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1. Giéi thiéu luin an

Bénh tim mach va ung thu 1a hai nguyén nhan gay tir vong
hang dau trén toan thé gidi. Cac bénh 1y tim mach chiém 10%
nguyén nhan tir vong & bénh nhan ung thu. Trong d6, bénh co
tim do hoa tri 1a biéu hién 1am sang thudng gap nhat, vdi tir vong
tim mach trong vong 2 nim & bénh nhan dugc chan doan bénh
co tim do hoéa trj c6 thé 1én dén 60%. Anthracycline va (rc ché
HER-2 (trastuzumab) 13 nhing thudc hoéa tri chinh & bénh nhan
ung thu vi, va ciing 1a hai nhém thudc c6 mdi lién quan rd rang
nhit véi bénh co tim do héa tri qua cac co ché ton thuong co tim
khac nhau. Bén canh dic tinh cta cac thudce héa tri, nguy co tén
thwong co tim do anthracycline hodc trastuzumab con dugc quyét
dinh béi cac yéu td nguy co tim mach nén tang ciia ngudi bénh.

Hinh anh hoc tim mach dong vai tro trung tam trong phan
tang nguy co ban dau va phat hién kip thoi bénh co tim do hoa
tri. Cac huéng dan diéu tri chuyén nganh tim mach - ung thu hién
tai déu khuyén cao sir dung LV-GLS thuong qui cho tt ca bénh
nhan trong qua trinh hoa tri cac thudc c6 nguy co ton thuong co
tim, nham du bao som va dang tin cay bénh co tim do hoa tri.

Tai Viét Nam, tdn suit bénh co tim do anthracycline va
trastuzumab chwa duoc bao cao qua cac nghién ctru c6 ¢& mau
16n va theo ddi dai han. Pong thoi, thoi diém xuét hién va mirc
d6 nang bénh co tim dwa trén thay d6i LV-GLS ciing chua duoc
kiém dinh tién ciru & cac phéan tang nguy co HFA-ICOS khac
nhau trong cic nghién ciru trén thé gidi, dac biét & nhom bénh

nhan tich lity nhiéu yéu t6 nguy co tim mach. Thiéu hut dir lidu
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trén dan dén khuyén cdo tan suét theo ddi lap lai LV-GLS va
LVEF ¢ cic phan tang nguy co khac nhau cha yéu dua trén y
kién chuyén gia. Cé thé hoa tan suét theo ddi LVEF va LV-GLS
trong qua trinh hoa tri anthracycline hodc trastuzumab vira gitp
tiét kiém chi phi y té, vira giap chan doan sém bénh co tim do
hoa tri. Chinh vi thé, ching t6i tién hanh nghién ciru “vai tro siéu
am danh diu mo co tim trong chan doan bénh co tim do hoa tri
ung thu vii & bénh nhan ¢ yéu t6 nguy co tim mach”.

Muc tiéu nghién ciru

1. Mb ta dong hoc gi4 tri phan suat tong mau thét trai (LVEF)
va strc cang theo chiéu doc toan b that trai (LV-GLS) trong
qua trinh hoéa tri va 12 thang sau hoa tri & bénh nhan ung thu
v ¢6 yéu td nguy co tim mach duoc hoa tri anthracycline
hoac trastuzumab.

2. Xéc dinh tan suit, mic do nang va thoi diém xudt hién bénh
co tim do hoa tri anthracycline hodc trastuzumab trong qua
trinh hoa tri va 12 thang sau hoa tri 6 bénh nhan ung thu va
¢6 yéu td nguy co tim mach.

3. Xac dinh gia tri du bao bénh co tim do anthracycline hoac
trastuzumab muc d¢ trung binh khong tri¢u ching cua LV-
GLS & bénh nhan ung thu v ¢6 yéu t6 nguy co tim mach.

1. Tong quan tai liéu

Suy tim do hoa tri duge mo ta dau tién do tac dung phu ctia
daunorubicin, thé h¢ dau ciia nhom anthracycline dugc sir dung
trén lam sang. Dén thoi diém hién tai, anthracycline va tic ché

HER-2 (trastuzumab) - hai nhém thudc nén tang diéu tri ung thu



vu - cling 1a hai nguyén nhén chinh gay ra bénh co tim do hoa tri.
Pic diém chung ton thwong co tim do anthracycline va
trastuzumab 1a dién tién ban cap hay man tinh.

Anthracycline 1a nhém thudc hoa tri nén ting cho bach cau
cdp nguyén bao lympho, bach cau cip dong tuy, Hodgkin
lymphoma, sarcoma Ewing, sarcoma xuong, u nguyén bao than
kinh va ung thu vi. Tan suat bénh co tim do anthracycline dao
dong tir 9,3% dén 43,8% trong cac nghién ciru. Liéu tich Iy
dugc xem 12 yéu td nguy co manh nhit cua ton thuong co tim do
hoa tri anthracycline. Trastuzumab 1a mot khang thé don dong
{rc ché thy thé tyrosine kinase yéu t6 thy thé tang truong bicu bi
2 & nguoi (HER2). Tang biéu hién HER2 hién dién trong khoang
25% bénh nhan ung thu v, véi ting nguy co ting sinh té bao va
di cén xa. Nhitng thir nghiém lam sang lén hon trén bénh nhan
ung thu va chimg minh méc di trastuzumab 1am ting ti 1¢ song
con khong ung thu, nhung dong thoi cling lam ting ti 1¢ ton
thwong co tim do hoa tri. Tan suit bénh co tim do trastuzumab
nhin chung dao dong 3-19%. Khac voi anthracycline, nguy co
bénh co tim do trastuzumab phu thudc vao thoi gian st dung
thudc va hoa tri phdi hop anthracycline.

