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ABSTRACT

Objective: To investigate the effect of Trastuzumab on myocardial function on breast cancer patients
at Thong Nhat hospital.

Subjects and methods: a retrospective study on 48 patients with breast cancer treated with
Trastuzumab at Thong Nhat hospital.

Results: Percentage of patients with heart failure according to the Frammingham diagnostic criteria
was 4.17%. The proportion of patients with no symptoms of heart failure according to Frammingham
diagnostic criteria was 95.83%. According to the degree of EF change, the proportion of patients
with decreased EF > 10% after treatment was 43.75%. With 9 patients with EF < 53%, accounting
for 18.75%. The proportion of patients who had to discontinue therapy due to cardiotoxicity during
treatment with Trastuzumab was 12.5%, with 6.25% stopping completely and 6.25% of patients
stopping temporarily.

Conclusion: the rate of patients with heart failure was little, the proportion of EF <53% was low. The
proportion of patients who had to discontinue therapy due to cardiotoxicity during treatment with
Trastuzumab was low.

Keywords: Breast cancer, myocardial function, Trastuzumab.
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ANH HUGNG CUA TRASTUZUMAB LEN CHUC NANG
CO TIM O BENH NHAN UNG THU VU

Bui Ping Minh Tri*, Ly Céng Duy Anh2, D4 Vin Mii?, Nguyén Hiru Phuc?,
Nguyén Thi Thuy Linh?

"Truong Pai hoc Y khoa Pham Ngoc Thach
2Truong Pai hoc Tay Po
3Bénh vién TW Qudn doi 108

Ngay nhan bai: 01 thang 03 nam 2021
Chinh stra ngay: 10 thang 03 nam 2021; Ngay duyét dang: 17 thang 03 nam 2021

TOM TAT

Muc tiéu: Khio sit anh huong cua Trastuzumab véi chirc ning co tim ¢ bénh nhan ung thu tuyén

vu tai Bénh vién Thong Nhét.

Poi twgng va phwong phap nghién ciru: Nghién ctru hdi ciru trén 48 bénh nhan (BN) ung thu tuyén
va d3 duoc diéu tri v6i Trastuzumab tai Bénh vién Thong Nhat.

Két qua: Ty 1é bénh nhan c6 suy tim theo tiéu chuan chan doan Frammingham 14 4,17%. Ty 1 bénh
nhan khong c6 biéu hién suy tim theo tiéu chuan chan doan Frammingham 1a 95,83%. Theo muc do
thay ddi EF, ty 1€ bénh nhan c6 giam EF > 10% sau diéu tri 1a 43,75%. V&i ¢6 9 bénh nhan c¢6 EF<
53%, chiém 18,75%. Ty 1¢ bénh nhan phai ngimg diéu tri do ddc tinh tai tim trong qua trinh diéu tri
v6i Trastuzumab 1a 12,5% voi 6,25% ngung hoan toan va 6,25% bénh nhan nging tam thoi.

Két luan: Ty 1¢ bénh nhan suy tim c6 ty 1 nho, ty 1& EF < 53% chiém ty 1¢ thap. Ty 1é ngimg diéu
tri do ddc tinh tai tim trong qua trinh diéu tri v6i Trastuzumab c6 ty 18 thap.

Tir khoa: Ung thu v, chiic nang co tim, Trastuzumab.

1. PAT VAN PE

Ung thu va (UTV) la loai ung thu thuong gap va la
nguyén nhan giy tir vong hang dau do ung thu & phy
nit trén toan thé gidi. Trong diéu tri ung thu va, d6i véi
hau hét cac truong hop, diéu tri can phéi hop da phuong
phap, bao gdm phau thuat, xa tri, va diéu tri hé thong.
Viéce str dung phuong phap, thude véi thoi diém va lidu
luong can dugc ca thé hoa theo timg nguoi bénh. Nho

*Tac gia lién h¢
Email: drtribuil @gmail.com
Dién thoai: (+84) 914 186 944
https://doi.org/10.52163/yhcd.v62i4.107

