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PAT VAN PE

Bénh tim mach va ung thu 13 hai nguyén nhan giy tr vong hang dau trén toan
thé gidi.' S6 lidu thong ké GLOBOCAN 2020 ghi nhan 19,3 triéu truong hop méi
mac va 10 tridu truong hop tir vong do ung thu hang nim. Trong d0, ung thu va da
vuot qua ung thu phdi try thanh loai ung thu thudng gip nhat, ude tinh ¢ 1 trong 8
ngudi bénh duge chan doan ung thu vao nim 2020 13 ung thu vi.2

Céc bénh 1y tim mach chiém 10% nguyén nhan tir vong ¢ bénh nhan ung thu.3
Tr vong do céc bénh 1y tim mach dugc ghi nhan con cao hon ca tr vong li€n quan
ung thu & bénh nhan ung thu va giai doan sém, cao tudi va co tién luong séng con
ung thu dai han.* Trong mdi quan hé tac dong tuong hd vé co ché bénh sinh gitra tim
mach va ung thu, cac liéu phap diéu tri ung thu ciing ¢ thé giy ra nhiéu tic dong bat
loi 1én hé tim mach, trong d0, rbi loan chirc nang tim do thudc hoa trj 1a biéu hién 1am
sang thuong gip nhat va anh hudng ning né dén két cuc bénh nhan,’ véi tir vong tim
mach trong vong 2 nam ¢ bénh nhan duoc chan doan bénh co tim do hoa trj ¢6 thé
1én dén 60%.° Anthracycline va @tc ché HER-2 (trastuzumab) 1a nhimng thudc hoa tri
chinh & bénh nhan ung thu vi, va ciing 1 hai nhém thudc ¢6 mbi lién quan rd rang
nhat v6i bénh co tim do hoa tri qua cac co ché ton thuong co tim khac nhau.’

Bén canh dic tinh ciia cic thudc héa tri, nguy co ton thuwong co tim do
anthracycline hodc trastuzumab con dugc quyét dinh bdi cac yéu té nguy co tim mach
nén tang cta ngudi bénh.” Cac yéu td nguy co tim mach (cao tudi, ting huyét ap, rung
nhi, bénh mach vanh man, dai thao dudong, bénh than man, béo phi...) c6 tic dong
cong hop, lam tang tan suét bénh co tim do hoa tri gép 1,52 lan, doc 1ap véi co ché
t6n thuong co tim do anthracycline hodc trastuzumab.®® Phan tang kha niang réi loan
chirc nang tim trude hoa tri dua trén cac yéu td nguy co tim mach nén tang (thang
diém HFA-ICOS) duoc khuyén c4o thue hién cho tat ca bénh nhan theo Huéng dan
diéu tri Ho6i Tim Chau Au (ESC) 2022, nham dua ra chién lugc can thiép cé thé hoa,

phong ngira tién phét ton thuong co tim trude, trong va dai han sau hoa tri.



Hinh anh hoc tim mach déong vai tro trung tim trong phéan tang nguy co ban dau
va phat hién kip thdi bénh co tim do héa tri, béi ton thuong co tim duoc chian doan
cang som trong qué trinh theo ddi, kha ning hdi phuc cang cao.”'° Chan doan ton
thwong co tim duya trén giam phan sut tbng mau that trai (LVEF) thuong & giai doan
tré va kha ning co tim hoi phuc kém khi khoi dong diéu tri ndi khoa bao vé tim.” Strc
cing theo chiéu doc that trai (LV-GLS) qua siéu am danh ddu mé co tim, dugc chimg
minh héng dinh qua cac nghién ctru c6 do chinh xéc khi 1ap lai tdt hon, phat hién sém
hon ton thuong co tim, 6n dinh hon véi nhitng thay dbi tién tai va hau tai do tac dung
phu ciia hoa tri so véi LVEF.'"'2 Cac huéng dan diéu tri chuyén nganh tim mach -
ung thu hién tai déu khuyén céo sir dung LV-GLS thuong qui cho tit ca bénh nhan
trong qué trinh héa tri cac thude co nguy co ton thuong co tim, nham du béo sém va
dang tin cay bénh co tim do hoa tri.”>'* Pén hudng dan diéu tri ESC 2022, LV-GLS
duogc tich hop trong tiéu chudn chan dodn bénh co tim do hoa tri khong triéu ching
khi LVEF chua giam dudi 40%.’

Mic du tan suit bénh co tim do anthracycline ¢ thé 1én dén 43,8% va do
trastuzumab chiém dén 19% trong cac nghién ctru trudc day,'>'¢ dua trén hiéu biét
vé cac dic tinh ton thuong co tim do thude, ti 1 bénh co tim dugc ghi nhan thip hon
nhiéu & bénh nhan ung thu vl voi cac phac dd hoa tri hién hanh.!” Tai Viét Nam, tin
suat bénh co tim do anthracycline va trastuzumab chwa dugc béo cdo qua cac nghién
clru ¢6 ¢ mau 16n va theo ddi dai han.'®!® Pong thoi, thoi diém xuét hién va mic do
ning bénh co tim dua trén thay d6i LV-GLS ciing chua dugc kiém dinh tién ctru &
céc phan ting nguy co HFA-ICOS khac nhau trong cac nghién ctru trén thé giéi, dic
bi€t & nhom bénh nhan tich Iy nhiéu yéu tb nguy co tim mach. Thiéu hut dit liéu trén
dan dén khuyén cao tan suat theo doi lap lai LV-GLS va LVEF & cac phan tang nguy
co khac nhau chu yéu duya trén y kién chuyén gia.” Ca thé hoa tan suat theo ddi LVEF
va LV-GLS trong qua trinh hoa tri anthracycline hoic trastuzumab vira gitp tiét kiém
chi phi y té, vira gitp chan dodn sdm bénh co tim do hoa tri. Chinh vi thé, chung toi
tién hanh nghién ctru “vai trd siéu am danh ddu mo co tim trong chan doan bénh co

tim do hoa tri ung thu vi & bénh nhan c6 yéu td nguy co tim mach”.



MUC TIEU NGHIEN CUU

1. M5 ta dong hoc gia tri phan suat tong mau that trai (LVEF) va sirc cang theo
chiéu doc toan b that trai (LV-GLS) trong qué trinh héa trj va 12 thang sau
hoa tri & bénh nhan ung thu va cd yéu td nguy co tim mach dugc hoa tri
anthracycline hodc trastuzumab.

2. Xéc dinh tn sudt, mirc 46 ning va thoi diém xuét hién bénh co tim do hoa tri
anthracycline hodc trastuzumab trong qua trinh hoa tri va 12 thang sau hoa tri
& bénh nhan ung thu va ¢ yéu té nguy co tim mach.

3. Xac dinh gia tri dg bdo bénh co tim do anthracycline hodc trastuzumab murc
d6 trung binh khong triéu chimg cua st cing theo chiéu doc toan bo that trai

(LV-GLS) & bénh nhan ung thu vii ¢6 yéu t6 nguy co tim mach.



1.1. Bénh co tim do hoa tri

1.1.1. Tong quan bénh co tim do héa tri

Chuwong 1. TONG QUAN TAI LIEU

Ting huyét ap
Bevacizumab
Cisplatin
Uc ché tyrosine
kinase
Alemtuzumab
Interferon-alpha

Ting ap phdi
Cyclophosphamide
Dasatinib
Interferon-alpha
Interleukin-2

R&i loan nhip
Thalidomide
Methotrexate
Paclitaxel
Crizotinib
Gemcitabine

Huyét khéi
Thalidomide
Cisplatin
Ponatinib
5-Fluorouracil
Bleomycin
Mitomycin C
Vorinostat
Lenalidomide
Erolitinib

Gemcitabine
Tamoxifen
Bevacizumab
Cetuximab

Bénh co tim
Anthracyclines
Trastuzumab
Cyclophosphamide
Ifosfamide
Clofarabine
Docetaxel
Bortezomib
Tamoxifen
Dasatinib
Sunitinib
Sorafenib
Mitomycin C
Busulphan

Nhéi mau co tim
5-Fluorouracil
Paclitaxel
Docetaxel
Cisplatin

Sorafenib
Interferon-alpha
Interleukin-2

Hinh 1.1 Tac dong bat lgi cac thudce hoa tri ung thu 1én h¢ tim mach 2
Nguon: Moudgil T et al, 2017
K& tir nhitng ndm 1990, sy ra doi cua da mo thue diéu tri ung thu da cai thién
dang ké tir vong do ung thu trén toan thé gidi. Khi ti 18 bénh nhan ung thu c6 thoi
gian séng con >5 nim ngdy cang ting, tic dung phu lau dai cua céac liéu phap diéu
trj ung thu 1én hé théng tim mach duoc nhan dién va quan tm nhiéu hon (Hinh 1.1).2

Dac bi¢t, & bénh nhan tich lily cang nhiéu yéu td nguy co tim mach, tan suat cac bién

O tim va mach méu lién quan diéu tri ung thu cang cao.?!




Suy tim do héa tri dugc mo ta dau tién do tac dung phu cia daunorubicin, thé
hé dau ctia nhom anthracycline duoc st dung trén 1am sang. Dén thoi diém hién tai,
mic du anthracycline va trastuzumab (&rc ché HER-2 — Human epidermal growth
factor receptor-2) van la nguyén nhan chinh gay ra bénh co tim do hoa tri, cac thudc
diéu tri ung thu mé&i nhu cyclophosphamide liéu cao, trc ché con dudng tin hiéu VEGF
(Vascular Endothelial Growth Factor), paclitaxel, trc ché Ber-Abl, trc ché proteasome
cling c6 thé giy ton thuong truc tiép 1én co tim vdi tan sudt hiém hon. Pic diém
chung ton thuong co tim do anthracycline va trastuzumab 14 dién tién ban cap hay
man tinh.22 Nguoc lai, viém co tim do cac thudc trc ché diém kiém soat mién dich
(immune checkpoint inhibitor — ICI) ciing duoc mé ta gan dy vai tan suat khong cao
nhu bénh co tim do anthracycline (0,3-0,5%), nhung dién tién cap tinh, trung binh 34
ngay sau khoi dau hoa tri, va tir vong do viém co tim cip co thé 1én dén 50%.%3
1.1.2 TAn suit va dic diém bénh co tim do hoéa tri anthracycline va trastuzumab

Céc thudc hoa tri ung thu tac dong 1én co tim qua nhiéu co ché khac nhau. Trong
hoa tri ung thu, hai nhém thube cé co ché tac dong rd rang va c6 nhicu bang ching
tryc tiép ton thuong co tim 1a anthracycline va rc ché HER-2 (trastuzumab).??
Anthracycline

Anthracycline (doxorubicin, daunorubicin, epirubicin, idarubicin) 1a nhom
thudc hoa tri nén tang cho bach cau cap nguyén bao lympho, bach cau cip dong tuy,
Hodgkin lymphoma, sarcoma Ewing, sarcoma xuong, u nguyén bao than kinh va ung
thu vii.2* Tac dong bét lgi dugc quan tim nhiéu nhat khi st dung anthracycline trong
diéu tri ung thu 14 rdi loan chuc ning tim, va nguy co dién tién suy tim.?* So véi dan
sO chung, tré em sdng con sau hoa tri anthracycline c6 nguy co rdi loan chirc ning

2627 va tién lugng song con 5 nim & bénh nhan dugce chian doan

tim cao gap 5-15 lan,
suy tim do anthracycline dudi 50%.° Tan suat bénh co tim do anthracycline dao dong
tir 9,3% dén 43,8% trong cac nghién ciru, tiy theo tiéu chuan chan doan, thoi gian
theo déi, yéu td nguy co tim mach va lidu tich lily anthracycline.'® Liéu tich lily duoc
xem 14 yéu t6 nguy co manh nhét ctia ton thuong co tim do hoa tri anthracycline.’

Trong mot phan tich gop tir 3 nghién ciru hdi ctru, tan suat bénh co tim do doxorubicin



dao dong tir 5% & lidu tich liy 400 mg/m?2, 16% voi liéu tich liiy 500 mg/m?, cho dén
26% ¢ liéu 550 mg/m2.28 Tuy nhién, ngay khi ¢ liéu tich liy 180 — 240 mg/m>, 30%
bénh nhan di c6 ton thuong co tim dudi 1am sang.?’ Nhirng t6n thwong bénh hoc co
tim dic trung do hoa trj nhu mat soi co tim va khéng bao héa c6 thé hién dién ngay
ca khi liéu tich liiy doxorubicin chi dat 240 mg/m?3° O mirc liéu anthracycline 100
mg/m?%, mot vai bénh nhan vin dugc ghi nhan c6 giam LVEF dang ké.3!' Nguoc lai,
mot s6 bénh nhan hoan toan khong co bat ky bién c¢d tim mach nio mic du
doxorubicin duoc ding liéu cao dén 1.000 mg/m?2.3? Nhitng bang ching trén cho thiy
mac du tén thuong co tim do doxorubicin phu thudc lidu, nhung kho ¢o thé dua ra
ngudng lidu an toan tuyét dbi cho anthracycline.”2 P nhay cam dic trung véi
anthracycline thay ddi ¢ timg ngudi bénh, khong chi phu thude vao lidu tich Iiy cia
thudc, ma con lién quan tinh da hinh cta gen diéu hoa doc tinh co tim va cac yéu to
nguy co khac: cach dung thude (bolus thude duong tinh mach), xa tri kém hoa tri (dac
biét tién can trudng xa tri lién quan tim), dung kém cac thudc hoa tri khac c6 nguy co
t6n thuong co tim, ting dau an sinh hoc tim nhu troponin hay BNP/NT-proBNP trudc
diéu tri, va dic biét 13 cac bénh 1y hay yéu t6 nguy co tim mach truéc hoa tri.>* Trong
cac nghién ctru va thir nghiém 1am sang hién nay cua anthracycline, khi lidu tich liy
khong con cao, mic giam LVEF trong qua trinh hoa tri anthracycline dugc ghi nhén
kha thép o muc 5,4% (KTC 95% 3,5 — 7,3%) sau 6 thang khoi dau hoa trj.!”

Xét vé thoi diém ton thuong co tim do hoa trj anthracycline, Cardinale va cong
su (2015) cho thay 98% ton thuong co tim do anthracycline xuat hién trong vong 1
nam dau hoa tri, voi thoi gian trung vi ké tir lac két thic hoa tri cho dén khi xuét hién
t6n thuong co tim 1a 3,5 thang. >
Trastuzumab (khdng thé don dong irc ché HER-2)

Trastuzumab 13 mot khang thé don dong tre ché thu thé tyrosine kinase yéu to
thu thé ting truong biéu bi 2 & nguoi (HER2). Tang biéu hién HER2 hién dién trong
khoang 25% bénh nhan ung thu v, v6i ting nguy co ting sinh té bao va di can xa.?
HER2 ciing hién dién trong t& bao co tim va can thiét cho sy séng con co tim.?’

Slamon va cong su c6 bao cdo dau ti€n cho thay trén bénh nhan ung thu va, tan suat



bénh co tim do hoa tri khoang 8% khi phdi hop anthracycline v6i cyclophosphamide,
va tan sudt co thé ting dén 27% khi thém vao trastuzumab.’® Sau d6, nhiing thir
nghiém lam sang 16n hon trén bénh nhan ung thu va cling chirng minh méac du
trastuzumab lam ting ti 1¢ song con khong ung thu, nhung dong thoi ciing lam ting
ti 18 ton thuong co tim do hoa tri. Trong do, tan suat bénh co tim do trastuzumab nhin
chung dao dong 3-19%,'S va tin suat bénh co tim do héa tri trastuzumab don doc
(khong dung kém anthracycline) dao dong 1,7% dén 4,0%.34°

Céc thudc trc ché thu thé HER2 khéc it nguy co ton thuong tim hon trastuzumab.
Perez va cong su phan tich gop trén 44 thir nghiém 1am sang cho thay lapatinib c6 do
an toan tim mach kha t6t, v6i chi 1,6% bénh nhan c6 cac bién ¢ tim mach trong qua
trinh theo ddi, va suy tim ¢6 tri¢u ching chi hi¢n dién & 0,2% bénh nhan. Muc bién
¢ tim mach nay tuong dwong nhu & bénh nhan nhém chimg.*' Tuy nhién, trong
nghién ciru ddi dau tryc tiép giira trastuzumab va lapatinib, nhém bénh nhén diéu trj
lapatinib c6 thoi gian séng con khong ung thu ngan hon va co tan suét cac doc tinh
khong tim (phat ban, tiéu chay) cao hon nhém bénh nhan diéu tri trastuzumab.*?

Khac voi anthracycline, bénh co tim do trastuzumab dugc ghi nhan chu yéu
trong thoi gian dau sir dung thudc. Moilanen va cong sy trong nghién ciru trén 246
bénh nhan ung thu vit HER2+ cho thdy 90,9% cac truong hgp LVEF giam >10% xuat
hién trong vong 6 thang dau tién bat dau diéu tri trastuzumab.*
1.1.3 Co ché bénh co tim do héa tri anthracycline va trastuzumab

Bénh co tim do hoa tri duoc phan thanh 2 tip: tip 1 (t6n thuong) va tip 2 (r6i
loan chtrc ndng) (Bang 1.1).2° Trong d6, anthracycline la dai dién cta bénh co tim do
hoa tri tip 1, ddc trung boi ton thuong co tim khong hoéi phuc va phuy thudc lidu.*
Bénh co tim do héa tri tip 2 thuong gip trong cac diéu tri nham tring dich d6i véi thy
thé HER2 (trastuzumab). Khac v&i bénh co tim do hoa tri tip 1, bénh co tim do héa
trj tip 2 khong phu thudc liéu tich lity cta thudc va khong co ton thuong ciu tric vi
thé. Chinh vi vay, tién lugng clia bénh co tim do héa tri tip 2 thudng tot hon va kha

nang hoi phuc hoan toan thudng cao hon.**



Biang 1.1 Phan tip bénh co tim do héa tri*°
Nguon: Moudgil T et al, 2017

Tip 1 Tip 2
Dai dién Doxorubicin (DOX) Trastuzumab
Pertuzumab
Epirubicin Bevacizumab
Cic thudc khac Idarubicin Lapatinib
Mitoxatrone Sorafenib
Sunitinib

6 . ; Khong bao hoa, hoai tir, mat trit  Khong bat thuong vi the rd
Ton thwong vi thé

tir sdp xép soi co tim rang
Co ché Topoisomerase 11 Ue ché con dudng tin hi¢u
ErbB/2
Dién tién 1am sang Thuong khéng hoi phuc Thuong hdi phuc

, . . Thuong dién tién nang thém bénh . .
Sir dung lap lai ot Thuong an toan
co tim

Co ché ton thwong co tim do héa tri anthracycline

Tén thuong co tim do anthracycline ¢ thé biéu hién ¢ dang cap tinh, ban cip
hay mudn.2’ Dang cip tinh bénh co tim do anthracycline xay ra trong hoa tri hay vai
ngay sau khi héa trj liéu. Biéu hién thuong gap nhat & dang cap tinh chu yéu 14 rdi
loan nhip (nhip nhanh trén that, ngoai tam thu thét), mot sb truong hop ghi nhan c6
suy tim va/hodc viém mang ngoai tim-viém co tim cap.*® Dang ban cap xay ra trong
vong vai tuan sau khi diéu tri anthracycline. Biéu hién bénh hoc chinh cua ton thuong
co tim dang ban cap giéng nhu viém co tim, bao gdm phu né va day cac thanh tim,
rdi loan chirc nang tdm truong, suy giam chirc nang tam thu, dan dén ting nguy co tir
vong tim mach. Tén thuong co tim ban cip duoc ghi nhan c6 thé phyc hoi trong mot
vai trudng hop. Co ché ton thuong co tim giai doan sém cua anthracycline chu yéu
do cac dap ung viém, khic voi co ché bénh sinh dién hinh cta bénh co tim do
anthracyclines giai doan mudn.*’*® Biéu hién mo hoc ton thuong co tim giai doan

muon dién hinh 1 xo hoa co tim lan tda, xen 1an phi dai cic soi co tim con lai. Dang



biéu hién muon 1a tdc dong bat loi 1én tim ning né nhat cta anthracycline, dan dén

giam chtrc ning tam thu that trai khong hdi phyc va suy tim.*

Topoisomerase 23 e DoXorubicin —-  Topoisomerase 2

Uc ché sao ma

- ot
PGC-1, Anti-oxidant Genes

oo

1 protein vin chuyén electron 1 cac enzyme chdng oxy héa

ROS

Hinh 1.2 Co ché bénh sinh ton thwong co tim do anthracycline?
Nguon: Chang HM et al, 2017

Co ché ton thuong co tim ciia anthracycline con nhiéu tranh cai. Anthracycline
c6 nhiéu co ché twong tac véi qua trinh nhan d6i DNA ciia nhiing té bao ung thur tin
sinh. Bang cach xen vao nhitng cip d6i baso dic hiéu cia DNA va bén vitng hoa
phirc hgp Topoisomerase 113 sau khi phan cat DNA, anthracycline lam ting pha huy
DNA, ciing nhu trc ché tong hgp mdi DNA va RNA. Khi anthracycline tan cong 1én
topoisomerase I8, phitc hop doxorubicin-topoisomerase 118 gin vao promoter clia
cac gen chdng oxy héa va van chuyén electron, 1am trc ché sao ma va biéu hién protein
clia cac gen nay. Céc té bao chiu tac dong cua doxorubicin co ting dang ké cac goc
oxy tu do hoat héa din dén khiém khuyét sinh tong hop ty thé. Duéi tac dong tc ché
ctia anthracycline, topoisomerase II8 chiu trach nhiém cho 3 co ché sinh bénh chinh
trong bénh co tim do hoa tri: chét té bao theo chuong trinh phu thudc ty thé, peroxit
hoéa lipid mang té bao, va ton thuwong truc tiép ty thé. Té bao co tim dic biét nhay cam
v6i anthracycline do dic diém s6 luong ty thé day dic bén trong té bao (ty thé chiém
35% tong thé tich té bao co tim), vi thé, ton thuong co tim 1a bién cb dang lo ngai
nhét khi hoéa tri anthracycline. Mot vai nghién ctru thuc nghiém trén té bao co tim

nudi cdy duogc diéu tri anthracycline ciing cho thiy anthracycline hoat hoa con dudng
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p53 dan dén t6n thuong DNA, chét té bao theo chuong trinh va rdi loan chirc nang ty
thé (Hinh 1.2).22
Co ché ton thwong co tim do héa tri trastuzumab

O\ A C (\<>/\</> &
) - Trastuzumab
/>= s
PSSR DEPIOOPOORIES. OOOOOO0OO0CH OB RDDOOEIOOODEETPIPOCDIOERPNEEPEDEPDRDOE D
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1 chét té bao
chuong trinh

1 sdp xép mat trét ty
s¢1i co tim

. dual hit
11én —Cu an'hracvchrb
thurong

té bao

Hinh 1.3 Co ché ton thwong co tim do rc ché HER2
Nguon: Wu B et al, 2022

Trastuzumab 1a mot khang thé don dong e ché HER2-ErbB2 (mét thanh vién
trong nhom thy thé tyrosine kinase diéu hoa ting truéng va sira chira té bao).2’ Vé co
ché bénh sinh, ton thuong co tim do trastuzumab thuong it khi ning né va da phan co
thé hdi phuc béi trastuzumab khong lam ton thuong vi thé té bao nhu tac dong cua
anthracycline. Nhitng nghién ctru dau tién trén chudt cho thay thy thé HER2-ErbB2
dong vai trd quan trong trong phat trién ctia tim. Khi cac té bao dau dong mo phoi
chudt bi bat hoat HER2-ErbB2, thai thudng bi chét ¢ gitra thai ky do bat thuong phat
trién tam that. N6i cach khéc, con duong tin hiéu HER2-ErbB2 rat can thiét cho su
tang sinh té bao co tim va phat trién toan dién cua tim. Néu gen HER2-ErbB2 bi
“knock out” ¢ giai doan tim da phat trién, chudt van séng, nhung xuét hién bénh co
tim déin nd theo tudi. Sy hoat hoa ErbB2 din dén kich hoat con dudng tin hiéu ERK
va PI3K/Akt, duy tri song con co tim.3’ Co ché chinh xac ton thuwong co tim do

trastuzumab don ddc van chua duge biét chinh x4c. Poc tinh tim cua trastuzumab
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duoc gia dinh do su gén két truc tiép trastuzumab 1én thu thé HER2 cua té bao co
tim.2? Nhitng thir nghiém trong phong thi nghiém gan day cho thiy trastuzumab lam
rdi loan diéu hoa con duong tin hiéu HER2-ErbB2, {rc ché hoat dong tu thuc bao cua
té bao co tim va dan dén & dong cac gdc oxy héa ty do bén trong té bao.’!

Trastuzumab va anthracycline c6 co ché tic dong hiép ddng 1én ton thuong co
tim. Topoisomerase II dugc xem la dich tdc dong trén co tim cua anthracycline gay
ra nhiing ton thuong vi thé bén trong té bao. Trong diéu kién binh thuong (khong co
trastuzumab), khiém khuyét té bao co tim do tic dong cua anthracycline lén
topoisomerase I c6 thé dugc khic phuc mot phan béi chirc ning con dudng tin hidu
HER2-ErbB2. Vi thé, néu trastuzumab duoc sir dung kém anthracycline, ton thuong
co tim do anthracycline d& xuat hién hon va biéu hién ning né hon.’!

Triéu chirng 1am sang bénh co tim do trastuzumab thuong tir nhe - trung binh,
da phén cai thién khi diéu tri ndi khoa va ngung hoa tri. Phuc hdi bénh co tim do
trastuzumab thuong xay ra sau 6 tuan ngung thudc, nhung c6 thé sém hon. Sau khi
triéu chung cai thién, viéc su dung lai trastuzumab thuong an toan. Bénh co tim do
trastuzumab c6 kha ning hdi phuc cao 1a do trastuzumab khong gay chét té bao, va
chi gay réi loan chirc ning tam thoi cac protein diéu hoa co bop co tim.22 Mic du vy,
nguy co ton thuong co tim do trastuzumab phy thudc vao thoi gian sir dung kéo dai
ctia thude. >
1.1.4 Chan doan bénh co tim do héa tri

Von Hoff va cong su lan dau tién dinh nghia bénh co tim do hoa tri
anthracyclines khi bénh nhan c6 nhip tim nhanh, kho thd, tinh mach canh ndi, tiéng
ngua phi, phtt mac ca chan, gan to, tim to, va tran dich mang tim.** Véi su tién bo cua
cac phuong tién chan doan hinh anh, dinh nghia bénh co tim do hoa tri bat dau duoc
tich hop thém tiéu chuan vé phan suit tong méau (EF) that trai.>**° Trong cac thir
nghiém lam sang cua trastuzumab, ton thuong co tim do hoa tri dugc dinh nghia khi
bénh nhan c6 mot hay nhiéu hon cac tiéu chuan sau: (1) bénh co tim dic trung boi
giam EF do giam dong toan that tri hay giam dong vach lién that, (2) cac triéu ching

co ning suy tim, (3) triéu chimg thuc thé suy tim: gallop T3, nhip tim nhanh, hay ca
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hai, (4) EF thét trai giam so véi lic dau it nhat 5% xudng mirc EF < 55% véi cac triéu
ching co ning va thyc thé cua suy tim; néu khong c6 triéu chimg suy tim, EF phai
giam it nhat 10%, xuéng mirc EF <55%.%
Bing 1.2 Pinh nghia bénh co tim do héa tri theo cac khuyén cdo va
hwéng din trude 20220

Nguon: Celutkiene et al, 2020

ESC EACVI/ ESMO ASCO CTCAE
ASE

Piém cit  <50% <53% <55% <55% <50%

LVEF

Thay d6i >10%so >10%so - Co tridu Po 2: LVEF

LVEF voi gid tri voi gid tri ching: Giam 40-50%; giam

(mirc bandau  bandau >5% xubng 10-19% so véi

giam muc LVEF < gi4 tri ban dau

tuyét doi) 55% Do 3: LVEF
- Khong triéu 20-30%, giam
chirng: gidm >20% so voi
>10% xudng gi4 tri ban dau
muc LVEF Do 4: LVEF
<55% <20%

LV-GLS Giam Giam Giam

(mikrc LV-GLS LV-GLS LV-GLS

giam >15%so  >15% so >15% so

tuwong voi gid tri vl gia tri voi gia tri

déi) bandiu  ban dau ban dau

ASCO: American Society of Clinical Oncology;, ASE: American Society of
Echocardiography; CREC:; CTCAE: Common Terminology Criteria for Adverse Events
Trong dong thuan nim 2014 cia ASE/EACVI (American Society of
Echocardiography/European Association of Cardiovascular Imaging), bénh co tim do
hoéa tri dugc dinh nghia khi c6 giam LVEF >10%, xuéng mirc LVEF <53% (gia tri
tham chiéu LVEF binh thuong cta siéu 4m tim 2D). Mitc giam LVEF nay nén dugc
khéng dinh bﬁng viéc 1ap lai cac 14n siéu Am tim cach nhau 2-3 tuan sau khi phat hién
giam LVEF so véi gia tri ban dau.>* Chirc nang tam thu that trai dugc danh gia thong

qua LVEF dugc xem la tiéu chuan chinh trong dinh nghia bénh co tim do hoa tri. Méc
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di ngudng diém cat LVEF c6 sy khac biét gitra khuyén cdo tir cac Hoi Tim (ESC-
European Society of Cardiology, EACVI/ASE) va cac Hoi Ung Thu (ASCO-
American Society of Clinical Oncology, ESMO/CREC- European Society of Medical
Oncology/Cardiac Review and Evaluation Committee), nhung muc giam LVEF
>10% duoc déng thuan chung tir cac Hi€p hoi dé xac dinh c6 tén thuong co tim do
héa tri cac thude c6 nguy co doc tim nhur anthracycline hay e ché HER2.'

Tir ndm 2014, dya trén mirc thay doi stc cing theo chiéu doc toan thét trai
(LV-GLS) qua siéu &m danh ddu mé co tim, dong thudn ASE/EACVI dua ra khai
niém “bénh co tim do hoa tri tién 1am sang” dé chan doan ton thuong co tim & giai
doan sém.>* Mic du LVEF 1a mot thong sd quan trong dé chan doan ton thuong co
tim, nhung thay d6i LVEF thuong tré, & giai doan ton thuong co tim khong thé hoi
phuc.'® Trong hau hét cac nghién ciru quan sat 10 nam tr lai day, giam LV-GLS déu
duge chimg minh xuat hién trudc khi LVEF giam c6 y nghia 1am sang, dic biét o
bénh nhén héa tri anthracycline.>” Muc giam LV-GLS trong cac nghién ctru dao dong
trung binh 10%-20% (thay d6i twong ddi so véi LV-GLS ban dau) trong subt qua
trinh hoa trj cac thude co nguy co doc tim.'® Pén khuyén cdo Hoi Ung thur 1am sang
Hoa Ky ASCO 2017, LV-GLS bét dau dugc nhin nhdn vai trd chan doan som ton
thuong co tim tr chuyén nganh ung thu.!?

Nam 2022, 1an dau tién mot Hoi chuyén nganh tim (ESC) xuat ban mot khuyén
céo toan dién vé tim-ung thu, trong d6, bénh co tim do hoa tri dugc chia thanh 2
nhom: c6 tridu ching va khong triéu ching. O nhém bénh co tim do héa tri khong
triéu chirng, mirc d0 nang ton thuong co tim dugc phan do dya trén muc giam LVEF,
LV-GLS va bat thuong chi diém sinh hoc tim (troponin tim, NTproBNP) (Bang 1.3).”

Nhin chung, LVEF van 12 tiéu chuan chinh trong chan do4n bénh co tim do héa
tri. Khuyén cao ESC c6 diém khac biét khi LV-GLS dugc xem 1a mét tiéu chi chan
doan kém theo giam LVEF khi LVEF chua giam thap hon 40%. Tuy nhién, dinh
nghia bénh co tim do héa tri mirc d6 trung binh/ning trong khuyén cdo ESC vin mang
¥ nghia tuong duong bénh co tim do hoa tri 1am sang & cac hudng din diéu tri tim

mach va ung thu trudc day.
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Bang 1.3 Pinh nghia bénh co tim do hoa tri theo ESC’
Nguon: Lyon AR et al, 2022

Bénh co Rit ning Suy tim can hd tro ting co bop (inotrope), hd tro tuan
tim do hoa hoan co hoc hay xem xét ghép tim
tri co trié . .
" 'co Tien Nang Nhap vién vi suy tim
chirng
Trung binh Can tang lidu loi tiéu va thube diéu tri suy tim ngoai tra
Nhe Triéu ching suy tim nhe, khong can tang liéu thude diéu
tri suy tim
Bénh co Ning Giam LVEF moi xuét hién < 40%
tim do ho ] . L ¥ .
11.n o hoa Trung binh Giam LVEF méi >10% (gié tri tuyét doi) va LVEF giam
tri £ ,
kl;“ xuong muc 40-49%
et HOAC
;’?“ Giam LVEF m&i < 10% (gi4 tri tuyét déi) va LVEF giam
ching

xudng mirc 40-49%
VA giam twong déi LV-GLS >15% so v6i gia tri ban dau
HOAC tang chi diém sinh hoc tim méi xuét hién

Nhe LVEF >50%
VA giam twong ddi LV-GLS >15% so véi gia tri ban dau
VA/HOAC ting chi diém sinh hoc tim méi xuét hién

1.1.5 Vai trd ciia cic yéu t6 nguy co tim mach ddi véi tan suit bénh co tim do
hoa tri

Bénh canh dic tinh doc co tim cua cac thude hoa tri, yéu td nguy co (cao tudi,
bénh mach vanh, tang huyét ap, dai thao duong, béo phi, bénh than man, rung nhi) va
bénh ly tim mach trudc hoa tri (suy tim, bénh co tim, bénh mach vanh) co bﬁng chung
hing dinh lam ting tan suat bénh co tim, bat ké do anthracycline hay trastuzumab.
Cu thé, trong mot doan h€ 16.456 bénh nhan nit ung thu va tur dit liéu Truven Health
MarketScan (Cambridge, Massachusetts, Hoa Ky), Henry va cong su ghi nhan bén
canh hoa tri trastuzumab (HR 2,01; KTC 95% 1,72 — 2,36), va anthracycline (HR
1,53; KTC 95% 1,3 — 1,8), cac yéu td nguy co tim mach bao gdom ting huyét 4p (HR
1,28; KTC 95% 1,09 — 1,51), bénh van tim (HR 1,93; KTC 95% 1,48 —2,51), diém
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$6 Deyo-Charlson ganh nang bénh ndi khoa di kem (HR 1,38; KTC 95% 1,15 — 1,66)

1a céac yéu to tién doan doc 1ap doc tinh co tim lién quan hoa tri.>®

~
wn
*

B Nghién ciru
15% + Kiém chirng

10% 4

«
£

Phéan trdm bénh co tim/suy tim trong 3 nam
o 8
=

Thép (0-3) ‘ Trung binh (4-5) ‘ Cao (6+)
Diém nguy co’
Biéu d6 1.1 Nguy co ton thwong co tim ting theo so yéu té nguy co tim mach

trong héa tri trastuzumab?®
Nguon: Ezaz G et al, 2014

Pé xdy dung mé hinh tién doan suy tim va bénh co tim do héa tri bo tro
trastuzumab ung thu v, Ezaz va cdng su theo ddi doan h¢ 1.664 bénh nhan nir 16n
tudi (tudi trung binh 73,6) voi 7 yéu t6 nguy co tim mach dugc khao sat: bénh mach
vanh, d6t qui/con théang thiéu mau ndo, dai thao dudng, ting huyét ap, bénh than
man, rung nhi va réi loan lipid mau. Sau phan tich hoi qui da bién Cox, ngoai trir rdi
loan lipid mau va dot quy/con théang thiéu méau ndo, tudi va cac yéu to nguy co tién
doéan ddc lap con lai dugc tinh h¢ s6 diém dya trén HR tung yéu td. Trong do6, bénh
mach vanh (HR 2,16; KTC 95% 1,21 — 3,86), rung nhi (HR 1,69; KTC 95% 0.98 —
2,91), bénh than man (HR 1,99; KTC 95% 0,96-4,14), tudi >80 (HR 2,04; KTC 95%
1,29 — 3,24) 1a 4 yéu t6 nguy co tim mach c6 HR cao nhat - qui doi 2 diém, dai thdo
duong (HR 1,50; KTC 95% 1,03 — 2,18), ting huyét ap (HR 1,44; KTC 95% 0,99 —
2.08) duoc qui ddi 1 diém, tudi 75-79 (HR 1,36; KTC 95% 0,92 —2,01) dugc qui doi
1 diém. Khi ngoai kiém trén mot doan hé khac va theo doi trong 3 nam, bénh nhan
téng diém > 6 c6 nguy co suy tim/bénh co tim cao gan gap ddi so voi nhom nguy co

thap (tong diém 0-3) (Biéu 46 1.1).8
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Tuong tu, Fogarassy va cong su thuc hi€én mét nghién ctru quéc gia tai Hungary
v6i 8.068 bénh nhan ung thu vl sau hoéa tri anthracycline (epirubicin) trong giai doan
2007-2016 ghi nhan tan suat suy tim tich liy sau 3-10 nim 13 6,9%. Sau hiéu chinh
da bién, nhoém téc gia ciing ghi nhan cac yéu t6 tién doan doc 1ap nguy co suy tim dai
han sau hoéa tri epirubicin bao gdm: tudi (nguy co ting ké tir sau 40 tudi, véi tudi 40-
49 (OR 2,19; KTC 95% 1,06 — 4,54), tudi 50-59 (OR 2,5; KTC 95% 1,24 — 5,06),
tudi 60-69 (OR 4,66; KTC 95% 2,37 — 9,333), tudi =70 (OR 9,83; KTC 95% 4,87 —
19,86)), di thao dudng (OR 1,64; KTC 95% 1,32 — 2,04), tang huyét ap (OR 1,36;
KTC 95% 1,06 — 1,72), bénh mach vanh co nhdi méau co tim hay tai thong mach vanh
(OR 1,87; KTC 95% 1,29 - 2,75), bénh mach vanh khong tai thong mach vanh (OR
1,30; KTC 95% 1,06 — 1,59), dot quy (OR 1,70; KTC 95% 1,06 —2,75).%°

Céc yéu t6 nguy co tim mach khong chi du bao nguy co suy tim do hoa tri ma
con tién luong doc 1ap két cuc tim mach phéi hop trong 10 nam (nh@)i mau co tim,
dau that nguc khong 6n dinh, dot quy, con théang thiéu mau ndo, bénh dong mach
ngoai bién, suy tim va tr vong tim mach). Bénh nhan ung thu vt giai doan sém trong
dir liéu Ontario Cancer Registry duoc chia thanh 2/3 dan s6 (60.294 bénh nhan) dé
xay dung mo hinh nguy co va 1/3 dan s6 (29.810 bénh nhan) dé kiém dinh mé hinh.
Trong d6, tudi, ting huyét ap, dai thao dudng, bénh mach vanh, rung nhi, suy tim,
bénh mach mau nao, bénh dong mach ngoai bién, bénh than man la cac yéu td nguy
co doc 1ap cho bién cb két cuc chinh, va duoc tich hop vao mo hinh tién doan. Qadir
va cong sy, sau do, khi kiém dinh trong doan h¢ 29.810 bénh nhan da chung minh
mo hinh tién doan sir dung cac yéu t6 nguy co tim mach ké trén c6 chi s6 thong ké ¢
dat 81,9% (KTC 95% 80,9 — 82,9%) tai thoi diém 5 nam va 79,8% (KTC 95% 78,8
— 80,8%) tai thoi diém 10 nam cac bién cb tim mach két hop & bénh nhan ung thu va
hoa tri boi nhidu phuong thirc khic nhau.®
1.1.6 Chién lwoc téi wu quan ly bénh co tim do héa tri anthracycline va
trastuzumab

Quan ly t6i uu bénh co tim do héa tri nén duoc thue hién xuyén sudt tir thoi diém

trudc hoa tri, trong hoa tri va theo ddi sau héa tri; nham c6 ké hoach phong ngira tién
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phat, xac dinh nhom ddi tuong nguy co cao can theo ddi cin than chic ning tim, phat
hién kip thoi cac ton thuong tim va khéi dong diéu tri ndi khoa phit hop.”
Phan tang nguy co bénh nhén truéc hoa tri

Poc tinh tim mach lién quan diéu tri ung thu dién tién dong hoc, vdi nguy co
tuyét d6i phu thudc vao nguy co tim mach ban dau trudc diéu tri, va thay doi theo
thoi gian khi tiép xic cac phuong thuc tri liéu ung thu. Khuyén cdo ESC 2022 dé
nghi mé hinh phan tang nguy co réi loan chirc ning tim & bénh nhan truwéc héa tri ung
thu thanh ba nhom: nguy co thap, nguy co trung binh, nguy co cao va rat cao. Thoi
diém trudc hoa tri 1a mdc thoi gian quan trong dé can nhic cac chién luge phong ngira
va quan 1y tdi vu cac yéu t6 nguy co tim mach néu cé. Cac yéu té nguy co tim mach
la co sé quan trong dé lya chon phac dd diéu tri, giao duc nguoi bénh tang tuan thu
diéu tri, ca thé hoa ké hoach theo ddi va chuyén kham chuyén khoa tim mach & thoi
diém phu hop.”

Khuyén cao Tim-Ung thu ctia ESC (2022) dé nghi sir dung diém HFA-ICOS
(Heart Failure Association-International Cardio-Oncology Society) nhu mdt cong cu
phan ting nguy co théng nhat khi ddnh gid bénh nhan trudc héa tri cac thude c6 nguy
co doc co tim. Piém HFA-ICOS mic du chua dugce kiém dinh déy du trong cac
nghién ctru tién ctru, nhung c¢6 wu diém dé thyc hién va dé tich hop trong thuc hanh
1am sang bai bac siung thu hay tim mach (Bang 1.4).”

Bang 1.4 Phan tang nguy co bénh co tim do héa tri anthracycline va

trastuzumab theo HFA-ICOS’
Nguon: Lyon AR et al, 2022

Nguy co doc tinh tim mach ban diu Anthracycline | Trastuzumab

Tién can bénh tim mach

Suy tim/Bénh co tim/Suy tim do hda tri Rt cao Rét cao

Bénh van tim ning Cao Cao

Nhoi mau co tim hodc PCI hoic CABG Cao Cao




18

Nguy co doc tinh tim mach ban diu Anthracycline | Trastuzumab
Pau thét nguc on dinh Cao Cao
Bénh dong mach
Bt thuong chi sb ¢d chan-canh tay (ABI)
Tang ap phoi
Huyét khdi dong mach véi TKI
Huyét khéi tinh mach
R&i loan nhip (rung nhi, nhanh thit, rung thét) Trung binh (+2)
Hinh anh hoc tim mach
LVEF <50% Cao Cao
LVEF 50-54% Trung binh (+2) | Trung binh (+2)
Chi diém sinh hoc
Tang ¢Tn nén Trung binh (+1) | Trung binh (+2)
Tang peptide loi niéu natri nén Trung binh (+1) | Trung binh (+2)
Tudi va yéu t6 nguy co tim mach
Tudi >80 Cao Cao
Tubi 60-79 Trung binh (+2) | Trung binh (+2)
Tang huyét ap Trung binh (+1) | Trung binh (+1)
Bénh than man Trung binh (+1) | Trung binh (+1)
bai thao duong Trung binh (+1) | Trung binh (+1)
Uc ché HER? tiép theo sau anthracycline Trung binh (+1)
Anthracycline Cao Trung binh (+2)
Trastuzumab R4t cao
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Nguy co doc tinh tim mach ban diu Anthracycline | Trastuzumab
Xa tri nguc trai hay trung thit Cao Trung binh (+2)
Hoa tri khong c6 anthracycline Trung binh (+1)

Yéu to nguy co 10i song

Pang hit thudc 14 hay tién can hat thudc 14 nhiéu  |Trung binh (+1) | Trung binh (+1)

Béo phi (chi s6 khéi co thé > 30 kg/m?) Trung binh (+1) | Trung binh (+1)

Nguy co thip Khong c6 yéu t6 nguy co hay c¢6 1 yéu tb trung binh

. Nguy co trung binh Téng diém yéu t6 trung binh 2-4
Phén tang
nguy co Bat ki y€u t0 nguy co cao
N; o 2 N £ X ]
gHy co cao hay tong diém yeéu t6 trung binh >5
Nguy co rit cao Bit ki yéu t6 nguy co rit cao

Duya trén diém HFA-ICOS, bénh nhan ¢ cic mirc nguy co khac nhau, can co

chién lugc can thiép toi wu trudc hoa tri (Hinh 1.4).”

Ung the m&i Trong qua trinh Nam dau tién
< 3 i 2 Theo déi dai han
chan doan dieu trj sau dieu tri

Théng tin, khuyén khich, hd tro nguwéi bénh thay déi 16i séng lanh manh

Quan Iy céc yéu té nguy co tim mach va bénh tim mach theo khuyén céo

Panh gia lai tai Ddénh gid nguy co tim mach hang nam
Theo doi thong thoi diém 1 nam
thuong sau két thic diéu Dinh gid ai néu c6 RO e
trj ung thw mdl! :
Danh gia lai tai Danh gia nguy co tim mach hang nam
Class | Kham chuyén thoi diém 1 nam Tai phan ting dgc tinh tim mach sau § nam
khoa tim mach sau két thic didu
Class lla trj ung thw Siéu am tim m&i 5 nam
Class llb
Kham chuyén Panh gia moi 3 Dénh gia nguy co tim mach hang nam
Nguy khoa tim mach thang va 1 nam
geoen Phb':,?n"g‘::,:" i SN ‘::;"c didu Siéu &m tim sau 1, 3, 5 ndm va méi 5 nam

sau dé

Kham chuyén khoa tim mach néu tridu chirng tim mach mé&i hay déc tinh tim mach xuét hién
Hinh 1.4 Toi wu quan ly bién co6 tim mach ¢ nguwdi bénh diéu tri ung thu’

Nguon: Lyon AR et al, 2022
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Bang chimg y vian vé st dung cac chi diém sinh hoc phan ting nguy co ton
thuong co tim trude hda tri con gidi han, va cac khuyén cdo duoc dua ra hiu nhu dua
trén ¥ kién chuyén gia.” Cac déng thuan gan ddy cua ESC, ESC-CCO, ICOS dé nghi
dinh lugng troponin tim (troponin I hay T) va peptide loi ni€u natri (BNP, NT-
proBNP) dé hd tro danh gia nguy co rdi loan chirc ning tim khi hoa trj anthracycline
hay trastuzumab, cling nhu xac dinh bénh nhan c6 11 ich tir cac diéu tri ndi khoa bao
vé tim '%163 Tiang céac chi diém sinh hoc trong qua trinh hoa tri so voi gia tri ban dau
goi y rbi loan chirc nang tim khong triéu chimg, mirc d6 nhe khi chua c6 bang chimg
giam LVEF c6 y nghia trén hinh anh hoc.” Mot vai nghién ctru ¢& mau nhé & bénh
nhi va nguoi 16n héa tri anthracycline cho thiy ting troponin tim trudc hoa tri c6
nguy co cao roi loan chirc nang tim.*-®> Nong d6 troponin ban du cao (troponin I
siéu nhay > 40 ng/L hay troponin T d0 nhay cao>14 ng/L) dugc ghi nhan lam tang 4
lan nguy co 1di loan chic niang that trai khi hoa tri anthracycline. Déi vai
trastuzumab, nghién ctru cua Cardinale ¢ 251 bénh nhan ung thu via HER2 (+) giai
doan som hoa tri trastuzumab ghi nhan 19% bénh nhan c6 ndng do troponin I siéu
nhay ban dau >80 ng/L s& xuat hién r6i loan chirc nang thét trai trong qué trinh theo
ddi, déng thoi, ndng d6 troponin ban dau cao 1a yéu té du bao khong phuc hoi chirc
nang tim sau tdi wu diéu tri ndi khoa.s’? Nghién ctru cua Zardavas va cong su (2017)
trén 533 bénh nhan ung thu va duoc theo ddi dinh ky troponin I hay troponin T do
nhay cao ciing cho két qua twong tu. Tuy nhién, trong nghién ctru nay, ti 1¢ bénh nhan
duoc hoa tri anthracycline trudc khi st dung trastuzumab cao; néng dd troponin trudc
hoa tri trastuzumab, vi thé, mang ban chat cta troponin sau hoa tri anthracycline.5
Bén canh d6, hau hét cac nghién ctru dugc cong bd dén thoi diém hién tai déu khong
chtng minh dugc vai tro tién doan rdi loan chirc ning that trai cia troponin tim trudc
hoa tri, béi vi ti 1¢ bénh nhan c6 bénh 1y tim mach 1am sang hay yéu td nguy co tim
mach cao (dé c6 thé thuc hién dinh luong troponin tim ban dau) trong cac nghién ctru
ké trén déu thap.’