Duya trén hiéu biét vé& dic tinh ton thuong co tim coa
anthracycline va trastuzumab, cac phac do diéu tri ung thu va
hién tai déu c6 liéu tich luy anthracycline khong cao, trastuzumab
chi dugc gidi han st dung trong 1 niam va hiém khi duoc st dung
kém vé6i anthracycline. Trén co s& d6, tac dong cua cac yéu td

nguy co tim mach trudc hoa tri 1én tan suat bénh co tim do
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anthracycline va trastuzumab cang dugc chimg minh rd. Céc yéu
t6 nguy co tim mach mach (cao tudi, ting huyét ap, rung nhi,
bé&nh mach vanh man, dai thao duong, bénh than man, béo phi...)
c6 tac dong cong hop, 1am ting tin sudt bénh co tim do hoa tri
gap 1,5 — 2 lan, doc lap voi co ché ton thuong co tim do
anthracycline hodc trastuzumab. Phan tang kha ning réi loan
chirc ning tim trude hoa tri dya trén cac yéu té nguy co tim mach
nén tang (thang diém HFA-ICOS) dugc khuyén céo thuc hién
cho tit ca bénh nhan theo Hudng dan diéu tri Hoi Tim Chau Au
(ESC) 2022, nham dwa ra chién luoc can thi€p ca thé hoa, phong
ngira tién phat ton thuong co tim trudc, trong va dai han sau hoa
tri. Dya trén phan tang HFA-ICOS, bénh nhin duoc d& xuét cac
chién luoc theo ddi chirc ning tim c4 thé hoa nhim chan doan
som bénh co tim do hoa tri. Tuy nhién, tan sudt lap lai siéu am
tim & cac phan ting nguy co HFA-ICOS khac nhau cha yéu dua
trén ¥ kién chuyén gia.

St cang theo chiéu doc toan that trai (LV-GLS) 1a mot
thong s6 siéu am tim dugc khuyén cao str dung trong nhiéu dong
thuan tim mach va ung thu trong thoi gian gan day dé chan doan
som bénh co tim do hod tri. Trong hau hét cac nghién ctru, giam
LV-GLS déu dugc chimg minh xuét hién truée khi LVEF giam
c6 y nghia 1am sang, dac biét 6 bénh nhan hoa tri anthracycline.
LV-GLS qua siéu 4m danh déu mé co tim 14 thong s6 it phu thudc
Iy tai, giup phat hién cac ton thwong co tim & giai doan sém hon
so v6i LVEF thong thuong. Diém cét giam tuong d6i ALV-GLS

>15% dugc xac dinh c6 d0 nhay va do dac hi€u t6i wu giap du
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doan bénh co tim do hoa tri c6 kém giam LVEF <50%. Biang
chimg vé vai tro LV-GLS trong chian doan sém bénh co tim do
hoa tri cha yéu tap trung & bénh nhan hoa tri anthracycline va
dugc ngoai suy cho bénh nhan hoa tri trastuzumab.

Bén canh d6, mic du LV-GLS 1a cong cu hiéu qua gitp chan
doan sém bénh co tim do hoa tri, phdi hop phan ting nguy co
HFA-ICOS va LV-GLS duoc ki vong chting minh du bao ti uu
hon ton thwong co tim do anthracycline va trastuzumab.

2. Poi twgng va phwong phap nghién ctru

Thiét ké nghién ciru: nghién ciru quan sat doan hé tién ctru
Tiéu chudn chon bénh: (1) bénh nhan ung thu via méi duoc chin
doan va dugc chi dinh héa tri lan diu véi phac do c6
anthracycline hodc phac do co trastuzumab; (2) bénh nhan c6 it
nhit mot trong cc yéu t6 nguy co tim mach theo diém HFA-
ICOS dbi voi anthracycline va trastuzumab: tudi > 65, ting
huyét ap, bénh than man, dai thio dudng, rdi loan lipid mau, béo
phi, tién cin nhdi mau co tim hodc tai théng dong mach vanh,
rung nhi.

