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LOI CAM ON

Trong qua trinh hoc tdp va lam lugn an, toi da nhdan dwoc sw quan tam,
gilip d& rdt nhiéu cua nha truong, bénh vién, gia dinh va bé ban.

Toi xin tran trong cam on Dang uy, Ban Gidm hiéu, Phong Sau dai
hoc, B6 mon Tim mach Truong Pai hoc Y Ha Noi, Ban Giam déc Bénh vién
Hitu Nghi, Ban Giam dbc Bénh vién K, Ban Giam doc Bénh vién Ung buou
Ha Néi da tao moi diéu kién thudn loi cho t6i trong suot qua trinh hoc tdp,
nghién ciru va hoan thanh lugn an nay.

Bdc biét, t6i xin bay t6 long kinh trong va biét on sdu sdc t6i Gido su,
Tién sy Pham Manh HUNg, chu nhiém bo mon Tim mach Pai hoc Y Ha Noi,
nguyén Vién trucng Vién Tim mach Viét Nam va Phé gido sw, Tién sy Dinh
Thi Thu Huong, nguyén Pho vién truong Vién Tim mach, Bénh vién Bach
Mai, hai nguwoi Thay da tan tinh chi bdo, dong gép nhitng v kién quy bdu va
tao moi diéu kién tot nhat dé t6i hoan thanh ludgn dn nay.

T6i xin bay t6 long kinh trong va biét on sau sdac t6i Gido sw, Tién sy
Nguyén Lan Viét, nguyén Hiéu trieong truong Pai hoc Y Ha Néi, nguyén Vién
triwong Vién Tim Mach da luén chi bdo, dong gdp nhitng ¥ kién quy bdu, tao
diéu kién cho t6i trong hoc tdp va hoan thanh ludn dn.

T6i xin bay t6 long kinh trong va biét on Gido sw, Tién sy D6 Dodn Loi,
nguyén Vién trueong Vién Tim mach, nguyén phé giam déc Bénh vién Bach
Mai, nguyén chu nhiém Bé mon Tim mach Truong Pai hoc Y Ha Noi da luon
chi bdo, déng gép nhitng ¥ kién quy bdu va tao moi diéu kién cho t6i trong
hoc tap va hoan thanh ludan van.

Téi xin bay t6 long kinh trong va biét on téi Phé gido sw, Tién sy
Trirong Thi Thanh Hwong; Pho gido sw, Tién sy Bui Vin Giang; Pho gido su,
Tién sy Nguyén Thi Thu Hoai dd gitip dé t6i trong sudt qud trinh hoc tdp va

thye hién dé tdi.



Téi xin trdn trong cam on ti tdp thé cdc bdc sy, dieu dwdng tai Trung
tam chan dodn hinh anh, Khoa Néi 5, Khoa Néi 6, Khoa Ngi A ciia Bénh vién
K, Khoa No¢i 1 cua Bénh vién Ung buou Ha Noi, Khoa Kham bénh B va Khoa
Noi Téng hop A cua Bénh vién Hitu Nghi da giup do va tao moi diéu kién cho
t0i trong qud trinh lam viéc, hoc tdp va nghién cuu.

Téi xin cdm on cdc thay, cdc ¢6 trong va ngodi co s¢ ddo tao di dong
gdp nhitng y kién quy bau cho ludn dn.

Téi xin cam on cdc anh chi va cdc ban dong nghiép da luén gitip dé va
tao diéu kién cho t6i trong hoc tap va trong cugc séng.

Téi xin cdm on tdt cd nhitng ngwoi bénh di giri gam long tin doi véi
déi ngii thdy thuéc chiing ti.

Kinh tang Bo me, chong va cdc con than yéu, cac anh chi va cac chdu.

Ha N¢i, ngay 05 thang 08 nam 2025

Nguyén Thi Thu Hang



LOI CAM DOAN

T6i 1a Nguyén Thi Thu Hing, nghién ctru sinh khéa 35 Trudng Dai hoc
Y Ha Noi, chuyén nganh N6i Tim mach, xin cam doan:

1. Pay 1a luan 4n do ban than t6i truc tiép thuc hién dudi sy hudng dan
cua PGS.TS Dinh Thi Thu Huong

2. Cong trinh nay khong trung lap voi bat ky nghién ctru niao khac da
dugc cong bd tai Viét Nam

3. Cac s6 lidu va thong tin trong nghién ciru 12 hoan toan chinh xac, trung
thuc va khach quan, da dugc xac nhan va chép thuan cua co sé noi
nghién clru

T6i xin hoan toan chiu trach nhiém truéc phap luat vé nhimg cam két nay.

Ha N¢i, ngay 05 thang 08 nam 2025

Nguwoi viet cam doan

Nguyén Thi Thu Hing
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PAT VAN PE

Ung thu va 1a loai khdi u 4c tinh ¢6 ti 16 mac bénh va tir vong hang dau
& nit gidi hién nay. Theo GLOBOCAN 2022, ung thu va (UTV) c6 ty 1é¢ mai
mic va ty 18 tir vong dtng dau trong cac loai ung thu & nit gidi, 1a 23,8% va
15,4%. Tai Viét Nam, UTV co6 ty 1€ mic méi cao nhat trong cac loai ung thu &
ca hai gi6i va ¢ phu nir, ty 1¢ tr vong ctia ung thu v ¢ nit gidi la 20,5%, cling la
cao nhat & nit [1]. Vi sy phat trién cta khoa hoc k¥ thuat, nhiéu thuéc méi véi
hidu qua diéu tri cao da dugc nghién ctru va ap dung vao diéu tri ung thu trong
nhitng nam gén nén di kéo dai duoc tudi tho cho bénh nhan ung thu, trong do co
ung thu va.

Hién nay, hoa chét diéu tri bd tro 13 mot trong nhitg phuong phap quan
trong trong diéu tri ung thu v, duoc chi dinh kha phd bién vi c6 hiéu qua
diéu tri diét t& bao khdi u cao, giup kéo dai tudi tho nguoi bénh [2]. Cac phac
d6 hoa chit bo trg diéu tri ung thu va, dic biét 1a phac d6 AC-TH gdm cac
hoa chat [3]: A: nhém anthracycline; C: Cyclophosphamide thudc nhom
Alkylating; T: nhom taxanes la cac Alkaloid thuc vat; H: Herceptin thudc
nhom trastuzumab, 1a thudc khang thy thé yéu t6 phat trién biéu mé6 HER2.
Trong d6, Anthracycline 1a mét trong nhiing thuc dimg dau cac phac d6 diéu
tri ung thu va boi hi¢u qua diéu tri manh mé, tac dong tich cuc dén tién luong
va thoi gian séng con ctia bénh. Trastuzumab 1a khang thé don dong, duoc chi
dinh nhiéu trong ung thu v va ung thu da day. Su két hop cua anthracycline,
Cylophosphamide, Paclitaxel va trastuzumab trong phac 6 AC-TH mang lai
hiéu qua diéu tri cao nhung cé thé gay doc tinh trén tim.

C6 nhiéu phuong phap khac nhau dé dénh gia chtc ning tim, trong do

si€u am tim la k¥ thuat khong xam 14n, chinh xac, tuong ddi dé thuc hién va



san c6 & cac co s¢ y té. Trén thé gi6i, c6 nhidu nghién ctru str dung siéu 4m
tim dé danh gia vé doc tinh 1én tim cua hoa chét diéu trj ung thu va da duoc
thuc hién, nhu ctia nhom tac gia Negishi K. va cong su nam 2014 (Nhat Ban)
[4], Arciniegas C. nam 2018 (Hoa Ky) [5], gan day nhit 12 El-Sherbeny va
cong su nam 2023 (Ai Cép) [6]. O Viét Nam, mot sé tac gia nhu Lé Tuén
Thanh va cong su da sir dung siéu am tim trong danh gia nhitng anh hudng sém
cta anthracycline dén chirc ning that trai ¢ ngudi bénh Leucemie cip dong tiy
[7]. Nguyén Quynh Trang da danh gia vé sy anh hudng ciia anthracycline dén
chirc ning that trai bang siéu am danh ddu mo co tim & bénh nhan ung thu khong
Hodgkin [8]. Tuy nhién, theo y van trong nudc, chua cé nghién clru nao danh
gia day da doc tinh trén tim ¢ nguoi bénh ung thu va duoc diéu tri hoa chat bo
trg (phac d6 AC-TH).

Vi vay, chlng toi tién hanh nghién ctru dé tai: “Nghién ctru sw bién doi
hinh thai va chirc ning tim bang siéu Am Doppler & bénh nhin ung thw
vii diéu trj héa chit bo trg.” voi muc tiéu:

1. Pdnh gid sw bién doi cua lam sang, cdn lam sang va hinh thdi, chire
ndng tim bang siéu ém Doppler & bénh nhdn ung thu vi triedc va trong
diéu tri héa chat bé tro phdc do AC-TH.

2. Phdn tich mét s6 yéu t6 lién quan dén bién déi hinh thdi va chirc ning

tim o cac bénh nhan nay.



Chwong 1
TONG QUAN
1.1. Dich t& hoc ung thwr va
1.1.1. Trén thé gici

Theo GLOBOCAN 2022, ung thu vii ¢6 ty 1¢ mdi mac dimg thir 3 trong
céc loai ung thu & ca hai gidi va cac do tudi (hinh 1.1) [1].

UTV 14 loai ung thu c6 ty 1é mic cao nhat va 1 nguyén nhan gay tir
vong dimg hang dau trong cac bénh UT & phu nit toan cau (hinh 1.2). Theo
GLOBOCAN nim 2022 trén toan thé gidi c6 khoang 2 296 840 trudng hop
ung thu vii m&i méc, va sd bénh nhan ung thu va tir vong 1 666 103 [1].

- Tuy nhién ty 1é méi mic ung thu vi ¢6 xu hudng ting 1én nhung ty 1é
tr vong lai giam di nho c¢6 cac phuwong phéap sang loc méi va ¢ nhitng tién bo

trong chan doan va diéu tri [1].

Ty 1¢ va s6 mic ung thw méi 2022 & hai gi6i, cac do tudi

Phéi
2480675 (12,4%)

Vi
2296840 (11,5%)

Ung thu khac
10835921
(54.2%) o
Dai tryc trang
1926425 (9,6%)
Da day 968784
Gan 26418 (14,5%)

Téng 19976499

itpsigoolarcwwhoint

Hinh 1.1. Ti I va sé ca mdc méi cdc UT trén thé gidi
0 cd hai gioi nam 2022 [1]



Ty 1é va s6 mic ung thw méi 2022 ¢ nir giéi, cac d tudi

Vi

2296840 (23,8%)

Ung thu khac

4325410(44,8%)
Phoi
908630 (9,4%)
Pai tryc trang
856979 (8,9%)
Tuyén giap
614729 (6,4%) Cb tir cung 662301

(6,9%)
Téng 9664889

Hinh 1.2. Ti Ié va s6 ca mic mdi cdc UT trén thé gidi ¢ niv gi6i nam 2022 [1]
1.1.2. Tai Viét Nam
- Ty 16 méi mac UTV ¢ Viét Nam dung thir 2 trong cac loai ung thu & ca
hai gi6i (hinh 1.3), 12 bénh c6 ty 16 m&i mic va ty 1é tir vong cao nhét trong
cac ung thu & nir véi 2296840 trudng hop méi méc, chiém 23,8% tong sb ung
thu & nit (hinh 1.4) va s6 bénh nhan ung thu va tir vong 1a 676111 theo théng
ké nam 2022 [1].



Ty 1é va s6 mic ung thu méi 2020 & Viét Nam, hai giéi, cac do tudi

Vi
24563 (13,6%)

Ung thu khac
67755 (32,5%) Gan
24502 (13,6%)
Phoi
24426 (13.5%)
Tuyén giap
6122 (3,4%)
X Dai truc trang
Da day . 16835 (9,3%)
16277 (9,0%) Tong 180480

Hinh 1.3. Tt Ié va 56 ca mdc méi cac UT tai Vigt Nam 6 cd hai giéi nim 2022 [1]

Ty 1€ va so mac ung thw méi 2022 & Viét Nam, nir gidi, cac do tuoi

Va
24563 (28,9%)
Ung thu khac
28984 (34,0%)
Phéi
7419 (8,7%)
Tuyén giap
4989 (5,9%)
Dai truc trang
o 7419 (8.7%)
5550 (6,5%) Da da
2 8 ca
Tong 85122 6215 (7,5%)

Hinh 1.4. Ti I va s6 ca méc mdi cac UT tai Viét nam 6 nir gidi niam 2022 [1]



1.2. Chan do4n va diéu tri ung thw vi:
Theo Huéng dan chan doan va diéu tri ung thu v cia Bo Y té, ban

hanh kém theo Quyét dinh s6 3128/QD-BYT ngay 17 thang 07 nam 2020 [3]
1.2.1. Chin dodn
1.2.1.1. Chdn dodn xdc dinh:

- Lam sang: u ¢ va

- Chan doan hinh anh:

+ Siéu am c6 khoi tang 4m

+ Chup vu: ¢6 khéi

+ Sinh thiét: 1a quan trong nhét. Phai c6 su khéng dinh béng mo bénh
hoc thi méi dugc chan doan 1a ung thu.
1.2.1.2. Chdn dodn giai doan: theo Hiép hoi Ung thu Hoa Ky [9]

Bing 1.1. Chén dodn giai doan u [9]

Giai doan U Hach vung Di can xa
0 Tis NO M
| T1 NO MO

lA TO N1 MO
T1 N1 MO
T2 NO MO
1B T2 N1 MO
T3 NO MO
A TO N2 MO
T1 N2 MO
T2 N2 MO
T3 N1 MO
T3 N2 MO
1B T4 NO MO
T4 N1 MO
T4 N2 MO
1HIC Batky T N3 MO
\Y Batky T Bat ky N M1




1.2.1.3. Chdn dodn mé hoc, hod mé mién dich va sinh hoc phan tiz
+* D6 mod hoc

Hé théng phan loai d0 mo6 hoc dang &p dung tai Bénh vién K theo cach
phéan d¢ cua Scarff - Bloom — Richardson, dugc stra ddi boi Elston va Ellis,
ap dung cho ung thu biéu mé dng xam nhap [10].

Phan d6 nay dya vao su hinh thanh éng nho, muc da hinh thai caa nhan
va hoat dong nhan chia. Mbi yéu td duoc cho tir 1 dén 3 diém, nhu sau:

+P0o 1: Biét hoa 16: 3-5 diém

+ D¢ 2: Biét hod vira: 6-7 diém

+ D¢ 3: Biét hod kém: 8-9 diém

< Hoa mé mién dich va xét nghiém sinh hoc phan tir: dé phan loai va diéu
tri

+ Phét hién thy thé noi tiét: thy thé estrogen (ER), thu thé progesterone
(PR). Phat hién cac thy thé noi tiét ER, PR trong nhéan té bao 1 co so cho
phuong phap diéu tri ndi tiét. Hién nay dang st dung hé thong tinh diém
Alfred [11].

+ Panh gia tinh trang boc 16 thu thé yéu t6 phat trién biéu bi ngudi
(Her2) cua khdi u: 1a mot xét nghiém thuong quy trong chan doan mot bénh
pham UTV nguyén phat. Bénh nhan c6 khéi u boc 16 qua mirc Her2 lién quan
dén tién luong bénh x4u néu bénh nhan khong dugc diéu trj thudc khang Her2
[12],[13].

+ Chi s6 tang sinh Ki67: Ki67 1a mot loai protein duoc tao ra khi té bao
phan chia. Ty 1é Ki67 cta 1 khdi u cang cao thi mirc do ting sinh ctia khéi u
cang 16m vi vay ty 18 Ki67 1a ti 1¢ ting truong cua 1 khoi u, 12 mot yéu t6 tién
lrong cta ung thu vu [14],[15].

Dua vao dic diém sinh hoc cta khdi u, Hoi nghi St. Gallen ndm 2013
chia UTV thanh 4 phan nhém lén. Day 1a phan loai c6 ¥ nghia gitp cac nha

1am sang 1ap ké hoach diéu trj bd trg va tién lwong bénh [16].



Bing 1.2. Phdn logi ung thuw vii theo St.Gallen nam 2013 [16]

Phan loai Tiéu chuén
Nhém Luminal A Dép tng tat ca cac tiéu chuan sau
- ER va PR déu (+) >20%

- Her 2 neu am tinh Ki67 < 20%
- Yéu t6 nguy co thap dua trén xét

nghiém boc 16 gen

Nhom Her 2 neu &m tinh | ER (+) va it nhat c6 mot trong céc
Luminal B tiéu chuan

- Ki67 cao >20%

- PR(-) hoac (+) duéi 20%

- Yéu td nguy co cao dua trén xét

nghiém boc 10 gen

Her 2 neu duong ER (+)

tinh Ki67 bat ky
PR bat ky
Nhom Her 2 neu duong tinh Her 2 neu duong tinh

ER va PR déu (-)

Nhom Basal-like (dang déy) ER va PR déu (-)

Her 2 neu am tinh

1.2.2. Diéu tri ung thu vii

Diéu tri ung thu va dya vao giai doan bénh, mé hoc, hod mo mién dich
va sinh hoc phan tu.

Céc phuong phap diéu trj bao gém: ph?lu thuét, xa tri, hoa chat, noi tiét.
Lua chon phuong phap phu thudc giai doan bénh va két qua md bénh hoc,

hoa m6 mién dich.



1.2.2.1. Piéu tri ung thu vii giai doan 0

Ung thu thé tiéu thuy tai chd: Nhin chung, viéc lra chon phuwong phap
diéu tri dua vao xem xét cac yéu td nguy co & timg truong hop cu thé. Cac bénh
nhén c6 thé duogc diéu tri phau thuat cat tuyén v hodc phau thuit bao ton tuyén
v két hop voi xa tri hau phau va diéu tri noi tiét khi TTNT duong tinh [3].
1.2.2.2. Piéu trj ung thu vii giai doan |

Phuong phap phau thuat duoc ap dung cho bénh nhan nay 1 phau thuat
bao ton hodc phiu thut cit tuyén va triét can cai bién (phiu thuat Patey). Xa
tri hau phau duoc chi dinh tuyét d6i cho cac trudng hop phiu thuét bao ton.

Viéc diéu trj bd tro bﬁng hoa chit & giai doan nay dugc can nhic dua
trén cac yéu t6 tudi, tinh trang thu thé néi tiét, dd md hoc, tinh trang Her 2
neu. Dicu tri ndi tiét dugc chi dinh cho cic bénh nhan cé thu thé noi tict
duong tinh [3].
1.2.2.3. Biéu tri ung thw vii giai doan 1|

Piéu tri UTV giai doan nay vé co ban dugc ap dung nhu giai doan 1.
Tuy nhién & giai doan nay ty 1¢ diéu tri phau thuat bao ton dugc 4p dung véi
ty 1& nho hon. Lua chon cac phuong phap diéu tri noi tiét tuy thude vao tinh
trang man kinh va cac yéu tb nguy co ctia bénh nhan. Pdi véi bénh nhan con
kinh nguyét, co thé diéu tri tamoxifen don thuan hodc két hop véi cat hodc uc
ché budng trang [3].
1.2.2.4. Diéu trj ung thw vii giai doan 11|

Ung thu va giai doan nay duoc chia lam 2 loai chinh: Loai md duoc
ngay va khong mé dugc.

Pbi v6i cac truong hop u chua dinh sat vao thanh nguc, hach nach con
di dong chua dinh vao cac t6 chirc xung quanh sé& tién hanh phiu thuét trude
sau do tiép tuc diéu tri béng hoa chét, xa tri dién thanh nguc, hach bén c6 u va

diéu trj ndi tiét duoc ap dung ddi vai cace truong hop ¢c6 TTNT duong tinh.
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Céc truong hop khong thé tién hanh md ngay do u di dinh vao thanh
nguc, hach nach dinh nhau va dinh vao céc td chirc xung quanh, bénh nhan
dugc diéu tri hoa chét bo trg trudc tir 6-8 dot tiy phac do. Néu bénh dép tng
v6i hoa chit s& chuyén bénh tir giai doan khéng mé dugc sang giai doan md
duoc. Tia xa dugc 4p dung sau phau thuat. Trong truong hop bénh khong dap
g v6i hoa chit c6 thé chuyén sang xa tri hodc chuyén phac d6 hoa chét khac
nham giam kich thuéc va mirc d0 xam l4n ctia u va hach sau d6 tién hanh
phau thuat.

Cac truong hop c¢6 HER2 duong tinh co thé duoc diéu tri bo sung
khang thé don dong trastuzumab trong thoi gian 1 nam [3].
1.2.2.5. Diéu tri ung thw vii giai doan IV, tdi phdt di can

Bénh nhan tai phat tai chd, néu phﬁu thuat duoc nén ph?lu thuat léy
khéi u tai phat, sau d6 c6 thé diéu tri bo sung bang tia xa. Truong hop khong
thé ap dung cac phuong phap tai chd, tai ving s& c6 chi dinh diéu tri héa chat
toan than.

Péi voi UTV tai phat di can xa, diéu tri toan than bang hoa chat, noi
tiét, va thube sinh hoc doéng vai tro chu dao.

1.2.3 Hoéa chit diéu tri bé tro ung thw vii
1.2.3.1 Khdi niém vé héa tri bo tro

Phéan 16n nhitng bénh nhan ung thu va tir vong 1a do di cin xa, khong
phai do bénh tai phat tai chd. Cac té bao ung thu c6 thé vao mau nguoi bénh
ung thu tai thoi diém ph?lu thuét, mat khac co6 thé tdn tai cac 6 vi di can & céc
co quan ngay tir thoi diém chan doan ban dau ma bang phuong phap chan
doan hién tai chua phat hién dugc. Viéc hoa tri toan than sau khi diéu tri tai
chd (phau thuat, tia xa) voi muc dich tiéu diét cac té bao ung thu ¢ cac 6 vi di

can nay giup kéo dai thoi gian song thém cho ngudi bénh goi 14 hoa tri bo tro.
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1.2.3.2 Chi dinh diéu tri héa chat bé tro cho bénh nhdn ung thu vii:
Péi va6i bénh nhan khong biéu hién thy thé phét trién biéu mé (HER2 am
tinh):

+ Thu thé noi tiét am tinh (Triple negative - bo 3 4m tinh), ngudng chi
dinh hoa tri 1a rat sém véi cac u > 0,6cm vi ly do hoa tri 14 chi dinh diéu tri bo
tro duy nhat trong trudng hop nay.

+ Thu thé noi tiét duong tinh, chi dinh diéu tri hoa tri b6 tro dugc can
Clr VAo Céc yéu té nhu: dic diém di cin hach ving, kich thudc khdi u > 2 cm,
d6 md hoc cao, dic diém x4m nhap mach méu, mach bach huyét hoic c6
nguy co tai phat cao dua trén danh gia vé gen véi chi sé tai phat >31 khi khao

sat 21 gen du bao nguy co tai phat.

Dbi véi bénh nhan c6 biéu hién thy thé phét trién biéu mdé (HER2
duong tinh): héa tri b6 tro va diéu tri dich (trastuzumab) duoc chi dinh tir kha
sém voi kich thuéc khédi u > 0,6 cm hoic di can hach [3].
1.2.3.3 Cac phac do héa chat bé tro hién dang sur dung

- AC (doxorubicin and cyclophosphamide)

- EC (epirubicin, cyclophosphamide)

- AC hodc EC sau d6 1a T (paclitaxel or docetaxel)

- AC hoac EC sau do 1a T (paclitaxel or docetaxel) va carboplatin
- CAF (cyclophosphamide, doxorubicin, and 5-FU)

- CEF (cyclophosphamide, epirubicin, and 5-FU)

- CMF (cyclophosphamide, methotrexate, and 5-FU)

- TAC (docetaxel, doxorubicin, and cyclophosphamide)

- TC (docetaxel and cyclophosphamide)

- Capecitabine (Xeloda)

Phéc d6 két hop khang thé don dong trastuzumab khi HER2 duong tinh:
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- AC-TH (doxorubicin, cyclophosphamide, paclitaxel or docetaxel,
trastuzumab)

- AC-THP (doxorubicin, cyclophosphamide, paclitaxel or docetaxel,
trastuzumab, pertuzumab)

- TCH (paclitaxel or docetaxel, carboplatin, trastuzumab)

- TCHP (paclitaxel or docetaxel, carboplatin, trastuzumab, pertuzumab)

- TH (paclitaxel, trastuzumab) [17]
1.3. Phac dd hoa chit bé trg AC-TH va co ché giy ddc tinh tim
1.3.1. Cdc héa chét thuéc phdc dé AC-TH

- A: nhom anthracycline

- C: Cyclophosphamide

- T: nhdm taxanes

- H: Herceptin thu¢c nhom trastuzumab

Anthracyclines: 1a cac khang sinh khang khéi u, cac thuéc thudc nhom
nay trc ché enzyme tham gia vao qua trinh nhan 1én cia AND: doxorubicin,
daunorubicin, idarubicin and epirubicin.