Céc peptide 1oi niéu natri cling 13 mot chi diém sinh hoc dugc dé nghi sir dung

phan ting nguy co ton thuong co tim trudc hoa tri anthracycline va trastuzumab, tuy
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nhién, bang chimg y nghia tién luong cia BNP/NT-proBNP con chua rd rang khi sir
dung cho bénh nhén hoa tri khong phai thudc e ché proteasome.’

Duya trén cac dit liéu d6, khuyén cdo ESC 2022 dé nghi dinh luong peptide loi
niéu natri va/hodc troponin tim ban dau cho tat ca bénh nhan ung thu c6 nguy co bénh
co tim do hoa tri, chi khi cac chi diém sinh hoc nay dugc tiép tuc theo doi 1ap lai trong
qua trinh hoa tri.”

Pbi v6i hinh anh hoc tim mach trude hoéa tri anthracycline hay trastuzumab,
khuyén cdo ESC 2022 kién nghi siéu 4m tim 1& phuong thirc hinh dnh hoc dau tay bat
budc thuc hién cho bénh nhan c6 nguy co cao va rét cao, trong do, si€u am tim 3D
(néu san c6) va siéu am danh dau mo co tim (LV-GLS) dugc khuyén cdo sir dung
thudng qui (muc d6 khuyén cdo: I). Cong hudng tir tim va MUGA c¢6 thé dugc can
nhic néu siéu 4m tim khong thé thyc hién hay chat lugng hinh anh kho chan doan.”
Chién lwoc theo déi tim mach trong qud trinh héa tri

Trong qua trinh hoéa tri, troponin tim va BNP/NT-proBNP c6 thé duoc sir dung
dé tim soat ton thwong co tim, chan doan rdi loan chirc nang tim va huéng dan can
thiép. 7-!° Mtrc d6 phong thich troponin tim va peptide loi niéu natri khac nhau & tirg
loai ung thu, tuy theo thudc hoa tri duoc st dung va bénh tim mach di kém. Phan tich
két qua bat thuong chi diém sinh hoc tim can dit trong bdi canh 1dm sang timg bénh
nhan.” Diém cat bat thuong ctia troponin tim va BNP/NT-proBNP hay duoc sir dung
trong cac bénh tim mach chua dugc kiém dinh & bénh nhan ung thu, dac bi¢t & bénh
nhan ung thu 16n tudi, suy giam chirc nang than, rung nhi.. 587

Hinh anh hoc tim mach déng vai tro trung tam xac dinh chan doan rdi loan chirc
ning tim lién quan hoa tri. Cac k¥ thuit méi siéu 4m tim va cong huong tir tim hd tro
chan doan t6n thuong co tim giai doan sém va quan 1y bénh nhan méi xuat hién roi
loan chirc nang tim. Tan suat theo d&i chirc nang tim & bénh nhan hoa tri anthracycline
hay trastuzumab tity thudc vao nguy co t6n thuong co tim trude hoa trj va biéu hién

1am sang ctia bénh nhan trong qua trinh hoa tri.”
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Theo doi chirc ning tim & bénh nhan héa tri anthracycline’

@ Khuyén céo nhém |
Khuyén céo nhém lla
Khuyén cdo nhém lib

®
: ®
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i cTn®/ NP® i i i i i

Nguy
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Hinh 1.5 Qui trinh theo ddi chirc niing tim trong qua trinh hoéa tri anthracycline’

cTn: troponin tim; ; ECG: dién tdm do; NP: peptide loi niéu natri; TTE: siéu dm tim qua
thanh nguc
Nguon: Lyon AR et al, 2022

Theo ddi chirc ning tim & bénh nhan hoa tri anthracycline bao gém phdi hop
hinh anh hoc tim mach (siéu 4m tim) va chi diém sinh hoc tim. T4n suét theo ddi chtrc
nang tim tily theo phéan tang nguy co bénh co tim trudc hoa tri (Hinh 1.5).

Theo doi chirc ning tim ¢ bénh nhan héa tri trastuzumab’

Nhin chung, chtrc ning that trai danh gia qua LVEF va LV-GLS nén duoc thuc
hién trudc hda tri va mdi 3 thang trong qua trinh hoa tri trastuzumab (Hinh 1.6). Tuy
nhién, tan suat theo ddi nay chua duoc kiém dinh loi ich qua cac nghién ctru & nhém

nguy co cao, ciing nhur nguy co thap.” Bdi véi cac chi diém sinh hoc tim, bang ching
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trong cac nghién ctru cua troponin tim va BNP/NT-proBNP & bénh nhan hoa tri
trastuzumab yéu hon so v6i bénh nhan hoa tri anthracycline, chi yéu trong tinh hudng
hoa tri ndi tiép trastuzumab sau anthracycline. Theo doi dinh ky peptide loi niéu natri
& bénh nhan hoa tri tc ché trastuzumab duoc ching minh nhay hon trong dy bao

nguy co giam LVEF, so v6i theo ddi dinh ky troponin tim.”!

@ Khuyén cdo nhom |
Khuyén cao nhém lla

Khuyén c4o nhém IIb

202020206060
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Hinh 1.6 Qui trinh theo déi chirc niing tim trong qu4 trinh héa trj trastuzumab’

cTn: troponin tim; ; ECG: dién tdm do; NP: peptide loi niéu natri; TTE: siéu dm tim qua
thanh nguc
Nguon: Lyon AR et al, 2022
Chién lwoc theo déi chirc ning tim sau héa tri
Panh gia nguy co tim mach sau két thuc hoa tri duoc thuc hién trong vong 12
thang dau. Mot s6 bénh nhan c6 thé dugc duy tri diéu tri ung thu dai han bang liéu
phap noi tiét, nhu bénh nhan ung thu vi xam lan giai doan sém cé thy thé estrogen
ER (+), khi d6, danh gia tim mach két thiic hoa tri duoc thuc hién tai thoi diém liéu
cubi anthracycline hay trastuzumab.’

Bénh nhan sau hoa tri anthracycline va/hodc trastuzumab nguy co cao bao gdm:’



24

e Bénh nhan c6 diém HFA-ICOS ban dau cao/rit cao

e Bénh nhan c6 bién c6 rdi loan chirc nang tim trung binh/ning trong hoéa tri

e Liéu doxorubicin >250 mg/m?, liéu doxorubicin 100 mg/m? kém xa tri liéu tim
trung binh 5-15 Gy

e Tang chi diém sinh hoc tim va/hodc bat thuong hinh anh hoc tim mach trong
qua trinh theo doi.

Bénh nhan nguy co cao, khong triéu chimg nén dugc theo doi siéu am tim va
chi diém sinh hoc tim tai thoi diém 3 thang va 12 thang sau két thic hoa tri. Bénh
nhan nguy co trung binh (dwa trén diém HFA-ICOS ban dau), khong triéu chimg nén
xem xét 13p lai siéu Am tim va chi diém sinh hoc tim trong vong 12 thang sau két thiic
hoa tri. O bénh nhan nguy co thip (diém HFA-ICOS thap), cac xét nghiém danh gia
chirc ning tim c6 thé can nhac lap lai trong 12 thang dau.’

O bénh nhan xuat hién bénh co tim do hoa tri, chan doan va diéu tri bao vé tim
cang sém, kha nang hoi phuc cang cao. Trong mot nghién ctru hdi ctru ciia Cardinale
va cong su thuc hién trén 2.625 bénh nhan ung thu c¢6 danh gia LVEF sau hoéa tri
anthracycline, tan suat bénh co tim do hoa tri chiém 9%, va 98% céc trudng hop ton
thwong co tim xuat hién trong 12 thang dau (thoi gian trung vi tir lac hoa tri cho dén
lac xuat hién réi loan chirc nang tim 13 3,5 thang). Nghién ciru cuia Cardinale ciing
cho thdy & bénh nhén c6 bénh co tim, dap g diéu tri (rc ché men chuyén cang kém
khi rdi loan chirc ning tim phat hién cang tré, cu thé, khong c6 bénh nhan nao hoi

phuc hoan toan LVEF néu diéu tri noi khoa suy tim bi tri hodn qua 6 thang.?®
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1.2. Vai tro siéu 4m danh dau mé co tim trong chin doan bénh co tim do héa tri

1.2.1. Nguyén Iy siéu 4m danh ddu mé co tim khao sat chirc ning that trai

v, Su
& '/' X oy

ox  du x

OW v

gyz-/' oy nz) t‘zy

Trai

Hinh 1.7 Ciu tao cac 16p co that trai va sirc cing theo 3 chiéu trong khong gian’
Nguon: Geyer H et al, 2010

Cho dén thoi diém hién tai, c6 nhiéu thong s6 dugc ung dung trén si€u am tim
dé danh gia chirc nang tam thu that trai: phan suit tong mau (LVEEF- left ventricular
ejection fraction), phan suét rit ngin (FS-fractional shortening), thoi gian gia toc tong
mau (dP/dt), chi sb hoat dong co tim (MPI-myocardial performance index)... Trong
do, LVEF dua trén nguyén tac Simpson dugc sur dung rong rai nhét va dugc xem la
yéu t6 tién luong chinh trong dénh gia két cuc nhiéu bénh 1y tim mach.” LVEF ciing
dugc xem 13 hon da tang trong nhiéu quyét dinh diéu tri: khoi dong va t6i wu diéu tri
ndi khoa (suy tim, bénh co tim...), chi dinh céy CRT/ICD, thoi diém thay van trong
hd van hai 14 va hé van dong mach chu... Tuy nhién, LVEF c6 thé binh thuong mic
du bénh nhan c6 réi loan chirc nang tam thu trong trudng hop thét trai phi dai va kich
thudc that trai nho (thé tich nhat bop nho). Mic khac, danh gia LVEF duya trén siéu
am tim 2D ciing c6 nhiéu nhuge diém lién quan dén xac dinh chinh x4c bd ndi mac

va gia dinh hinh thai khi ap dung phwong phap Simpson.” LVEF chi giam khi tat ca
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hoat dong co hoc that trai déu bi réi loan. Néi cach khac, LVEF khong nhay va chi
phat hién rdi loan chirc nang tim thu thét trai ¢ giai doan muon.”>7

Panh gia stc cang that trai (strain), hay hinh anh hoc bién dang co hoc that trai
(deformation), la mot ng dung mai cua si€u am tim, véi myc tiéu danh gid dinh lugng,
cai thién do chinh xac, va d¢ 1ap lai cua cac phuong phap danh gia churc nang tam thu
that trai truyén thong trong do ludng chirc ning ving, chirc ning tim thu toan bo ciing
nhu chirc ning tAm truong that trai.’® Dya trén cau tao cac 16p co, siic cing that trai
dugc danh gia qua siéu &m tim & 4 loai chinh: chiéu doc (longitudinal), chiéu ngang
(radial), chu vi (circumferential), va xoay (rotational).”’

V& mit dinh nghia, suc cang 1a mot cong cu danh gia bién dang co hoc co tim.
Strc cang 1a mot dai lugng khong c6 don vi, va duoc thé hién duéi dang phén tram
(%) hay ti s6. Trong siéu 4m tim, strc cing 1a thuat ngir dung dé mo ta sir day 1én, rat
ngan lai hay dai ra cia mot ving co tim nhat dinh. Thuat ngit sirc cang bat ngudn tir
viéc mo ta sy bién dang ctia mot hinh khéi nho trong mot khoang thoi gian ngén theo
khong gian 3 chiéu. Khi dé, strc cang ciia mot hinh khéi duoc thé hién ¢ 6 thanh phan
(6 chi s6), trong d6 3 thanh phan mo6 ta sy rat ngan/dai ra theo 3 truc truc giao (x,y,z),
3 thanh phan con lai mo ta sy thay dbi kich thudc theo 3 truc chéo x-y, x-z va y-z.
Béng céch chia co tim ra thanh mot sd lugng 16n cac hinh khdi nho, hoat dong co hoc
that trai dugc ddc trung bang strc cing ctia mdi hinh khéi tai mot thoi diém nhét dinh
trong chu chuyén tim. Trén co s& do, strc cang & mot vi tri nhét dinh cta thét trai sé
bao gém 3 strc cang binh thuong (chiéu doc, chiéu ngang, chu vi), va 3 stic cang truot
(chéo) (doc-chu vi, doc-ngang, ngang-chu vi) (Hinh 1.7).7?

Siéu am danh ddu mo co tim 1a mot thuat toan hau xir 1y vi tinh (post-processing
computer algorithm) dya trén hinh anh siéu am thang xam thong thuong. Mac du siéu
am danh dau mo co tim duoc cung cip boi nhiéu nha san xuét, nguyén 1y co ban cia
phan mém 14 tuwong ty nhau.”” Nguyén 1y siéu am danh ddu mé co tim dua trén dic
diém: mdi ving co tim c6 cac kiéu dom doc nhat (unique speckle pattern) trén hinh
anh siéu 4m trang den thong thuong. Cac ddm nay 1a két qua su giao thoa cla cac

chum tia si€u am trong co tim (cdng hop va triét tiéu), khi cac tia si€éu am bi tdn xa
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nguoc boi cac cau trac nho hon chidu dai budce song siéu 4m. Hién twong nhidu ngiu
nhién nay dugc loc bdi thuat todn vi tinh sau do, tao nén cac phan doan nho co tim
v6i tinh 6n dinh tam thoi va kiéu ddm doc nhat. Nhimng doan nhé co tim nay, hay con
duoc goi 1a phﬁn 161 (kernel), dugc xac dinh 1a nhitng chi d4u Am (acoustic markers)
dé theo di sy dich chuyén tir khung hinh nay sang khung hinh khac trong mot mat
phang hinh anh sir dung anh xa khéi (Hinh 1.8).76 Cac khung hinh lién tiép nhau duoc
phan tich ty dong dé tim ra vi tri méi cta cac kiéu dém dic trung trong mdi khdi dua
trén céac tiéu chuan chon lya va téng thé cac su khac biét dic trung. Su dich chuyén
cac chi ddu 4m tir khung hinh nay sang khung hinh khéc thé hién su di chuyén mé co
tim theo khong gian va thoi gian. Sy bién doi theo thoi gian cua cac kiéu dém duoc
xac dinh khi cac dém di chuyén gén lai hay xa nhau ra va tao nén mét loat cac vector
strc cang theo ving. Qua do, siéu 4m danh ddu mé co tim c6 thé tinh toan cac vector
van tc co tim, va dugc thé hién bén trén hinh anh dong thang xam si€u am thong

thuong.”’

Hinh 1.8 Nguyén ly x4c dinh chi ddu Am trong siéu 4m danh ddu mé co tim’
Nguén: Otto A et al, 2010
Trén co so nguyén 1y bén trén, sirc cing co tim () trong siéu am danh diu mo
co tim duogc tinh theo cong thuc: ¢ = (L — Lo)/Lo
Strc cang nay duoc goi la stc cang Lagrangian. Trong d6, L la khoang cach
giita hai diém nhat dinh cuia co tim trong & cudi thi tim thu, Lo 12 khoang céach gitta

hai diém d6 ¢ thi tAm truong.”®
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Khung hinh n Khung hinh n+1

Hinh 1.9 Nguyén ly theo dbi cac ki¢u dém trong siéu 4m danh dau mé co tim’’
Ngué‘n: Goresan J et al, 2011

Trong cac dang bién dang co hoc that trai, strc cang theo chiéu doc (LV-GLS)
dugc cdu thanh chu yéu boi 16p co ving ndi tim mac, va ciing 1a loai stc cing dé
nhay cam t6n thuong co tim nhat. Trong giai doan dau cta cac bénh 1y tim mach,
chtrc nang 10p co gitra va 16p ngoai tim mac thuong it bi anh hudng, vi thé stc cing
theo chu vi va xoan ctia that trai s& binh thuong hay ting 1én bu trir dé bao ton chirc
nang tdm thu. Chi khi ton thuong xuyén thanh hay bénh 1y co tim thét tréi tién trién,
chire ning 16p co giita va 16p ngoai mac méi bi anh hudng, gay giam hoat dong bién
dang theo chu vi va chiéu ngang, ciing nhu cir dong xodn.”

Khi so sanh cac phan mém danh gia strc cing theo chiéu doc, theo chiéu ngang
va theo chu vi toan that trai giita cac hang may siéu am tim, Manovel va cong sy cho
thdy gia trj strc cing theo chiéu doc toan thét trai c6 sai sb thap nhat trong cac loai
strc cang.”® Sai sd gitra hai 14an lap lai va sai sd gitra hai nguoi thuc hién ctia LV-GLS
& cac mit cat déu thap hon LVEF ¢ cing mot hang san xuat.” Trén co sé do, LV-
GLS 1a loai suc cang dugc su dung nhiéu nhat trong thyc hanh 1am sang, dugc su
dung trong nhiéu nghién ctru bénh tim mach khac nhau va dugc dua vao khuyén co
ctia nhiéu Hoi Tim va Ung thu.'

Ngudn sai s6 chinh khi thyc hién danh gia LV-GLS lién quan dén khac biét vé

phan mém xir 1y cta cac hang may, hon 13 do phan giai khong gian-thoi gian hay sai
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50 loc tin hi¢u.®® Vi thé, khuyén cao ASE/EACVI nam 2015 d& nghi s dung cing
mot loai may siéu 4m tim véi cing mot phan mém dé theo ddi LV-GLS trén cing
mot bénh nhén, va dé xuét khoang gia tri binh thuong cia LV-GLS dugc dinh nghia
LV-GLS >-20% + 2% (gia tri tuyét d6i).”

Pén thoi diém hién tai, LV-GLS da khang dinh vai tro tién doan bién ¢ tim
mach, doc 1ap véi LVEF trong nhiéu bénh 1y tim mach khac nhau nhu tang huyét ap,
bénh co tim phi dai, bénh co tim amyloidosis, suy tim LVEF giam, suy tim LVEF

1 57,81-83

bao ton, bénh mach vanh, bénh van tim va dic biét & bénh co tim do hoéa tr
Nhin chung, LV-GLS bb sung ¥ nghia tién lugng, cai thién phan tang nguy co bénh
nhan t6t hon khi tich hop vao thim kham 14m sang, cin 1am sang sinh hoa va céac
phuong thure hinh anh hoc tim mach thuong qui.
1.2.2 Vai tro LV-GLS trong chin dodn bénh co tim do héa tri

Siéu am tim la phuong thirc hinh anh hoc trung tam trong danh gié chirc nang
that trai, phan ting bénh nhan ung thu trudc hoa tri anthracycline va/hodc wc ché
HER2, ciing nhu theo ddi trong diéu tri va dai han sau d6.7'° Uu diém cua siéu am
tim so voi cong hudng tir tim (MRI) hay xa hinh that trai 6 (MUGA) 1a tinh sén c9,
kha ning lap lai khi theo ddi diéu tri tbt, cling nhu khong chiu anh hudng tia xa.'”

Dbi v6i siéu Aam tim qua thanh nguc thong thudng, LVEF dugc danh gia ¢ 2 mat
phang bang thuat todn dia (qui tac Simpson). Tuy nhién, d6 dao dong LVEF trén siéu
am tim vao khoang 10%, va murc sai s6 LVEF nay ciing chinh bang murc giam ALVEF
dé chan doan bénh co tim do hoa tri. Mic khac, dua trén cong thirc do dac, LVEF
giam co thé do giam thé tich cubi tim truong (EDV) hay tang thé tich cudi tam thu
(ESV).3* Cu thé, & bénh nhan ung thu, LVEF dé thay d6i trong qua trinh diéu tri.
Giam EDV thuong gap trén bénh nhan hoa tri, do giam thé tich tuan hoan khi an uéng
kém va non 6i, cling c6 thé do rdi loan chirc ning tim truong. Trong khi d6, ting ESV
thuong do doc tinh tim cta cac thude héa tri ung thu, lam giam sitc co bop co tim.
Tinh trang nhiém tring ning trén bénh nhan ung thu ciing c¢6 thé lam giam stc co
bop va tang ESV, nhung khong phai do doc tinh cta thude héa tri.3* Nguoc lai, LV-

GLS qua siéu am danh dau mé co tim 1a thong sé it phu thudc luc tai, giup phat hién
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cac ton thuong co tim & giai doan sdm hon so v6i LVEF thong thuong.'®'222 Uu

diém va nhugc diém cua cic phuong thuc theo doi rdi loan chirc nang tim lién quan

diéu tri ung thu duoc trinh bay trong Bang 1.5.'0-12

Bang 1.5 Cac phwong thitc hinh dnh hoc chin doan bénh co tim do hoa tri

10,12

Nguén: Celutkiene J et al, 2022; Baldassarre LA et al, 2022
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Cong = Panh gia chuc = Po chinh x4c khi lap lai |= It trung tAm sin co
hwéng tir | nang thét trai & = Chét lwong hinh anh va |= Chi phi cao
tim nhiing truong d6 phan giai hinh anh = Véan d lién quan
hop nghi ngo t6i wu, khao sat duoc bénh nhan (chimg
* LGE, TI cac mit cit ngang s¢ bi giam giir, kha

mapping, thé tich | = Danh gia duoc ban chat | ning kim hoi thd,

ngoai bao (danh mo co tim (viém, XO thoi gian chup dai)
gia xo hoa co héa, thim nhiém) = Gadolinium khong
tim), LGE (-) goi thé str dung khi

y bénh co tim do suy chuc nang than
anthracycline nang

Mic du LVEF 1a mot théng sd quan trong dé chan doan ton thwong co tim,
nhung thay d6i LVEF thuong tré, & giai doan ton thuong co tim khong thé hoi phyc. '
Trong hau hét cdc nghién ciru quan sat 10 nam trg lai day, giam LV-GLS déu dugc
ching minh xuét hién truge khi LVEF giam co6 y nghia lam sang, ddc biét & bénh
nhan hoa trj anthracycline.’” Mt giam LV-GLS tuong d6i trong cac nghién ciru dao
dong trung binh 10%-20% trong sudt qua trinh hoa tri cac thudc cé nguy co doc tim. '
Bang chimg hang dinh ctia LV-GLS trong dy bio sém ton thuong co tim do hoa tri
anthracycline hay trastuzumab d3 dugc nhin nhan rd trong nhiéu khuyén céo chuyén
nganh tim mach-ung thu.”'%'3 Vai tro LV-GLS dugc khang dinh ¢ ca giai doan trudc
hoa tri (phan ting nguy co), trong hoa tri (phat hién réi loan chirc ning tim murc do
nhe, khong triéu chimg) va sau héa tri (t6i wu két cuc tim mach & bénh nhan sdng con
sau ung thu).”1%-12
1.2.3 Vai tro LV-GLS trong du bio bénh co tim do hoa tri anthracycline va
trastuzumab qua cac nghién ciru trong nwéc va trén thé gioi

O thoi diém trudc héa tri anthracycline, LV-GLS gitup du bao bién cb suy tim
c6 tri€u chung hay tir vong do tim, va vai tro dy bao doc lap véi LVEF, dac biét ¢

bénh nhan c6 LVEF 50-59%. Trén 2.234 bénh nhan ung thu trudc hoda tri
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anthracycline tai bénh vién da khoa Massachusetts, Mousavi va cdng su da xac dinh
diém cat LV-GLS < -14% lam ting 4,7 1an bién cb tim mach phdi hop (suy tim c6
triéu chimg va tir vong do tim). Sai l1éch gitta nhitng ngudi thyce hién dbi voi LV-GLS
rat thép, dao dong 1+1%, va sai 1éch giira hai 1an thuc hién chi trong khoang 1+ 0,6%
(gia tri tuyét d6i). Sai s6 khi lap lai cia LV-GLS dugc chimg minh thap hon nhiéu so
v6i LVEF. Thoi gian trung vi ké tir khi bat d¢au hoa tri anthracycline dén khi c6 bién
cd xuét hién trong nghién ctru < 6 thang, véi tan suat bién cd 8%. Mousavi va cong
su ciing cho thay, néu tich hgp LVEF trudc héa tri vao cac yéu té nguy co tim mach
san ¢ cia bénh nhan (tuéi, tién can bénh mach vanh, tién can suy tim, dai thao duong,
sir dung chen beta), LVEF khong lam cai thién c6 ¥ nghia kha ning dy bao bién cb
bat loi; tuy nhién, LV-GLS trudc hoa tri lai giap xac dinh tdt hon bénh nhan c6 nguy
co cao xuat hién suy tim ¢ triéu chtng trong qué trinh theo ddi (Biéu db 1.2).%3
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Biéu dd 1.2 Y nghia tién dodn bién c6 tim mach phdi hop ciia LVEF
va LV-GLS truwéc hoa tri anthracycline®
Nguén: Mousavi N et al, 2015
Tuong tu, & giai doan trudc hoa tri anthracycline, trén 450 bénh nhan ung thu
huyét hoc v6i tan suat bién ¢ tim mach phdi hop (tr vong tim va suy tim c6 triéu
chung) khoang 6% trong thoi gian theo ddi trung vi 4 nam, Ali va cong su xac dinh
diém cat LV-GLS <-17,5% gitip tién doan doc 1ap nguy co bién ¢ tim mach ting

gép 6 1an (AUC 0,89, KTC 95% 0,84 — 0,95, p<0,0001), sau khi hiéu chinh véi cac
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nguy co 1am sang. Trén co s cac yéu td nguy co tim mach 1am sang (tudi, loai ung
thu, tién cin bénh mach vanh, tién cin suy tim, ting huyét ap, dai thdo dudng, sir
dung chen beta, stir dung tic ché men chuyén, statin) va LVEF, tich hop LV-GLS trudc
hoa tri gitip du bao tét hon nguy co bién c6 tim mach phdi hop trong qué trinh theo
doi.’¢

O giai doan sau khoi dau héa tri cac thudc co nguy co doc co tim nhu
anthracycline hay trastuzumab, LV-GLS cang c6 nhiéu bang chimg khang dinh vai
tro tién doan bién cd rdi loan chirc nang tim. Trong dong thuan ASE/EACVI, LV-
GLS giam 15% twong ddi so v6i LV-GLS truéc hoa tri duoc dinh nghia 1a thay doi
dang ké, phan anh ton thuong co tim dudi 1am sang.>* Pinh nghia nay dugc kiém dinh
trong mot phan tich gdp dua trén 21 nghién ciru v6i 1.782 bénh nhan ung thu nhiéu
thé loai (ung thu va, ung thu huyét hoc, sarcoma) dugc diéu tri voi anthracycline kém
hay khong kém trastuzumab, Oikonomou va cong sy ghi nhan tan suét rdi loan chirc
nang tim lién quan hoda tri ung thu dao dong 9,3% dén 43,8% (tuy theo dinh nghia
tirng nghién ciru) trong thoi gian theo ddi trung binh 4,2 dén 23 thang. Khi so sanh
thay d6i LV-GLS so vdi gia tri ban dau, nhom tac gia ghi nhan A LV-GLS dao dong
trong khoang 2,3 — 15,9%, voi diém cat 15,9% du bao nguy co bénh co tim do hoa
trj ting gap 16 lan (OR 15,82; KTC 95% 5,84 — 42,85, p<0,001). Bén canh y nghia
tién luong ciia A LV-GLS, bién thién tuyét déi LV-GLS trong qua trinh hoa tri cling
c¢6 ¥ nghia du béo suy giam chic nang tim thu that trai sau d6.'6

Sau khi két thuc hoa tri, Fallah va cong su khao sat 42 bénh nhan ung thu vu
dugc diéu trj hoa tri bd tro trastuzumab sau anthracycline va theo doi trong 3 thang,
strc cang chiéu doc toan thét trai va sirc cang theo chiéu ngang qua siéu 4m danh dau
mo co tim gitp phat hién cac t6n thuong co tim tién 1am sang trude khi c6 biéu hién
giam LVEF c¢6 y nghia.?” Twong tu, Sawaya va cong su trong mot nghién ciru tién
ctru cho thdy LV-GLS < -19% tai thoi diém két thic hoa tri anthracycline giup tién
doan bénh nhan c6 bénh co tim do hoa tri trong khoang thoi gian theo doi 15 thang,
va LV-GLS < -19% hién dién trén tat ca bénh nhan c6 xut hién triéu ching suy tim

trong qua trinh theo di.%® Negishi va cong sy cling nhan thiy diém cit giam tuong
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ddi ALV-GLS > 11% c6 dd nhay 65% va d¢ dac hiéu 94% trong du doan bénh co tim
do hoa trj tai thoi diém 12 thang & bénh nhan ung thu va diéu tri trastuzumab cé hay
khong kém anthracycline. Nhém tac gia nay ciing cho thay giam twong d6i ALV-GLS
< 8% so v6i gia tri nén khong mang ¥ nghia du bao, nguoc lai, giam LV-GLS tuong
dbi > 15% giup tién doan gan nhu chic chan bénh co tim do hoa trj.*

O nhiing nghién ctru c6 thoi gian theo ddi sau hoa tri 1au hon nhu doan hé
St.Jude Lifetime, 1.820 tré em ung thu séng con sau hoa tri anthracycline dugc theo
ddi sau 23 niam, tan sudt bat thuong LVEF chi chiém 5,8%, tuy nhién, tan suét bat
thuong LV-GLS cao hon, chiém 31,8%. Déng thoi, bénh nhan séng con sau hoa tri
anthracycline kém theo hdi chimg chuyén hoa c6 nguy co bat thuong LV-GLS cao
gap 2 14n.° Nghién ctru ctia Tsai ¢ 47 bénh nhan lymphoma Hodgkin dugc theo ddi
trung binh 22 nim ciing cung cip dir liéu twong tw, LV-GLS giam dang ké sau thoi
gian dai & hau hét bénh nhan hoa tri anthracycline.”!

O bénh nhan hoéa tri (rc ché HER2 don thuan, bang chimg vé vai trd theo di
LV-GLS trong du bdo giam LVEF c6 y nghia va suy tim 1am sang cling dugc ching
minh qua nhiéu nghién ciru, nhung hau hét c6 ¢& mau nho hon cac khao sat lién quan
hoa trj anthracycline. Ton thuong co tim dudi 1am sang do héa tri trastuzumab c6 thé
xuat hién rat sém, trong thang dau tién sau khai tri. Banke va cong su thuc hién mot
nghién ctru tién ctru ¢ 45 bénh nhan ung thu va héa tri trastuzumab véi siéu am tim
va dinh lugng troponin, NT-proBNP dugc lap lai ¢ thoi diém ban dau, sau 3 ngay, 7
ngay, 14 ngay, 3 thang, 6 thang, 9 thang. Sau 14 ngay, tac gia ghi nhan c6 27% bénh
nhan giam LV-GLS >10%; va nhom giam LV-GLS déng ké sau 14 ngay c6 LVEF &
thoi diém 9 thang thdp hon nhom khong cé giam LV-GLS (55,2% so véi 59,5%,
p=0,001). Mac du vay, troponin tim va NT-proBNP khong mang y nghia du bao giam
LVEF.” Tuong tu, Negishi va cong sy khi theo ddi 81 bénh nhan ung thu va dugc
hoa tri trastuzumab voi tudi trung binh 50 + 11 ciing ghi nhan thay d6i LV-GLS la
yéu to tién dodn manh nhét bién cb rdi loan chirc niang tim lién quan hoéa tri sau 12

thang, voi diém cat toi wvu A LV-GLS 11% c6 d6 nhay 64% va do dac hi¢u 94%.%
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Tai Vi¢t Nam, bénh co tim do hoa tri anthracycline hay trastuzumab chi dugc
khao st trong mot so it nghién ciru 6 ¢& mau nho va thoi gian theo ddi ngan han.
Nghién cuu cia N.T.T Hﬁng va cong sy (2022) ¢ 33 bénh nhan ung thu va dugc hoa
tri phac dd AC-TH (theo ddi 3 thang sau ngung hoa tri trastuzumab) ghi nhan tan suat
bénh co tim do anthracycline 1 21,2%.'® Tuong tw, D.T. Nghia ciing ghi nhan tan
suat bénh co tim trong qua trinh hoa tri anthracycline 1 38,7% & 31 bénh nhan ung
thu hoa tri phac d6 c6 anthracycline.'® Ngoai han ché vé ¢& mau nho, ca hai nghién
ctru nay déu sir dung tiéu chuan chan doan bénh co tim do hoéa tri theo dong thudn
ASE/EACVI 2014, d6ng thoi, cac yéu td nguy co tim mach truéc hoa tri cling chua
duogc phan tich.

Khi phan tich diém cat LV-GLS gitip du bao bénh co tim do hoa tri qua 21
nghién ctru, phan tich gdp ctia Oikonomou va cong su cho thdy giam twong ddi ALV-
GLS so v6i gia tri ban dau la tiéu chuan duoc khao sat nhiéu nhat so véi giam tuyét
d6i LV-GLS, diém cat don LV-GLS trudc héa tri hay trong qua trinh hoa tri. Diém
cit giam twong d6i ALV-GLS trong cac nghién ctru dao dong 2,3% dén 15,9%, véi
diém cat 15,9% lién quan ting nguy co bénh co tim do hoa tri gap 16 1an (OR 15,82;
KTC 95% 5,84 — 42,85).1°

Dua trén co sé do, khuyén cao tir cac Hoi Tim hay Hoi Ung thu déu dua LV-
GLS vio qui trinh theo dbi chirc ning tim thudng qui trong qua trinh héa tri cac thudc
¢6 nguy co doc tim nhu anthracycline va/hodc trastuzumab’'%!314. Khuyén céo
ASE/EACVI (2014) dé nghi diém cét thay d6i twong d6i A LV-GLS >15% so véi gia
tri ban dau 13 tiéu chuin chan doan sém bénh co tim do hoa tri, trudc khi LVEF giam
c¢6 y nghia. > Bén nam 2022, khuyén cdo ESC ciing dong thuan sir dung ngudng diém
cat ALV-GLS giam > 15% la tiéu chuan chan doan cho bénh co tim hoa tri khong
triéu chting, v6i phan d6 nhe khi LVEF van duy tri >50%.’

Mic du giam LV-GLS lam ting nguy co rbi loan chirc ning tim lién quan hoa
tri, bang ching duwa trén mirc thay d6i dang ké LV-GLS dé ngung hay tam hoan héa
tri anthracycline va/hoic tc ché HER2 chua rd rang. Pong thuan cac chuyén gia dé

nghi béc si tim mach can hdi chan vdi bac st ung thu hoc dé€ tam soat nguyén nhan co
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thé dan dén t6n thuong co tim va xem xét khéi dong diéu tri bao vé tim trong timng
truong hop.”'2 Y nghia can thiép ndi khoa (khoi dong cac thude trc ché than kinh thé
dich suy tim) dya trén thay d6i LV-GLS di duoc danh gia trong nghién ciu
SUCCOUR (Strain Surveillance of Chemotherapy for Improving Cardiovascular
Outcomes) - mot nghién ctiru qudc té, tién ctru, da trung tim. Trong nghién ciru
SUCCOUR, 92% bénh nhan hoéa tri anthracycline cho ung thu vi, tudi trung binh
bénh nhan 14 54 +12, ti 18 bénh nhan ting huyét ap va dai thao dudng 1an lugt 13 26%
va 13%. Dya trén phan tang nguy co bénh nhan trudc hoa tri theo HFA-ICOS, 33%
bénh nhan thudc nhém nguy co thép, va 21% bénh nhan thudc nhoém nguy co cao-rat
cao. Chirc nang tam thu that trai hau hét binh thudng trudce hoa tri, vai ti 1é bénh nhan
c6 LVEF <50% chi chiém 5%, va 89% bénh nhan c¢6 LV-GLS trong khoang binh
thuong (LV-GLS <-18%). Mic du vay, két qua nghién cru SUCCOUR van chua
chtng minh dugc loi ich khéi dong diéu tri noi khoa thudng qui dua trén bang chimg
rdi loan chirc nang tim mirc d6 nhe (chi giam LV-GLS nhung chua giam LVEF dang
ké).”

Duya trén cac co s& do6, khuyén cdo ESC (2022) dé nghi chi ngung hoa tri
anthracycline khi bénh nhan théa ti€u chuan bénh co tim do hoa tri khong triéu chung
& murc d6 trung binh hay nang (LVEF giam <50%). O nhém bénh co tim mirc do nhe
(chua giam dang ké LVEF, chi giam tuong d6i ALV-GLS > 15%), Gc ché men
chuyén/ch@n thu thé angiotensin va’hodc chen beta nén duoc khdi dong sém (Muc
d6 khuyén cao IIa).’

Dbi v6i bénh nhan hoéa tri (rc ché HER2, ALV-GLS giam >15% don thuan ciing
khong duoc xem 1a tiéu chi ngung hoa tri néu khong di kém giam LVEF <40% (rdi
loan chtrc nang tim mac d nang). Tén thuong co tim do trastuzumab c6 tién lugong
phuc héi tét, nén & bénh nhan rdi loan chirc nang tim mirc do trung binh (giam LV-
GLS >15% kém giam LVEF & khoang 40-49%), bénh nhan van c6 thé tiép tuc duoc
héa trj trastuzumab va theo ddi tim mach can than hon. Tuong tg nhu hoa tri
anthracycline, ALV-GLS giam > 15% so v&i gia tri ban dau, bat ké c6 hay khéng c6

giam LVEF di kém, 1a tiéu chuan khoi dong diéu trj ndi khoa suy tim.”
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Chuwong 2. POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1 Thiét ké nghién ciru

Nghién ctru quan sat doan hé tién cou

2.2 Poi twong nghién ciru

2.2.1 Dan s0 muc tiéu

Bénh nhan ung thu vt méi dugc chan doan va co6 ké hoach hoéa tri voi phac doé

c6 anthracycline hodc trastuzumab

2.2.2 Déan so0 chgn mau

Bénh nhan ung thu vi méi dugc chan doan, c6 yéu td nguy co tim mach va cé

ké hoach hoa tri v&i phac d6 c6 anthracycline hodc trastuzumab

2.2.3 Tiéu chi chon bénh

Bénh nhan > 18 tudi

Bénh nhan ung thu vt méi dugce chan doan va dugc chi dinh hoa tri 1an dau
v6i phac d6 co anthracycline (AC—T) hodc phac do c6 trastuzumab (PH hay
TCH) (theo hudng dan diéu tri B6 Y té 2020 — Phu lyc 3)

Bénh nhén c6 it nhat mot trong cac yéu t6 nguy co tim mach theo diém HFA-
ICOS dbi voi anthracycline va trastuzumab: tudi > 65, ting huyét ap, bénh
than man, dai thao duong, rdi loan lipid méu, béo phi, tién cin nhdi mau co
tim hodc tai thong dong mach vanh, rung nhi.

Bénh nhan dong y tham gia nghién ciru

2.2.4 Tiéu chiloai trir

Bénh nhan c¢6 LVEF that trai giam trude hoa tri (LVEF < 50%)

Bénh nhan c6 hep va/hodc hd van tim tir mirc d¢ trung binh trd 1€n

Bénh nhan c6 chat lwong hinh anh siéu 4m tim kém (= 2 ving co tim khong
quan sat dugc ¢ mo hinh 18 vung)

Bénh nhan khong hoan tit cac 1an siéu 4m tim theo dé cuong nghién ctru

Bénh nhan suy tim cap trong qua trinh hoéa tri do hdi ching vanh cap
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2.3 Thoi gian va dia diém nghién ctu
2.3.1 Thoi gian nghién ciru
= Thoi gian tuyén bénh: bat dau tir 01.10.2020
= Thoi gian theo ddi: 12 thang sau két thuc hoa tri anthracycline hoic
trastuzumab
= Thoi diém két thiic nghién ciru: 31.10.2023
2.3.2 Pia diém nghién ciru:
= Khoa Noi tuyén va, Bénh vién Ung Buou TP. H6 Chi Minh
= Khoa Ngoai Léng Nguc Mach Mau, Bénh vién Nhan dan Gia Dinh (don
nguyén hoa tri bénh nhan ung thu vi tai dia diém nghién ctru)
2.4 C& mau nghién ciru
2.4.1 Uéc hrong c& miu:
C& mau nghién ctru duoc uée lugng dya trén Muc tiéu 2 va Muc tiéu 3
"  Muc tiéu 2: xac dinh tan suét bénh co tim do hoéa trj & bénh nhan ung thu va
c¢6 yéu té nguy co tim mach

Cong thirc udc lugng ¢ mau dé xac dinh mot ti 1& ciia dan s6

Z1ap XPX(1-P)

dZ

Véi:

n 12 ¢& méu t6i thiéu
2 1A A . A e o
Z”_ 4212 hé so twong tng véi khodng tin cay (1- o)
P 13 tAn suét bénh co tim do hoa tri 1am sang/tién 1dm sang
d 1a d6 chinh xac mong mudn
Chon:

o = 0,05 (d9 tin cay 95%)
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Zoors = 1,96 (tri s6 tir phan phdi chuén)
d = 0,05 (sai s6 cho phép)

Do hién tai, chua c6 nghién ciru xac dinh tin suat bénh co tim do hoa tri &
nhom bénh nhan ¢6 bénh 1y tim mach hay yéu t6 nguy co tim mach, chiung
t6i chon nghién ctru tan suit bénh co tim do héa tri ung thu va & dan sb chung

dé tinh ¢& mau.

o Tan suat bénh co tim do héa trj anthracycline (khong kém trastuzumab):
chon p=0,13%
U'6c tinh ¢c& mau n = 174 bénh nhan hoa tri anthracycline
o Tan suat bénh co tim do héa tri trastuzumab (khong kém anthracycline):
chon p=0,03%
Udc tinh ¢& mau n=45 bénh nhan hoa trj trastuzumab
o Vi ti1é bo cude duge udce tinh 1a 20%, ¢& miu can phai tang thém sau
khi diéu chinh:
- Nhom hoa tri anthracycline n = 209 bénh nhan
- Nhom hoa tri trastuzumab n= 54 bénh nhan
"  Muc tiéu 3: xac dinh gia tri tién lugng bénh co tim do hoéa tri anthracycline
va trastuzumab mirc d¢ trung binh khong triéu ching ciia LV-GLS
Muc tiéu nay nham xéac dinh gié tri tién luong cua giam tuong doi LV-GLS >
15% trong du bao bénh co tim do hoéa tri véi LVEF gidam <50%, véi do dac
hiéu ctia phuong thire chan doan quan trong hon do nhay.

Cong thirc uéc lugng ¢& mau dya trén do dic hiéu xét nghiém chan doan:

TN + FP voi Z,_o* x Spe * (1 — Spe)
n(spe) = — TN + FP = —% =

n 13 ¢& mau tbi thiéu

Z,_4»la gia tri tir phan bd chun, chon o= 0,05 ng voi Zi. 42 =1,96

Spec 1a d§ dac hi¢u
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d 1a muc sai sb
TN 1a s6 am tinh that — FP 1a s6 duong tinh gia
p 1a ti 1¢ hién méc

o O bénh nhén hoa trj anthracycline, chon spec = 0,86% v&i d = 0,05. Ti
1 hién méc chon p = 0,09°7 (nghién ctru tién ctru ctia Charbonnel va
cOng su trén bénh nhan hoa tri anthracycline c6 thoi gian theo ddi trung
vi 12 thang).
U6c tinh ¢& mau nhom anthracycline n = 203 bénh nhan
o O bénh nhén hoa trj trastuzumab, chon spec = 0,94%° v&i d = 0,05 va p
= 0,04° (tan suat bénh co tim do trastuzumab cé giam LVEF khi
trastuzumab duoc s dung 1 ndm trong nghién ctru da trung tam HERA)
U6c tinh ¢& mau nhom anthracycline n = 90 bénh nhan
o V&iti1é bo cude duge udce tinh 1a 20%, ¢& miu can phai tang thém sau
khi diéu chinh:
- Nhom hoa tri anthracycline n = 244 bénh nhan
- Nhom hoa tri trastuzumab n= 108 bénh nhan
* Nghién ctru c6 muc tiéu chinh la xéc dinh vai trdo LV-GLS trong chan doan
bénh co tim do hoa tri anthracycline va trastuzumab. Vi thé, c& mau nghién
ctru uoc lugng dugce lya chon 1a 244 bénh nhan nhém anthracycline va 108
bénh nhan nhém trastuzumab.
2.4.2 K§ thuit chon miu
Chon céc bénh nhan théa ti€u chi nhan vao va khong cd ti€u chi loai trir véi
cach chon mau lién tiép theo trinh ty thoi gian.
Do anh huong dich bénh Covid-19 tai TP. Ho Chi Minh, s bénh nhan nghién
ctru duge tuyén chon nhiéu hon cong thirc udc lugng nham bu trir cho s lugng

bénh nhan bo cudc/tir vong lién quan Covid-19
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2.5 Xac dinh céc bién s6 nghién ciru
2.5.1 Bién s6 két cuc nghién ciru
Bénh co tim do héa tri anthracycline hay trastuzumab’
Chung t61 cap nhat dinh nghia két cuc nghién ctru theo khuyén cao ESC 2022.
Trong do, dinh nghia “bénh co tim do hoa tri khong triéu chitng murc do trung
binh va nang” mang y nghia tuong tu dinh nghia “bénh co tim do hoa tri”
trong cac dong thuan trude day, véi tiéu chuan bat budc 1a giam LVEF xudng
muc <50%.
- Bénh co tim do héa tri khong triéu chirng
Bénh nhan khong c6 tri€u chung co nang chinh cua suy tim (khé tho, phu
mat ca chan, giam kha ning ging sic) va khong cé triu chimg thuc thé
dién hinh (ting ap lyc tinh mach canh, ran 4m hai phdi, phi ngoai bién).
Bénh co tim khong tri€éu chirng dugc chia thanh 3 muc do:
o Nhe: LVEF>50% va giam ALV-GLS >15% (gia tri twong d6i) so
vé6i gia tri ban dau
o Trung binh:
e LVEF giam <10% (gia tri tuyét d6i) so véi gia tri ban ddu xudng
mitc LVEF 40-49% va giam ALV-GLS >15% (gia trj twong d6i)
sO vOi gia tri ban dau, hodc
e Giam LVEF >10% (gia tri tuyét d6i) so véi gia tri ban dau xudng
muc LVEF 40-49%
o Nang: giam LVEF méi xuat hién xudng muc < 40%
- Bénh co tim do hoa tri co tri¢u chung
o Nhe: tridu ching suy tim nhe (kho tho khi ging strc, giam kha ning
gang sirc), khong can ting lidu thude diéu tri suy tim
o Trung binh: can ting licu loi tiéu va thudc diéu tri suy tim ngoai tri
o Nang: nhép vién vi suy tim
o Rét ning: suy tim can hd trg thudc ting co bop, hd tro tuan hoan co

hoc hay xem xét phai ghép tim
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- Mirc giam LVEF duoc khang dinh bang hai lan siéu am tim cach nhau 3
tuan & bénh nhan dugc ghi nhan c6 giam LVEF >10% (gia tri tuyét déi) SO
v6i gia tri LVEF ban dau hay khi LVEF <50%>*

- Bénh nhan duoc chin doan bénh co tim do hoa tri anthracycline hay
trastuzumab chi khi dugc loai trir hdi chirng dong mach vanh cép.