Tiéu chudn logi trir: (1) LVEF that trai giam trudce hoa tri (LVEF
<50%); (2) hep va/hodc hd van tim tir mire do trung binh tr¢ 1én;
(3) chit lugng hinh anh siéu 4m tim kém (= 2 viing co tim khong
quan sat dugc & mo hinh 18 ving); (4) khong hoan tat cac lan
siéu Am tim theo dé cuwong nghién ciru; (5) suy tim cap trong qué
trinh hoa tri do hoi chimg vanh cap

Thoi gian nghién ciru: tir 01.10.2020 dén 31.10.2023
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Dia diém nghién ciru: Bénh vién Ung Buéu TP.H6 Chi Minh va
Bénh vién Nhan dan Gia Pinh
Két cuc nghién ciru: bénh co tim do hod tri khong triéu chiing
(dugc dinh nghia theo khuyén cio ESC 2022):
Bénh nhén khong c¢6 tri€u ching co nang chinh cua suy tim (kho
tho, phtt mit c4 chan, giam kha nang gang sirc) va khong c6 tridu
chimg thyc thé dién hinh (tang 4p luc tinh mach canh, ran 4m hai
phdi, pht ngoai bién). Bénh co tim khong triéu chimg dugc chia
thanh 3 mirc d6:

o Nhe: LVEF=50% va giam ALV-GLS >15% (gia tri

twong ddi) so voi gid tri ban dau

o Trung binh:

e LVEF giam <10% (gia tri tuyét di) so v6i gia tri ban
dau xuéng mirc LVEF 40-49% va giam ALV-GLS
>15% (gia tri twong d6i) so voi gid tri ban dau, hoic

e Giam LVEF >10% (gia tri tuyét ddi) so voi gia tri ban
dau xudng muc LVEF 40-49%

o Nang: giam LVEF mdi xuét hién xudng mirc < 40%

Phwong phap nghién ciru:

Tt ca bénh nhan dugc phan tang nguy co HFA-ICOS truéc hoa
tri, voi ti 1€ bénh nhan nguy co cao chi chiém 1,1% dan sb nghién
clru.

LVEF va LV-GLS dugc danh gi4 bang siéu 4m qua thanh nguc
2D, dugc phén tich ban ty dong ngoai tuyén bang phin mém
QLAB-aCMQ v15.0 (Philips Healthcare, Andover, MA, Hoa
Ky) trén may siéu am tim Philips Affiniti 50. Dit li¢u thé duoc
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luu trit dudi dang DICOM va tat ca dit liéu DICOM dugc xir 1y
ngoai tuyén boi 02 béc si co kinh nghiém siéu 4m danh dau mé
co tim tai bénh vién Nhan dan Gia Dinh dé bao céo két qua LV-
GLS 16p ndi mac. Sai s trung binh tuong doi giita hai nguoi
thuc hién 14 3,9% d6i véi LV-GLS va 8,6% ddi véi LVEF trong
nghién cuu.

o LVEF va LV-GLS & mdi bénh nhan hoéa tri nhom
anthracycline dugc danh gia tai 9 thoi diém: trudc hoa tri
chu ky 1 -2 —3 — 4 (mdi chu ky cich nhau 21 ngay), sau
két thic hoa tri 3 tuan, sau két thic héa tri 3 thang — 6 thang
— 9 thang — 12 thang

o LVEF va LV-GLS ¢ mdi bénh nhan hoéa tri trastuzumab
duogc danh gia tai 22 thoi diém: trude hoa tri chu ky tir 1 dén
chu ky 18, sau két thuc hoa tri 3 tuan, sau két thuc hoéa tri 3
thang — 6 thang — 9 thang — 12 thang

D¢ tai da dugc thong qua boi Hoi Pong Pao Dirc trong nghién

cuu Y sinh hoc Pai hoc Y Dugc Thanh phé Hd Chi Minh s

230/HbbDb-DHYD ngay 24 thang 03 ndm 2020.

3. Kétqua

443 bénh nhén ung thu v méi chan doan dugc dua vao nghién
ctru, trong d6, 333 bénh nhan dugc héa tri lan dau véi nhom
anthracycline va 110 bénh nhan dugc hoa tri lan dau véi

trastuzumab. Tong cong 5.417 két qua siéu am tim dwoc luu trit

va phan tich va phén tich.
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3.1 Ddc diém chung din so nghién ciru

Bang 4.1 Pic diém chung dan sb nghién ctru

Nhom Nhém p
anthracycline trastuzumab
(n=333) (n=110)
Tudi (ndm) 57,8+ 75 60,2 + 8,3 0,005
BMI (kg/m?) 243 +33 242 +28 0,775
Liéu tich lity 227,71+ 11,8 khong ap
doxorubicin (mg/m?) dung
Giai doan ung thw vi, n (%)
Giai doan 0 -1 11 (3,3) 9(8,2) 0,168
Giai doan 11 179 (53,8) 57 (51,8) 0,787
Giai doan III 120 (36) 35(31,8) 0,758
Giai doan IV 23 (6.,9) 9(8,2) 0,765
Yéu t6 nguy co tim mach truéc héa tri, n (%)
Tudi > 80 0 1(0,9)
“ 0,116
Tudi 65 -79 136 (40,8) 63 (57,3)
Tang huyét ap 218 (65,5) 69 (62,7) 0,717