Nhom Alkylating: Cac thudc nhém nay lam ton thuong AND va ngin
can phan bao: Cyclophosphamide, ifosfamide

Cac Alkaloid thuc vat: Nhém nay duoc goi la chét tc ché phan bao, cac
thudc nay 1am gian doan pha M cua chu ky té bao va tc ché phan bao: nhém
taxanes nhu paclitaxel and docetaxel, va nhom vinca alkaloids nhu
vinblastine, vincristine and vinorelbine.

Thudc diéu trj dich: Thy thé yéu t6 phat trién biéu mé & nguoi HER2 12
mot thu thé tyrosine kinase, xuat hién trong khoang 20-30% ngudi bénh ung
thu va. HER2 duong tinh lién quan dén bénh c6 tién luong xau . Vi vay céac
thudc khang thu thé yéu td phat trién biéu mé HER2 duoc chi dinh cho nhimng
bénh nhan ung thu vii c6 HER2 duong tinh. Hién tai c6 4 thube duoc nghién

ctru va dd dua vao st dung trong diéu tri ung thu va d6 1a trastuzumab,
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lapatinib, T-DML1, pertuzumab trong d6 chi ¢6 trastuzumab dugc chimg nhan
trong diéu tri bo tro ung thu va [13].
* Trastuzumab va diéu tri ung thu vii

Trastuzumab 1a khang thé don dong tc ché thu thé yéu té phét trién
biéu bi (HER2). Puoc chi dinh dé diéu tri ung thu vi co6 HER2 + va ung thu
da day di can c6 HER2 duong tinh.

Trastuzumab dugc chi dinh trong diéu tri bd trg cho cac bénh nhan
UTV c6 HER2 duong tinh, trastuzumab c6 thé phdi hop véi phac d6 co
anthracycline hodc khong anthracycline. Phdi hop trastuzumab véi mot sé
thudc diéu tri dich khac da c6 trong mot s6 thir nghiém 1am sang nhung cho
dén hién tai chua c6 thudc diéu tri dich nao khac phdi hop voi trastuzumab
dem lai két qua vuot trdi so vai trastuzumab don thuén .

Trastuzumab duogc chi dinh trong diéu tri ung thu vu di can c6 HER2
duong tinh. Phan 16n 14 két hop voi héa tri. Tuy nhién nhiing bénh nhén co
TTNT duong tinh c6 thé két hop véi diu tri noi tiét, dic biét néu bénh tién
trién cham hodc khong c6 triéu chimg, hoidc khong c6 di cin tang [17][18]
1.3.2. Chi dinh diéu tri phdc d6 AC-TH

Phac dd6 AC-TH dugc dong thuan dua vao sir dung nam 2006 sau 9831
nghién cau cta Dy an B31-diéu tri bo tro dai tryc trang va vi Qudc gia
(NSABP) va Nhom diéu tri ung thu trung tdm phia bic (NCCTG). Cho dén
bay gio, phac do nay van la mot trong nhiing phac d6 chuan cho hau hét bénh
nhan ung thu v c6 HER2 duong tinh [17].

Chi dinh diéu trj;

- Bénh nhan nit, tudi> 18 tudi.

- Chén doén xac dinh UTV nguyén phat bang mé bénh hoc.

- Giai doan I, 1T theo tiéu chuan AJCC nam 2010.

- Pugc phiu thuat cat tuyén va triét can bién d6i (Patey) hodc phiu thuat

bao ton.
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- Thé md bénh hoc thudc loai ung thu biéu mo6 xam 14n.
- C6 két qua xét nghiém thy thé noi tiét ER, PR.
- HER2 duong tinh x4c dinh bang IHC (3+) hoic FISH (+).
1.3.3. Phéc do AC-TH
» Anthracycline (Doxorubicin) 60mg/m® truyén tinh mach ngay thir 1
» Cyclophosphamide 600mg/m’ truyén tinh mach ngay tht 1
Chu ky 21 ngay/chu ky x 4 chu ky
Sau do la
» Paclitaxel (Docetaxel) 100mg/m? truyén tinh mach ngay thu 1
Chu ky 21 ngay/chu ky x 4 chu ky
Vi
» Trastuzumab 4mg/kg truyén tinh mach tudn thtr 1
Sau do6 l1a
» Trastuzumab 2mg/kg truyén tinh mach hang tuan tir tuan thir 2, da 11 tuan
Sau do6 l1a
» Trastuzumab 6mg/kg truyén tinh mach chu ky 21 ngay, dén khi du 1
nam liéu trinh trastuzumab.
1.3.4. Co ché gdy djc tinh co tim ciia phic dé AC-TH.
1.3.4.1. Co ché gay doc tinh 18n tim cia nhém anthracycline

Anthracycline 1a hoa chit diéu tri c6 hiéu qua cac khdi u 16m, ung thu
v mot sb thé u lympho & ca ngudi 16n va tré em. Tuy nhién, tic dung phu
nang nhat cua anthracycline 1a doc tinh 1én tim, va diéu nay c6 thé anh hudng
dén két qua diéu tri ung thu.

C6 ba loai nhiém ddc tim do anthracycline 1a nhiém doc cép, nhiém doc
khoi phat sém va khai phat mudn [19]. Nhidm doc cip xay ra sau liéu diéu tri
va triéu chung 1am sang dién ra trong vong 2 tuan. Khoi phat som 1 khi
CTRCD xay ra ¢ niam dau tién sau khi két thic diéu tri anthracycline. Khoi

phat muon 1a khi CTRCD xay ra sau 1 nim ké tir ngay két thuc diéu tri
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anthracycline. Biéu dang néi 1a hau hét CTRCD xay ra trong khi diéu trj va
nam dau tién sau diéu tri anthracycline. CTRCD do anthracylines phu
thudc liéu diéu tri va lidu tich Iltily. Mac du co nhiéu co ché dugc dua ra
trong nhitng nim gin day, nhung co ché gdy CTRCD cua anthracyline
duoc biét dén rong rai 1a su giai phong cac phan tir oxy phan tng (ROS) va
su hinh thanh cac gbc tu do do qua trinh oxy hoa khir cua anthracycline sau
khi két hop voi DNA [20].

Anthracycline gin va @c ché topoisomerase 2(Top2) cua té bao ung
thu, do d6 ngin chin chuyén dang va nhéan 1én ctia DNA [21],[22] nhung co
ché nay c6 mot cau hoi can tra 16i d6 1a 1am thé nao CTRCD c¢6 thé xay ra khi

cac té bao co tim nhan 1én ma khong qua qua trinh phan bao.

Anthracycline gay doc tim

v

Tén thuong

té bao co tim

Tim binh thuong

injury
Normal heart

R&i loan phén suét
tong mau that trai

LVEF dysfunction

So @6 1.1. Tién trinh anthracyline gy ddc tinh véi tim [21]



Anthracycline (Doxorubicin)

Anthracycline (Doxorubicin)

Pl ™

RO;]:;;?I;](?:E: ;r(:;lh / Pugc hap thu va luu
phosphory giilr trong nhan te

bao
oxidation _ and confined to the
phosphorylation nucleus

San xuit phan tir Qué trinh calci hoa
oxy phan ung xen ké

v

Reactive oxygen Intercalation
species (ROS) U'e ché tong hop
production ADN va ARN
Chét té bao Hoai tir l
Can tré qua trinh
phién ma va sao chép
Apoptosis Necrosis

Hindrance of
transcription and
replication process

Aii tinh véi
topoisomerase 2-

topoisomerase 2-f
1

Calci hoa xen ké
ADN

v
DNA intercalation

Pha vé s¢i doi
ADN

l

Chét té bao theo
chu trinh

Programed cell
death

So d6 1.2. Cau triic héa hoc ciia anthracycline va co ché giy doc tinh [22]
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Bing 1.3. Liéu tich liiy va ty 1¢ réi loan chikc néng thit trdi do cdc thuéc

nhom anthracycline gay ra [20]

Thudc nhém anthracycline Ty 1é roi loan chirc niing that trai

(Liéu tich liiy) (%)

Doxorubicin

- 400 mg/m? 3-5

- 550 mg/m? 7-26

- 700 mg/m? 18-48

Idarubicin (>90 mg/m°) 5-18

Epirubixin (>900 mg/m°?) 0.9-11,4

Mitoxanthone > 120 mg/m® 2,6

Lipossomal anthracyclines 2

(>900 mg/m?

1.3.4.2. Co ché gay dgc tinh Ién tim cia nhom alkylating (Cyclophosphamide)

Cyclophosphamide 12 mQt tac nhan alkyl héa vang nitrogen v&i kha
nang chéng ung thu, e ché va diéu hoa mién dich rit manh. CTRCD cua
Cyclophosphamide ¢ thé gy tr vong [23]. Tur 1au, Cyclophosphamide da
duogc st dung diéu tri ung thu va trude khi ghép té bao gdc.

Tac dung ctia Cyclophosphamide 1én ca diéu hoa té bao va mién dich
dich thé d3 dugc str dung trong mot sd diéu tri khong chinh thitc cho mot sd
cac tinh trang tu mién phuc tap [24],[25].

Co ché chinh x4c gay doc tinh 1én tim cua Cyclophosphamide van chua
duoc biét. Chuyén héa cua Cyclophosphamide dugc cho 1a nguyén nhéan
gy stress oxy hoa va ton thuong truc tiép 1én ndéi mé mao mach din dén
thoat mach cua protein, hé)ng clu va cac chét chuyén hoa doc hai. Cac chat
nay gay ton thuong truc tiép co tim va cdc mao mach dan dén phu né, xuat
huyét k& va hinh thanh huyét khéi. Biéu hién trén 1am sang 1a suy tim cap
va rdi loan nhip [26].

Do duogc sur dung & nhiéu muc dich khac nhau nén s6 liéu vé doc tinh

theo li€u di€u tri chua dugc lam rd. Tuy nhién, cac nghién ctru cling cho thay
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Cyclophosphamide giy rdi loan chirc ning that trai 7-28% bénh nhan, kha

ning xay ra co lién quan lidu > ( 150 mg/kg va 1500 mg/m2 da/ngay) xuét

hién sém ngay liéu dau tién. Viém co tim chay mau di dugc ghi nhan — day 1a

Iy do hang dau gay tir vong [27],[28].

CY(; duoc chuyén hoa béi, hé
thong CYP450 thanh chat
chuyén hoa doc hai

Tang cuong peroxy hoa lipid
va giam qué trinh oxy hoa
—» ton thuong oxy hoa

Hinh thanh mang
ludi fibin- fibin va
fibin — tiéu cau &
nhimg ving ton
thuong mao mach

Hoai tir co tim da 6
va viém co tim

Tén thuong ndi mod
tryc tiép

Thoét mach protein huyét
tuong, hong cau va céac
chat chuyén héa doc hai

Lang dong fibin trong mo
k& va t€ bao co tim, phu k&
va xuat huyeét

Tran dich mang
ngoai tim va co tim

Thanh that trai day lén, rdi
loan churc ndng tdm truong
va bénh co tim

Viém co tim xuit
huyét va chén ép
tim

So @6 1.3. Co ché va biéu hién 1Am sang cia ddc tinh 1én tim do

Cyclophosphamide [26]
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1.3.4.3 Nhom Taxan (parlitaxel va docetaxel)

Céc thudc thudc nhém Taxan co thé gy thiéu mau co tim, rdi loan nhip
va suy tim [29],[30]. 5% bénh nhan dugc diéu trj bang paclitaxel c¢6 thiéu mau
cuc bo co tim.

Taxan c6 thé gdy khiém khuyét hé théng hé théng van chuyén vi dng
trong té bao co tim, tir 46 c6 thé gay khiém khuyét dy trit va bat dong cua cac
acid béo tu do tir bao tuong vao ty thé [30].

Ty 1& suy tim lién quan dén nhom Taxans duoc bao céo thap hon cac
nhom khac véi ty 1& 1.6% néu co phdi hop véi anthracycline so véi 0.7% néu
st dung don doc. Khi dung don doc, cac thudc thudc nhom Taxan it gay doc cho
tim, thudong CTRCD chi xay ra ¢ liéu dau tién trén nhiing bénh nhan di c6 thiéu
mau cuc bd co tim tir trude, didu ndy duoc giai thich 1a do ting thé tich dich dot
ngdt nén tim chua thich nghi duoc. Khi taxan duge phbi hop véi anthracycline,
Cyclophosphamide va trastuzumab thi ty I¢ suy tim c6 tang nhe.
1.3.4.4 Co ché gay déc tinh Ién tim cua trastuzumab

Mot s6 nghién ctru chi ra rang ErbB2 c6 vai trd quan trong trong su
phat trién va chirc nang cua tim. Trong cac moé tim, ErbB2 hoat dong nhu mot
déng thu thé cho mdt thanh vién khac cua gia dinh tyrosine kinase, thu thé
ErbB, ErbB4 va phbi tir peptide ciia n neuregulin 1 (NRG1). Phosphoryl hoa
cac di vong, lam tang hoat dong tyrosine kinase va tao ra cac con duodong
ERK-MAPK va PI3K-Akt [31],[32] do d6 thuc day su ting sinh, chitc ning
co bop va sy song sot cua té bao co tim [33]. Hon nira, khdéi HER2 ¢6 lién
quan dén su thay doi trong co ché chdng chét theo chwong trinh /ty 18 protein
proapoptotic, do su diéu hoa giam cia BCL-XL, mot loai protein chdng
apoptotic va su diéu hoa ting cia BCL-XS, mét protein proapoptotic [34]. Vi
chung 1a chit trung gian chinh trong chirc ning cua ty thé va qua trinh ty huy

cta té bao, su thay doi ty 1& cua ching ddi véi cac protein proapoptotic co
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tuong quan véi réi loan chirc ning ty lap thé, cudi cung dan dén cai chét cua
té bao co tim [35],[36].

Co ché gay doc cho tim cua trastuzumab chua dugc lam ré hoan toan,
nhung n6 duoc cho 1a do su phong toa tin hiéu HER-2 trong cac té bao co tim
do trastuzumab can thiép vao qua trinh di héa ErbB2/ErbB4 do Neuregulinl
[37] va cac con duong truyén tin hiéu can thiét cho chirc ning té bao co tim
va chira lanh ton thuong & tim [38].

Mot co ché kha di khac gay doc tinh trén tim do trastuzumab dugc biéu
hién bang réi loan chiic ning ty thé va gian doan ning luong té bao do ty 1é
BCL-XL/BCL-XS bi thay ddi, co kha ning dan dén mat tinh toan ven cua
mang ty thé v4i nhiéu tac hai chinh bao gom mat van chuyén dién tir, mat sy
tao thanh cac gbc tu do, tach rdi qué trinh phosphoryl héa va oxy hoa dan
dén giam ATP, giai phong céc protein prooptotic nhu cytochrome [39],[40].

Cac nghién ctu invivo trén chudt da chi ra rang diéu tri bang
trastuzumab anh huong dang ké dén ca dic tinh chtc ning va ciu trac tim.
Lam thay doi biéu hién cta cac gen lién quan dén chirc ning tim, kha ning
thich tng véi ap luc, gidn mach va co bop, nhimg gen lién quan dén diéu hoa
qué trinh xr ly canxi va natri va nhitng gen quy dinh stra chita DNA, chirc
nang ty thé va qua trinh chét theo chuong trinh [38],[41].

Poc tinh trén tim do trastuzumab gy ra tir 1au da duoc coi 1a c6 thé dao
nguoc vi ngudi ta cho rang viéc ding trastuzumab cho phép phuc hoi chirc
ning cua ErbB2 - con dudng sbéng sot cua té bao co tim va ddo nguogc tinh
trang suy giam EF, trai nguoc voi rdi loan vinh vién chtrc ning té bao co tim
do anthracycline gay ra.

Trastuzumab khi phdi hop anthracyclic 1am ting nguy co gy rdi loan
chtrc ning thét, cac thir nghiém trude day cho thay Trastuzumab giy ra 1.7 —
4.1% suy tim va 7.1 — 18.6% rdi loan chirc ning that trai, du vay trong thuc té

ty 1€ nay con cao hon [42]
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A } (trastuzumab)
ErbB2
l ErbB4

(doxorubicin)

Top2f

A 4

i

@ Cac phan tir oxy
phan ung qua mirc

Céc phan tir oxy
phén g quéa mirc l

Hoat hoa Caspase Hoat hoa Caspase
Hoai tir va chét té bao Hoai tir va chét té bao

So dd 1.4. (A) trastuzumab tc ché con dwong ErbB2-ErbB4 khoi dong
cac tac dung phu twong tu doxorubicin. (B) Giai phong stress oxy hoa va
citochrome C giy nén tac dung phu & té bio co tim sau diéu trj
Doxorubicin [34].

Tuy nhién, cic nghién ctru hoi ctru gan day goi ¥ rang céc tac dung phu
gy doc cho tim ctia Trastuzumab nén duogc xem xét can than vi chung cé thé
t6n tai nhiéu ndm sau khi két thiic diéu tri, do d6 co thé chirc nang that trai
khdng phai lac nao ciing c6 thé dao ngugce nhu dé xuat ban dau. Hon nita, mot

sO nghién ctru in vitro va in vivo trén moi truong nudi cay t€ bao co tim &
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ngudi va ¢ chudt, trong tng, chi ra rd rang rang trastuzumab giy ra qua trinh
chét theo chuong trinh ciia té bao co tim, do d6 dan dén chét té bao khong hdi
phuc [38],[41].

1.4. Pjc tinh 1én tim do héa chat diéu tri bo tro ung thw vi

1.4.1. Pinh nghia Péc tinh 1én tim do héa chit

Dinh nghia Doc tinh 1én tim do hoa chit ¢ vai tro quan trong d6i véi
viéc quan 1y nguoi bénh. Cac dinh nghia dugc sur dung trong cac thir nghiém
1am sang 1a rat khac nhau nhung tat ca déu dya vao su suy giam chirc ning
that trai.

Vi chuyén nganh Ung thu, dinh nghia CTRCD dugc dua ra boi Hoi
dong Tham tra va Panh gia doc tinh 1én tim cia trastuzumab va Hudéng dan
thuc hanh 1am sang ESMO. CTRCD dugc dinh nghia 1a khi: gidam LVEF >
5% va LVEF < 55% khi c6 tri¢u chirng suy tim kem theo, hoac giam LVEF >
10% va LVEF< 55% néu khong c6 dau hiéu suy tim di kém [42],[43].

Pong thuan cta nhom chuyén gia Hoi Siéu 4m Hoa Ky (ASE) va Hoi
Hinh anh Tim mach Chau Au (EACVI): Poc tinh 1én tim khi LVEF giam
>10% va < 53% [44],[45].

Niam 2016, Hoi Tim mach Chau Au da dua ra Hudng dan vé diéu tri
ung thu va doc tinh Ién tim mach. Ho1 da xac dinh rﬁng: bién chirng tim mach
la bién chimg d4ng ngai nhét cta cac liéu phap diéu tri ung thu va lam ting ty
1€ bénh tat va ty 1¢ tir vong. Pua ra khai niém Réi loan chirc nang tim lién
quan dén diéu tri ung thu (Cancer Therapeutics Related Cardiac Dysfunction
(CTRCD) thay thé cho khai niém CTRCD (cardiotoxicity) van dugc sir dung
tur trude. CTRCD duge xac dinh khi LVEF giam >10% va LVEF<53% [46].

Niam 2022, Hoi Tim mach Chau Au da cung véi Hoi Huyét hoc Chau
Au (EHA), Hoi Ung thu va Xa tri liéu Chau Au (ESTRO) va Hoi Ung thu-
Tim mach Quéc té (IC-OS) dua ra Huéng din vé Ung thu-tim mach hoc

2022, trong d6 dinh nghia: R6i loan chirc nang tim lién quan dén hoa chat
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(cancer therapy-related cardiac dysfunction CTRCD) la khai niém dé chi
nhiing tdn thuong tim, bénh co tim va suy tim do hoa chat diéu tri ung thu
gay ra [47] va phan loai mirc 0 CTRCD nhu bang

Bing 1.4. Phdn logi mirc dp CTRCD theo ESC 2022 [47]

CTRCDc6 |Ratning Suy tim yéu cau hd tro co bop, hd trg tuan

tri€éu ching hoan co hoc hodc xem xét cdy ghép tim

Nang Nhap vién vi suy tim

Trung binh | Bénh nhan ngoai tr can ting cudng diéu tri

lgi tiéu va suy tim

Nhe Céc triéu chimg suy tim nhe, khong can

tang cudng diéu tri

CTRCD | Ning LVEF m&i phat hién <40%
khong ¢6 triéu | 1r,hq hinh | LVEF giam >10% so v6i ban dau va LVEF
chirng méi phat hién 40-49%
Hoac

LVEF giam <10% so véi ban dau va LVEF
mdi phat hién 40-49% va giam GLS >15%
s0 voi ban dau va/hodc mirc ting méi dau

an sinh hoc tim*

Nhe LVEF >50% va giam GLS >15% so v&i ban

dau va/hoac tang méi dau an sinh hoc tim*
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’ . .
Réatning/ning  Trung binh Nhe Ning Trung binh

............ ......................'..........-..-.....-....................-......4‘..................................n
- |

Chién luge

dicu tri ung
thur

GLS giam > 15% NP tang
hodc Troponin ting

' ’ ' ‘
A ] ACE-I/ARB ACE -I/ARB
bicu tri suy tim Vi hodc BB Dy
(loai I) (loai ITa) (loai TTIb)

\ @®Eesc

So d6 1.5. Quan Iy bénh nhin ¢6 CTRCD theo ESC 2022 [47]
1.4.2. Céc yéu to anh hwéng t6i CTRCD

- Tudi: thuc té cho thiy rang, tudi cang cao thi nguy co rdi loan chirc
nang tim khi diéu tri hoa chét cang 16n, khong phu thudc vao bénh 1y mic
phai va toan trang. Pong thoi, nguoi cao tudi thudng cd nhiéu yéu té nguy co

tim mach di kém [48].
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- Liéu hoa chét tich liy: nhiéu nghién ctru da dua ra két luan: lidu hoa chit tich
lily cang cao thi ty 1¢ rdi loan chirc ning tim cang cao. Ddi véi cac thube nhom
anthracycline, lidu tich lity ctia doxorubicin >250 mg/m?, epirubicin > 600 mg/m?
hay liéu tich liiy cua Cyclophosphamide > 150 mg/kg hodc 1500 mg/m?2
da/ngay lam tang kha ning gy rdi loan chirc ning tim [20],[27],[28].

- Phac @6 diéu tri: phac do diéu tri két hop nhiéu héa chat, két hop diéu
tri ndi tiét, hodc két hop xa tri tai vung tim cling lam tang ty 1€ r6i loan chirc
nang tim. Anthracycline két hop taxan lam tang ty 18 suy tim tir 0,7% lén
1,6%, Trastuzumab khi phdi hop anthracyclic 1am tang nguy co suy tim tir 1.7
1én 4.1% va rbi loan chirc ning that trai tir 7.1 1én 18.6% [30],[42].

- Yéu t6 nguy co tim mach nhu béo phi, réi loan chuyén hoa lipid, dai
thao duong, hut thude 14 hay cac bénh tim mach méc phai nhu: ting huyét ap,
bénh dong mach vanh, bénh van tim ... cling lam tang ty 1¢ roi loan churc ndng
tim & bénh nhan ung thu diéu tri hoa chat [47]. Nam 2003, ESC da dua ra
thang diém danh gia nguy co tim mach ¢ nhém ngudi c6 vé khoé manh
(Systematic COronary Risk Evaluation- SCORE). SCORE dung uéc tinh nguy
co tir vong tim mach 10 nim & nguoi 40 - 65 tudi. Cac yéu t6 nguy co duoc dua
vao gom: tudi, gidi, hit thudc 14, cholesterol toan phan, ty 1& cholestrol toan
phan/HDL-cholesterol, huyét ap tim thu. Thang 08/2021, nhan thay nhing thiéu
sOt cua thang diém SCORE, ESC ban hanh dua ra thang diém SCORE-2 va
SCORE-OP, dugc phat trién tir SCORE, dung uéc lugng nguy co bénh tim
mach tr vong va khong tir vong & ngudi khong c6 bénh tim mach hay dai thdo
duong trude d6 voi tudi 40 - 69 tudi va trén 70 tudi.