¢b cac tién bo trong nghién ciru phan tir vé bién doi ac
tinh va phat trién cta cac t& bao ung thu di mé ra mot
phuong phap méi d6 1a diéu tri dich v6i cac thude nham
tac dong truc tiép vao cac thay doi nay. Ddi véi UTV,
g dung diéu trj dich dau tién voi cac thube khang thé
don dong trastuzumab khang Her2/neu ¢ nhitng bénh
nhan c6 boc 16 qua mirc Her2/neu. Cac ché do diéu tri
ung thu vii chira Trastuzumab di cai thién déng ké kha
ning sdng sot ca & giai doan dau va giai doan di cin
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[1]. Tuy nhién khi diéu tri bing Trastuzumab c6 nhiing
tac dung khong mong muén 1én mét sd co quan, trong
d6 co h¢ tim mach. Do do, chiing t6i thuc hién nghién
chru ndy nham muc tiéu: “Khdo sat anh hwéng cia
Trastuzumab voi chirc nang co tim ¢ bénh nhdn ung
thu tuyén vu tai Bénh vién Tho”'ng Nhat”.

2. POI TUQNG VA PHUONG PHAP NGHIEN
cUu

2.1. Poi twgng nghién ctru

Gdm 48 bénh nhan (BN) ung thu tuyén va di duoc diéu
tri v6i Trastuzumab tai Bénh vién Thong Nht.

* Tiéu chuan lya chon:

- Bénh nhan ung thu tuyén va da duoc diéu tri véi it
nhat mot liéu trinh Trastuzumab.

- Bénh nhan ung thu tuyén va c6 it nhat 1 1an siéu 4m
tim trude khi diéu tri bang trastuzumab (LVEF>53%).

* Tiéu chuén loai tri:

- Cé loai ung thu khac

- Bénh nhan tir chdi tham gia nghién ctru

- Bénh nhan khéng c6 day da ho so bénh an

- Bénh nhan c6 st dung thubc khac (thude di dugc
chung minh c6 anh hudng chirc nang co tim)

- Bénh nhan c6 tién st tim mach dang ké nhu nhoi
mau co tim ge‘”in day, CHF, dau that nguc, loan nhip
tim dang ké hodc bénh hé thong din truyén, ting huyét

ap khong kiém soét dugc, phi dai LV, hoac bénh van
tim dang ké.

2.2. Phwong phap nghién ciru

Thiét ké nghién ciru: Nghién ctru hdi ciru.

C& miu nghién ciru: Chon miu toan bd, gdm tit ca
nhiing bénh nhan dap ung tiéu chuan lya chon trong

thoi gian nghién ciru, thyc té tong sé BN trong nghién
ctru cuia chung t6i 1a 48BN.

Chi tiéu nghién ctru:

- Lam sang: Ty 1¢ bénh nhan suy tim, chin doan theo
Framingham.

- Can l1am sang: Siéu am:

+ Panh gia su thay d6i chirc nang tdm thu that trai:
Thong qua phuong phap Simpson diéu chinh dua vao
siéu am 2D tinh thé tich cudi tam thu, cuodi tAm troeong
va EF that trai. Tinh ty 1¢ bénh nhan theo tirng muc do
giam phéan suat tong mau that trai (EF): giam dudi 5%,
giam 5- 10%; gidm trén 10%. Ty 1¢ bénh nhan phai
ngung di€u tri do ddc tinh tim mach trong qua trinh
dicu tri.

- Panh gia mdi lién hé giita chirc nang thit trai sau diéu
tri doi voi mot so yeu to: Do tudi. Bénh mac kem. Giai
doan bénh. Tinh trang man kinh. Hoéa tri trudc do co
chtra anthracycline. Xa tri trudc ¢ bén trai cia nguc.

