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PANH GIA POC TiNH TREN TIM MACH KHI SU’ DUNG
TRASTUZUMAB BIOSIMILAR (HERTICAD)
TREN BENH NHAN UNG THU VU HER2 DU'ONG TiNH
TAI KHOA NOI TAM HIEP - BENH VIEN K

TOM TAT

Muc tiéu: Mo ta dic diém bénh nhan ung
thu vi c6 HER2 duong tinh khi st dung
trastuzumab biosimilar (HERTICAD) tai khoa
Noi Tam Hiép - Bénh vién K va mot sé yéu td
lam ting nguy co xudt hién doc tinh trén tim
mach.

Po6i twong, phuwong phap: Nghién ciu mo
ta trén 51 bénh nhan ung thu v ¢6 Her2 duong
tinh da diéu tri Herticad (39 bénh nhan giai doan
bé tro, 12 giai doan di can) tai Khoa Noi Tam
Hiép- Bénh vién K tir 1/2021 dén 8/2022.

Két qua: Do tudi hay gap 1a <50 tudi, tudi
trung binh la 51,3 £ 9,2. Ty I¢ bénh nhan (BN)
miéc ting huyét &p (THA) 1a 7,8%. Ty Ié BN c6
18,5< BMI <24.,9 1a 88,3%. C6 2 BN mac doc
tinh trén tim mach (BTTTM) chiém ty 1& 3,9%.
Khdng c6 BN tir vong hoac gap PTTTM nghiém
trong. THA va BMI >25 kg/m? |4 hai yéu t6 nguy
co lam tang xuit hién DPTTTM.

Két luan: Ty Ié xuat hien DTTTM khi st
dung thudc Herticad & muc chap nhan dwoc khi
so sanh véi Herceptin. THA, BMI >25 kg/m? ¢
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SUMMARY
EVALUATION OF
CARDIOVASCULAR TOXICITY
WHEN USING TRASTUZUMAB
BIOSIMILAR (HERTICAD) IN HER2-
POSITIVE BREAST CANCER
PATIENTS AT TAM HIEP INTERNAL
MEDICINE DEPARTMENT - K
HOSPITAL

Objective: To describe characteristic of
HER2-positive breast cancer patients using
trastuzumab biosimilar (HERTICAD) at Tam
Hiep Internal Medicine Department — K Hospital
and some factors that increase the risk of
cardiovascular toxicity.

Patients and research methods: The study
describes 51 Her2-positive breast cancer patients
who were treated with Herticad at at Tam Hiep
Internal Medicine Department — K Hospital from
1/2021 to 8/2022.

Results: - The common age is <50 years
olds, the mean age is 51.3 £ 9.2 years. The rate of
patients with hypertension was 7.8%. The
percentage of patients with 18<BMI<24,9 was
86,5%. There are 2 patients with cardiovascular
toxicity, accounting for 3.9%. There is no death
or severe cardiovascular toxicity. Hypertension
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and BMI >25 kg/m? are two risk factors that
increase the occurrence of cardiovascular
toxicity.

Conclusion: The incidence of cardiovascular
toxicity when using Herticad is acceptable when
compared with Herceptin. Hypertension and BMI
>25 kg/m? are two risk factors that increase the
occurrence of cardiovascular toxicity.

Keywords: cardiovascular toxicity,
Trastuzumab, trastuzumab biosimilar (herticad).