Nhom Nhém p
anthracycline trastuzumab
(n=333) (n=110)
bai thao dudng 90 (27) 25(22,7) 0,453
Rung nhi 4(1,2) 1 (0,9) 0,346
R&i loan lipid mau 132 (39,6) 43 (39,1) 0,532
Béo phi 24 (7,2) 54.5) 0,427
Bénh than man 27 (8,1) 10 (9,1) 0,646
Phin ting nguy co HFA-ICOS truéc héa tri
Nguy co thap 198 (59,5) 60 (54,5) 0,331
Nguy co trung binh- 135 (40,5) 50 (45,5) 0,454
cao
Diéu tri cac thude tim mach truée héa tri
ACE-i/ ARB 79 (23,7) 27 (24,5) 0,9
Chen beta 48 (14,4) 13 (11,8) 0,897

100% déan s6 nghién ctru 1a nir gidi. Ngoai trur tudi, cac dac

diém ung thu hoc, yéu t6 nguy co tim mach, diéu tri tim mach

trude hoa tri khong khac biét c6 y nghia gitta nhom anthracycline



LVEF (%)

10

va nhém trastuzumab.

4.2 Dong hoc LVEF va LV-GLS trong qud trinh hod tri va 12
thang sau hod tri
Dong hoc LVEF va LV-GLS 6 bénh nhan hod tri anthracycline
LVEF 6n dinh trong sudt qué trinh hoa tri va 12 thang theo
ddi sau hoa tri. LVEF tai thoi diém két thiic héa tri (62,5 + 6 %)
va LVEF tai thoi diém két thuc nghién ciru (63,6 + 5,7%) giam
khong y nghia so véi LVEF ban dau (64 + 5%) véi p lan luot 1a
0,867 va 0,344 (Biéu d6 4.1). Nguoc lai, LV-GLS giam dan theo
thoi gian trong sudt qua trinh héa tri va 12 thang theo ddi sau hoa
tri. LV-GLS bat dau giam c6 y nghia so v4i gia tri ban dau ké tir
chu ky hoa tri thu 4 (-18,5 + 1,6 so vdi -18,8 £ 1,3%, p=0,049)
va giam kéo dai cho dén thoi diém két thuc nghién ctru (-18,3
+ 1,4 s0 v6i -18,8 + 1,3%, p<0,0001). (Biéu db 4.2).
75
70

65 S 634 63,5 63,1 63,2 633 63

63,6

60

55

50

45

—e— Tit ca bénh nhan hoa trj anthracycline

40

Truée Chu ky 2 Chuky 3 Chu ky 4 3 tudn sau 3 thing 6 thing 9 thing 12 thang
hoa tri hoa tri theo doi theo doi theo doi theo doi

Biéu db 4.1 Pong hoc LVEF & bénh nhén hoa tri anthracycline
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Biéu d6 4.2 Pong hoc LV-GLS ¢ bénh nhéan hod trj anthracycline
Dong hoc LVEF va LV-GLS ¢ bénh nhdn hod tri trastuzumab

Pong hoc LVEF va LV-GLS dién tién gan nhu khong thay
ddi & cac thoi diém siéu 4m tim theo ddi ¢ bénh nhan hoa tri
trastuzumab.
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Biéu d6 4.3 Dong hoc LVEF ¢ bénh nhan hoa trj trastuzumab
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Biéu d6 4.4 Pong hoc LV-GLS & bénh nhan hod tri trastuzumab
4.3 Tin sudt va dic diém xudt hién bénh co tim do
anthracycline va trastuzumab

Tan sudt va déc diém xudt hign bénh co tim do anthracycline

Bénh co tim do ho4 trj
mirc d trung binh (n=24)
72%

Khdng bénh co tim do ho4 tr
anthracycline
(n=291)
87,4%

Bénh co tim do ho4 trj

anthracycline (n=42)

Bénh co tim do hod trj
mirc d) nhe (n=18)
54%

Biéu d0 4.5 Tan suat bénh co tim do anthracyline
Tan suét bénh co tim do anthracycline chiém 12,6%, voi tat

ca cac truong hgp bénh co tim déu dugc chan doan ¢ giai doan
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khong tridu chimg. Hau hét 80,9% céc truong hop bénh co tim
do anthracycline dugc ghi nhan sau khi két thiic hoa tri.

S truong hop

2 \ / \
0 e g
Chu ky 2 Chu ky 4 Theo doi 3 thaing  Theo doi 6 thing Theo ddi 9 thang Theo doi 12 thing
Bénh co tim do anthracycline (tong) ~—Bénh co tim do anthracycline mirc 4 nhg —e=Bénh co tim do anthracycline mirc d¢ trung binh

Biéu d6 4.6 Bic diém xuét hién bénh co tim do anthracycline
Tan sudt va dic diém xudt hign bénh co tim do trastuzumab

Khdng b¢nh co tim do hod trj
trastuzumab (n=97)
88,2%

Bénh co tim do ho4 tri

mirc d§ trung binh (n=7)