- Chi s6 khdi co thé (BMI): cac két qua nghién ciru cho thay ty 18
CTRCD ty 1¢ thuan vi BMI khi chi sb nay c6 gia tri tir 30 trd 1én [49],[50].



26

1.4.3. Dwa vao co ché giy déc ciia héa chit ma cdc nha khoa hoc di phén

logi CTRCD lam 2 nhém: ton thwong khéng héi phuc (logi 1) va ton

thwong cé héi phuc (logi 2).
Bdng 1.5. Phdn logi CTRCD [51]

Loail

Logi 2

Hoat chat

Doxorubicin

Trastuzumab

Dién bién 1am sang va
dap ung voi  thude
chéng tai tao (chen P
giao cam va tc ché men
chuyén dang

engiotensin)

C6 thé o6n dinh nhung
tén thuong 1a vinh vién
va khong phuc hoi; co
thé tai phat sau thoi gian
dai khi tim phai ging

suc lién tuc.

Kha ning phuc hoi cao,
c6 thé trg vé trang thai
gan nhu ban dau trong
vong 2-4 thang; ngung

thudc c6 thé hoi phuc.

Anh huong cua liéu

thudc

Co lién quan dén liéu

lugng va liéu tich lity

Khong lién quan dén

lidu luong

Tac dong cua viéc tai su

dung

R6i loan chuc ning tim
tai phéat rat nang, kho diéu

tri va c6 thé tir vong

An toan khi tai st dung

Ton thuong vi thé

Roi loan va mat soi co;

hoai tir, xo hoa

Khong c6 bat thuong veé
ciu tric vi thé (tuy
nhién chua dugc nghién

ctu ky)

- Nhu vay, phac dd hoa chét bd trg AC-TH bao gém anthracline,

Cyclophosphamide, taxan va trastuzumab c6 thé gdy CTRCD bai hai hoa chat

chu yéu 1a anthracycline va trastuzumab, trong d6 anthracycline gy ton

thuong khong hdi phuc va trasuzumab gy ton thuong c6 hdi phuc. Viée giam

thiéu ty 1& CTRCD va hau qua ctia n6 trong qué trinh diéu tri phu thuoc 1a rat

quan trong. Vi vy, phat hién sém CTRCD 1a nhu cau thuc tién cap thiét.
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1.4.4. Cdac phwong phdp phdt hién CTRCD

Chua c6 sy théng nhat dé tim ra phuong phap tt nhét theo ddi LVEF
trong diéu tri ung thu. Muc tiéu tim kiém 1a phuong thirc chan doan duoc sir
dung phai c¢6 do chinh xac va c6 kha ning lip lai d& dang dé xac dinh chinh
xé4c nhimg thay doi thue sy ciia LVEF.
1.4.4.1. Chdn dodn CTRCD dira vao MUGA (multigated acquisition scan)

Quét thu thap da ning (con goi 13 chup mach méau can bang phéng xa
hodc quét bé mau) 1a mot xét nghiém chan doan khong xam lan duoc st dung
dé danh gia chic ning bom cua tdm that. Trong qua trinh thir nghiém, mot
luong nho chat danh dau phong xa dugc tiém vao tinh mach. Mot may anh
dac biét, dugc goi la may anh gamma, phat hién blic xa dé tao ra hinh anh
phim cua trai tim dang dap. Quét MUGA 1a mot thtr nghiém c6 d6 chinh xac
cao dugc su dung dé x4c dinh chuc nang bom mau cua tim.

La mot phuong thirc tiém niang dé sang loc. it phu thudc vao nguoi
thuc hién. Cac gia tri thu dugc tuong quan tdt voi hinh anh cong huong tur tim
(CMRI) va siéu am tim 3D [43][44][45]. Nhuoc diém cia MUGA 1a kha ning
phoi nhiém 1p lai dén 5-10 mSv phong xa tai mdi thoi diém. Tuy nhién, véi
cac lidu <100mSv thi mirc do phoi nhidém phéng xa ndy co ¥ nghia 1am sang
hay khong van con gy tranh cai [46][47].
1.4.4.2. Chdn dodn CTRCD dwa vao céng huweng tir tim (CRM)

CMR dugc coi 1a phuong phap dé do chinh xac thé tich that trai va
LVEF. Hién tai, st dung CMR thuong quy dé sang loc CTRCD la chua can
thiét. Tuy nhién, nhimg s6 liéu trudc ddy da ching minh rang CMR c6 thé
xac dinh t6t hon nhimg thay d6i nho trong LVEF trong qué trinh diéu tri
[47],[52]. Can dén CMR 1a khi chét lugng hinh anh khong t6i wu hodc khi ¢6 su
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khac biét vé muc d6 giam LVEF giita cic phuong phap khac nhau. Vi cac
phuong phap xac dinh LVEF khong thé thay thé cho nhau [52],[53],[54] nén
ngudi ta cho rang st dung mot phuwong phap dé theo ddi nhiéu lan theo theo thoi
gian 13 bién phap tot nhat & mdi trung tam v té.

1.4.4.3. Chdn dodn CTRCD dira vao siéu am tim

Siéu am tim 1a phuong phap pho bién nhat dé danh gia rdi loan chirc
ning tim lién quan dén hoéa trj liéu. Siéu 4m tim ciing c6 thé sir dung dé
danh gia hinh thai va chtc ning cac budng tim, phat hién cac bién chung
khac cua hoa tri li€u nhu bénh van tim, bénh mang ngoai tim, tang ap luc
dong mach phéi.

Mot s6 nghién ctru gan day da chi ra gia tri ciia siéu 4m danh dau mé co
tim trong viéc phat hién sém. cac rdi loan chic nang that trai sau diéu tri ung
thu. Hoi Tim mach Chau Au (ESC 2022) di dinh nghia rdi loan chtic ning
tim lién quan dén diéu tri ung thu (CTRCD) 14 su giam LVEF >10% so véi
truge diéu tri hodc LVEF sau diéu tri <50% hodc giam GLS tuong ddi >15%
so voi gid tri ban dau [47].
1.4.4.4. Chan dodn CTRCD dwa vao cac dau dn sinh hoc

Nhiéu nghién ctru d chi ra rang ndng d6 Troponin I sau khi bat dau
hoa tri liéu c6 ich trong viéc du doan su xuét hién va muc do nghiém trong
cia nhiém doc tim ¢ bénh nhan duoc diéu tri bang anthracyclines [51] va
bénh nhan ding phac d6 hoa tri liéu két hop bao gom trastuzumab [56][57].

Sawaya va cong su di chi ra rang su gia tang dang ké Troponin | (> 30
ng / mL) trong s6 nhitng bénh nhan bi ung thu vi duong tinh véi HER-2 dugc
diéu tri béng anthracycline tuan tu véi trastuzumab 13 dy doan vé nhiém doc

tim sau d6. Piéu tha vi 1a nghién ctru ciing phat hién ra rang khi két hop véi
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GLS, Troponin | c¢6 gia tri tién doan am tinh 1a 91% cho su phat trién cta
CTRCD trong tuwong lai [58]. Pdc tinh trén tim lién quan dén ca sy gia ting
trude do cua Troponin (trong vong 72 gid) va tang Troponin kéo dai ( hon 1
thang sau diéu tri) c6 do nhay 85% dé phat trién cac bién cb tim 16n. Ngoai ra,
su V:fmg mat lién tyc cua troponin cé gid tri du doan am tinh 99% ddi véi doc
tinh trén tim [59],[60].

Tuy nhién, cac tai liéu van chua x4c dinh rd rang vé xét nghi¢m
troponin t6i wu dé str dung, ngudng du doan rui ro, thoi diém do lién quan dén
hoa tri li¢u, hodc tién ich tién luong cua troponin vdi cac tac nhan sinh hoc co
co ché gia dinh vé CTRCD c6 thé khong giy ra chét té bao. Huéng dan cia
Hiép hoi Ung thu Chau Au nam 2012 [31]khuyén nghi thir nghiém troponin
tai trudc va sau moi dot hoa tri (muc do béng chtng III). Huéng dan cua Hi¢p
hoi Siéu 4m Tim Hoa Ky nam 2014 khuyén nghi st dung troponin khi bat
dau sir dung ca hai loai thudc hoa tri loai I va loai II va xét nghiém lai trudc
va sau 24 gio sau mdi chu ky hoa trj dé hd tro phat hién nhiém doc tim dudi
1am sang. Cubi cung, do kha nang thuc hién va thiéu chi phi, cic ddu 4n sinh
hoc tim ¢ thé tré thanh mot phan quan trong cua vii khi chan doan cho nhiém
ddc tim khi vai tro cia chung dugc xac dinh rd hon [57],[59].
1.4.4.5. Sinh thiét tim

Mic du sinh thiét 1a tiéu chuan vang dé phat hién ton thuong tim sau
hoéa tri, nhung day 1 xét nghiém xam lan va c6 16i 1ay mau. Vi vay, no hiém
khi duge sir dung dé chan doan CTRCD. Xét nghiém nay chi duoc danh riéng
cho céc tinh hudng trong d6 kho xac dinh nguyén nhén ctia rbi loan chirc ning
tim, nhitng trudng hop duoc lva chon do diéu tri v6i liéu héa chat cao hon
mtrc binh thuong, hodc nhimg nghién ctru 1am sang vé hoa chét diéu tri méi

va phac d6 méi.
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Bing 1.6. Pic diém ciia cic phwong phdp dinh gia CTRCD [61]
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1.5. Siéu &m tim - Doppler danh gia sw thay déi vé hinh thai va chirc niing
tim do hoéa chat diéu tri bé trg ung thw va gy ra:

1.5.1. Vai tro cia cdac phwong phdp siéu dm tim-Doppler trong viéc dinh gia
va sw hay déi vé hinh thdi va chirc ning tim do héa tri bo trg ung thuw vii:

Siéu am tim 2D van 1a k¥ thuat duoc lya chon dé danh gia CTRCD lién
quan dén tri liéu & bénh nhan ung thu béi tinh an toan va dé ap dung trong
lam sang. Phan suat téng mau that trai (LVEF) dugc dénh gia bang phuong
phap Simpson sira doi trén siéu am tim 2D 1a thong s6 duoc st dung thudng
xuyén dé danh gia chirc nang tim [62],[63],[64]. Phan suat tong mau that trai
c6 vai tro trung tAm trong viéc phat hién suy tim, trén thuc té, Phan suét tong
mau that trai da chung t6 1a mot yéu té du bao manh mé vé két qua tim mach
bat loi & bénh nhan mic suy tim [65],[66]. Tuy nhién, Phan suit tong mau
that trai trong siéu am 2D thudng khong phat hién ra rdi loan chtrc ning that
trai kin dao, can phai phdi hop véi nhiing thay doi trong chirc ning tam
trwong cua that trai [62],[4],[67]. Mot khi Phan suit tng mau that trai da
giam dén mot mae do dang ké co thé duge phat hién, co6 1€ da qua muon dé
dao nguoc qua trinh nhiém doc tim va su phat trién tiép theo cua suy tim [39].

Siéu am tim 3D phat hién réi loan chirc ning thét trai chinh xac tuong
duong véi cong huong tir tim (CMR). Do chinh xac cua siéu am 3D 1a do da
tranh duoc cac 10i gia dinh hinh hoc. Tuy nhién, siéu am 3D c6 mot s6 han
ché nhu chi phi cao, phan tich off-line, yéu cau hinh anh chat luong cao va
nguoi lam duoc dao tao [66].

Siéu am danh diu mo co tim (Speckle Trecking Echocardiography -
STE) 1a mot k¥ thuat maoi, co thé phat hién cac bién dang cua co tim ¢ giai
doan sém [4]. Strc cang doc toan bg, stic cang xuyén tam (ban kinh) va suc
cang chu vi 1a cac gia tri dugc danh gia & STE. Trong d6, nhiéu nghién ctru da

st dung suc cang doc toan bd vi gia tri nay c6 do tin cdy cao hon do gia tri
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suc cang doc thu dugc 1a gid tri trung binh cia toan bd chiéu doc co tim, ké ca
phan mom tim, noi ma stc cing xuyén tdm va sirc cang chu vi chua tinh duoc
[68]. Strc cang doc toan phan trong siéu 4m danh ddu mé co tim 1a chi s6 day
hira hen c6 thé khic phuc nhitng han ché véon co trong viéc st dung Phan suét
tbng mau that trai [64]. Kha niang phan tich bién dang co tim dé phat hién rdi
loan chirc nang tim va gia tri tién lugng cua cac chi s6 bién dang da duoc thé
hién trong mot s nghién ctru 1am sang [69],[70],[71],[72],[73],[74]. Trong d6
strc cang doc toan phan thét trai (LVGLS) 1a gia tri duoc sir dung nhiéu nhat
va ¢6 su bién doi nhat quan dé phat hién cac réi loan chirc ning tim ¢ dudi
muc 14m sang va du dodn nhiém doc tim sau d6. Trong trudng hop khong
giam phan sut tong mau that trai, giam LVGLS 1a 9% va 19% thuong duoc
quan sét thiy trong hodc ngay sau khi hoa tri [68],[75],[76]. Mic du cic mirc
giam tuwong tu trong bién dang xuyén tdm, bién dang chu vi hoic tbc do bién
dang doc ciing c6 thé dugc tim thay sau khi hoa tri [68],[69] nhung chua c6
két qua twong ddi thong nhat giira cac nghién ctru.

Trai ngugc v4i cac nghién ciru sdu rong vé su thay doi chirc nang that
trai sau khi diéu tri ung thu, chi c6 mot vai nghién ctu tip trung vao chirc
nang tam that phai (RV) [77],[78]. Bat thuong trong chirc ning that phai co
thé xay ra do réi loan chtrc nang that phai tir trude, lién quan dén khéi u hodc
nhiém ddc tim do hoa tri.

Mot nghién ctru gan day trén 30 bénh nhan ung thu v duoc diéu tri
bang trastuzumab c6 hodc khong c6 anthracycline, rdi loan chitc ning that
phai chi dugc thiy 10% bénh nhan c6 thay doi gia tri phan sut thay ddi dién
tich that phai (FAC) nhung lai thay thay doi strc cing doc toan phan that phai
& > 40% bénh nhan khi khao sat bang siéu 4m danh ddu mé co tim; diéu nay
chung t6 do nhay cua si€u am danh déu mé trong vi¢c xac dinh r6i loan churc

nang that phai kin dao [78],[79].
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Bdng 1.7. So sanh cdc chi so trén siéu am tim trong viéc phdadt hién doc tinh

lén tim do hoa tri [80]
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Uu diém Nhwoc diém

- C6 kha nang lap lai béi | tdm tim mach thong thuong.

cac chuyén gia co kinh - May va phan mém dic hiéu
nghi¢m cho tirng hang san xuét
- it phu thudc tai trong

Strc cang doc - C6 kha nang phat hién - Phu thudc chat luong hinh

thanh tu do that sém CTRCD duéi 1am anh

phai trén siéu Am | sang trong giai doan sém. | - Thiéu s6 lidu nghién ctru
2D - C6 kha nang phat hién danh gia kha nang tién lugng
som cac roi loan that phai | giam LVEF dai dang hodc
som hon cac théng sd suy tim
thong thuong. - May va phan mém dic hiéu

cho tirng héng san xuat

1.5.2. Cdc théng sé cdin dinh gid trén siéu dm tim 2D
1.5.2.1. Banh gid that tréai

Quy trinh k¥ thuat, cac thong sb siéu 4m tim theo Hudng dan cua Hoi
siéu am tim Hoa Ky va Hoi hinh anh tim mach Chau Au nam 2016 [81].

Xin dugc trinh bay ¢ phan Phuong phap nghién ctru

- Banh gia kich thudc that trai: do luong cac duong kinh, cac thé tich &
thoi ky tam thu va tam truong.

- Panh gia chirc nang that tréi: phan suat tbng méu that trai theo
phuong phap Simpson, stic cang toan bd that trai theo chiéu doc

- Panh gia chiic nang tAm truong that trai:

Hoi Siéu am Hoa Ky va Hoi Hinh anh hoc Chau Au nam 2016 da dua
ra tiéu chuan chan doan réi loan chuc ning tam truong & bénh nhan c6 EF
binh thuong (So d6 1) va Udc tinh ap luc d6 ddy va phan do6 RLCNTTr &
bénh nhén ¢ EF giam va EF binh thudng (So d6 2) [81].
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Hoi Siéu am Hoa Ky va H1 Hinh anh hoc Chau Au nim 2016 da dua
ra tiéu chuan chan doan rdi loan chirc ning tam truong & bénh nhan ¢ phan
Suat tdng mau that trai binh thuong (So db 1.5) va Udc tinh ap lyc d6 day va
phan d6 RLCNTTr & bénh nhan c6 phan suat tong mau thaatsa trai giam va

binh thuong (So do 1.6) [81].

Bénh nhan ¢ EF binh thuong

1.Trung binh E/e’ >14

2.Van téc € vach <7cm/s,

e’ bén <10cm/s

3.Van t6c hd 314 >2,8m/s

4. Chi 58 thé tich NT >34ml/m2

50% >50%

<50% ' :
duong tinh i ol duang tinh
Gidm chuic
Chic nang tam o nang tam

truong binh thuéng HIRNg HE Q0 truong

So dé 1.6. Chin dodn réi loan chirc ning tam truwong ¢ bénh nhan

O phén sudt tong mdu thit trdi binh thuong [81].
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Dong chay qua
/ il |hal é \
E/A<0.8 + E> 50 cmis

hodc

E/A<08+E<50cmss EIA>08-<2 EIA22

Panh gia 3 tiéu chuan*
|
1. Trung binh E/e">14
2-3 tiéu chudn |]2. Van tc ha 314 >2,8m/s|| 2-3 tiéu chudn
amtinh {3, Chiso thé tich nhitréi || duong tinh
>34ml/m2

Khi chi c6 2 tiéu chuan
Iduongva | 2duong
1dm tinh

\

24amtinh

AplycT binh thuong  Khong té xic dinh ;:2% PUNT | | o o hNT
RLCNtimtrongdo1  dplucNTvado tamtiong 1 g1 N tam trong A0
| RLCN tam truong

Néu c6 triéu chiing '
| * Khdng xac dinh ap Iuc nhi tréi (NT) néu chi 6 1 trong 3 tiéu chudn, Tilé

Xem xét BMV hoic S/D tinh mach phéi <1 ¢ thé dung @& két luén tang ap luc nhi tréi & bénh

lim TNGS timtruong  han c6 EF that tri gidm.

TNGS: trdc nghiém gdng suic; RLCN: rdi loan chiic nang; BMV: bénh mach vanh
So dé 1.7. Uéc tinh dp luc do diy va phin dp RLCNTTr 6 bénh nhén cé
phén sudt tong mdu thit trdi binh thuwong va giam [81]

Pénh gia chirc ning tim truong that trdi c6 vai trd quan trong trong
viéc phat hién, theo ddi va tién lugng doc tinh trén tim caa hoa trg bd tro.
Phat hién sém ri loan chiic nang tim truong & nhitng bénh nhan c6 phan suat
tbng mau that trai binh thuong gitp cic bac si 1am sang c6 phac do diéu tri
thich hop, kip thoi dé han ché téc do réi loan chic nang that trai tham chi

thay d6i phac db diéu tri hda chat cho phi hop véi thuc té 1am sang.
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1.5.3. Ddnh gid thit phii

Thoi gian gan day, nhan thirc vé vai trd cua tdm that phai da tang lén.
Vi su phét trién caa cac ki thuat va cong nghé siéu am tim méi, di co su gia
tang twong ung vé kha nang danh gia that phai ca vé chat va luong. Céc ky thuat
siéu &m tim méi hon bao gdm siéu am 3 chiéu va siéu am danh dau mo co tim da
cai thién k§ thuat danh gia chire ning that phai.

Quy trinh k¥ thuat, cac thong sb siéu 4m tim theo Hudng dan ctua Hoi siéu
am tim Hoa Ky va Hoi hinh anh tim mach Chau Au nim 2016 [81],[73].

Xin dugc trinh bay ¢ phan Phuong phap nghién ctru

- Panh gia kich thuéc that phai: Kich thudc that phai ving day
(RVD1), vling phai viing gitra (RVD2), dudng kinh duong ra that phai doan
gan (RVOT prox), dudng kinh duong ra that phai doan xa (RVOT distal),
dién tich that phai, bé day thanh tu do that phai.

- Trong Khuyén c4o cua Hoi Tim mach Chau Au nam 2022, linh vuc
Tim mach — Ung thu hoc, dé danh gia rdi loan chtc nang that phai do hoa
chat diéu tri ung thu thi can phai danh gia cac chi sb: cac duong kinh that
phai, chirc nang tam thu that phai theo chiéu doc (TAPSE), phan suit thay doi
dién tich that phai (FAC), téc do thay doi strc cing co theo chiéu doc do bang
Dopple mb (S), stc cang doc toan bo that phai (RVGLS), stc cing doc thanh
ty do that phai (RVFWS) [47].
1.6. M@t s6 nghién ciru vé CTRCD bing siéu am tim & bénh nhan ung
thw via héa tri bo tro
1.6.1. Nghién ciru ¢ nwéc ngoai

Céc nghién ctru vé CTRCD cua héa chit diéu tri ung thu va da duoc
thue hién tir 14u, cac nghién ctru ndy rat khac nhau vé ddi twong nghién ciru,
thoi diém nghién ctu.

Donato Mele va cong su danh gia su thay ddi cua strc cang doc toan bo

that trai trén siéu 4m danh ddu mo6 2D & 15 bénh nhan ung thu va HER2
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duong tinh diéu tri hoa chét bd trg véi Taxan két hop trastuzumab va 15 bénh
nhan diéu tri taxan. Rbi loan chitc ning thét trai duoc dinh nghia 1a giam
LVGLS that trai > 10%. Khong thay thay ddi c6 y nghia ciia LVEF trong va
sau hoda tri. Tuy nhién, LVGLS gidm & 4 bénh nhan ¢ nhom 1 va ¢ 2 bénh
nhan ¢ nhom 2, nhung héi phuc sau khi két thuc diéu tri [82].

Kalliopy K va cs, danh gia LVGLS dé sang loc CTRCD tim ¢ 158 bénh
nhan ung thu va duge diéu tri hoa chit cung véi/khong trastuzumab. Trong
thoi gian theo doi trung binh 5,8 thang c6 18,9 bénh nhan dugc phat hién doc
tinh trén tim do hoa tri. LVGLS co s¢ giam tir -20,1+3,4% xuéng con -
18,7+3,4% (p=0,001). 97 bénh nhan (61,4%) c6 giam GLS > 18% & mdt sd
thoi diém trong thoi gian theo ddi. Nhing bién dang nay rd hon & nhiing bénh
nhan c6 CTRCD do héa tri (GLS -17,24+2,5%, p=0,02). Khi danh gia bién
dang timg phan, giam kha nang co bop ¢ vach va mit trudc tim. Bénh nhan co
bién dang GLS c6 nguy co CTRCD cao gép 4,9 lan binh thuong (odds ratio
4.88, confidence interval 1.32-18.0, p=0.017) [83].