I. DAT VAN DE

Theo Globocan 2020, ung thu va (UTV)
1a loai ung thu c6 ty 1& mic va tir vong cao
nhéat trong céc loai ung thu & phu nit toan cau
[12]. Thy thé yéu t6 phat trién biéu bi ngudi
s6 2 (HER2) 1a mot thu thé tyrosine kinase,
khuéch dai gen ERBB2 xuit hién & khoang
15-25% cac truong hop UTV [4] va thong
thuong dugc danh gia héa moé mién dich
(IHC), lai tai chd huynh quang (FISH), lai tai
chd gin bac mau (DUA-ISH)[9]. Bénh nhéan
(BN) UTV ¢ té bao u duong tinh véi HER2
¢6 xu hudng ting nguy co tién trién ciia bénh
va giam ty 1& sdng con toan bo [4].
Trastuzumab (Herceptin; Genentech Inc) la
mot khang thé don dong tai t6 hop & nguoi
nham muyc tiéu chon loc vao ving ngoai bao
cua HER2. Trong diéu tri b6 tro BN UTV ¢6
HER2 dwong tinh, trastuzumab cé thé phdi
hop véi phac do co anthracycline hodc khong
anthracycline. Thoi gian diéu tri bo trg chuan
la 1 ndm. Truong hop bénh & giai doan di
can véi HER2 duong tinh, ngoai két hop
Trastuzumab v&i1  hoa tri, nhitng BN ¢6 thu
thé noi tiét dwong tinh c6 thé két hop véi
diéu tri noi tiét, néu bénh tién trién cham
hodc khong c6 tri¢u ching, hoac khong cé di
can tang [2]. Viéc phdi hop diéu tri
Trastuzumab va hoéa tri lam gidm ty I¢ tai
phat som ¢ BN duogc diéu tri bd trg cling nhu
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gip ting thoi gian séng thém bénh khong
tién trién va séng con toan bd ¢ nhom dbi
tuong di di can. Két qua theo ddi 11 nim sau
diéu tri bd trg trastuzumab tir nghién ctru
HERA, viéc diéu tri bd trg Trastuzumab 1
nam lam giam 24% nguy co bénh tai phat va
giam 26% ty 1€ tir vong so voi nhom ching
[3]. Bén canh hi¢u qua diéu tri, PTTTM cua
Trastuzumab da dugc ghi nhan 1a mdt tac
dung phu quan trong thudng biéu hién giam
chi sb tong mau that trai (LVEF) khong triéu
ching lam sang hodc suy tim c6 tri¢u chung
1am sang. Ty 1& xuat hién DPTTTM thay doi
theo tung nghién ctru khac nhau véi ty 1€
<12% [5], khi dung dong thoi voéi
Anthracycline ty 18 nay co thé 1én toi 34%
[5]. ’

Herticad la thudoc sinh hoc tuong tu
trastuzumab giup giam chi phi va mé rong
kha ning tiép can thudc trén toan thé gioi.
Thudc da duogc sir dung rong rdi & cac trung
tam diéu tri ung thu tai Viét Nam. Hiéu qua
diéu tri va tinh an toan di duoc chiing minh
qua nghién ctu so sanh véi thudc gdc
Herceptin [11]. Tuy nhién, dir liéu doi thuc
vé viéc str dung thudc sinh hoc twong tu
trastuzumab Herticad con han ché, chinh vi
thé ching t6i tién hanh nghién ciru “Panh gia
doc tinh trén tim mach khi su dung
trastuzumab biosimilar (HERTICAD) trén
bénh nhan ung thu v HER2 duong tinh”.

II. DOl TUONG VA PHU'ONG PHAP NGHIEN cU'U

2.1. Péi tweng nghién ciu: 51 BN UTV
c6 HER2 duong tinh da diéu tri Herticad tai
Khoa N6i Tam Hiép- Bénh vién K tir 1/2021
dén 8/2022.

2.1.1. Tiéu chudn lwa chon

+ BN nit, 18 < tudi < 70

+ Puoc chan doan xac dinh UTV nguyén
phét bang mé bénh hoc.
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+ Pénh gi4 ER, PR , Ki67,Her2 duong
tinh xac dinh bang IHC (3+) hoic FISH (+).

+ Churc nang gan, than, tiy xuong trong
gidi han binh thuong.

+ Chi s6 tbng mau thét trai trudc diéu tri
LVEF >55%.

+ C6 dia h6 so bénh an luu trir

2.1.2. Tiéu chudn logi trie:

+ Cac BN khong c6 chan doan chinh xac
giai doan.

+ BN méc cac bénh man tinh khéac co
nguy co tir vong trong thoi gian gan.

+ BN mic c&c bénh tim mach truée d6
hoic mac ung thu thi 2.

2.2. Phwong phap nghién ctu

2.2.1. Thiét ké nghién cizu: Nghién ctu
mo ta cat ngang

2.2.2. Phwong phdp chon mdu: Lay mau
thuan tién

2.2.3. Phwong phdp tién hanh

Bénh nhan du tiéu chuin duoc lya chon
vao nghién ctu s& duogc tién hanh thu thap
thong tin theo mau nghién cau lap trudc:

1. KET QUA NGHIEN CUU
3.1. Pic diém bénh nhan

- Thu thap céc thdng tin vé dic diém
bénh nhan: Tudi, bénh man tinh kém theo,
chi s6 BMI, chan doan giai doan TNM, mo
bénh hoc, tinh trang ER, PR, Ki67, HER2

- Thu thap céc théng tin vé diéu tri : phau
thuat, tia xa, tién st st dung Anthracycline,
sir dung Taxane, diéu tri noi tiét, thoi gian s
dung Herticad.

- Panh gid chlic nang tim mach trudc
diéu tri: kham 1am sang, dién tam do, siéu am
tim.

