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THO'T GIAN SONG THEM CUA BENH NHAN UNG THU VU
HER2-DU'ONG TINH TAI PHAT, DI CAN HOA TRI BUOC 1
PHAC PO DOCETAXEL KET HQP TRASTUZUMAB

TOM TAT

Muc tiéu: banh gia thai _gian song thém benh
khéng tién trién (PFS) clia bénh nhan ung thu vu
HER2-duang tinh tai phat, di can hoa tri budc 1 phac
dd6 docetaxel két hop trastuzumab. Doi twgng va
phuong phap: Nghién ciu mo ta ho6i ciu két hop
ti€n ctu trén 56 bénh nhan ung thu vi HER2-dugng
tinh giai doan tai phat, di can dudc hda tri budc 1
phac do6 docetaxel két hgp trastuzumab tor thang
01/2015 téi thang 10/2022 tai Bénh vién K. Két qua
Tubi trung binh & thdi diém téi phat di can la
53,1+14,3 tudi. Trung vi PFS cla nhdm bénh nhan
nghlen cu‘u la 13,0 thang Ty I&é PFS tai thdi diém 6
thang va 12 thang [an lugt la: 80 4% va 51,8%. Bénh
nhan kh6ng di cdn tang co trung vi PFS cao hon so véi
nhom di can tang (140 thang so vdi 8,0 thang,
p=0,011). Chua phat hién mdi tuang quan gilta PFS
vdl cac yéu t6 nhu toan trang benh nhan ECOG, thé
mo bénh hoc, tinh trang thu thé ndi tiét, phac do da
diéu tri bo trg trudc do (co taxane so vGi khong cé
taxane; c6 trastuzumab so vdi khong cé trastuzumab).
Két Iuan Sy ph0| hgp doccetaxel va trastuzumab
dem lai hiéu qua tot giup kéo dai PFS trong diéu tri
budc 1 ung thu' vii HER2-dudng tinh tai phat di can.

Ta khoa: Docetaxel, ung thu vi tai phat di can,
trastuzumab.

SUMMARY

SURVIVAL TIME OF DOCETAXEL PLUS

TRASTUZUMAB AS THE FIRST-LINE IN
PATIENTS WITH RECURRENT OR METASTATIC

HER2-POSITIVE BREAST CANCER

Objectives: Evaluation of progression-free
survival time of patients with docetaxel plus
trastuzumab as the first-line in patients with recurrent
or metastatic HER2-positive breast cancer. Patients
and methods: A retrospective and prospective
descriptive study on 56 patients diagnosed with HER2-
positive metastatic or recurrent breast cancer at K
Hospital from January 2015 to October 2022. Result:
The mean age was 53.1+14.3 vyears. Median
progression-free survival was 13 months. Progression-
free survival at 6 months and 12 months were 80.4%
and 51.8%, respectively. Patients without visceral
metastasis had a higher median PFS than the visceral
metastasis patients (14.0 months vs 8.0 months;
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p=0.011). No correlation was found between PFS and
factors such as ECOG, histopathology, endocrine
receptor status, and adjuvant chemotherapy (taxane
versus no taxane; trastuzumab versus no
trastuzumab). Conclusion: Docetaxel plus
trastuzumab as the first-line is effective in high
progression-free survival for patients with recurrent or
metastatic of HER2-positive breast cancer.

Keywords: Docetaxel, recurrent or metastatic
breast cancer, trastuzumab.