2.5.2 Pinh nghia cac bién s6 chinh nghién ciru
2.5.2.1 Ung thw vu va giai doan ung thw vu

= Ung thu vii dugc xac dinh chan doan béi bac si chuyén nganh ung thu tai
bénh vién Ung Budu va bénh vién Nhan dan Gia Dinh.

» Chén doan x4c dinh ung thu vu dua trén tham khéam 1am sang, chan doan
hinh anh tuyén vii (Xquang tuyén va, MRI tuyén vu, siéu am tuyén va) két
hop véi bang chirmg mé bénh hoc ¢6 su hién dién té bao biéu mé ac tinh
(qua sinh thiét kim 161). Két qua giai phau bénh, tinh trang thy thé noi tiét
va HER2 duoc xac dinh boi bac si chuyén nganh giai phau bénh c6 kinh
nghiém =5 nam tai Bénh vién Ung Budu va Bénh vién Nhan dan Gia Dinh
TP.H6 Chi Minh.

» Ung thu va dugc phan giai doan 1am sang TNM duya theo phan loai dua trén

thong tin hd so bénh an

Budu nguyén phat (T)
Tx Khéng thé xac dinh budu nguyén phat
TO Khéng thay budu nguyén phat
Tis Carcinoma tai chd

Tis (DCIS) Carcinoma trong 6ng tai chd

Tis (LCIS) Carcinoma tiéu thuy

Tis (Paget) Bénh Paget nim vu khong c6 budu kém theo
T1 Budu 20 mm (kich thude 16n nhat)

Timi Vixam lan 1 mm (kich thudc 16n nhat)
Tla Budu > 1 mm nhung 5 mm (kich thudc 16n nhat)

T1b Budu > 5 mm nhung 10 mm (kich thuéc 16n nhét)



43

Tlc Budu > 10 mm nhung 20 mm (kich thudc 16n nhat)

T2 Budu > 20 mm nhung 50 mm (kich thudc 16n nhat)

T3 Budu > 50 mm (kich thudc 16n nhat)

T4 Budu c6 kich thude bat ky nhung c6 sy dn lan truc tiép vao
(a) thanh nguc hay (b) da

T4a An lan thanh nguc

T4b Phu né (da cam) hoac loét da vu hoac ndt vé tinh da va

T4c Ca hai phan trén (T4a va T4b)

T4d Carcinoma dang viém

Céc hach lympho vung (N)

Nx Khong thé xac dinh hach ving (chang han di 1y di rdi)

TO Khong cé hach viung di can

N1 Di can vao (cac) hach nach, di dong

N2 Di can vao (cac) hach nach cung bén, hoac vao cac hach va
trong cung bén trén 1dm sang ma khong c6 di can vao hach
nach trén 1am sang

N2a Di can vao (cac) hach lympho hoac dinh nhau hodc dinh cac
cau tric khac

N2b Chi di can vao hach vu trong cung bén trén lam sang ma
khong di can hach nach

N3 Di can vao hach dudi don cung bén c6/khong cé di can hach
nach hodc di can vao hach vu trong cung bén trén 1am sang
v6i di can hach nach hodc di can hach trén don c6/khong cod
di can hach néch, hach vu trong kém theo

N3a Di can hach dudi don

N3b Di can hach vi trong va hach nach

N3c Di can hach trén don

Di cdn xa (M)
Mx Khong thé xac dinh di cin xa
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MO Khoéng c6 di can xa
Ml Co di can xa
Phdn giai doan ung thuw v

Giai doan 0

Tis NO
Giai doan 1A

T1 NO
Giai doan IB

TO N1mi

T1 N1mi
Giai doan I1IA

TO N1

T1 N1

T2 NO
Giai doan 1B

T2 N1

T3 NO
Giai doan IIIA

TO N2

T1 N2

T2 N2

T3 N1

T3 N2
Giai doan I1IB

T4 NO

T4 N1

T4 N2
Giai doan IIIC

Batky T N3

MO

MO

MO
MO

MO
MO
MO

MO
MO

MO
MO
MO
MO
MO

MO

MO

MO

MO
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Giai doan IV

Batky T Batky N Ml

2.5.2.2 Hoa tri anthracycline

Bénh nhan ung thu vi chan doan lan dau, dugc hoa tri v6i phac do co
anthracycline va khong kém trastuzumab

Bénh nhan dugc hoa tri 4 chu ky anthracycline cach nhau 21 ngay (60mg/m?
da/chu ky doxorubicin hay thudc khac trong nhom liéu twong dwong) (theo
phac d6 BO Y té - Phu luc 3). Liéu thudc tich lily 4 chu ky duoc qui ddi dua
trén lidu tuong dwong doxorubicin. Liéu trong duong anthracycline duoc
trinh bay trong Bang 2.1.

Biang 2.1 Liéu twong dwong anthracycline’

Nguon: Lyon AR et al, 2022

Doxo- Epi- Dauno- Mito- Ida-

rubicin rubicin rubicin xantrone rubicin
Ti 1¢ lidu doc

1 0.8 0.6 10,5 5
tinh tim mach
Liéu tuong
100 mg/m? 125 mg/m?> 167 mg/m?> 9,5 mg/m? 20 g/m?

duong

2.5.2.3 Hoa tri trastuzumab

Bénh nhan ung thu vi chan doan lan dau, dugc hoa tri v6i phac do co
trastuzumab va khong kém anthracycline

Bénh nhan duoc hoa tri 18 chu ky trastuzumab ciach nhau 21 ngay.
Trastuzumab duoc sir dung liéu tai 8 mg/kg truyén tinh mach 90 phut trong
chu ky 1, sau 0, liéu duy tri 6 mg/kg dugc truyén tinh mach trong 30 phut
& cac chu ky tiép theo (theo phac d6 Bo Y té - Phuy luc 3).
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2.5.2.4 Yéu t6 nguy co tim mach
Bénh nhan ung thu via c6 ké hoach héa tri phac d6 bao gdm anthracycline hoic
trastuzumab, kém hién dién > 1 yéu t6 nguy co tim mach dugc dinh nghia nhu
sau:
Tudi > 65
= Tudi duoc tinh tron nam, bang cach 1dy ndm thu nhan bénh nhan nghién
ctru trr cho ndm sinh
Tiing huyét ap
=  Pi duge chan doan ting huyét 4p boi Bac si hodc dang dung thude diéu
tri ha 4p xac nhan qua toa thudc hoac giéy ra vién hoac gifiy hen tai
kham.
= Hodc qua cac 1an kham 1am sang trude héa tri xac dinh c6 tang huyét
ap (do it nhat 2 1an & 2 thoi diém khac nhau c6 tri s6 huyét ap tam thu
> 140 mmHg va/hoic huyét 4p tim truong > 90 mmHg)®
Dai thao duwong
= Thoa tiéu chuan chan doan ciia Hoi Pai thao duong Hoa Ky véi 1 trong
4 tidu chuan sau:'®

(1) HbA1C = 6,5%,

(2) duong huyét twong lic d6i > 126 mg/dL (sau 8 gid khong in),

(3) duong huyét twong 2 gid sau nghiém phap dung nap glucose >
200 mg/dL (11,1 mmol/L),

(4) duong huyét twong bat ky > 200 mg/dL (11,1 mmol/L) ¢ bénh
nhan co triéu chimg dai thao dudng kinh dién hay con ting
duong huyét

Trong trudng hop khong cé triéu ching ting duong huyét va mat

bu chuyén hoa céap thi phai 1ap lai xét nghiém 1an nita dé xac dinh

chan doan
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= Hodc d3 duoc chan doan dai thao dudng va hién tai dang dung thudc ha

duong huyét hodc diéu tri tiét ché xac dinh qua toa thudc hodc gidy ra

vién, giay hen tai kham

Roi loan lipid mau

= Theo hudng dan diéu tri ciia Béo cdo lan III Chuong trinh gido duc

Cholesterol qudc gia Hoa Ky, bénh nhan c6 it nhat 1 trong cac tiéu

chuan xét nghiém sau:'"!

- Cholesterol toan phan > 240 mg/dL (5,18 mmol/L);
- LDL cholesterol > 160 mg/dL (3,4 mmol/L);

- HDL cholesterol <40 mg/dL (1,03 mmol/L);

- Triglyceride > 200 mg/dL (1,7 mmol/L).

= Hodc bénh nhan hién dang diéu tri thudc ha lipid mau do chan doan rbi

loan lipid mau trude do.

Bénh thin man

= Bét thudng vé cdu triic hodc chirc nang than, kéo dai trén 3 thang va anh

huong 1én sirc khoe ngudi bénh. Chan doan dua vao 1 trong 2 tiéu

chuan:!0?

(1) triéu ching ton thwong than (c6 biéu hién 1 hodc nhiéu)

O

O

O

O

Albumin nuéc tiéu (ty 1é albumin/creatinine nudc tiéu >30
mg/g hodc albumin nudc tiéu 24 gio >30 mg/24 giod)

Bét thuong nudc tiéu

Bét thuong dién giai d6 hodc cac bat thudng khac do réi loan
chirc nang 6ng than

Bat thuong vé mo bénh hoc than

Xét nghiém hinh anh hoc phat hién than tiét niéu bat thuong
Ghép than

(2) Giam mtrc loc cau than udc tinh (Glomerular filtration rate: GFR) <60

mL/ph/1,73 m?.

* Pangcod chan do4n bénh than man qua hd so y khoa
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Béo phi

= Béo phi dugc dinh nghia dua trén chi s6 khéi co thé (BMI) > 30 kg/m?

trudc hoa tri (theo phan tang nguy co HFA-ICOS)’

Chi s6 khéi co thé (BMI) = —2nning

(chiéu cao)?

Trong d6: cin ning tinh bang kilogram (kg) va chiéu cao tinh bang mét

Rung nhi

= Xac dinh bang dién tdim do: khong xac dinh dugc song P, co song f,

khoang RR khong déu hoan toan, chiéu dai chu ky nhi thuong bién thién
va <200 mili gidy (> 300 nhip/ phut), hoic di duoc chan doan rung nhi
qua hd so y khoa.

Tién cin nhdi mau co tim hay t4i thong dgng mach vanh

= Khi bénh nhan di duoc chan doan nhdi mau co tim hay bénh nhan da

duoc tai thong dong mach vanh qua da hay phau thuat bac cau nbi chu-
vanh. Thong tin ndy dugc ghi nhan trong gidy ra vién, toa thudc hoic

gidy hen tai kham.

2.5.2.5 Nguy co theo diém HFA-ICOS truéc héa tri’

Dua trén cac yéu to nguy co tim mach trudc hoa tri, bénh nhan trudc hoa tri

anthracycline hodc trastuzumab duoc chia thanh 4 nhom nguy co (Bang 1.4).

Trong d6, cac muc nguy co dugc dinh nghia:

Nguy co thap: diém HFA-ICOS < 2 diém
Nguy co trung binh: diém HFA-ICOS tir 2 — 4 diém
Nguy co cao: diém HFA-ICOS > 5 diém

Nguy co rat cao: khi hién dién bat ky nguy co rat cao nao

2.5.2.6 Phan suit tong mau that trai (LVEF )

= LVEF dugc danh gia bang siéu am qua thanh ngyc 2D, duoc phan tich ban

tr dong ngoai tuyén bang phin mém QLAB-aCMQ v15.0 (Philips
Healthcare, Andover, MA, Hoa Ky) trén may siéu am tim Philips Affiniti

50 véi dau do sector S5-1.
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= LVEF dugc phéan tich dya trén phuong phap dia Simpson tir thé tich cubi
tam thu (ESV) va thé tich cudi tim truong (EDV) & hai mit phang (mit
phang 4 budng tir moém va 2 budng tir mém), véi LVEF = (EDV-ESV)/ESV
» (02 mit cit tr mém duge thu bit hinh ¢6 kém céng dién tam d6, véi toc dod
60-80 khung hinh/gidy va 03 chu ky duoc Iuu voi dang dir 1iéu thé DICOM.
LVEF duoc phan tich ngoai tuyén bdi 2 béc si siéu am tim c6 kinh nghiém
thuc hanh > 5 nam va dugc bdo céo ¢ gia tri trung binh ctia 2 bac si.
» LVEF ¢ mdi bénh nhan héa tri nhém anthracycline dugc ddnh gi tai 9 thoi
diém
o Trudc héa tri chuky 1 —2 — 3 — 4 (mdi chu ky cach nhau 21 ngay)
o Sau két thuc héa tri 3 tuan
o Sau két thiic héa tri 3 thang — 6 thang — 9 thang — 12 thang
» LVEF ¢ mdi bénh nhan hoa tri trastuzumab dugc danh gia tai 22 thoi diém
o Trudc hoa tri chu ky tir 1 dén chu ky 18
o Sau két thuc hoa tri 3 tuan
o Sau két thiic héa tri 3 thang — 6 thang — 9 thang — 12 thang
= LVEF trudc héa tri chu ky 1 dugc dinh nghia 1a LVEF ban dau. Mtc thay
d6i LVEF & mot thoi diém nhat dinh trong qué trinh theo ddi (n) dugc xéac
dinh dya trén hiéu s6 so v6i LVEF ban dau (gié tri tuyét d6i) :
ALVEF, =LVEF, - LVEFuan diu
2.5.2.7 Stre ciing theo chiéu doc toan thit trai (LV-GLS)
= LV-GLS duogc danh gia bang siéu am qua thanh ngyc 2D, duoc phén tich
ban tu dong ngoai tuyén bang phan mém QLAB-aCMQ v15.0 (Philips
Healthcare, Andover, MA, Hoa Ky) trén may siéu am tim Philips Affiniti
50, v6i dau do sector S5-1.
= 03 mat cit tir mom chudn dugc thu bt hinh c6 kém cong dién tam do, véi
tdc d6 60-80 khung hinh/gidy. 03 mit cat tir mém dugce t6i vu hda vé hudng,
dd sau, va dd loi anh (gain) dé thu dugc that trai khong bi rut ngén, nhin ro

cac thanh tim va mom thét trai trong sudt chu chuyén tim. 01 béac si phu
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trach thu bat hinh cho toan bo dit liéu nghién ciru. 03 chu ky thu bat hinh &
mdi mat cat duoc luu véi dang dir liéu thé DICOM va tat ca dit lieu DICOM
dugc xir Iy ngoai tuyén boi 02 béac si ¢ kinh nghiém siéu 4m danh dau mo
co tim (d4 phan tich it nhat 500 truong hop) tai bénh vién Nhan dan Gia
Pinh dé béo céo két qua LV-GLS 16p ndi mac. 02 bac si phén tich két qua
siéu am tim dugc lam mu vé thong tin bénh nhan va két qua LV-GLS ban
dau.
LV-GLS duoc tinh trung binh tir gia trj strc cang theo chiéu doc dinh (peak
longitudinal strain) & 3 mat cat tir mém. M6 hinh 18 phan ving co tim duoc
str dung dé tinh toan gia tri strc cang. Phan tich gid tri stc cing theo chiéu
doc duoc bit dau ¢ mit cat 3 buéng tir mém nham quan sat dugc thoi diém
dong van dong mach chu. Thoi diém dong van dong mach chu dugc xac
dinh ty dong bang phan mém san c6 va duge kiém tra lai boi bac si phan
tich két qua. Cac k¥ thuat lya chon ving quan tdm (region of interest — ROI)
va vién ndi mac dugc thuc hién theo khuyén c4do cua ASE/EACVIL.”
LV-GLS & mdi bénh nhan héa tri nhoém anthracycline dugc danh gia tai 9
thoi diém

o Trudc héa tri chuky 1 —2 — 3 — 4 (mdi chu ky cach nhau 21 ngay)

o Saukét thuc hoa tri 3 tuan

o Sau két thiic héa tri 3 thang — 6 thang — 9 thang — 12 thang

LV-GLS & mdi bénh nhan hoa tri trastuzumab duoc danh gia tai 22 thoi
diém

o Trudc hoa tri chu ky tir 1 dén chu ky 18

o Saukét thuc hoa tri 3 tuan

o Sau két thiic héa tri 3 thang — 6 thang — 9 thang — 12 thang

LV-GLS trudc hoa tri chu ky 1 dugc dinh nghia 1a LVEF ban dau. Mirc
thay d6i LV-GLS ¢ mot thoi diém nhat dinh trong qua trinh theo ddi (n)
duoc xac dinh dya trén mic thay doi tuong ddi so véi gia tri ban dau:

ALV-GLS, = (LV—GLSn — LV-GLSpan dﬁu) - LV-GLSban dau
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2.5.2.8 Gia tri cc bién s6 sir dung trong nghién ciru

Bang 2.2 Gia tri cac bién so str dung trong nghién ciru

Tén bién so Loai bién | Gia tri, don vi

Tudi Lién tuc Nam

Gidi Danh dinh | Nam, nir

Chi s6 khoi co thé (BMI) Lién tuc kg/m?

Thoi gian theo doi sau két thiic hoéa tri Lién tuc thang

Giai doan ung thu vu Danh dinh L 1TA. 1B, HIA, B,
IcC, 1Iv

Liéu tich lily anthracycline Lién tuc mg/m?

Tang huyét ap Danh dinh | C9, khong

Dai thdo duong Danh dinh | C9, khong

Bénh than man Danh dinh | C9, khong

Béo phi Danh dinh | C9, khong

Réi loan lipid mau Danh dinh | C9, khong

Rung nhi Danh dinh | C9, khong

Tién can nhdi mau co tim hay tai thong ' o

dong mach vanh Danh dinh | C9, khong

Tién can tai bién mach mau nio Danh dinh | C9, khong

Tang huyét ap Danh dinh | C9, khong

Dai thdo duong Danh dinh | C9, khong

R6i loan lipid méu Danh dinh | C9, khong

Rung nhi Danh dinh | C9, khong

Piéu tri ACE-i/ARB Danh dinh | C6, khong

Diéu tri chen beta Danh dinh | C9, khong

biém HFA-ICOS Lién tuc Diém

Phén tang nguy co trudc hoa tri Danh dinh | Thép, trung binh, cao

Bénh co tim do hoéa tri khong tri¢u ching | Danh dinh | Nhe, trung binh, ning
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Bénh co tim do hoa tri cé tri€u chiing Danh dinh | Nhe, trung binh, nang

Phén suét tong méu that trai (LVEF) Dinh lugng | %

Stic cing theo chiéu doc toan that trai

Dinh luong | %
(LV-GLS)

Strc cang nhi trai pha chua mau (LASr) | Dinh lugng | %

Strc cing nhi trai pha dan lwu (LAScd) Dinh luong | %

Strc cang nhi trai pha nhi thu (LASct) Dinh lugng | %

Stic cang theo chiéu doc toan that phai

Dinh luong | %
(RV-GLS)

Stic cing theo chiéu doc thanh tir do that

Dinh luong | %
phai (RV-FWLS)

2.6 Phuong phap va cong cu do lwomg, thu thip sé ligu

T4t ca bénh nhan ung thu va méi chan doan, théa cac tiéu chuin nhan bénh va
khong co cac tiéu chuan loai trir, bénh nhan dong y tham gia nghién ctru duge thu
nhan vao nghién cuu.

Pay 14 nghién ctru quan sat (doan hé tién ctru) nén bénh nhan dugc tién hanh
tham kham va thyc hién cac xét nghiém cén 1am sang, xir tri theo phac d6 diéu tri ung
thu via Bo Y té 2020. Céc yéu td nguy co tim mach trude héa tri duge quan 1y boi cac
bac si chuyén khoa tim mach. O bénh nhan duge chan doan bénh co tim do hoa trj
anthracycline hoac trastuzumab, khéi dong diéu tri noi khoa suy tim va ké hoach theo
ddi diéu tri suy tim dugc thyc hién boi bac si chuyén khoa tim mach tai Bénh vién
Nhan dan Gia Dinh. Nghién ctru vién khong can thiép vao qua trinh diéu tri. Nghién
clru vién ciing khong can thiép vao diéu trj kiém soat cac yéu to nguy co tim mach
trudc, trong va sau hoa tri.

Nghién ctru vién thu thap thong tin can thiét bang phong van truc tiép qua ban
thu thap s6 liéu soan san, kham 1am sang va cac két qua xét nghiém tir hd so bénh an.
Tat ca bénh nhan dugc theo ddi siéu am tim mdi 3 tuan trong qua trinh héa tri

anthracycline hay trastuzumab, va siéu am tim theo déi mdi 3 thang trong nam dau
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tién két thuc hoa tri. Cac 1an siéu am tim trong dé cuong nghién ctru duoc thuc hién
trudc mdi 1an hoa tri va & cac lan tai kham dinh ky sau héa tri (mdi 3 thang theo lich
hen diéu tri ung thu). Trudng hop bénh nhan khong du sé lan siéu 4m tim theo dé
cuong nghién ctiru & mdi nhom thudc, bénh nhan duoc loai khoi nghién ctru. Tai hai
dia diém nghién ctru, tat ca dir liéu siéu 4m tim dugc thu thap boi cing 1 hang may
siéu am tim, cung 1 dong may (Philips Affiniti 50), dugc luu trit dudi dang DICOM
va duoc phan tich ngoai tuyén bang cung mot phan mém siéu am tim chuyén dung
QLAB-aCMQ v15.0 (Philips Healthcare, Andover, MA, Hoa KY).

o O bénh nhan hoéa trj anthracycline, 5/9 1an siéu 4m tim theo dé cwong nghién
ctru dugc thyc hién ngoai qui trinh theo déi thuong qui tai hai dia diém
nghién ctru.

e O bénh nhan hoéa tri trastuzumab, 15/22 1an siéu Am tim theo dé cuong
nghién ctu dugc thuc hién ngoai qui trinh theo doi thuong qui tai hai dia
diém nghién ciru.

2.7 Quy trinh nghién ctru
= MObi bénh nhan tham gia toan thoi gian nghién ctru va khong xuét hién bién
¢ két cuc bénh co tim do hoa tri:

o Nhém héa tri anthracycline: c6 it nhat 9 két qua siéu am tim

o Nhém héa tri trastuzumab: c6 it nhat 22 két qua siéu 4m tim

» Dit liéu DICOM & mdt lan siéu 4m tim cua mdi bénh nhan s& duge ma hoa
riéng.

= O bat clr thoi diém nao theo qui trinh siéu 4m tim ctia nghién ctru, bénh
nhan c¢6 LVEF giam > 10% xudng mtc LVEF <50%, kém c6 / khong c6
triéu chung suy tim:

o Béo céo véi bac si diéu tri ung thu ctia bénh nhan, quyét dinh ngung
thudc hoa tri (anthracycline hoic trastuzumab) tity theo hdi chan chuyén
mon gilra bac si ung thu va bac s tim mach.

o Tat ca bénh nhan xuét hién bién cd tai Bénh vién Ung Bud6u hay Bénh

vién Nhan dan Gia Dinh TP.H6 Chi Minh déu duoc chuyén vién/chuyén
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khoa dén chuyén khoa Noi tim mach, Bénh vién Nhan dan Gia Pinh.
Tai day, bénh nhan duoc xur tri theo phac dd “Suy tim cép” tai Bénh
vién Nhan dan Gia Dinh; trong d0, tat ca bénh nhan dugc khao sat giai
phau dong mach vanh béng chup cit 16p vi tinh dong mach vanh hoac
chup dong mach vanh can quang. Bénh nhan duoc chian doan bénh co
tim do hoa tri sau khi chan doan loai trir hoi chung dong mach vanh
cp.

o Tat ca bénh nhan dugc chan doan xac dinh bénh co tim do hoda tri s&
duoc khoi dong diéu tri ndi khoa suy tim theo phéc dd “Huéng dan chan
doan va diéu tri suy tim man tinh” ciia B6 Y té 2020 (Phu luc 3). Bénh
nhan tiép tuc dugc siéu am tim kiém tra lap lai mdi 3 thang cho dén khi
két thuc nghién cuu.

= O bat ctr thoi diém nao nao theo qui trinh siéu 4m tim ctia nghién ctru, bénh
nhan c¢6 A LV-GLS giam twong d6i > 15% so vé6i gia tri ban dau va duoc
kiém chimg qua 2 1an siéu 4m tim cach nhau >3 tuan:

o Béo céo voi bac si diéu tri ung thu cta bénh nhan. Quyét dinh ngung
thudc hoa tri (anthracycline hodc trastuzumab) tiiy theo két luan hoi
chan chuyén mén giita bac si ung thu va bac si tim mach.

o Khoi dong diéu tri ndi khoa bao vé tim véi ACE-i/ARB va chen beta
duoc quyét dinh boi két luan hoi chan chuyén mon gitra bac si ung thu
va bac si tim mach.

o Bénh nhan van tiép tuc dugc theo doi theo qui trinh nghién ctru cho dén
thoi diém két thuc nghién ciru.

= Cac xét nghiém chi diém sinh hoc t6n thuong co tim bao gém Troponin do
nhay cao (hs-Troponin), NT-proBNP duoc thyc hién tuy theo chi dinh 1am
sang cua bac si chuyén khoa ung thu va tim mach. Qui trinh nghién ctru
khong theo ddi dinh ky céc chi diém sinh hoc ton thuong co tim mot cach
thuong qui.

= Luu d6 nghién ciru dugce trinh bay trong So d6 2.1
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>] yéu té nguy co tim mach
theo HFA-ICOS

Bénh nhan ung thu vii méi : { = Ghi nhan cac yéu té nguy co tim

chan doan, c¢6 ké hoach hoa tri mach va bénh tim mach

phac d6 c6 anthracycline hodc

Thoa tiéu chuan loai trir

= Ghi nhan cic thudc bao vé tim dang

su dung: ACE-i/ARB, chen beta

trastuzumab
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2.8 Phuwong phap phan tich dir li¢u

Dit liéu duoc nhap bang phin mém SPSS phién ban 27.0 (IBM Corp.,
Armonk, NY, Hoa Ky)
Dit liéu dugc phan tich theo phan mém SPSS phién ban 27.0 (IBM Corp.,
Armonk, NY, Hoa Ky) va phin mém R 4.0.3 (R Foundation for Statistical
Computing, Vienna, Ao)
Dit liéu duoc 1am sach va diéu chinh céc sai s6t do nhap liéu. Dit liéu cudi
cung dua vao phan tich bao gom 5.417 két qud siéu dm tim cho mdi thong
s6 nghién ctru LVEF va LV-GLS.
Két qua LVEF va LV-GLS dugc phan tich doc lap, ngoai tuyén, ban tu dong
bdi 2 bac sitim mach. Sai s6 trung binh twong d6i giira hai ngudi thyc hién
duoc xac dinh béng cach so sanh khac biét két qua LVEF va LV-GLS duoc
phan tich boi 2 bac si trén cung mdt tap tin dir liéu DICOM cua mdt bénh
nhan tai mot thoi diém trong nghién ciru. Sai sb trung binh twong dbi giira
hai ngudi thuc hién 1a 3,9% d6i véi LV-GLS va 8,6% d6i véi LVEF.
Mo ta cac dic diém dan sb nghién ctru, voi cac bién lién tuc cé phan phdi
chuan trinh bay dudi dang trung binh + d6 léch chuan, vé6i cac bién phan
loai trinh bay duéi dang tri s6 tuyét ddi (ty 1 phan tram): n (%)
o LVEF duoc phan ting theo 3 mirc: LVEF > 55%, LVEF 50-54%
va LVEF <50%.’
o LV-GLS dugc phéan tang theo 3 muc: LV-GLS < -18% (binh
thuong), LV-GLS -16% dén -18% (giam nhe), LV-GLS > -16%
(giam dang ké).577493
Khac biét ¢6 y nghia duge dinh nghia khi p<0,05, khi d6, gia tri p dugc biéu
thi dudi dang p<0,01, p<0,001, p<0,0001 hay p<0,00001.
Céc phuong phap thong ké ap dung trong nghién ciru nhu sau:
(1) So sanh céc dac tinh co ban ctiia bénh nhan gitta nhoém cé bénh co tim
do hoéa tri va nhom khong cé bénh co tim do hoéa tri v6i phép kiém T

cho bién lién tuc c6 phan phoi chuan, phép kiém Wilcoxon rank sum
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test (Mann-Whitney) cho bién lién tuc khong c6 phan phéi chuan, phép
kiém chi binh phuong cho cac bién nhi gia.

(2) Béi vi s6 lugng bénh nhan nguy co cao trong nghién ctru kh4 it (3 bénh
nhan nhom anthracycline va 2 bénh nhan nhom trastuzumab), nguy co
HFA-ICOS trudc hoa tri duoc chia thanh 2 nhém: nguy co thip va nguy
co trung binh-cao. So sanh dic tinh co ban ctia bénh nhan gitta nhém cé
khong c6 bénh co tim do hoa tri voi cdc nhom bénh co tim do hoéa tri &
nhiéu mirc d6 ning va & cac phan ting nguy co HFA-ICOS khéac nhau
v6i phép kiém T cho bién lién tuc c6 phan phdi chuan, phép kiém
Wilcoxon rank sum test (Mann-Whitney) cho bién lién tuc khéng c6
phan phdi chuan, phép kiém chi binh phwong cho cac bién nhi gia.

(3) Phan tich sy khéac biét c6 ¥ nghia cia LVEF va ALV-GLS bang phép
kiém paired f-test cho ciac nhom doc 1ap & mdi chu ky hoa tri
anthracycline hoic trastuzumab va & cac lan theo déi sau do.

(4) Piém cit ALV-GLS giam tuong d6i >15%* dugc st dung trong phan
tich d6 nhay, d6 dac hi¢u cia ALV-GLS trong du b4do bénh co tim do
hoéa tri muc do trung binh/nang khong triéu chung, trude thoi diém bat
dau ghi nhan giam LVEF xudng mirc <50%.

(5) Kiém dinh vai tro diém HFA-ICOS trong dy bao nguy co bénh co tim
do hoéa tri anthracycline hay trastuzumab mirc d6 trung binh bang hoi
qui da bién logistic diém HFA-ICOS véi cac dic diém hinh anh hoc
chuc nang tim trudc hoa tri.

(6) Tt ca bénh nhan héa tri nhom anthracycline hay trastuzumab phén tang
theo nguy co HFA-ICOS duoc phan tich nguy co xuat hién bénh co tim
do hoa trj theo thoi gian theo doi bang duong biéu dién Kaplan-Meier,
kiém dinh log rank.

(7) Tinh vu viét cua 3 mo6 hinh dy bdo bénh co tim do anthracycline va
trastuzumab murc do trung binh bao gdm mé hinh HFA-ICOS don thuén,
mo hinh ALV-GLS don thuan va mo hinh HFA-ICOS két hop ALV-
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GLS dugc x4c dinh duoc xac dinh dua trén so sanh dic diém duodng
cong ROC qua mo hinh logit.
2.9 Dao dirc trong nghién ctru

Nghién ctru tién hanh voi sy dong ¥ ctia nguodi bénh hoic dai dién hop phap cia
ngudi bénh. Ngudi bénh/dai dién hop phap ngudi bénh c6 quyén nglng tham
gia nghién ciru tai bat ctr thoi diém ndo nao. S lidu thu thap chi sir dung trong
nghién ctru, khong ding vao bat ky muyc dich nao khac va duoc tuan theo qui
dinh bao mat thong tin.
Pay 1a nghién ctru quan sat tién ctiru khong can thiép, nghién ctru vién khong tac
dong vao qui trinh lya chon bénh nhan diéu trj cac thube co nguy co doc co tim
(anthracycline va trastuzumab), khong tac dong vao qui trinh héa tri chuan; do
do, toan bo qua trinh diéu tri cta ngudi bénh khong bi anh hudng. Cac bude tién
hanh xét nghiém va diéu tri dugc tuan theo phac d6 da phé duyét tai bénh vién
Nhan Dan Gia DPinh va bénh vién Ung Budu TP.Hb Chi Minh.
Khi m6t bénh nhan duge xac dinh chan doan bénh co tim do héa tri (bat ké muc
d6 nang), nghién ctru vién chinh s& thong bao dén khoa 1am sang dang quan ly
bénh nhan. Nghién ctru vién khong can thiép vao viéc khoi dong cac thude bao
v€ tim va qui trinh chan do4n bénh co tim do hoa trj tiép theo sau do.
Siéu 4m tim qua thanh ngyc 1a xét nghiém khong xam lan, ngudi bénh khong
phai tra chi phi cho cic lan siéu 4m tim ngoai qui trinh theo d&i thuong qui tai
bénh vién.
Pé tai da dugc thong qua boi Hoi Pong Pao Pc trong nghién ciru Y sinh hoc
Pai hoc Y Dugc Thanh phé H6 Chi Minh s6 230/HDPDD-DHYD ngay 24 thang
03 nam 2020.
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Chwong 3. KET QUA
443 bénh nhan ung thu vii moi chan doan duogc dua vao nghién ctru, trong do, 333
bénh nhan dugc hoa tri 1an dau v6i nhom anthracycline va 110 bénh nhan dugc hoa
tri 1an dau voi trastuzumab. Tong cong 5.417 két qua siéu 4m tim dugc luu trir va
phan tich.
= Thoi gian tuyén bénh: tir 01.10.2020 dén 01.10.2021
= Thoi gian theo ddi bénh dén 31.10.2023

499 bénh nhan ung thw vi hoa trj

anthracycline hoac trastuzumab

13 bé&nh nhén dwoc loai ra
e Chét lwgng hinh anh siéu 4m kém (n=9)
v * Bénhvan tim trung binh/ngng (n=3)

[ 486 bénh nhan ban dau J

\ 4 A 4
Bénh nhan hoa tri Bénh nhan hoa tri
anthracycline (n=357) trastuzumab (n=129)
12 bénh nhin két thic nghién ciru 7 bénh nhan két thic nghién cira
4 chu ky (12 tuln) 18 chu ky (54 tudn)

Rt lai déng thuéin tham gia (n=8)
Bo tri (n=2) *  Botr(n=2)
+  Tiac dung phy thudc khong phai tén thuong co tim (n=2)

Két thuc hoa tri Két thic hoa tri
(n=351) (n=122)

18 bénh nhan két thac nghién ciru
Theo doi 12 thang +  Tir vong lién quan ung thy (n=3) Theo doi 12 thang

Chuyén tuyén tinh theo déi (n=5)

Mat diu (n=10) Mit diu (n=9)

Pwa vao phan tich Dwa vao phan tich

nhom trastuzumab
(n=110)

nhém anthracycline
(n=333)

So @6 3.1 Lwoge dd nghién ciru theo thoi gian

« Ratlai dt’mg thuin tham gia (n=5)

12 b¢nh nhiin két thic nghién cira
Tir vong lién quan ung thur (n=2)

Chuyén tuyén tinh theo dai (n=1)
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3.1 Pic diém chung din sé nghién ctru

100% dan sb nghién ctru 1a nir gioi. Bénh nhan dugc hoa tri trong nhém
anthracycline c6 tudi trung binh thip hon ¢ ¥ nghia so voi nhém trastuzumab (57,8
+ 7,5 so véi 60,2 + 8,3, p=0,005), véi ti 1¢ bénh nhan 16n tudi (=60 tudi) duoc hoa
tri trong hai nhom 1an luot 13 40,8% va 57,3%. Cac dic diém vé giai doan ung thu
cling nhu cac yéu t6 nguy co tim mach trudc hoa tri (ting huyét ap, dai thao duong,
rung nhi, 16i loan lipid mau, béo phi, bénh thdn man) tuong déng gitta nhom bénh
nhan hoa tri anthracycline hay trastuzumab. Trong nghién ctru, chung t6i1 khong ghi
nhan bénh nhan nao co tién cin bénh dong mach vanh man hay tai thong dong mach
vanh. Dya trén cic dic diém lam sang truéc hoa tri, ti 16 bénh nhan hoéa tri
anthracycline hay trastuzumab dugc phan loai nguy co trung binh-cao theo HFA-
ICOS (=2 diém) cling khong c6 su khac bi¢t dang ké. Vi su hién dién phé bién cua
céc yéu td nguy co tim mach trong dan s nghién ctru, nhin chung, khoang 1/4 bénh
nhan trudc hoa tri anthracycline hay trastuzumab duogc st dung ACE-i/ARB, va
khoang 14% bénh nhan (61/443) dugc chi dinh chen beta.

Xét vé chirc nang tam thu that trai trudce hoa tri, mic du tit ca bénh nhan cé
LVEEF binh thuong, 24% bénh nhan nhém anthracycline va 22,7% bénh nhan nhém
trastuzumab dugc ghi nhan c6 LV-GLS giam.

Bang 3.1 Pic diém chung dan s6 nghién ciru

Nhom anthracycline Nhom trastuzumab p
(n=333) (n=110)
Tubi (nim) 57,8+ 17,5 60,2 + 8,3 0,005
Chi s6 khoi co thé (kg/m?) 24,3 +3,3 242 +28 0,775
Loai thudc hoa tri
Doxorubicin, n (%) 265 (79,6)

Epirubicin, n (%) 68 (20,4)
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Nhom anthracycline Nhom trastuzumab p
(n=333) (n=110)

Liéu tich liiy doxorubicin 227,7+ 11,8 khong ap dung
(mg/m?)
Giai doan ung thu va, n (%)
Giai doan 0 -1 11(3,3) 9(8,2) 0,168
Giai doan I1 179 (53,8) 57 (51,8) 0,787
Giai doan I1I 120 (36) 35(31,8) 0,758
Giai doan IV 23 (6,9) 9(8,2) 0,765
Yéu t6 nguy co tim mach trwée héa tri, n (%)
Tudi > 80 0 1(0,9)

7 0,116
Tubi 6579 136 (40,8) 63 (57,3)
Tang huyét ap 218 (65,5) 69 (62,7) 0,717
Dai thdo duong 90 (27) 25 (22,7) 0,453
Rung nhi 4 (1,2) 1(0,9) 0,346
Roi loan lipid mau 132 (39,6) 43 (39,1) 0,532
Béo phi 24(7,2) 5(4.,5) 0,427
Bénh than man 27 (8,1) 10 (9,1) 0,646
Phén ting nguy co HFA-ICOS truéc hoa tri
Nguy co thap 198 (59,5) 60 (54.5) 0,331
Nguy co trung binh-cao 135 (40,5) 50 (45.5) 0,454
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Nhom anthracycline Nhom trastuzumab p

(n=333) (n=110)

Diéu tri cac thuoc tim mach truwéc hoa tri

ACE-i / ARB 79 (23,7) 27 (24.5) 0,9

Chen beta 48 (14,4) 13 (11,8) 0,897

Chirc niing tim thu that trai trwée hoa tri

LVEF (%) 64 + 5 63,6 +5,3 0,474
>55% (n%) 319 (95.8) 104 (94,5) 0,878

50-54% (n%) 14 (4,2) 6 (5,5) 0,678

LV-GLS (%) 18,8 +1,3 18,9 + 1,1 0,469
<-18% (n%) 253 (76) 85 (77.3) 0,565

“16% dén -18% (n%) 72 (21,6) 25(22,7) 0,766

> -16% (n%) 8 (2,4) 0 0,258

3.2 Pong hoc gia tri phin suit tong mau thit trai (LVEF), sirc cing theo chiéu
doc toan thit trai (LV-GLS) trong qua trinh héa tri va 12 thang sau héa tri &
bénh nhin ung thwr vii ¢é yéu té nguy co tim mach
3.2.1 Pong hoc chirc ning thit trai ¢ bénh nhan héa tri anthracycline
Dong hoc LVEF ¢ tit cd bénh nhin héa tri anthracycline
Nhin chung, ¢ 333 bénh nhan héa tri anthracycline, LVEF 6n dinh trong subt
qua trinh hoéa tri va 12 thang theo ddi sau hoa tri. LVEF tai thoi diém két thuc hoa
tri (62,5 + 6 %) va LVEF tai thoi diém két thiic nghién ciru (63,6 + 5,7%) giam
khong ¥ nghia so voi LVEF ban dau (64 + 5%) voi p lan luot 1 0,867 va 0,344
(Biéu d6 3.1).
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Biéu @6 3.2 Pong hoc LVEF & bénh nhin héa tri anthracycline
theo phin ting nguy co HFA-ICOS ban dau
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Xét vé chuc nang tam thu thét trai trudc hoéa tri, LVEF ban dau khong khac
biét gitra hai nhém nguy co HFA-ICOS. Cu thé, LVEF trudc hoa tri anthracycline
& nhom nguy co thap va nguy co trung binh-cao lan luot 1 63,5 + 4,9% va 64,4
+ 5,2%, p=0,232. Sau khi anthracycline dugc khoi tri, LVEF khong thay doi
dang ké giita nhom nguy co thap va nhém nguy co trung binh-cao trong sudt thoi
gian theo ddi nghién ciru. Tai thoi diém 12 thang sau hoa tri anthracycline, LVEF
& nhom HFA-ICOS thip va trung binh-cao 1an luot 13 64,2 + 5,3% va 62,9 +
6,2%, p=0,065 (Biéu db 3.2).

Déng hoc LV-GLS 6 tit cd bénh nhin héa tri anthracycline

-188 18,7 -18,7 185

-18,4 -18,3 -18,4 -18,3 -18,3
-~ Tat ca bénh nhan hoa tri anthracycline
Trube Chu ky 2 Chuky3  Chuky4 3 tuinsau 3 théng 6 théing 9 thing 12 théng
ho4 trj ho4 trj theo ddi theo dai theo doi theo doi

Biéu d6 3.3 Pong hoc LV-GLS & tit ca bénh nhén héa tri anthracycline

O tat ca bénh nhan héa tri anthracycline, LV-GLS giam dan theo thoi gian
trong sudt qua trinh hoa tri va 12 thang theo ddi sau héa tri. LV-GLS bat dau
giam co y nghia so véi gia tri ban dau ké tir chu ky hoéa tri thar 4 (-18,5 + 1,6 so
v6i -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 d6 3.3).
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Dong hoc LV-GLS 6 bénh nhin héa tri anthracycline theo phén ting nguy co
HFA-ICOS ban diu

21% Nguy co HFA-ICOS thip
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Biéu d6 3.4 Pong hoc LV-GLS & bénh nhan héa tri anthracycline
theo phin ting nguy co HFA-ICOS ban dau

Tuong tu LVEF, chirc ning tdm thu that trdi trudc hoa tri danh gia qua LV-
GLS ban dau khong khac biét giira nhém nguy co HFA-ICOS thap va trung binh-
cao (-18,9 + 1,2% so véi -18,7 £ 1,5%, p= 0,18). Tuy nhién, sau khi khéi tri
anthracycline, LV-GLS ¢ nhém nguy co trung binh-cao bat dau thap hon dang
ké so véi nhom nguy co thap tir chu ky anthracycline thir 3 (-18,4 + 1,8% so véi
-18,9 + 1,4%, p=0,006). Khac biét LV-GLS gitta nhém nguy co thap va nguy co
trung binh-cao van dugc duy tri va ngay cang nhiéu hon theo thoi gian theo ddi.
Tai thoi diém két thic nghién ciru, LV-GLS & nhém nguy co trung binh-cao —
(17,8 + 1,5%) thap hon c6 ¥ nghia so v&i nhém nguy co thap (-18,6 + 1,3%),
p<0,00001 (Biéu do 3.4).
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3.2.2 Pong hoc chirc ning thit trai & bénh nhan hoa tri trastuzumab
Déng hoc LVEF ¢ tit cd bénh nhin héa tri trastuzumab

O 110 bénh nhan hoa tri trastuzumab, LVEF 6n dinh trong subt qué trinh hoa
tri va 12 thang theo ddi sau héa tri. So véi thoi diém trude hoa tri, LVEF tai thoi
diém két thuc hoa tri (62,3 + 4,6% so véi 63,6 + 5,3%, p=0,459) va LVEF tai
thoi diém két thic nghién ciru (64,5 + 4,9% so véi 63,6 + 5,3%, p=0,151) giam
khong ¥ nghia (Biéu d6 3.5).
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Biéu dd 3.5 Pong hoc LVEF & tit ca bénh nhén héa tri trastuzumab

Dong hoc LVEF ¢ bénh nhin héa tri trastuzumab theo phin tang nguy co
HFA-ICOS ban diu

Phén tang nguy co HFA-ICOS khong dan dén sy khac biét vé bién thién LVEF
giita nhém nguy co thap va nhém nguy co trung binh-cao trong sudt thoi gian
theo doi nghién ctru, véi LVEF ban dau & hai nhom tuong tu nhau (lén luot 1a
62,6 + 4,5% va 64,7 + 6%, p=0,071). Pén thoi diém 12 thang sau hoa tri
trastuzumab, & nhoém nguy co trung binh-cao, LVEF (64,8 + 5,1%) cling khong
thay d6i c6 ¥ nghia so voi LVEF ban dau (64,7 + 6,0%), p=0,823.

64,5
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Tai thoi diém két thuc nghién ctru, LVEF & nhom nguy co HFA-ICOS thap va
trung binh-cao khong c6 su khac biét mang y nghia thong ké (64,2 + 4,7% so véi

64,8 + 5,1%, p=0,511).
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Biéu @6 3.6 Pong hoc LVEF & bénh nhin héa tri trastuzumab
theo phin ting nguy co HFA-ICOS ban dau

Déng hoc LV-GLS 6 tit cdi bénh nhan héa tri trastuzumab

Pong hoc LV-GLS dién tién gan nhu khong thay d6i ¢ cac thoi diém siéu 4m
tim theo doi. Tai thoi diém két thuc héa tri va két thac nghién ciru, LV-GLS déu
giam khong ¢ ¥ nghia thong ké so véi thoi diém ban dau (lan lugt 13 -18,7 +
1,1% so véi -18,9 + 1,1%, p=0,283 va -18,6 + 1,1% so véi -18,9 + 1,1%,
p=0,423) (Biéu d6 3.7).
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Bicu do 3.7 Pong hoc LV-GLS & tat ca bénh nhan héa trj trastuzumab
Dong hoc LV-GLS 6 bénh nhdn hoa tri trastuzumab theo phdn tang nguy co
HFA-ICOS ban dau
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Biéu @6 3.8 Pong hoc LV-GLS & bénh nhéin héa tri trastuzumab
theo phin ting nguy co HFA-ICOS ban dau
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Trastuzumab khong lam thay d6i ddng ké LV-GLS & nhém bénh nhan nguy
co trung binh-cao. Tai thoi diém trudc hoa tri, LV-GLS nhém nguy co trung binh-
cao (-18,4 + 1,0%) thap hon dang ké so véi nhom nguy co thap (-19,2 + 1,1%,
p<0,0001). Tuy nhién, dién tién LV-GLS ¢ nhém nguy co trung binh-cao van 6n
dinh trong 18 chu ky hoa tri trastuzumab cho dén thoi diém két thiic nghién ciru.
Tai thoi diém két thuc nghién ctiru, LV-GLS & nhém nguy co trung binh-cao duoc
ghinhan (-18,1 + 1,1%) twong tu LV-GLS trudc hoa tri (-18,4 + 1,0%, p=0,532).

3.3 Tan suit, mirc d9 ning va thoi diém xuit hién bénh co tim do héa tri

3.3.1 Tan suat, mirc d ning va thoi diém xuat hién bénh co tim do hoéa tri
anthracycline

Tan sudt va phan bé mivc dé néing bénh co tim do anthracycline

Bénh co tim do hod trj
mire d§ trung binh (n=24)
7.2%

Khing bénh co tim do ho4 trj
anthracycline Bénh co tim do ho4 tri
(n=291) anthracycline (n=42)
87,4% ~
“ Bgnh co tim do hod trj

mire dj nhe (n=18)
54%

Biéu d0 3.9 Tan suit bénh co tim do anthracycline trong théi gian nghién ciru
Trong 333 bénh nhan hoéa trj anthracycline, 42 bénh nhan (12,6%) xuét hién
bénh co tim do hoa tri khéng trigu chirng trong sudt thoi gian nghién ctru. Trong
do, bénh co tim do hoda tri mirc do trung binh va bénh co tim do hoéa tri mirc do
nhe chiém ti 1¢ 1an luot 1a 7,2% va 5,4%. Bénh co tim do héa tri mirc d6 ning

khong c6 truong hop nao dugc ghi nhan.
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T4t ca 24 bénh nhan c6 bénh co tim do anthracycline trung binh, khong triéu
ching déu thoa tiéu chuan “giam LVEF >10% (gia tri tuyét ddi) so véi gia tri
ban dau xudng mirc LVEF 40-49%”.