- Theo d6i chirc nang tim mach: kham
1am sang trudc mdi chu ky diéu tri, siém am
tim, lam dién tdm d6 mdi 3 thang hoac khi
Iam sang co triéu chirng nghi ngo BPTTTM.

-Thu thap cac thong tin vé DTTTM tai
thoi diém khao sat, PTTTM dugce x4c dinh la
mot trong cac bénh canh: rdi loan nhip tim,
giam LVEF khong triéu trang lam sang, suy
tim c6 triéu chung lam sang, tor vong do
nguyén nhan tim mach. DPTTTM nghiém
trong 1a suy tim do H1-1V.

2.3. Xir ly s6 liéu: Sir dung phan mém
SPSS 22.0 dé phan tich sé liéu thong ké.

Bdng 3.1 Mét sé dic diém chung cia mdu nghién ciru

Tong

Dic didm n v
<50 25 49,0

Tudi 50-60 20 39,2

>60 6 11,8

<185 4 7,8

BMI 18.5-24,9 45 88,3

>25 2 3,9

THA 4 7.8

Bénh man tinh RLLP mau 1 2,0
Khéc 46 90,2

Tong 51 100

3.2. Mt s dic diém bénh hoc
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Bing 3.2 Mét s6 dic diém bénh hoc

Pic diém n %

Thé bng 44 86,3

Thé mé bénh hoc Thé tiéu thay 5 9,8
Khéac 2 3,9

X n ik Duong tinh 31 60,8

Thu thé ngi tiet Am tinh 20 392
IHC (+++) 48 94,1

Her2/Neu FISH (+) 3 59
Bidl tri B6 tro 39 76,5

: Tai phat , di cin 12 23,5

3.3. Pic diém PTTTM ciia dbi twong nghién ciru

= Khéngdbctinh timmach = Suytim déll =

Biéu do 3.3. Ty 1¢ PTTTM chung ciia mdu nghién ciu
3.4. Mot sb yéu td vé dic diém bénh nhan lién quan dén PTTTM khi sir dung
Herticad
Bdng 3.4. Mgt s6 yéu té vé dic diém bénh nhan lién quan dén PTTTM khi siv dung
Herticad

Co Khéng
DTTTM n % n % P
<50 1 4 24 96
Tudi 50-60 0 0 20 100 0,182
>60 1 20 5 80
Co 1 16,7 3 83.3
THA Khbéng 1 2,2 46 97,8 0,024
<18,5 0 0,0 4 100
BMI 18.5-24,9 1 2,2 44 97,8 0,003
>25 1 50 1 50
Téng 2 3,9 49 96,1 51

3.5. Mt s yéu to vé diéu tri lién quan dén PTTTM khi sir dung Herticad
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Bing 3.5. Mt s6 yéu to vé diéu tri lién quan dén DTTTM khi sit dung Herticad

Co Khéng P
DTTTM n % n %
: Co 2 4,3 44 95,7
Anthracycline R 0,63
Khéng 0 0,0 5 100
Co 2 4,2 46 95,8
Taxane - 0.72
Khéng 0 0,0 3 100
. Cé 1 2,3 43 97,7
Phau thuat R 0.13
) Khdng 1 143 6 85,7
_ Cé 0 0,0 22 100
Tia xa R 0,45
) Khdng 2 6,9 27 93,1
oz Co 1 22,2 18 77,8
Noi tiet R 0,704
’ Khdng 1 3,1 31 96,9
Thai gian <6 thang 0 0 17 100
diéu tri 6-12 thang 2 8,7 21 91,3 0,282
Herticad > 12 thang 0 0 11 100
Téng 2 3,9 49 96,1
IV. BAN LUAN 4.2. PTTTM khi str dung Herticad

4.1. Mot sb6 dic diém chung cia ddi
twgng nghién ciu

Trong nghién ctu cua chung toi, ty 1é BN
<50 tudi chiém ty ¢ cao nhat la 49 %, tudi
trung binh 1a 51,3 + 9,2 tudi. Két qua nay
tuong dwong véi cac nghién cuu trong va
ngoai nudc nhu trong nghién ctu HERA
[10], ty 1& bénh nhan <50 tudi chiém 50%,
tudi trung binh trong nghién cou HERA va
nghién ctiu cua tac gia Phung Thi Huyén [9]
déu 1a 49 tudi. Két qua cua ching tdi phu
hop vé6i dic diém dich t& caa UTV thuong
hay gap & do tudi tir 50-69 tudi.