6,4%
Bénh co tim do ho4 tri

trastuzumab (n=13)
11,8%

Bénh co tim do ho4 trj
mifc d§ nh¢ (n=6)
54%

Biéu dd 4.7 Tan suét bénh co tim do trastuzumab
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0-3 thang 3-6 thiang 6-9 thiang 9-12 théng Sau hoa tri
+Bénh co tim do trastuzumab (tong) Bénh co tim do trastuzumab mitc 4§ nh¢ —e=Bénh co tim do trastuzumab mirc d¢ trung binh
Biéu d6 4.8 bac diém xuat hién bénh co tim do trastuzumab

Tan suit bénh co tim do trastuzumab chiém 11,8%, voi tat
ca cac truong hop bénh co tim déu dugc chan doan & giai doan
khong tridu ching. Tat ca cac truong hop bénh co tim do
trastuzumab déu dugc ghi nhan trong qué trinh hoa tri.

3.2 Gia tri dw bdo bénh co tim do hoa tri mirc dj trung binh
khong triéu chung ciia LV-GLS

Vai tro giam twong doi LV-GLS >15% trong dw bdo bénh co

tim do hod tri anthracycline

M5 hinh chi dya trén diém HFA-ICOS c6 d6 nhay 70,8%,
do dac hiéu 61,8% va AUC = 0,66 (KTC 95% 0,61 — 0,71); md
hinh chi dya trén ALV-GLS c6 d0 nhay 87,5%, d6 dac hi¢u
93,2% véi AUC = 0,93 (KTC 95% 0,89 — 0,96); mo hinh két hop
c6 do nhay 62,5%, d6 dac hi¢u 98,4% voi AUC = 0,91 (KTC
95% 0,84 —0,97) trong dy bao bénh co tim do anthracycline mic
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d6 trung binh. Phdi hop thém diém HFA-ICOS khong lam cai
thién d6 chinh xac chan doan bénh co tim do anthracycline muc
d6 trung binh khong tri¢u chirng cua ALV-GLS.

Puong cong ROC so sanh 3 mé hinh

D) nhay (dwong tinh thit)

s = M@ hinh 1 (HFA-ICOS) c6 AUC = 0,66
’ = Mb hinh 2 (4 LV-GLS >15%) c6 AUC = 0,93
£ —— M& hinh 3 (HFA-ICOS + A LV-GLS >15%) c6 AUC = 0,91

0‘%.0 0.2 0.4 0.6 0.8 1.0

1 - Dp diic hi¢u (dwong tinh gia)
Biéu d6 4.9 Pic diém duong cong ROC trong cac md hinh du
bao bénh co tim do anthracycline muc d6 trung binh
Vai tro giam twong doi LV-GLS >15% trong dw bdo bénh co

tim do hod tri trastuzumab

Mo hinh chi dua trén diém HFA-ICOS ¢6 AUC =0,70 (KTC
95% 0,48 —0,93), 36 nhay 85,7% va dd dac hiéu 55,3%; mo hinh
chi dya trén ALV-GLS ¢6 AUC = 0,97 (KTC 95% 0,88 — 0,99),
d6 nhay 85,7% va 40 diac hiéu 93,2%; md hinh Kkét hop ¢o
AUC=0,96 (KTC 95% 0,86 — 0,99), d6 nhay 62,5% va d6 dac

hiéu 98,4% trong dy bao bénh co tim do trastuzumab khong tri¢u
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chimg, mic d6 trung binh. Phdi hgp HFA-ICOS khéng lam cai
thién hiéu suit chan doan bénh co tim do trastuzumab muc do
trung binh khong tri€u chimg cua ALV-GLS.

Puong cong ROC so sanh 3 md hinh

P9 nhay (dwong tinh that)

P = M hinh 1 (HFA-ICOS) c6 AUC = 0,66
#7 = M hinh 2 (A LV-GLS >15%) c6 AUC = 0,97
£ M hinh 3 (HFA-ICOS + A LV-GLS >15%) c6 AUC = 0,96

%%.0 0.2 0.4 0.6 0.8 1.0
1 - D9 dac hiéu (dwong tinh gia)