Diic diém vé thoi diém xudt hign bénh co tim do anthracycline theo cdc mirc
do nang

Xét vé thoi diém xuét hién bénh co tim do hoa tri anthracycline, nhin chung,
80,9% bénh co tim do héa trj xut hién sau khi két thiic héa tri, véi ti 1& chan doan
cao nhét tai thoi diém theo ddi thang thur 3 (40,5% cac truong hop bénh co tim
do hoa tri). Chi 19,1% bénh co tim do anthracycline xay ra trong qué trinh hoa
tri, voi sb truong hop ¢ chu ky hoa tri 2, 3, 4 lan lugt 14 6, 0 va 2.

Xét vé phan bd mic do nang bénh co tim do hoa tri anthracycline theo thoi
gian, trong 24 bénh nhan duoc chan doan bénh co tim do hoa tri mirc do trung
binh, 79,2% trudong hop duoc phat hi¢n sau két thuc hoa tri. Mic du bénh co tim
do hoa tri anthracycline mirc d6 trung binh c6 thé xuét hién tai bat ctr thoi diém
nao, ti 1¢ bénh nhan duoc chan doan & 1an siéu Am tim thang tha 3 va thir 9 sau
héa trj chiém ti ¢ cao nhat, 1an lugt 13 41,6% va 25%.

Ddi véi bénh co tim do anthracycline muc d6 nhe, 83,3% bién ¢ cling dugc

ghi nhan sau khi két thic hoa tri.
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trudng hop
Chu ky 2 Chu ky 4 Theo ddi3 thang Theo ddi 6 thing Theo ddi 9 thing Theo ddi 12 thing
Bénh co tim do anthracycline (t(‘mg) ~+—Bénh co tim do anthracycline mirc d§ nh¢ —e=Bénh co tim do anthracycline mirc d¢ trung binh
Tin suit bénh co tim mirc d) trung binh Tén suét bénh co tim mire d) nhe
theo thoi gian (n=24) theo thoi gian (n=18)
= Trong qua trinh hoatrj = 12 thang sau hoa tri Trong qué trinh hoatri = 12 thang sau hod trj

Biéu @6 3.10 Phén b6 thoi diém xuit hién bénh co tim do anthracycline theo
mirc d9 ning (A) va tan suit bénh co tim mirc d9 nhe - trung binh

theo thoi gian (B)
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Dong hoc LVEF ¢ bénh nhédn bénh co tim do anthracycline theo cdac mirc dj

nang
75
70
65 o 635 637 63.5 63,9 64 63.8 .4
64,1 — ¢ — S
62,5 3
61,7
o 60,6 : . .
58,8 58,7 5
* 58,3 : 57.8 58.5
55
% % % *
50
45 *p=0,016
##p<0,001 _. Khongbénhcotimdo C6 bénh co tim do
’ anthracycline anthracycline
40
Truée Chuky2 Chuky3 Chuky4  3tudnsau 3 thing 6thang 9 thing 12 théng
ho4 tri hod tri theo ddi theo déi  theo déi theo déi

Biéu @6 3.11 Pong hoc LVEF theo nh6m bénh nhan khong ¢é bénh co tim
va c6 bénh co tim do anthracycline

Khi so sdnh gitta nhom b¢énh nhan khong c6 va cé bénh co tim do
anthracycline, mac du LVEF ban dau twong tu nhau, nhung ké tir chu ky hoa tri
thir 4, LVEF ¢ bénh nhan c6 bénh co tim do anthracycline thap hon c¢6 ¥ nghia
va LVEF giam kéo dai cho dén két thuc nghién ctru. Sau 12 thang két thuc hoa
tri, LVEF ¢ nhom c6 bénh co tim do anthracycline (58,5 + 7,7%) th?ip hon c6 y
nghia théng ké so vi nhom khong c6 bénh co tim (64,4 + 5,0%, p<0,001).

Khi theo doi dong hoc LVEF ¢ bénh nhan ¢ bénh co tim do anthracycline véi
cac muc do nang khac nhau, nhém bénh co tim do hoa tri anthracycline mic do
nhe duoc ghi nhan c6 LVEF sau héa tri khong thay dbi ¢ ¥ nghia so voi LVEF
ban dau. Tuy nhién, nhom bénh nhan bénh co tim do hoéa tri mic do trung binh
c6 LVEF sau khi két thuc hoéa tri (55,5 + 9,4%) va LVEF sau két thic theo doi
(53,6 + 5,2%) déu thap hon dang ké so v6i LVEF ban dau (63,5 + 4,6%) (Biéu
dd 3.12-A).
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Biéu @6 3.12 Pong hoc LVEF trong bénh co tim do anthracycline

theo cac mirc d§ ning
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O duong biéu dién dong hoc LVEF, nhom bénh nhan bénh co tim do
anthracycline muc do trung binh ¢c6 LVEF hon dang ké so véi nhém khong co
bénh co tim bat dau tir chu ky 4 (58,5 + 8% so v6i 63,5 + 5,5%, p = 0,003), mic
du LVEF trudc hoéa tri twong duong gitta hai nhém. Sau khi bénh co tim do
anthracycline mtrc d9 trung binh dugc chan doan va khai dong diéu tri ndi khoa
bao v¢ tim, LVEF nhom bénh nhan nay & thoi diém két thuc nghién ctru van thép
hon déng ké so véi nhom bénh nhan khong c6 bénh co tim (53,6 + 5,2% so véi
64,4 + 5,0%, p<0,00001).

Dong hoc LV-GLS 6 bénh nhén bénh co tim do anthracycline theo cdc mirc dj

ndng

-+ Khong bénh co tim do anthracycline —s- C6 bénh co tim do anthracycline

*p<0,01
+4p<0,001

Trudc Chu ky 2 Chu ky 3 Chuky 4 3 tufin sau 3 théng 6 thang 9 thing 12 théng
hod trj hod trj theo déi  theo ddi theo ddi theo ddi

Biéu d6 3.13 Pong hoc LV-GLS theo nhém bénh nhan
khong c6 bénh co tim va c6 bénh co tim do anthracycline
O nhém bénh co tim do anthracycline (bat ké mirc d6 nang), LV-GLS giam c6
¥ nghia so véi nhom khong c6 bénh co tim chi sau 1 chu ky hoa trj du tién (-18
+ 2,2% so v6i -18,8 + 1,43%, p<0,01). Cho dén thoi diém két thiic nghién ciru,
LV-GLS & nhém bénh co tim do anthracycline van duy tri thip hon dang ké so
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v6i nhém khong ¢6 bénh co tim (-16,7 + 2% so voi

(Biéu d6 3.13).

_18,5 + 1,16%, p<0,001)
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Biéu d6 3.14 Pong hoc LV-GLS trong bénh co tim do anthracycline

theo cac mirc d§ ning
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Vi tac dong cua anthracycline, LV-GLS ¢ tAt ca bénh nhan hoa tri (bét ké co
hay khong c6 bénh co tim) déu giam dang ké & thoi diém két thiic hoa tri so véi
thoi diém ban dau. Cu thé, ¢ bénh nhéan bénh co tim do héa tri mirc do nhe, so
v6i LV-GLS ban dau (19,2 + 1,7%), LV-GLS sau két thuc hoa tri (-17,8 + 1,8%,
p<0,001) va sau két thuc theo ddi (-17,9 + 1,7%, p<0,00001) déu thap hon c6 y
nghia (Biéu do 3.14-A)

Bién thién thay d6i LV-GLS theo thoi gian giita nhém khong c6 bénh co tim,
nhom bénh co tim do anthracycline nhe va nhom bénh co tim do anthracycline
mirc do trung binh c6 sy khac biét ré rang hon LVEF. O nhom bénh nhan c6 bénh
co tim do anthracycline mtrc d¢ trung binh, LV-GLS gidm c6 y nghia so vdi nhom
khong c6 bénh co tim tir chu ky hoa tri tha 2 (-17,5 £ 1,5% so voi -18,8 + 1,43%,
p<0,00001). Cho dén thoi diém 12 thang sau két thuc hoa tri, LV-GLS van tiép
tuc gidm c6 y nghia so vi nhém khong cé bénh co tim (-15,5 + 1,5% so véi -
18,5 + 1,16%, p<0,00001) (Biéu d6 3.14-B).

3.3.2 Tan suat, mirc d9 ning va thoi diém xuat hién bénh co tim do hoa tri
trastuzumab

Tan sudt va phan bé mivc dé néing bénh co tim do trastuzumab

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

Bénh co tim do hod tri

mirc dj trung binh (n=7)

6,4%
Bénh co tim do hod tri

trastuzumab (n=13)
11,8%
mirc dj nhe¢ (n=6)
54%

Biéu d6 3.15 Tan suit bénh co tim do trastuzumab trong thoi gian nghién ciru
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Trong 110 bénh nhan hoéa tri trastuzumab, 13 bénh nhan (11,8%) xuét hién
bénh co tim do hoa tri khéng trigu chirng trong sudt thoi gian nghién ctru. Trong
do, bénh co tim do hoa tri mirc do trung binh va bénh co tim do hoéa tri mirc do
nhe chiém ti 1¢ 1an lugt 12 6,4% va 5,4%. Bénh co tim do héa trj trastuzumab mirc
dd nang khong dugc ghi nhan. Phac dd hoa tri & tat ca bénh nhan déu khong co
anthracycline.

Tat ca 7 bénh nhan c6 bénh co tim do trastuzumab muc d6 trung binh khong
triéu chimg déu thoa tiéu chudn “giam LVEF >10% (gia tri tuyét d6i) so véi gia
tri ban dau xuéng mirc LVEF 40-49%”.

Diic diém vé thoi diém xudt hién bénh co tim do trastuzumab theo cic mivc dé
nang

Xét vé thoi diém xuét hién bénh co tim do hoéa tri trastuzumab, 100% bénh co
tim do hoa tri xuat hién rai rac trong qua trinh hoa tri, voi ti 1€ chan doan cao nhat
trong 3 thang dau st dung trastuzumab (69,2% céc trudng hop bénh co tim do
hoa tri). Bénh co tim do hoa tri trastuzumab duoc chan doan & thang 3-6, thang
6-9, thang 9-12 c6 tan suat thap hon, lan luot chiém 15,4%, 7,7% va 7,7%.

Xét vé phan bd murc d6 nang bénh co tim do hoéa tri trastuzumab theo thoi gian,
néu bénh co tim muc d6 nhe chi duge ghi nhan trong 6 thang dau, bénh co tim
mirc d6 trung binh c6 thé dugc ghi nhan trong sudt thdi gian bénh nhan sir dung
trastuzumab. O 7 bénh nhan c6 bénh co tim héa tri trastuzumab muic d6 trung
binh, 57,1% (4/7 bénh nhan) dugc chan doan trong 3 thang dau tién khoi ¢au hoa

tri.
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5
4
3
2 .
1
0 \
0-3 thang 3-6 thang 6-9 thang 9-12 théng Sau hoa tri
+-Bénh co tim do trastuzumab (l(")ng) Bénh co tim do trastuzumab mirc d§ nh¢ —e=Bénh co tim do trastuzumab mire d¢ trung binh
B
Tén suit b¢nh co tim mire ) trung binh Tén suéit b¢nh co tim mirc 49 nhe
theo thoi gian (n=7) theo thoi gian (n=6)
100% 100%
Trong qué trinh héa tri = Sau 12 thang sau héa tri Trong qué trinh héa tri = Sau 12 thang sau hoa trj

Biéu d0 3.16 Phan bo thoi diém xuat hién bénh co tim do trastuzumab theo mirc
dd ning (A) va tan suit bénh co tim mirc @9 nhe-trung binh theo thoi gian (B)
Dong hoc LVEF 6 bénh nhdn bénh co tim do trastuzumab theo cac mirc dj
nang
Khi so sanh dong hoc LVEF theo thoi gian gitta nhém bénh nhan khong co
bénh co tim va nhom ¢ bénh co tim, mic du LVEF ban dau tuong tu nhau (1an

luot 1a 64 + 5,1% va 60,6 + 6%, p=0,075), nhung ké tir sau chu ky hoéa tri
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trastuzumab thtr 5, LVEF & bénh nhéan c6 bénh co tim do trastuzumab thap hon
c6 y nghia (58,5+ 5,4% va 64,8 £+ 4,9%, p<0,001) va LVEF chi giam théang qua
cho dén sau chu ky trastuzumab thir 12 (58,2+ 6,3% va 61,6 + 4,2%, p<0,05)
(Biéu d6 3.17).
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Biéu @6 3.17 Pong hoc LVEF theo nhém bénil nhén
khong c6 bénh co tim va c6 bénh co tim do trastuzumab

Nhin chung, héa tr trastuzumab khong anh huong dang ké LVEF trong nghién
ctru, bat ké bénh nhan c6 hay khong c6 bénh co tim va bat ké muac do nang bénh
co tim. Cu thé, & nhém bénh co tim do hoa tri mirc do trung binh, LVEF ban dau,
sau két thiic hoa tri va thoi diém 12 thang sau d6 1an luot 1a 59,7 + 6,5%, 59,6
+ 4.8%, 59,7 + 3,6% (Biéu d6 3.18-A).

Khi phan tich vé dong hoc LVEF theo 18 chu ky hoa tri trastuzumab va 12
thang theo doi sau do, khac voi anthracycline, & nhom bénh co tim do
trastuzumab muc d6 trung binh, LVEF ¢6 giam thap hon so v&i nhom khong c6
bénh co tim va nhom c6 bénh co tim muc d§ nhe, nhung LVEF giam dang ké
thoéang qua va c6 xu huéng phuc héi nhanh. Tai thoi diém két thuc nghién ciru,

so voi LVEF ¢ nhom khong c6 bénh co tim (64,8 + 4,8%), LVEF ¢ nhom bénh
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co tim muc do nhe va bénh co tim mtrc do trung binh déu khac biét khong dang

ké, 1an luot 1a 65 + 4,6% (p=0,532) va 59,7 + 3,6% (p=0,091) (Biéu d6 3.18-B).
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Biéu d6 3.18 Pong hoc LVEF trong bénh co tim do trastuzumab

theo ciac mirc d§ ning
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Dong hoc LV-GLS 6 bénh nhdn bénh co tim do trastuzumab theo cac mirc dj
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Biéu d6 3.19 Pong hoc LV-GLS theo nhém bénh nhan
khong c6 bénh co tim va c6 bénh co tim do trastuzumab

Khi so sanh dong hoc LV-GLS gitra nhém bénh nhan c6 va khéng c6 bénh co
tim do trastuzumab, mic du LV-GLS tai thoi diém trude héa tri tuong tu nhau
(lan luot 14 -19,2 + 1,2% va -18,8 + 1,1%, p=0,298), LV-GLS ¢ nhém c6 bénh
co tim do trastuzumab bat dau giam c6 y nghia tir sau 2 chu ky héa trj trastuzumab
dau tién (-15 + 10,5% so voi -18,9 + 1,2%, p<0,0001). Giam LV-GLS & bénh
nhan c6 bénh co tim do trastuzumab dién tién théang qua, véi LV-GLS ké tir sau
chu ky trastuzumab thir 13 phuc hoi va khong khac biét ¢ ¥ nghia so voi nhém
khong c6 bénh co tim cho dén thoi diém két thic nghién ctru (-18,2 + 1,5% so
v6i -18,7 + 1%, p=0,278) (Biéu d 3.19).
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Biéu @6 3.20 Pong hoc LV-GLS trong bénh co tim do trastuzumab

theo cac mirc d§ ning
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Mic du trastuzumab khong 1am gidam dang ké LVEF & bénh nhén c6 hay khong
c¢6 bénh co tim, nhung LV-GLS giam dang ké va giam kéo dai & bénh nhan co
bénh co tim do trastuzumab, ngay ca khi bénh co tim & mic dd nhe. Cu thé, &
nhém bénh co tim do trastuzumab méc do nhe, LV-GLS & thoi diém két thic
nghién ctru thap hon dang ké so véi thoi diém ban dau, -19,2 + 1,1% so vé6i -19,6
+ 1,3%, p=0,048. O nhom bénh co tim do trastuzumab mirc d6 trung binh, LV-
GLS ¢ thoi diém két thuc hoa tri cang thap hon so véi trude hoa tri, -17,2 + 1,2%
so voi -18,9 + 1,2%, p <0,001 (Biéu d6 3.20-A).

O nhém bénh co tim mic do trung binh, LV-GLS giam sém hon (tir chu ky 3
trastuzumab) va giam kéo dai, bat ké LVEF ¢6 phuc hdi. 91,7% bénh co tim do
trastuzumab murc d6 trung binh ¢6 LV-GLS giam twong dbi >15% trudc khi
LVEF giam xudéng murc dudi 50%. Tai thoi diém két thuc nghién ciru, LV-GLS
¢ nhom bénh co tim do trastuzumab muc d trung binh dugc ghi nhan (-17,2
+ 1,2%) th?ip hon déng ké so véi nhom khong bénh co tim (-18,7 + 1%), p <0,01
(Biéu do 3.20-B).

3.4 Gia tri du bao bénh co tim do anthracycline va trastuzumab khong tri¢u
chitng mirc d9 trung binh ciia LV-GLS & bénh nhéan ung thw vii ¢6 yéu to
nguy co’ tim mach

Gia tri du bao bénh co tim do anthracycline va trastuzumab khong triéu chung
murc d6 trung binh (v6i tiéu chuan chan dodn bat budc c6 LVEF <50%) ctia ALV-
GLS duoc hiéu chinh voi cac yéu t6 nguy co tim mach trudc hoa tri (diém HFA-
ICOS).



3.4.1 Xac dinh yéu té dw bao bénh co tim do anthracycline mirc d§ trung

binh khong triéu chirng

Vai tro cia diém HFA-ICOS (yéu té nguy co tim mach) truéc héa tri

anthracycline

Biang 3.2 Khac biét cac yéu to nguy co 1am sang truéce héa tri giira

bénh nhan khong c¢6 bénh co tim do anthracycline va bénh nhan cé

bénh co tim do anthracycline mirc d trung binh khong triéu chirng

Khong c6

bénh co tim

Bénh co tim do anthracycline p

miurc do trung binh

(n=291) khong tri¢u chirng (n=24)

Tubi (nim) 579+175 58,7+ 7,1 0,9278
Chi s6 khdi co thé (kg/m?) 24,3 + 3,3 256 +4,2 0,124
Giai doan ung thu va, n (%)
Giai doan 0 - I 11 (3,8) 0(0)
Giai doan I1 156 (53,6) 12 (50)

0,087
Giai doan III 107 (36,8) 7(29,2)
Giai doan IV 17 (5,8) 5(20,8)
Yéu t6 nguy co tim mach trwée héa tri, n (%)
Tudi 65 — 79 118 (40,5) 10 (41,7) 0,817
Tang huyét ap 188 (64,6) 17 (70,8) 0,075
Dai thdo duong 80 (27,5) 4 (16,7) 0,123
Rung nhi 3 (1,0) 1(4,2) 0,02
Réi loan lipid mau 113 (38,8) 10 (41,7) 0,431
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Khong c6 Bénh co tim do anthracycline p
bénh co tim miurc do trung binh

(n=291) khong tri¢u chirng (n=24)

Béo phi 21(7,2) 3(12,5) 0,001

Bénh than man 18 (6,2) 9 (37,5) 0,001

Phén ting nguy co HFA-ICOS truée hoa tri, n (%)

Nguy co thip 176 (60,5) 7(29,2)
0,01
Nguy co trung binh-cao 115 (39,5) 17 (70,8)
Piéu tri cic thudc tim mach trwée héa tri, n (%)
ACE-i/ ARB 67 (23) 4 (16,7) 0,858
Chen beta 41 (14,1) 7(29,2) 0,123
Chirc niing tim thu that trai trwée hoa tri
LVEF (%) 64 +5 63,5 + 4,6 0,401
>55% (n%) 278 (95,5) 21 (87,5) 0,723
50-54% (n%) 13 (4,5) 3(12,5) 0,657
LV-GLS (%) -18,8 £ 1,2 -18,9 + 1,7 0,467
>18% (n%) 223 (76,6) 15 (62,5) 0,344
16%-18% (n%) 61 (21,0) 8 (33.,3) 0,524
<16% (n%) 7(2,4) 1(4,2) 0,064

Khi phan tich su khac biét cac yéu t6 1am sang trude hoa tri, nhém bénh

nhan khong c6 bénh co tim va bénh co tim do anthracycline mirc d¢ trung
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binh khong c6 sy khac biét vé tudi, chi sb khéi co thé, giai doan ung thu
vi, chirc nang tAm thu that trai ban dau (LVEF va LV-GLS), ciing nhu céac
diéu trj ndi khoa bao vé tim.

Khac biét duy nhat giita nhém khong cé bénh co tim va nhom cd bénh
co tim do anthracycline murc d9 trung binh 1a cac yéu t6 nguy co tim mach
truéc hoa tri. Cu thé, nhdm bénh co tim do anthracycline mirc do trung
binh co6 ti 1€ rung nhi, béo phi va bénh than man cao hon. Chinh vi thé, da
) (70,8%) bénh nhan xuét hién bénh co tim mutc do trung binh trong qua
trinh theo ddi c6 phan tang nguy co HFA-ICOS ban dau trung binh-cao.
Nguoc lai, da sb (60,5%) bénh nhan khong c¢6 bénh co tim dugc phan téng
HFA-ICOS ban dau thap.

p=0,001
0.154

0.054

Xdc sudt bénh co tim do hod tri anthracycline
mire d§ trung binh

0.001

T T

Truéchofitrj Chuky 2 Chuky3 Chaky4 3 tudn sau 3 thing sau 6 thing sau 9 thing sar 12 thing sau

hoa trj hoa trj hoa trj hoa trj hoa trj
Nguy co thip Nguy co trung binh-cao
Nguy co thip
Dién sb nguy co 198 198 198 198 195 194 193 191 191
Bién ¢é 0 0 0 0 3 4 5 7 7
Nguy ¢o trung binh-cao
Din s6 nguy cor 135 132 132 131 125 125 125 121 119
Bién cb 0 3 3 4 10 10 10 14 16

Biéu dd 3.21 Puong cong Kaplan-Meier du doin nguy co bénh co tim do

anthracycline mirc d9 trung binh theo phan ting HFA-ICOS ban dau
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Piém HFA-ICOS trudc hoa tri khéng dinh vai tro ti€n doan bénh co tim
do anthracycline murc d6 trung binh bang dudng cong Kaplan-Meier sb ca
bénh co tim tich luy trong qua trinh theo ddi. Puong biéu dién cta nhém
nguy co HFA-ICOS trung binh-cao tach biét soém tir sau chu ky 2, va bénh
nhan duoc phan ting nguy co HFA-ICOS trung binh-cao c6 nguy co bénh
co tim do hoa tri cao hon dang ké so voi bénh nhan dugc phan do HFA-
ICOS thap tai thoi diém ban dau (p=0,001) (Biéu do 3.21).

Vai tro ciia ALV-GLS trong qua trinh héa tri anthracycline

O 24 bénh nhan c6 bénh co tim do anthracycline trung binh, khong triéu
ching, 100% bénh nhan thoa tiéu chuan “giam LVEF >10% (gia tri tuyét
d61) so voi gié tri ban dau xudng mirc LVEF 40-49%”.

Duya trén thay d6i ALV-GLS tuong d6i so v6i gia tri ban dau, nghién
ctru chung t61 ghi nhan 21/24 trudng hop bénh co tim do anthracycline mure
d6 trung binh c6 giam ALV-GLS >15% trudc khi LVEF giam <50%. Giam
tuong doi giam ALV-GLS >15% c6 d0 nhay 87,5% va d0 dac hiéu 93,2%,
gia tri tién dodn duong 50%, gié tri tién doan am 99% trong du bao bénh
co tim do anthracycline muc d6 trung binh khong triéu chiig (Bang 3.3).

Bang 3.3 D¢ nhay va d¢ dac hiéu ctiia ALV-GLS trong du bao bénh

co tim do anthracycline mirc d§ trung binh khong tri¢u chirng

Bénh co tim do anthracycline

murc do trung binh

Co6 (n) Khong (n)
Giam C6 (n) 21 21
ALV-GLS >15%  Khong (n) 3 288

Vai tro phéi hop diém HFA-ICOS véi ALV-GLS
Khi diém HFA-ICOS trudc hoa tri va bién thién LV-GLS trong hoa tri
1a cac yéu t6 dugce ching minh c6 kha ning du bao t6t bénh co tim do

anthracycline mirc dg trung binh khong triéu chirng, chung t6i so sanh hi¢u
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suat chan doan cia timg yéu t6 doc 1ap va phdi hop hai yéu t6 bang dién
tich duéi dudng cong AUC cho 3 mé hinh: (1) diém HFA-ICOS > 2 trudc
hoa tri, (2) ALV-GLS giam tuong d6i > 15% so véi gia tri ban dau tai cac
lan siéu 4m tim theo qui trinh nghién ctru, va (3) phéi hop diém HFA-

ICOS v61 ALV-GLS.

Puwong cong ROC so sanh 3 mé hinh

P g —— M5 hinh 1 (HFA-ICOS) c6 AUC = 0,66
g —— M5 hinh 2 (A LV-GLS >15%) c¢6 AUC = 0,93
s —— M5 hinh 3 (HFA-ICOS + A LV-GLS >15%) ¢6 AUC = 0,91

.0 0.2 0.4 0.6 0.8 1.0
1 — D§ diic hidu (dwong tinh gid)
Biéu d6 3.22 Pic diém dwong cong ROC trong cic md hinh du bso
bénh co tim do anthracycline mirc dj trung binh

Mo hinh chi dua trén diém HFA-ICOS c6 d6 nhay 70,8%, do dic hiéu
61,8% va AUC = 0,66 (KTC 95% 0,61 — 0,71); mo hinh chi dua trén ALV-
GLS c6 do nhay 87,5%, d¢ dac hi¢u 93,2% véi AUC = 0,93 (KTC 95%
0,89 — 0,96); md hinh két hop c6 do nhay 62,5%, do dic hiéu 98,4% vai
AUC = 0,91 (KTC 95% 0,84 — 0,97) trong du bdo bénh co tim do
anthracycline mirc d¢ trung binh. Phdi hgp thém diém HFA-ICOS khong
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1am cai thién d6 chinh xac chan doan bénh co tim do anthracycline murc do
trung binh khong tri¢u ching cia ALV-GLS.
3.4.2 Xac dinh yéu t6 du bio bénh co tim do trastuzumab mirc d9 trung

binh khong triéu chirng
Vai tro cia diém HFA-ICOS (yéu té nguy co tim mach) truéc héa tri
trastuzumab

Khi so sanh cac dic diém 1am sang trudce hoa tri & bénh nhan khong co
bénh co tim va bénh co tim do trastuzumab muc do trung binh, chi c6 cac
yéu t6 nguy co tim mach c6 sy khac biét c6 y nghia giita hai nhém. Nhom
bénh nhan ¢ bénh co tim do hoda tri muc dd trung binh c¢o ti 1€ o tudi 65-
79 tudi nhiéu hon, ti 18 rung nhi va bénh than man cao hon dang ké. Chinh
vi thé, hau hét (85,8%) bénh co tim do trastuzumab murc d6 trung binh c6
phan tﬁng HFA-ICOS ban dau ¢ muc trung binh-cao, nguoc lai, da sb
(54,6%) bénh nhan khong c¢6 bénh co tim dugc phan tﬁng HFA-ICOS ban
dau ¢ murc thap, p=0,007.

Céac dic diém vé giai doan ung thu va va chitc ning tim thu that trai
trude hoa tri (LVEF va LV-GLS) khong khéc biét gitta bénh nhan c6 hay

khong c6 bénh co tim do trastuzumab

Biang 3.4 Khac biét cac yéu to nguy co 1am sang truéce hoa tri giira
bénh nhan khong c¢6 bénh co tim do anthracycline va bénh nhan cé

bénh co tim do trastuzumab mirc d§ trung binh khong tri¢u chirng

Khong c6  Bénh co tim do trastuzumab p
bénh co tim mirc dj trung binh
(n=97) khong tri¢u chirng (n=7)
Tubi (nim) 60,5 + 7.9 60,7 + 11,1 0,953

Chi s6 khoi co thé (kg/m?) 24,2 + 2,9 24,1 +2.7 0,904
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Khong c6  Bénh co tim do trastuzumab p
bénh co tim mirc do trung binh
(n=97) khong tri¢u chirng (n=7)

Giai doan ung thu va, n (%)

Giai doan 0-I 7(7,2) 1(14,2)
Giai doan I1 50 (51,5) 3(42,9)

0,123
Giai doan III 31 (31,9) 3(42,9)
Giai doan IV 9(9.4) 0 (0)
Yéu t6 nguy co tim mach truwéce héa tri, n (%)
Tudi 65 — 79 48 (49,5) 4 (57,1) 0,006
Tang huyét ap 61 (62,9) 4 (57,1) 0,234
Dai thdo duong 21 (21,6) 3(42,9) 0,123
Rung nhi 0 (0) 2 (28,6) 0,001
Réi loan lipid mau 39 (40,2) 3 (42,9) 0,431
Béo phi 4 (4,1) 0 (0) 0,354
Bénh than man 9(9,3) 1(14,2) 0,045
Phén ting nguy co HFA-ICOS truée hoa tri, n (%)
Nguy co thip 53 (54,6) 1(14,2)

0,007
Nguy co trung binh-cao 44 (45.4) 6 (85,8)

Diéu tri cac thudc tim mach truwéc héa tri, n (%)

ACE-i/ ARB 25 (25,8) 2 (28.5) 0,455
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Khong c6  Bénh co tim do trastuzumab p
bénh co tim mirc do trung binh
(n=97) khong tri¢u chirng (n=7)
Chen beta 12 (12,4) 1(14,2) 0,543
Chirc niing tim thu that trai trwée hoa tri
LVEF (%) 64 £5,1 59,7+ 6,5 0,136
>55% (n%) 94 (96,9) 7 (100) 0,316
50-54% (n%) 33,1 0 (0)
LV-GLS (%) -18,8 £ 1,1 -18,9 + 1,2 0,914
>18% (n%) 74 (76,3) 6 (85,8)
0,28
16%-18% (n%) 22 (22,7) 1(14,2)
<16% (n%) 0 (0) 0 (0)

Vai tro ti€n doan bénh co tim do trastuzumab muc dd trung binh cua

diém HFA-ICOS trudc hoa tri duoc khang dinh bang duong cong Kaplan-

Meier s6 ca bénh co tim tich luy trong qué trinh theo ddi. Pudng biéu dién

cua nhom nguy co HFA-ICOS trung binh-cao tach biét sém tur sau chu ky

3, va bénh nhan dugc phan tang nguy co HFA-ICOS trung binh-cao ¢

nguy co bénh co tim do hoa tri cao hon déng ké so véi bénh nhan duoc

phan loai HFA-ICOS thap & thoi diém trude héa tri (p=0,036) (Biéu dd

3.23).
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0.101

mirc d§ trung binh

0.054

£

Xidc suat bénh co tim do hoa tri trastuzumab

0.00+
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Trwée hod tri 2 »

Nguy co' 'hép

Diin s6 nguy co 58 58 58
Bién c6 0 0 0

Nguy co trung binh-cao

Dan s6 nguy co 52 52 50

Bién cé 0o o0 2

57

1

49

3

57

1

49

3

Nguy co thip
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3
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49

3

57
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4

57

48 48

4

57

4

S6 chu ky hos tri

Nguy co trung binh-cao

57

47

5

57

47

5

57

47

5

57

47

5

57

46

6

16 17 18 3 3 6 9 12
tuan

S6 théng theo ddi sau hod tri

46 46 46 46 46 46 46 46

6 6 3} 6 6 6 6 6

Biéu d6 3.23 Puong cong Kaplan-Meier dr doan nguy co bénh co tim

do trastuzumab mirc d9 trung binh theo phan ting HFA-ICOS ban diu

Vai tro ciia ALV-GLS trong qua trinh hoa tri trastuzumab

O 7 bénh nhan c6 bénh co tim do trastuzumab trung binh, khong triéu

ching, 100% bénh nhan thoa tiéu chuan “giam LVEF >10% (gia tri tuyét

d61) so voi gia tri ban dau xudng mirc LVEF 40-49%”.

Duya trén thay d6i ALV-GLS twong d6i so véi gid tri ban dau, nghién

ctru chung t61 ghi nhén 6/7 truong hop bénh co tim do trastuzumab mirc
dd trung binh c6 giam ALV-GLS >15% trudc khi LVEF giam <50%. Giam
tuong doi giam ALV-GLS >15% c6 d0 nhay 85,7% va d0 dac hiéu 93,2%,

gia tri tién dodn duong 46%, gia tri tién doan am 99% trong du bao bénh

co tim do trastuzumab muc d trung binh khong tri¢u chung (Bang 3.5).
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Bang 3.5 D¢ nhay va d¢ dac hiéu ctiia ALV-GLS trong du bao bénh

co tim do trastuzumab mirc d§ trung binh khéng tri¢u chirng

Bénh co tim do trastuzumab

murc do trung binh

Co6 (n) Khong (n)
Giam Cé (n) 6 7
ALV-GLS >15%  Khong (n) 1 96

Vai tro phéi hop diém HFA-ICOS véi ALV-GLS

Khi diém HFA-ICOS trudc hoa tri va bién thién LV-GLS trong hoéa tri
1a cac yéu t6 dugce ching minh c6 kha ning du bao t6t bénh co tim do
trastuzumab murc d6 trung binh khong tri€éu ching, chiing t6i so sanh hi¢u
suat chan doan cia timg yéu t6 doc 1ap va phdi hop hai yéu t6 bang dién
tich duéi dudng cong AUC cho 3 mb hinh: (1) diém HFA-ICOS > 2 trudc
hoa tri, (2) ALV-GLS giam tuong d6i > 15% so véi gia tri ban dau tai cac
lan siéu 4m tim theo qui trinh nghién ctru, va (3) phéi hop diém HFA-
ICOS véi ALV-GLS.

Mo hinh chi dya trén diém HFA-ICOS c6 AUC =0,70 (KTC 95% 0,48
—0,93), d0 nhay 85,7% va d¢ dac hi¢u 55,3%; mo hinh chi dya trén ALV-
GLS c6 AUC = 0,97 (KTC 95% 0,88 — 0,99), do nhay 85,7% va d¢ dac
hiéu 93,2%; mo hinh két hop c6 AUC=0,96 (KTC 95% 0,86 — 0,99), do
nhay 62,5% va d¢ dac hiéu 98,4% trong du bdo bénh co tim do
trastuzumab khong triéu chimg, muc do trung binh. Phdi hgp HFA-ICOS
khong 1am cai thién hiéu suat chan doan bénh co tim do trastuzumab mirc

d6 trung binh khong tri€u chig cua ALV-GLS.
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Pwong cong ROC so sanh 3 mé hinh

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

090 0.2 0.4 0.6 0.8 1.0
1 - Do dac hiéu (dwong tinh gia)

Biéu d0 3.24 Pic diém dwong cong ROC trong cic md hinh dv bao

bénh co tim do trastuzumab mirc do trung binh
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Chuong 4. BAN LUAN
4.1 Pic diém chung ciia din s6 nghién ciru

O bénh nhan ung thu vi, ting biéu hién thy thé HER-2 chiém ti 1& 20-25% va
day 1a dich tac dong cua trastuzumab.!®® Khi 443 bénh nhan ung thu va c6 yéu td
nguy co tim mach duoc tuyén chon lién tuc, nghién ctru chung t6i ghi nhan bénh nhan
duoc chi dinh hoa tri trastuzumab chiém 24,8%. Ti 1& nay phu hop véi tan suit su
dung trastuzumab ¢ bénh nhan ung thu va no6i chung.

Céc dic diém nhan ching hoc, giai doan ung thu, yéu t6 nguy co tim mach va
hinh anh hoc chirc nang tim trudc héa tri hdu hét twong ddng gitra nhom anthracycline
va trastuzumab, trir tudi trung binh bénh nhan hoa tri trastuzumab c6 cao hon c6
nghia so vdi nhom anthracycline (60,2 + 8,3 so voi 57,8 + 7,5, p=0,005).

Khac véi trastuzumab, lidu tich lily anthracycline 1a yéu t6 tién doan ddc lap
bénh co tim do hoéa tri va di duoc chimg minh qua nhiéu nghién ctru. Piém cit lidu
tich liiy doxorubicin hay twong duwong doxorubicin > 250mg/m? dugc khuyén céo
lam tang dang ké nguy co ddc tinh co tim va tir sau murc liéu ndy, bénh nhan can dugc
theo ddi nhu nhém nguy co cao.” Tuy nhién, liéu tich lily anthracycline dugc ghi nhan
khong con cao trong cac phac d6 héa tri hién tai. Jeyaprakash va cong su tién hanh
phan tich gop dua trén 19 thtr nghiém lam sang cua anthracycline trong 10 nam tro
lai day cho thay liéu tich lily doxorubicin trung binh 385 mg/m?, thap hon nhiéu so
v6i cac nghién ctru cach nay >30 nam. O muc lidu tich lily nay, LVEF chi giam trung
binh 5,4% sau 6 thang hoa tri anthracycline.!” Nghién ctru chiing toi ghi nhan liéu
tich lily doxorubicin trung binh 227,7 + 11,8 mg/m?, va khong c6 bénh nhin nao c6
lidu tich lily doxorubicin > 250mg/m?. Véi dic trung xu hudng liéu tich liy
doxorubicin thép tai cac dia diém nghién cuu, tdc dong cua cac yéu td nguy co tim
mach ban dau 18n tan suit bénh co tim do hoa trj cang duogc ki vong thé hién rd.
Diic diém yéu té nguy co tim mach truwée héa tri

Trong doan h¢ 333 bénh nhan ung thu vu hoéa tri anthracycline va 110 bénh nhan
hoa trj trastuzumab c6 kém it nhat mot trong cac yéu té nguy co tim mach (cao tuoi,

tang huyét ap, dai thao duong, rung nhi, rdi loan lipid mau, béo phi, bénh than man),
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nghién ciru chiing toi cho thiy ting huyét ap, ri loan lipid mau va dai thao duong 1a
3 yéu t6 nguy co tim mach thudng gip nhét. Bén canh do, ti 1é bénh nhan c6 > 2 yéu
t6 nguy co tim mach (HFA-ICOS > 2 diém) chiém 40,5% bénh nhan trudc hoa tri
anthracycline va 45,5% bénh nhan trudc héa tri trastuzumab. Pic diém yéu td nguy
co tim mach ndy tuong tu voi cac khao sat dua trén dan sd & nhiéu qubc gia. Trong
doan h¢ MARIE (Mamma Carcinoma Risk Factor Investigation) v4i 3.555 bénh nhan
ung thu v tai Puc, ting huyét ap 1a yéu td nguy co tim mach thudng gip nhat, chiém
51,6% & bénh nhan >65 tudi, tiép theo 1a dai thao duong chiém ti 1& 12,3%.'% Khao
sat dua trén dan s6 Kaiser Permanente Northern California & 13.642 bénh nhan ung
thu vt (Hoa Ky) ndm 2022 ciing ghi nhan tudi trung binh bénh nhan thudng cao (60,3
+ 12,3), ting huyét ap chiém 42,6%, rdi loan lipid mau va dai thao duong c6 ti 1¢ 1an
luot 13 42% va 13,2%.'%° Trong doan hé CARDIOTOX gdm 865 bénh nhdn ung thu
vi hoa tri anthracycline (Tay Ban Nha), ting huyét ap, béo phi, dai thio duong, bénh
than man chiém ti 1¢ 1an luot 22,6%, 20,2%, 12% va 5,5%. Ti 1¢ bénh nhan ung thu
VU ¢6 it nhat 2 yéu t6 nguy co tim mach trong doan hé CARDIOTOX 1a 46,4%.1%°
Trong nghién ctru SUCCOUR véi 331 bénh nhan ung thu va hoa tri anthracycline tai
28 trung tam & Uc, Chau A, Chau Au, Canada va Hoa Ky, i 1¢ tang huyét 4p, r6i loan
lipid mau, béo phi, dai thao duong lan luot 13 26%, 22%, 16,4% 12,5%, dong thoi,
67,8% bénh nhan c6 > 2 yéu t6 nguy co tim mach.?® Tai khu vuc chiu A, qua khao
sat 2.159 bénh nhan ung thu v trong giai doan 2015-217 & Malaysia, ting huyét ap
(43%) va rbi loan lipid mau (48%) ciing dugc ghi nhan 13 hai yéu t6 nguy co tim
mach thuong gip nhat, theo sau 13 béo phi (19%) va dai thio dudong (12%). Khoang
40% bénh nhan ung thu vt mdi chan doan tai Malaysia c6 it nhat 2 yéu td nguy co
tim mach.'”” Tai Trung Qudc, khao sat 600 bénh nhan ung thu v ¢ Pai hoc Y
Chongging bao cdo béo phi (41,3%), ting huyét ap (37,8%), dai thao dudng (8,5%)
1a cac yéu td nguy co tim mach thuong gip.!® Ti 18 cac yéu t6 nguy co tim mach
trong nghién ciru chiing t6i, nhin chung, cao hon cac khao sat ké trén, c6 thé duoc
giai thich bai tiéu chi chon mau gii han & bénh nhan ung thu vii méi chan doan va

c6 it nhat mot yéu td nguy co tim mach trude hoéa tri. Mac du vay, thu tu phé bién céc
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yéu t6 nguy co tim mach khong khac biét so voi cac nghién ctru trén thé gidi. Cuy theé,
tinh chung & 443 bénh nhan ung thu vi dugc hoa tri anthracycline va trastuzumab,
nghién ciru ching t6i ghi nhan ting huyét ap chiém 64,5%, réi loan lipid méu chiém
39,5%, dai thao duong chiém 26%, bénh than man, béo phi 13 cac yéu to nguy co tim
mach it gdp hon voi ti 1¢ lan luot 8,3% va 6,5%. Ti 1& va tha tu thuong gap cua céac
yéu t6 nguy co tim mach khong c6 su khac biét giita bénh nhan hoa trj anthracycline
hay trastuzumab.

Vi dic diém cac yéu té nguy co tim mach c6 kha ning tién doan mirc do trung
binh (+1 diém) bénh co tim do hoa tri anthracycline hay trastuzumab chiém ti 1 kha
cao, tién cin suy tim/bénh co tim va bénh mach vanh (cac yéu t6 nguy co cao/rat cao
theo diém HFA-ICOS) lai khéng duoc ghi nhan trong nghién ciru. Pic diém nay khac
v6i cac doan hé ung thu vi hoa tri anthracycline hay trastuzumab trén thé gidi. Trong
doan hé¢ CARDIOTOX, 2,4% bénh nhan cé suy tim phan suat tong mau giam/bénh
co tim/tai thong dong mach vanh trude hoa tri.!% Trong nghién ctru SUCCOUR,
8,2% bénh nhan trudc hoa tri anthracycline dugc bao céo cod tién can suy tim/bénh co
tim hay bénh mach vanh.”® Diéu nay c6 thé dugc 1y giai boi cac bac si chuyén khoa
ung thu tai cdc dia diém nghién ciru con ngan ngai trong chi dinh hoa tri anthracycline
hay trastuzumab cho nhiing bénh nhan thuéc phan nhom nguy co cao/rat cao bénh co
tim do hoa tri. S6 lwong bénh nhan nguy co cao/rat cao trong nghién ctru chung toi,
vi thé, chi chiém ti 1é rat it 1,1% (3 bénh nhan nhom anthracycline va 2 bénh nhan
nhom trastuzumab).

Do dic trung cac yéu td nguy co tim mach c6 kha ning dy bao trung binh bénh
co tim do hoa trj (ting huyét ap, dai thao duong, béo phi, bénh than man) hién dién
v6i ti 1é cao hon nhiéu so véi cac doan hé trén thé gidi, nhung cac bénh 1y tim mach
thudc nhom nguy co cao (bénh co tim/suy tim/tai thong dong mach vanh) lai khong
duogc ghi nhan, nghién ctru chung t6i mic du chi tuyén chon nhitng bénh nhan cé yéu
t6 nguy co tim mach, ti 1¢ bénh nhan dugc phan tang nguy co thip theo HFA-ICOS

van chiém da s (59,5% nhom anthracycline va 54,5% nhom trastuzumab).
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Diic diém hinh dnh hoc chirc ning tim trwée héa tri

Nghién ciru ching toi khong ghi nhan bénh nhan c6 tién cin suy tim/bénh co
tim/bénh mach vanh trude hoa tri, vi thé, 100% bénh nhan nghién ctru c6 LVEF binh
thuong (LVEF > 50%). Tuy nhién, khi chirc ning tdm thu that trai duoc thé hién qua
hinh anh hoc suc cang co tim (LV-GLS), 23,7% bénh nhan ung thu va ¢6 LV-GLS
giam. Dir liéu ndy goép phan chimg minh LV-GLS nhay hon LVEF trong phan anh
cac ton thuong co tim dudi 1am sang & bénh nhan ung thu v c6 nhiéu yéu t6 nguy
co tim mach trong nghién ctru (41,8% bénh nhéan c6 it nhat 2 yéu té nguy co tim
mach). Két qua ndy tuong tu nghién ctru da trung tim SUCCOUR, mic du 95% bénh
nhan trudc hoa tri anthracycline cé6 LVEF bao ton, nhung LV-GLS binh thudng chi
chiém 89%.” Pic biét, trong doan hé CARDIOTOX, 94,3% bénh nhan c¢6 LVEF
trudc hoda tri binh thuong, nhung ti 1€ bénh nhan c6 LV-GLS giam lai chiém dén
83,9%. Tuy nhién, trong doan hé nay, 0,7% bénh nhan da co tién can bénh co tim do
hoéa tri, 5,5% bénh nhan c6 tién cin hoa tri anthracycline/trastuzumab va ti 1¢ suy tim,
bénh mach vanh, rung nhi, bénh dong mach ngoai bién (cac yéu to nguy co cao/rat
cao cho bénh co tim do hoa tri) cling cao hon doan h¢ SUCCOUR va nghién ctru
chung t6i.'% Nhin chung, qua cac nghién ctru, khi cac yéu té nguy co tim mach tich
lity trudc hoa tri cang nhiéu, ti 1& bénh nhan cé tén thuong co tim dudi 1am sang (biéu
hién qua giam LV-GLS) cang cao. Trong nghién ctru chiing t6i, ti 1é cac yéu té nguy
co tim mach trudc hoda tri gitra nhém anthracycline va trastuzumab khac bié¢t khong
¥ nghia, vi thé, ti 1¢ bénh nhan c6 giam LV-GLS ¢ hai nhom thudc tuong tu nhau
(24% & nhom anthracycline va 22,7% & nhom trastuzumab).
Diic diém diéu tri bdo vé tim trudc héa tri

Nghién ctru ching t6i ghi nhan 23,9% bénh nhan dugc chi dinh ACE-i/ARB va
13,8% bénh nhan dugc st dung chen beta trude hoa tri. ACE-i/ARB va chen beta
duogc xem 1a céc diéu tri ndi khoa bao vé tim, va duoc khuyén cdo su dung voi muc
dich phong ngira tién phat bénh co tim do hoa tri & bénh nhan nguy co cao/rat cao khi
diéu tri anthracycline hay cac thudc (rc ché HER-2.7 Cac thudc trc ché hé than kinh

thé dich st dung trong qué trinh héa tri anthracycline/trastuzumab dugc chimg minh
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phong ngira nguy co suy giam LVEF trong mot vai thir nghiém 14m sang ngau nhién
¢6 nhom ching véi ¢d mau nho.!%112 Cac phan tich gop duge cong bd gan day cho
théy bénh nhan hoda tri anthracycline/trastuzumab dugc su dung thudc e ché hé
renin-angiotensin-aldosterone va chen beta ¢ ti 16 giam LVEF thap hon, nhung
khong khac biét co ¥ nghia vé tan suit suy tim va cac két cuc 1am sang tim mach
Kkhac, 113115

Ti 18 bénh nhan sir dung cac thudc bao vé tim trong nghién ctru chung t6i cao
hon hau hét cac nghién ctru trén thé gidi. Nghién ciru ciia Mousavi va cong su (2015)
& 2.208 bénh nhan ung thu trudc héa tri anthracycline cho thy chi 4% bénh nhan
dugc ké toa ACE-i/ARB va 15% bénh nhan dugc ké toa chen beta.®> Poan hé
CARDIOTOX (2020) ¢ 865 bénh nhan ung thu ghi nhan ti 1¢ st dung ACE-i/ARB
va chen beta trude hoa tri 1an lugt 14 16,2% va 5,2%.'%° Tuong ty, doan hé ung thu
vt SUCCOUR (2022) ciing bao cio 13,7% bénh nhan diéu tri ACE-i/ARB va 4,7%
bénh nhan diéu tri chen beta trudc hoa trj anthracycline.”® Ti 1& bénh nhan ung thu va
s dung ACE-i/ARB va chen beta trudc hoa tri anthracycline trong nghién ctru cua
tac gia Milks va cong su dugc ghi nhan cao hon, 1an luot 13 21,3% va 14,2%.'6 Nhin
chung, sy khac biét diéu tri ndi khoa bao vé tim trudc hoa tri trong cac nghién ctiru
phu thudc vao thoi diém tién hanh nghién ciru va tan suat cac yéu t6 nguy co tim
mach cta bénh nhan. Khi bang ching loi ich phong ngtra suy giam LVEF cua cac
thudc e ché hé than kinh-thé dich cang nhiéu, ti 1& bénh nhan duoc chi dinh chen
beta hay ACE-i/ARB truéc héa tri cac thude co nguy co doc tim & cac nghién ciru
duogc cong bd gan diy co xu hudng ting cao hon dang ké. Mic khac, ti 1& diéu tri cac
thudc bao vé tim trong nghién ctu Milks va cong su''S

SUCCOUR? va CARDIOTOX'% ¢4 thé duoc giai thich béi tan suat tang huyét ap,

cao hon trong doan hé

dai thdo duong, bénh mach vanh man, bénh than man déu cao hon.