I. DAT VAN DE

Theo GLOBOCAN 2020, ung thu va (UTV)
chiém 1/4 s6 trudng hdp ung thu méi mac va
chiém 1/6 tng s6 cac ca tr vong do ung thu &
ni’ giGi. Pay ciing la loai ung thu cd ty 1é mac
nhiéu nhat va la nguyén nhan gay tr vong hang
dau & phu nif trén toan thé gidi [1]. Mac du da
c6 nhiéu tién bd vugt bac vé phat hién sém va
diéu tri nhung viéc diéu tri UTV tai phat di can
con gap nhiéu khd khan dac biét doi véi cac
nudc dang phat trién nhu' Viét Nam. Su lua chon
phucng phap diéu tri dugc can nhac dua trén co
s@ tinh chat phat trién nhanh hay chdm cla
bénh, vi tri di can, dac tinh sinh hoc cta khéi u,
thé€ trang bénh nhan va diéu kién kinh t& cla
moi bénh nhan. Phac d6 hda chat dua trén
anthracycline dugc s dung trong diéu tri UTV
tdi phat di can, nhung vi dbc tinh trén tim vdi
liéu tich Iy trong gidi han cho phép nén sé han
ché trong cac bénh nhan da diéu tri véi cac
thuéc nay trudc dd. Cac thuGc nhom taxane
(docetaxel, paclitaxel) da dugc chirng minh la cd
két qua tot dbi vai UTV.

DGi véi bénh nhan ung thu vu tai phat di can
c6 bdc 16 qua mirc thu thé yéu t6 phat trién biéu
mo 2 (HER2), phac d6 hda chat két hgp vdi
trastuzumab la mét trong nhitng lua chon uu
tién giup kéo dai thai gian song thém va nang
cao chat lugng cudc séng cho bénh nhan [2-4].
Phac d6 docetaxel va trastuzumab da dudc ap
dung trén toan thé gidi trong diéu tri UTV tai
phat di can cho thay ty I1é dap Ung tir 44-73% va
giup kéo dai thdi gian s6ng thém ctia bénh nhan
[2-4]. Th&* nghiém M77001 nghién clfu trén 188
bénh nhan ung thu vl di can diéu tri vdi
trastuzumab két hgp véi docetaxel so sanh vdi
viéc cac bénh nhan chi s dung don tri bang
docetaxel. Két qua cho thdy nhdm bénh nhan
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diéu tri két hgp co ty Ié dap (ng toan b cao han
(61% so V@i 34%; p=0.0002). Sau 24 thang
theo d6i, nhitng bénh nhan dugc diéu tri phac
do két hgp co thdi gian sdng thém toan bo (OS)
cao hon (31,2 thdng so vdi 22,7 thang;
p=0,0062) cling nhu thdi gian song thém bénh
khdng tién trién (10,6 thdng so vai 5,7 thang;
p=0,009) [5]. Tai Viét Nam, phac do docetaxel
két hgp trastuzumab dang dudc ap dung diéu tri
cho bénh nhan ung thu vl tai phat di can, tuy
nhién chua coé nhiéu nghién clitu vé van dé nay.
Vi vay ching t6i ti€n hanh nghién clfu vdi muc
tiéu: "Banh gid thoi gian séng thém bénh khdng
tién trién cua bénh nhdn ung thu v HER2-
duong tinh tai phat, di can hoa tri budc 1 phdc
do docetaxel két hop trastuzumab”.

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tuong nghién clru. 56 bénh nhan
nit dugc chan doan xac dinh la ung thu vu
HER2-duong tinh giai doan tai phat, di can dudc
hoa tri budc 1 phac d6 docetaxel két hgp
trastuzumab tur thang 01/2015 tdi thang 10/2022
tai Bénh vién K.

2.1.1. Tiéu chuén lua chon:

« Bénh nhan nit dugc chan doan xac dinh
ung thu biéu md tuyén vi bang xét nghiém md
bénh hoc.

o C6 boc 16 qua mic HER2 dudc xac dinh khi
THC (+++) hoc FISH (+) ho3c Dual-ISH (+).

e D& dugc diéu tri triét can cho giai doan tai
cho, tai vung bdng cac cac phucng phap phau
thuat, hda tri, xa tri, theo chi dinh hoac ung thu
vu giai doan IV chua diéu tri héa chat, khong c6
chi dinh diéu tri tai cho tai vung._

« Bénh nhan tai phat tai cho tai ving khong
c6 chi dinh hodc tUr chdi diéu tri bang cac
phuang phap diéu tri tai cho tai vlng.

« Chan doan tai phat, di cdn bang hinh anh
hoc hoac mé bénh hoc, t€ bao hoc.