2.3. Phwong phap xir Iy s6 liéu: S6 liéu thu thap
dugc nhap va xir 1y trén phan mém théng ké y sinh
hoc SPSS 22.0.

3. KET QUA NGHIEN CUU

Biéu @6 1. Ty Ié bénh nhén suy tim chin dodn theo Frammingham

95.83%

m CO suy tim
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Nhan xét: khong c6 biéu hién suy tim theo ti€u chuan chan doan

9 2 1 I 0
Ty 1€ bénh nhan c6 suy tim theo tiéu chudn chan Frammingham 14 95,83%.

doan Frammingham 1a 4,17% (2/48). Ty 1€ bénh nhén

Bing 1. Dic diém thay doi EF sau diéu tri

S6 lwong Ty 18 (%)
<5% 15 31,25
5-10 12 25,00
>10% LVEE>=53% 12 25,00
LVEE<53% 9 18,75
Nhan xét: 21 bénh nhan do, c6 9 bénh nhan c6 EF< 53%, chiém

Theo muc do thay ddi EF, ty 1é bénh nhan ¢ giam EF  18,75% trong 48 bénh nhan tham gia nghién ctru. Ty 1¢
> 10% sau diéu tri 12 43,75% (21/48 bénh nhan). Trong  bénh nhan c6 EF giam dudi 5% 1a 31,25%.

Bing 2. Ty I¢ bénh nhin ngieng diéu tri véi Trastuzumab do dic tinh

Ty 1¢ bénh nhan ngirng diéu tri S6 lwgng Ty 18 (%)
Ngung hoan toan 3 6,25
Ngung tam thoi 3 6,25
Tiép tuc liéu phap 4 8,33

Nhdén xét: Ty 1& bénh nhan phai ngimg diéu tri do doc 14 12,5% véi 6,25% (3/48) nglng hoan toan va 6,25%
tinh tai tim trong qua trinh diéu tri v6i Trastuzumab  bénh nhan ngung tam thoi.

Bing 3. So sdnh 1y 1¢ mét sé yéu to6 nguy co theo mirc dp giam EF

EF giam > 10% EF giam <10%
bai thdo duong 3 1
Tang huyét ap 5 8
Réi loan lipid mau 5 5
BMI >25 3 1
Nhén xét: mirc d6 giam EF khéc biét khong dang ké.

Ty 1& bénh nhan dai thao duong trong nhém c6 EF giam Ty 18 bénh nhan c6 réi loan lipid mau va BMI >25
> 10 khac biét khong dang ké so v6i nhom c6 EF giam  trong hai nhém muc do giam EF khac nhau khong
< 10%. Ty 1¢ bénh nhéan ting huyét ap trong hai nhém  dang ké.
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Bing 4. Moi lién quan giiva tinh trang di can véi giai doan bénh

EF giam > 10%

EF giam < 10%

Chua di can

18

25

Pa di can

3

2

p>0,05

Nhdn xét: Khong c6 moi lién quan gilra tinh trang di cdn doi véi mic d§ giam phan suat tong mau EF.

Bing 5. Méi lién quan véi tudi

Nhém tudi EF giam > 10% EF giam < 10% p
<45 6 28,57 5 29,41
45-60 8 38,10 8 47,06 p>0,05
>60 6 28,57 4 23,53
Nhdn xét: Khong c6 mdi lién quan giira tudi va mic do giam phan suat tbng méu EF.
Bing 6. Moi lién quan véi xa tri nguwe trdi trwde do
Xa tri nguec trai EF giam > 10% EF giam <10% p
Co 14 9
p<0,05
Khoéng 2 9

Nhdn xét: Co moi lién quan gitra viéc tung xa tri nguc
trai doi voi mue do giam EF.

4. BAN LUAN

Trong nghién clru nay, ching t6i danh gid d4nh huong
clia Trastuzumab ddi véi chirc ning that trai & cac bénh
nhan ung thu v dang diéu tri tai Bénh vién Thong Nhét.