Nghién ctru chung toi chi tuyén chon bénh nhan ung thu va ¢ yéu té nguy co
tim mach, ti 1€ bénh nhan tang huyét ap, dai thao duong, bénh than man déu cao hon
hau hét cac doan hé trén thé gidi; vi thé, ti 1é bénh nhan dugc sir dung ACE-i/ARB

(khoang 1/4 dan sb nghién ctru) va st dung chen beta (1/7 dan sé nghién ctu) kha
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cao. Pic diém nay phu hop voi dic trung dan s6 nghién ciru va xu huéng lya chon
diéu tri noi khoa bao vé tim nham t6i vu kiém soat yéu t6 nguy co tim mach trudc
hoéa tri hi¢n nay.

4.2 Pong hoc chirc ning tAm thu that trai (LVEF, LV-GLS) ¢ bénh nhén héa tri
anthracycline va trastuzumab

O bénh nhéan ung thu vu diéu tri anthracycline hay trastuzumab, hinh anh hoc
tim mach déng vai trd trung tdm trong phan tang nguy co trudc hoa tri, theo doi lap
lai & giai doan trong va sau hoa tri nham ca thé hoa chién luoc theo ddi (phong ngira
tién phat) va phat hién kip cac ton thuong co tim. Trudc khuyén cdo ESC 2022, qui
trinh theo ddi siéu Am tim & bénh nhan hoa tri anthracycline hay trastuzumab van
chua duoc théng nhat gitta cac déng thuan tim mach va ung thu,'>'*%7 véi tan suét
danh gia chirc ning tm thu that trai (LVEF va LV-GLS) chu yéu dya theo luu do
nghién ctru cua céc thir nghiém lam sang.

Khuyén cdo ESC 2022 d& nghi phan tang nguy co bénh co tim cho tit ca bénh
nhén ung thu trudce hoda tri anthracycline hay trastuzumab, va & mic nguy co HFA-
ICOS cao hon, tan suit siéu 4m tim danh gia chtrc ning tim thu thét trai (LVEF va
LV-GLS) dugc thuc hién chat ch€ hon. Tuy nhién, tinh hop 1y cua tan suét theo doi
siéu Am tim & cac phan tang nguy co khac nhau van chua dugc kiém ching trong cac
nghién ciru tién ctru c6 ¢& mau 1on.”

4.2.1 Pong hoc chirc ning tAm thu that trai (LVEF, LV-GLS) é bénh nhéin hoa
tri anthracycline
Bién thién LVEF & bénh nhén héa tri anthracycline

Véi tac dong cua anthracycline 1én cdu tric vi thé té bao co tim, Cardinale va
cong su chung minh, ngay cd ¢ nhom bénh nhan khéng c6 bénh co tim do
anthracycline, LVEF tai thoi diém 12 thang theo ddi sau hoa tri (61 + 4%) van thap
hon ¢6 ¥ nghia so véi LVEF ban dau (64 + 4%, p<0,001).3° Tuong tw, Zhang va cong
su cling ghi nhan anthracycline lam LVEF giam dang ké va kéo dai dén 2,5 nim sau
ngung thude (51,5% so vo1 56,8%, p=0,004) & mdt nghién ctru tién ctru v4i 142 bénh
nhan ung thu vii khong ¢6 bénh co tim.!'” Ngugc lai, trong nghién ctru SUCCOUR,
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muc thay d6i LVEF sau 3 nam & bénh nhan hoa tri anthracycline chi 1a -0,03 + 7,9%,
va LVEF ¢ thoi diém két thuc nghién ctru twong dwong LVEF ban dau.”® Poan hé
CARDIOTOX ¢ 865 bénh nhan ung thu v hoa tri anthracycline cting ghi nhédn LVEF
& thoi diém 24 thang sau hoa tri (62,6 + 5,9%) thap hon khong ¥ nghia so véi LVEF
ban dau (64,1 + 5,9%).!% Két qua khong tuong ddng vé tic dong anthracycline 1én
LVEF giita cac nghién ciru co thé lién quan dén khac biét vé liéu tich liy
anthracycline, ti 1¢ bénh nhan dugc hoa tri déng thoi trastuzumab va ti 1€ bénh nhan
duogc diéu tri bao vé tim. Trong nghién ciru cua Cardinale va cong sy, liéu tich liy
anthracycline duoc bao cdo (359 + 172 mg/m?)>® cao hon nhiéu trong nghién ctru
SUCCOUR (223 + 124 mg/m?)** va doan hé CARDIOTOX (268 + 153 mg/m?)!%,
Luan diém nay ciing dugc Jeyaprakash va cong sy nhin nhan trong mot phén tich gop
cac thir nghiém 1am sang cua anthracycline gan day khi lidu tich lily anthracycline
trong cac phac d6 héa tri khong con cao va mirc giam LVEF ciing nhu tan suat suy
tim c6 triéu chtng sau 6 thang hoa tri thuong khong dang ké.!” Mt khac, trong nghién
ciru Zhang va cdng sy, ¢ bénh nhan khong c6 bénh co tim do anthracycline, 6,3%
bénh nhan c6 diéu tri trastuzumab di kém va chi c6 11,3% bénh nhan duoc diéu tri
ACE-i/ARB, 6,3% bénh nhan duoc chi dinh chen beta dé kiém soat cac yéu td nguy
co tim mach trudc hoa tri.''7 Véi ti 1é bénh nhéan tang huyét ap, dai thio dudng tuwong
ty nghién ciru cia Zhang, nhung trong doan h¢ CARDIOTOX, bénh nhan dugc diéu
tri ACE-i/ARB va chen beta truéc hoa tri chiém ti 1¢ 1an lugt 12 24,9% va 14,5%.!%°
Trong nghién ctru chung toi, & nhom khong c6 bénh co tim, khi lidu tich liy
anthracycline trung binh chi 227,7 4+ 11,8 mg/m? va khong c6 bénh nhan nao c6 liu
tich Ifly > 250 mg/m?, LVEF tai thoi diém 12 thang theo ddi sau hoa tri (64,4 + 5,0%)
tuong ty LVEF tai thoi diém két thiic hoa tri (63,9 + 5,6%, p=0,802) va LVEF ban
dau (64,4 + 5,0%, p=0,321). Vi dic diém phac d6 hoa tri trong dan sb nghién ctru
khong phéi hop anthracycline/trastuzumab va 23,4% bénh nhan dugc diéu tri ACE-
i/ARB, 14,1% bénh nhan duoc diéu tri chen beta trudc hoa tri, két qua nghién ctru

ching t6i pht hop vai xu hudng y vin di duge cong bé.
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Bén canh d6, & nhom bénh co tim do anthracycline mac dé nhe, voi lidu tich
lity anthracycline trung binh 225,1 + 11,1 mg/m?, bién thién LVEF theo thoi gian
teong tu & nhém khong c6 bénh co tim. Cuy thé, LVEF tai thoi diém két thuc nghién
ctru (63,9 + 6,3%) ciing khong thay d6i dang ké so véi LVEF tai thoi diém két thuc
hoa tri (62,4 + 5,2%, p=0,130) va LVEF ban dau (64,9 + 5,9%, p=0,472).

Tuy nhién, 6 nhoém bénh co tim do anthracycline mure d6 trung binh (kéem LVEF
giam <50%), LVEF van duy tri giam kéo dai tai thoi diém két thuc nghién ciru (53,6
+ 5,2%) so véi thoi diém két thuc hoa tri (62,4 + 7,1%, p<0,001) va thdi diém ban
dau (63,5 + 4,6%, p<0,0001). Puong biéu dién LVEF theo thoi gian & nhom bénh
co tim do anthracycline muc d6 trung binh bat dau khac biét c6 ¥ nghia so v6i nhdm
khong c¢6 bénh co tim ké tir chu ky hoa tri thir 4, va sy khac biét 16n dan theo thoi
gian cho dén khi két thac nghién ctru, mac du bénh nhan cé dugc khoi dong diéu tri
bao vé tim. Két qua nghién ctru ndy cia chung toi gop phan ching minh dic trung
bénh hoc ton thuong co tim khong hoi phuc ciia anthracycline & nhém bénh co tim
c¢6 kém giam LVEF (Biéu do 3.12).
Bién thién LV-GLS ¢ bénh nhin héa tri anthracycline

Qua khao st bién thién LV-GLS, nghién ciru chiing t6i chimg minh LV-GLS
nhay hon LVEF trong phat hién ton thuong co tim do anthracycline, thé hién qua hai
dic tinh: (1) LV-GLS tai thoi diém két thic nghién ciru thap hon ¢ ¥ nghia so véi
LV-GLS ban dau, bat ké bénh nhan c6 hay khong c6 bénh co tim va bat ké mic do
nang cua bénh co tim do anthracycline, (2) LV-GLS gidm sém hon LVEF & bénh
nhan c¢é bénh co tim do anthracycline mac d6 trung binh (Biéu dd 3.14). Cu thé, &
nhém khoéng c6 bénh co tim, LV-GLS tai thoi diém két thuc nghién ciu (-18,5 +
1,2%) thap hon LV-GLS ban dau (18,8 + 1,2%, p<0,001). O nhém bénh co tim do
anthracycline mtrc d¢ nhe, LV-GLS tai thoi diém két thuc nghién clru cang thép hon
LV-GLS ban dau (-17,9 + 1,7% so véi -19,2 + 1,7%, p<0,00001). Dic biét, & nhém
bénh co tim do anthracycline muc dd trung binh, LV-GLS ¢ thoi diém theo doi 12
thang (-15,5 + 1,5%) thap hon han so véi LV-GLS tai thoi diém két thuc hoa tri (-
18,2 + 1,5%, p<0,0001) va LV-GLS tai thoi diém truéc hoa tri (-18,8 + 1,7%,
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p<0,00001). Bén canh d6, & nhém bénh co tim do anthracycline muc do trung binh
néu LVEF thap hon c¢6 ¥ nghia so voi nhém khong c6 bénh co tim tir chu ky hoa tri
thir 4 (Biéu d6 3.12), thi sy khac biét LV-GLS xay ra sém hon, ké tir chu ky 2 va LV-
GLS giam ngay cang nhiéu cho dén thoi diém két thuc nghién ctru. Néi cach khéc, &
bénh nhan c6 bénh co tim do anthracycline mtrc dJ trung binh, LV-GLS giam nhiéu
va giam sém chi sau liéu anthracycline dau tién. Do nhay LV-GLS kha cao cho du
doan bénh co tim do anthracycline murc d6 trung binh khi hau hét (87,5%) bénh nhan
hoa tri anthracycline xuat hién LVEF giam <50% trong nghién ctru chung t6i déu co
LV-GLS giam dang ké (ALV-GLS > 15%) trudc do.

Mic di LVEF va LV-GLS déu la cac thong s6 danh gia chic ning tim thu that
trai, nhung két qua nghién ctru chiing tdi cho thay néu bién thién LVEF chi phan 4anh
dic tinh ton thuong co tim khong hdi phuc ciia anthracycline thi bién thién LV-GLS
s& gitp chimg minh thém dic diém bénh hoc quan trong khac ctia anthracycline, véi
cac ton thuong co tim dudi 1am sang c6 thé xut hién rat sém chi sau lidu héa tri dau
tién.

Khi hau hét cic nghién ciu vé vai tro LV-GLS trong bénh co tim do
anthracycline duoc cong bd trude ddy déu chi thyc hién siéu am tim 13p lai & mot thoi
gian dai sau hoa tri hay tai thoi diém két thiic hoa tri, nghién ciru chung toi v6i bién
thién LV-GLS dugc ghi nhan truéc mdi chu ky hoéa tri, 1a nghién ctru tién ciru dau
tién c6 ¢& miu 16n cung cap bang ching 1am sang rd rang vé cac dic trung bénh hoc
t6n thuong co tim do anthracycline.

O cac nghién ctru v6i qui trinh siéu am tim 1ap lai sau mot thoi gian dai khoi tri
anthracycline, sy khac biét vé dong hoc LVEF va LV-GLS khong dugc thé hién ro.
Milks v cong sy trong mot phan tich hdi ciru & 183 bénh nhan hoa tri anthracycline
(hau hét bénh nhan chi dugc l3p lai siéu am tim khi két thac hoa tri) khong cho thiy
LV-GLS giam sém hon c6 y nghia so voi LVEF, va d6 nhay ALV-GLS chi dat 65%
trong du bdo bénh co tim do anthracycline mirc 9 trung binh/nang.''® Ngugc lai,
nghién ctru cia Charbonnel va cong su (n=86) - mot trong sd it cac nghién ctru tién

clru ¢6 qui trinh siéu 4m tim 1ap lai trong qua trinh héa tri anthracycline - cho thiy
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LVEF chi bat dau giam c6 y nghia & bénh nhan c6 bénh co tim (duoc dinh nghia
LVEF <53%) tir sau thoi diém két thuc hoa tri, nhung LV-GLS di giam déng ké trude
d6 trong qua trinh hoéa tri, khi lidu tich lily anthracycline chi méi dat 150 mg/m?; dong
thoi, ALV-GLS ¢6 d0 nhay cao 83% trong du doan bénh co tim do anthracycline.®’
Khi Kang va cdng su khao sat LV-GLS sau 1 ngay hoa tri anthracycline trén 67 bénh
nhan lymphoma ciing ghi nhan LV-GLS giam dang keé chi sau liéu dau tién.''s

Oikonomou va cong su khi tién hanh mot phan tich gop dua trén 21 nghién ctru
tién ctru vé vai trd LV-GLS trong dy bao bénh co tim do anthracycline nhan thiy gia
tri LV-GLS tuyét ddi tai thoi diém trudc héa tri dugc khao sat trong 4 nghién ctu,
thay doi tuyét doi LV-GLS trong qua trinh hoa tri dwoc danh gia trong 6 nghién ciru
va thay doi tuong d6i ALV-GLS 1a thong sé duoc st dung thudng xuyén nhat véi 9
nghién ctru. Trong céc nghién ctru khdo sét vai tro ALV-GLS, thoi gian trung vi lap
lai siéu am tim 1a 3 thang, va ALV-GLS c6 d0 nhay dao dong 45-100% trong du bao
bénh co tim do anthracycline mutrc d6 trung binh/ning, tiy theo diém cit ALV-GLS
va tan suat lap lai siéu am tim.'® Dong thuan ASE/EACVI nam 2014 ciing nhu céc
khuyén cao tim mach-ung thu gn day'>'* déu thong nhat lya chon ALV-GLS trong
theo ddi bénh nhan hoa trj anthracycline/trastuzumab va st dung diém cit ALV-GLS
>15% (c6 do nhay va do dac hiéu tdi uu) trong dy bao bénh co tim do anthracycline
muc do trung binh/nang. Pén nam 2022, khuyén c4o ESC dé nghi LV-GLS nén dugc
thyc hién thuong qui bén canh LVEF trong dénh gia chirc ning tim thu that trai o
bénh nhan hoa tri cac thudc cd nguy co doc tim, va xép nhom bénh nhan c6 ALV-
GLS >15% nhung khong kem giam LVEF <50% vao phan loai bénh co tim do hoa
tri murc do nhe.’

Nhin chung, két qua vé bién thién LV-GLS, tuong quan bién thién LV-GLS v&i
LVEF, va do nhay ALV-GLS > 15% gitp du doan bénh co tim do anthracycline mirc
d6 trung binh trong nghién ctru chiing t6i phi hop véi dic diém bénh hoc ton thuong
co tim cua anthracycline cling nhu dir liéu vé do nhay ALV-GLS trong du bao bénh

co tim qua céc nghién ctu khac trén the gidi.
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Bién thién chirc ning tam thu thit trdi theo phin ting nguy co HFA-ICOS ¢ bénh
nhdn héa tri anthracycline

Trong doan hé 330 bénh nhan hoa tri anthracycline trong nghién ctru ching t61,
59,5% bénh nhan dugc phan loai nguy co thép va chi c6 3 bénh nhan (0,9%) thudc
nhom nguy co cao trudc hoa tri. Ti 1€ bénh nhan nguy co cao trong nghién ctru chung
t61 thap hon nhiéu so v6i cac doan hé khéc trén thé giéi. Nghién ctru SUCCOUR®? va
nghién ciru CARDIOTOX'% ghi nhan ti 1¢ bénh nhan nguy co cao/rat cao chiém lan
luot 16,1% va 15,2%. Khi nghién ctru chiing t6i duoc tién hanh tién ctru va tuyén
chon mau dugc thuc hién lién tuc, ti 16 thép bénh nhan thudc nhém nguy co cao/rat
cao phan anh khuynh hudng it lya chon hoa tri anthracycline ¢ bénh nhéan tich liy
nhiéu yéu td nguy co tim mach tai cac dia diém nghién ctu. Vi thé, tit ca bénh nhan
trong nghién ctiru dugc khao sat dong hoc cac thong sé chic niang tim phéan ting theo
2 nhém nguy co: nguy co thap va nguy co trung binh-cao.

Véi dic diém LV-GLS truéc hoa tri twong ty nhau & nhém nguy co thap va
nhém nguy co trung binh-cao, dién tién LV-GLS theo thoi gian c6 khac biét & cac
phan ting nguy co HFA-ICOS khéc nhau. O nhém nguy co trung binh-cao, LV-GLS
giam dang ké so voi nhém nguy co thap ké tir sau chu ky hoa tri anthracycline dau
tién, mic du chi 12,5% bénh co tim do anthracycline murc d6 trung binh xuét hién tai
thoi diém nay. Tir chu ky hoa trj thir 2, khac biét LV-GLS giira nhom nguy co thap
va nhom nguy co cao dugc duy tri ngay cang nhiéu cho dén 12 thang két thic hoa tri.
Néi cach khac, bénh nhan c¢6 nguy co ban dau cang cao, co tim cang nhay cam véi
cac ton thuong dudi 1am sang cho anthracycline. Nguoc lai, dong hoc LVEF khéng
khac biét ¢ ¥ nghia theo cac phan tang nguy co HFA-ICOS ban dau.

Su khéc biét dong hoc LV-GLS véi LVEF & cac phan tang nguy co HFA-ICOS
khac nhau cang khang dinh vai trd quan trong ciia siéu 4m tim dénh gia lap lai LV-
GLS trong qua trinh hoéa tri anthracycline, dac bié€t & bénh nhan thuoc nhém nguy co

trung binh-cao, bdi cac ton thuong co tim dudi 1am sang thuong xuét hién rat sém.
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4.2.2 Pong hoc chirc niing tim thu that trai (LVEF, LV-GLS) & bénh nhin hoa
tri trastuzumab
Bién thién LVEF 6 bénh nhén héa tri trastuzumab

Khac véi anthracycline, tac dong cua trastuzumab 1én LVEF ¢ bénh nhan hoa
trj ung thu v thuong khong dang ké. Pic tinh ton thwong co tim cia trastuzumab
khong phu thudc lidu tich lity ma phu thudc vao thoi gian sir dung thude.'®

Mic du tan suat bénh co tim mirc d6 trung binh/ning trong cac doan hé thé gisi
thuc cua trastuzumab dugc ghi nhan twrong duong anthracycline, nhung LVEF trung
binh tai thoi diém két thiic nghién ctu it khi thay d6i so véi LVEF ban dau. Piéu nay
c6 thé giai thich bdi ton thuong co tim do trastuzumab thuong c6 thé phuc hoi.'s Khi
phan tich hau kiém 406 bénh nhan ung thu vi HER2 (+) hoa tri trastuzumab tai 14
trung tdim ¢ My, Dang va cong su ghi nhén 3,2% bénh nhan c6 giam LVEF, nhung
LVEF trung binh trudc hoéa tri, sau 3 thang, 6 thang va 12 thang khong thay doi, 1an
luot 12 65%, 64%, 64% va 64%.!"° Jacquinot va cdng su khi mo ta dong hoc LVEF
mdi 3 thang & 1631 bénh nhan ung thu v héa tri trastuzumab cho thay LVEF giam
dang ké trong 4 thang khoi diu hoa tri (khoang thdi gian phan 16n bénh co tim do
trastuzumab xuat hién) va phuc hoi dan sau d6. Tai thoi diém két thuc hoéa tri va két
thiac theo ddi nghién ctru, LVEF khong khac biét so véi gia tri ban dau.'?’ Ngay ca ¢
bénh nhan c6 LVEF théip trudc hoa tri (45,4 + 7%), Nowsheen va cong su cling ching
minh trastuzumab khong lam tang nguy co gidm LVEF so véi nhém bénh nhan c6
LVEF béo ton ban dau.'?' Trong trudng hop bénh co tim do trastuzumab muc do
trung binh dugc chan doan, Leong va cong su bao cdo 90% truong hop c6 LVEF
phuc hoi hoan toan trong vong 12 thang sau bién c¢d.'? Thoi gian hdi phuc LVEF
trung binh trong nghién ctru cua Ewer va cong sy ¢ bénh co tim do trastuzumab la
1,5 thang voi 16% bénh nhan phyc héi ma khong can khoi dong diéu tri bao vé tim
(ACE-i/ARB va chen beta).'??

Trong nghién cuu ching t6i, khi 57,1% bénh co tim do trastuzumab muc do
trung binh dugc chan doan trong 3 thang dau hoa tri, LVEF & nhom bénh nhan nay

giam co y nghia so véi nhom khong co bénh co tim ké tir chu ky 6, kéo dai dén chu
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ky 13 va LVEF phuc hdi dan sau d6. Khoang thoi gian LVEF giam déng ké & nhoém
bénh co tim muc do trung binh so voi nhom khdng c¢6 bénh co tim kéo dai khoang 5
thang. Dong thoi, tai thoi diém két thic nghién ciru, LVEF & nhém khong c¢6 bénh co
tim, bénh co tim mtc d nhe va bénh co tim mirc dJ trung binh déu khong khéc biét
s0 véi LVEF ban dau.

Nhin chung, bién thién LVEF & bénh nhan hoa trj trastuzumab trong nghién ctru
chung toi twong ty cac nghién ciru trude day trén thé gidi va phan anh dic diém ton
thuong co tim ¢o thé hdi phuc dugc cua trastuzumab.

Bién thién LV-GLS & bénh nhéin héa tri trastuzumab

Mic du bénh co tim do hoa trj 1a mdi lo ngai 16n nhat & bénh nhan ung thu va
HER?2 (+) hoa tri trastuzumab, dong hoc LV-GLS trong bénh co tim do trastuzumab
chua duogc phan tich qua nhiéu nghién ctru nhu anthracycline.'®® Thoi gian héa tri
trastuzumab kéo dai 18 chu ky (54 tuan) va ti 1& khong tuan thi qui trinh siéu 4m tim
lap lai mdi 3 thang cua trastuzumab khé cao (54,8%) so véi cac thudc héa tri khac
nhu anthracycline hay taxane trong cac nghién ciru thé gidi thuc®® gop phan ly giai
su thiéu hyt vé dit liéu bién thién LV-GLS trong y vin.

Trong mot nghién ctru tién ciru, don trung tim & 63 bénh nhan ung thu va hoa
tri trastuzumab, Banke va cong su chiing minh LV-GLS giam sém hon LVEF trong
vong 14 ngay dau tién hoa tri trastuzumab, tuy nhién, 100% bénh nhan dugc hoa tri
anthracycline trudc trastuzumab. Dic diém giam LV-GLS trong nghién ciru nay phan
nao phan anh tac dong phoi hop gitra anthracycline va trastuzumab 1én t6n thuong co
tim.”> Khi Negishi tién hanh nghién ciru tién ctru & 81 bénh nhan ung thu vii HER2
(+) dugc hoéa tri trastuzumab, tac gia ghi nhan LV-GLS khong thay d6i dang ké ¢
nhom khong c6 bénh co tim tai thoi diém siéu 4m tim 6 thang dau, nhung LV-GLS
giam c6 ¥ nghia & nhom c6 bénh co tim va mic giam twong ddi ALV-GLS >11% tai
thoi diém nay c6 d6 nhay 65% cho chan doan bénh co tim do trastuzumab mirc do
trung binh/ning tai thoi diém 12 thang.®® Pén thoi diém hién tai, vai tro LV-GLS
trong dy bao bénh co tim do trastuzumab déu dugc phan tich trong cac nghién ciru

co ti 1¢ dang ké bénh nhan hoa tri déng thoi anthracycline va trastuzumab. Li¢u LV-
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GLS c6 nhay véi ton thuong co tim do trastuzumab don thuan van con 13 cau hoi 16n
trong thuc hanh 1am sang.

Nghién ctru chiing t6i 12 mot trong sd it cac nghién ctru tién ciru phan tich tac
dong don doc cua trastuzumab 1én ton thuong co tim. Két qua nghién ctru chimg minh
bién thién LV-GLS & bénh nhan hoa tri trastuzumab khac biét so v6i anthracycline.
LV-GLS ¢ thoi diém két thic nghién ctru chi giam c6 ¥ nghia so v6i LV-GLS ban
dau & nhoém bénh nhan ¢ bénh co tim (muc d6 nhe va muc do trung binh). O nhém
khong ¢ bénh co tim, LV-GLS gan nhu khong thay doi trong subt thoi gian nghién
ctru (-18,8 & 1,1% trudce hoa tri, -18,8 + 1,0% tai thoi diém két thic hoa tri va -18,7
+ 1,0% sau theo ddi 12 thang). Tuy nhién, LV-GLS van dugc khang dinh 13 thong s6
nhay véi ton thuong co tim do trastuzumab khi LV-GLS & nhém bénh co tim mirc d6
trung binh gidm sém va gidm co6 y nghia so v4i nhom khong cé bénh co tim (mac du
LV-GLS ban dau ¢ hai nhém tuong ty nhau) tir sau 2 chu ky hoa tri trastuzumab
(Biéu d6 3.20). LV-GLS rat nhay trong chian doan bénh co tim do trastuzumab mirc
dd trung binh bdi 85,7% nhém bénh nhan nay c6 ALV-GLS giam >15% trudc thoi
diém ghi nhan LVEF <50%. Bén canh do, mac du LVEF ¢ nhom bénh co tim mirc
dd trung binh c6 phuc hoi hoan toan tai thdi diém két thic nghién cou, LV-GLS van
duy tri giam c6 ¥ nghia cho dén 12 thang theo ddi.

Qua phan tich bién thién LV-GLS theo thoi gian, két qua nghién ctru chiing toi
gop phan khang dinh LV-GLS 1a mot thong sd siéu 4m tim quan trong va can duoc
khao sat 1ap lai & bénh nhan hoa tri trastuzumab nham phat hién sém ton thuong co
tim do hoa tri. Tac dong doc 1ap véi anthracycline cta trastuzumab 1én tén thuong co
tim dugc ghi nhan ¢ cd nhém bénh co tim muc dd nhe, va rd hon ¢ nhém bénh co tim
muc do trung binh.

Bién thién chirc ning tim thu thit trdi theo phén ting nguy co HFA-ICOS ¢ bénh
nhdn hoa tri trastuzumab

Tuong tu doan hé bénh nhan hoéa tri anthracycline, trong 110 bénh nhan hoa tri
trastuzumab, nghién ctru chiing t6i ghi nhan nhém nguy co thap, nguy co trung binh

va nguy co cao c6 ti 1& 1an luot 1a 54,5%, 43,7% va 1,8%. S6 bénh nhan dugc phan
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nhém nguy co cao kha it nén bién thién cc thong s chirc ning tim duge phéan tang
theo hai nhom: nguy co thip va nguy co trung binh-cao. Ti 18 bénh nhan hoéa tri
trastuzumab c6 nguy co cao/rat cao dugc thong ké dao dong nhiéu trong cac nghién
ctru trén thé gidi, ty thude vao qui trinh Iya chon bénh nhan & cac dia diém nghién
ctru. Battisti va cong su phén tich hdi ciru 931 bénh nhan ung thu vii HER2 (+) chi
ghi nhan 7,0% bénh nhan nguy co cao va 0,6% bénh nhan nguy co rat cao.'?* Ngugc
lai, Cronin va cong sy lai bao cdo dén 30% bénh nhan hoa trj trastuzumab duoc xép
loai hdi ctru nguy co cao/rat cao dya trén diém HFA-ICOS.'?

Khac v6i anthracycline, gia tri st cing theo chiéu doc that trai & bénh nhan hoa
trj trastuzumab c6 nguy co trung binh-cao tai thoi diém ban dau déu thap hon c6 y
nghia so v&i nhom nguy co thap. Diéu nay co thé dugc 1y giai boi tudi bénh nhan
nhém nguy co thip dic biét nho hon dang ké so voi nhém nguy co trung binh cao &
bénh nhan hoa tri trastuzumab, va stc cang theo chiéu doc 1a mot dai lugng phu thude
dic biét vao tu6i.¥! Mic du vay, sau khi khoi dong hoa tri trastuzumab, gia tri LV-
GLS va LVEF déu dién tién 6n dinh trong sudt thoi gian nghién ctru, bat ké phan tang
nguy co HFA-ICOS. Tai thoi diém két thuc theo ddi, LV-GLS khong giam cé y nghia
s0 vOi gia tri ban dau.

Két qua nghién ctru chung t6i cho thay dong hoc strc cing that trai & bénh nhan
nguy co trung binh-cao dap mg véi trastuzumab tuong tu bénh nhan nguy co thap.
Vi thé, dong hoc LV-GLS theo phén ting nguy co HFA-ICOS ban d4u & bénh nhan
hoéa tri trastuzumab khac hoan toan so vdi bénh nhan hoéa tri anthracycline. Vi dac
trung bénh hoc trastuzumab hau nhu khong gay ton thuong thuc thé cu tric té bao
va ton thuong co tim do trastuzumab thudng thoang qua,'’ bat thudng bién dang co
tim c6 thé kho nhan dién hon & bénh nhan hoa tri trastuzumab. Tuy nhién, do nghién
ctru chiing toi c6 ¢& mau gidi han, ti 1& bénh nhan nguy co HFA-ICOS cao con it, két

quéa nay can dugc kiém dinh qua cac nghién ctru khac trong tuong lai.
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4.3 Tan suit bénh co tim do héa tri anthracycline va trastuzumab

V6i thiét ké nghién ctru ching toi chi chon vao nhimg bénh nhan ung thu vi
méi duge chan doan va duge hoa tri 1an dau véi phac dd co anthracycline hay
trastuzumab, tdc dong cua xa tri vung nguc trai va hoa tri boi céc thude co nguy co
gay tdn thuong co tim trude d6 duoc loai trir. Bén canh do, ton thuong co tim ¢ bénh
nhan xa tri vung nguc trai hau hét 1a bién chung xuét hién mudn, va tim soat ton
thuong co tim sau xa tri dugc khuyén cao sau 5 nam ¢ bénh nhan nguy co cao hay 10
nam cho cac nhom bénh nhan con lai.'20 Vi thé, tac dong xa tri ving nguc trai 1én tin
suat bénh co tim do anthracycline va trastuzumab trong nghién ciru chiing t6i (thdi
gian theo ddi 12 thang sau két thiic ho4 tri) 1a khong déng ké.

Tan sudt bénh co tim do héa tri anthracycline

Viéc phat hién ra anthracycline vao nhiing nam 1960 da tao ra budc ngoat 16n
trong diéu tri ung thu. Anthracycline (doxorubicin, daunorubicin, epirubicin,
idarubicin) da tré thanh thudc diéu tri nén tang trong phac do héa tri nhiéu loai ung
thu hién nay, dic biét 1a ung thu v va lymphoma.'?” Tuy nhién, anthracycline cling
12 nhém thudc chinh va c6 nhiéu bang ching nhét gy ton thuong co tim trong cac
thudc hoa tri.'?® T4t c4 bénh nhan nhém anthracycline trong nghién ctru ching toi déu
dugc hoa tri phac dd phdi hop anthracycline, cyclophosphamide va docetaxel (AC—
T), v6i tan suét ton thuong co tim do cyclophosphamide va docetaxel duoc bao cao
rat hiém trong céc nghién ctru gan day.”

Theo cac dir liéu vé bénh co tim do anthracycline da dugc cong bé ma ching
t6i c6 dugc, nghién ciru chiing toi 1a doan hé tién ctru dau tién xac dinh tan suat va
thoi diém xuat hién bénh co tim do anthracycline ca trong qué trinh hoa tri va theo
ddi 12 thang sau hoa tri; trong d6, hinh anh hoc stic cang co tim toan dién (ca tim trai
va tim phai) duoc theo ddi bang mot qui trinh chit ché, duoc dinh trude. Cu thé, & tat
ca bénh nhan hoa tri anthracycline, bat ké mirc nguy co HFA-ICOS ban dau, siéu Am
tim duoc thyuc hién dinh ky mdi 3 tudn (trudec mdi chu ky héa tri), 3 tudn sau két thic

hoéa tri va moi 3 thang sau do.
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Duya trén thiét ké nghién ciru d6, nghién ctru chung toi ghi nhan tan suat bénh
co tim do hoa tri anthracycline 1a 12,6%, trong d6, bénh co tim do anthracycline mirc
d6 nhe chiém 5,4%, bénh co tim do anthracycline murc d6 trung binh chiém 7,2% va
bénh co tim mic d6 nang (LVEF <40%) khong dugc bao céo trong sudt qué trinh
theo ddi. Piéu nay co thé dugc giai thich boi hau hét bénh co tim do anthracycline
déu duoc phat hién ¢ giai doan som, khong tri¢u chirng boi qui trinh si€u am tim dugc
lap lai v6i tan suat khé cao trong nghién ciru. Pong thoi, tai thoi diém bénh co tim do
anthracycline khong tri€u chiing, mic d¢ trung binh dugc xac dinh, bénh nhan dugc
kham chuyén khoa tim mach, khéi dong cac diéu tri bao vé tim va han ché nguy co
LVEF giam tién trién.

Bang 4.1 Tan suat bénh co tim do anthracycline dwa trén thay d6i LVEF

Nghién ctu Co mau | Thoi gian theo ddi | HFA-ICOS | Tan suat bénh co
(ndm) trung binh (thang) | nguy co thap | tim dya trén LVEF
Nghién ctru 333 12,0 59,5% 7,2%
ching t61 (2024)
CARDIOTOX!"® | 731 24,1 53,6% 6,1%
(2020)
SUCCOUR? 255 36,0 32,1% 9,1%
(2023)
Charbonnel®’ 86 12,0 6,9%
(2017)
Cardinale® 2.625 62,4 9,0%
(2015)

Trudce khuyén cdo ESC 2022, bénh co tim do hoa tri duoc dinh nghia dua trén
mirc 46 giam LVEF.'® Tan suat bénh co tim do héa trj duoc chan doan dya trén LVEF
dao dong kha nhiéu trong cic nghién ctru tir 9,3% dén 43,8% bénh nhan diéu tri
anthracycline, phu thudc vao liéu tich lity anthracycline, cic yéu té nguy co tim mach

nén tang, thoi gian theo ddi sau hoa tri va diém cit LVEF cho chan doan.'® Tan suit
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bénh co tim do héa tri dua trén LVEF c6 xu huéng giam trong nhiing nim gan day
v6i liéu tich lity anthracycline khong con cao trong céc phac do hoa tri. Trong nghién
ctru SUCCOUR (2023), mirc thay d6i LVEF trong vong 3 nim & bénh nhan hoéa tri
anthracycline chi -0,03 +7,9%, va tan suit bénh co tim do hoa tri (LVEF giam <55%)
chi chiém 9,1%.% Poan hé CARDIOTOX ciing ghi nhan tin suit bénh co tim do
anthracycline (LVEF giam <53%) chiém 6,1%.'° Nhin chung, mic du giira cac
nghién ciru ¢6 su khac nhau vé thoi gian theo ddi va dic diém yéu td nguy co tim
mach truéc hoéa tri, tan sut bénh co tim do anthracycline dya trén giam LVEF trong
cac nghién ctru gan ddy déu < 10% (Bang 4.1). Tan suat bénh co tim do hoa tri c¢6
giam LVEF (LVEF giam > 10% xudng muc < 50% theo khuyén cio ESC) trong
nghién ciru chiing toi 1a 7,2%, phi hop véi dit liéu chung trén thé gidi.

Dén khuyén cdo ESC 2022, 1an dau tién, tiéu chuan ALV-GLS giam > 15% (so
voi gia tri ban dﬁu) duoc su dung dé dinh nghia bénh co tim do hoéa tri muc do nhe,
khi LVEF vén duy tri >50%. Tan sut bénh nhan héa tri anthracycline c6 ALV-GLS
giam > 15% qua cac nghién ctru ¢& mau nho dao dong kha nhiéu 13% - 32%, phu
thudc vao thoi diém 13p lai siéu 4m tim va cach thirc phan tich LV-GLS.>* Tuy nhién,
dit liéu vé tan suét bénh co tim muc do nhe & bénh nhan hoa tri anthracycline (giam
turong d6i ALV-GLS >15% nhung LVEF duy tri > 50%) van con thiéu qua cac nghién
ctru. Trong doan h¢ CARDIOTOX, bénh co tim do anthracycline mirc d§ nhe chiém
31,6%.'% Nguoc lai, trong nghién ciru SUCCOUR, tan suét bénh co tim mirc d6 nhe
dugc bao cao vao khoang 11%.% Nghién ctru ching toi gop phan bo sung dit liéu y
van v&i 5,4% bénh nhan duge chan doan bénh co tim do anthracycline mirc do nhe
trong subt qua trinh theo doi. Téan suét bénh co tim mac do nhe trong nghién ctru
chung t6i ciing nhu nghién cttu SUCCOUR thip hon nhiéu so v&i doan hé
CARDIOTOX c6 thé dugc 1y giai boi sy khac biét trong qui trinh nghién ctru. Trong
nghién cru CARDIOTOX, s liéu duoc thu thap da trung tim va LV-GLS duoc phan
tich boi cac bac si khac nhau ¢ ting dia diém nghién ctru.'° Nguoc lai, LV-GLS
trong nghién ciru chiing t6i va nghién cru SUCCOUR duoc phan tich ngoai tuyén,

tap trung bdi mot sO lugng rat it bac s cd kinh nghiém si€éu am tim nham han ché toi
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da sai I¢ch LV-GLS gitta nhitng nguoi thuc hién. Mat khac, trong nghién ctru ching
to1, bénh co tim muc dd nhe dugc dinh nghia khi it nhat 2 1an siéu 4m tim lién tiép co
ALV-GLS giam hang dinh > 15%.

Khi phan tich thoi diém xuat hién bénh co tim & bénh nhan hoa tri anthracycline,
Cardinale va cong su cho théy 98% bénh co tim do anthracycline xuét hién trong
vong 1 ndm dau sau hoa tri.>* Mac du vay, b?mg chung bénh hoc ton thuong vi thé té
bao co tim c6 thé xuat hién rat som, chi vai gid sau hoa tri anthracycline liéu dau
tién.'2? Pén thoi diém hién tai, cdc nghién ctu khao sat tin suit bénh co tim do
anthracycline hau hét dya trén mirc giam LVEF va LV-GLS ¢ thoi diém sau khi két
thac hoa tri so v&i thdi diém ban dau,'® va dir liéu vé tan suit bénh co tim do
anthracycline xuét hién sém trong qua trinh héa tri van con thiéu. Piéu ndy gop phan
ly giai khuyén cao vé tan suat theo doi chirc nang tim dinh ky (LVEF va LV-GLS)
trong qué trinh hoa tri anthracycline, & cdc mirc do nguy co HFA-ICOS khéc nhau,
chu yéu dya trén ¥ kién chuyén gia (mic d chimg ct C).”

Trong téng s6 42 truong hop bénh co tim do anthracycline dugc ghi nhan trong
nghién ciru, 19,1% truong hop xuét hién rat som trong 4 chu ky hoa tri du tién, tap
trung & chu ky 2 va chu ky 4 (Biéu do 3.10). Dua trén phéan tang nguy co HFA-ICOS
trudc hoa tri, bénh co tim do anthracycline xuat hién sém c6 thé dugc phat hién o ca
nhém nguy co thip va nhom nguy co trung binh-cao, tuy nhién, da sé (62,5%) duoc
ghi nhan & nhom nguy co trung binh-cao. Xét vé muc do nang bénh co tim, tat ca
bénh co tim xuat hién sdém & nhém nguy co thip déu 1a muc do nhe.

Theo khuyén cdo ESC 2022, trong qua trinh hoa tri anthracycline, siéu 4m tim
lap lai mdi 2 chu ky chi dugc dé nghi thyc hién ¢ bénh nhan thudc nhém nguy co
cao/rat cao hay khi liéu tich lity doxorubicin > 250 mg/m?. Tuy nhién, nghién ctru
chung t6i ghi nhan bénh co tim do anthracycline c6 thé xuét hién trudc khi két thiic
hoa tri & ca nhdm nguy co thap va nhom nguy co trung binh, ngay ca khi liéu tich liy
doxorubicin chua dat 250 mg/m?. N6i cach khac, néu siéu Am tim chi duoc lap lai sau
két thuc hoa tri & nhom nguy co thap va nguy co trung binh, 19,1% bénh co tim do

anthracycline c6 thé duoc phét hién tré. Mac di mbi lién quan giira mirc d6 phat hién
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tré ton thuong co tim va kha nang phuc hdi chirc nang that trai chua hang dinh qua
céc nghién ctru, nhung chan doan va khoi dong diéu tri ndi khoa bao vé tim kip thoi
da duoc chting minh gitip cai thién cac két cuc tim mach & bénh nhan c6 bénh co tim
do anthracycline.?® Vi thé, chung t6i dé nghi phac d6 theo ddi chirc nang tim mdi 2
chu ky héa tri khong nén giéi han & nhom bénh nhan nguy co cao/rat cao, ma nén ap
dung cho tat ca bénh nhan hoa tri anthracycline, dac bi¢t khi nguy co HFA-ICOS tur
murc do trung binh (diém HFA-ICOS >2) trd 1én.

Khi phan tich thoi diém xdy ra bién cb bénh co tim trong sudt thoi gian theo
ddi, két qua nghién ctru ching t6i trong dong véi nghién ctru cia Cardinale va cong
su khi hau hét bénh co tim do anthracycline dugc chan doan sau két thuc hoa tri. Cu
thé, trong nghién ctru tic gia Cardinale, thoi gian trung vi ké tir liéu cudi anthracycline
cho dén khi xuat hién bién ¢ 1a 3,5 thang.’> Nghién ctru chung t6i ciing ghi nhan
80,9% bénh co tim do anthracycline xuét hién sau khi két thiic hoa tri, dong thoi, ti
1& bénh co tim dugce ghi nhin cao nhit ¢ 3 thang dau sau ngung thubc (40,5%) va
giam dan sau do, bat ké phan tang nguy co thap hay nguy co trung binh-cao. D liéu
nghién ctru ching tdi ciing nhur nghién ctru cua tac gia Cardinale gop phan khang dinh
dic tinh ton thuong co tim phu thudc lidu tich lily ciia anthracycline va vai trd quan
trong ctia viée 1ap lai siéu 4m tim thudng qui cho tat ca bénh nhan & thoi diém 3 thang
sau khi ngimg hoa tri, ngay ca & nhém nguy co thap. Diém khac biét nghién ctru
chung t61 do vdi nghién ctu Cardinale 1a bénh co tim do anthracycline dugc dinh
nghia mtrc 6 nang dua theo khuyén cdo ESC va duoc phan tich theo phan ting nguy
co HFA-ICOS.

Theo khuyén cao ESC 2022, & giai doan két thiic hoa tri anthracycline, siéu am
tim danh gia chtrc ning tim 1ap lai chi dugc xem xét ¢ thoi diém 3 thang va 12 thang.
Tuy nhién, dit liéu nghién ciru chung t6i lai cho thay tan suat bénh co tim duoc chan
doan tai thoi diém 6 thang, 9 thang va 12 thang sau hoa tri anthracycline lan luot 13
11,8%, 23,8% va 4,8%. Trong do, 7/24 (29,2%) truong hop bénh co tim mirc do trung
binh (kém theo LVEF <50%) dugc chan doan ¢ thoi diém theo ddi 6 thang va 9 thang
sau hoa tri. Ngay ca ¢ bénh nhan c6 nguy co HFA-ICOS thip, bénh co tim do
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anthracycline ciing hién dién tai cac thoi diém nay. Dya trén két qua nghién ciru,
chung to6i kién nghi siéu am danh gid chirc nang tim nén duoc thyc hién 1dp lai mdi 3
thang sau két thuc hoa tri cho tit ca bénh nhan ung thu dugc diéu tri anthracycline,
nham phat hién va khoi dong diéu tri ndi khoa bao vé tim kip thoi bénh co tim do hoa
tri.

Nhin chung, két qua nghién ctru chiing t6i gop phan bo sung vao y vin trén thé
gidi va tai Viét Nam vé tan suat, muc do nang va thoi diém xuét hién bénh co tim do
anthracycline. Khi ALV-GLS duogc stir dung trong dinh nghia bénh co tim do hoa tri,
nghién ctru ching tdi ghi nhan thém 5,4% bénh nhan ung thu va diéu tri anthracycline
c6 ton thuong co tim dudi lam sang (bénh co tim do anthracycline mirc d6 nhe). Pong
thoi, tan suat lap lai siéu Am tim danh gia chire nang that trai (LVEF va LV-GLS) nén
duoc 13p lai mdi 2 chu ky trong qua trinh héa tri anthracycline, dic biét & nhém bénh
nhan nguy co HFA-ICOS tir trung binh tr¢ 1én, va mdi 3 thang sau hoa tri cho tat ca
bénh nhan trong 1 nim dau tién. Boi theo khuyén cao ESC 2022, phat hién sém céc
r6i loan churc nang tim do hoa tri, ngay ca & muc dd nhe, cting doi hoi bac si 1am sang
can can nhéc chién lugc diéu tri bao vé tim sém va theo ddi chirc nang tim can than
hon.”