Maria C va cong sy danh gid su thay doi sém cta that trai va that phai
& bénh nhan ung thu va diéu tri anthracycline-trastuzumab bang siéu am danh
ddu mo 2D dé tién lugng CTRCD & giai doan mudn. 66 bénh nhan ung thu v
dugc diéu tri anthracycline va trastuzumab, tudi trung binh la 52. Siéu am
danh dau mé 2D duoc thuc hién ¢ cac thoi diém trude khi hoa tri (TO0), sau
chu ky dau (T1) va chu ky thr 2 ctia phac do diéu tri két hop (T2). Tat ca cac
bénh nhan c6 phan suat tong mau that trai binh thudng & TO, CTRCD theo
dinh nghia cta Hoi siéu 4m tim Hoa Ky va Hoi hinh anh tim mach Chau Au
2015. Két qua: CTRCD dugc phat hién & 13 trong 66 bénh nhan chiém 20%.
LVEF trung binh ¢ TO 1a 66% (+6), T1 la 60% (£7) va T2 1a 54% (+6). V&i
53 bénh nhan khong c6 ddc tinh trén tim LVEF la 65% (+4%) at TO, 63%
(+5%) at T1, and 62% (+4) at T2. Strc cang doc toan bd & thoi diém T1 1a chi
s6 tién lwong manh nhat. So sanh ¢ thoi diém ban dau (TO) LVGLS thét trai,
bién dang chu vi that trai, RVGLS that phai tai thoi diém T1 va T2 giam rd rét
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¢ bénh nhan c6 ddc tinh trén tim (p<0,5). Nhu vay, diéu tri anthracycline-
trastuzumab dua dén su thay ddi sém cua LVGLS, bién dang chu vi. RVGLS
cling bi anh huéng. Nhitng thay d6i sém cia strc cang doc co tim 1a yéu td
tién luong tdt cua viéc phat hién CTRCD dudi lam sang cua hoa tri
anthracyclien-trastuzumab [5].

Hién nay, cdc nghién clru vé CTRCD cua hoa tri bo trg ung thu vu
bang siéu am van dugce tiép tuc dé tim ra cic gia tri chudn cua cac thong sb
bién dang that trai, that phai; cac chi s6 ¢6 gia tri tién lugng sy phat trién doc
tinh trén tim trong ngan han va dai han, tr 46 dua ra cac chién luoc chan
doan, diéu tri som 1am giam ty 16 CTRCD nham nang cao chat lugng song
cho bénh nhan.

1.6.2. Nghién ciru trong nwoc

O nudc ta, cac nghién ctru vé str dung siéu am danh gia CTRCD da
dugc thuc hién nhung chua nhiéu.

Niam 2017, Lé Tuén Thanh va cong su danh gia trén si€u am tim vé su
anh hudng sém cia anthracycline dén chirc ning that trai & bénh nhan Leucemie
cap dong tary cho thay c6 giam ctia LVEF va giam gid tri tuyét d6i cua GLS that
trai [7].

Niam 2022, Nguyén Quynh Trang danh gid vé sy anh hudng cua
anthracycline dén chirc ning that trai bang siéu 4m danh diu mé co tim & bénh
nhan ung thu khong Hodgkin. Két qua cua nghién ctru cling cho thy c6 giam
cia LVEF va LVGLS & nhoém bénh nhan nghién ctru [8].

Hién nay, cac nghién ctu vé CTRCD do hoéa tri b trg ung thu va bang
siéu 4m tim chua duoc thuc hién ¢ Viét Nam. Can c6 thém cac nghién ciu trén
khia canh nay dé tim ra cac thdng sé thich hop véi ngudi Viét Nam va gop phan
giam ty l¢é tar vong, nang cao chat luong song cho bénh nhan ung thu va.
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CHUONG 2
POI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru
2.1.1. Tiéu chudn chon doi twong nghién civu:

- Bénh nhan ung thu va dugc cac bac si chuyén nganh ung thu chi
dinh va tuan thi diéu tri héa tri bo tro phac dd6 AC-TH.

- Bénh nhéan dong y tham gia nghién ctru.
2.1.2. Tiéu chudn logi tric: néu cé mot trong cdc tiéu chudn sau

- Bénh nhan di c6 bénh tim thuc ton, tién st suy tim lam sang hodc roi
loan chirc ning that trai trudce khi diéu trj hoa chat.

- Bénh nhan c6 bénh 1y nd1 khoa nang: suy than, suy giap ...

- Bénh nhan diéu tri phac d6 AC-TH phdi hop véi cac phuong phap diéu
tri khac nhu: xa tri, noi tiét ...

- Bénh nhan khong hop tac hodc khong tham gia day du cac thoi diém
danh gia ctia nghién ctru
2.2. Phuong phap nghién ciru
2.2.1. Thiét ké nghién ciru

- Nghién ciru mo ta két hop tién ctru c6 phan tich.
2.2.2. Cé' mdu va cdich chon mau
* C& mau:

- Str dung két qua tir NC thir trong NC ciia chtng t6i trén chinh cac BN

duoc tuyén chon NC.

- Cong thire tinh mau:

ny =

Ng =M1 XT
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Trong d6: - o' 1 phan sudt tong mau thit trai & thoi diém TO : 63,2
- 0° 1 phan sut tbng mau thét trai & thoi diém T5: 59,87
- 1 14 @6 1éch chuan phan suat tbng mau that trai ¢ thoi diém TO: 2,42
- W 1 d6 1éch chuan phan suat tong mau that trai o thoi diém T5: 2,47
- o 1a sai 14m loai 1 = 0,05
- B 1a sai 1am loai 2 = 0,1
- r1a ty sb giira cac 1an theo doi= 1

Thay vao cong thuc ta tinh dugc ¢& mau can dat 1a 45 bénh nhan

* Cach chon mau: ngau nhién don. Cach chon mau duoc tién hanh nhu sau:

- Vao dau mdi tuan, bdc thaim dé chon ngiu nhién hai ngay trong tuan tir
thir 2 dén thir 6 dé thu thap bénh nhan.

- Lap danh sach bénh nhan theo thir ty nhap vién trong ngay du tiéu
chuén lya chon, khong co6 tiéu chuén loai trir.

- Tién hanh bdc thim chon ngiu nhién dé xac dinh 1 bénh nhéan (trén
danh sach bénh nhan tir 1 dén 10) va bénh nhan s 2 néu trén danh sach 1on
hon 10 bénh nhan.

2.2.3. Pia diém nghién ciru:

- Bénh vién K co s¢ Tan Triéu

- Bénh vién Ung budu Ha Noi
2.2.4. Thoi gian nghién cwu:

- Nghién ctru duoc thuce hién tir thang 1 ndm 2018 dén thang 6 nam 2023.
2.2.5. Cic buwdc tién hanh nghién civu:

- Tét ca cac d6i twong nghién ctru dugc giai thich vé nghién ciru va ky
d6ng y tham gia nghién ctru.

- Bénh nhan duogc hdi bénh, tham khdm lam sang va lam bénh an theo
mau (phu lyc 1).

- Bénh nhan dugc lya chon s€ duoc kham 1am sang va lam cac xét

nghiém tai cac thoi diém:
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+ Trude khi truyén héa chat (thoi diém TO)

+ Sau truyén héa chét anthracyclin (Doxorubicin) va Cyclophosphamid
(thoi diém T1)

+ Sau truyén xong hoa chét Paclitaxel (Doxetacel) va Trastuzumab (thoi
diém T2)

+ Sau truyén xong mili Trastuzumab thir 8 (thoi diém T3)

+ Sau truyén xong mili Trastuzumab thir 12 (thoi diém T4)

+ Sau truyén xong mili Trastuzumab thir 16 (thoi diém T5)

Nhu vay, tong thoi gian theo ddi khoang 15 thang véi 6 lugt kham va xét
nghiém tai cac thoi diém TO, T1, T2, T3, T4, T5.

Kham Iam sang + si€u am tim + xét nghiém mau

! ' ' ! ! !

v 3thang { 6 thang 9 thang J,thhéng J, 15théan.
Doxorubicin| Docetaxel
Cyclophosph

amid Trastuzumab

So dé 2.1. Quy trinh theo déi bénh nhin

- Trong qué trinh diéu tri chua dén lich hen kham ma bénh nhan xuét
hién cac tri¢u chung nhu: kho thd, phu, nhip tim nhanh ... thi cac danh gia
thong s6 mau, siéu am tim duoc 1am theo quy trinh nghién ctru.

- Trong qua trinh diéu tri, chtrc ning tAm thu thét trai giam >16% so véi
gia tri ban dau hodc giam 10%-15% va EF dudi mic binh thudng thi tam
dimg diéu tri hoa chat bo tro. Sau d6 chirc ning tim thu thét trai dugc danh
gia lai sau 4 tudn. Cac bénh nhan c6 chirc ning tdm thu van duéi mic binh
thuong thi nging han diéu tri hoa chat bo trg (Huéng dan diéu tri ctia Dy an

diéu tri hoa chat va phau thuat cho ung thu va va truc trang qubc gia)[43].
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2.2.5.1. Tham kham ldm sang
s Hol bénh:

- Céc thong tin chung: ho tén, nam sinh, gidi tinh, dia chi, nghé nghiép.

- Tién str:

+ Bénh Iy dang mic: ting huyét ap, dai thao dudng, réi loan chuyén hoa
lipid méu, bénh than man : thoi gian phat hién, thuc dang diéu tri, liéu.

+ Yéu t6 nguy co tim mach: hut thudc 14, tién sir gia dinh bénh dong
mach vanh.

- Triéu chung co nang:

+ Danh gia triéu chiing co ndng dau nguc (thoi gian xuét hién, con dau,
tinh chat con dau, vi tri dau...), phan d6 dau nguc theo thang diém cua Hoi
tim mach Canada (CCS) dé xuat

* Phan do dau nguc theo CCS:

- Do 1: Pau ngyc khi ging stc.

- D6 2: Pau nguc 1am anh hudng nhe dén cac hoat dong thuong ngay nhu
leo cau thang, leo ddc, di bo khoang cach giita hai toa nha trén cting mét phang.

- D6 3: Pau ngyuc 1am anh huong dén cac hoat dong thudng ngay.

- D6 4: Khong thé 1am duogc cac viée thudng ngdy vi dau nguc, tham chi
ca khi nghi ngoi.

+ Panh gia triéu ching khé thd theo NYHA (New York Heart
Association: Hoi tim mach New York).

* Phan do suy tim theo NYHA

- NYHA 1: bénh nhan c6 bénh tim nhung khong c6 khé thd, van sinh
hoat va hoat dong thé luc gﬁn nhu binh thuong.

- NYHA 2: kho tho chi xuat hién khi ging stc nhiéu. Bénh nhéan bi
gidm nhe cac hoat dong vé thé luc.
- NYHA 3: kho thé xuét hién ké ca khi gang sirc rat it, 1am han ché

nhiéu cac hoat dong thé luc.
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- NYHA 4: kho thé tdn tai mot cach thuong xuyén, ké cé khi bénh nhan
nghi ngoi.

% Kham lam sang:

- Do chiéu cao (cm).

- Can nang (kg).

- Tinh chi s6 BMI, BSA

- Po huyét 4p

- Kham v hai bén

- Kham: tim, phéi, bung
2.2.5.2. C&c xét nghiém cgn 1am sang

% Xét nghiém mau: Bénh nhan duoc lay mau tinh mach vao budi sang,
lac d6i, trong vong 24h tir ltc két thic truyén hda chat.

- Cong thirc mau: $6 luong héng cau, bach cau, tiéu cau, hemoglobin.

- Sinh hoa mau: glucose, HbAL1C, cholesterol, triglyceride, HDL-C,
LDL-C, creatinin, troponin |, NT-proBNP, SGOT, SGPT, CA 15-3

< Dién tam do:

- T4t c& cic bénh nhan duoc lam dién tim dd 12 chuyén dao

- Phan tich tan sd tim, khoang QT, roi loan nhip.

* Nhip nhanh xoang: khi tan s6 tim >100 ck/p.

* Khoang QT kéo dai: khi khoang QT > 0,47s ddi véi nam va >0,48s dbi
voi nit

% Siéu am tim:

- Theo yéu cau nghién ctru, gdm céac budc siéu 4m tim co ban, danh gia
r6i loan van dong vung trén si€éu am 2D va si€éu am danh d4u m6 2D. Siéu Am
Doppler tim duoc thuc hién theo mét quy trinh chudn theo khuyén cdo cta
Hbi siéu 4m tim Hoa Ky va Hoi Hinh anh Chau Au nim 2016 [81].

- Siéu &m tim dugc tién hanh tai céc thoi diém TO, T1, T2, T3, T4, T5.
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- Cac thong sb siéu am tim:
+ Panh gia buéng tim, thanh tim, van tim, géc dong mach 16n, mang
ngoai tim, mang trong tim.
+ Thét trai: Dd, Ds, Vd, Vs, TSTT, VLT, EF Simpson, GLS, E, A,E/A,
LAEVS, TVRmax, e’ vach, ¢’ bén, E/e’.
+ Théat phai: RVDI1, RVD2, duong kinh doc, RVOT prox, RVOT distal,
S’ Doppler mo, TAPSE, FAC, FWS, GLS .
2.2.5.3 Phuong phap siéu dm tim
< Dia diem:
- Phong siéu am tim Bénh vién Hiru Nghi va phong si€u am tim Bénh
vién K
% Phuong ti¢n siéu am:
- Siéu &m tim duoc thuc hién trén may siéu am Vivid S70N (GE, Hoa
Ky) v6i dau do tan s6 3,5 MHz c6 trang bi phan mém danh gia stic cang co
tim bang phuong phap danh ddu mé.
- Phan tich cé4c gia trj strc cang bang phan mém Echopac ctia hing GE.
% Céc thoi diém lam siéu am tim:
_Truéc khi diéu trj hoa chat (thoi diém T0)
- Sau khi truyén dot 4 héa chat Anthracycline va Cyclophosphamide
(thoi diém T1)
- Sau khi truyén dot 4 hoa chét Paclitaxel va Trastuzumab (thoi diém T2)
- Sau mdi 4 dot truyén Trastuzumab, tuong duong mdi 3 thang tinh tir
thoi diém T2 nhu vy s& c6 thoi diém T3, T4 va TS
% Phuong phap tién hanh siéu &m tim
- Siéu am tim duoc tién hanh theo Khuyén cdo siéu am tim ctia Hoi siéu
am tim Hoa Ky va Hoi Hinh anh hoc Chau Au 2016 [81].
* Siéu am tim TM:

- Tu thé: Bénh nhan ndm nghiéng trai, hai tay dit sau dau.
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- Str dung mat cit truc doc canh (e trai. Cac duong kinh trong cua that
trai duoc do trén mit cit truc doc canh tc, vudng gdc voi truc that trai, tai vi

tri dau mut cua van hai 1a.

Hinh 2.1. Do dwong kinh that trdi bang phwong phdp M-mode [81]

Dd: duong kinh that trai cudi tim truong

Ds: duong kinh that trai cudi tim thu.

EF = (EDV- ESV)/ EDV EF (ejection fraction): phan suit tong mau.

EDV (end diastolic volume): Thé tich cui tAm truong

ESV (end systolic volume): Thé tich cudi tam thu.

* Siéu am 2D

- Tinh phan s6 tong mau bang phuong phap Simpson

Céach do: dau do dit & moém tim hudng 1én day tim, chon mat cit 4 buéng
va 2 budng & hai thi tim thu va tim truong. V& dudng vién quanh bo noi mac
that trai. Puong vién bat dau va két thuc ¢ 2 diém dbi dién tai vi tri vong van hai

14. May s& ty dong tinh thé tich tim thu, thé tich tim truong va EF (hinh 2.2).
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Hinh 2.2. Do phin sé tong mdu EF bang phwong phdp Simpson 2 buong
va 4 buong [81]

- Po thé tich nhi trai: Phép do thé tich nhi trai phyu thudc hinh anh vién
ndi mac trén mat cit 4 buéng va 2 buéng tor mém. Tai vi tri van hai 14, duong
vién két thuc bang ndi hai diém & hai bén ciia vong van bang duong thang
(khong 1y tiéu nhi va tinh mach phdi). Chiéu dai nhi trai duoc dinh nghia 1a
kich thudc ngin hon trong hai kich thudc doc nhi do ¢ mit cat hai budng va
bbn budng tir mom (khac biét gitta hai chiéu dai ndy < 5 mm). Nhap céc

thong sd vao may sé& ty dong tinh thé tich nhi trai (ml/m2 ) (hinh 2.3).
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Adult Echo '{ISOA MI 1.3

ot A ¥ . iance v

' ??:g Atrial Length 3.95cm

} Atrial Area 124 cm?

i Atrial Volume 31.3 ml
nwLAA2Cs

Atrial Length 3,98 cm

Atrial Area 114cm?

Atrial Volume 26.2 ml

~ LAESV(BP) 287ml

Hinh 2.3. Cdch tinh thé tich nhi trdi [81]

- Siéu am tim Doppler dong chdy qua van hai 14

* Po van toc song E (d6 day sém), song A (d6 day muodn), DT (thoi
gian giam tdc song E).

Céach do: dau do dit & mom tim hudéng lén day tim. O mit cat 4 budng
tir moém tim, dung Doppler xung két hop voi Doppler mau dé biét hudng dong
chay va diéu chinh thanh cat sao cho cang thang hang véi dong chay cang tot.
Cira s6 Doppler rong 1- 2mm duoc dit gitra dinh cta hai 14 van hai 14 trong

thi tdm truong (hinh 2.4).
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Adult Echo TIS0.5 Mio0.8
+ MV Peak E Vol ®. ® . =
Vel 98.0 crv/s z
PG 4 mmHg
:: MV Peak A Vel
Vel 57.7 cm/s
PG 1 mmHg
MVA (P%4t ) 20.00 cm®
MV E/A 1.7

Hinh 2.4. Cach do dong chdy Doppler xung qua van hai la [81]
* Siéu am Doppler mo: do van toc song e’d mit cat 4 budng mom tim theo
Khuyén céo ctia Hoi Siéu 4m tim Hoa Ky [81].
- Céch thuc hién: Doppler m6 duoc thuc hién & mat cat 4 buéng tr mom
tim, ctra s6 Doppler dugc dit ¢ vong van va thanh bén cua vong van hai 14.
Piéu chinh sao cho chum tia thang hang voi hudng chuyén dong ciia thanh
tim cang tt (goc gitta chum tia siéu am va hudng chuyén dong cta thanh tim

nho nhét, thuong < 20°) (hinh 2.5)

M T

Hinh 2.5. Cich do Doppler mé (TDI) tai vong van hai ld vi tri vich lién thit
(bén trdi) va thanh bén thit trdi (bén phii) [81]
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Panh gia chirc ning tim truong that trai: dua trén khuyén cdo 2016 cua
Hoi siéu am tim Hoa Ky (ASE) [81]

* Siéu 4m danh dau mé 2D

- Tu thé: Ngudi bénh nim nghiéng trai, hai tay dé cao 1én phia sau dau
dé lam rong cac khoang lién suon.

- Cac budc tién hanh:

+ Budc 1: Mic dién tam d6 ddng thoi trong qua trinh siéu am.

+ Budc 2: Xac dinh thoi diém déng van dong mach chi bang mit cit 5
budng tir méom. Pit cursor & dudng ra that trai, st dung Doppler xung. Xéc
dinh thoi diém van dong mach chii dong (AVC) bang click dong van dong

mach chu trén Doppler xung, luu hinh dnh si€u am tim (hinh 2.6).

Hinh 2.6. Hinh dnh Doppler xung dwong ra thit trdi
(miit cit 5 budng tir mom) [81].

+ Budc 3: Ghi hinh anh siéu am tim 2D véi toc d6 khung hinh 40- 80
hinh/ gidy cac mit cét:

** Siéu dm danh diu mé that trdi:

- Ghi hinh anh 3 mat cit tir mom gdém cac mit cit 3 budng, 4 budng va 2
budng tir mom véi nguyén tic: Cac mit cit tir mom phai 14y duoc that trai dai
nhat, han ché dugc hinh anh cat ngan mom “foreshortening”. Mdi hinh anh

duogc ghi ¢ it nhat 3 chu chuyén tim lién tiép (hinh 2.7)
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Mt cdt 4 buong tir MGt cdt 2 buong tir Mat cdt 3 buong tir
mom tim mom tim mom tim

Hinh 2.7. Miit cit 4 buong, 2 buéng, 3 buong tic mém [81].

Budc 4: Ghi hinh anh vao dia CD va xir Iy hinh anh bang phan mém
Echopac cua hang GE.

- Pbi véi stic cang theo truc doc tht trai thi phan tich trén mat cat 4
budng, 2 budng va 3 budng tir mém. Chon 3 diém (hai diém & hai bén vong
van, 1 diém ¢ mém tim). Phan mém tu dong xac dinh bo nd1i mac va cho
thong s stc cing cta timg doan co tim trong mdi mit cat. Gid tri stc cing va

tbc do cang dugc biéu dién trén biéu do duong cong (hinh 2.8).

Hinh 2.8. Puwong biéu dién cdc gid tri sirc ciang doc theo thoi gian [81].
S: sirc cdng tam thu I6n nhdt. P: gid tri sirc cdng dwong 16n nhat (peak
positive strain), ES: sitc cing cudi tdm thu (end systolic strain), PSS: sitc
cang sau tam thu (post systolic strain). Puong mau vang chi bat dau phirc bg

ORS. Duong mau xanh chi thoi diém van PMC dong
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Phan tich két qua: - Stic cing doc toan bd that trai (GLS) la trung binh
stc cang ciia 3 mit cat trong mo hinh 17 vung thanh tim, 14 gi4 tri 4m thap
nhat (peak systolic strain) trong thi tdim thu trudc khi van dong mach chu
dong co gia tri am (-).

- Gi4 tri strc cang theo ving duoc tinh bang trung binh cia sttc cing dinh
tam thu (S: peak systolic strain) (mé hinh 17 vung thanh tim).

+ Stric cang doc vung day (LS-base): 1a trung binh ctia strc cang dinh tam
thu cac vung $6 1,2,3,4,5.6.

+ Stc cang doc vung gitra (LS-mid): 1a trung binh cua stic cang dinh tam
thu cac vung 6 7,8,9,10,11,12.

+ Strc cang doc vung moém (LS-apex): 1a trung binh ctua suc cang dinh

tam thu cac vung sb 13,14,15,16,17.

GS=-19.6% X

20
GS=-19.9%

Hinh 2.9. Hinh biéu dién két qud GLS ciia thit trdi [81]
** Sjéu 4m danh dau mo that phai:
- Ghi hinh anh mit cit 4 budng tir mém vé&i nguyén tic: mat cat tir mom
phai ldy duoc that phai dai nhat, ddy du thanh ty do that phai, mém that, han
ché dugc hinh anh cat ngan mom “foreshortening”. Mdi hinh anh duoc ghi &

it nhat 3 chu chuyén tim lién tiép.
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- Phan tich trén mit cit 4 budng tir moém, 1y duoc that phai day thanh tu
do, mém that phai. Chon 3 diém (hai diém & hai bén vong van 3 14, 1 diém &
mom tim). Phan mém ty dong xac dinh bo ndi mac va cho thong s6 stre cang
cua timg doan co tim trong mdi mit cat. Gia tri suc cang va tbc do cang dugc

biéu dién trén biéu d6 duong cong (hinh 2.8).

.. GS=-16.4% '
“FWS =-20.0 %

.r'?\:APSE =1.7cm ¢ -

Peak Systolic Strain

RV Free Walli ™

Hinh 2.10. Hinh biéu dién két qud siéu am ddnh diu mé ciia thit phii [81]

- Siéu am tim danh ddu md duogc thuc hién tai 6 thoi diém nghién ctru:
Trude khi truyén hoa chét (thoi diém T0), sau truyén hoa chat AC (thoi diém
T1), sau truyén xong hoa chat Paclitaxel va Trastuzumab (thoi diém T2), sau
truyén xong mili Trastuzumab thi 8 (thoi diém T3), sau truyén xong miii
Trastuzumab thtr 12 (thoi diém T4), sau truyén xong miii Trastuzumab thir 16
(thoi diém T5).