« Dugc diéu tri hda chat budc 1 phac do
docetaxel két hgp trastuzumab cho bénh tai phat
di can it nhat 3 chu ky.

« Chi s0 toan trang ECOG < 2.

« Chtic ndng tim mach, gan, than, tay xuagng
trong gigi han cho phép diéu tri hoa chat.

e C6 hb sd ghi nhan thong tin day dua vé
chan doan va diéu tri truc dé.

2.1.2. Tiéu chuén loai tru:

« Bénh nhan di can ndo.

« Bénh nhan c6 bénh ly tim mach gom: can
dau that nguc khéng 6n dinh, r6i loan nhip can
diéu tri thudc, réi loan dan truyén nhi that, bénh
ly van tim nang, phi dai that trai trén siéu am

doppler tim, tdng huyét 4p kiém soat kém, tran
dich mang ngoai tim dang k€, tién si nhdi mau
cd tim hodc bénh cg tim.

« Bénh nhan cé ung thu th( hai.

e Bénh nhan c6 cac bénh ly cdp tinh tién
lugng tir vong gan.

2.2. Phuong phap nghién ciru

2.2.1. Thiét ké nghién ciru. Phuang phap
nghién ctu mo ta hoi ciru két hop tién cau.

2.2.2, C6 mau nghién cau va chon mau

CG mau thuan tién. Thu thap cac bénh nhan
du tiéu chudn nghién clu dugc diéu tri tai Bénh
vién K tur thang 01/2015 tdi thang 10/2022.

2.2.3. Phuong phdp thu thap sé liéu.
Thu thap thong tin vé qua trinh diéu tri theo
mau bénh an nghién cru:

- Cac thudc su dung trong nghién cuu:
Docetaxel két hgp trastuzumab chu ki 21 ngay.
Chu ki dau tién: trastuzumab 8mg/kg dudgc
truyén tinh mach trong 90 phat, sau do
docetaxel 80mg/m? dugc truyén tinh mach trong
90 phut. Cac chu ki tiép theo: trastuzumab
6mg/kg. .

- Két qua diéu tri; Sau moi 3 chu ky diéu tri
hodc néu lam sang cé chi dinh (nghi ngd bénh
tién trién) bénh nhan dugc danh gia theo RECIST
1.1. Thai gian sdng thém bénh khdng tién trién
(PFS) la khoang thdi gian tinh tir th&i diém bat
dau diéu tri bdng phac d6 doccetaxel va
trastuzumab cho dén khi phat hién bénh tién trién
bang kham 1dm sang va cac xét nghiém can lam
sang hodc tinh dén thdi diém dirng nghién clru.

2.3. Xtr ly s6 liéu. Cac thong tin dugc ma
hda va xr ly bdng phan mém SPSS 20.0. Cac
thuat toan thong ké st dung trong nghién clru:
M0 ta: trung binh, do l1éch chuén, khoang tin ciy
95%, gia tri I6n nhat, gia tri nhd nhat. PFS: dugc
tinh theo phudng phap udc lugng thdi gian theo
su kién cla Kaplan—Meier.

2.4. Pao dirc nghién ciru. Pay la nghién
cltu khdng can thiép vao qua trinh chan doan va
diéu tri bénh nhan, khong lam sai |éch h6 sc
bénh an. K& qua nghién clru nhdm nang cao
chét lugng chan doén, diéu tri va tién lugng. Moi
thong tin cla bénh nhan dudc gilr bi mat.

Il. KET QUA NGHIEN cUU

Trong thgi gian nghién clu chdng toi thu
thdp thong tin dugc 56 bénh nhan diéu tri trong
khoang thgi gian tUr thang 1/2015 dén thang
10/2022 du tiéu chudn vao nghién cuu.

3.1. Mot s6 diéc diém cua ddi tugng
nghién ciru. Tudi trung binh clia cac bénh nhan
la 53,1 + 14,3 tubi. Nhdm tuGi hay gdp nhét
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trong nghién cfu 1a nhém tir 50-59 tudi chiém
32,1%. C6 14 bénh nhan chan doan & giai doan
IV ngay tir dau, chi€ém 25,0%.

