ra khang doxorubicin trong
qua trinh didu tri, s6 lwgng va vi tri di cén xa,
sd hach nach di can, giai doan bénh lic moi
chin doan nén két qua trong nghién ciu nay
chu yéu nho vao tong licu hoa tri doxorubicin
va khodng lidu paclitaxel ciing nhu déc tinh hoa
tri giam do chuyén nhanh doxorubicin. Vi viy
nghién ciu can duogc Liép tuc thue hién dén muc
lidu doxorubicin cao hon véi mau nghién ciru
I6n hon thi viée danh gia hi¢u qua mai thye su
thuyét phuc.
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V. KET LUAN

su

Nghién ctru ctia ching toi bude dau xac nhan

két hgp hoa tri doxorubicin va paclitaxel

trén Bn ung thu biéu md tuyén va giai doan

[HIB-1V 1a mdt phoi hgp ¢6 hicu qua va dung

0.

o0

nap doc tinh & muce chap nhian duge. Theo doi

phan suat tong mau that trai la duge khuyén cdo

khi str dung phoi hop nay. Hi¢u qua cua hoa tri

két hop la thap hon & nhém Bn da nhin hoa tri

ho

tro ¢6 anthracycline.
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