2.2.6. Cdc thong so nghién ciru:

So

T Tén bién Loai bién | Pon vi Cach thu thap

¢ bac diém nhom nghién ctru:

1 Tubi Dinh Nam Hoi

luong
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Gio1

Dinh tinh

Nam/ntr

Quan sat

BMI

Pinh

luong

Can

cao’

nang/chiéu

Yéu tb nguy co tim
mach:

- hat thude 1a

- dai thao duong

- béo phi

- 16i loan chuyén hoa
lipid

- bénh than man

Dinh tinh

Hoi

Bénh 1y tim mach:
- dau that nguc
- 16i loan nhip tim

- ting huyét ap

Dinh tinh

Hoi

Phan tang nguy co tim

mach

Dinh tinh

Thang diém

SCORE

Hoa chat dang diéu tri:
- tén hoa chat

- liéu diéu tri

Dinh

lugng

mg/m?
da

Bénh an diéu tri

K/
0’0

Céc triéu chung 1am sang:

Triéu chung dau nguc
theo CCS

Dinh tinh

T do 1
dén do 4

Hoi

Triéu ching suy tim
theo NYHA

Dinh tinh

T do 1
dén do 4

Hoi

R/
0’0

Céan lam sang:

10

Troponin |

Dinh

lugng

ng/l

Xét nghiém mau
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11 NT-ProBNP Dinh Pmol/I Xét nghiém mau
lugng
12 Cholesterol Dinh mmol/l | Xét nghiém mau
lugng
13 Triglycerid Dinh mmol/l | Xét nghiém mau
lugng
14 HDL-C Dinh mmol/l | Xét nghiém mau
lugng
15 LDL-C Dinh mmol/l | Xét nghiém mau
lugng
16 HbA1C Dinh % Xét nghiém mau
luong
17 Creatinin Dinh pumol/I Xét nghi¢m mau
luong
18 Hong cau Dinh T/ Xét nghiém mau
luong
19 Bach cau Dinh G/l Xét nghiém mau
luong
20 Tiéu cau Dinh G/l Xét nghiém mau
luong
21 Hemoglobin Dinh g/l Xét nghi¢m mau
luong
22 Pién tam do: Dinh Lam dién tam do
- loai nhip luong
- tAn sd
- khoang QT
- thiéu mau cuc bd co
tim
s Siéu am tim
23 PKTT cubdi TTr: Dd Pinh mm Sieu am tim M-
lugng mode
24 DKTT cudi TT: Ds Pinh mm Sieu am tim M-
leong mode
25 Thé tich TT cudi TTr: | Pinh mml Sieu am tim M-
Vd luong mode
26 Thé tich TT cu6i TT:|Pinh mml Siéu am tim M-
luong

Vs

mode
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27 Phén suét tong mau TT | Dinh % Siéu am tim 2D
theo Simpson: LVEF lugng
28 Strc cang doc toan b | Pinh % Siéu 4m danh dau
that trai: LVGLS lugng mo co tim 2D
29 Van toc song E Pinh cm/s Siéu am Doppler
luong
Xxung
30 Vian toc e’ vong van hai | Dinh cm/s Siéu am Doppler
l4 & vach lién that: ¢’ | luong Xung
vach
31 Van toc e’ vong van hai | Pinh cm/s Siéu am Doppler
la & thanh bén TT: ¢’ | lugng Xung
bén
32 Ty 1€ E/e’ Dinh Phan s6 cia E va ¢’
lugng vach hoac e’ bén
33 |Thé tich nhi | Dinh ml/m* | Siéu am tim 2D
trai:LAEVS luong
34 Van toc toi da dong ho | Pinh m/s Siéu @m Doppler
van ba la:TVRmax luong xung
35 Puong kinh ngang TP | Dinh mm Siéu d@m tim 2D
doan ddy:RVD1 lwong
36 Puong kinh ngang TP | Pinh mm Siéu amtim 2D
doan gitra:RVD2 luong
37 Kich thudc doc TP Dinh mm Siéu amtim 2D
luong
38 Kich thudc duong ra TP | Binh mm Siéu amtim 2D
doan gan:RVOTprox lugng
39 Kich thudc duong ra TP | Binh mm Siéu amtim 2D
doan xa: RVOTdistal luong
40 Chuc nang TTTP theo | Binh mm Siéu am tim M-
chiéu doc: TAPSE luong mode
41 Phén suét thay doi dién | Dinh % Siéu am tim 2D

tich TP: FAC

lugng




57

42 Téc d6 thay doi st | Dinh cm/s Siéu am Doppler
cing co tim theo chiéu | lugng mo
doc TP: S’
43 Strc cang doc toan b | Pinh % Siéu 4m danh dau
TP: RVGLS luong mo co tim 2D
44 Strc cang doc toan b | Pinh % Siéu 4m danh dau
thanh ty do  TP: | lugng mo co tim 2D
RVFWS
45 Thay ddi cuia LVGLS: | Pinh % Higu s6 cla
ALVGLS luong LVGLS ¢ cac thoi
diém  T1,2,3,4,5
vo1 TO
46 Thay d6i cia RVGLS: | Pinh % Hiégu s6 cla
ARVGLS luong RVGLS ¢ cac thoi
diém  T1,2,3,4,5
vo1 TO
47 Thay d6i cia RVEWS: | Dinh % Hiéu s0 cua
lugng

ARVFWS

RVFWS & cac thoi
diém  T1.2,3.4,5
voi TO

+ CTRCD theo Pong thuan ctia nhém chuyén gia Hoi Siéu 4m Hoa Ky

(ASE) va Hoi Hinh anh Tim mach Chau Au (EACVI) 2015 va ESC 2016:
CTRCD khi LVEF giam >10% va < 53% [44],[45].

Céc thong s6 duoc do ¢ 6 thoi diém:

(thoi diém T1)

diém T2)

+ Trude khi truyén hoa chét (thoi diém TO)

+ Sau truyén hoa chét anthracyclin (Doxorubicin) va Cyclophosphamid

+ Sau truyén xong héa chét Paclitaxel (Doxetacel) va Trastuzumab (thoi




58

+ Sau truyén xong mili Trastuzumab thér 8 (thoi diém T3)

+ Sau truyén xong mili Trastuzumab thir 12 (thoi diém T4)

+ Sau truyén xong miii Trastuzumab thir 16 (thoi diém T5)

2.2.7. Mt s6 dinh nghia, tiéu chudn dwoc sir dung trong nghién ciru.

- Panh gia tinh trang hut thudc 14: Dya theo dinh nghia cia WHO ching
t6i phéan thanh hai nhém chinh.

+ Tién st hat thude 14: Hién dang hut thude hodc bod < 5 nam.

+ Khong hut thude: Chua bao gior hit thude hodc dd bo > 5 nam [97].

- Chan doan THA: khi HA tdm thu > 140 mmHg va/hoic HA tdm truong
> 90 mmHg [84]. Hoic nhimg bénh nhan di dugc chan doan ting huyét ap,
dang diéu tri thubc ha huyét ap.

- Réi loan Lipid méau: chan doan Réi loan Lipid mau khi dép tng mot
trong cac chi s6: Cholesterol toan phan mau > 5,2 mmol/l, triglycerid mau >
1,72 mmol/l, LDL-C > 3,34 mmol/l, HDL-C < 1,03 mmol/l [85]

- Pai thao duong: Chan doan PTP theo tiéu chuan cua Hiép hoi Dai
thao duong Hoa Ky. Chan doan PTP khi c6 1 trong 4 tiéu chuan sau hoic
bénh nhan dang duoc diéu tri bang thuc ha duong huyét [86].

+ HbA1C > 6,5%.

+ Xét nghiém Glucose mau tinh mach luc déi1 > 7mmol/I sau it nhét 2 1an
thir. Puong mau do6i do khi di nhin an it nhat 8 gio.

+ Xét nghiém Glucose mau bat ky > 11,1 mmol/l kém véi cac trigu
chtng kinh dién cia DTD: dai nhiéu, khat, sut cdn khong rd nguyén nhan.

+ Glucose mau sau 2 gio cia nghiém phap dung nap glucose > 11,1
mmol/I.

- Chi s6 khéi co thé (BMI):

+ Dua theo dinh nghia cia WHO cho ngudi Chau A: chia thanh cac nhom

Gay: BMI< 17,0

Thiéu can: BMI <185
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Trung binh: BMI 18,5-22,9
Thira can : BMI tir 23 — 24.9
Béo phi : BMI > 25 [87]

- Phan ting nguy co tim mach (SCORE) [88]
Bing 2.1. Phdn tang nguy co tim mach theo ESC 2021

Nguy co bénh tim mach trong 10 nam 29 WOl

Thép dén trung binh

e , <2.5% < 5% <7%
Biéu tri yéu 16 nguy co thudng khdng dugce khuyén cao
Cao 2.5 dén < 5 dén < 7 dén <
Can nhic didu tri yéu t6 nguy co 7.5% 10% 15%%
Rét cao
27.5% 2 10% 2 15%

Khuyén cao diéu tri yéu td nguy co

- Gia tri binh thuong ctia phan sb tong mau that trai: dya trén khuyén céo
siéu am tim cua hoi si€u am tim Hoa Ky ASE 2015 khi EF >54% & nit va >
52% & nam [45].

2.3. Xir 1y s6 liéu

- Xt Iy s6 liéu bang phuong phép toan thong ké y hoc ¢ sir dung phan
mém SPSS 20.0.

- Céac thuat toan:

+ Tinh s6 trung binh X, d6 1éch chuan (SD) véi bién dinh lugng.

+ Tinh ty 1& phan tram (%) v&i bién dinh tinh.

+ So sanh cac bién dinh luong bang kiém dinh kiém dinh Chi-Square
Test va Fisher's Exact Test.

+ So sanh trung binh, str dung thuat toan T-test va T-test ghép cap doi
v6i bién c6 phan bd chuan va thuat toan Mann-Whitney Test d6i v6i bién c6
phan b khong chuan. ..

+ Dung dudng cong ROC tim diém cit dé xac dinh dién tich dudi duong

cong, d§ nhay, do dac hi¢u cua tirng chi $O. Str dung diém Youden (diém 1)) dé
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xé4c dinh diém cét tot nhat. Chi s6 J 12 tri sb cao nhit cta téng do nhay va do dac
hiu trir di 1. J = max (Se+Sp-1) trong do Se 1a d6 nhay, Sp 1a d6 dac hi¢u.

- Sir dung hdi quy tuyén tinh danh gia mdi lién quan gitra phan suat tong
mau thét tréi va sirc cang co tim voi cac thong sb 1am sang, can 1am sang.
2.4. Van dé dao dirc trong nghién ctru

- Nghién ctru da dugc Hoi déng Pao diac Truong Pai hoc Y Ha Noi
thdng qua

- Nghién ctru duogc thyc hién véi su dong v ciia Bénh vién K, Bénh vién
Ung budu Ha Noi.

- Bénh nhan dugc giai thich rd rang muc ti€éu va phuong phap nghién
ctru, ty nguyén tham gia vao nghién ctru.

- Thoi gian siéu am khoang 30 phut, khong xam l4an, khong kéo dai thoi
gian truyén hoa chét diéu tri cia bénh nhan.

- C4c thong tin do bénh nhan cung cp duoc dam bao gilt bi mat va chi
dung vé1 myc dich nghién ctru.

- Nghién ctu chi nham vao viéc bao vé va nang cao sicc khoé cho bénh

nhan khéng nham muc dich nao khac.
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Bénh nhén ung thu vii ¢6 chi dinh diéu tri phac d6 héa chat bd trg AC-TH

\ 4

Kham 14m sang trude truyén hoa chit, xét nghiém

£ . , i SN Ny A BT C6 tiéu chuin
huyét hoc, sinh héa mau, dién tam d6 va siéu am tim

loai trur

\4

\ 4

Bit ddu diéu tri hoa chat phac d6 AC-TH Loai khoi
nghién ctu

\4

Kham 1am sang, xét nghi¢m huyet hoc, sinh hoa mau, ghi dién tam d6 va siéu am
tim ¢ 6 thoi diém: Trudc khi truyén hoa chat (T0), sau truyén hoa chat AC (T1),
sau truyén xong hoa chét Paclitaxel va Trastuzumab (T2), sau truyén xong miii
Trastuzumab thir 8 (T3), sau truyén xong miii Trastuzumab thtr 12 (T4), sau
truyén xong mili Trastuzumab thtr 16 (T5)

Danh gia cac bién doi cua cac thong Phan tich mot s6 yéu tb
80 lam sang, can 1am sang va lién quan dén bién do6i hinh

cac bién doi hinh thai va chirc néng thai va chirc nine tim
tim & cac thoi diém nghién ctru &

l ,,

Muc tiéu 1 Muc tiéu 2

So dé 2.2. So do nghién ciru
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CHUONG 3
KET QUA NGHIEN CUU

- Nghién ctru da duoc thuce hién tir thang 1 ndm 2018 dén thang 6 nam 2023

- Do dich Covid-19 dién ra trén toan thé giéi néi chung va Viét Nam noi
riéng nén da anh hudng rat nhiéu dén viéc thu thap sd liéu nghién ctru.

- Téng s6 bénh nhan nghién ctru 1a 46, dugc léy tr Bénh vién K co so
Tan Triéu va Bénh vién Ung budu Ha Noi.
3.1. Pic diém cia nhém nghién ctru
3.1.1. Pic diém chung ciia nhém nghién ciru

- Trong 46 bénh nhan nghién ciu thi 100% 1a nit, trong d6 tudi trung
binh 14 47,5 + 9,54, tudi cao nhat 1a 72, tudi thap nhat 1a 29.

Bang 3.1. Dac diém vé tuoi ciua doi twong nghién ciru

Nhom tudi S6 lwong (n=46) Ty 18 (%)
<50 27 58,7
50-60 13 28,3
> 60 6 13
Tong 46 100
X+SD 47,5 + 9,54
Min-Max 2972

Nhin xét: Tudi trung binh cia cac bénh nhan trong nghién ctru 14 47,5 + 9,54
tudi, cao nhat 1a 72 tudi va thap nhét 29 tudi, do tudi hay gip nhét 1a dudi 50
tudi tudi chiém 58,7%.

- Gi6i: nhom nghién ctru 6 ty 18 nit gidi chiém 100%



- Bén vu tén thuong:

Bing 3.2. Ty I¢ bén vii tén thwong
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Bén vii ton thwong So lwong (N=46) Ty 1€ (%)
Trai 19 41,3
Phai 27 58,7
Téng 46 100
Nhin xét: Bénh nhan c6 ung thu v bén phai nhiéu hon bénh nhan c6 ung thu
vu trai.
- BMI:
Bdng 3.3. Phdn loai BMI trong nhém nghién ciru
Phan loai BMI S6 lwong (N=46) Ty 18 (%)
<185 0 0
18.5-22,9 28 60,9
23-24.9 13 28,3
>25.0 5 10,8

Nhan xét: Bénh nhan ¢6 BMI & gia tri binh thuong chiém 60,9%, bénh nhan

c6 thira can chiém 28,3%, bénh nhan béo phi chiém 10,8%.

3.1.2. Pdc diém vé yéu té nguy co tim mach va bénh tim mach

Bing 3.4. Dic diém vé yéu té nguy co tim mach ciia doi twong nghién ciru

Yéu t6 nguy co 50 lwgng (n=46) Ty 18 mic (%)
Céo Khong )
Hut thudc 14 0 46 0
bai thao duong 0 46 0
Béo phi 0 46 0
RLCH lipid 8 38 17,4
Bénh than man 0 46

Nhan xét: Trong s6 46 bénh nhan, c6 8 bénh nhan roi loan chuyén hoa lipid
mau, trong d6 c6 4(8,7%) rdi loan chuyén hoa lipid mau don thuan, 4 bénh

nhan c6 két hop ting huyét ap (8,7%). Khong c6 bénh nhan hut thude 14, dai
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thdo duong, bénh than man tinh va khong c6 bénh nhan nao c6 tinh trang thira
can/béo phi.

Bing 3.5. Pdc diém vé bénh tim mach ciia doi twong nghién civu truwde khi

diéu tri héa chit

S6 lwong (n=46) ,
Bénh tim mach - - Ty 1€ mac (%)
Co Khong
Pau thét nguc 6n dinh 0 46
Réi loan nhip tim 0 46
Tang huyét ap 4 42 8,7

Nhén xét: Trong 46 bénh nhan trudc diéu tri hoa chat co 4 bénh nhén ¢ ting
huyét ap, chiém 8,7% va 4 bénh nhan nay c6 kém theo rdi loan chuyén hoa
lipid. Cac bénh 1y khac nhu dau that nguc, rdi loan nhip tim khong dugc ghi
nhan ¢ thoi diém bat dau trong nhom nghién ctu.

3.1.3. Pic diém vé phan ting nguy co tim mach truwdce khi diéu tri

Bing 3.6. Phdn tang nguy co tim mach truéc khi diéu tri theo SCORE-2

Phin tang nguy co S6 lwong (n=46) Ty 1€ (%0)
Thap 40 87
Trung binh 6 13
Cao 0 0

3.1.4. Pic diém vé lidu héa chit va thoi gian diéu tri:

Bing 3.7. Liéu tich liiy ciia cdc héa chit trong phdc do diéu tri

Tén héa chat X +SD Max Min
Doxorubicin 271,77 £ 15,15 295,2 253,8
Cyclophosphomide 2747,73 £ 151,51 3294 2538
Doxetacel 457,31 + 25,14 495 420
Traszumab 4690,74 + 547,74 6794 4214
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Nhan xét: Trong 46 bénh nhan duoc theo ddi trongl5 thang & 6 thoi diém
nghién ciru, chung t6i khong ghi nhan thay c6 truong hop nio thay doi lidu
hoa chit va thay doi thoi gian diéu tri, dong thoi lidu hoa chat tich liy cta cac
bénh nhan khong dat dén lidu tich lily nguy hiém ....

3.1.5. Sw bién doi ciia cdc yéu té lim sang va cdn lim sang & cdc thoi diém
nghién ciru

3.1.5.1. Sy bién doi cua c&c yéu té 1am sang:

- Qua 6 thoi diém nghién ctu, ching t6i khong ghi nhan ¢6 cac truong hop dau
thit nguc theo dinh nghia ctia CCS. Bénh nhan thudng c6 cam gidc danh trong nguc
do nhip tim nhanh hay nong sau xuong trc do trao ngugc da day thuc quan.

- Trong thoi gian nay, nhoém nghién ctru cling khong ghi nhan céc truong
hop c6 tri€u chiing suy tim theo phan loai cua NYHA.
3.1.5.2. Sur bién déi cuia cac yéu té cdn 1am sang

* Sy bién doi cua men tim

o t-test paired L]
n L J
=r xx ns ns ok Es
[ =
(2]
)
&
% -
cC o
=& L
[=]
s
[= 1 “1
e | | ’_—_E‘
—1 —1 J_
L ]
- —1 )
o —
TO T1 T2 T3 T4 T5

Biéu dd 3.1. Sy bién ddi ciia Troponin |
Nhin xét: O cac thoi diém nghién ctru, Troponin I c¢6 thay dbi va sy thay
d6i nay co y nghia thdng ké véi p<0,05. Gia tri trung binh ctia Troponin I

cao nhit & thoi diém T2 1a 12,65 + 8,0.
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t-test paired ok s ok *ak -

80

60
|

I'T T
- 1 1 l T
To T T2 T3 T4 Ts

Biéu @0 3.2. Su bién doi cia NT-ProBNP
Nhan xét: Gia tri trung binh cuia NT-proBNP c¢d thay ddi ¢ cac thoi diém

NT-ProBNP (pmol/l)
40
|

_|

20

nghién ctru, su thay d6i ndy c6 y nghia théng ké vdi p<0,05. Gia trj trung binh
cua NT-proBNP cao nhat ¢ thoi diém T2 13 22,54 + 14,89, gia tri cao nhat
cling xuat hién & thoi diém nay 1a 71,58.

* Sy bién doi cua lipid mau:

t-test paired Fkk ns *k Fedke *
[+ o [ ]
&
»
E! w0 L ] L .
= . : o S
£ * .
° | .
[iV]
el T =
2™ S
(8]
-
G - . 1 L L .
©
o
& [ ] L ]
D —]
TO T1 T2 T3 T4 T5

Biéu dd 3.3. Swr bién d6i ciia Cholesterol
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Nhén xét Su thay doi cua cholesterol ¢ céc thoi diém nghién ciu 12 khdng co
y nghia théng ké va gia tri trung binh & cac thoi diém nam trong gia tri binh
thuong. Tuy nhién gié tri cao nhat cua cholesterol & cac thoi diém nghién cau
tang nhe do mot s6 bénh nhan trong nhdm nghién ctu ¢ réi loan chuyén hoa
lipid tir thoi diém bat dau nghién ctru. Trong qua trinh diéu tri, chwa phét hién

thay bénh nhan mac méi.

o |t-test paired
ns ns ns ns ns
»
L] * *
=t -
L L
g H B2 L
o
£ o : .
2 | [ e _
|
=T —_I1
[
| T 1
TO T1 T2 T3 T4 T5

Biéu @6 3.4 Sy bién ddi caa LDL
Nhén xét: Tuong tu nhu cholesterol, su thay doi cia LDL & cac thoi diém
nghién ctru 1a khong c6 y nghia thong ké va gid trj trung binh & cac thoi diém
nam trong gia tri binh thuong. Tuy nhién gia tri cao nhat cia LDL & céac thoi
diém nghién ctru tang nhe do mot ) bénh nhan trong nhém nghién ctru co roi
loan chuyén héa lipid tir thoi diém bat dau nghién ctru. Trong qua trinh diéu

tri, chua phat hién théy bénh nhan mic méi.
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t-test paired
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. . .
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Biéu dd 3.5. Sw bién d6i cia Triglyceride

Nhén xét: Su thay doi cua triglyceride ¢ cc thoi diém nghién ctu 1a khong
cO ¥ nghia théng ké va gia tri trung binh & cac thoi diém nam trong gié tri
binh thuong. Tuy nhién gia tri cao nhit cua triglyceride ¢ cac thoi diém
nghién ctru ting nhe do mot s6 bénh nhan trong nhém nghién ciru ¢6 rdi loan
chuyén hoéa lipid tir thoi diém bat dau nghién ciru. Trong qua trinh diéu tri,
chua phat hién thdy bénh nhan mac moi.

* Sy bién doi cua hé tao mau:

< [t-test paired .
- ns ns ns ns ns

Bach céu (G/l)

mTTTTTT

Jxr L = =T £ -

TO T1 T2 T3 T4 T5

Biéu dd 3.6. Sy bién ddi cia bach cau
Nhin xét: Gia tri trung binh cua bach cau c6 thay doi ¢ cac thoi diém nghién

ctru, su thay doi nay c6 y nghia thong ké véi p<0,05. Gia tri trung binh cia
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bach cdu & cac thoi diém nghién ctru van nam trong gidi han binh thudng, tuy
nhién gia tri cao nhat & thoi diém T2 14 6,4 + 1,3, va gia tri cao nhét ciing xuét
hién & thoi diém T1 1a 14,3.

(=]
[Ty !
= |t-test paired wkk sk n.s. ok *ok
&
o
—=F 4 .
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om 4
E —
@
T
=
‘o [ ] —1
0g ‘ 1
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2

T0 T1 T2 T3 T4 T5

Biéu @6 3.7. Su bién doi cia Hemoglobin
Nhan xét: O cac thoi diém nghién ciru, gia tri trung binh cia haemoglobin c6
thay d6i va su thay d6i ndy c6 ¥ nghia théng ké v&i p<0,05. Gia trj trung binh
ctia haemoglobin & cac thoi diém nghién cru vin nam trong gidi han binh
thuong, tuy nhién gia tri thdp nhat 1a ¢ thoi diém T1 1a 123 + 21,82, va gia tri

thap nhat cia haemoglobin cling ¢ thoi diém nay 1a 109.

0 | ttest paired
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Biéu dd 3.8. Sy bién ddi ciia hong cau
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Nhan xét: Trong c4c thoi diém nghién ciu, s6 luong hong cau thay doi
khong ¢ y nghia thong ké va nam trong gi6i han binh thudng.

t-test paired

500

n n.s. * ok ek

=8 o i,

400
|

TTTTT*
J_J_J_lli

TO T1 T2 T3 T4 TS

Gia trj tiéu cau (G/)
300
|

200
|

100
|

Biéu dd 3.9. Sw bién d6i cua tiéu cau
Nhan xét:
Trong céc thoi diém nghién ctru, sé lwong tiéu cau thay d6i khong c6 ¥
nghia thdng ké va nim trong giéi han binh thudng.
* Sy bién doi cua chire ndng gan, thdn va chi sé HbA1C va CA 153:
- Trong 6 thoi diém nghién ctu, két qua xét nghiém cua chirc ning gan
va than déu nam trong khoang gia tri binh thuong.
- Sy thay d6i ctia HbAIC & cac thoi diém nghién ctru 1a khong co ¥
nghia thong ké nam trong gidi han binh thudng.
- Két qua xét nghiém chi sé6 CA 153 trong sudt thoi gian nghién ctu
khong c6 xu hudng ting 1én va nam trong khoang gia tri binh thuong.
* Sy bién doi cua dién tam do:
Trong 6 thoi diém nghién ctru, chung t6i khong ghi nhan thay cé réi
loan nhip & 46 bénh nhan nghién ctru.
TAt ca bénh nhan déu co nhip xoang, tan sd tim thay doi & cac thoi

diém nghién ctru
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® Xoang déu ® Xoang nhanh

35 1 304
30 -

25

25

19,5 19,6

20 1 13 14,5 159
15 - ’ 10,7

10 7 ,4

18,2 18,2

8,9

TO T1 T2 T3 T4 T5

Biéu d6 3.10. Ty 18 c4c loai nhip & c4c théi diém nghién ciu

Nhan xét: Ty I¢ bénh nhan c6 nhip xoang nhanh tang qua cac thoi diém
nghién ctru, ting cao nhat & T1 sau d6 giam va hoi phuc o thoi diém T5. Su
thay d6i ndy c6 ¥ nghia thong ké.
3.2. Thay ddi ciia cac chi s siéu Am tim qua cac thoi diém nghién ctru

Bénh nhén s& duoc siéu 4m tim & cac thoi diém da dinh, theo quy trinh
nghién ciru 14 6 thoi diém tir TO, T1, T2, T3, T4 va T5.