Biéu d6 4.10 Bic diém dudng cong ROC trong cic md hinh du

bao bénh co tim do trastuzumab muc do trung binh

4. Ban luin
Dong hoc LVEF va LV-GLS 6 bénh nhan hod tri anthracycline
va trastuzumab

O bénh nhan hod tri anthracycline, mac du LVEF va LV-
GLS déu la cac thong s6 danh gia chirc nang tim thu that trai,
nhung két qua nghién ciru chung t6i cho thiy néu bién thién
LVEF chi phan 4nh dic tinh t6n thuong co tim khéng hoi phuc
clia anthracycline thi bién thién LV-GLS s& gitp chimg minh
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thém dic diém bénh hoc quan trong khéc cua anthracycline, voi
cac ton thuong co tim dudi 1am sang c6 thé xuat hién rat som chi
sau liéu hoa tri dau tién. Qua khao sat bién thién LV-GLS, nghién
ctru chung t6i chirng minh LV-GLS nhay hon LVEF trong phat
hién ton thuong co tim do anthracycline. LV-GLS tai thoi diém
két thic nghién ctru thap hon ¢6 y nghia so véi LV-GLS ban dau,
bat ké bénh nhan c6 hay khong ¢ bénh co tim va bat ké mirc do
ning cua bénh co tim do anthracycline. O nhém bénh co tim do
anthracycline mirc d6 trung binh néu LVEF thap hon c6 y nghia
so voi nhom khong c6 bénh co tim tir chu ky hoa tri thr 4, thi sy
khac biét LV-GLS xay ra som hon, ké tir chu ky 2 va LV-GLS
giam ngay cang nhiéu cho dén thoi diém két thic nghién ciru.
Khéac véi anthracycline, tdc dong cua trastuzumab lén LVEF
va LV-GLS ¢ bénh nhén hoa tri ung thu vu thuong khong dang
Kké, phéan anh dac diém ton thuong co tim c6 thé hoi phuc dugc
cua trastuzumab. Tuy nhién, so voi LVEF, LV-GLS van dugc
khang dinh la théng sb nhay voi ton thuong co tim do
trastuzumab khi LV-GLS ¢ nhom bénh co tim muc d¢ trung binh
giam sém va giam c6 y nghia so v4i nhom khong cé bénh co tim
(mic du LV-GLS ban dau & hai nhém twong tu nhau) tir sau 2
chu ky hoa tri trastuzumab.
Tan sudt va déc diém xudt hign bénh co tim do anthracycline
Theo céc dir liéu vé bénh co tim do anthracycline dd dugc
cong bd ma chung t6i ¢6 duge, nghién ctru chung t6i 1a doan hé
tién ctru dau tién x4ac dinh tan suit va thoi diém xuat hién bénh

co tim do anthracycline ca trong qua trinh hoa tri va theo doi 12
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thang sau hoa tri; trong do, hinh anh hoc stic cang co tim toan
dién (ca tim trai va tim phai) dugc theo ddi bing mét qui trinh
chat ché, duoc dinh trude. Tan suit bénh co tim do hoa tri duge
chan doan dya trén LVEF dao dong kha nhiéu trong cac nghién
ctru tir 9,3% dén 43,8% bénh nhéan diéu tri anthracycline, phu
thudc vao lidu tich lily anthracycline, cic yéu td nguy co tim
mach nén tang, thoi gian theo ddi sau hoa tri va diém cat LVEF
cho chin doan. Tan suét bénh co tim do hoa tri dya trén LVEF
c¢6 xu huéng giam trong nhimg niam gan day véi liéu tich liy
anthracycline khéng con cao trong cac phac d6 hoa tri. Trong
nghién ctru SUCCOUR (2023), mirc thay d6i LVEF trong vong
3 ndm & bénh nhan hoa tri anthracycline chi -0,03 +7,9%, va tan
sudt bénh co tim do hoa tri (LVEF giam <55%) chi chiém 9,1%.
Poan h¢ CARDIOTOX ciing ghi nhan tan suit bénh co tim do
anthracycline (LVEF giam <53%) chiém 6,1%. Nhin chung, mic
du gitta cac nghién ctru ¢6 sy khac nhau vé thoi gian theo dai va
dic diém yéu t6 nguy co tim mach trudc hoa tri, tin suat bénh co
tim do anthracycline dua trén giam LVEF trong cac nghién ctru
gan day déu < 10%. Tan sudt bénh co tim do hoa tri c6 giam
LVEF (LVEF giam > 10% xudng mirc < 50% theo khuyén céo
ESC) trong nghién ctru chung t6i 1a 7,2%, phu hop véi dit li¢u
chung trén thé giGi.

Khi phan tich thoi diém xuét hién bénh co tim & bénh nhan
hoa tri anthracycline, Cardinale va cong su cho thiy 98% bénh
co tim do anthracycline xuat hién trong vong 1 nim dau sau hoa

tri, voi thoi gian trung vi 3,5 thang. Nghién ctru ching t6i cling
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ghi nhan 80,9% bénh co tim do anthracycline xuat hién sau khi
két thuc hoa tri, déng thoi, ti I¢ bénh co tim dugc ghi nhan cao
nhit ¢ 3 thang dau sau ngung thudc va giam dan sau do.

Pén thoi diém hién tai, cac nghién ctru khao sat tan sudt
bénh co tim do anthracycline hau hét dya trén mirc giam LVEF
va LV-GLS & thoi diém sau khi két thic hoa tri so véi thoi diém
ban dau, va dit li¢u vé tan suat bénh co tim do anthracycline xuét
hién sém trong qua trinh héa tri van con thiéu. Trong tong s6 42
truong hop bénh co tim do anthracycline dugc ghi nhan trong
nghién ciru chung toi, 19,1% trudng hop xuét hién rat som trong
4 chu ky hoéa tri dau tién, v6i da sb hién dién & nhom nguy co
trung binh-cao. Theo khuyén cio ESC 2022, siéu 4m tim chi
duogc thuc hién lap lai sau két thiic hoa tri 6 nhom nguy co thép
va trung binh. Dya trén dit liéu nghién ciru ching t6i, tin suét
siéu 4m tim nay c6 thé dan dén chan doan tré 19,1% cac trudng
hop bénh co tim do anthracycline xuat hién sém.