Bang 1. Mét sé dic diém cua déi tuong
nghién ciru

SO bénh| Ty lé
nhan | (%)
ECOG
0-1 45 80,4
2 11 19,6
Mo bénh hoc

UTBM xam nhap, NST 46 80,3

UTBM tiéu thuy XN 5 11,5

UTBM thé nhay 32 4,9

Loai khac* 3 3,3

Tinh trang naoi tiét

ER (+) va/ho3c PR (+) 36 | 64,3

ER (-) va PR () 20 | 35,7
Phac d6 da diéu tri giai doan b6 trg truéc dé
Co trastuzumab 17  |40,5%*
Khong trastuzumab 25  [59,5%*
Co taxane 34 81,0%%
Khong taxane 8 19,0%¥

Vi tri tai phat di can

Tai phat tai cho tai vung 16 28,6
Phoi 15 26,7

Gan 25 44,6

Xuong 21 | 37,5

Hach nach, thugng don doi bén 5 8,9
Hach trung that, 6 bung 16 28,6

Di can tang

Khong di can tang 22 39,3

Co di can tang 34 60,7

Chd thich: *1 UTBM thé tdy, 1 UTBM thé
nhay, 1 bénh nhan thé di san.** Trong 42 bénh
nhan dugc diéu tri hda tri b6 trg.

Nh3n xét: Cac vi tri di can thudng gap
trong nghién ctu lan Iugt la gan, xugng chi€ém ty
Ié 44,6% va 37,5%. Ty |é bénh nhan di can tang
(gan hodc phdi) 1a 60,7%. Trong 42 bénh nhéan
tai phat sau diéu tri, c6 17 bénh nhan dugc diéu
tri trastuzumab phdi hgp véi hda chat trude do,
chiém 40,5%. (Bang 1).

3.2. Panh gia thdi gian song thém bénh
khong tién trién.
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Biéu db 1. Thoi gian séng thém bénh khéng
tién trién

Nhdn xét: Trung vi PFS cla nhdm bénh
nhan nghién c(u 13 13,0 thang, trong dé ngén
nhat la 3 thang, dai nhat la 43 thang. Ty |é PFS
tai thdi diém 6 thang va 12 thang lan lugt la:
80,4% va 51,8%.

3.3. ThGi gian song thém bénh khong
ti€n trién va mot sd yéu to lién quan

Bang 2. Méi lién quan giiia PFS vdi cac yéu to'lién quan

Trung vi | Khoang tin cay 95% | 6 thang | 12 thang
(thang) (théng) (%) (%) P
ECOG
0-1 13,0 10,6 - 15,4 86,7 51,1 0.799
2 13,0 6,0 - 20,0 81,8 54,5 !
Mo bénh hoc
UTBM xam nhap NST 13,0 10,3 - 15,7 80,4 54,3 0413
Loai khac 7,0 3,1-10,9 80,0 40,0 !
Tinh trang noi tiét
ER (+) va/hodc PR (+) 11,0 6,8 - 15,2 83,3 50,0 0.202
ER (-) va PR (- 13,0 100- 15,5 75,0 55,0 '
Di can tang
Co di can tang 8,0 6,7-9,3 88,2 76,5 0011
Khong di can tang 14,0 12,0 - 16,0 81,8 45,5 !
Phac d6 da diéu tri bd trg trudc do
Co trastuzumab 9,0 5,0-13,0 70,6 47,1 0.605
Khong trastuzumab 9,0 6,6 -11,4 72710 40,0 !
Phac d6 da diéu tri bo trg trudc do
Co taxane 9,0 7,6-104 82,4 41,2 0936
Khong cd taxane 8,0 0,0-19,1 62,5 50,0 !
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Nhén xét: Phan tich don bién cho thdy
trung vi PFS ctia bénh nhan khong di cdn tang
cao han so vdi nhom di can tang (14,0 thang so
vGi 8,0 thang), khac biét cd y nghia thong ké vai
p = 0,011. Cac yéu t6 toan trang bénh nhan
ECOG, thé mé bénh hoc, tinh trang thu thé ndi
tiét, phac do da diéu tri trudc dé (cd taxane so
vGi khong cé taxane; co trastuzumab so Vi
khong co trastuzumab) khong anh hudng dén
trung vi PFS.