Dgc tinh trén tim theo df suy tim

Trastuzumab 1a mot khang thé don dong duge nhan tinh
héa, nhdm muc tiéu cé chon loc mién ngoai bao cua yéu
tb ting truong biéu bi nguoi 2 (HER-2). Sy biéu hién
qua muc cua HER2 hoac su khuéch dai cta gen HER2
xay ra trong khodng 20% cua bénh nhan ung thu v
[2]. Mot trong nhiing tac dung phu phd bién nhét cta
diéu trj trastuzumab 1a doc tinh trén tim biéu hién nhu
suy tim, kém theo giam trong phan suat tong mau that
trai (LVEF) hoac giam LVEF khong triéu chiing. Ty 1€
rdi loan chirc nang co tim khi don tri li€u trastuzumab

N

44

dugc wée tinh vao khoang 4-7%, bao gom khoang 3%
dbi véi do doc cip 3 va 4 theo CTCAE (Tiéu chi thuat
ngit chung cho cac sy kién c6 hai) [3]. Pdc tinh trén tim
trong phac do diéu tri c6 chtra anthracycline tham chi
c6 thé dat dén 27%.

Trong nghién clru nay, ching t6i xac dinh ty 1€ bénh
nhén bi suy tim. Theo d6, ty 1¢ bénh nhén c6 suy tim
theo tiéu chuan chan doan Frammingham 1a 4,17%
(2/48). Ty 1& bénh nhan khong c6 biéu hién suy tim
theo tiéu chuan chan dodn Frammingham 1a 95,83%.
Két qua nay cao hon so v6i két qua nghién ctru trong
hau hét cac thir nghiém 1am sang gan day, ty 1¢ bénh
nhan phat trién HF c6 triéu chimg trong thoi gian
trastuzumab da dugc tuong ddi thép (0,6% dén 3,8%).
Trén thyc té, HERA (thir nghiém b tro HERceptin) cho
thiy ty 16 méc HF chi 1 0.8%. T4c gia Joanna Huszno
(2013), trong nghién ctru ctia minh tién hanh siéu 4m
tim 3 thang mot lan trong liéu phap trastuzumab va ca
trude va sau khi dung anthracyclines. Céc tdc dung phu
trén tim dugc danh gia theo Phan loai cuia NYHA (Hiép
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héi Tim mach New York) va trén Thang diém CTCAE
(phién ban 4.0). Két qua nghién ctru cho thay: Suy tim
c6 triéu ching trong nghién ctru nay (tuong dwong voi
d6 111, d6 IV theo NYHA) xdy ra ¢ hai bénh nhén trong
s6 120 bénh nhan tham gia nghién ctru [2].

Tuy nghién, két qua ctia chiing toi trong nghién ctru nay
phit hop v&i két cia Somaira Nowsheen (2018). Theo
do, Ty 1€ bénh nhan c6 suy tim (ST) theo tiéu chuin
chin doan Frammingham 13 4,2%. Tac gid con nhan
thdy rang: HF c6 tridu ching phat trién thuong xuyén
hon & nhitng bénh nhan c6 phéan suit tong mau that trai
(LVEF) thip so v6i nhitng bénh nhan c6 chi sé nay
binh thuong trudc diué tri (25% so voi 4,2%, hoac 7,67
[KTC 95% 2,5-23,56], P <0,05). Hon nira, HF da phat
trién thudong xuyén hon ¢ nhitng bénh nhan ¢6 LVEF
giam >10% voi li€u phap trastuzumab (8,2% so voi
2,6%, HOAC 3,35 [KTC 95% 1,28-8,73], P <0,05) [4].