Tan sudt bénh co tim do héa tri trastuzumab

Bénh nhan ung thu v c6 tang biéu hién HER2 va/hodc tang khuéch dai tin hiéu
gene ERBB2 thuong c6 biéu hién 1am sang ning hon, nguy co tai phéat va tir vong
cling cao hon cac loai ung thu vii khac. Viéc ap dung diéu tri khang thé don dong tac
dong vao thanh phan ngoai bao cua thy thé HER2 (trastuzumab) d 1am cai thién dang
ké ti 1& lui bénh va kéo dai thoi gian sdng con ctia nhém bénh nhan nay. Trastuzumab
1a mot lidu phap diéu tri ung thu nhin chung dung nap tét, it tic dung phy, tuy nhién,
ddc tinh co tim do trastuzumab 1a méi lo ngai l6n nhét trong thyc hanh 1am sang, dac
biét khi sir dung dong thoi véi anthracycline. '

Duya trén muce giam LVEF dugc dinh nghia khac nhau trong cac nghién ctru, tan
suét bénh co tim do hoa tri khi trastuzumab st dung cung luc anthracycline dugc bao

c4o c6 thé 1én dén 28%, va tin suit nay thap hon, dao dong 3% - 19% khi
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trastuzumab st dung theo sau anthracycline.'> Trong cac phac dd hién tai, khi
anthracycline khong can thiét phai dung kém trastuzumab, tan suat bénh co tim do
trastuzumab don thuan qua céc thir nghiém 1am sang chi chiém 3% dén 4% (Bang
4.2)."*° Tan suét bénh co tim do trastuzumab trong cac thir nghiém 1am sang gan day
c¢6 xu huéng giam 6 rét c¢6 thé duge giai thich boi: (1) bénh nhan c6 yéu td nguy co
cao bénh co tim do hda tri thuong dugc loai trir trong cac nghién ctru, (2) qui trinh tai
danh gi4 siéu am tim chat ch€ hon trong qué trinh hoa tri, (3) anthracycline khong
con dugc sir dung chung voi trastuzumab. !> Mic du vay, khuyén cao ESC 2022 van
dé nghi siéu 4m tim lap lai mdi 3 thang & bénh nhan hoéa tri trastuzumab bat ké phan
tang nguy co HFA-ICOS trudc hoa tri. Tan suat siéu Am tim nay duoc dua ra dua trén
qui trinh siéu am tim trong céac thir nghiém lam sang cua trastuzumab va chua dugc
kiém chimg trong cic doan hé bénh nhan c6 nguy co HFA-ICOS ban dau thap hay
cao.” Vi dic tinh ton thuong co tim do trastuzumab thuong khong di kém bién d6i
cdu trac vi thé té bao va cé kha ning ty phuc hoi khéng can ngung thube,” dir lidu
thuc su vé tan suit bénh co tim do trastuzumab trong qua trinh hoa tri van con thiéu
qua cac nghién ctru khi khoang cach cac 1an siéu 4m tim cach nhau dén 12 tuan (mbi
4 chu ky) va thoi gian hdi phuc trung vi bénh co tim do trastuzumab duge bao cdo
chi trong 5 tuan."*! Bén canh d6, khi LV-GLS ciing duoc khuyén céo sir dung nham
theo dbi chirc ning that trai dinh ky trong qua trinh hoa tri, vai tro LV-GLS trong
bénh co tim do trastuzumab hau nhu chi duogc ngoai suy tr cac doan hé bénh co tim

1257 v tan suat bénh co tim mic d6 nhe khong triéu chimg ((ALV-

do anthracycline
GLS > 15% kém LVEF > 50%) van chura duoc bao cdo qua cac thir nghiém 1am sang
trude day. Tuong tu nhu dbi véi anthracycline, trude khuyén cao ESC 2022, bénh co
tim do trastuzumab dugc dinh nghia dua trén thay d6i LVEF tai mot thoi diém trong

qua trinh theo ddi so véi LVEF trudc hoa tri.
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Bang 4.2 Tan suit bénh co tim do trastuzumab duwa trén thay d6i LVEF

Co mau | Thoi gian theo doi | HFA-ICOS | Tan suét bénh co
trung binh (thang) | nguy co thap | tim dya trén LVEF

Nghién cuu 110 12 54,5% 6,4%
chung to1

Battisti?* 931 0 43,1% 5,9%

Cronin?® 507 60 17,7% 4,5%

Slamon3*® 235 10 28%

HERA®% 5.102 96 4,1%

PACS-04132 260 47 3,5%

Chen'® 45.537 36 9,0%

Bowles'** 112 12 6,2%

Trong nghién ctru chung t6i, siéu 4m tim danh gia chirc nang that tri (LVEF va
LV-GLS) dugc lip lai thuong xuyén & mdi chu ky hoa tri, mdi 3 thang sau hoa tri, va
tat ca bénh nhan déu duoc theo ddi 12 thang sau lidu cudi trastuzumab. Dya trén qui
trinh nghién cuu do, 11,8% bénh nhan hoéa tri trastuzumab dugc ghi nhan c¢6 bénh co
tim, trong do, bénh co tim mirc d nhe chiém 5,4% va bénh co tim mirc do trung binh
chiém 6,4%. Pong thoi, tit ca trudng hop bénh co tim do trastuzumab chi dugc ghi
nhan trong qua trinh hoa tri va tat ca bénh nhan duoc ghi nhan bénh co tim déu khong
c6 tridu chimg suy tim. Diém khac biét trong nghién ctru ching t6i so v6i cac nghién
ctru khic 14 phac d6 héa tri trastuzumab & 110 bénh nhan déu khong c6 anthracycline.

Nghién ctru cta Slamon va cong su (2001) 13 thir nghiém 1am sang pha III dau
tién bao cao dir liéu vé doc tinh co tim cia trastuzumab. Trong nghién ciru, nguy co
1di loan chure ning tim (dya trén thay d6i LVEF) cao nhit & nhém bénh nhén ung thu
v hoa tri dong thoi anthracycline, cyclophosphamide va trastuzumab (28%).38 Vi
bang chimg ban dau vé nguy co ton thuong co tim cia trastuzumab nay, cac thir
nghiém lam sang sau d6 dua ra ti€u chuan chon mau khit khe hon, chi chon lya hau

hét bénh nhan thudc nhém nguy co ban dau thap va loai trir cac truong hop ung thu
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vi ¢ nhiéu yéu té nguy co ton thuong co tim do hoa tri: ting huyét ap khong kiém
soat, roi loan nhip, bénh van tim, bénh mach vanh, suy tim hay r6i loan churc nang
tam thu that trai khong triéu chimg. Cuy thé, trong cac thir nghiém 1am sang HERA va
PACS-04, & nhém hoa tri trastuzumab theo sau anthracycline, tan suat bénh co tim
dao dong 3%-4%.°%132 Trong doan hé BCIRG006, khi phac d6 hoa tri dong thoi
docetaxel, carboplatin va trastuzumab dugc chimg minh hi€u qué tuwong duong véi
phac dd c6 anthracycline, tan suat bénh co tim do trastuzumab (LVEF giam <50%) &
phac d6 khong cé anthracycline chi chiém 0,4%."3° Tuong tu, thir nghiém 1am sang
da trung tdm cua Dang va cOng su (2016) ciing ghi nhan chi 3,2% bénh nhan hoa tri
trastuzumab don thuan c6 LVEF giam >10%, va ti 18 bénh nhan c6 LVEF giam <50%
kém triéu ching suy tim chi chiém 0,5%.""° Nguoc lai, trong cac doan hé hoi ciru
khong phai thir nghiém 1am sang trastuzumab, tan sut bénh co tim c6 cao hon dang
ké. Khi Chen va cong su phan tich hdi ciru 45.537 bénh nhan ung thu va giai doan
som, cao tudi, tn sudt bénh co tim do trastuzumab dugc bao cao khoang 14%.'%
Phan tich hdi ctru ctia Guaneri & bénh nhan ung thu va giai doan tré (di can) tai trung
tam MD Anderson ciing cho théy 26,5% bénh nhan hoa tri trastuzumab xuat hién suy
tim c6 triéu chimg. Tuy nhién, 5% bénh nhén trong doan hé nay c6 tién can suy tim
va 26% bénh nhan dugc diéu tri anthracycline trudc d6.'3¢ Tan suat bénh co tim do
trastuzumab trong phan tich hdi ctru ctia Cronin cling dugc bao cdo 4,5% véi 17,7%
bénh nhan duoc phan tang nguy co HFA-ICOS ban dau thap.'?S Nhin chung, ¢ bénh
nhan hoa tri trastuzumab don thuan (khéng kém anthracycline), tan suat bénh co tim
thudng <1% trong cac thir nghiém 1am sang ¢ bénh nhan nguy co thap (it cac yéu td
nguy co tim mach), tuy nhién, & bénh nhan c6 tién cin diéu tri anthracycline hay c6
tich lily nhidu yéu t6 nguy co tim mach trudc héa tri, tin suat bénh co tim do
trastuzumab c6 thé ting cao hon, dao dong tir 3% dén 26%. Trong hau hét cac nghién
cru d3 dugc cong b, ngoai cac thir nghiém 1am sang, tin suat bénh co tim do
trastuzumab chi dugc phan tich hdi ctru va tan sudt bénh co tim mic do nhe (ALV-
GLS > 15%) chua duoc ghi nhan. Vi thé, tan sut bénh co tim mic do nhe 5,4%

trong nghién ctru tién ctru ciia chung t61 gop phan bo sung y van con thiéu vé dac
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diém bénh co tim do trastuzumab. Bén canh d6, tn suit bénh co tim do trastuzumab
mirc d6 trung binh (LVEF giam <50%) trong nghién ctru chung toi chiém 6,4%,
dudng nhu cao hon so vé6i s6 liéu cac nghién ctru di cong b trude day, mac du ti 16
bénh nhan c6 nguy co HFA-ICOS thép lai cao hon. Diéu nay co thé duoc 1y giai boi
giam LVEF théang qua va ty phuc hoi (khong can ngung hoa tri) thudng hién dién ¢
bénh nhan diéu trj trastuzumab, 22 va khi tan suat l3p lai siéu 4m tim trong nghién ctru
ching toi cao hon (lp lai mdi chu ky), kha nang phat hién réi loan chirc nang tim
lién quan hoa tri c6 thé cao hon.

Khi phan tich twong quan gitra cac muc do bénh co tim trong nghién ctru, chiing
toi ghi nhan khoang mot ntra bénh co tim & mirc d¢ nhe. Tuy nhién, bénh nhan cé
nguy co HFA-ICOS ban dau thap s& dap ung voi diéu trj trastuzumab khac v6i nhém
nguy co trung binh-cao. Chi ¢ 1 truong hop bénh co tim mic d6 trung binh xuat
hién & nhom nguy co HFA-ICOS thép, va hau hét (85,8%) cac trudng hop bénh co
tim do trastuzumab muc do trung binh hi¢n dién ¢ nhoém nguy co trung binh-cao.
Nguoc lai, da sb (85,7%) céc truong hop bénh co tim do trastuzumab ¢ mirc d§ nhe
dugc chan doan & nhom nguy co HFA-ICOS thép, va tit ca déu xuat hién trong 9
thang dau diéu tri trastuzumab. Két hop véi dic diém tin sudt bénh co tim do
trastuzumab murc do trung binh trong cac nghién ciru trude ddy déu <1% & nhom
bénh nhan khong ¢ yéu td nguy co tim mach va khong hoa tri anthracycline di kém,
ching t6i dé nghi siéu 4m tim tai danh gia chirc ning tAm thu that trai khong can thiét
phai thuc hién mdi 3 thang cho tat ca bénh nhan nguy co HFA-ICOS thap trudc hoa
tri, cu thé, siéu am tim chi nén thyc hién lap lai mdi 6 hay 9 thang & nhém bénh nhan
nay.

O giai doan sau hoa tri trastuzumab, khuyén cdo ESC dé nghi si€u am tim lap
lai ¢ thoi diém 12 thang ddi voi bénh nhan nguy co thip/nguy co trung binh va tai
thoi diém 3 thang -12 thang ddi v6i bénh nhan nguy co cao.” O nhém nguy co trung
binh va nguy co thap, két qua nghién ctru chung toi khong ghi nhan bat ki bién cb

bénh co tim tich lily ndo tai thoi diém 12 thang sau liéu cubi trastuzumab. Tuy nhién,
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do han ché vé s6 bénh nhan nguy co cao, nghién ctru chiing toi khong thé kiém dinh
su phil hop tan suét suét siéu 4m tim duoc khuyén cdo ¢ phan nhém bénh nhan nay.

Xét vé thoi diém xuat hién bénh co tim do trastuzumab, nghién ctru chiing t6i
c6 két qua tuong dong voi nghién ctru hdi cliru cia tac gia Russo va cong su & 499
bénh nhan ung thu va HER2 (+). Nhom tac gia ndy ghi nhan phan 16n (42%) bénh co
tim do trastuzumab duoc chan doan trong 3 thang dau tién khai tri va giam dan sau
do voi 21%, 19% va 18% céc truong hop hién dién trong khodng thoi gian 3-6 thang,
6-9 thang va 9-12 thang.'’” Trong nghién ctru ching toi, bat ké bénh co tim do
trastuzumab muc d6 trung binh hay muc dd nhe, tan suit bénh co tim chung cling
dugc ghi nhan chil yéu trong 3 thang dau tién khai dong trastuzumab (69,2%) va
57,1% bénh co tim mirc d6 trung binh (kém LVEF giam <50% theo khuyén céo ESC)
dugc chan doan trong giai doan nay.
So sdnh khdc bi¢t tdn sudt va thoi diém xudt hién giiva bénh co tim do héa tri
anthracycline va bénh co tim do héa tri trastuzumab

Trong nghién ctru chung t6i, khi bénh nhan hoa tri anthracycline va trastuzumab
duoc tuyén chon va cung duoc theo doi tién ctru, voi ti 1& céc yéu td nguy co tim
mach, phin ting nguy co HFA-ICOS trudc héa tri va ti 1é st dung cac thude diéu tri
ndi khoa bdo vé€ tim khong khac biét gitra hai nhom bénh nhan, tan suit bénh co tim
do anthracycline (12,6%) va trastuzumab (11,8%) tuong tu nhau. Nghién ctru ching
t6i chi tuyén chon nhing bénh nhan ung thu vt méi chan doan, chua timg diéu tri
ung thu (hoa tri - xa tri) trudc do, nén tan suat bénh co tim do anthracycline va
trastuzumab phan anh tac dong don thuan va doc 1ap cua timg nhém thude 1én ton
thuong co tim. Nguoc lai, da ph?m cac nghién ctru bao cao tan suit bénh co tim do
anthracycline hay trastuzumab truéc ddy duoc khao sat hoi ctru, qui trinh siéu 4m tim
tai danh gia chuc nang tam thu that trai khong dugc xac dinh trudc, déng thot, ti 1€
bénh nhéan héa tri anthracycline két hop trastuzumab (nbi tiép hay cung luc) kha cao.

Phén tich vé ti 1& cac mtrc d6 bénh co tim, nghién ciru ching t6i ciing cho thay
bénh co tim mic d trung binh va mtrc dd nhe ¢o ti 1€ gﬁn nhu twong duong nhau,

bat ké bénh nhéan hoa tri anthracycline hay trastuzumab. Noi cach khac, mic du co
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ché ton thuong té bao co tim khac nhau gitta hai thudc, & dan s6 bénh nhan ung thu
vl véi cac dic diém nhan ching hoc, giai doan ung thu, yéu td nguy co tim mach,
diéu tri bao vé tim twong tu nhau, anthracycline va trastuzumab tdc dong nhu nhau
1én tan suat bénh co tim do hoa tri. Dit liéu ndy chwa dugc bao cio trong y van vé
bénh co tim do anthracycline va trastuzumab di dugc cong bo.

Xét vé dic diém xuét hién bénh co tim do hoa tri, bang ching cic nghién ciru
d3 cho thay hau hét bénh co tim do anthracycline xuat hién sau khi két thiic hoa tri
va bénh co tim do trastuzumab chil yéu hién dién trong qua trinh hoéa tri.'> Két qua
nghién ctru chiing t6i cling cho thay dic trung twong ty khi hau hét bénh co tim do
anthracycline hién dién trong 3 thang dau sau khi ngung hoa tri va phan 16n bénh co
tim do trastuzumab xuat hién trong 3 thang du khoi tri. Cu thé, 80,9% bénh co tim
do anthracycline xuat hién sau ngimg hoéa trj (40,5% trong 3 thang dau) va 100% bénh
co tim do trastuzumab duoc ghi nhan xuyén sudt 18 chu ky sir dung thube (69,2%
trong 3 thang dau tién).

Panh gia vé tan suat bénh co tim do hoa tri & cac muc phan ting nguy co HFA-
ICOS khac nhau, ddi v6i ca anthracycline va trastuzumab, nghién ctru chiing toi ghi
nhan bénh co tim do héa tri xuat hién véi tan suit twong tu nhau & nhém nguy co thip
va nhém nguy co trung binh-cao. Tuy nhién, phan 1én bénh co tim do héa tri mirc d6
trung binh (LVEF giam <50%) khong hién dién & nhom nguy co thap. Cu thé, 85,8%
bénh co tim do trastuzumab murc d trung binh va 68,2% bénh co tim do anthracycline
muc dg trung binh chi hién dién & nhém nguy co HFA-ICOS trung binh-cao.

4.4 Gia tri du bao bénh co tim do anthracycline va trastuzumab mirc dd trung
binh khong triéu chirng cia LV-GLS

4.4.1 Vai tro thang diém HFA-ICOS trong du bao nguy co bénh co tim do hoa
tri anthracycline va trastuzumab trung binh khong triéu chirng

Poc tinh tim mach lién quan diéu tri ung thu dién tién dong hoc, vdi nguy co
tuyét d6i phu thudc vao nguy co tim mach ban dau trudc didu tri, va thay doi theo
thoi gian khi tiép xtc cac phuong thirc trj lidu ung thu. Panh gia nguy co tén thuong

co tim trude hoa tri duge thyuc hién 1y tudng thong qua mot thang diém tich hop céac
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yéu t6 nguy co dic trung ¢ timg bénh nhan 7. Tuy nhién, dén thoi diém hién tai, cac
thang diém dugc xudt ban con it, chu yéu dua trén cic nghién ctru hdi ciru, hay chi
dugc xay dung trén mot vai loai ung thu nhét dinh, khong thé ngoai suy cho tat ca
céc loai ung thu.%' Cac thang diém tién doan nguy co bién c¢6 tim mach xo vira kinh
dién (SMART, ADVANCE, SCORE2, SCORE2-OP, ASCVD, U-Prevent) ciing c6
thé duoc sir dung trong danh gia ngudi bénh trude hoa tri, tuy nhién, ung thu vé ban
chét cling di 1a mot yéu tb tién luong doc 1ap cac bién cb tim mach 10138139 Mat
khac, mdi loai phuong thirc diéu tri ung thu déu lién quan dén cac bién ¢ tim mach
khac nhau. Cu thé, tac dong bat loi chu yéu cua anthracycline va trastuzumab bao
gdm suy tim va rdi loan chirc ning tam thu thét trai khong triéu chimg, bat lgi chinh
cta cac thude (e ché VEGF 1a tang huyét ap, cac thudc dan xudt androgen cé bang
chtng lién quan ting tc d6 xo vita dong mach, va cac thude trc ché diém kiém soat
mién dich dugc ghi nhan lam ting déng ké nguy co viém co tim cap...!

O bénh nhan ung thu v héa trj anthracycline ¢ hay khong c6 kém trastuzumab,
Kabore va cong sy qua tong quan y vin ghi nhan c6 6 mé hinh dy bao két cuc bénh
co tim dugc dé xuét trong 10 nam tré lai day. Trong d6, 3 mo hinh dua ra thang diém
cu thé va s6 con lai chi 1a cac mo hinh hdi qui logistic.’*® M6 hinh ctia Goel'*! va
Kim'? duogc bao céo c6 kha ning du bao rat tot bénh co tim do héa tri voi chi s6
thong ké C-statistic 1a 0,87. Cu thé, Goel va cong su xdy dung mé hinh loai trir bénh
co tim do trastuzumab ¢ bénh nhan sau hoa tri anthracycline chi dya trén LVEF trudc
hoéa tri anthracycline va mirc d§ giam LVEF sau hoa tri anthracycline so voi gia tri
ban dau. Tang troponin T va NT-proBNP sau hoa tri khong chimg minh duoc vai tro
tién doan bénh co tim sau hiéu chinh da bién.'*' Nguoc lai, trong cdc mé hinh khac,
cac yéu t6 nguy co tim mach duoc sir dung chii yéu dé xay dung va kiém dinh mo
hinh. Kim va cdng su dé nghi mé hinh CHEMO-RADIAT trong du bao két cuc tim
mach bat loi chung (tir vong tim mach, nhdi mau co tim, suy tim sung huyét, con
thoang thiéu mau nao/dot quy thiéu méau ndo) dua trén cac yéu té nguy co tim mach
kinh dién va cac bénh Iy tim mach sin c¢6. M6 hinh CHEMO-RADIAT duoc xay

dung va ndi kiém & 1.256 bénh nhan ung thu v tai Han Qudc, véi 1 diém dugc gan
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cho cac yéu t6 nguy co tim mach kinh dién nhu tang huyét ap, tudi >60, chi sé khdi
co thé > 30 kg/m?, eGFR < 60ml/phut/1,73m?, r6i loan lipid mau, dai thao duong va
2 diém duoc tinh khi bénh nhan c6 mot trong cac bénh 1y tim mach nhu tién can nhdi
mau co tim, bénh dong mach ngoai bién, suy tim hay dot quy.'*? Tuy nhién, nhuoc
diém chinh ctia cac md hinh nay 1 chua duoc ngoai kiém qua céc nghién ctru tién
ctru, chua duogc hiéu chuin va con nhiéu khac biét vé phuong thirc hoa tri, dinh nghia
két cuc nghién ciru trong cac doan hé cia timg mo hinh.'4°

Khuyén cédo Tim-Ung thu 2022 ciia Hoi Tim Chau Au dé nghi théng nhét sir
dung coéng cu phan ting nguy co HFA-ICOS ¢ bénh nhan hoéa tri ung thu cac thude
¢6 nguy co doc co tim trong thuc hanh 1am sang. Piém HFA-ICOS mic du chua
duogc kiém dinh ddy di qua cac nghién ciru tién ciru, nhung c6 wu diém dé thyc hién
va dé tich hop trong thyc hanh 1am sang chuyén khoa ung thu. Diém HFA-ICOS
khong chi danh cho bénh nhan hoa tri anthracycline hay trastuzumab ma con dugc
khuyén céo dé phan ting nguy co bénh nhan trudc khi str dung 5 nhom thude hoa tri
khac. Nguy co duoc udc tinh 13 tong nguy co cac bién c¢d tim mach c6 thé gip trong
tirng nhém thudce, bao gdm suy chirc nang that trai, roi loan nhip va QTc dai, cac bién
¢6 mach mau...”®! Vi thé, kiém dinh thang diém HFA-ICOS cho ting bién c¢b tim
mach dac hi€u va cho tung nhom thudc khac nhau 1a nhu cau cép thiét trong thuc
hanh 1am sang tim mach-ung thu.

Vi 330 bénh nhan hoa tri anthracycline va 110 bénh nhan hoa tri trastuzumab
don doc, nghién ciru chung t6i chimg minh diém HFA-ICOS mic du khong thé tién
doan bénh co tim do héa tri chung, nhung c6 kha ning phéan dinh tt bénh nhan c6
nguy co bénh co tim do héa tri mirc do trung binh tir thoi diém trude hoa tri.

Vai tro thang diém HFA-ICOS trong dw bao nguy co bénh co tim do héa tri
anthracycline mirc dj trung binh khong tri¢u ching
Cic yéu té nguy co truwéc héa tri dw bdo bénh co tim do anthracycline

Khi liéu tich lily anthracycline khong con cao trong cac phac d6 hoa tri ung thu

va hién tai,'” cac yéu té nguy co tim mach cang dong vai trd quan trong trong tién

doéan bénh co tim do anthracycline. Trong mdt phan tich gop dua trén 18 nghién ctru
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v6i 7.488 bénh nhan hoa tri anthracycline khong kém trastuzumab, Qiu va cOng su
cho thiy ting huyét 4p (OR 1,99, KTC 95% 1,43 — 2,76), dai thio duong (OR 1,74,
KTC 95% 1,11 —2,74), béo phi (OR 1,72, KTC 95% 1,13 —2.61) 1a 3 yéu t6 nguy co
pho bién va co ¥ nghia tién doan doc 1ap cho bénh co tim do anthracycline. Tién cin
suy tim, bénh co tim, bénh mach vanh khong dugc khéo sat trong phan tich nay.!*
Tuong tu, Fogarassy va cong su thuc hi¢n mdt nghién ctru théng ké dir liéu quéc gia
tai Hungary vdi 8.068 bénh nhan ung thu vua sau hoa tri anthracycline trong giai doan
2007-2016 ciing ghi nhan cac yéu t6 tién doan doc lap nguy co suy tim dai han sau
hoa tri bao gdm: tudi (nguy co ting ké tir sau 40 tudi, véi tudi 40-49 (OR 2,19; KTC
95% 1.06 — 4,54), tudi 50-59 (OR 2,5; KTC 95% 1,24 — 5,06), tudi 60-69 (OR 4,66;
KTC 95% 2,37 —9,333), tudi =70 (OR 9,83; KTC 95% 4,87 — 19,86)), d4i thio duong
(OR 1,64; KTC 95% 1,32 — 2,04), tang huyét ap (OR 1,36; KTC 95% 1,06 — 1,72),
bénh mach vanh ¢6 nhdi mau co tim hay tai thong mach vanh (OR 1,87; KTC 95%
1,29 - 2,75), bénh mach vanh khong tai thong mach vanh (OR 1,30; KTC 95% 1,06
- 1,59) va dot quy (OR 1,70; KTC 95% 1,06 —2,75).%°

O bénh nhan hoa trj anthracycline, tién can suy tim va bénh co tim dugc phan
loai 14 yéu t6 nguy co rat cao cho bénh co tim.5' Wang va cong su khi phéan tich hbi
ctru doan hé 5.057 bénh nhan hoa tri anthracycline tai bénh vién Massachusetts giai
doan 2002-2012 nhéan thay nguy co suy tim ting 40% khi LVEF trudc hoa tri thap di
mdi0 5% so voi gia tri LVEF trung binh cta dan sé (68 + 7%).'** Twong tu, trong
doan hé 2.508 bénh nhan ung thu tai Pan Mach dugc hoa tri anthracycline ttr 2000
dén 2010, Salz va cOng su cling chiing minh sau hi¢u chinh da bién, tién cin bénh co
tim/bénh mach vanh 1a yéu t6 nguy co doc 1ap manh nhat cho két cyc suy tim trong
qua trinh theo doi (HR 2,71, KTC 95% 1,15 — 6,36).!%

Déi voi cac yéu td nguy co tim mach khéac, néu béo phi 14 yéu td nguy co hing
dinh va doc 1ap qua cac nghién ciru,%' thi réi loan lipid mau hiém khi chimg minh
duogc vai tro du bao nguy co bénh co tim do hoéa tri. Pino va cong sy khi thyuc hi¢n

mot phan tich gdp qua 39 nghién ctu voi 21.079 bénh nhan ung thu hoéa tri
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anthracycline va/hodc trastuzumab nhan thiy réi loan lipid mau khong phai yéu t6
tién doan doc 1ap bénh co tim do hoa tri (OR 0,89, KTC 95% 0,73 — 1,10).146

Khi so sanh gitta nhom khong c¢6 va c¢é bénh co tim do anthracycline mic d6
trung binh khong triéu chimg, nghién ctru chiing t6i nhan thay chi ¢ cac yéu td nguy
co tim mach bao gdm ting huyét ap, rung nhi, béo phi, bénh than man & nhém bénh
co tim ¢ LVEF giam <50% ¢ ti 1é cao hon dang ké so v4i nhom khong co bénh co
tim. Nhin chung, két qua nghién ciru chung t6i khong khac biét nhiéu so véi y vin
trén thé gidi.

Dua trén céc dic diém khac biét néu trén, va khi diém HFA-ICOS cong ddn cac
yéu t6 nguy co tim mach tich liy truéc hoa tri, nghién ctru chung t6i cho thdy nhom
bénh co tim do anthracycline mutc do trung binh c6 tong diém HFA-ICOS cao hon
c6 y nghia so v&i nhém khong cé bénh co tim.

Khi phén tich khac biét vé hinh anh hoc chirc nang tim trude hoa tri, nghién ciru
chung t6i khong cho thay sy khac biét vé gia tri LVEF va LV-GLS trudc hoa tri gitra
nhom khong cé bénh co tim va nhom cd bénh co tim do anthracycline muc do trung
binh.

Kiém chirng diém HFA-ICOS trong dw bdo bénh co tim do anthracycline mivc dp
trung binh khong triéu chirng

O thoi diém trude hoa tri, khi phan tich vé dic diém 1am sang va hinh anh hoc
churc nang tim, nghién ctru ching t61 khong ghi nhén khéc biét c6 y nghia gitra nhom
khong c6 bénh co tim va nhém bénh co tim do anthracycline mirc d§ trung binh, trir
cac yéu to nguy co tim mach thanh té trong diém HFA-ICOS.

Trong nghién ciru, chiing toi ghi nhan ti 1¢ bénh nhan xuét hién bénh co tim do
anthracycline trong sudt thoi gian theo ddi & nhom nguy co HFA-ICOS trung binh-
cao (14,8%) khac biét khong nhiéu so v&i nhém nguy co thap (11,1%), nhung tan
suat bénh co tim mirc d6 trung binh & nhom nguy co trung binh-cao thi nhiéu hon gip
3,1 1an. Cu thé, chi chua dén 1/3 (31,8%) bénh co tim do anthracycline mirc do trung
binh hién hién & nhém nguy co thap. O doan hé¢ CARDIOTOX, Santana va cong su
cling ghi nhan ti 1& bénh nhan ¢ bién cb tim mach phdi hop (suy tim, LVEF giam
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<50% khong triéu ching va rdi loan nhip) & nhém nguy co trung binh nhiéu gap 3
lan nhém nguy co thap. Tuy nhién, diém HFA-ICOS trong doan hé CARDIOTOX
dugc kiém dinh hoi clru, qui trinh siéu 4m tim khong thong nhat gitra cac dia diém
nghién ctru va vai tro du bao bénh co tim mirc d6 nhe van chua dugc bao céo.'*

Trén co so do, khi phan tich vai tro diém HFA-ICOS trong dy bao bénh co tim
do anthracycline muc d¢ trung binh qua dudng cong Kaplan-Meier, nghién ctru chung
t6i cho thdy diém diém HFA-ICOS dugc ching minh 1a céng cu hiéu qua gitp phan
tang nguy co xuat hién bién cd tai thoi diém trudc hoa tri (p=0,001). Puong cong
Kaplan-Meier cho nhom nguy co trung binh tach biét vi nhom nguy co thap tir rat
som, chi sau 2 chu ky anthracycline dau tién, va sy khac biét duoc duy tri ngy cang
nhiéu cho dén thoi diém két thuc theo ddi nghién ciru. Piém HFA-ICOS trong nghién
ctru chung t6i c6 dd nhay do nhay 70,8% va do dac hi¢u 61,8% trong du bao bénh co
tim do anthracycline muc dg trung binh, véi dién tich dudi dudong cong (AUC) la
0,66. Két qua nghién ctru chung toi twong dong voi phan tich tir doan hé
CARDIOTOX khi Santana va cong sy ciing chimg minh ti 1& cac bién ¢ tim mach
phéi hop ting tuyén tinh theo phan tang nguy co HFA-ICOS, véi s trudng hop c6
bién ¢ tim mach phéi hop tich lily & nhém nguy co trung binh va nguy co cao/rat
cao nhiéu hon c6 ¥ nghia so v6i nhém nguy co thap chi trong vong 10 thang dau tién
khoi dong anthracycline. '

Nhin chung, diém HFA-ICOS trong nghién ciru ching t6i dugc kiém dinh tién
ctru ri€éng cho bénh co tim va tac dong anthracycline dugc danh gia riéng biét (khong
kém trastuzumab), qua d6, diém HFA-ICOS dugc ching minh 13 cong cu hiéu qua
trong du bao sém bénh co tim do hoéa tri cé kém giam LVEF <50% khong triéu chung.
Vai tro thang diém HFA-ICOS trong dw bao nguy co bénh co tim do héa tri
trastuzumab
Cic yéu té nguy co trwéc héa tri dw bdo bénh co tim do trastuzumab

Khac v6i anthracycline, ton thuong co tim do trastuzumab khong phy thudc lidu
tich Iily ,'* vi thé, nguy co bénh co tim do trastuzumab it phy thudc vao dic tinh ung

thu va diéu tri ung thu ma phu thudc chu yéu vao cac yéu td nguy co tim mach trudc
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hoa tri .5! Theo khuyén cdo ESC 2022, tién cin suy tim/bénh co dugc phan loai 1a yéu
t6 nguy co rat cao bénh co tim do trastuzumab. Trong khi 6, bénh van tim ning, tién
can nhdi mau co tim/tai thong dong mach vanh, dau thét nguc 6n dinh, tudi > 80,
LVEF trudc hoéa tri < 50% dugc dinh nghia 1a cac yéu td nguy co cao.” Tuy nhién,
cac thir nghiém 14m sang cla trastuzumab thudng loai trir bénh nhéan cao tudi hay c6
céc bénh 1y tim mach di kém, va hau hét cac nghién ctru khdo sat yéu t6 nguy co trudc
hoéa tri du bédo bénh co tim do trastuzumab 1a khéo sat hoi ctru tir dit liéu thé gidi
thuc.!®> Dya trén 35 nghién ctru dugc cong bd, Koulaouzidis va cong sy da tién hanh
mot phan tich gop ¢ 187.892 bénh nhan ung thu v HER2 (+) dugc hoéa tri
trastuzumab. Két qua phén tich gop cho thay tién cin bénh mach vanh 13 yéu t6 nguy
co manh nhit cho bénh co tim do trastuzumab (OR 3,72, KTC 95% 2,11-6,57), theo
sau 13 tudi = 60 (OR 2,03, KTC 95% 1,38-3,00), ting huyét ap (OR 2,01, KTC 95%
1,30-3,09), déi thdo duong (OR 1,49, KTC 95% 1,22-1,81), hut thubc 14 (OR 1,33,
KTC 95% 1,07-1,65). Bén canh do, béo phi va r6i loan lipid mau khong duoc chung
minh 13 yéu td tién doan doc 1ap bénh co tim do trastuzumab.'*® Nguoc lai, khi phan
tich doan hé 6.751 bénh nhan ung thu v dugc hoa tri trastzumab tai Pai Loan tu
2010 — 2018, Chang va cong su lai chimg minh cac yéu td nguy co tim mach kinh
dién nhu ting huyét ap, dai thao duong, bénh mach vanh man khong gitip tién doan
két cuc tim mach chinh (nhdi mau co tim méi, suy tim, dot qui thiéu mau nio) trong
thoi gian theo ddi trung vi 36 thang, dong thoi, diéu tri ndi khoa bao vé tim (ACE-
i/ARB hay chen beta) ciing khong gitp cai thién c6 ¥ nghia két cuc suy tim.'*° Nhin
chung, bang chtng vé vai trd cac yéu t nguy co tim mach trong du bao bénh co tim
do trastuzumab khong manh va héng dinh nhu ¢ bénh nhan hoa tri anthracycline.
Bénh than man ciing duoc xem 13 yéu t nguy co bénh co tim do trastuzumab.
Russo va cong su khi phan tich hdi ciru 499 bénh nhan ung thu vi HER2 (+) duoc
hoéa tri trastuzumab tai 10 bénh vién & Y cho théy tan sudt bénh co tim tang theo muc
do giam do loc cau than udc doan (eGFR) va diém cit eGFR < 78 ml/ph/1.73m? (OR
3,32, KTC 95% 1,30-8,65) 1a yéu td tién doan doc 1ap bénh co tim do trastuzumab

sau hiéu chinh véi ddc diém ung thu va cac yéu to nguy co tim mach kinh dién.!’
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Tuong ty, trong md hinh dy bao bénh co tim do trastuzumab cua Ezaz va cong su,
bénh than man cling 1a mdt yéu td tién doan quan trong (HR 1,99, KTC 95% 0,96 —
4,14)3

Trong nghién ctru chung t6i, ti I¢ bénh than man & bénh nhan bénh co tim do
trastuzumab muc d¢ trung binh (kém LVEF giam <50%) dugc chirng minh cao hon
nhom khong c6 bénh co tim, twong tu két qua cac nghién ciru trude day. Mic du chi
c6 bién s6 tudi cao (65-79 tudi), rung nhi va bénh than man co sy khac biét gitta nhom
khong c6 bénh co tim va nhdm bénh co tim mirc d¢ trung binh, khi diém HFA-ICOS
duogc tinh dya trén tong s6 cac yéu td nguy co tim mach tich lily trudc hoa tri, nhém
bénh co tim do trastuzumab mirc d6 trung binh trong nghién ciru ching to6i van co
tong diém cao hon c6 y nghia so v&i nhém khong c6 bénh co tim (p=0,007).
Kiém chieng vai tro diém HFA-ICOS trong dw bdo bénh co tim do trastuzumab
mirc dj trung binh khong triéu chung

Mic du phan tang nguy co HFA-ICOS trong nghién ciru chting t6i khong chimg
minh duoc kha ning phan dinh bién thién stc cing that trai & cac mirc nguy co khac
nhau, nhung tin suat bénh co tim do trastuzumab mirc do trung binh duoc ghi nhan
& nhom nguy co trung binh-cao nhiéu hon 6 1an so vi nhém nguy co thap. Ngugc
lai, tAn sudt bénh co tim do trastuzumab chung (mirc do nhe va mirc do trung binh)
khong khac biét nhiéu giita hai nhém nguy co HFA-ICOS trong nghién ctru, véi 12%
hién dién & nhom nguy co trung binh-cao va 11,7% dugc bao cdo & nhom nguy co
thap. Két qua tuwong ty ciing dugc ghi nhan trong phén tich hdi ctru cta Cronin véi
tan suat bénh co tim mirc d6 trung binh/ning & nhém nguy co thap chi bang 1/3 nhém
nguy co trung binh.!?* Battisti va cong su trong doan hé 931 bénh nhan ung thu va
HER2 (+) cho thay bénh co tim murc do trung binh/ning do trastuzumab & nhém nguy
co trung binh-cao nhiéu gp 1,5 1an so v&i nhém nguy co thap.'2* Mic du nghién ciru
chiing t6i ¢6 ¢& mau nho hon, nhung khac biét nghién ctru chiing t6i so voi cac nghién
ctru ké trén thé hién qua ba dic trung: (1) diém HFA-ICOS dugc kiém dinh tién ctru,

(2) tit ca bénh nhan déu khong diéu tri anthracycline hay cac thude c6 doc tinh co tim
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trudc d6 va (3) qui trinh siéu 4m tim trong nghién ctru chit ch& hon véi hé qua 1a tan
suat bénh co tim muc do trung binh duoc ghi nhan nhiéu hon.

Vai tro diém HFA-ICOS trong du bao bénh co tim do trastuzumab trong nghién
ctru chung t6i dugc phan tich dya trén duong cong Kaplan-Meier sé ca tich lily theo
thoi gian. Tuong ty & bénh nhan hoa tri anthracycline, diém HFA-ICOS dugc chung
minh 1a cong cu dy bdo sém va hi€u qua bénh co tim do trastuzumab muc do trung
binh, khong triéu chimg (p = 0,036). Hau hét bénh co tim do trastuzumab murc do
trung binh & nhom nguy co thip déu xuat hién trong 3 thang (4 chu ky hoa tri) ddu
tién, nén dudng cong sb ca tich lily & nhém nguy co trung binh-cao tach biét sém va
su khéc biét ngay cang nhiéu cho dén 24 thang ké tir lac khoi dau diéu tri trastuzumab.
Piém HFA-ICOS trong nghién ctru chung t6i c6 d nhay 85,7% va do dac hiéu 55,3%
trong dy bdo sém bénh co tim do trastuzumab tai thoi diém trudc hoa tri. PO nhay va
dd dic hiéu diém HFA-ICOS duoc bao céo trong nghién ctru cua Cronin va cong sy
lan luot 13 42% va 97,4%.'2% Trong nghién ciru cua Battisti, diém HFA-ICOS duoc
chung minh c6 do nhay 14,8% va d¢ dac hiéu 93,2% trong du bdo ddc tinh co tim
cla trastuzumab, véi bién ¢ két cuc nay dugc dinh nghia bao gém tor vong tim mach,
ALVEF giam > 10%, LVEF giam xudng mirc < 50%, suy tim NYHA II-IV va ngung
trastuzumab vi suy tim.'?* 6 nhay diém HFA-ICOS trong nghién ctru chiing t6i cao
hon nghién ciru cta Cronin lién quan dén tan suit bénh co tim mutc d6 trung binh
dugc ghi nhan & nhém nguy co trung binh-cao nhiéu gap doi (12% trong nghién ciru
ching t6i so vdi 6,2% trong nghién ctru ciia Cronin), v tan suat ndy & nhém nguy co
thap giita hai nghién ciru twong ty nhau (1%). Do nhay diém HFA-ICOS trong doan
hé Battisti kha thap c6 thé dugc 1y gidi bdi tin suat bénh co tim do trastuzumab dugc
ghi nhan thap hon nghién ctru chung t6i va nghién ctru tac gia Cronin, ddng thoi, bién
sb doc tinh co tim do trastuzumab duogc dinh nghia khong don thuan chi c6 bénh co
tim.

Trong nghién ciru, chiing t6i chi khao sat két cuc bénh co tim do trastuzumab
c¢6 kém hay khong kém giam LVEF<50% va tan suat bénh co tim murc d6 trung binh

do trastuzumab don ddc cling dugc ghi nhan cao hon cac nghién ctru khac véi tan
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suat siéu Am tim 1ap lai chat ché hon. Trén co so do, diém HFA-ICOS dugc chung
minh 13 c¢ong cu hitu hiéu giup phan ting nguy co bénh co tim do trastuzumab khong
tri¢u chung, mtc d¢ trung binh.
4.4.2 Xac dinh md hinh t6i wu du bao bénh co tim do anthracycline khong triéu
chirng mirc do trung binh

O bénh nhan xuat hién méi bénh co tim, bat ké do anthracycline hay
trastuzumab, quyét dinh tiép tuc hay ngung tam thoi hoa tri can duge can nhac dwa
trén nguy co va loi ich boi chuyén gia tim mach va chuyén gia ung thu. i véi bénh
co tim do héa tri khong triéu chimg mirc d6 nhe c6 ALV-GLS giam twong d6i > 15%
so voi gia tri ban dau, anthracycline va trastuzumab dugc khuyén céo tiép tuc st
dung va cac thude diéu tri ndi khoa bao vé tim (ACE-/ARB va/hoac chen beta) nén
dugc khoi dong cang sém cang tot. Tam ngung hoa tri chi duge xem xét & bénh co
tim do hoa tri khong triéu chirmg muc do trung binh hay nang.” Mirc ALV-GLS giam
tuong ddi > 15% dugc dong thuan cao gitra cac hiép hoi tim mach va ung thu giup
du bao bénh co tim do hoa tri ¢c6 LVEF giam voi d6 nhay va do dic hiéu tbi
wu. 0121354 Negishi va cong su xac nhan diém cat ALV-GLS giam tuong d6i > 11%
s0 vOi gid tri ban dau c6 do nhay 65% va d¢ dac hi¢u 94% trong du doan bénh co tim
do hoéa tri tai thoi diém 12 thang.®® Piém cat ALV-GLS > 10% dugc Sawaya va cong
sy chirng minh tdi vu trong du bao bénh co tim do hoéa tri sau 15 thang theo doi voi
d6 nhay 78% va d6 dic hiéu 79%.%8 Oikonomou va cong sy khi tién hanh phan tich
g0p vé vai tro LV-GLS trong du béo bénh co tim do héa tri ghi nhan diém cat ALV-
GLS trong cac nghién ctru dao dong tir 2,5% dén 15,9% (trung vi 13,7%) voi d0 nhay
dao dong 45%-100% va do dic hiéu dao dong 65% - 95%. Khi diém cit ALV-GLS
cang cao, nhom tac gia cho thiy do nhay ciia ALV-GLS trong chan doan bénh co tim
do hoa tri cling ting twong ng.'® V& vai trd hinh anh hoc chirc ning tim, dén thoi
diém hién tai, ALV-GLS 14 bién s6 c6 bang ching vitng chic nhét trong y vin giup
du bdo bénh co tim do hda tri. Tuy nhién, kiém dinh hiéu suit chan doan ctia ALV-
GLS trong phﬁn 16n céc nghién ctru dugc thyc hién hdi ciru, dinh nghia bénh co tim

khong thdéng nhat, qui trinh lip lai siéu am tim khic nhau dang ké va
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anthracycline/trastuzumab thuong duoc phdi hop trong cac phac dd hoa tri ung thu
v trudce day.

Vé mat 1am sang, cic yéu td nguy co tim mach truéc hoa tri dugc chimg minh
1a yéu t6 du bao dang tin cdy cho bénh co tim do anthracycline va trastuzumab.
Nghién ctru ctia Neigishi va cong su 13 nghién ctru dau tién khang dinh phdi hop
ALV-GLS gitp cai thién c6 y nghia kha nang du bao bénh co tim do trastuzumab cua
cac yéu td nguy co tim mach trudc héa tri.% Nhém nghién ctru caa Milks ciing cho
thay phdi hop cac yéu t6 nguy co tim mach trude hoa tri véi ALV-GLS trong qua
trinh héa tri 1a mo hinh du bao bénh co tim do anthracycline t6i wu.!'® Han ché chinh
trong nghién ctru cua Negishi 1a ¢& mau nghién ctru nhé (81 bénh nhan) va nghién
ctru Milks 14 phan tich hoi ctru véi liéu tich iy anthracycline cao (442 69 mg/m?)
nhung chua dugc hiéu chinh da bién. Dong thoi, cac yéu td nguy co tim mach trong
céc nghién ciru ké trén chua dugc hé thong hoéa ¢ dang thang diém. Nam 2022,
khuyén cao ESC lan dau tién dé nghi chuan héa va théng nhat str dung diém HFA-
ICOS trong phan ting nguy co bénh nhan trude hoa tri cac thude c6 nguy co doc tinh
co tim, dac biét 1a anthracycline va trastuzumab.’

Trong nghién ciru chung t6i, diém HFA-ICOS d3 dugc chimg minh c6 kha ning
du bao tdt bénh co tim do anthracycline/trastuzumab muc d trung binh va bién thién
LV-GLS duoc x4c dinh 13 thong s chirc nang tim nhay nhat cho tién doan LVEF
giam <50% khong triéu ching trong suét qua trinh theo ddi. Véi dic diém thiét ké
nghién ctru tién ciru, tic dong ctia anthracycline va trastuzumab dugc phén tich doc
1ap, chung t6i x4c dinh mé hinh tdi wu chan doan bénh co tim do anthracycline va
trastuzumab muc do trung binh, khong triéu chimg dya trén mo hinh diém HFA-
ICOS don doc, md hinh ALV-GLS > 15% don ddc, va mé hinh phdi hop HFA-ICOS
v6i ALV-GLS > 15%. Viéc lya chon 3 md hinh nay 14 pht hop véi bang ching y van
trén thé gidi va két qua nghién ciru mé ta ciia chung toi.