IV. BAN LUAN
Trung vi PFS clla nhém bénh nhan nghién

clu la 13,0 thang, trong d6 ngan nhat la 3
thang, dai nhat la 43 thang. Ty |é PFS tai thdi
diém 6 thang va 12 thang lan lugt la: 80,4% va
51,8%. Két qua nay cao han nghién cltu cla tac
giad Marty (2005) véi trung vi PFS la 11,7 thang
[5]. Trong nghién clu cla tac gia Robert, két
qua trung vi PFS la 7,1 thang [6]. Theo Valero va
cdng su nghién ctu trén 131 bénh nhan dugc
diéu tri bang phac d6 docetaxel-trastuzumab, két
qua cho thdy PFS 1a 11,1 thang. Tai thoi diém
theo doi trung binh la 39 thang, trung vi OS la
37,1 thang [7].

Bang 3. Cac nghién ciau pha II va pha III trong diéu tri buoc 1 ung thu vii HER2-

duong tinh tdi phat di can bang trastuzumab

. . an v ~on|TY 16 dap] PFS | OS
Tac gia Phac d6 hoa chat S6 BN {fng (%) (thang)(thang),

. Paclitaxel 96 17 18,4

] /4 7

Slamon va cs [8] Paciitaxel + trastuzumab %2 | 4l 69 | 22.1

\ Docetaxel 92 34 6,1 22,7

Marty va cs [5] Docetaxel + trastuzumab 94 | 61 | 11,7 | 312

Perez va cs [9] Paclitaxel moi 3 tuan + carboplatin + trastuzumab| 43 68 9,9 27,0

Paclitaxel hang tuan + carboplatin + trastuzumab| 48 81 13,8 | 38,0

R Paclitaxel + trastuzumab 94 36 7,1 32,2

Robert va cs [6] Paclitaxel + trastuzumab + carboplatin 92 52 10,7 35,7

R Docetaxel + trastuzumab 131 72.7 11,1 37,1

Valero va cs [7] Docetaxel + carboplatin + trastuzumab 132 72.5 10,4 37,0

Chung toi Docetaxel + trastuzumab 56 13,0

Trong ung thu v c6 mot s6 yéu to gilp tién
lugng cling nhu danh gid thai gian séng thém
cling nhu kha ndang dap Ung ctia bénh nhan nhu
chi s6 toan trang, mo bénh hoc, d0 mo hoc, tinh
trang thu thé ndi tiét, tinh trang di cin tang, cac
diéu tri trudc do... Trung vi PFS clla nhdm UTBM
xam nhap NST va nhém UTMB loai khac [an lugt
la 13,0 thang va 7,0 thang, tuy nhién su khac
biét nay khong c6 y nghia thong ké véi p =
0,413 (p > 0,05). Trong s6 cac bénh nhan ung
thu vu di can cé boc 10 qua mic HER2, khoang
50% bénh nhan cling cé thu thé ndi tiét ducng
tinh. Cac th&r nghiém lam sang cho thdy tinh
trang thu thé ndi tiét khdng anh hudng dén hiéu
quéa diéu tri ctia trastuzumab k& ca khi cd hodc
khéng két hgp véi hda chat [10]. Trong nghién
cftu cta chang t6i, trung vi PFS cla nhom bénh
nhan cd thu thé ndi tiét duong tinh va am tinh
[an lugt la 11,0 thang va 13,0 thang, su khac
biét khong c6 y nghia thong ké véi p = 0,202 (p
> 0,05). Trung vi PFS clia nhdm di can tang va
khong di can tang lan lugt la 8,0 thang va 14,0
thang, khac biét cé y nghia thong ké vdi
p=0,011. Khi ti€n hanh danh gia mai lién quan
gilta PFS va cac hdéa chat da diéu tri bd trg trudc
do, ching t6i nhan thay: khong co su khac biét