Trong mdt nghién ctru cua Serrano va cdng su, thuc
hién ¢ bénh nhan cao tudi (> 70) da duogc didu tri v6i
trastuzumab cé trong diéu trj bd tro va diéu trj bénh
giai doan di can, cac tic dung phu giy ra & tim bdi
trastuzumab dugc phat trién & 26,7% bénh nhan, bao
gdm ty 1¢ bénh nhan co triéu chimg suy tim 1 8,9%
[5]. Trong nhém nghién ctru giam LVEF khong tri¢u
chirng dugc ghi nhan & 37% nguoi bénh. Pdc tinh trén
tim xay ra ¢ 8% phu nit, bao gém 2% bénh nhan c6 cac
triéu ching suy tim. Két qua thir nghiém NSABPB-31,
cho thdy ring bénh nhan c6 LVEF trong khoang 50%
dén 54% & mirc nguy co cao hon dang ké ddi véi HF va
phat trién diém rui ro tim mach sau 5 nim duya trén tudi
va LVEF co ban [6].

Két qua nghién ctru theo mirc do thay doi EF, ching toi
ghi nhan ty 1€ bénh nhan c6 giam EF > 10% sau diéu tri
la 43,75% (21/48 bénh nhan). Trong 21 bénh nhan do,
¢6 9 bénh nhan c6 EF< 53%, chiém 18,75% trong 48
bénh nhan tham gia nghién ctu. Ty I¢ bénh nhan c6 EF
giam dudi 5% 1a 31,25%. Trong nghién ciru ciia Joanna
Huszno (2013), ¢ 10 phu nit (8%), muc giam LVEF
vuot qua 10% so véi ban dau trude diéu tri. Trong do,
5 bénh nhan ¢6 LVEF giam khong vuot qua 15% va ¢
con lai 5 bénh nhan c6 mtrc gidm nay cao hon 15% gid
tri ban dau [2].

Ty 1¢ ngirng diéu tri

Doc tinh trén tim lién quan dén Trastuzumab cé dugc
coi 1a khong phu thudc vao lidu lwong va tham chi c6
thé dao nguoc cao thdm chi khi tiép tuc dung thudc,
nguoc lai véi cac phiac dd co anthracycline. Phan 16n

cac truong hop ngudi bénh hoi phuc sau khi theo cac
khuyén céo ngimg tam thoi va c6 thé diéu tri lai, tuy
nhién ciing ¢6 trudng hop ngimg diéu tri vinh vién hoic
gdy suy tim ndng tham chi t& vong do suy tim nang.
Suy tim do trastuzumab thuong dap tGng tot voi cac
thudc diéu tri suy tim thong thudng. Trong nghién ctru
nay, ching t6i danh gia ty 1¢ bénh nhan phai nging
diéu tri do doc tinh cua thude. Két qua nghién ctru cho
thdy: Ty 1& bénh nhan phai ngimg diéu tri do doc tinh tai
tim trong qua trinh diéu tri v6i Trastuzumab 1a 12,5%
voi 6,25% (3/48) ngiing hoan toan va 6,25% bénh nhan
ngung tam thoi.

Két qua nay kha twong ddng véi két qua nghién ciru
cua Somaira Nowsheen (2018) trén nhitng bénh nhan
¢6 LVEF ban d4u binh thuong. Theo d6, ¢ nhiing bénh
nhan c¢6 LVEF binh thuong lic ban dau, 83,8% bénh
nhan c6 thé tiép tuc liéu phap trastuzumab ma khong
bi gian doan, 6,1% bi tam ngling diéu tri va 10% can
ngung diéu tri vinh vién. Ty 1é so sanh giita nhitng bénh
nhan c6 LVEF binh thuong lic ban diu nhung giam &
LVEF >10% véi liéu phap tuong ung 1a 73,2%, 11,2%
va 15,6%. Trong sé nhitng bénh nhan giam <5% va 5%-
10% trong LVEF khi dang diéu tri bing trastuzumab,
viée tiép tuc tri liéu ty 18 1an luot 1a 94% va 92%. Hai
bénh nhan (3,7%) & nhom c6 LVEF giam <5%, 6
bénh nhan (5,9%) trong nhom c6 LVEF giam tu 5%
dén 10%, va 28 bénh nhan trong nhom c6 LVEF giam
>10% (15,6%, P <0,05 so v&i nhom khac hai nhom)
nhan duoc thude tim mach méi hodc tang cuong li¢u
phap (50,0% thudc chen b, 26,7% thude e ché men
chuyén hodc angiotensin thudc chen thu thé [ARB], va
23,3% ca hai) [4].