O bénh nhan hoa tri anthracycline, m6 hinh dya trén diém HFA-ICOS >2 don
thuan c6 AUC =0,66 (d6 nhay 70,8% va d¢ dac hiéu 61,8%), mé hinh dya trén ALV-
GLS >15% don thuan c6 AUC = 0,93 (d6 nhay 87,5% va d6 dic hiéu 93,2%), mo
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hinh két hop c6 AUC=0,91 (d6 nhay 62,5% va do dic hi¢u 98,4%) trong du bao bénh
co tim do anthracycline muc d6 trung binh. Két qua nghién ctru chung t6i cho thiy
hiéu suét chan doan cta diém HFA-ICOS thap hon ALV-GLS trong tién doan bénh
co tim do anthracycline khong tri¢u chimg, mtrc d6 trung binh trong qua trinh hoéa tri
va theo ddi 12 thang sau héa tri. Khi m6 hinh giam tuong d6i ALV-GLS > 15% don
ddc c6 kha nang phan tﬁng rat tbt, viéc bod sung diém HFA-ICOS lam cai thién do dic
hiéu, nhung khong 1am cai thién cé y nghia kha nang dy béo cua bién thién LV-GLS
cho bénh co tim do anthracycline. Két qua nghién ciru chung t6i khac biét voi két qua
nghién ctru ctia Milks va cong su. Nhom tac gia nay chimg minh bién thién LV-GLS
c6 AUC = 0,84, cac yéu t6 nguy co tim mach trudc hoa tri ¢ AUC = 0,86 va m6 hinh
phéi hop c6 AUC = 0,96."¢ Khac biét ndy c6 thé duogc giai thich boi mé hinh cac yéu
t6 nguy co tim mach trong nghién ctru Milks dugc xay dung bang hdi qui da bién dya
trén dic diém 1am sang cta chinh dan s6 nghién cru va nghién ciru ciing khong ¢6
qui trinh siéu 4m tim 13p lai chuan héa do phan tich héi ciru. Béi vi siéu 4m tim dugc
lap lai v6i tan suat khong ddng nhat giita tit ca bénh nhan trong nghién ctru, do nhay
cia ALV-GLS giam twong ddi >15% trong du bao bénh co tim do anthracycline trong
nghién ctru Milks chi dat 45%.!'® Trong nghién ctru chung t6i, siéu 4m tim dugc thuc
hién 1ap lai v6i tan suat chat ché hon va ti 1é bénh nhan duoc bao cao c6 ALV-GLS
giam tuong ddi > 15% xuét hién trude khi LVEF giam <50% cao gap 2 1an so véi
nghién ctru cua Milks.

Két qua nghién ciru chung t6i chimg minh ALV-GLS don ddc 1a bién s6 du tin
cay trong du bao bénh co tim do anthracycline khong triéu chimg, mirc d§ trung binh
trong sudt thoi gian nghién ciru. Mic di mé hinh phdi hop khong lam cai thién kha
nang dy bao ctia ALV-GLS, nhung tai thoi diém trude hoa tri, diém HFA-ICOS van
1a cong cu phan ting nguy co kha thi.

4.4.3 Xac dinh md hinh tdi wu dw bso bénh co tim do trastuzumab khong triéu
chirng mirc do trung binh

Tuong tu & bénh nhan hoéa tri anthracycline, nghién ctru chiing t6i cting chung

minh ALV-GLS don doc 13 bién sd du tin cdy trong du bdo bénh co tim do
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trastuzumab khong triéu chimg, mirc d trung binh trong subt 18 chu ky hoa tri
trastuzumab va 12 thang theo doi sau d6. Cu thé, mé hinh chi dua trén diém HFA-
ICOS= 2 c6 AUC =0,66 (d6 nhay 85,7% va do dac hiéu 55,3%), mo hinh chi dya
trén ALV-GLS >15% c6 AUC = 0,97 (d0 nhay 85,7% va d¢ dac hi¢u 93,2%), md
hinh két hop c6 AUC=0,96 (d6 nhay 62,5% va do dic hiéu 98,4%). Phdi hop thém
diém HFA-ICOS chi giap cai thi¢én d6 dac hi¢u trong du bao bénh co tim do
trastuzumab cua mé hinh ALV-GLS. Trong nghién ctru ctia Negishi va cong su, 81
bénh nhan ung thu vl hoéa tri trastuzumab dugc phan tich tién ciru voi siéu 4m tim
duoc dinh ky lap lai chi sau 6 thang va 12 thang. Mic du két qua nghién ctru cho thiy
ALV-GLS c6 d6 chinh xac cao trong tién doan bénh co tim do trastuzumab (AUC =
0,84), nhung d6 nhay thap chi dat 65%, va d¢ dic hiéu dén 94%.%° D¢ dic hiéu ALV-
GLS trong nghién ctru chiing t6i twong dwong, nhung d6 nhay cao hon lién quan tan
sut siéu am tim duoc lap lai nhiéu hon (mbi chu ky hoéa tri), va hé qua 1a ti 1é bénh
nhan duoc ghi nhan ¢6 LV-GLS giam dang ké di trudc giam LVEF cao hon. Trong
nghién ciru Negishi, két hop ALV-GLS véi cac yéu t nguy co tim mach duoc hi¢u
chinh da bién trong nghién ctru (tudi, dai thao duong, ting huyét ap, rdi loan lipid
mau, hat thude 14) dugc ching minh 1a mo6 hinh tién doan tdi wu bénh co tim do
trastuzumab.® Tuy nhién, mo hinh da bién cac yéu t6 1am sang trong nghién ciru
Negishi chwa duoc kiém dinh qua cac nghién ctru khac trén thé gioi.

Két hop bang ching y vin da dugc cong bd va két qua phan tich mo ta trong
chinh nghién ctru ching t6i, diém HFA-ICOS va ALV-GLS 14 hai mé hinh phu hop
dé hiéu chinh da bién nham x4c dinh mé hinh c6 hiéu suit chan doan toi uu. Nghién
ctru chiing toi chirng minh diém HFA-ICOS 14 cong cu kha thi dé du bao bénh co tim
ngay tai thoi diém trude hoa tri, va md hinh ALV-GLS la phuong thic c6 do chinh
x4c rat tot trong du bao bénh co tim trong sudt thoi gian theo ddi bénh nhan hoa tri

trastuzumab.
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HAN CHE CUA NGHIEN CUU

Mic du nghién ctru ching toi chi tuyén chon nhitng bénh nhan héa tri ung thu
v ¢ yéu t6 nguy co tim mach, nhung ti 1¢ bénh nhan nguy co HFA-ICOS cao trudc
hoéa tri chi chiém 0,9% ¢ nhom anthracycline va 1,8% & nhom trastuzumab. Vi thé,
bién thién chirc ning that trai trong nghién ciru chung toi khong phan anh dic diém
t6n thuong co tim do hoa tri & nhém bénh nhan nay.

Tang troponin tim do nhay cao hay NT-proBNP trudc hoa tri duge dugce tinh
diém +1 trong thang HFA-ICOS, va theo khuyén cdo ESC 2022, theo ddi chi diém
sinh hoc (troponin tim hay BNP/NT-proBNP) duoc khuyén cdo mirc I & bénh nhan
thudc nhém nguy co HFA-ICOS cao - rat cao. Tuy nhién, trong nghién ciru chiing
t61, bénh nhin nguy co cao chi chiém 1,1% (5/443 bénh nhan). Mit khac, tai thoi
diém thiét ké nghién curu, danh gia cac chi diém sinh hoc trudc hoa tri van chua duogc
dua vao phac d6 thuong qui & cac dia diém nghién ctru. Chua khao sat vai tro cac chi
diém sinh hoc trong chan doan sém bénh co tim do hoa tri 1a han ché chinh trong
nghién ctru chung toi.

Nghién ciru ching t6i dugc tién hanh trong cac giai doan dich SARS-CoV2
bung phat tai thanh phd H6 Chi Minh, tuy nhién, chung toi chua d4nh gia tac dong
nhiém SARS-CoV2 vao tan suat bénh co tim do hoa tri.
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KET LUAN

Qua theo ddi tién ctru 443 bénh nhan ung thu vt méi chan doan c6 kém yéu td
nguy co tim mach tai bénh vién Ung budu TP. HO Chi Minh va bénh vién Nhan dan
Gia Dinh, voi 333 bénh nhan hoéa tri anthracycline va 110 bénh nhan hoéa tri
trastuzumab, trong thoi gian tir thang 10/2020 dén 10/2023, nghién ctru chung t6i ghi
nhan két qua nhu sau:

1. Pong hoc gia tri phin suit tong mau that trai (LVEF), sitc cing theo chiéu
doc toan bd thit trai (LV-GLS) theo thoi gian nghién ciru & bénh nhan hoa
tri anthracycline hay trastuzumab
Nhom hoa tri anthracycline:

- LVEF khong thay ddi c6 y nghia trong sudt thoi gian nghién ciru va dong
hoc LVEF khong khac biét co ¥ nghia giita nhom nguy co thap va nguy co
trung binh cao theo phan tang HFA-ICOS ban dau.

- LV-GLS giam dan theo thoi gian trong sudt qua trinh héa tri va 12 thang
theo doi sau hoéa tri. Pong hoc LV-GLS ¢ nhom nguy co trung binh-cao
giam thap hon c¢é ¥ nghia so v&i nhém nguy co thap tir chu ky héa tri thir 3.

Nhom hoa tri trastuzumab:

- LVEF va LV-GLS khong thay dbi c6 y nghia trong sudt qua trinh hoa tri va
12 thang theo doi sau hoa tri. Pong hoc LVEF va LV-GLS khong khéc biét
c¢6 ¥ nghia giita nhém nguy co thip va nguy co trung binh cao theo phan
tang HFA-ICOS ban dau.

2. Tan suit, micc @9 ning va thoi diém xuit hién bénh co tim do héa tri
anthracycline va trastuzumab trong thoi gian nghién ciru
Téng cong c6 55 bénh nhan méic bénh co tim do hoa tri trong sudt thoi gian nghién
clru, tat ca truong hop bénh co tim déu khong c6 triéu chimg suy tim. Cu thé:
Nhom hoa tri anthracycline:

- Tan suat méic bénh co tim do héa tri chiém 12,6%, trong d6 bénh co tim

mirc do nhe chiém 5,4% va bénh co tim mirc d6 trung binh chiém 7,2%
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- 80,9% bénh co tim do anthracycline dugc chan doan sau khi két thuc héa
tri

- LVEF ¢ thoi diém két thiic nghién ciru giam c6 y nghia so véi gia tri ban
dau chi & nhdm bénh co tim muc d6 trung binh. Nguoc lai, LV-GLS ludn
giam co y nghia & thoi diém két thic hoa tri va két thuc nghién ctru so véi
gia tri ban dau, bat ké muirc do nang bénh co tim

Nhom hoa tri trastuzumab:

- Tan suat mic bénh co tim do héa tri chiém 11,8%, trong d6 bénh co tim
murc d6 nhe chiém 5,4% va bénh co tim muc do trung binh chiém 6,4%

- 100% bénh co tim do trastuzumab dugc chan doan trong qué trinh hoa tri,
v6i phan 16n cac trudng hop (69,2%) dugc chan doan trong 3 thang dau tién
khoi dau diéu tri trastuzumab

- Khac véi LVEF, dong hoc LV-GLS ¢ thoi diém két thuc nghién ctru ludn
th?ip hon c6 y nghia so véi gia tri ban dau & ca bénh co tim mirc d6 nhe hay
muc do trung binh

3. Yéu to dw bio bénh co tim do anthracycline va trastuzumab mirc d trung
binh khong triéu chirng
Nhom hoa tri anthracycline:

- Giam tuong d6i LV-GLS > 15% 1a yéu t6 du bao t6t nhat bénh co tim mirc
do trung binh khong tri¢u chung (AUC = 0,93 (KTC 95% 0,89 — 0,96) voi
do nhay 87,5% va d6 dac hi¢u 93,2%)

Nhom hoa tri trastuzumab:

- Giam tuong d6i LV-GLS > 15% 1a yéu t6 du bao t6t nhat bénh co tim mirc
d¢ trung binh khong tri¢u chimg (AUC = 0,97 (KTC 95% 0,88 — 0,99), d¢
nhay 85,7% va dd dac hi¢u 93,2%)
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KIEN NGHI

1. Tai thoi diém trude hoa tri, diém HFA-ICOS 1a mot cong cu phan ting nguy co
kha thi nham x4c dinh bénh co tim do anthracycline va trastuzumab mitc d6 trung
binh khong tri€éu chung.

2. Tan suét siéu 4m tim theo ddi LV-GLS ¢ bénh nhan héa tri anthracycline theo
phan ting nguy co HFA-ICOS dugc dé nghi dua trén dir liéu nghién ctu:

= Trong qué trinh héa tri: siéu &m tim nén dugc ldp lai mdi 2 chu ky & bénh
nhan c6 nguy co HFA-ICOS tir mire d6 trung binh tr¢ 1én

» Sau khi két thuc hoéa tri: siéu 4m tim nén duogc lap lai mdi 3 thang cho tat ca
bénh nhan, bat ké phan ting nguy co HFA-ICOS

3. Téan suét siéu &m tim theo ddi LV-GLS & bénh nhén hoa tri trastuzumab theo
phan ting nguy co HFA-ICOS dugc dé nghi dua trén dir liéu nghién ctu:

= Trong qué trinh héa tri: nhém nguy co thip va nguy co trung binh khong
dong nhat, siéu 4m tim tai ddnh gia chirc ning tim thu that trai khong can
thiét phai thuc hién mdi 3 thang & bénh nhan nguy co théip, c6 thé thuc hién
modi 6 hay 9 thidng & nhom bénh nhan nay.

= Sau khi két thiic hoa tri: siéu 4m tim c6 thé lap lai sau 12 thang & nhém nguy

co thap va nguy co trung binh
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Pai hoc Y Dwoc TP. Ho Chi Minh
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HOTDONG DAO BUC TRONG NCYSH Pic lip - Ty do — Hanh phiic
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PHU LUC 3
Huéng din chin doan va diéu tri ung thuw va
(Ban hanh kém theo Quyét dinh sé 3128/QD-BYT
ngay 17 thang 07 nam 2020)



HUONG DAN CHAN POAN VA PIEU TRI UNG THU VU
(Ban hanh kém theo Quyét dinh sé 3128/0D-BYT ngay 17 thang 07 niam 2020)

1. PAI CUONG

Ung thu va (UTV) la loai ung thu thudong gap va la nguyén nhan gay tr vong hang
dau do ung thu & phu nir trén toan thé gidi. Mdi nam nudce ta c6 khoang hon 15.230
phu nit méi méc va hon 6.100 nguoi tir vong do UTV. Ung thu vi nam chiém
khoang 1% cac trudng hop UTV. Pa s UTV xuit phat tir cac té bao biéu mé cua
vi. Bénh Paget ciia vii c6 thé kém theo UTV. Do vay, khi c6 thanh phan ung thu
trén Paget va can duoc diéu trj nhu UTV thong thuong véi giai doan twong Gmg.

Céc yéu t6 tién lugng quan trong bao gom: kich thudc u nguyén phat, sé luong hach
di can, thé mé bénh hoc, dd mod hoc, tinh trang thu thé noi tiét, tinh trang thu thé yéu
t6 phat trién biéu bi ngudi s6 2 (human epidermal growth factor receptor-HER?2),
tuoi.

Ty 18 séng 5 nam cta bénh nhan UTV ngay cang dugc cai thién. Thong ké tai Hoa
ky ndm 2001-2002: giai doan 0: 100%; giai doan I: 88%; giai doan II: 74-81%; giai
doan III: 41-67%; giai doan IV: 15%. Pén nam 2012, ty I¢ nay la: giai doan O va I:
100%; giai doan II: 93%; giai doan III: 72%; giai doan IV: 22%.

2. NGUYEN NHAN - CAC YEU TO NGUY CO

Trong cac yéu td nguy co méc bénh, ndi bat la tién sir gia dinh c¢6 ngudi miac UTV,
déc biét co tir 2 nguoi mic trd 1én ¢ Itra tudi tré. Nguoi ta cling tim thay su lién
quan giita dot bién gen BRCAI va BRCA2 v6i UTV, ung thu budng tring va mot sd
ung thu khac. Mot sé yéu t6 khac bao gém: c¢6 kinh 1an dau sém, man kinh mudn,
phu ntr doc than, khong sinh con, khong cho con bu, sinh con dau long mudn. Béo
phi, ché do an giau chat béo, sir dung rugu cling gop phan ting nguy co bi bénh.
Vlem v trong khi sinh dé va mét so benh va lanh tinh ciing 13 cac yéu td ting nguy
co mac UTV. Tudi cang cao, nguy co mic bénh cang ting. Tuy nhién, bénh ciing co
thé xuat hién ¢ nhitng ngudi rét tré.

3. CHAN POAN
3.1. Lam sang

- Hoi bénh:

+ Qua trinh phat hi¢n u vu, hach nach, hach thugng don, chay dich nim v, cac
phuong phap can thiép trude do.

+ Mot s6 bénh nhan cé cac tri¢u ching co ndng: cdm giac dau nhe nhu kién
can trong vu, giai doan mudn cé thé cang tirc khod chiu, dau do u xam lan,
chay dich héi, chay mau...

+ Khai thac tién su:

e Tién s ban than: bénh va trude day, cac bénh ly ndi khoa, ngoai khoa...,
tién su san, phu khoa, tinh trang kinh nguyét hi¢n tai.

e Tién sir gia dinh, dic biét tién st ung thu v, budng tring.
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Khéam thuc thé:
+ Kham vu hai bén, hach vung (néch, thuong don).
+ Kham cic co quan, bo phan khac

+ Kham toan than, luvu ¥ cac triéu chimg, d4u hiéu di cin xa (dau dau, dau
xuong, kho tho v.v.).

Danh gia toan trang (chi sé hoat dong co thé).

3.2. Can lam sang

3.2.1. Chén dodn hinh dnh

Chup X-quang tuyén vi (mammography): chup vi 2 bén, mdi bén it nhat 2 tu
thé. Truong hop mat Ao mé va dam hoac kho chan doan, c6 thé can chup myén
v s6 héa co tiém thube can quang (contrast-enhanced digital mammography),
chup 3D (breast tomosynthesis), chup 6ng dan sira can quang (galactography).
Nhing phu ntr da phau thuat tham my dat tai nguc, chup X-quang v c6 thé giy
bién dang, do, v& tii. Do vay, can thay chup X-quang v bang chup cong hudng
tor (MRI) tuyén v két hop siéu am v

Si€éu A&m vu va hach vung: si€u dm thong thuong hoac si€u am 3D, si€éu dm dan
hdi, siéu am quét thé tich va ty dong (automated volume breast scanner-AVBS)
dé co két qua chinh xac hon.

Chup cong huong tir (MRI) tuyén va: dic biét voi cac truong hop khong phat
hién duoc khdi u trén chup X-quang vu, va da duoc phau thuat tao hinh, thé tiéu
thuy, nghi ngo da 6 6, hoic danh gia trude khi phau thuat bao ton, trudc khi diéu
tri tan bo trg. P6i véi UTBM thé dng tai cho MRI tuyén va chi c6 ¥ nghia trong
mét sb tinh huong nhét dinh, dic biét khi can thém thong tin ma trén chup X-
quang vu canh bio c6 kha nang u lan rong.

Chup X-quang nguc thang, nghiéng.

Siéu am 6 bung.

Chup cit 16p vi tinh léng nguc, b bung, tiéu khung, so ndo...

Chup MRI so ndo; xuong, khép (dic biét cot séng); 6 bung - tiéu khung...

3.2.2. Y hoc hat nhin

Xa hinh xuong bang may SPECT, SPECT/CT véi *"Tc-MDP dé danh gia ton
thuong di can xuong, chan doan giai doan bénh trudc diéu tri, theo doi dap tng
diéu tri, danh gia tai phat va di can. Xa hinh xuong gitip phat hién di can xuong
so6m hon CLVT, MRI, méac du chua c6 triéu chirng 1am sang.

Xa hinh khéi u bang may SPECT, SPECT/CT véi **"Tc-MIBI dé chan doan u
nguyén phat, ton thuong di can.

Xa hinh than churc néng bang méay SPECT, SPECT/CT véi *"Tc-DTPA dé dénh
gi4 chtrc nang than trude diéu tri va sau diéu tri.



Chup PET/CT: gip danh gia gia doan, phat hién tai phat, di can, mé phong lap
ké hoach xa tri.
Xéc dinh hach ctra (hach gac): Str dung déng vi phong xa #MT¢_ Nanocolloid

cung dau do Gamma hodc xa hinh hach cira véi *"™Tc-Nanocolloid trén may
Gamma camera hoac SPECT.

3.2.3. Gidi phéiu bénh, té bao

Té bao hoc: Choc hut béng kim nho (fine needle aspiration — FNA) khdi u, hach,
cac ton thuong nghi ngd. D6i véi cac trudong hop khé xac dinh ton thuong, can
choc hit té bao dudi huéng dan cua chan doan hinh anh. Té bao hoc c6 thé lam
v6i dich tiét nam va, dich céac mang.

Sinh thiét ton thuong (u nguyén phat, hach, cac ton thuong nghi ngd di can): dé
chan doan mo bénh hoc va danh gia cac ddu an sinh hoc. Tuy timg trudng hop
ma 4p dung cic bién phap: sinh thiét kim 15i, sinh thiét va c¢6 hd trg hut chan
khong (vacuum-assisted breast biopsy -VABB), sinh thiét dinh vi duéi hudng
dan cua chan doan hinh anh, sinh thiét dinh vi kim day, sinh thiét mg, sinh thiét
tic thi trong mo. Poi vai ton thuong nghi ngo bénh Paget can sinh thiét kim ton
thuong v (néu c6) va sinh thiét da phirc hop quang-nam va voi da d6 sau (full-
thickness skin biopsy).

banh gia trén mé bénh hoc can bao gom s6 luong u, vi tri u, duong kinh 1én
nhat cua khoi u, danh gid bo dién cat, th¢ mé bénh hoc, dd md hoc, xam lan
mach, s0 luong hach di céan trén s6 luong hach lay dugc.

Déi véi cac truong hop ung thu v duge diéu tri hoa chét tan b tro, can 1am xét
nghiém mo bénh hoc dé danh gia dép Gng trén bénh pham phau thuét.

Cac truong hop bénh tai phat, di can cling can sinh thiét cac ton thuong di cin
moi khi ¢ thé.

Dudi day la trich lugc phan loai hinh thai mé bénh hoc cua UTBM vu theo
T6 chtrc Y té Theé gidi nam 2012:

% Cdc khoi u biéu mé (Epithelial tumours)
o UTBM vi xam nhdp (Microinvasive carcinoma)

s UTBM vu xam nhdp (Invasive breast carcinoma)
o UTBM xam nhép khong phai loai dac biét (Invasive carcinoma of no
special type)
o UTBM tiéu thuy xam nhap (Invasive lobular carcinoma)
UTBM 6ng nho (Tubular carcinoma)
UTBM thé mit sang (Cribriform carcinoma)
UTBM thé nhay (Mucinous carcinoma)
UTBM véi dic diém tay (Carcinoma with medullary features)
= UTBM thé tay (Medullary carcinoma)
= UTBM thé tiry khong dién hinh (Atypical medullary carcinoma)
» UTBM xam lan khong phai loai dac biét véi cac dac diém tuy
(Invasive carcinoma NST with medullary features)
o UTBM véi biét hoa tiét rung dau (Carcinoma with apocrine
differentiation)

O O O O
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o UTBM véi biét hoa té bao nhin (Carcinoma with signet-ring-cell
differentiation)

o UTBM thé vi nhu xam nhap (Invasive micropapillary carcinoma)

o UTBM thé di san khong phai loai dic biét (Metaplastic carcinoma of
no special type)

o Cac loai hiém gip (Rare types)

% Cdc ton thwong tién ung thw (Precursor lesions)
o UTBM o6ng tai chd (Ductal carcinoma in situ)
o Tan san tiéu thuy (Lobular neoplasia)
= UTBM tiéu thuy tai chd (Lobular carcinoma in situ)
= Qua4 san tiéu thuy khong dién hinh (Atypical lobular hyperplasia)

% Cdc ton thwong thé nhi (Papillary lesions)
o U nhi ndi dng (Intraductal papilloma)
o UTBM nht ndi éng (Intraductal papillary carcinoma)
o UTBM nhu trong vé (Encapsulated papillary carcinoma)
o UTBM nhu déc (Solid papillary carcinoma)
= Tai chd (In situ)
= Xam nhap (Invasive)

% Cdc khoi u vit nam (Tumours of the male breast)
o Phi dai tuyén va (Gynaecomastia)
o UTBM (Carcinoma)
= UTBM xam nhép (Invasive carcinoma)
= UTBM tai chd (In situ carcinoma)

Lam xét nghiém héa moé mién dich: danh gia tinh trang thu thé estrogen
(estrogen receptor- ER), thu thé progesteron (progesteron receptor- PR), HER2
va Ki67. Poi véi UTBM thé 6ng tai chd don thuin khong can xac dinh tinh
trang HER2 (khong thay d6i tién lugng, can thiép) nhung can xac dinh tinh trang
ER dé can nhic diéu tri noi tiét bo trg. Panh gia MSI, MMR giup tién lugng
bénh.

Xéc dinh tinh trang gen ErbB2 (quy dinh HER2): cic xét nghiém lai tai chd (in
situ hybridization- ISH)..., dac biét can thiét khi két qua nhuém hoéa mé mién
dich HER2 (++).

Xet nghiém dot bién BRCAI1/2 véi cac truong hgp HER2 am tinh c6 du dinh sir
dung thudc rc ché PARP, phac d hoa tri ¢6 platin. Cac truong hop khac cting
c6 thé 1am xét nghiém nay, dic biét nhitng ngudi co tién sir gia dinh bi UTV,
ung thu budng trimg.

Xéc dinh tinh trang dot bién PIK3CA (phosphatidylinositol-4,5-bisphosphate 3-
kinase catalytic subunit alpha) tai khdi u hodc té bao u luu hanh trong mau véi
céc truong hop thy thé noi tiét duong tinh, HER2 am tinh duy kién dung thudc tc
ché PI3K.

X4éc dinh tinh trang PD-L1 trén cac té bao mién dich xam nhap khéi u ddi voi
cac truong hop bg ba am tinh c6 dy dinh sir dung thube khang PD-L1.



Phén tich bo gen danh gia tién lugng (bang RT-PCR hoidc giai trinh ty nhiéu
gen, v.v.) dbi voi cac truong hop 1ong dng A hoidc long dng B, HER2 4m tinh
kho quyét dinh c¢6 hoa tri bo tro hay khong.

Do tinh da dang cua khdi u, can xét nghi¢ém mo bénh hoc va danh gia cac dau 4n
ER, PR, HER2, Ki67 (ca ISH néu can thiét).... trén bénh pham trudc va sau phau
thuat, trude va sau diéu tri tn bo tro, ton thuong tai phat, di can.

Phan loai phan tir UTV duya vao cac dir li¢u cua hoa mo mién dich va ISH (Bang 1).

Bing 1. Cdc thé phan tir ung thu vii theo Hpi nghi dong thudn St. Gallen 2015

Thé bénh hoc Pic diém phan dinh

ER duong tinh
HER?2 am tinh
s Ki-67 thap*
Long ong A PR cao**

Xét nghiém phan tir (néu c¢6): nguy co thap

ER duong tinh

HER2 am tinh

Ki-67 cao hoac

PR thap

Xét nghiém phén tir (néu c6): nguy co cao

Long 6ng B - HER2 4m tinh

ER duong tinh
HER2 duong tinh

Long dng B - HER2 duong tinh !
ong ong netn Ki-67 bt ky

PR bt ky
HER2 duong tinh (khong Ilong | HER2 duong tinh
ong) ER va PR 4m tinh
Bo ba 4m tinh (thé 6ng-ductal***) | ER, PR, HER2 am tinh

Chu thich:

* Piém cua Ki67 tuy thudc gia tri cia ting phong xét nghiém. Vi du: néu mot
phong xét nghiém c6 trung vi cua diém Ki67 doi véi bénh co6 thu thé ndi tiét duong
tinh 1a 20% thi gié tri tor 30% tro 1én duoc coi la cao, 10% trd xuong la thap.

** (14 tri cut-off goi y 1a 20%.

*** Bj ba am tinh ciing bao gdm cac thé mo hoc dic biét nhu ung thu biéu mo thé
tuy (dién hinh) va ung thu bi€éu m6 dang tuyén nang (adenoid cystic carcinoma)
vo1 nguy co thap bi tai phat di can xa.

3.2.4. Chét chi diému

CA15-3, CEA, CA27-29

3.2.5. Cac xét nghiém khac

B0 xét nghiém hoan chinh vé& chuyén hoa: glucose mau, protein toan phan,
albumin, chirc nang gan (AST, ALT, bilirubin), chirc nang thén (ure, creatinine),
phosphatase kiém (ALP), dién gidi do (can-xi huyét c6 thé ting trong di can
Xuong).




- Nong d¢ estradiolva FSH néu 1am sang khong rd tinh trang man kinh.
- Beta HCG v6i1 bénh nhan dang do tudi sinh deé.

- Céc xét nghiém thuong quy trude khi phﬁu thuat, xa tri, hoa tri: Cong thirc mau,
nhém mau, chirc ndng dong mau, HIV, viém gan virat, dién tdm do, si€u am
tim. ..

- Céc xét nghiém khac tury theo ting truong hop cy thé. ..
3.3. Chéin do4n phén biét

- U xo tuyén v (fibroadenoma)

- Nang vu (cyst)

- Céac bién doi xo nang (fibrocystic changes)
- Nang sita (galactocele)

- Viém tuyén vi, ap xe va

- Hoai tir m& (fat necrosis)

- U phyllode lanh

- U nht trong 6ng dan sira

- U md caa va (hiém gip)

- Ung thu mé lién két (sarcoma) vii

- U lym pho tai va

- Céc khéi u 4c tinh tir noi khéc di cdn dén va
3.4. Chan do4n xac dinh

- Lam sang: khoi u va tinh chat khéi u
- Chén doén hinh anh tuyén vi (chup X- quang tuyén vii, MRI tuyén vu...)

- MO bénh hoc: Chan doan xac dinh ung thu vu khi cé su hién dién cua cac té bao
biéu mo ac tinh (UTBM). Sinh thiét kim 15i hodc choc hiit kim nhé déu c6 thé sir
dung. Tuy nhién, choc hut kim nhd can c6 nha giai phau bénh-té bao c6 kinh
nghiém va ciing khong phén biét duoc ung thu xdm nhép va khong xam nhép. O
nhitng noi khong c6 nha giai phau bénh-té bao co kinh nghiém, nén sinh thiét
kim 18i hon 14 choc hut té bao kim nhé. Ngoai ra, sinh thiét kim con danh gia
duogc tinh trang thy thé ndi tiét va HER2.

3.5. Chin do4n giai doan

3.5.1. Xép giai doan TNM

Theo phan loai TNM lan thtr 8 cia UICC (Union International Contre le Cancer) va
AJCC (American Joint Committee on Cancer) nim 2017. Trong d6, cTNM (xép
giai doan 1am sang ban dau) va pTNM (sau khi c6 mé bénh hoc) ¢ chung dic diém
ciia T va M, chi khéac vé dic diém gitta cN va pN.

Str dung tién t6 yc dé xép giai doan khi két thuc diéu tri tan bd tro va tién td yp sau
khi ¢6 mo bénh hoc ¢ cac bénh nhan nay.
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7. CAC PHAC PO, LIEU TRINH PIEU TRI NOI KHOA UNG THU VU

7.1. Diéu tri ndi tiét bd tro ung thw vii thé dng tai chd

Phu nir chura man kinh va man kinh: Tamoxifen x 5 nam

Phu nit di méan kinh: thudc @rc ché aromatase (aromatase inhibitor- AI) x 5 nim.

7.2. Diéu tri ndi tiét b tre ung thw vii xAm nhap

7.2.1. Phu nitr chua man kinh

Tamoxifen 5-10 ndm = cat budng trimg hodc trc ché budng trimg bang chat dong
van GnRH.

Tamoxifen 5 ndm + cit budng tring hodc tc ché budng trimg bang chat dong
van GnRH. Sau d6 néu bénh nhan man kinh c6 thé diéu tri thém 5 nam thuoc trc
ché aromatase.

Hoic wc ché aromatase 5 nam + cét budng trimg hodc (rc ché budng trimg dong
thoi bang chat dong van GnRH.

7.2.2. Phu nit 432 man kinh

Uc ché aromatase 5-10 ndm

Hodc rc ché aromatase 2-3 nam - tamoxifen cho t&i khi du 5 nam di€u tri ndi
tict.

Hodc tamoxifen 2-3 nam > {rc ché aromatase cho tdi khi du 5 nam hodc dung
thém 5 nam trc ché aromatase.

Hodc tamoxifen 4,5-6 nam - ¢ ché aromatase 5 nam, hoac can nhac kéo dai
tamoxifen cho to1 khi da 10 nam.

Phu nit ¢6 chéng chi dinh véi thude rc ché aromatase, khong dung nap, tir chbi

hoac khong co6 diéu kién dung thude trc ché aromatase, c6 thé dung tamoxifen 5-
10 nam.

7.3. Hoa tri va diéu tri dich bo trg, tin bo tro ung thu vii xAm nhép

7.3.1. HER2 am tinh

Cac phac do wu tién

4AC (doxorubicin/cyclophosphamide) lidu day > 4P (paclitaxel) lidu day (chu
ky 2 tuan). Kém theo thudc kich thich dong bach cau hat (G-CSF) du phong
nguyén phat.

+ Doxorubicin 60mg/m?, truyén tinh mach ngay 1
+ Cyclophosphamide 600mg/m?, truyén tinh mach ngay 1
Chu ky 14 ngay x 4 chu ky. Theo sau:

+ Paclitaxel 175 mg/m®/tuan, truyén tinh mach trong 3 gio, chu ky 14 ngay x 4
chu ky
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- 4AC (doxorubicin/cyclophosphamide) liéu day - 12 tuan paclitaxel. Kém theo
G-CSF du phong nguyén phat khi dung AC liéu day.

+ Doxorubicin 60mg/m?, truyén tinh mach ngay 1
+ Cyclophosphamide 600mg/m?, truyén tinh mach ngay 1
Chu ky 14 ngay x 4 chu ky. Theo sau:

+ Paclitaxel 80mg/m*/tuan, truyén tinh mach trong 1 gi®, chu ky mdi tuan x 12
tuan

- 4AC (doxorubicin/cyclophosphamide) = 4P (paclitaxel), chu ky 3 tudn.
+ Doxorubicin 60mg/m?, truyén tinh mach ngay 1
+ Cyclophosphamide 600mg/m?, truyén tinh mach ngay 1
Chu ky 21 ngay x 4 chu ky. Theo sau:

+ Paclitaxel 175 mg/m*/tuan, truyén tinh mach trong 3 gio, chu ky 21ngay x 4
chu ky

- TC (docetaxel/cyclophosphamide). Kém theo G-CSF dy phong nguyén phat.
+ Doxetaxel 75mg/m?, truyén tinh mach ngay 1
+ Cyclophosphamide 600mg/m?, truyén tinh mach ngay 1
Chu ky 21 ngay x 4 chu ky.
Cac phac dd khac
- AC (doxorubicin/cyclophosphamide) chu ky 3 tuan.
+ Doxorubicin 60mg/m?, truyén tinh mach ngay 1
+ Cyclophosphamide 600mg/m?, truyén tinh mach ngay 1
Chu ky 21 ngay, diéu tri 4-6 chu ky.

- AC (doxorubicin/cyclophosphamide) chu ky 2 tudn. Kém theo G-CSF dy phong
nguyén phat

+ Doxorubicin 60mg/m’, truyén tinh mach ngay 1
+ Cyclophosphamide 60mg/m?, truyén tinh mach ngay 1

Chu ky 14 ngay, diéu tri 4-6 chu ky.
- 4AC (doxorubicin/cyclophosphamide) chu ky 2-3 tudn = 4D (docetaxel) chu ky
3 tudn.
+ Doxorubicin 60mg/m?, truyén tinh mach ngay 1
+ Cyclophosphamide 600mg/m?, truyén tinh mach ngay 1
Chu ky 14 hodc 21 ngay x 4 chu ky. Theo sau:

+ Docetaxel 100mg/m’, truyén tinh mach ngay 1. Chu ky 21 ngay x 4 chu ky.
- 4AC (doxorubicin/cyclophosphamide) chu ky 3 tuan = 12 tuan paclitaxel

+ Doxorubicin 60mg/m?, truyén tinh mach ngay 1
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+ Cyclophosphamide 600mg/m?, truyén tinh mach ngay 1
Chu ky 21 ngay x 4 chu ky. Theo sau:
+ Paclitaxel 80mg/m*/tuan, truyén tinh mach 1 gio, cho dén 12 tuan.
EC (epirubicin/cyclophosphamide)
+ Epirubicin 100mg/m?, truyén tinh mach ngay 1
+ Cyclophosphamide 830mg/m”’, truyén tinh mach ngay 1
Chu ky 21 ngay x 8 chu ky.
4EC (epirubicin/cyclophosphamide) = 4D (Docetaxel)
+ Epirubicin 90mg/m®, truyén tinh mach ngay 1
+ Cyclophosphamide 600mg/m?, truyén tinh mach ngay 1
Chu ky 21 ngay x 4 chu ky.
+ Docetaxel 100 mg/m* da, truyén tinh mach ngay 1
Chu ky 21 ngay x 4 chu ky
FAC (5FU/doxorubicin/cyclophosphamide)
+ Fluorouracil 500 mg/m?, truyén tinh mach ngay 1, 4 hodc ngay 1, 8
+ Doxorubicin 50 mg/m’, truyén tinh mach ngay 1
+ Cyclophosphamide 500 mg/m?, truyén tinh mach ngay 1
Chu ky 21 ngay x 6 chu ky
4FAC (5FU/doxorubicin/cyclophosphamide) = 4P (paclitaxel).
+ Fluorouracil 500 mg/m?, truyén tinh mach ngay 1
+ Doxorubicin 50 mg/m’, truyén tinh mach ngay 1
+ Cyclophosphamide 500 mg/m? truyén tinh mach ngay 1
Chu ky 21 ngay x 4 chu ky. Theo sau
+ Paclitaxel 225 mg/m’, truyén tinh mach ngay 1.
Chu ky 21 ngay x 4 chu ky
4FAC (5FU/doxorubicin/cyclophosphamide) = 12 tuan paclitaxel
+ Fluorouracil 500 mg/m?, truyén tinh mach ngay 1
+ Doxorubicin 50 mg/m?, truyén tinh mach ngay 1
+ Cyclophosphamide 500 mg/m?, truyén tinh mach ngay 1
Chu ky 21 ngay x 4 chu ky
+ Paclitaxel 80mg/m*/tuan, truyén tinh mach 1 gio, cho dén 12 tuan.

FEC (5FU/epirubicin/cyclophosphamide) chu ky 3 tuan.
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+ Fluorouracil 600mg/m?, truyén tinh mach ngay 1
+ Epirubicin 90mg/m?, truyén tinh mach ngay 1
+ Cyclophosphamide 600mg/m?, truyén tinh mach ngay 1
3FEC (5FU/epirubicin/cyclophosphamide) = 3D (docetaxel).
+ Fluorouracil 500mg/m2, truyén tinh mach ngay 1
+ Epirubicin 100mg/m?, truyén tinh mach ngay 1
+ Cyclophosphamide 500mg/m?, truyén tinh mach ngay 1
Chu ky 21 ngay x 3 chu ky. Theo sau:
+ Docetaxel 100mg/m?, truyén tinh mach ngay 1.
Chu ky 21 ngay x 3 chu ky.
4FEC (5FU/epirubicin/cyclophosphamide) = 4P (paclitaxel)
+ Fluorouracil 500mg/m?, truyén tinh mach ngay 1,3
+ Epirubicin 75mg/m®, truyén tinh mach ngay 1
+ Cyclophosphamide 500mg/m?, truyén tinh mach ngay 1
Chu ky 21 ngay x 4 chu ky. Theo sau:
+ Paclitaxel 225 mg/m?, truyén tinh mach ngay 1.
Chu ky 21 ngay x 4 chu ky.
4FEC (5FU/epirubicin/cyclophosphamide) = 8 tuan paclitaxel
+ Fluorouracil 600mg/m?, truyén tinh mach ngay 1
+ Epirubicin 90mg/m®, truyén tinh mach ngay 1
+ Cyclophosphamide 600mg/m2, truyén tinh mach ngay 1
Chu ky 21 ngay x 4 chu ky. Theo sau:
+ Paclitaxel 100mg/m?, truyén tinh mach ngay 1.
Chu ky 7 ngay x 8 chu ky.

TAC (docetaxel/doxorubicin/cyclophosphamide) chu ky 3 tuan. Kém G-CSF du
phong nguyén phat.

+ Doxorubicin 50mg/m?, truyén tinh mach, ngay 1

+ Docetaxel 75mg/m’, truyén tinh mach, ngay 1

+ Cyclophosphamide 500mg/m2, truyén tinh mach, ngay 1
Chu ky 21 ngay, diéu tri 6 chu ky.

CAF (cyclophosphamide/doxorubicin/5FU)

+ Cyclophosphamide 600mg/m?, truyén tinh mach ngay 1
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+ Doxorubicin 60mg/m’, truyén tinh mach, ngay 1

+ Fluorouracil 600mg/m2, truyén tinh mach ngay 1
Chu ky 28 ngay x 4 chu ky

CMF (cyclophosphamide/methotrexate/SFU)

Duéi 60 tudi.

+ Cyclophosphamide 100mg/m?, ung, ngay 1-14

+ Methotrexate 40mg/m’, truyén tinh mach, ngay 1-8

+ 5-fluorouracil 600mg/m’, truyén tinh mach, ngay 1, 8
Chu ky 28 ngay, 6 chu ky.

Trén 60 tudi.

+ Cyclophosphamide 100mg/m?, ubng, ngay 1-14

+ Methotrexate 30mg/m?, truyén tinh mach, ngay 1, 8

+ 5-fluorouracil 400mg/m’, truyén tinh mach, ngay 1, 8
Chu ky 28 ngay, diéu tri 6 dot.

Paclitaxel + carboplatin hang tuan

+ Paclitaxel 80mg/m?, truyén tinh mach ngay 1,8,15

+ Carboplatin AUC 6, truyén tinh mach ngay 1
Chu ky 21 ngay x 4 chu ky.

Docetaxel + carboplatin

+ Docetaxel 75mg/m’, truyén tinh mach ngay 1

+ Carboplatin AUC 6, truyén tinh mach ngay 1
Chu ky 21 ngay x 4-6 chu ky.

Paclitaxel don thuan x 12 tuan

+ Paclitaxel 80mg/m’, truyén tinh mach ngay 1 mdi tuan x 12 tuan.

Bénh con ton tai trén md bénh hoc sau héa tri tAn bd trg cd anthracyclin, taxane,
alkyl hoa:

+ Capecitabine 2.000-2500mg/m’, udng, ngay 1-14, chu ky 3 tudn x 6-8 chu
ky.

7.3.2. HER? dwong tinh

St dung héa chat két hop khang thé don dong khang HER2 nhu trastuzumab
pertuzumab, T-DM1 trong cac truong hop ung thu vl c6 yéu to phéat trién biéu mo
HER2 duong tinh.
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Trastuzumab (lich truyén hang tuan): L‘iéu tai 4mg/kg, truyén tinh mach trong 90
phut, chu ky 1. Sau d6 2mg/kg, truyén tinh mach trong khoang 30 phut (néu
bénh nhan dung nap tot v&i chu ky dau tién) hang tuan da 1 nam.

Trastuzumab (lich truyén mdi 3 tudn): Liéu tai 8mg/kg, truyén tinh mach trong
90 phut chu ky 1 theo sau boi 6mg/kg, truyén tinh mach trong khoang 30 phut
(néu bénh nhan dung nap tét véi chu ky dau tién) cac chu ky tiép theo, chu ky 21
ngay du 1 nam.

Trastuzumab tiém dué6i da: liéu cb dinh 13 600mg khong ké can ning cua bénh
nhan, khong can liéu tai, tiém trong khoang 2-5 phut, chu ky 21 ngdy. Dang
dung tiém dudi da dugc phé chudn sir dung trong cac chi dinh twong ty nhu
dang truyén tinh mach.

Pertuzumab: liéu khoi dau 840mg, truyén tinh mach trong 60 phut déi véi chu
ky 1, tiép theo liéu 420mg, truyén tinh mach 30-60 phut d6i véi cac chu ky tiép
theo. Chu ky 21 ngay du 1 nim. Sir dung chung véi trastuzumab (Truyén tinh
mach hodc tiém dudi da) va hoa tri.

Cac phac do wu tién

4AC (doxorubicin/cyclophosphamide) = 4P (paclitaxel) chu ky 2 tuan +
trastuzumab. Keém theo G-CSF dy phong nguyén phat.

4AC (doxorubicin/cyclophosphamide) = 4P (paclitaxel) chu ky 3 tuan +
trastuzumab.

4AC (doxorubicin/cyclophosphamide) liéu day = 12 tuan paclitaxel +
trastuzumab. Kém theo G-CSF du phong nguyén phat khi dung AC liéu day.

4AC (doxorubicin/cyclophosphamide) = 12 tuan paclitaxel + trastuzumab.

4AC (doxorubicin/cyclophosphamide) > 4P (paclitaxel) + trastuzumab +
pertuzumab

4AC (doxorubicin/cyclophosphamide) = 12 tuan paclitaxel + trastuzumab +
pertuzumab

Paclitaxel + trastuzumab

TCH (docetaxel/carboplatin/trastuzumab). Kém theo G-CSF dy phong nguyén
phat.

+ Doxetaxel 75mg/m?, truyén tinh mach ngay 1
+ Carboplatin AUC 6, truyén tinh mach ngay 1
Chu ky 21 ngay x 6 chu ky. Két hop voi Trastuzumab

TCH (docetaxel/carboplatin/trastuzumab) + pertuzumab. Kém theo G-CSF du
phong nguyén phat.

Cic phdc do khdc

AC (doxorubicin/cyclophosphamide) = docetaxel + trastuzumab.

AC (doxorubicin/cyclophosphamide) = docetaxel + trastuzumab + pertuzumab.

+ 4FAC (5FU/doxorubicin/cyclophosphamide) = 4P + trastuzumab
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+ 4FAC (5FU/doxorubicin/cyclophosphamide) = 12 tudn paclitaxel -+
trastuzumab

+ 3FEC (5FU/epirubicin/cyclophosphamide) = 3D + trastuzumab

+ 4FEC (5FU/epirubicin/cyclophosphamide) = 4P + trastuzumab

+ 4EC (epirubicin/cyclophosphamide) = 4P + trastuzumab

+ Docetaxel/cyclophosphamide/trastuzumab. Kém theo G-CSF du phong
nguyén phat.

+ Cac phac d6 c6 trastuzumab: thoi gian st dung trastuzumab chuén la 1 nam.
Truong hop nguy co thip hodc bénh nhan c6 dleu kién kinh té han ché, co
thé str dung trastuzumab véi thoi gian ngan hon, t6i thiéu 9 tudn.

+ Trudng hop da diéu tri tan bo tro (v6i hoa tri da s6 dot va khang HER?2):

e Khong con ung thu trén mé bénh hoc sau phﬁu thuat: trastuzumab (co
thé két hop pertuzumab hodc khong) cho du 1 nim.

e Bénh con ton tai sau diéu tri tan bo trg: T-DM1 (trastuzumab-emtansine)
x 14 dot. T-DMI1: liéu 3,6mg/kg chu ky 21 ngay cho dén khi du 14 chu
ky. Liéu khéi dau truyén tinh mach trong 90 phut. Cac lidu sau c6 thé
truyén trong 30 phut néu bénh nhan dung nap t6t véi lidu khoi dau. Néu
khong dung nap hodc khong thé sir dung T-DMI: trastuzumab (cé thé
két hop pertuzumab hoic khong) cho du 1 nim.

7.4. Piéu tri ndi tiét va diéu tri dich ung thw vi giai doan mudn, tii phat, di cin

7.4.1. Thy thé ndi tiét duong tinh, HER2 am tinh
a. Phu nir chiwa man kinh

- Truong hop dang dung hodac dé ngung thudc noi tiét dudi 1 nam: Cat budng
tring hodc trc ché budng trimg bang chat dong van GnRH + thudc noi tiét (+ tc
ché CDK4/6 (ribociclib) hodc trc ché mTOR (Everolimus) nhu diéu tri phu nir
da man kinh.