Gia tri ctia timg chi s6 siéu am tim & cac thoi diém nghién ciu tir T1,
T2, T3, T4 va T5 s& duogc so sanh véi gia tri ¢ thoi diém ban dau TO.
3.2.1. Thay déi ciia that tréai:
3.2.1.1. Thay doi Vé kich thuéc thdt tréi:

s * dedk dekdk dk

ns

»

55

50

Duéng kinh budng thét trai (mm)
45

40

TO T1 T2 T3 T4 T5

Biéu dd 3.11. Thay doi cia dwong kinh budng that trai cudi tAm trwong
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Nhan xét: Qua cac thoi diém nghién ciru, gia trj trung binh cta dudng kinh
that trai thoi ky tdm truong nam trong gidi han binh thudng, nhung ta nhan
thiy gid tri trung binh cao nhat & thoi diém T2 13 49,05 + 3,25 va thap nhat &
thoi diém TO 1a 46,7+3,71. Va khi so sanh gia tri nay & cac thdi diém nghién
ctru thi thdy rang sy thay d6i ¢ thoi diém T2, T3, T4 1a khac biét so voi thoi
diém TO voi p < 0,05 va thoi diém T2 1a khac biét nhat.

t-test paired .
] *hk *kHk * ** *

40

T TTTT

T 1L TK 1

35

30

Budng kinh budng thét trai thei ky tam thu (mm)
25
|
L ]
L ]

20

TO T1 T2 T3 T4 5
Biéu d6 3.12. Thay doi ciia dwong kinh budng that trai cuéi tam thu
Nhan xét: Sy thay d6i ctia dudng kinh that trai thoi ky tdm thu qua céc thoi
diém nghién ctu ciing gibng nhu ¢ thoi ky tdm truong. Gia tri trung binh &
cac thoi diém nghién ctru ndm trong gidi han binh thudng, cao nhat ¢ T2 1a
32,96 + 2,74, thip nhit ¢ TO 13 30,76 + 3,55. Su thay ddi ciia duong kinh that trai
thoi ky tdm thu & cac thoi diém T1, T2, T4 so v6i TO 1a ¢6 sy khac ¥ nghia thong

ké, trong d6 thoi diém T2 1a khac biét nhat.
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. *k¥k *hk H*kk *%
= t-test paired ns
g8
2"

° . —|_ T
2

S

ko

Z 8

)

£

- L. 1L - L = 1
©

=

25

O

3

o

=

[}

= L ]
QD

=

F o

TO T T2 T3 T4 TS5

Biéu d0 3.13. Thay doi ciia thé tich budng that trai cudi tim truwong
Nhan xét: Qua cac thoi diém nghién ctru, gia tri trung binh cua thé tich that
trai thoi ky tAm truong nam trong giéi han binh thudng, nhung ta nhan thay
gia nay cao nhat ¢ thoi diém T2 14 107,87 + 18,68 va thap nhat ¢ thoi diém TO
1a 97,3 + 13,68. Va khi so sanh gid trj nay & cc thoi diém nghién ctu thi thay
rang sy thay d6i ¢ thoi diém T1, T2, T3 1a khac biét so véi thoi diém TO véi p
< 0,05 va thoi diém T2 1a khac biét nhat.

o [t-test paired  wxx whk wkk % "
W 7 »

50

30

PETTT!

Thé tich budng that trai thei ky tam thu (ml)
40

20

TO T1 T2 T3 T4 T5
Biéu d6 3.14. Thay d6i cia thé tich budng that trai cudi tam thu
Nhin xét: Sy thay doi ciia thé tich that trai thoi ky tam thu qua céc thoi diém
nghién ctru ciing gidng nhu & thoi ky tAm truong. Gia tri trung binh & cac thoi

diém nghién ciru nam trong gidi han binh thuong, cao nhat & T2 1a 40,41 +
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8,59, thap nhat ¢ TO 13 35,78 + 7,65. Su thay ddi cuia dudng kinh thét trai thoi ky
tam thu & cac thoi diém T1, T2 so v6i TO 1a ¢6 su khac ¥ nghia théng keé, trong d6
thoi diém T2 1a khéc biét nhat,

- Nhom nghién ctru nhan thay rang, cac chi s6 kich thudc that trai con lai 14
chiéu day véch lién that va thanh sau that trai cubi tim thu va cudi tAm truong,
chi sb khdi co tim déu khong co thay doi trong sudt 6 thoi diém nghién ctru. Cac
chi s nay hoan toan dao dong trong khoang gia tri trung binh.
3.2.1.2. Thay doi vé chirc ndng tam thu that tréi

.
t-test paired  wxx *kk *k *k ok

T |7
L 7T 1 N

TO T1 T2 T3 T4 T5

70

85

60
|

Phan suét tdng mau théat trai(%)

55

50
|

Biéu dd 3.15. Thay doi cia phan suat tdng mau that trai
Nhan xét: Khi so sanh phan suat tong mau thét tri ¢ cac thoi diém nghién
ctu T1, T2, T3, T4, T5 véi thoi diém TO cho théy, mac du gia tri trung binh
ctia phan sut tong mau that trai & cac thoi diém nghién ctru nam trong giGi
han binh thudng nhung gia tri nay giam trong cac thoi diém nghién ciru, gia
tri thap nhat ¢ thoi diém T2 sau d6 phuc hdi dan, tuy nhan van khong hoi
phuc vé gia tri ban dau, sy thay d6i ndy c6 ¥ nghia thong ké. Gia tri trung
binh thép nhat cua phan suat téng mau that trai ¢ thoi diém T2 1a 57,28 + 4,3,
gia tri cao nhét & thoi diém TO 63,2 = 2,42. O céc thdi diém T2 va T4, phan suét

téng mau that trai c6 gia tri nho nhat 1a 51%.
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t-test paired
—_— kK kkk *kk Fedede Fdkdk

0 |

o
;@ .
£ H .
] .
A E R : T ‘
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=
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o — |
=
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g ¢ 1 | -
w

o |

TO T1 T2 T3 T4 T5

Biéu d0 3.16. Thay doi ciia sirc cing doc toan phan that trai

Nhan xét: Tuong tu nhu chi s6 phan suat tong mau that trai, khi so sanh stic
cang doc toan bg that trai & cac thoi diém nghién ctru T1, T2, T3, T4, TS voi
thoi diém TO cho thdy, gia tri tuyét dbi cta stc cing doc toan bo that trai
giam qua cac thoi diém nghién ciru, thip nhat & T2 va cao nhat ¢ TO va sy
khac biét ndy c6 y nghia thong ké. Tuy nhién, khic voi phan suat tong mau,
gia tri tuyét ddi cia strc cang doc toan bo that trai giam dudi gidi han binh
thuong. Gia tri tuyét ddi cua strc cing doc that trai thap nhat & thoi diém T2
la | 15,18 £2,05].

Bing 3.8. Gid tri chénh léch sirc cing doc toan bj thit trdi 6 cdc thoi diém

nghién ciru so véi thoi diém T0

Thoi diém ALVGLS (%)
NC X +SD Max Min
TO 0 0 0 0
T1 9.99 3,03 11,3 6,9
T2 7,49 1,38 12,4 3,2
T3 6,69 2,11 10,5 2,1
T4 5,56 2,05 8,8 2,5
T5 51 2,21 10 2,4

Trung binh 6,37 2,45 12,4 6,9
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Nhan xét: Bang 3.8 cho thdy su thay ddi cua strc cang doc toan bo thit trai &
cac thoi diém nghién ctru véi TO. Cho thay gia tri chénh léch cua strc cing
doc toan b thét trai & cac thoi diém T1, T2, T3, T4, T5 véi thoi diém TO, gia
tri chénh léch cao nhét 13 ¢ thoi diém T1va gia tri trung binh cta chénh 1éch
stre cang doc toan bo thit trai qua cac thoi diém 14 6.37 + 2.45.

3.2.1.3. Sur thay déi Vvé chitc ndng tam trwong that trai qua cac thoi diém
nghién cuu

dededk wKk K ek
*

[ 111§
LTHET |

TO T1 T2 T3 T4 T5

15

10

Biéu do 3.17. Thay doi ciia e’ vong van hai 1a & vach lién that
Nhan xét: Khi so sanh e’ vach & cac thoi diém nghién ctu T1, T2, T3, T4, T5
v6i thoi diém TO cho thay, mac du gid tri trung binh cia e’ vach nam trong
gia tri binh thuong nhung c6 giam trong cac thoi diém nghién ctu véi p<
0,05, gia tri thap nhat ¢ thoi diém T3 9,88 + 2,61 cmls.

o
™~ dede ke

I 177]1]]

TO T1 T2 T3 T4 TS

15

10

Biéu dd 3.18. Thay doi ciia e’ vong van hai 14 & thanh bén that trai
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Nhan xét: Tuong tu sy thay doi cua e’ vach, gia tri ciia ¢’ bén ciling co thay
d6i gitta cac thoi diém nghién ciru va su thay d6i ndy ¢ y nghia théng ké véi
p<0.05. Tuy nhién gié tri ciia ¢’ bén vin nam trong gidi han binh thuong. Gia
trj trung binh thap nhit ctia e’ bén & thoi diém T3 1a 12,12 + 3,78.

‘o | tHtest paired
Fkk Feded 2 E2 23 *hdk

TO T1 T2 T3 T4 TS

Biéu dd 3.19. Sur thay d6i ciia E/e’ vach
Nhan xét: Gia trj trung binh cua ty 1& E/e’ vach & cac thoi diém nghién ctu
nam trong gidi han binh thuong. Khi so sanh E/e’ vach ¢ cac thoi diém
nghién ctru T1, T2, T3, T4, T5 véi thot diém TO cho théy co su khac biét gitra
thoi diém T2, T3, T4 véi thoi diém TO.

o~ t-test paired e dede dedede ke de dedke s desede

1.5

TO T T2 T3 T4 TS

Biéu dd 3.20. Thay doi ciia E/e’ bén
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Nhan xét: Giéng nhu chi s6 E/e’ vach, gia tri trung binh cua ty 1& E/e’bén &
cac thoi diém nghién ctru nam trong gidi han binh thuong. Khi so sanh E/e’
vach & cac thoi diém nghién ctru T1, T2, T3, T4, TS5 vdéi thot diém TO cho
thay c6 su khac biét giira thoi diém T2, T3, T4 voi thoi diém TO.

= i *k *kk dee e F*hk *k
0 |t-test paired

T 1
w1l T

25

20
|

Thé tich nhi trai (ml/m2)

15

10

TO T1 T2 T3 T4 T5

Biéu d0 3.21. Thay doi cia thé tich nhi trai
Nhan xét: Sy thay doi cua thé tich nhi trai qua cac thoi diém nghién ciu
khong c6 ¥ nghia thong ké. Gia tri trung binh & cac thoi diém nghién ctru nam

trong gidi han binh thuong va so véi thoi diém TO ciing khong c6 su khac biét

cO y nghia thong keé.
. R o F*ekdk Fedede
« |ttest paired ns
- . .
wn
c ] T T 1
: B ES
o 4
3 - 1
© .
i
o™
c
el
o
S _
(5
8
[ =
o«
=
.
o 4
TO T1 T2 T3 T4 T5

Biéu dd 3.22. Thay doi cia van tdc t6i da dong hé van ba 14
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Nhan xét: Sy thay do6i cta toc d6 t6i da dong hd van ba 14 qua céc thoi diém
T1, T2, T3, T4 1a c6 ¥ nghia thong ké va gia tri trung binh cia chi s6 nay ¢
cac thoi diém nghién ctru trén nam trong gidi han binh thudng.
3.2.2. Thay déi ciia thit phdi qua cdc thoi diém nghién civu:
3.2.2.1. Thay doi ciia kich thwéc that phdi

- Chdng t6i nhan thay ring, duong kinh ngang giira, duong kinh ngang
day, duong kinh doc that phai, duong ra that phai doan gan va duong ra that
phai doan xa c6 thay doi trong 6 thoi diém nghién ciu. Tuy nhién sy thay doi

nay van nam trong khoang gia tri binh thudng va khong cé y nghia thong ke.

3.2.2.2. Sy thay déi cua chire ndng that phdi qua cac thoi diém nghién cizu

LTl
1 l l

26
L

24
L

22

20

Chirc ndng tam thu that phai theo chiéu doc
18

16

TO T1 T2 T3 T4 T5

Biéu dd 3.23 Thay ddi cia chirc ning tAm thu that phai theo chiéu doc

Nhan xét: Khi so sanh chtrc nang tdm thu that phai theo chiéu doc & cac thoi
diém nghién ctru T1, T2, T3, T4, T5 véi thoi diém TO cho thiy, mic du gid tri
trung binh ctia chirc ning tdm thu that phai theo chiéu doc & cac thoi diém
nghién ctru nam trong gi6i han binh thudng nhung gia tri nay giam trong céc
thoi diém nghién ctru, gia tri thap nhat & thoi diém T2 sau d6 phuc hdi dan,
tuy nhién van khong hdi phuc vé gia tri ban dau, su thay d6i nay c6 y nghia

théng ké. Gia tri trung binh thap nhat cta chirc ning tdm thu that phai theo
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chiéu doc & thoi diém T2 1a 21,05 + 1,71, gia tri cao nhat ¢ thoi diém TO

23,49 +£1.47.

t-test paired kk ok Fekek dke ke *k ok

s LTIl
- THTT]

TO T1 T2 T3 T4 TS

20

18

16

14
|

Van téc dinh tdm thu van ba la

12

10

Biéu d6 3.24. Thay doi cia van tdc dinh tam thu van ba &
Nhan xét: Gidng nhu chirc ning tdm thu that phai theo chiéu doc, gi tri cua
van tdc dinh tAm thu van ba 14 & céc thoi diém nghién ctru TO, T1, T2, T3, T4,
T5 c6 thay doi va sy thay d6i ndy c6 ¥ nghia thong ké. Gia tri nay giam trong
cac thoi diém nghién ciru, gia tri thap nhat & thoi diém T2 sau d6 phuc hodi dan,
tuy nhién van khong hdi phuc vé gia tri ban dau, nhung cac gia tri trung binh cta
van toc dinh tAm thu van ba 14 & cac thoi diém nghién ciru nam trong gidi han
binh thuong. Gia tri trung binh thip nhat ctia van tc dinh tAm thu van ba 13 ¢
thoi diém T2 14 14,1 + 1,76, gia tri cao nhit ¢ thoi diém T0 15,49 + 1,78.
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t-test paired *kk ok Hkek *kk Hokek

| T T1T11

iLLLJ—

60

50
|

40

Phan sé thay déi dién tich that phai
20 30
1 |

10

TO T1 T2 T3 T4 T5
Biéu dd 3.25. Thay doi ciia phan sé thay ddi dién tich that phai
Nhén xét: Ciing xu huéng ctia bang 3.28 va 3.29, sy thay ddi ctia phan sd thay
d6i dién tich that phai & cac thoi diém nghién ciu 1a c6 ¥ nghia thong ké, tuy
nhién van nam trong gia tri binh thuong. Gia trj trung binh cao nhét ¢ thoi diém
TO 14 42,67 + 4,97 va thap nhét ¢ thoi diém T2 14 39,92 + 6,76.

t-test paired - - ok - -

- o
I .

35
|

30
|
I
I

25

15

Swre cang doc thanh tu do that phai
20
|
L I

10

T0 T1 T2 T3 T4 5
Biéu d@d 3.26. Thay doi cia sire cing doc thanh tw do that phai
Nhan xét: Khi so sanh strc cing doc thanh ti do that phai vé6i thoi diém ban

dau (TO) thi chi s6 nay giam & cac thoi diém nghién cru T1, T2, T3, T4, T5
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va su thay ddi nay co ¥ nghia théng ké, gid tri tuyét ddi cua strc cang thanh tu
do that phai thdp nhat & T2 1a - 23,22 + 3,61 va cao nhat & TO 1a 29,7 + 3,16.
Tuy gia tri trung binh cta stc cing doc thit phai & cac thoi diém nghién ciu
van duy tri & mic cao nhung gia tri nho nhét cta chi sd nay & mdi thoi diém

nghién ctru déu thap, thip nhat 1a | 11 | .

t-test paired
dokk Fkk ook Fdkk dedede
(=1
o)
b T -1
5 . —_ |
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E (o] —
oW ——
0
o
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g :
=
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o —_—
o 1 . -
O
33—
%) . -
]
o
T T1 T2 T3 T4 T5

Biéu dd 3.27. Thay doi cia sirc cing doc toan b that phai
Nhan xét:

Tuong tu nhu strc cang doc thanh ty do thét phai, strc cang doc toan bo
that trai cling giam & cac thoi diém nghién ctru khi so véi thoi diém TO, su
thay d6i nay c6 y nghia thong ké. Gia trj tuyét d6i cla strc ciang doc toan bo
that phai thap nhat & T2 1a | 20,62 + 2,42 | va cao nhat & TO [27,98 +2,6].
Tuy gi4 tri trung binh cia sic cang doc that phai ¢ cac thoi diém nghién ciu
van duy tri & muic cao nhung gia tri nho nhat cta chi s6 nay & mdi thoi diém

nghién ctru déu thap, thip nhat 1a | 12,1 | :
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Bing 3.9. Sw chénh léch sikc cing thanh tw do thit phdi 6 cdc thoi diém
nghién civu so véi thoi diém T0O

Thoi diém ARVFWS (%)
NC X +SD Max Min
TO 0 0 0 0
T1 6,03 3,57 10,3 10
T2 6,56 4,09 13,5 8
T3 5,37 3,3 13,6 7,5
T4 4,79 4,6 10,6 5,2
T5 3,48 3,64 10 7,5

Trung binh 5,25 3,98 13,6 10

Nhan xét: Bang 3.9 cho thay co su thay ddi cta sirc cang doc thanh tir do that
phai qua cac thoi diém nghién ctru khi so sanh véi thoi diém TO. Gia tri chénh 1éch
trung binh ciia stc cang doc thanh ty do that phai ¢ cac thoi diém T1,T@,T3,T4,T5
v6i TO 13 5,25 + 3,98, cao nhat cta stic cang doc thanh tu do that phai 13 & thoi
diém T2 12 6,56 + 4,09 %.

Bing 3.10. Sw chénh léch sirc cang doc toan bé thit phdi ¢ cdc thoi diém

nghién ciru so véi thoi diém T0

Thoi diém ARVGLS (%)
NC X +SD Max Min
TO 0 0 0 0
T1 6,1 2,91 13,6 10
T2 7,37 3,07 14,6 10
T3 6,55 2,78 13,3 8
T4 5,75 3,57 11,6 7,5
T5 4,06 3,06 9,7 5,2

Trung binh 5,96 3,2 14,6 7,5

Nhan xét: Bang 3.10 cho thay su thay di cua strc cing doc toan bo that phai
qua cic thoi diém nghién ciru khi so sanh voi thoi diém TO. Gia tri chénh 1éch
trung binh cua sttc cing doc thanh tu do that phai cua cac thoi diém T1, T2,

T3, T4, T5 dbi véi TO 14 5,96 + 3,2, cao nhat 1a & thoi diém T2 14 7,37 +. 3,07
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3.3. CTRCD & cac thoi diém nghién ctru va mdi lién quan véi cac thong
s0 siéu am tim, cac chi s0 1Am sang, cin 1am sang.
3.3.1. Ty Ié xudt hign CTRCD & nhém bénh nhin nghién civu

Réi loan chic niang tim lién quan dén diéu tri ung thu (Cancer
Therapeutics Related Cardiac Dysfunction (CTRCD) thay thé cho khai niém
CTRCD (cardiotoxicity) van duoc sir dung tir trude. CTRCD duoc x4c dinh
khi LVEF giam >10% va LVEF<53% [46].

Trong s6 46 bénh nhan nghién cau, trai qua 6 thoi diém nghién cuu,
chung t6i d3 phat hién ra 11 bénh nhan c6 xuat hién CTRCD chiém ty I¢
23,9%. Trong 11 bénh nhan nay, c6 5 bénh nhan xuat hién CTRCD ¢ hai thoi
diém nghién cau. Trong 16 luot xuat hiégn CTRCD thi ¢ thoi diém T1 1a 1
luot, T2 14 9 luot, T3 13 5 lugt va T4 1a 1 lugt. Nhu vay, thoi diém T2 1 thoi
diém xuat hién nhiéu CTRCD nhat, sau d6 1a thoi diém T3.

Bing 3.11. Tén sudt xudt hign CTRCD & cdc thoi diém nghién ciru

hoi diém xuét hién Tong lwot
' CTRCD T1 T2 T3 T4 - xuat hién
S6 bénh nhén CTRCD
CTRCD
1 1
1 1
1 1
1 1
1 1
1 1
5 5 5
11 1 9 5 1 0 16




85

3.3.2. Méi lién quan giita CTRCD va cac chi sb siéu 4m tim

3.3.2.1. Méi lién quan gitta CTRCD VA thdt trdi ¢ cdc thoi diém nghién ciu

3.3.2.1.1. Mdi lién quan gigia CTRCD va kich thudc thét tréi ¢ cac thoi diém nghién ciu
Bing 3.12.Moi lién quan gita CTRCD va cdc chi sé kich thuwdc thit trdi

Chi sb siéu o
am tim CTRCD n X =SD p
Co 16 48,94 + 2,95
Dd - 0,346
Khong | 260 48,10 + 3,48
Co 16 33,44 + 2,92
Ds - 0,063
Khoéng | 260 31,90 + 3,22
Co 16 120,44 + 18,48
vd - 0,0001
Khong | 260 101,70 + 17,80
Co 16 43,06 +£7,88
Vs - 0,008
Khoéng | 260 37,85+ 7,53
Nhan xét:

Trong tho1 gian diéu tri hoa chat, su thay doi cua thé tich buéng that
trai cudi tim truong va cudi tim thu c6 lién quan dén CTRCD. O bénh nhan c6
CTRCD thi gia tri trung binh cta thé tich budng that trai thoi ky tdm thu ting
nhe 13 120.44 + 18.48, gi4 tri trung binh cua thé tich that trai thoi ky tim truong
tang nhe 13 43.06 + 7.88. O bénh nhan khong co6 CTRCD thi hai gié tri nay duy
tri & gioi han binh thuong 1 101.70 + 17.80 va 37.85 + 7.53.
3.3.2.1.2. Méi lién quan giza CTRCD va chizc ndng tam thu that tréi ¢ cac thoi
diém nghién ciu
Bing 3.13. Méi lién quan giita CTRCD va chirc néing tam thu thit trdi, sirc

cing doc toan bj thit trdi

Chi S‘;i;‘f“ aM | CTRCD | n X +SD P
Co 16 51,69 + 048
EF ! ! < 0.0001
Khong | 260 59,73 + 3,49
Co 16 -15,56 + 2.32
< (.
LVGLS Khong | 260 217,48 + 3,25 0.01
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Nhan xét: Trong thoi gian diéu tri hoa chit, sy thay d6i cua phan sut tong
mau c6 lién quan dén CTRCD. O bénh nhan c¢6 CTRCD thi gid tri trung binh
ctia phan sudt tong mau that trai 1a 51.69 + 0.48, nhu vy gia trj ciia phan sut
téng mau that trdi cia nhom c6 CTRCD giam nhe, tuy nhién con trong gia tri
bao ton. Nhu biéu do 3.15 cho thay, gia tri trung binh thdp nhit ctia phan suat
tbng mau that trai ¢ thoi diém T2, va gid tri thip nhat ciia phan suat tbng mau
that trai 1 51% & thoi diem T2 va T4.