Bén canh d6, sau khi két thic hoa tri, bénh co tim do
anthracycline cling dugc ghi nhan véi tan sudt 40,5%, 11,8%,
23,8% va 4,8% lan luot tai thoi diém 3 thang, 6 thang, 9 thang,
va 12 thang. Vi hau hét dan sé nghién ciru ching t6i thude nhom
trung binh-thip, khuyén cdo ESC vé tan suit siéu 4m tim lip lai
& nhém nguy co niy c6 thé dan dén chan doan tré 76,1% cac
truong hop bénh co tim xudt hién trude thoi diém 12 thang ngimg
hoa tri.

Tan suat va ddc diém xudt hién bénh co tim do trastuzumab
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Dua trén mutc giam LVEF dugc dinh nghia khac nhau trong
cac nghién cuu, tan suat bénh co tim do hoa tri khi trastuzumab
sir dung cung luc anthracycline duoc bao cao co thé 1én dén 28%,
va tan suat nay thap hon, dao dong 3% - 19% khi trastuzumab sir
dung theo sau anthracycline. Trong cic phac d6 hién tai, khi
anthracycline khong can thiét phai dung kém trastuzumab, tan
suét bénh co tim do trastuzumab don thuin qua cac thir nghiém
1am sang chi chiém 3% dén 4%. Mic du véy, khuyén cao ESC
2022 van d& nghi siéu 4m tim 13p lai mdi 3 thang & bénh nhan
hoa tri trastuzumab bat ké phan tang nguy co HFA-ICOS trudc
hoa tri. Tan suat siéu 4m tim nay dugc dua ra dya trén qui trinh
siéu am tim trong cac thu nghi¢ém lam sang cla trastuzumab va
chwa duoc kiém chimng trong cac doan hé bénh nhan c6 nguy co
HFA-ICOS ban dau thip hay cao.

Véi ddc tinh ton thuong co tim do trastuzumab thuong
khong di kém bién ddi cdu triic vi thé t& bao va co kha ning tu
phuc hdi khong can ngung thude, dit liéu thuc sy vé tin sudt bénh
co tim do trastuzumab trong qua trinh hoa tri van con thiéu qua
cac nghién ciru khi khoang cach cac 14n siéu 4m tim céch nhau
dén 12 tuan (mdi 4 chu ky) va thoi gian hoi phuc trung vi bénh
co tim do trastuzumab duoc bao cdo chi trong 5 tuan. Trong
nghién cuu chung t6i, trastuzumab khong su dung kém
anthracycline, siéu 4m tim danh gi4 chtic ning that trai (LVEF
va LV-GLS) dugc lip lai thuong xuyén & mdi chu ky hoa tri, moi
3 thang sau hoa tri, va tit ca bénh nhan déu duoc theo ddi 12

thang sau liéu cudi trastuzumab. Dua trén qui trinh nghién ctru
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do, tan suat 11,8% bénh nhan hoa trj trastuzumab dugc ghi nhan
¢6 bénh co tim, v6i bénh co tim murc d6 trung binh chiém 6,4%
1a phtt hop v6i y van trén thé gidi.

Khi phén tich twong quan gitia cac muc d bénh co tim trong
nghién clru, chung t6i ghi nhan khoang mdt ntra bénh co tim &
muc do nhe. Tuy nhién, bénh nhéan c6 nguy co HFA-ICOS ban
dau thap s& dap tmg voi diéu tri trastuzumab khac véi nhoém nguy
co trung binh-cao. Chi c6 1 truong hop bénh co tim muc 46 trung
binh xuat hién & nhém nguy co HFA-ICOS thap, va hau hét
(85,8%) cac truong hop bénh co tim do trastuzumab muc do
trung binh hién dién ¢ nhom nguy co trung binh-cao. Nguoc lai,
da s6 (85,7%) cac truong hop bénh co tim do trastuzumab & mirc
d6 nhe dugc chan doan & nhom nguy co HFA-ICOS thép, va tat
ca déu xuat hién trong 9 thang dau diéu tri trastuzumab. Két hop
v6i dic diém tan suét bénh co tim do trastuzumab mirc do trung
binh trong cac nghién ctru trude ddy déu <1% & nhom bénh nhan
khong c6 yéu td nguy co tim mach va khong hoa tri anthracycline
di kém, chung t6i dé nghi siéu 4m tim tai danh gi4 chirc ning tim
thu thét trai khong can thiét phai thyc hién mdi 3 thang cho tit ca
bénh nhan nguy co HFA-ICOS the”ip trude hoa tri, cu thé, siéu am
tim chi nén thuc hién lip lai mdi 6 hay 9 thang & nhom bénh nhan
nay.