- Truong hop khong dung tl}uéc noi tiét hon 1 nam: Cat bu(:A)ng trang hodc tre ché
budng trimg bang chat dong van GnRH + thude ndi ti€t (+ e ché CDK4/6
(ribg)cicljb) hoac uc ghé mTOR) nhu di€u tri phu nit d@ man kinh, hoac dung
thude diéu hoa thu thé ER chon loc (SERM) nhu tamoxifen.

- Liéu dung: Ribociclib 600mg/ngay x 3 tudn, nghi 1 tudn cho dén khi bénh tién
trién.

b. Phu nir da man kinh

Cic phac do wu tién

- Thudc e ché aromatase + trc ché CDK 4/6 (ribociclib)

Liéu ding: Ribociclib 600mg/ngay x 3 tuan, nghi 1 tudn cho dén khi bénh tién
trién.

- Fulvestrant + (rc ché CDK 4/6 (ribociclib)
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- Fulvestrant + rc ché PI3K véi cac truong hop dot bién PIK3CA (alpelisib)
- Thudc giang héa ER chon loc (fulvestrant)

- Thudc tc ché aromatase khong steroid (anastrozole, letrozole)
- Thudc diéu bién ER chon loc (tamoxifen)

- Thudc trc ché aromatase steroid (exemestane)

- Exemestane + everolimus

- Fulvestrant + everolimus

- Fulvestrant + anastrozole

- Tamoxifen + everolimus

Cic phac d6 khac

- Ethinyl estradiol

7.4.2. Thy thé ndi tiét duwong tinh, HER2 duong tinh

- Dbibu tri ndi tiét + khang HER2 (Uc ché aromatase + trastuzumab, ¢ ché
aromatase + lapatinib, (rc ché aromatase + trastuzumab + lapatinib, fulvestrant +
trastuzumab, tamoxifen + trastuzumab .v.v.)

- Hodc diéu tri ndi tiét don thuan (khong két hop thube dich).

C6 thé str dung cac phac dd nhu trong muc 7.4.1. Thu thé ni tiét dwong tinh,
HER?2 Gm tinh 6 bénh nhan HER2 duong tinh nhung khong c6 diu kién hoac
chong chi dinh st dung cac thudc khang HER2.

7.5. Hoa tri va diéu tri dich ung thw vii giai doan mudn, tii phat, di cin

7.5.1. HER2 4m tinh
a. Phdc dé don chat
Cic phac do wu tién
- Anthracyclines: doxorubicin, liposomal doxorubicin
+ Doxorubicin 60-75 mg/m?, truyén tinh mach ngay 1. Chu ky 21 ngay
+ Doxorubicin 20 mg/m?, truyén tinh mach ngay 1, chu ky 7 ngay
+ liposomal doxorubicin 50 mg/m?, truyén tinh mach ngay 1, chu ky 28 ngay.
- Taxane: paclitaxel
+ Paclitaxel 175 mg/m’ truyén tinh mach ngay 1, chu ky 21 ngay.
+ Paclitaxel 80 mg/m?, truyén tinh mach ngay 1, chu ky 7 ngay.
- Nhoém thudc chéng chuyén hoa: capecitabine, gemcitabine

+ Capecitabine 1000-1250 mg/m®, ubng ngay 2 lan, tir ngay 1-14. Chu ky 21
ngay
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+ Gemcitabine 800-1200 mg/m’, truyén tinh mach ngay 1, 8, 15. Chu ky 28
ngay

- Nhom thudc trc ché tiéu vi quan: vinorelbine, eribulin

+ Vinorelbine 25 mg/ m’, truyén tinh mach ngay 1, hang tuan.
+ Vinorelbine 80mg/m” (3 tuan dau liéu: 60mg/m?), udng, ngay 1 hang tuin

+ Vinorelbine 80mg/m” (chu ky dau lidu: 60mg/m®), ubng, ngay 1, 8 mdi 3
tuan

+ Hoa tri metronomic ap dung cho cac bénh nhan khong phu hop véi hoa tri
chuan: Vinorelbine 30mg-50mg/ngay, udng, ngay 1, 3, 5 hang tuan

+ Eribulin 1,4 mg/m2 da, truyén tinh mach ngay 1, 8. Chu ky 21 ngay

Uc ché PARP (Olaparib, talazoparib): trong truong hop HER2 (-), dot bién
BRCA1/2 dong mam (germline, di truyén).

+ Olaparib 300mg ubng ngay 2 lan (tong liéu 600mg/ngay)
Hoac
+ Talazoparib 1mg udng hang ngay.

Platin: carboplatin, cisplatin (uu tién cho bd ba am tinh, dot bién BRCA1/2 dong
mam).

+ Carboplatin AUC 6, truyén tinh mach ngay 1, chu ky 21-28 ngay
+ Cisplatin 75 mg/m2 da, truyén tinh mach ngay 1, chu ky 21 ngay

Cac phac dd khac

Cyclophosphamide

+ Cyclophosphamide 50 mg, uéng hang ngay tir ngay 1-21, chu ky 28 ngay.
Docetaxel

+ Docetaxel 60-100 mg/m* da, truyén tinh mach ngay 1, chu ky 21 ngay.

+ Docetaxel 35 mg/m” da, truyén tinh mach hang tuan trong 6 tuan dau, chu ky
8 tuan.

Epirubicin

+ Epirubicin 60-90 mg/m” da, truyén tinh mach ngay 1, chu ky 21 ngay.
Etoposide dang udng

+ Etoposide 50 mg, udng ngay 1 lan, tir ngay 1-21, chu ky 28 ngay

Mitoxantron

b. Phdc do két hop

TA (paclitaxel/doxorubicin).
+ Doxorubicin 50 mg/m?, truyén tinh mach ngay 1
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+ Paclitaxel 150 mg/m?, truyén tinh mach ngay 1
Chu ky 21 ngay. Hodc:

+ Doxorubicin 60 mg/mz, truyén tinh mach ngay 1, chu ky 21 ngay, t6i da 8
chu ky

+ Paclitaxel 175 mg/m’, truyén tinh mach ngay 1, chu ky 21 ngay dén khi bénh
tién trién

AT (doxorubicin/docetaxel).

+ Doxorubicin 50 mg/m?, truyén tinh mach ngay 1

+ Docetaxel 75 mg/m?, truyén tinh mach ngay 1
Chu ky 21 ngay, t6i da 8 chu ky

AC (doxorubicin/cyclophosphamide)

+ Doxorubicin 60mg/m?, truyén tinh mach ngay 1

+ Cyclophosphamide 600mg/m?, truyén tinh mach ngay 1
Chu ky 21 ngay.

EC (epirubicin/cyclophosphamide)

+ Epirubicin 75mg/m?, truyén tinh mach ngay 1

+ Cyclophosphamide 600mg/m?, truyén tinh mach ngay 1
Chu ky 21 ngay.

CAF (cyclophosphamide/doxorubicin/5FU)

+ Cyclophosphamide 600mg/m?, truyén tinh mach ngay 1

+ Doxorubicin 60mg/m?, truyén tinh mach, ngay 1

+ Fluorouracil 600mg/m?, truyén tinh mach ngay 1
Chu ky 21 ngay

CEF (cyclophosphamide/epirubicin/5FU)

+ Fluorouracil 500mg/m’, truyén tinh mach ngay 1, 8

+ Epirubicin 60mg/m2, truyén tinh mach ngay 1, 8

+ Cyclophosphamide 75mg/m’, uéng ngay 1-14
Chu ky 28 ngay

FAC (5FU/ doxorubicin/cyclophosphamide)

+ Fluorouracil 500 mg/m? truyén tinh mach ngay 1, 4 hodc ngay 1, 8

+ Doxorubicin 50 mg/m?, truyén tinh mach ngay 1

+ Cyclophosphamide 500 mg/m®, truyén tinh mach ngay 1

Chu ky 21 ngay
49



FEC (5FU/epirubicin/cyclophosphamide)

+ Fluorouracil 600mg/m?, truyén tinh mach ngay 1

+ Epirubicin 90mg/m?, truyén tinh mach ngay 1

+ Cyclophosphamide 600mg/m?, truyén tinh mach ngay 1

CMF (cyclophosphamide/methotrexate/fluorouracil)

Dus6i 60 tudi.

+ Cyclophosphamide 100mg/m?, ung, ngay 1-14

+ Methotrexate 40mg/m?, truyén tinh mach, ngay 1, 8

+ 5-fluorouracil 600mg/m’, truyén tinh mach, ngay 1, 8
Chu ky 28 ngay.

Trén 60 tudi.

+ Cyclophosphamide 100mg/m?, udng, ngay 1-14

+ Methotrexate 30mg/m?, truyén tinh mach, ngay 1, 8

+ 5-fluorouracil 400mg/m’, truyén tinh mach, ngay 1, 8
Chu ky 28 ngay.

Gemcitabine/carboplatin

+ Gemcitabine 1000 mg/m?, truyén tinh mach ngay 1, 8

+ Carboplatin AUC 2, truyén tinh mach ngay 1, 8
Chu ky 21 ngay

Paclitaxel/bevacizumab

+ Paclitaxel 90 mg/m?, truyén tinh mach ngay 1, 8, 15

+ Bevacizumab 10 mg/kg, truyén tinh mach ngay 1,15
Chu ky 28 ngay

TAC (docetaxel/doxorubicin/cyclophosphamide)

+ Docetaxel 75mg/m’, truyén tinh mach ngay 1

+ Doxorubicin 50mg/m’, truyén tinh mach ngay 1

+ Cyclophosphamide 500mg/m?, truyén tinh mach ngay 1
Chu ky 21 ngay.

PE (paclitaxel/epirubicin)

+ Epirubicin 90 mg/m?, truyén tinh mach ngay 1

+ Paclitaxel 175 mg/m’, truyén tinh mach ngay 1

Chu ky 21 ngay
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- Paclitaxel/carboplatin
+ Paclitaxel 175 mg/ m®, truyén tinh mach ngay 1
+ Carboplatin AUC 6, truyén tinh mach ngay 1
Chu ky 21 ngay. Hoac:
+ Paclitaxel 100 mg/m’, truyén tinh mach ngay 1, 8, 15
+ Carboplatin AUC 2, truyén tinh mach ngay 1, 8, 15
Chu ky 28 ngay.
- Docetaxel/carboplatin
+ Docetaxel 75 mg/m?, truyén tinh mach ngay 1
+ Carboplatin AUC 6, truyén tinh mach ngay 1
Chu ky 21 ngay.
- Capecitabine/docetaxel
+ Capecitabine 1000-1250 mg/m®, udng hing ngay, ngay 2 lan, ngay 1-14,
+ Docetaxel 75 mg/m?, truyén tinh mach ngay 1
Chu ky 21 ngay
- Capecitabine/vinorelbine
+ Vinorelbine 80mg/m” (chu ky dau lidu: 60mg/m®), udng, ngay 1, 8
+ Capecitabine 2.000mg/m?, udng, ngay 1-14,
Chu ky 21 ngay

Hoéa tri metronomic 4p dung cho cic bénh nhan khong phu hop véi hoa tri
chuan:

+ Vinorelbine 40mg/ngay, uéng, ngay 1, 3, 5 hang tuan
+ Capecitabine 500mg/lan x 3 lan/ngay, udng, lién tuc hang ngay
- Gemcitabine/paclitaxel
+ Gemcitabine 1250 mg/m®, truyén tinh mach ngay 1, 8
+ Paclitaxel 175 rng/mz, truyén tinh mach ngay 1.
Chu ky 21 ngay

- Atezolizumab + Nab-paclitaxel (4p dung trong diéu tri ung thu vii bo ba 4m tinh
di can hodc tién xa tai cho khong thé phau thuat c6 PD L-1 > 1% va chua dugc
hoéa tri trude d6 voi giai doan di can)

+ Atezolizumab 840 mg, truyén tinh mach ngay 1, 15
+ Nab-paclitaxel 100mg/m?, truyén tinh mach ngay 1, 8, 15
Chu ky 28 ngay
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Mot s6 phac d6 khac:

Gemcitabine/docetaxel

Paclitaxel/cisplatin

Docetaxel/epirubicine

Vinorelbine/epirubicine

Vinorelbine/doxorubicin
7.5.2. HER2 duong tinh

Pertuzumab/trastuzumab/docetaxel

+

Pertuzumab 840mg, truyén tinh mach ngay 1, theo sau 420mg, truyén tinh
mach ngay 1.

Trastuzumab 8mg/kg, truyén tinh mach ngay 1 theo sau 6mg/kg, truyén tinh
mach ngay 1.

Docetaxel 75-100mg/m?, truyén tinh mach ngay 1.
Chu ky 21 ngay.

Pertuzumab/trastuzumab/paclitaxel

+

+

+

Pertuzumab 840mg, truyén tinh mach ngay 1, theo sau 420mg, truyén tinh
mach ngay 1, chu ky 21 ngay.

Trastuzumab 8mg/kg, truyén tinh mach ngay 1, theo sau omg/kg, truyén tinh
mach ngay 1 chu ky 21 ngay hoac trastuzumab 4mg/kg, truyen tinh mach
ngay 1, theo sau 2mg/kg, truyén tinh mach ngay 1 chu ky mdi tuan.

Paclitaxel 175mg/m?, truyén tinh mach ngay 1, chu ky 21 ngay hoic

Paclitaxel 80mg/m?, truyén tinh mach ngay 1, chu ky mdi tuan.

Trastuzumab/docetaxel

+

+

Docetaxel 80- IOOmg/m truyén tinh mach ngay 1 chu ky 21 ngay hodc
35mg/m2, truyén tinh mach ngay 1, 8, 15, chu ky mdi tuan.

Trastuzumab 8mg/kg, truyén tinh mach ngay 1, theo sau 6mg/kg, truyén tinh
mach, chu ky 21 ngay hoac

Trastuzumab 4mg/kg, truyén tinh mach ngay 1, theo sau 2mg/kg, truyén tinh
mach, chu ky mdi tuan.

Trastuzumab/vinorelbine

+

Vinorelbine: 25mg/m?, truyén tinh mach ngay 1, mdi tuan hoic 30-35mg/m2,
truyén tinh mach ngay 1, 8, chu ky 21 ngay.

Trastuzumab 8mg/kg, truyén tinh mach ngay 1, theo sau 6mg/kg, truyén tinh
mach, chu ky 21 ngay hoac

Trastuzumab 4mg/kg, truyén tinh mach ngay 1, theo sau 2mg/kg, truyén tinh
mach, chu ky mdi tuan.
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Trastuzumab/paclitaxel

+

Paclitaxel 175mg/m® truyén tinh mach ngay 1, chu ky 21 ngay hodc 80-
90mg/m2, truyén tinh mach ngay 1 chu ky moi tuan.

Trastuzumab 8mg/kg, truyén tinh mach ngay 1, theo sau 6mg/kg, truyén tinh
mach, chu ky 21 ngay hoac

Trastuzumab 4mg/keg, truyén tinh mach ngay 1, theo sau 2mg/kg, truyén tinh
mach, chu ky mdi tuan.

Trastuzumab/paclitaxel/carboplatin

+

+

+

Carboplatin AUC 6, truyén tinh mach ngay 1.
Paclitaxel 175mg/m?, truyén tinh mach ngay 1, chu ky 21 ngay.

Trastuzumab 8mg/kg, truyén tinh mach ngay 1, theo sau 6mg/kg, truyén tinh
mach chu ky 21 ngay hoac

Trastuzumab 4mg/kg, truyén tinh mach ngay 1, theo sau 2mg/kg, truyén tinh
mach chu ky mdi tuan.

Hoac:

+

+

+

Carboplatin AUC 2, truyén tinh mach ngay 1, 8, 15, chu ky 28 ngay.
Paclitaxel 80mg/m?, truyén tinh mach ngay 1, 8, 15, chu ky 28 ngay.

Trastuzumab 8mg/kg, truyén tinh mach ngay 1, theo sau 6mg/kg, truyén tinh
mach, chu ky 21 ngay hoac

Trastuzumab 4mg/kg, truyén tinh mach ngay 1, theo sau 2mg/kg, truyén tinh
mach, chu ky mdi tuan.

Trastuzumab/capecitabine

+

Capecitabine 1.000-1.250mg/m” ubng 2 1dn mdi ngay, ngay 1-14. Chu ky 21
ngay

Trastuzumab 8mg/kg, truyén tinh mach ngay 1, theo sau 6mg/kg, truyén tinh
mach, chu ky 21 ngay hoac

Trastuzumab 4mg/kg, truyén tinh mach ngay 1, theo sau 2mg/kg, truyén tinh
mach, chu ky mdi tuan.

Trastuzumab/gemcitabine

+

+

Gemcitabine 1200 mg/m” da, truyén tinh mach ngay 1,8

Trastuzumab 4mg/kg, truyén tinh mach ngay 1, theo sau 2mg/kg, truyén tinh
mach, hang tuan.

Chu ky 21 ngay

TCH (docetaxel/carboplatin/trastuzumab). Kém theo G-CSF du phong nguyén
phat.

+

Doxetaxel 75mg/m?, truyén tinh mach ngay 1
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+

Carboplatin AUC 6, truyén tinh mach ngay 1
Chu ky 21 ngay. Két hop voi Trastuzumab

Trastuzumab 8mg/kg, truyén tinh mach ngay 1, theo sau 6mg/kg, truyén tinh
mach, chu ky 21 ngay

Hoac

Trastuzumab 4mg/keg, truyén tinh mach ngay 1, theo sau 2mg/kg, truyén tinh
mach, chu ky moi tuan.

Cac budc sau:

Ado-trastuzumab emtansine (T-DM1) :

+

T-DMI : 3,6 mg/kg, truyén tinh mach ngay 1. Chu ky 21 ngay

Lapatinib + capecitabine

+

+

Lapatinib 1.250mg uéng mdi ngay, ngay 1-21.
Capecitabine 1.000-1.250mg/m’ udng 2 1an mdi ngay, ngay 1-14.
Chu ky 21 ngay.

Trastuzumab/lapatinib (khong kém hoa chat doc té bao)

+

+

+

Lapatinib 1.000mg uéng mdi ngay.

Trastuzumab 8mg/kg, truyén tinh mach ngay 1, theo sau 6mg/kg, truyén tinh
mach, chu ky 21 ngay hoac

Trastuzumab 4mg/kg, truyén tinh mach ngay 1, theo sau 2mg/kg, truyén tinh
mach, chu ky mdi tuan.

Trastuzumab + céc thudc khac

Néu khong c6 diéu kién str dung thudc khang HER2, diéu trj theo cac phac dd nhu
v61 HER2 am tinh.

7.6. Piéu trj bing thudc tai tao xwong (bién d6i xwong) cho di cin xwong

Céc Biphosphonat: Zoledronic acid, Pamidronate, Clodronate ...
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PHU LUC 4
Hwéng din chin doan va diéu tri suy tim man tinh
(Ban hanh kém theo Quyét dinh sé 1762/QD-BYT
ngay 17 thang 04 nam 2020)



2.

HUGONG DAN CHAN POAN VA BIEU TRI SUY TIM MAN TiNH
(Ban hanh kem theo Quyét dinh so 1762/QD-BYT
Ngay 17 thang 04 nam 2020)

PINH NGHIA SUY TIM

Suy tim 12 mot hoi chtng bénh 1y rat thuong gip va 1a hdu qua cia nhiéu bénh
vé tim mach nhu tang huyét ap, bénh d@ng mach vanh, bénh van tim, bénh co
tim, bénh tim bam sinh, r61 loan nhip tim..

Binh thuong, tim va hé tuan hoan ludn c6 su diéu chinh, thich nghi dé dap mg
dugc nhu cau 6xy cua co thé trong cac diéu kién ‘hoat dong cua cudc song. Khi
tim bi suy, tim khong con dii kha ning dé cung cap 6xy (méau) theo nhu cu cua
co thé nita. Vi vay c6 thé dinh nghia: Suy tim la tinh trang bénh Iy trong do
cung lwong tim khéng dvi dé ddp veng nhu cdu 6xy ciia co thé trong moi tinh
huodng sinh hoat ciia bénh nhén.

CHAN POAN VA PHAN PQ

2.1. Triéu chirng lam sang

Tuy thudc vao suy tim trai, suy tim phai hay suy tim toan bo ma triéu ching co thé
khac nhau:

2.1.1. Suy tim trai

a.

Triéu chung co nang:
Kho thd khi ging st
Con hen tim va phu phoi cap: gay ra boi sy tang dot ngot ap luc mao mach phoi

bit (trén 25 mmHg) do suy tim trai cAp. Bénh nhan khoé thd dir doi, thé nhanh, co
kéo co ho hap va tiéng ran 4m dang 1én nhanh chong tir hai day phoi.

Cac tri¢u chirng khac: mét méi do giam cung lugng tim, ho, dau nguc, dai it...
Triéu chirng thuc thé:

Kham tim:

+ Nhin, s¢ thiy mom tim dap léch sang trai do gidn that trai.

+ Nghe tim: Ngoai céc triéu ching c6 thé gap cia mot sd bénh van tim (néu
c0) da gay nén suy that trai, cac ddu hiéu thuong gip 1a: tAn sé tim nhanh,
tiéng ngua phi trai, thoi tAm thu do hé hai 14 co nang. .

Kham phoi: Thuong thiy ran am rai rac hai bén day phoi do & mau. Trong
treong hgp con hen tim c6 thé nghe duogc nhiéu ran rit va ran am & hai phoi, con
trong truong hop phu phoi cap s€ nghe thdy rat nhiéu ran am to, nho hat dang
nhanh tir hai ddy phéi 1én khap hai phé truong nhu "thuy triéu dang".

Huyet ap dong mach t6i da thuong giam, huyét ap tbi thiéu lai binh thuong nén
s6 huyét 4p chénh 1éch thudng nho di.

2.1.2. Suy tim phai



a. Triéu chirng co nang

- Kho tho: khé thd thuong xuyén, ngdy mot ning dan nhung khong cé cac con
kich phat nhu trong suy tim trai.

- Bénh nhan c6 cam gidc dau tirc vung ha sudn phai (do gan to).
- Mét moi, tiéu it
b. Triéu chung thuc thé

- Gan to, luc dau gan to cang do & nudce, khi dicu tri thudc g1 tiéu thi gan nho di
(gan dan x€p), v€ sau gan tr¢ nén xo cirng va khong con dau hiéu “dan xép” nira.

- Tinh mach c6 no6i, dau hi€u phan hoi gan-tinh mach c¢6 duong tinh.
- Tim da va niém mac

- Phu: Phu mém, lac dau chi khu tri ¢ hai chi dudi, vé sau néu suy tim nang thi c6
thé thay phu toan than, tran dich cidc mang (tran dich mang phoi, mang bung...).

- Nghe tim: ngoai cac triéu chimg cua bénh da gay ra suy tim phai ta con co thé
thay: Tan s6 tim thudng nhanh, doi khi c6 tiéng ngya phi phai, tiéng thoi tim thu
nhe ¢ trong mom hodc & ving mili trc do hd van ba 14 co ning. Tiéng thoi nay
thudng ro hon khi hit vao sau (ddu hiéu Rivero-Carvalho).

- Déu hiéu Hartzer (tm that phai gidn nhin thiy dap ¢ ving mii tc).

- Huyét 4p tam thu binh thudng, nhung huyét ap tim truong thuong ting l1én.

2.1.3. Suy tim toan bd

- Thuong la bénh canh cua suy tim phai & mirc dd nang:

- Bénh nhan kho thé thuong xuyén, phu toan than.

- Gan to nhiéu, tinh mach c6 néi to

- Thuong c¢6 thém tran dich mang phdi, mang tim hay c6 chudng.

- Huyét ap tbi da ha, huyét ap t6i thiéu ting, lam cho huyét ap tré nén ket.

2.2. Tham do can lam sang

2.2.1. Dinh lugng peptide 1¢1 ni€u trong mau (NPs)

- Khi suy tim, tinh trang cing cac thanh tim din dén ting san xuat peptide loi
niéu.

- Dinh hg:gng Peptide 1¢1 ni¢u hién nay dugc xem nhu tham do dau tay trong tiép
can chan doédn suy tim, dac biét trong trong trudng hop siéu dm tim khong thé
thuc hién duoc ngay. Dinh luong peptide loi niu trong gia tri binh thuong cho

phép loai trir chan doan suy tim (trir trong mot sd truong hop 4m tinh gia: béo
phi, viém mang ngoai tim co that man tinh...).

- Chan doan suy tim giai doan 6n dinh duoc dat ra khi: BNP > 35 pg/ml hogc Pro-
BNP > 125 pg/ml. Chan doan dot cap cua suy tim man hodc suy tim cap khi:
BNP > 100 pg/ml hoac Pro-BNP > 300 pg/ml.

- Luu y mdt s6 trudng hop duong tinh gia: Suy than, nhiém tring, tudi cao...



2.2.2. Pién tm dd

Nhip nhanh xoang hoac rdi loan nhip tim

Triéu chung trén DTD goi y nguyén nhan: Song Q hoai tur co tim, phi dai that
trai (tang HA hodac hep chu), r61 loan nhip, bloc nhanh trai hodc yéu t6 khai phat
dot cAp mat bu cua suy tim: rung nhi, thiéu mau co tim...

Triéu chtng ctia suy tim phai: truc phai, ting ganh thét phai.

Triéu chtng suy tim toan bo: ting ganh ca hai budng that.

2.2.3. Siéu am tim

Dénh gid hinh thai giai phau cua tim, mtc do gidn budng tim, d6 day cac thanh
tim.

Pénh gia chiric ning tim thu thét trai thong qua phan sudt tong mau that trai
(EF).

Pénh gia chirc ning tAm truong thét trai va ap luc d6 diy budng tim trai.
Pénh gia chirc ning that phai va 4p lyc dong mach phoi.

Chan doan mot s6 nguyén nhan suy tim: Réi loan van dong ving (nhdi mau co
tim), bénh co tim gian, bénh co tim phi dai, bénh li van tim, loan san that phai...

Panh gia huyét khdi trong cac budng tim.

2.2.4. Chan doan hinh anh tim mach

Chup tim phoi thang: bong tim to, cung dudi trai gidn trong trudng hop suy tim
trai, hinh &nh @ mau & phoi...

Chup PMV: tim ton thuong hep PMV va xét tai thong mach

Chup MRI tim: phat hién cac bénh 1y bat thuong cau tric co tim

Chup xa hinh co tim (Scintigraphy: Panh gia mirc d6 thiéu mau, mic do séng
con cua co tim, thim nhiém co tim (amylose).

Chup budng tim danh gia chirc nang tdm thu thét trai (trong mot sd truong hop
dac biét), sinh thiét co tim.

2.2.5. Tham do huyét dong

Hi¢n nay, tham do huyet dong xam l4n (thong tim) thudng chi con duoc chi dinh
trong cac truong hop can theo doi diéu tri tich cyc cac tinh trang suy tim cap va
nang (séc tim) va diéu tri cac thuéc duong truyén lién tuc. Thong thuong, ong
thong loai Swan Ganz c6 bong ¢ dau dugc dua 1én dong mach phdi do ap luc
mao mach phdi bit. Thong tim con thuong dugc tién hanh khi bénh nhan dugc
1am cac thi thuat tim mach can thiép (dong mach vanh, van tim...) hodc dé bod
sung thong tin khi cic bién phap chian doan thong thudng khong khang dinh
duoc.

Tham do huyét dong cho phép danh gia mirc d6 suy tim trai thong qua viéc do
cung luong tim (CO) va chi s6 tim (CI: binh thuong tir 2-3,5 1/phut/m2 da) va do



ap luc cudi tAm truong cua that trai (ting trong suy tim trai, binh thudng < 5
mmHg).

- Tham do huyét dong ciing cho phép danh gia chinh xac mirc do nang nhe cua
mot s6 bénh van tim, bénh tim bam sinh...

2.2.6. Thiam do kha ning ging stic

- Test di bo 6 phut, liéu phap ging stc kém do VO2 max
2.2.7. Sac ki gidc ngt

- Chan doan hoi chimg ngung thd khi ngt

2.2.8. Xét ngi¢ém mau co ban khac

- Cong thirc mau, sinh hoa mau.

2.3. Tiép can chin do4n suy tim

- Khai thac bénh sir va kham thuc thé k¥ ludng giup ta c6 dinh hudng chan doan
suy tim. Cac phuong tién can lam sang nhu siéu am tim, x¢ét nghiém BNP hodc
NT-proBNP gép phan xac dinh chan doan suy tim trong hau het cac truong hop.
Céc tham do khac nhu dién tim do, Xquang tim phdi ciing can thiét trong moi
truong hop nghi ngo suy tim.

2.3.1. Tiéu chuin Framingham

- Mic du 1a cb dién, tiéu chuan Framingham khé hitu ich trong thuc hanh lam
sang. Chan doan suy tim bao gom 2 ti€u chuan chinh hoac 1 ti€u chuan chinh va
2 ti€u chuan phu:

a. Tiéu chudn chinh:

- Con kho thd kich phat vé dém

- Giam 4,5 kg trong 5 ngay diéu tri suy tim

- Tinh mach ¢ ndi

- Ran ¢ phoi

- Phu phdi cap

- Phan hoi gan tinh mach c¢6 duong tinh

- Tiéng tim ngua phi T3

- Ap lyc tinh mach trung tdm 1én hon 16 cm nuéc
- Thoi gian tudn hoan kéo dai trén 25 gidy

- Bong tim to trén Xquang nguc thing

- Bang chtmg phii phoi, t mau tang hodc tim to khi giai phau tir thi.
b. Tiéu chudan phu:

- Ho vé dém

- Kho tho khi ging stic vira phai



Giam dung tich séng 1/3 so v&i dung tich song tbi da ciia bénh nhan
Tran dich mang phoi

Tan sb tim nhanh (trén 120 ck/ph)

Gan to

Phu mat ca chan hai bén

2.3.2. Tiép can chan doan suy tim man tinh theo Hoi tim mach chau Au (ESC

2016)

BENH NHAN NGHI NGO SUY TIM
(Khéng trong tinh trang cap ciru)

'

PANH GIA KHA NANG SUY TIM

1. Tién s

- Bénh dong mach vanh (NMCT, tai tudi
mau mach vanh).

- Tang huyét ap.

- C6 dung loi tiéu.

- Kho thé phai ngdi/con khé thé kich
phat vé dém.

2. Kham thwec thé
- Ran ¢ phoi. - Phu 2 mat ca chan.
- Tiéng thoi ¢ tim. - Tinh mach ¢6 noi.

- Moém tim 1€ch trai.
3. Dién tam do
- Bat ctr bat thuong nao.

>1 yeu to l

Khong co
yéu to nao

I
I

Khong xét nghiém :

Natl'iul:etic Peptid | NATRIURETIC PEPTID Khéng I 667 niing

thwong quy | - NT-proBNP > 125 pg/mL.. > suy tim
trong thwe hanh | - BNP > 35 pg/mlL.
lam sang |
I -
| Co l
\4 Binh thwong
SIEU AM TIM

Chan doan xac dinh suy tim:
Tim nguyén nhan va khéi dau di€u tri.



2.4. Chan doan cac thé suy tim

- Phén loai cac thé suy tim theo Ho1 Tim mach chau Au nam 2016 co gia tri thuc
hanh cao va dugc 4p dung pho bién hién nay:

tim

Thé suy

Suy tim véi phan
suat tong mau that
trai giam (HFrEF)

Suy tim véi phan suit
tong mau that trai
giam vira (HFmrEF)

Suy tim vé&i phan
suit tong mau thit
trai bao ton
(HFpEF)

peptid loi ni¢u

2. It nhét thém mét tiéu
chuan:

a. Bing chung ton
thuong ciu tric tim
(phi dai that va/hodc
nhi trai).

b. Rdi loan chirc ning
tAm truong that trai.

=1 Tri¢u ching co nang | Triéu chung co ning Tri¢u ching co nang

2 va/hodc thyc ton va/hoic thyc ton va/hodc thyc ton

52 |EF<40% EF 40-49% EF >> 50%

5l 3 1. Tang nong do cac |3. Tang nong do cac

peptid loi ni¢u

4.1t nhét thém mot

tiéu chuén:

c. Bang ching ton
thuong cdu triic tim
(phi dai that va/hodc
nhi trai).

d. Réi loan chirc ning
tam truong that trai.

2.5. Danh gia mirc do suy tim

- C6 nhiéu cach dé danh gia mirc do suy tim, nhung trong thyc té 1am sang, co 2
cach phan loai mirc d suy tim theo Ho1 Tim mach hoc New York (New York
Heart Association) viét tat 1a NYHA, dua trén sy danh gia mic d hoat dong thé
luc va céc triéu chiing co ndng cta bénh nhan va phan giai doan suy tim cua Hoi
Tim mach va Truong mén Tim mach Hoa Ky (AHA/ACC) da duogc thira nhan
va ung dung rong rai.

2.5.1. Phan loai mtrc do suy tim theo NYHA.

Po Pic diém

Bénh nhan c6 bénh tim nhung khong ¢ triéu ching co ning nio, van sinh

I hoat va hoat dong thé lyc gan nhu binh thuong.

Céc tri€u chung co nang chi xuat hién khi géng stc nhiéu. Bénh nhan bi
I giam nhe cac hoat dong vé thé luc.

Céc triéu ching co ning xuat hién ké ca khi gang stc rat it, lam han ché
I | phidu cac hoat dong thé luc.

Céc tri¢u chling co nang tdn tai mot cach thuong xuyén, ké ca luc bénh
IV | nhan nghi ngoi khong lam gi ca.




2.5.2. Phan giai doan suy tim theo AHA/ACC (2008)

Giai < a.X
Dac diém
doan
A Bénh nhan c6 cac nguy co cao cua suy tim nhung chua co6 cac ton thuong

cau truc tim

Bénh nhan da cé céc bénh Iy danh hudng cau tric tim nhung chua c¢o triéu

B , \ 1A LtA .
ching va bi€u hién cua suy tim

ba co6 ton thuong thyc ton ¢ tim, trong ti€n sir hodc hién tai co tri€u chung

C < ) . A e A 1 A \
co nang cua suy tim, di€u tri ndi khoa c6 két qua.

D | Bénh nhan suy tim giai doan cuoi can cac bién phap diéu tri dac biét

3.

PIEU TRI SUY TIM

Bao gom:

Nhitng bién phap diéu tri chung cho tit ca cac loai nguyén nhan giy ra suy tim,
ché do khong dung thude, dung thudc va can thi¢p.

Nhitng bién phap diéu tri dic biét ap dung cho ting trudng hop cu thé tiy theo
nguyén nhan cua suy tim.

3.1. Nhirng bi¢n phap diéu tri chung
3.1.1. Ché d6 nghi ngoi

Nghi ngoi la mot viéc kha quan trong vi gop phan 1am giam cong cua tim. Tuy
nhién, can hiéu nghi ngoi theo y nghia linh hoat. Tuy mirc 6 suy tim ma c6 ché
dd nghi ngoi, tap luyén khac nhau.

Bénh nhan suy tim nhe v6i nhiéu yéu tb nguy co tim mach van can khuyén
khich tap luyén thé lyc nhung khong dugc ging strc ning hay thi ddu thé thao.

Khi suy tim nidng hon can hoat dong nhe hon va trong truong hop suy tim rat
nang thi phai nghi tai givdng theo tu thé nira nam nira ngdi.

Trong truong hop suy tim ma bénh nhan phai nam diéu tri 1au ngay, nén khuyén
khich bénh nhan xoa bdp, lic dau 1a thu dong, sau d6 1a chu dong & céc chi, nhat
13 hai chi dudi dé 1am cho mau tinh mach tré vé tim duoc dé dang hon, giam bat
cac nguy co huyét khdi tinh mach.

3.1.2. Ché d6 an giam mudi:

Ché d6 an giam mubi: Bénh nhan chi duoc dung < 3g mubi NaCl /ngay, tirc 1a <
1,2g (50 mmol) Na+/ngay.

Ché d6 an gé“m nhu nhat hoan toan: Bénh nhan chi duoc an < 1,2g mubi
NaCl/ngay ttrc 1a < 0,48g (20mmol) Na+ /ngay.

3.1.3. Han ché lugng nuéc va dich ding cho bénh nhan
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Cép han ché lugng nude va dich dung cho bénh nhan hang ngay nhim giam bat
khoi luong tuan hoan va gidm ganh nang véi tim.

Noi chung, cpi nén dung cho bénh nhan khoang 500 — 1000 ml lugng dich dua
vao co thé moi ngay tuy mirc dd suy tim nang hay nhe.

3.1.4. Tho oxy:

La bién phap can thiét trong trudng hop suy tim ning, giup ting cung cap oxy
cho cac mo, giam bét mirc do kho thé cia bénh nhan, dong thot lam han ché su
co mach phoi thuong gap ¢ nhitng bénh nhan thi€u oxy.

3.1.5. Loai bo cac yéu td nguy co khac:

Bé thudc 14, ca phé...
Gidm can ndng & nhitng bénh nhan béo phi.
Tranh céc xic cdm manh (stress).

Ngung nhiing thudc 1am giam sirc bop cua co tim néu dang dung, vi du: cac
thudc chen beta loai khong dé diéu tri suy tim, verapamil, disopyramide,
flecainide...

Tréanh cac thudc giit nude nhu corticoid; NSAID...

Diéu tri nhitng yéu té 1am ning thém tinh trang suy tim nhu thiéu mau, nhiém
trung, roi loan nhip tim...

3.2. Diéu tri nguyén nhan

3.2.1. Cac nguyén nhan/ yéu t6 nguy co thudng gip:

Tang huyét ap: kiém soat t6t huyét ap bang thay d6i 16 sdng két hop dung thudc
gilip ngan ngira sy xuat hién va 1am cham sy tién trién cua suy tim.

bai thao duong:
+ Bénh nhan dai thao duong/tién dai thao duong c6 nguy co suy tim cao hon
nguoi c6 duong mau binh thuong.

+ Thudc duogc lua chon dau tién dé kiém soat dudng mau trén bénh nhan suy
tim bao gom metformin va thuéc trc ché kénh dong van chuyén Natri-
Glucose 2 (SGLT21).

+ Cac thudc trc che SGLT2 (dapagliflozin, empagliflozin...) lam tang dao thai
duong va mudi qua nudc tiéu bang cach e ché tai hap thu glucose va natri ¢
ong than nén c6 loi cho diéu trj suy tim.

+ Cac thudc dong van thy thé GLP-1 ciing dugc chimg minh hiéu qua bao vé
tim mach nhung c6 tdc dong trung tinh trén ti€u chi nhap vién do suy tim.

Nhoi mau co tim va cac bénh mach vanh: cé thé can thi¢p truc ti€p vao cho tac

cua dong mach vanh bang thuoc ti€u s¢i huyét, nong va dat Stent dong mach

vanh hodac mo bac cau noi chu- vanh...

Bénh van tim hoac di tit bam sinh: néu c6 thé, can xem xét sém chi dinh can
11



thiép qua da (nong van bang bong, dong cac 16 thong bang du...) hodc phau thuat
sura chira céac di tat, thay van tim.

- Suy tim do réi loan nhip tim kéo dai thi phai c6 bién phéap diéu tri cac rdi loan
nhip tim mot cach hop 1y: dung thuoc, soc di¢n, dot di€n hay cay may tao nhip.

3.2.2. Cac nguyén nhan/yéu té nguy co khéc:

- Cuong giap: diéu tri bang khang giap trang tong hop hodc phuong phap phéng
xa hay phau thuat.

- Thiéu mau-thiéu sét: can tim nguyén nhan, dinh luong ferritin dé diéu tri va bu
du.
- Thiéu vitamin B1 (bénh té phu Beri-Beri): can dung vitamin B1 liéu cao

3.3. Cac thubc trong dléu tri suy tim ¢ giam phan suit tong mau thzit trai
(Tham khdo Phu luc sé 01: Lwoc dé dteu tri suy tim véi phin sudt tong mdu that
trdi giam theo ESC 2016, Phu luc s6 02: Lwoc dé diéu tri suy tim véi phan suit
tong mdu thit trdi giam theo ACC/AHA 2017)

3.3.1. Cac thudc diéu tri nén tang
a. Thudc trc ché men chuyén dang angiotensin (UCMC):

- Cac thubc thudc nhom nay c6 tac dung e ché loai men chuyén dang xuc tac
chuyén Angiotensin I thanh Angiotensin II, tir d6 giam ndng do Angiotensin II,
dong thoi lam tang Bradykinin, 1 mot chat tac dung gan nhu nguoc chiéu véi
Angiotensin II. Két qua chung 13 cac thudc trc ché men chuyén s& tac dong diéu
chinh hé than kinh thé dich (h¢ Renin — Angiotensin- Aldosterone), lam gian
mach (gidn ca tiéu dong mach va tinh mach), do vay lam giam ca hau ganh va
tién ganh, tir d6 1am giam ganh ning cho tim va giam suy tim. Bén canh d6
thl}éc con dugc chimg minh cai thi¢n chirc nang ndi mac, cai thién chic ning
that trai...

- Thubc trc ché men chuyén duogc coi 1a lya chon hang dau trong diéu tri suy tim.
Céc nghién ctru da ching minh rd vai tro cua thuoc UCMC trong diéu tri suy
tim, khong chi lam giam triéu chiing ma con cai thién dugc tién luong bénh rat
dang ké.

- Chéng chi dinh: Hep dong mach than hai bén, phu nir ¢6 thai.

- Than trong khi dung thudc (rc ché men chuyén cung véi loai loi tiéu giir kali
hodc dung thudc cho bénh nhan c6 huyét ap thap.

b. Nhém thuéc vec ché thu thé ATI cua angiotensin II (UCTT):

- Céc thudc nhom nay rc ché truc tiép thu thé AT1 noi ma angiotensine II gay ra
cac tac dung trén cac t6 chire dich (mach, than, tim...). Khac voéi thudc we ché
men chuyén, cac thudc trc ché thu thé ATI cua angiotensine II khong lam ting
bradykinin nén c6 thé khong gay ra céc triéu ching phu nhu 13 ho khan (mét tac
dung phu rat phd bién khi dung UCMC va 1a han ché dang ké ctia UCMC).
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Ciing géq nhu thuéc UCMC, cac thuéc UCTT c6 tac dung lén h¢ RAA va do
vay c6 thé lam gian mach, cai thién chirc nang that...

Bugc chi dinh khi bénh nhan khong dung nap véi thudc UCMC hogc ¢6 thé lya
chon tir dau trong diéu tri suy tim.

Chéng chi dinh va than trong: tuong ty nhu thubc UCMC

Thubc ik ché kép thu thé Angiotensin Neprilysin (ARNI)

Phirc hgp Sacubitril/Valsartan (Sacubitril 1a tién chat, sau d6 chuyén hoa thanh
chat rc ché enzym Neprilysin, lam tang nong do cac peptid loi niu) duoc
khuyen cao nhu di€u tri thay thé cho nhém trc ché men chuyen hodc trc ché thu
thé angiotensin II.

Thudc chi dinh diéu trj trong suy tim man tinh c6 phan sueflt téng mau that trai
giam, dac bi¢t khi bénh nhan da diéu tri bang cac nhom thudce suy tim co ban toi
uu nhung khong dap tng. Co thé can nhac Sacubitril/Valsartan cho bénh nhan
suy tim man cting nhu suy tim cap da on dinh huyét dong ma khong can phai st
dung trc ché men chuyén hoac tc ché thy thé trude dé (ACC 2017, ESC 2019).
Chéng chi dinh va than trong: tién sir phu mach véi thuéc UCMC, suy than, hep
dong mach than hai bén, phu nir ¢o thai...

Thuéc chen beta:

Thubc chen beta da trd thanh mét lya chon quan trong, 1a mdt trong nhirng thude
nén tang trong di€u tri suy tim man tinh véi phan suat tong mau that trai giam.

Co ché 1a ngin chan tac dung kich thich thai qua cua hé than kinh giao cam
trong suy tim & huyét man tinh.

Céac thubc chen beta giup cai thién séng con, giam tai nhap vién do dot cép va
gidm dot tir do tim trén bénh nhan suy tim.

Hién nay, chi c6 4 loai thudc chen beta c6 thé dung trong diéu tri suy tim:
carvedilol; metoprolol, bisoprolol va nevibolol.

Chéng chi dinh: suy tim dang & giai doan mét bu, nhip cham, hen phé quan...
Dung thudc chen beta trong diéu tri suy tim ludn phai xem xét k¥ cac chéng chi
dinh, nén bat dau bang li€u rat thap, theo doi chat ché va tang dan liéu cham (sau
moi 2 - 4 tuan). Loi ich ctia chen beta xuat hién cham va lau dai.

Nhém loi tiéu khdng aldosterone:

Thudc khéng aldosterone khong chi c6 tac dung loi tiéu ma dic biét co loi ich
lam gidm cac qua trinh bu trur thai qué cua su tang aldosterone trong suy tim
nang, do d6 lam gidm su co mach, gilr muodi va nudce, su phi dai co tim, suy
than, ro1 loan chirc nang ndi mach...

Thudc lgi tiéu khang aldosterone lam giam ty 1¢ tr vong va nhap vién énhing
bénh nhan suy tim nang.

Chédng chi dinh va than trong: suy than ning, ting kali mau
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‘ ‘ Phu luc s6,01: ) ) )
LUQC PO PIEU TRI SUY TIM VOI PHAN SUAT TOI\JG MAU
THAT TRAI GIAM THEO ESC 2016 (THAM KHAO)

(BN suy tim EF giam ¢ tri¢u chimg co nﬁng) - Nhém I

<€

- Nhom Ila
Vin co trigu cluing\ Khing >
va EF <35%
Van 6 triéu chwna Khing 5
va EF <35%
Cé
Y
Dung na,p UCMC Nhip xoang, Nlup xoang,
QRS > 130ms nh; tim > 70 chu ky/phnt
( Phéi hop cic phwong phéip diéu tri trén j
( Tri¢u chirng khang tri )
Cé t l Khong

Xem xét thém Digoxin Khong cin thém bién phip khic.
H-ISDN, LVAD hozc ghép tim Xem xét giam liéu loi tiéu
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‘ ) Phu luc 86’ 02: ) ) ]
LUQC PO PIEU TRI SUY TIM VOI PHAN SUAT TONG MAU
THAT TRAI GIAM THEO ACC/AHA 2017 (THAM KHAO)

Budc1 Budc2 Budc3 Budcd BudcS
Chén doén x4c dinh ST Can nhéc c4c trudng Tién hanh didutri duoc Daénh gié lai tridu C4n nhic didu tri bd
PSTM giam; danh gia thé hop bénh nhan sau chidinh * ching sung
tich; khai déng didu tritheo
KC

'd N\

NYHA [I-IV, CrCI >30
—» mL/min & K+<5.0
L mEg/L

4
A

( NYHA classI-IIl )
Huyét ap phu hop khi
—>» ding UCMC hoac
UCTT" khéng CCD
kvﬁi UCTT/Sachitril Y,
f

STPSTM gidm
NYHA class [-IV
(Giai doan C)

Y

ST khéng kiém
soat duoc, NYHA
class [II-IV

NYHA class llI-IV,
bénh nhan da den

A

LVAD
{KCdd lla)

NYHA class [I-lll, )
PSTM £35%, (tiéu
chuén: sdng con > 1
nérn. >40 ngay sau

nhoi mau) . )

Triéu chirng cai
thién

Nghién ctru

NYHA class [I-IV,
PSTM

<35%, nhip xoang

binh thudng & QRS
=150 ms véi block

nhénh trai J

4

\ 4
NYHA class 1111, nhip )
xoang hinh thuéng, Ivabradine
nhip tim 270 bpm & (KCdo lla)
tidu ti vu chenbeta

[ Tiép tuc diéutr theo hudng dén, danh gia lai thung xuyén va tdi wu liéuttuan thi

[

*Cac thuég khdng sé"p xép theo thir tur wu tién, c6 thé lya chon nhiéu nhém dng thoi
** Xem phan cac thudc trong diéu trj Suy tim vdi cac chi dan quan trong
t Phéi hop Hydral-Nitrates va ARNI chura duoc thir nghiém chat ché; huyét ap cén duoc theo dbi sat sao