Gia tri tuyét ddi cua suc cang doc toan bd that trai & nhom CTRCD
cling gidm hon so vo1 nhom khong c6 CTRCD, sy khac biét nay c6 y nghia
théng ké. Va stc cing doc toan bo that trai giam hon so voi gia tri binh
thuong. Gia tri tuyét doi ciia gia tri trung binh strc cing doc toan b that trai &
nhom c6 CTRCD la | 15,56 +2,32 | . Trong biéu d6 3.16, gia tri tuyét d6i caa
gia trj trung binh stc cing doc thét trai thap nhét ¢ thoi diém T2 va gid tri
thap nhat cla ciing & thoi diém nay la | 12,1 | :

Bdng 3.14. Méi lién quan giita CTRCD va gid tri LVGLS

Test Result Asymptotic 95% P — o J
Variable(s) Area P | confidence Interval | CUt-off |Sensitivity| 1 - Specificity | Specificity —max(Se+Sp-1)
LVGLS | 0,668 | 0,012 | 0,562 ‘ 0,813 | -16,35 | 0,812 0,435 0,565 0,378

ROC Curve

Sensitivity

1 - Specificity

Diagonal segments are produced by ties.

Biéu do 3.28. Mai lién quan giixa CTRCD va LVGLS
Nhan xét: Gia tri cut-off cia LVGLS va CTRCD la -16,35 % véi d6 nhay la
0,812 va do dac hiéu 1a 0,565 véi p< 0,05 ¢6 ¥ nghia théng ké. Vi vay, kha
nang dy doan xuét hién CTRCD ctua LVGLS 1a & gia tri - 16,35%
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3.3.2.1.3 Moi lién quan gizza CTRCD va chic ning tim trwong that trai
Bing 3.15. Méi lién quan giita CTRCD VA cdc chi so siéu am ciia chirc

ndng tim trwong thit trdi

Chi s6 siéu Am o
) CTRCD n X £SD P
tim
Co 16 26,16+ 5,36
LAEVS 0,087
Khong 260 24,02 £+ 4,81
Co 16 8,9+0,26
E/e’vach 0,143
Khong 260 79+0,19
Co 16 99+0,21
E/e’bén 0,151
Khong 260 8,9+0,18
Co 16 9,04 + 3,22
e’ vach 0,011
Khong 260 10,63 + 2,35
Co 16 11,05+ 3,79
e’ bén 0,053
Khong 260 12,85 + 3,59
Co 16 2,19 +0,15
TRVmax 0,850
Khong 260 2,18 + 0,23

Nhan xét: Theo bang 3.15, khong c6 su lién quan gitta CTRCD voi cac chi
s6 thé tich nhi trai, e’ bén, van toc téi da dong hd van ba 1a va ty 18 Ele’.
Nhung c6 méi lién quan gitra CTRCD véi chi sé e’ vach voi p< 0,05, tuy
nhién gi tri trung binh cuia ¢’ vach & nhém c6 CTRCD van nam trong gia tri

binh thuong va 1a 9,04 + 3.
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3.3.2.2. Méi lién quan giita CTRCD va thit phii 6 cdc thoi diém nghién ciru
3.3.2.2.1. Mgi lién quan giita CTRCD va kich thuréc that phdi:

Bing 3.16. Moi lién quan giiva CTRCD va kich thwdc thit phii

Chi sb siéu _
o CTRCD | n X +SD P
am tim
Co 16 29,44 + 1,82 0,094
RVD1
Khéng | 260 28,56 + 3,38
Co 16 20,56 + 1,59 0,810
RVD2
Khong | 260 20,46 + 1,64
Pudng kinh Cé 16 51,25 + 5,17 0,557
doc that phdi | Khong | 260 50,37 + 5,84
Co 16 22,31 +2,09 0,751
RVOTprox
Khong | 260 22,77 +5,67
Co 16 20,25 + 1,44 0,783
RVOTdistal
Khéng | 260 20,36 + 1,58

Nhan xét: Khong co sy lién quan gitta CTRCD va cac chi s6 duong kinh
ngang ddy, duong kinh ngang gitta, duong doc that phai, dudng ra thit phai

doan gan, duong ra that phai doan xa trong qua trinh diéu tri.
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3.3.2.2.2. Méi lién quan gizza CTRCD va chitc ndng that phdi
Bing 3.17. Méi lién quan giita CTRCD VA chirc ning thit phdi

Chi s0 siéu B
o CTRCD| n X +SD p
am tim
Co 16 2219+1,01
TAPSE 0,478
Khong | 260 21,84 + 1,89
Co 16 38,44 +5,18
FAC 0,195
Khong | 260 40,40 + 5,91
Co 16 15,00 + 1,63
RVS’ 0,270
Khong | 260 14,46 +1,92
Co 16 23,79 + 2,79
RVFWS 0,048
Khong | 260 25,42 + 4,16
Co 16 -20,71 +1,51
RVGLS 0,0001
Khéng | 260 23,15 + 3,77

Nhan xét:

O 6 thoi diém nghién ciru, khong ¢ su lién quan giita CTRCD véi
phan sb thay doi dién tich that phai, chirc ning tdm thu that phai theo chiéu
doc va van téc dinh tAm thu ¢ van ba I4.

Stc cang thanh tu do that phai va CTRCD c6 mdi lién quan véi nhau
va moi lién quan nay c6 y nghia théng ké véi p<0.05. O nhém bénh nhan co
CTRCD, gi4 tri trung binh cua stic cing thanh tu do that phai 1a
-23,79 £ 2,79.

Stic cang doc toan bo that phai va CTRCD c6 mébi lién quan chit ché
vt p<0,001. O nhém bénh nhan c¢6 CTRCD, gia tri trung binh cua suc cang
doc toan bo that phai 1a -20,71 £ 1,51, trong khi & nhom khong ¢6 CTRCD thi
gia tri trung binh ciia chi s6 nay 1a -23,15 + 3.77.
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Bing 3.18. Méi lién quan giita CTRCD va gid tri ciia RVFWS

Test Result Asymptotic 95% | Cut-off o o . J
] Area p . ) Sensitivity|l - Specificity| Specificity
Variable(s) Confidence Interval | point =max(Se+Sp-1)
RVFWS | 0,647 | 0,048 | 0,531 | 0,764 ‘-25,15 0,750 0,469 0,531 0,2808
’ ROC Curve
084
E 064
5 04
024
0 — T T :
00 02 04 08 08 10
1 - Specificity

Biéu dd 3.29. Mai lién quan giira CTRCD va gia trj cia RVFWS
Nhan xét: Theo bang 3.17, gid tri cut-off ciia strc cing thanh tu do that phai
va CTRCD la -25,15 % v6i d6 nhay 1a 0,75 va @6 dac hiéu 1a 0,531.

Bing 3.19. Méi lién quan giita CTRCD va gid tri ciia RVGLS

Test Result Asymptotic 95% Sz« e o . J
Variable(s) Area p Confidence Interval Pbiem cat| Sensitivity | 1 - Specificity | Specificity =max(Se+Sp-1)
RVGLS 0,723 | 0.003 0,641 ‘ 0,804 | -23,45 1,00 0,55 0,45 0,45
ROC Curve
1.0 /
0.8
= 0.6+
=
D s /
0.2
[
oo / T T T T
0.0 02 04 08 08 1.0
1 - Specificity

Biéu d6 3.30. Méi lién quan giira CTRCD va gia tri RVGLS
Nhén xét: Theo bang 3.18, gia tri cut-off cta sirc cing doc toan bo that phai
va CTRCD la -23,45 % véi d0 nhay 1a 1 va d6 déc hiu 1a 0,45




91

3.3.3. Méi lién quan giva CTRCD va cdc yéu té lim sang va cin lam sang
3.3.3.1. Moi lién quan giza CTRCD va c4c yéu to 1am sang
Bing 3.20. Méi lién quan giita CTRCD va tudi

CTRCD i
_ _ Tong p
Co | Khong OR
n 9 153 162 4,56
<50
% 5,6% | 94,4% |100,0% (0,56-36,40)
. N 1 77 78
Tuo6i | 50 - <60 0.006
% 1,3% | 98,7% |100,0% 1
N 6 30 36 15,40
> 60
% 16,7 83,3 | 100,0 (1,78-133,35)
, n 16 260 276
Tong
% 5,8% | 94,2% |100,0%

Nhan xét: Tudi va CTRCD c6 mdi lién quan c6 ¥ nghia thong ké véi p =
0,006. Nhém bénh nhéan c6 tudi trung binh > 60 tudi c6 ty 16 CTRCD cao
nhat, chiém 16,7%, sau d6 1a nhém tudi < 50 ¢o ty 16 CTRCD la 5,6%.

Bing 3.21. Méi lién quan giita CTRCD va BMI

CTRCD Tong p OR
Co Khéng
185 9pgSOluong | 8 160 168 | 03 1,72
' T Ty18% | 48% | 952% | 100.0% (0,62 —4,72)
BMI ;
3 S6 luong 8 100 108
- Ty16% | 7,4% | 926% | 100,0%
2 S6 lugng | 16 260 276
Tong 1A
Ty16% | 58% | 942% | 100,0%

Nhén xét: Nhém bénh nhan c¢6 BMI cao ¢6 sé bénh nhan mic CTRCD cao
gap 1,72 1an so vi nhdm c6 BMI binh thudng, tuy nhién gia tri nay khong c6
y nghia théng ké véi p = 0,3.
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Bing 3.22. Méi lién quan giita CTRCD va nguy co tim mach (NCTM)

CTRCD Téong p OR
Co Khéng
. S luong 10 248 258 | 0,001 12,4
NCTM thap Ty16% | 39% | 96,1% | 100,0% (3,86-39,8)
NCTMtrung SO luong 6 12 18
binh Tyle% | 33,3% | 66,7% | 100,0%
) S6 lugng 16 260 276
Tong
Ty16% | 58% | 942% | 100,0%
Nhan xét:

Nguy co tim mach va CTRCD c6 mébi lién quan c6 ¥ nghia thong ké véi
p = 0,001. Nhém bénh nhan c6 nguy co tim mach trung binh cé ty 1¢ CTRCD
cao hon 2,4 1an so v6i nhom c6 NCTM thép.
3.3.3.2. Mai lién quan giiza CTRCD va cac yéu té can 1am sang

Bing 3.23. Méi lién quan giita CTRCD véi Troponin I

CTRCD 2
C6 |Khong| ‘omg | P OR
Ting n 10 88 98
Troponinl % | 10,2% | 89,8% |100,0% 0.02 3.258
Khong tang n 6 172 178 (1.15-9.26)
% | 3,4% | 96,6% |100,0%
Téng n 16 260 276
% | 5,8% | 94,2% |100,0%

Nhan xét:

Trong 6 thoi diém nghién ciru ¢6 tong sd 98 luot ting Troponin I, va
nhom nay c6 ty 1& mac CTRCD cao gap 3,258 lan so voi nhom khong ting
Troponin I. Méi lién quan nay c6 ¥ nghia théng ké vai p<0,05.
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Bing 3.24. Méi lién quan giita CTRCD véi NT-ProBNP

CTRCD ]
Tong | P OR
C6 | Khong
n 0 6 6
Tang
NT- % | 0,0% |100,0% |100,0% 0.00
ProBNP 1.0 ’
n 16 254 270
Khong tang
% 5,9% | 94,1% |100,0%
7 n | 16 | 260 | 276
Tong
% 5,8% | 94,2% |100,0%
Nhan xét:

Trong qua trinh diéu tri, c6 6 luot ting NT-proBNP & cac thoi diém T2,
T3, T4, sau d6 trd vé binh thuong ¢ thoi diém T5. Ta thay rang, khong c6 mbi
lién quan gitta CTRCD va NT-proBNP.
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CHUONG 4
BAN LUAN

4.1. Pic diém ciia nhém nghién ciru
4.1.1. Pdc diém chung ciia nhém nghién ciru

Trong nghién ciru ctia ching t6i, tudi trung binh ctia cic bénh nhan
trong nghién ctru 1a 47,5 £ 9,5 tudi, cao nhat 1a 72 tudi va thép nhét 22 tudi,
d6 tudi hay gip nhét 1a dudi 50 tudi tudi chiém 62.8 %. Tudi trung binh
cia nhom nghién ctru twong ty véi tudi trong nghién ciru cua Phung Thi
Huyén, Pham Tuan Anh va Nguyén Thi Minh Phuong [89],[ 90],[91].

Lién quan dén ty 18 nam giéi 1a 0% trong nghién ctru, nhiéu tai liéu da
cho thay su phat trién cua tuyén vi, ndi tiét khac nhau giita nam va nit, nén
ung thu v ¢ nam gidi thudng duoc diéu tri bang phuong phap phiu thuat
cit tuyén v va xa tri sau phau thuét [92], hon nita thu thé yéu td phat trién
biéu bi (HER-2) thudng 4m tinh ¢ nam gidi [93],[11], day 1a Iy do ty 1¢
nam gidi trong nghién ctru cua ching t61 1a 0%.

Tén thwong v phai 1 49 ngudi, chiém 57%. Ton thuong v trai 1a 37
nguoi, chiém 43%.

Roi loan chuyén hoa lipid va ting huyét 4p 1a yéu t6 nguy co va bénh

Iy tim mach xuét hién trong nhom nghién cuu. S6 bénh nhan méc rdi loan
chuyén hoa lipid 12 8 ngudi chiém 17,4%, s6 bénh nhan c6 ting huyét ap 1a
4 nguoi, chiém 8,7%. Ca 4 bénh nhan tang huyét ap déu kém theo rdi loan

chuyén hoa lipid. Phan ting nguy co tim mach thi ¢6 40 bénh nhan c6 nguy
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co thap chiém 87%, 6 bénh nhan c6 nguy co cao chiém 13%. Ty 1¢ bénh
nhan ting huyét ap, nguy co tim mach trong nghién ctru cua chung toi
tuwong ty nghién ctru ctia Pham Tuén Anh [90.

Trong 46 bénh nhan nghién ctru, 28 bénh nhan c6 BMI ¢ muc do
trung binh (18,5-22,9) chiém 60,9 %, cd 13 bénh nhan & muc d6 thira can
(23-249,9) chiém 28,3 % va cd 5 bénh nhan béo phi (> 25) chiém 10,8 %.

Tuy nhién, trong nghién clru cua cac tdc gia nudc ngoai nhu
Arciniegas Calle va cong su [12],[94], Tanindil A. va cong su [13],[95]
Nakano S. va cong su [14],[96] thi s6 luong cac yéu td nguy co tim mach
va bénh tim mach 1a nhiéu hon, bao gdm déi thao dudng, hut thude 14, béo
phi, rdi loan chuyén hoa lipid, ting huyét ap, bénh dong mach vanh. S¢ di
co su khac biét nay co thé 1a sy khac nhau cua tap quan sinh hoat, dinh
dudng & cac nudc khac nhau.

Trai qua 15 thang diéu tri voi 6 thoi diém nghién ctru, 46 bénh nhan
trong nhom nghién ctru dugce didu tri voi liéu héa chat khong thay doi.
Theo bang 3.4, liéu tich liy trung binh ctia Anthracyclin 1a 271,77mg/m?
Cyclophosphamide 1a 915,91mg/ m%/ngay véi tong liéu 1a 2797,73 mg/m2,
Doxetaxel (taxan) la 100mg/m? /ngay toéng liéu tich liiy trung binh 1a
457,31mg, trastuzumab véi lidu tir 2mg/kg dén 6mg/kg. Nhu di biét, lidu
gdy CTRCD cua anthracycline 1a > 450mg/m2 da, Cylophosphamide la
1500mg/ mZ/ngéy. Nhu vdy, liéu diéu trj hoa chat ciia nhom bénh nhan

nghién ctru thip hon so véi liéu gdy CTRCD cila cic hoa chét trén.
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4.1.2. Pdc diém lam sang va cdn lim sang ciia nhém nghién ciru
4.1.2.1. Bdc diém 1am sang

Qua 6 thoi diém nghién ctu, chung t6i khong ghi nhan xuét hién céac
truong hop dau thit nguc theo dinh nghia cua CCS va triéu ching suy tim
theo NYHA. Su xuat hién triéu chimg dau nguc va suy tim 1 rat khac nhau
& cac nghién ctru trong nudc va thé giéi.

Nghién ctru ciia Phung Thi Huyén ¢ 63 bénh nhan ung thu va diéu tri
anthracycline va trastuzumab, tudi trung binh 13 49, yéu t6 nguy co tim
mach chiém 12,8% gdm ting huyét ap va dai thao dudng. Sau 9 thang diéu
trj 6 1 bénh nhan xuat hién triéu chimg suy tim NYHA 2 [89].

Trong nghién ciru cua Nguyén Quynh Trang & 30 bénh nhan U
lympho khong Hodgkin diéu tri anthracycline, tudi trung binh cta nhém
bénh nhan 13 58,8+10,0, nhiéu yéu t6 nguy co va bénh 1y tim mach. Cac
bénh nhan dugc theo ddi ¢ 2 thoi diém: bat dau va két thic diéu tri
anthracycline. Sau diéu tri, c6 5 bénh nhan c6 tri¢u ching suy tim chiém
17,2% [8].

Nghién ctru ciia Sawaya va cong su ¢ 81 bénh nhan ung thu va, tudi
trung binh 50 + 10, nhiéu yéu t6 nguy co tim mach, diéu tri anthracycline
va trastuzumab. Bénh nhan duoc theo ddi ¢ 6 thoi diém nghién ctru. Két
qua c6 6% bénh nhan trong nhém xuat hién tridu chimg suy tim [58].

Nghién ctru ciia Arciniegas Calle & 66 bénh nhan ung thu v diéu tri

anthracyclien hodc trastuzumab, tudi trung binh 52 + 9, cic bénh nhan
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duoc danh gia ¢ 3 thoi diém: bat dau nghién ciru, khoang 3 va 6 thang sau
thoi diém nghién ctru dau tién. Két qua nghién ctru khong ghi nhan bénh
nhan c6 xuat hién triéu chimg suy tim [96]. Ciing khong c6 bénh nhan nao
xuat hién triéu chimg suy tim & nghién ctru ctiia Negishi va cong su [101].

Su xudt hién triéu chirng dau nguc theo CCS va suy tim theo NYHA
khac nhau 1a do d6i tuong ciia cic nghién ciru 1a khac nhau veé tudi, gidi, ty
1& va s luong yéu t6 nguy co, bénh 1y tim mach, phac d6 hoa chat diéu tri
va thoi diém nghién ctru.

Cac nghién ctru vé anthracycline va trastuzumab cho thdy cac yéu td
nguy co cta ting CTRCD cua cac hoa chat nay 1a tudi, dai thao duodng,
tang huyét ap, béo phi. Ngudi bénh BMI trén 30kg/m? 1am ting phoi nhiém
v6i hoa chét [97], trén 65 tudi hodc dudi 4 tudi ¢ nguy co ddc tinh 1én tim
cao [98], dai thao dudng va ting huyét 4p lam ting nguy co doc tinh 1én
tim, nhitng bénh nhan diéu tri hoa chét anthracycline c6 ting huyét ap thi
nguy co xuat hién suy tim gip 12 1an so v&i nhitng bénh nhan khdng c6
tang huyét ap [99],[100]. Nhu da dé cap & trén, sd luong va ty 18 yéu t6
nguy co tim mach va bénh 1y tim mach & nhom nghién ctru 1a thép, ty 16
BMI trong gidi han binh thuong cao, lidu tich lily hoa chat khong cao nén
46 bénh nhan trong nghién ctiru, mic du c6 thay doi vé cac chi sd siéu am
tim nhu phan sudt tong mau that trai ndy van nam trong khoang an toan
cho phép, vi vay cac biéu hién cua dau nguc hay kho thd khong thdy xuét

hién trong nhém nghién ctru.
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4.1.2.2. Bdc diém cdn 1am sang cza nhém nghién citu
* Sy bién doi cua Troponin 1 va NT-proBNP qua céc thoi diém nghién cizu

Trong nghién ctru cua chuing t61, gia tri trung binh ctia Troponin I
ting cao nhat ¢ thoi diém T2 voi p < 0,05. O céc thdi diém nghién cuu,
Troponin I ¢6 thay d6i va su thay d6i nay cé y nghia thong ké véi
p<0,05. Gia tri trung binh ciia Troponin I cao nhat & thoi diém T2 la
12,65 + 8,0, sau d6 giam va thap nhat 1a & thoi ky TS. Gia tri cao nhat
cling xuat hién ¢ thoi diém T2 1a 41,4, sau d6 1a thoi diém T3 1a 23,3
mmol/I.

Dbi véi NT-proBNP su thay do6i trong qua trinh diéu tri cling ¢6 ¥
nghia thong ké, nhung gia tri trung binh va gia tri cao nhat ciia NT-proBNP
van nam trong giéi han binh thuong.

Trong nghién ctru ciia Sawaya va cong su 6 81 bénh nhan ung thu
v, tudi trung binh 50 tudi, duge diéu tri hoa chit phac do anthracycline va
trastuzumab, cdc tac gia da thay rang Troponin I va NT-proBNP ciing ting
theo thoi diém nghién ctru va cao nhit & thoi diém T1 [58]. Trong nghién
ctru ctia Putt & 78 bénh nhan nit ung thu va c6 két qua 13 Troponin T ting
cao nhat & thoi diém T2 va gia trj trung binh tai thoi diém d6 1a 12ng/1
[102]. Hai nghién ctru ndy c6 két qua twong ty nghién ciru ctia ching t6i c¢6

thé do dbi twong nghién ctru va phac db diéu tri twong ddi giéng nhau.
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* Sw bién doi ciia dién tam do qua cac thoi diém nghién ciiu

Nhip xoang la nhip cha dao & tit ca cac thoi diém nghién ctu.
Khoéng ¢ rdi loan nhip nhu: khoang QT kéo dai, rung nhi, ngoai tdm thu
that ... xuat hién. O thdi diém TO c6 3 bénh nhéan ¢ nhip xoang nhanh,
taing dan ¢ cac thoi diém nghién ctru va ty 1& bénh nhan cé nhip xoang
nhanh cao nhat ¢ thoi diém T1 (30,4%) sau d6 1a thoi diém T2 (25%). Két
qua ndy ciling twong tu v4i két qua trong nghién ctru ciia Phung Thi Huyén,
c6 7 bénh nhan c6 nhip xoang nhanh chiém 11,1%, khong c6 cac r6i loan
nhip khac [89].

* Sy bién doi cua hé tao mau méu qua céc thoi diém nghién cizu

Két qua nghién ctu cho thady su thay d6i cia bach cau va
hemoglobin trong cac thoi diém nghién ctru 1a ¢6 ¥ nghia thong ké véi p<
0,05. Tuy nhién gi4 tri trung binh cta hai chi s6 ndy van nam trong gidi
han binh thudng, trong d6 ¢6 1 bénh nhan giam bach ciu ¢ thoi diém T3
(2,17%) , c6 8 bénh nhan vo1 15 lugt giam hemoglobin (5,43) & cac thoi
diém khac nhau va déu giam & mirc d6 1.

Trong nghién ctru ciia Phung Thi Huyén & 63 bénh nhan ung thu vi
diéu tri phac 46 AC-TH thi ty 1& ha bach cau d6 3-4 chiém 1,6%, ha
hemoglobin & murc d6 1 [89].

Nghién ctru ciia Pham Tuan Anh & bénh nhén ung thu va diéu tri hoa
chit phac 46 4AC-4P liéu day cho thdy c6 13,8% bénh nhan ¢ giam bach cau

mirc 46 3-4, 23,3% giam hemoglobin va chu yéu 1a giam ¢ mutc do 1 [90].
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Anthracycline 14 nguyén nhan chinh gy doc tily xwong. D3 c6 nhiéu
nghién ctru trén thé gidi trinh bay vé tic dung khong mong mudn trén hé
tao mau 1a giam s6 lugng va chirc ning cac dong té bao mau ngoai vi va
suy tiy xuong. Bién cd giam cac dong té bao mau 1a mot trong nhiing
nguyén nhan chinh giy han ché viéc sir dung ciing nhu hiéu qua diéu tri
cua Anthracycline.