Gia tri dw bdo bénh co tim do hod tri anthracycline va
trastuzumab murc do trung binh khong triéu chirng ciia LV-
GLS
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V& vai trd hinh anh hoc chirc nang tim, dén thoi diém hién
tai, ALV-GLS 1a bién s6 c6 bang chimg vimg chic nhét trong y
van giup duy bao bénh co tim do hoéa tri. V& mait 1am sang, cac
yéu td nguy co tim mach trudc hoa tri duoc chimg minh 1a yéu
td du bao dang tin cdy cho bénh co tim do anthracycline va
trastuzumab. Chinh vi vay, trong muc tiéu xac dinh mo hinh tb1
uu dy bao bénh co tim do hoa tri anthracycline va trastuzumab,
ching t6i xac dinh mo hinh t6i wu chan doan bénh co tim do
anthracycline va trastuzumab muc d¢ trung binh, khong tri¢u
chung dya trén mo6 hinh diém HFA-ICOS don doc, mo hinh
ALV-GLS > 15% don doc, va mo hinh phbi hgp HFA-ICOS véi
ALV-GLS > 15%.

O bénh nhan nhom anthracycline, nghién ctru ching toi
chimg minh phdi hop HFA-ICOS vao mé hinh giam ALV-GLS
khong 1am cai thién ¢ ¥ nghia d¢ chinh xac ctia ALV-GLS. Két
quéa nghién ctru ching t6i khac biét véi két qua nghién ciru ctia
Milks va cong su. Nhom tac gia ndy chig minh bién thién LV-
GLS c¢6 AUC = 0,84, cac yéu t6 nguy co tim mach trude hoa tri
¢6 AUC = 0,86 va md hinh phdi hop c6 AUC = 0,96. Khac biét
nay c6 thé dugc giai thich boi md hinh cac yéu td nguy co tim
mach trong nghién ciru Milks duoc xay dung bang hdi qui da
bién dua trén dic diém 1am sang cua chinh dan s6 nghién clru va
nghién ctru ciing khong c6 qui trinh siéu am tim lip lai chudn hoa
do phéan tich hdi ctru. Boi vi siéu am tim duge lap lai voi tan sudt

khong dong nhat giita tit ca bénh nhan trong nghién ctru, ¢ nhay
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cia ALV-GLS giam tuong d6i >15% trong du bao bénh co tim
do anthracycline trong nghién ctru Milks chi dat 45%.

Tuong tu, nghién ctu ching tdi cling chimg minh ALV-
GLS don doc 1a bién s6 du tin cdy trong du bao bénh co tim do
trastuzumab khong trigu ching, mirc d¢ trung binh trong sudt 18
chu ky hoa tri trastuzumab va 12 thang theo ddi sau d6. Phdi hop
thém diém HFA-ICOS chi giup cai thién d¢ dac hi¢u, nhung
khong lam cai thién dién tich dudi duong cong ROC trong dy
bao bénh co tim do trastuzumab ciia mo6 hinh ALV-GLS. Nghién
ctru chung t6i 1a nghién ctru dau tién xac dinh mé hinh dy bao toi
uu bénh co tim do hoa tri trastuzumab dua trén HFA-ICOS va
giam ALV-GLS>15%.

5. Két luan va kién nghi

Qua theo dai tién ctru 443 bénh nhan ung thu vt méi chan doan
c¢6 kém yéu t6 nguy co tim mach tai bénh vién Ung budu TP. Ho
Chi Minh va bénh vién Nhan dan Gia Dinh, v4i 333 bénh nhan
hoéa tri anthracycline va 110 bénh nhén hoa tri trastuzumab (ti 1€
bénh nhan nguy co HFA-ICOS cao chiém 1,1%), nghién ctru

chiing t6i ghi nhan két qua nhu sau:

1. Giam LV-GLS xuét hién trudc khi giam LVEF c6 y nghia
0 ca bénh nhan hoa tri anthracycline va trastuzumab, dac
biét & nhéom bénh nhan c6 bénh co tim do hoa tri mirc do

trung binh
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2. Téan suét bénh co tim do hoa tri anthracycline chiém 12,6%,
v6i bénh co tim mirc d6 trung binh chiém 7,2%. 80,9% bénh
co tim do anthracycline xuét hién sau khi ngung hod tri.
Tan suit bénh co tim do hoa tri trastuzumab chiém 11,8%,
voi bénh co tim muc d§ trung binh chiém 6,4%. Tét ca
truong hop bénh co tim do trastuzumab déu duge chan doan
trong qua trinh hoa tri.

3. Giam twong di LV-GLS >15% la cong cu c6 do chinh xéac
t6t (so v6i HFA-ICOS) trong dy béo bénh co tim do ho tri
anthracycline hay trastuzumab muc d¢ trung binh khong
triéu chiing

Kién nghi:

Si€u am tim theo doi LV-GLS nén duoc thyc hién thuong xuyén

hon & bénh nhan hoa tri anthracycline trong qua trinh hoa tri va

theo ddi sau hoa tri, ddc bi¢t & nhém nguy co HFA-ICOS trung
binh.

Siéu 4m tim theo ddi LV-GLS nén cé thé hoa khong can chit ché
mdi 3 thang & bénh nhan hoa tri trastuzumab thudc phan ting
nguy co HFA-ICOS thap.
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