Pa phan bénh nhan c6 chi s6 BMI binh
thuong chiém 88,3%. Chi ¢6 4 BN miac THA
chiém 7,8%, tuong duong véi nghién cau
cua tac gia Phung Thi Huyén [9]

Trong nghién ctu cua chung téi, cé hai
BN xuat hién PTTTM véi chan doén suy tim
do 11, chiém ty 1& 3,9%, khong c6 BN nao
méc doc tinh tim nghiém trong hoic tir vong.
Khi so sanh vé ty 1¢ DPTTTM néi chung,
nghién ctu cua tac gia Zeeshan Jawa va cs
cao hon so véi nghién ciru cuaa chdng toi vai
ty 18 ~ 12% [6]. Vé ty 1é BN mac suy tim ¢
triéu chirng noi riéng, nghién cau cua tac gia
Phing Thi Huyén va nghién cou HERA
chiém ty 1& lan luot 1a 1,6% va 1,73% déu
thip hon so vé&i nghién cau cua ching
t6i[10][9]. Su khac biét nay 1a do dbi tuong
BN, phac d6 diéu tri, ¢& mau cua cac nghién
cau khac nhau. Nhin chung c6 khoang 1%
dén 4,7% bénh nhan duoc diéu tri bing
trastuzumab s& xuat hién suy tim c6 triéu
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ching [1]. Do d6 chung t6i cho rang ty Ié
xuit hién DTTTM khi sitr dung Herticad
trong nghién ciru cua ching t6i 1a chap nhan
dugc so vai cac nghién ctu st dung thubc
gbc Trastuzumab (Herceptin).

4.3. Mot s6 yéu té lién quan dén
PTTTM khi diéu tri Herticad.

Két qua nghién ciu cua ching ti cho
thdy BMI >25 kg/m? hay thira can, béo phi
c6 lien quan téi sy xuat hiéen PTTTM
(p<0,05). Két qua nay tuong ddng vai nghién
ctru cua tac gia Joanna Huszno va cs [7].
Nghién ctu cua tac gia Koulaouzid va cs
khong tim thdy mdi lién quan c6 y nghia
thong ké gitta béo phi va nguy co xut hién
DTTTM tuy nhién ty I¢ xuat hién PTTTM &
nhém BN béo phi cao gap 2,47 lan so véi
nhom khéc [4]. Giai thich cho két qua cua
chiing t6i, thira can béo phi c6 thé gay ra mot
s6 bénh Iy rdi loan chuyén héa man tinh lam
tang nguy co mac bénh ly tim mach.

Trong nghién cuau caa chang toi, THA
lam ting nguy co mac DPTTTM (p<0,05). Két
qua nay twong ddng véi nhiéu nghién ctu
khéc trén thé gigi[4][6]. Nhu nghién ctiu cua
tac gia George Koulaouzidis va cong su trén
156141 BN cho thiy THA lam ting nguy co
mac DPTTTM gap 2,01 lan (p<0,05) [4].

Hai BN mic DTTTM trong nghién ciiu
cia chung toi déu co tién s diéu tri
Anthracycline, diéu ndy goi y xu huéng lam
tang su Xuat hiéen DPTTTM trén nhiing BN ¢6
tién sir diéu tri Anthracycline truée d6. Xu
huéng nay phl hop véi két qua nghién cau
cua tac gia Jawa va CS, voi sy tang nguy co
xuat hién PTTTM gap 2,14 1an (p<0,05) trén
nhitng BN ¢6 tién sir diéu tri Anthracycline
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truée d6 [6]. Cac yéu té lam ting nguy co
DTTTM di dugc nghién ceu boi nhiéu
nghién ctru khac nhau nhung cac két qua 1a
khong ddéng nhat. Su khéc biét gitra céc
nghién cu c6 thé phét sinh tir ty 16 méc
DTTTM thap, giéi han quy md nghién cuu,
ciing nhu viéc si dung cac tiéu chi bao
gom/loai trir bénh nhan khac nhau.

V. KET LUAN

Qua nghién ctu vé DTTTM trén 51 bénh
nhan UTV c¢6 Her2 duong tinh dang diéu tri
thudc twong dwong sinh hoc Herticad:

- Tudi mac bénh hay gap nhat 1a <50 tudi
chiém ty I¢ 49%, tui trung binh 12 51,3 + 9,2
tudi. Ty 1& bénh nhan mac THA va BMI binh
thuong lan luot 12 7,8% va 88,3%.

- Ty 1&¢ BN mic BPTTTM la 3,9%.Khong ¢
bénh nhan nao tr vong hoac gap doc tinh
nghiém trong trong thoi gian diéu tri.

- THA va BMI >25 kg/m? 14 hai yéu t6 nguy
co ting xuat hién DPTTTM véi p lan luot la
0,024 va 0,003.
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