vé trung vi PFS gilta cdc nhdom bénh nhan da
diéu tri taxane hay trastuzumab trugc do, vdi
p>0,05. Tuy nhién nhiéu nghién c(tu cho thay
dGi vdi cac bénh nhan ung thu vu tai phat di cdn
trudc do da diéu tri trastuzumab & giai doan bS
trg hodc giai doan di can, viéc ti€p tuc diéu tri
trastuzumab phoi hgp véi cac hoa chat khac van
c6 Igi ich. Trong thir nghiém H0649g, mét phan
m& rong cla thir nghiém H0648g, tai thdi diém
bénh tién trién, bénh nhan dugdc tiép tuc diéu tri
V@i trastuzumab cé hoac khong két hgp véi hoa
chat, két qua cho thay ty Ié dap Ung toan bo
11%, thgi gian dap Ung trung binh 6,7 thang.
Nghién cltu cia von Minckwitz va cong su’ (2009)
cho thdy viéc ti€p tuc diéu tri trastuzumab két
hop hda chat trén cac bénh nhan UTV di can da
that bai vdi diéu tri trastuzumab trudc dé co
mang lai Igi ich vé dap (ng va s6ng thém so vdi
nhdm chi diéu tri hoa chat don thuan.

Nghién cru cua ching toi chi ti€n hanh trén
s6 lugng bénh nhan nhé so vdi cac nghién cltu
trén nén tinh dai dién khdéng cao. Cac nguyén
nhan khac dan tdi sy khac biét nay can cé cac
nghién cu lon hon thuc hién trén quan thé
ngudi Viét Nam dé danh gia cu thé hon.
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V. KET LUAN

Nghién clru trén 56 bénh nhan ung thu vu
HER2-duadng tinh tai phat di cian diéu tri budc 1
hoa chat docetaxel két hgp trastuzumab, chiing
téi ghi nhan thgi gian trung vi PFS la 13 thang.
Bénh nhan khong di cdn tang cé trung vi PFS cao
han so v&i nhdom di can tang (14,0 thang so vGi
8,0 thang; p=0,011)
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VIEM TUY CAP NANG DO TANG TRIGLYCERIDE PIEU TRI KET HOP
VO'I1LOC MAU HAP PHU - BAO CAO CA BENH

Nguyén Dinh Thuyén', L& Thi Thwong', Nguyén Thi Kiéu Trinh’,
Pham Thi Phwong Loan', Nguyén Thi Nga!, P6 Quoc Phong!,

TOM TAT

Viém tuy cap (VTC) la bénh ly cdp clu ndi khoa
nang terdng thay G khoa cap ctru. No thu‘dng lién
quan dén sy gia tang ty |é rGi loan chirc nang da co
quan. Viém tuy cap Iam tdng dang ké ty 1é tu vong, do
tinh chat cap tinh cla tinh trang viém qua mdc nay
nhanh chéng tré nén tram trong hon khi diéu tri
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khong hiéu qua. Viém tuy cap do tang triglyceride
mau cd xu hudng ngay cang tdng han so vdi nhitng
nguyén nhan khac. Ty Ié bién ching suy da tang va
SIRS kéo dai tang theo ndng do triglyceride mau &
bénh nhan viém tuy cdp. Nong dC) triglyceride méu >
1000 mg/dL (11.2 mmol/L) nen dugc can nhac la
nguyén nhan cua viém tuy cdp. Co6 nhiéu phuong
phap dé€ loai bd triglyceride: Loc kép, loc hap phu,
tach bo huyet tuang, thay huyét tuong. Chung toi bao
cao ca lam sang bénh nhan nam 32 tudi dugc chan
doan viém tuy cdp mdc d6 nang do tang trlglycerlde
kém bién chiing suy da tang (ton thuong than cap,
suy h6 hap), nhiém toan ceton dudc diéu tri thanh
cdng béng ki thudt loc mau hap phu mang loc resin
véi qua loc HA330.

Tur khoa: viém tuy cap, tang triglyceride, loc mau
hap phu