Tac gia Somaira Nowsheen da chi ra nhitng diém quan
trong khac 1a > 70% bénh nhan tiép tuc voi trastuzumab,
ngay ca khi muc suy gidm LVEF 1a >10% (trir khi chue
nang co ban bi suy giam, trong trudng hop nay khong co
bénh nhén nao tiép tuc véi lidu phap). Trong nhom thir
hai nay véi sy suy giam trong chirc ning tim ban dau,
42% d3 nglmg vinh vién cua liéu phap. Nhin chung,
chi 20% bénh nhan c6 co dia giam chirc ning tim can
ngung lidu phap trastuzumab vinh vién, chi gap doi ty
1€ so v&i bénh nhan binh thuong LVEF [4]. Nhiing dit
liéu nay s€ chi ra rﬁng, trén thuc té, hau hét bénh nhan
¢6 thé hoan thanh liéu phap trastuzumab, ngay ca khi
giam LVEF ban dau.

Panh gia moi lién quan

Trastuzumab gay roi loan chirc nang tim lién quan dén
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hoéa tri loai 11, trai nguoc vdi ddce tinh trén tim lién quan
dén anthracyclines (Rdi loan chirc ning tim lién quan
dén hoa tri loai I. Vai nhan t6 chiang han nhu liéu phap
anthracycline trudc day, thudc diéu tri ting huyét ap,
diéu tri birc xa vao nguc trai, phan suat tong mau that
trai (LVEF) ban dau thap va tudi bénh nhan I16n hon
duogc bibt 1a 1am ting nguy co gdy ra boi trastuzumab
ddc tinh trén tim. Trong nghién ctru nay, chung t6i phan
tich mot s6 yéu td lién quan dén mirc d6 giam EF. Két
qua chi ra: c6 mdi lién quan giita xa tri nguc tréi trudc
diéu tri dbi v6i mirc giam EF. Theo do, ty 1¢ bénh nhan
¢6 EF gidam>10% trong nhom bé&nh nhan c6 xa tri nguc
trai cao hon trong nhom bénh nhan chua ting xa tri
nguc trai.

Joanna Huszno (2013) ciing khing dinh méi lién hé nay
trong nghién ciru ctia minh. Cu thé, tac gia ghi nhan: Xa
tri bén trai cia nguc trude day, BMI cao va LVEF ban
dau thap c6 lién quan dén viéc ting nguy co réi loan
chuc nang tim. Khong c6 su khac biét gitta nhitng bénh
nhan nhan duoc li¢u phap bo tro va nhitng bénh nhan
diéu tri di can [2]. Trong khi d6, Somaira Nowsheen
(2018) da khong ghi nhan mbi lién quan giira cac yéu tb
nay voi muc do gidm EF. Nhu vay, chua hoan toan co
su thong nhét gifta cac nghién ctru trong viée danh gia
cac moi lién hé [4].

5. KET LUAN

- Ty 18 bénh nhan c6 suy tim theo tidu chuin chin
doan Frammingham 1a 4,17% (2/48). Ty 1€ bénh nhan
khong co biéu hién suy tim theo tiéu chudn chan doan
Frammingham 1a 95,83%.

- Theo murc d6 thay ddi EF, ty 1€ bénh nhan c6 giam EF
> 10% sau diéu tri 13 43,75% (21/48 bénh nhén). Vi co
9 bénh nhan c6 EF< 53%, chiém 18,75% trong 48 bénh
nhén tham gia nghién cuu.
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- Ty 1& bénh nhan phai ngimg diéu tri do doc tinh tai
tim trong qua trinh diéu tri v6i Trastuzumab 1a 12,5%
véi 6,25% (3/48) ngirng hoan toan va 6,25% bénh nhan
ngung tam thoi.
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