* Sy bién doi cuia cdc co quan khac ngoai hé tao huyét

Trong sudt qua trinh nghién ciu, su thay do6i cia cac chi s6 lipid
mau, chtc ning gan, chirc ning than va HbA1C déu khong c6 ¥ nghia
théng ké véi p>0,05, cac chi sb nay van trong gi6i han binh thuong va ty 16
mac mdi 12 0%. Trong nghién ctru ciia Pham Tudn Anh va Phung Thi
Huyén ciing cho két qua tuwong tu [89],[90]. Két qua nay tuwong ddng véi
cac nghién ciru khac vé tac dung khong mong mudn cia Anthracycline
rang nhom héa chét nay it gay doc tinh trén gan, gdy ting men gan, (r mat
va suy gan cp.

4.2. Sw bién @di hinh thai va chirc niing tim qua cac thoi diém nghién

curu

4.2.1. Sw bién déi ciia hinh thdi va chirc ning thit trdi qua cdc thoi diém

nghién cuu.

4.2.1.1. Sur bién doi cua hinh thai thdt trai qua cac thoi diém nghién citu.
Theo biéu d6 3.11, 3.12 ta thay, su thay d6i cua dudng kinh that trai &

thoi ky tdm thu va tim truong qua cac thoi diém nghién ctru 1a khong c6 ¥
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nghia théng ké, tuy nhién cac gia tri nay & thoi diém T2 1a cao nhat, 1én t6i
57mm (Dd) va 41mm (Ds).

Két qua trong nghién ctru cta chung toi ciing phu hop véi két qua
nghién ctru ciia Nguyén Quynh Trang nim 2022 & bénh nhan U lympho
khong Hodgkin diéu tri Anthracycline, so sanh trudc va sau diéu tri
Anthracycline thi cac chi sb kich thudc tim thay doi khong c6 ¥ nghia thong
ké [8]. Kazuaki Negishi va cong su theo doi 127 bénh nhan ung thu va diéu
tri hoa chat anthracyline va trastuzumab ciing cho ra két qua nghién ciu
tuong tu [101].

Theo két qua Biéu d6 3.13 3.14ta thay, thé tich budng thét trai thoi ky
tam thu va tim truong c6 thay doi ¢ thoi diém T2, T3 va sy thay doi ndy c6 ¥
nghia thong ké. Trong nghién ctru cia Nguyén Quynh Trang va Kuzuaki
Negishi khong cho thdy két qua ndy, nhung trong nghién ctru cta Eliza de
Almeida Gripp va cong su lai c6 két qua tuong tw. Chi c¢6 chi sd thé tich
budng thit trai qua cac thoi ky tAm thu va tAm truong co su thay doi c6 ¥
nghia théng ké va chi c6 duy nhat chi s thé tich budng that trai 1a ¢ thay
d6i [103],[104].

Két qua nghién ciru cho thay, gia tri trung binh ciia do day vach lién
that va thanh sau that trai ¢ thoi ky tAm thu va tdm truong, cung véi gia tri
trung binh cta chi sd khéi that trai khong thay d6i trong cac thoi diém
nghién ctru. Tuong tu két qua nghién ctru cua tac gia Nguyén Quynh Trang

[8] va Kazuaki Negishi [102].
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4.2.1.2. Su bién doi ciia chirc nang tam thu that trai qua cdc thoi diém nghién
cuu.

Theo Biéu db 3.15, sy thay d6i vé gia tri ciia phan suat tong mau that
trai va stc cang doc toan bd that trai trong cac thoi diém 1a ¢ y nghia
thong ké. Gia tri trung binh cia EF va LVGLS déu giam trong qué trinh
diéu tri. Gia trj trung binh & thoi diém TO 1a 63,2 + 2.42% va -22,67 *
2,05%. Trong quaé trinh diéu tri thi hai thong sd nay giam dan va giam thap
nhit & T2 1a 57,28 + 4,3 va -15,18 + 2,88%. Trong nhém bénh nhan c6
xuat hién CTRCD ta thay, gid tri EF nho nhit 1a 51 va tap trung xuat hién &
thoi diém T2. Pén khi két thiic diéu tri thi gia tri trung binh tang hon ¢ thoi
diém T2 nhung van thip hon TO. Piéu nay xdy ra boi thoi diém T2, 13 thoi
diém khi két thuc 4 dot hoa chit két hop giira anthracycline va
Cyclophosphamide tim tiép tuc phai chiu tic dong cua 4 dot hoa chat
Doxetaxel va trastruzumab theo phac o, vi vdy chic ning tim phai chiu
tac dung cong hudng cua hai hoa chit nay. Trong nghién ctru cua Eliza de
Almeida Gripp ¢ 49 bénh nhan ung thu va diéu tri hoa chit anthracycline
va/hoic trastuzumab, phan s6 tong mau that trdi ciing giam ¢ cac thoi diém
nghién ctru va giam nhat & T2 [103]. Két qua nay ciing phu hop véi nghién
ctru cua Arciniegas Calle va cong su [94].

Biéu d6 3.15 cho thdy, gi tri trung binh ciia phan suat tong mau that
trai du co thay d6i qua cac thoi diém nghién ctru nhung vAn nam trong

mién gid tri binh thuong. Nhu vay, néu chi nhin vao su thay doi cia phan
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suat tong mau that trai thi kho c6 thé phat hién sém céc truong hop xuat
hién CTRCD sém va kin dao.Trong khi d6, gia tri tuyét d6i cua stc cing
doc toan bo that trai ciing thay ddi qua cac thoi diém nghién ctru nhu phan
suat tong mau that trai, nhung gia tri tuyét d6i cua chi sd nay lai thap hon
gia tri binh thuong. Trong nhém bénh nhan xuat hién CTRCD, tuy LVGLS
khong giam >15% nhung gia tri LVGLS thap nhat 1a — 12,5% va & thoi
diém T2. Do d9, sttc cing doc toan bd that trai 1a mot chi s6 co thé giup
phat hién sdm cac trudng hop xuat hién CTRCD trong qué trinh diéu tri.

Gia tr1 trung binh cua chénh 1éch stic cang doc toan bd that trai (A
LVGLS) qua céc thoi diém nghién ctu la 6,37 + 2,45%. Gia tri cao nhét 1a
12,4%, thap nhét 1a 6,9%. Két qua nay thip hon trong nghién ctru cta
Nguyén Quynh Trang. Su khac biét ndy c6 thé do ddi twong nghién ctru
khac nhau. Trong nghién ctru ctia Nguyén Quynh Trang, d6i twgng nghién
clru ¢6 tudi trung binh cao hon (58,8 + 10,0), nhiéu yéu td nguy co tim
mach va bénh 1y tim mach méc phai hon [8].

4.2.3. Sw bién doi vé chirc ning tim trwong thit trdi qua cdc thoi diém
nghién ciru.

Trong nghién ctru cua ching toi, su thay doi ciia cac thong sb thé tich
nhi trai, van tbc dong ho t6i da van ba 14, ty 1& E/e’ vach va E/e’ bén trudc
va sau diéu tri khong c6 ¥ nghia thong ké voi p >0,05. Tuy nhién, su thay
d6i cua thong sb ¢’ vach va e’ bén & cac thoi diém nghién ctru 14 ¢6 ¥ nghia

théng ké. Mic du gia tri trung binh cta hai thong s6 ndy van nam trong
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gi6i han binh thudng, nhung gia tri nhé nhat ¢ cac thoi diém tir T1 dén TS
c6 xu hudéng giam dudi gia tri binh thuong, dic biét 1a chi s6 e’ bén. Trong
nghién ctru cua Upshaw va cOng sy ¢ 362 bénh nhan ung thu vu, thot gian
theo ddi trung binh 2,1 nam (tr 1,5 nim dén 4 nam), tic gia nhan thay
chirc ning tdm truong that trai ludn giam, véi su giam cua ty sd A/E, e’
vach va e’ bén, va tang cua ty s6 E/e’. 60% bénh nhan xuat hién rdi loan
chtrc ning tam truong that trai sau 1 ndm, sau 2 nim 1a 70% va sau 3
nam la 80% [104].
4.2.4. Sw bién doi hinh thdi va chirc ning ciia thét phdi qua cdc thoi
diém nghién ciru.
4.2.4.1. Sur bién doi cua hinh thai that phai qua céc thoi diém nghién cizu.
Cac chi sb hinh thai that phai nhu duong kinh ngang day, duong
kinh ngang giita, duong kinh doc that phai, dudng kinh dudng ra thit phai
doan gan va doan xa déu khong thay d6i qua cac thoi diém nghién ctu.
Céac nghién ctru trén thé gidi cling khong thiy su thay d6i cua cac chi sd
hinh théi that phai [105],[106]. Trong nghién ctru cua Jenica Upshaw va
cong su & 362 bénh nhan ung thu va diéu tri doxorubicin, doxorubicin va
sau do la trastuzumab hodc trastuzumab don thuan, hay két luan cua
Marijana T. sau khi d3 tong hop gan mudi nghién ctru & bénh nhan ung thu
vi diéu tri cic phic d6 héa chat khac nhau cé anthracyclin,
cyclophosphamide, doxetacel va trastuzumab déu trong thiy khéng cé su

bién d6i ctia cac chi sb hinh thai that phai trong qua trinh diéu tri hoa chat.
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4.2.4.2. Sy bién doi cua chire ndang that phdi qua cac thoi diém nghién citu

Céc chi s6 chie nang that phai nhu chirc ning tm thu that phai theo
chiéu doc, van tdc dinh tdm thu van ba 14, phan sb thay d6i dién tich thit
phai, strc cing doc thanh tu do that phai va stc cing doc toan phan that
phai déu thay doi qua cac thoi diém nghién ciru véi p<0,05. Gia tri trung
binh ctia cac chi s6 nay tuy van nam trong khoang gia binh thudng nhung
déu giam qua cac thoi diém nghién ctu, thap nhat & thoi diém T2 va cao
nhat & TO. Két qua nay ciing twong tu nhu nghién ctru ctia Boczar va cong
su & 49 bénh nhan ung thu vii diéu tri anthracycline trong thoi gian 3 thang
v6i 2 thoi diém theo doi 13 trude va sau diéu tri (TO, T1), gia tri trung binh
cia chi s0 RVFAC ¢ nhém bénh nhan niy giam tir 48,3% xubng con
42,1% (p=0,01) [107],[21]. Két qua twong tu ciling thdy & nghién ctru cla
Calleja va cong su ¢ 40 bénh nhan nir ung thu v dugc diéu trl trastuzumab
don thuan hodc cung voi anthracycline, RVFAC giam tir 47% xudng con
42% (p=0,01) [108]. Tuy nhién, trong nghién ctru cua Moudgil va cong su
thi TAPSE chi giam sau 6 thang diéu trj va khong thiy thay ddi cua
RVS’[109].

- Biéu d6 3.26 va 3.27 cho thay stc cing doc toan bo that phai
(RVGLS) va strc ciang doc thanh tu do that phai (RVEWS) giam theo céc
thoi diém nghién ctru, cao nhit ¢ TO va gia tri thdp nhat twong Ung 13 -
21,06% * 2,13 va -23,4 = 3,02 do dugc & thoi diem T2 d6 1a khi vira két

thuc héa chit AC va Trasuzumab lai dugc bd sung vao phac dd, vi vay
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chtrc ning tim phai chiu tac dung cong hudng ctia hai hoéa chat nay. Két
qua nay ciing tuwong tw voi cac nghién cou khac [110],[111],[112]. Tuy
nhién gia tri thap nhat va thoi diém giam thap nhét cia strc cing doc toan
bd that phai trong nghién ctru cua chung t6i khac voi cac nghién ciru khéac
bai thiét ké nghién ctiru khac nhau. Geris Mazzutti va cong sy [109] danh
gia r6i loan that phai khi bénh nhan ung thu v dugc diéu tri chi voi
Trastuzumab kéo dai 9 thang véi 4 1an danh gia, thoi diém st cang doc toan
bo that phai dat gia tri thap nhat trong nghién ctru nay 1a T1 va gia tri 14 -22,5
+ 2,1%. Michal va cong su [100] lai danh gié strc cang doc toan bo that phai &
bénh nhan ung thu vu chi duoc diéu tri Anthracycline voi 3 14n theo doi trong
gan 6 thang, thoi diém stic cang doc toan bo that phai dat gia tri thap nhat &
T1 va gia tr1 1a -23,4 £ 5.3%. Con nghién ctru cua Anna Callega va cong su
[108] lai 1a 1 nghién ctru hdi ctru va danh gia lai stic cang doc toan bo that
phai & thoi diém 3 thang sau két thuc diéu tri.

- Trong nghién ctru cua chang to61, gid tri gidm (chénh léch A) cua
RVGLS va RVFWS tuong tng 13 3,48 + 2,91 % va 5,25 + 3,98 %, thap hon
so véi mot sd nghién ctru khac 1a do ddi twong nghién ctru khac nhau. Dbi
tuong nghién ctru trong nghién ctru ctia ching t6i 13 phu nit ¢6 tudi trung binh
tré hon, chi c6 17,4% trong s6 d6 co yéu tb nguy co tim mach, va 8,7% cé
bénh 1y tim mach kém theo, cac bénh nhan chi diéu tri hoa chat don thudn ma

khong c6 cAc tri liéu khac kém theo nhu xa tri, noi tiét [109],[110],[111].
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4.3. CTRCD & cac thoi diém nghién ctru va méi lién quan véi cac thong
s0 siéu am tim, cac chi s6 1Am sang, cin 1am sang.
4.3.1. CTRCD qua cdc thoi diém nghién ciru.

Co téng s6 16 lugt xuat hién CTRCD & 11 bénh nhéan trong nhom
nghién ciru qua 6 thoi diém, chiém 23,9% (theo s6 bénh nhan). Trong d6
c6 6 bénh nhéan xuét hién CTRCD 1 lan va 5 bénh nhan xuat hién CTRCD
2 1an. S6 luot xuit hién CTRCD nhiéu nhit & T2 (9 luot), sau d6 1a T3 (5
lugt) va cac bénh nhan nay déu hdi phuc ¢ thoi diém T5. Cac bénh nhan
nay c6 EF giam va thip nhét 13 51%, LVGLS giam thap nhat xudng con —
12,5% khong c6 bénh nhan nao c¢6 ALVGLS > 15%. Piém cut-off cia
CTRCD va LVGLS la - 16,35%.

Két qua tuong tu nhu nghién ciru cua Heloisa Sawaya va cong su &
81 bénh nhan ung thu v diéu tri hda chat cé anthracycline va trastuzumab
cling 6 ty 1& xuit hién CTRCD 1a 32% do EF giam, gid tri trung binh cta
LVGLS trong nhdm CTRCD la 15+ 3%, ALVGLS la 4,2+3,9%, khoéng
thiy bénh nhan nao c6 ALVGLS > 15% [58].

Trong nghién ctru ciia Arciniegas Calle & 66 bénh nhan diéu tri
anthracycline hodc trastuzumab thi ty 16 CTRCD la 20%, diém cut-off -
14.6% p=0.003, ty 1& xuat hién CTRCD cao nhit ¢ thoi diém T2 [94].
Trong nghién ctru ciia Negishi K va cong sy thi 20% bénh nhan c6 CTRCD
va A LV GLS=2.0+2.3% [101]. Trong nghién ctru ctia Nguyén Quynh

Trang, ty 1& xuat hién CTRCD 1a 44,8% [8]. Su khac nhau nay c6 thé do


http://circimaging.ahajournals.org/search?author1=Heloisa+Sawaya&sortspec=date&submit=Submit

108

dic diém cua doi twong nghién ctru khac nhau: cic nghién ctru trén c6 tudi
trung binh cao hon, d6i tugng nghién ctru c6 nhiéu yéu té nguy co hon,
phac do diéu tri c6 chut khac biét va thoi diém theo ddi khac trong nghién
curu €6 khac nhau.

4.3.2. Méi lién quan giita CTRCD va cdc chi sé siéu ém tim qua cdc thoi
diém nghién ciru

4.3.2.1. Méi lién quan gizza CTRCD va thdt trai ¢ cac thoi diém nghién ciiu.

* Mbi lién quan giita CTRCD va céc chi sb kich thuéc that trai.

Céc chi s6 duong kinh that trai, chiéu day vach lién that va thanh sau
that trai, chi s6 khéi co tim ¢ céc thoi diém nghién ciru khong ¢ lién quan
dén CTRCD.

Chi s6 thé tich that trai cudi tAm thu va tm truong (Vd, Vs) co lién
quan dén CTRCD véi p=0,0001 va p=0,008. Gi4 tri trung binh chi s6 nay &
nhom CTRCD la 120,44 + 18,48mm & cudi tam thu va 14 43,06 + 7.8 mm &
cudi tim truong. Két qua nay ciing phu hop voi nghién ciu cia Hong-wen
Fei va cong su. Nghién ctru thuc hién & 95 bénh nhan ung thu va diéu tri hoa
chiat AC-H ( gdm 3 loai hoa chat 1a anthracycline, cyclophosphamide va
trastuzumab) trong 17 thang véi 5 thoi diém nghién ctu, tac gia thiy rang chi
c6 chi sb thé tich that trai & nhom c6 CTRCD cao hon so voi nhém khong
CTRCD va sy khac biét nay c6 ¥ nghia thong ké [27],[113]. Mat khéc, trong
nghién ctru ctia Nguyén Quynh Trang, nhom nghién ctru khong thay mdi lién

quan giita CTRCD va chi sb thé tich thét trai, c6 thé 1a do thoi gian nghién
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ctru va hoa chat diéu tri khac nhau. Nguyén Quynh trang chi theo ddi 2 lan,
cach nhau 3 thang va bénh nhén chi diéu trj anthracycline don thuan, trong
khi nghién ctru ctia chung t6i kéo dai trong khoang 15 thang va két hop hai
hoa chat anthracycline va trastuzumab [8].

* Moi lién quan gitra CTRCD va cac chi s chirc nang tAm thu that trai

Trong nghién ctru, chiing t6i chan doan CTRCD theo tiéu chuan cia
Huéng dan diéu tri cia ESC 2016. CTRCD xuat hién khi gia tri phan
suat tong mau that trai (LVEF) giam < 53% va LVEF giam >10% so véi
gia tri nén. Gia tri trung binh cua LVEF ¢ nhom CTRCD la 51,69 +
0,48%. Trong 11 bénh nhan xuit hién CTRCD, 6 bénh nhan xuit hién
CTRCD 1 1an trong d6 5 bénh nhan xuit hién & thoi diém T2 voi LVEF
1a 51 va 52%, 1 bénh nhan xuét hién CTRCD ¢ thoi diém sb 4 va LVEF
1a 52%. 5 bénh nhan xuat hién CTRCD & 2 thoi diem T2 va T3, LVEF &
T2 1a51% va T2 la 52%.

Strc cang doc toan b that trai (LVGLS) trong nghién ciru giam & cac
thoi diém nghién ctru va thip nhét & thoi diém T2 véi p<0.001. Gia tri caa
LVGLS ¢ céc thoi diém theo ddi tir T1 dén T5 déu giam hon so véi thoi
diém TO va lién quan chat ché véi CTRCD (p< 0,01). Gia tri trung binh cta
LVGLS trong nhém c6 CTRCD la -15,56 + 2,32%, gi4 tri thap nhat 1a -12.5%
& thoi diém T2. Két qua nay ciing trong tu nghién cttu cua Eliza de Almeida
Gripp ¢ 49 bénh nhan ung thu va diéu tri hoa chat anthracycline va/hoic

trastuzumab, va nghién ctru cua Arciniegas Calle [92],[103].
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Bang 3.14 cho thay mdi lién quan cé ¥ nghia giita LVGLS va
CTRCD (p=0.012) véi diém cut-off cia CTRCD va LVGLS -16,35. Két
qua nay tuong tu trong nghién ctru cua Eliza de Almeida Gripp, la
16,6% [103].

Gia tri chénh I¢ch hay mirc do giam cua strc cang doc toan bo that
trai (ALVGLS) thu duoc trong nghién ctru ciia chiing toi cao nhat 1a 12,4%,
gia tri trung binh cia ALVGLS 1a 6,37 + 2,45% v&i1 p < 0,05, gia tri nay
cao hon két qua nghién ctru cuia Kazuaki Negishi va cong su. Su khac biét
nay c6 thé do tudi trung binh trong nhém nghién ctru cta chung t6i tré hon
va ty 1& ngudi bénh ¢ yéu t6 nguy co tim mach thap hon [102].

Ngoai ra, trong 11 bénh nhan nghién ctru ¢c6 CTRCD thi c6 9 bénh
nhan c6 LVGLS giam dudi 16,5% & thoi diém trude khi xuat hién CTRCD
va lic d6 EF > 53%. Nhu vdy, theo két qua nghién ctru, dé phat hién
CTRCD 6 bénh nhan ung thu vi diéu tri hoa chit bd tro (phac 6 AC-TH),
ngodi phan suit tong mau that trai thi co thé dya vao chi sb strc ciang doc
toan phﬁn thét trai, diém cut-off ctia doc tinh va LVGLS = -16,35%.

* Mbi lién quan giira CTRCD va céc chi sb chirc ning tim truong that tréi

Trong bang 3.15 ta thdy, CTRCD khéng lién quan dén céac chi sd
chtrc ning tAm truong thét trai bao gdm thé tich nhi trai, E/e’, ¢’ bén va van
tdc t6i da dong ho van ba 14, tuy nhién CTRCD c6 lién quan dén chi sé ¢’
vach v6i p=0,011. Két qua nghién ctru cho thiy su thay doi cua thong sb ¢’

vach va e’ bén ¢ céac thoi diém nghién ctru 1a ¢6 y nghia thong ké. Mac du
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gia tri trung binh cta hai thong s6 ndy van nam trong giéi han binh thuong,
nhung gia tri nho nhat & cac thoi diém tir T1 dén TS5 c¢6 xu hudng giam
dudi gia tri binh thudng, dic biét 1a chi s6 ¢’ bén. Trong nghién ciru cla
Upshaw va cdng su ¢ 362 bénh nhan ung thu va, thoi gian theo ddi trung
binh 2,1 nam (tr 1,5 nim dén 4 nim), tic gia nhan thiy chitc ning tdm
treong that trai ludn giam, voi sy giam cua ty sé A/E, e’ vach va e’ bén, va
ting cta ty s E/e’. 60% bénh nhan xuat hién rdi loan chirc ning tdm
truong that trai sau 1 nim, sau 2 nam 1a 70% va sau 3 nam 1a 80% [105].

CTRCD khong lién quan dén chtrc ning tim truong cua that trai qua
cac thoi diém nghién ciu 1a két qua twong ty nhu nghién ciu cia
Arciniegas Calle, Negishi K, Heloisa Sawaya [94],[101],[58].
4.3.2.2. Méi lién quan gizza CTRCD va thdt phdi ¢ cac thoi diém nghién cizu.
* Moi lién quan giita CTRCD va kich thudc that phai

Theo két qua bang 3.15 thi khong c6 mdi lién quan giita CTRCD va
kich thudc that phai trong nghién ctiru. Két qua nay ciing tuong tu nghién
ctru cua Tanindi va cong su [95] El-Sherbeny va cong su [114]. Hinh thai
that phai rat phirc tap, siéu am tim 2D thuong han ché khi danh gid cac
thay doi vé hinh thai that phai. Pé danh gia chinh xac thi phai st dung k¥
thuat cong hudng tir tim tuy nhién phuong phap niy thi mat thoi gian va
dat tién, khong phu hop dé ap dung cho moi bénh nhan [115],[116].
* M6i lién quan giita CTRCD va chtic nang tht phai

Nghién ctru ctia Tanindin va cong sy & 37 bénh nhan ung thu vi diéu

tri anthracycline cho thay bat thuong & cac chi sé chirc ning that phai bao



112

gom: chirc ning tdm thu that phai theo chiéu doc, van toc dinh tdm thu &
van ba 14 trong qua trinh diéu tri hoa chat nhung hau hét cac chi sd nay
van nam trong gii han binh thuong [95].

Nghién ctru cua Arciniegas Calle ciing khong thdy dé cap dén su
thay doi cua cac chi sé chirc nang tam thu that phai theo chiéu doc, vén toc
dinh tdm thu & van ba 14 va phan sb thay doi dién tich that phai ¢ cac thoi
diém nghién ctru nhung stc cing doc toan bd that phai lai thay do6i co y
nghia thong ké [98].

Trong nghién ctru ctia El-Sherbeny & 66 bénh nhan ung thu va diéu
tri hoa chat anthracycline duoc danh gia chtrc ning that phai bang siéu am
danh dau mé co tim 2D, va siéu am 3D & cac thoi diem bat dau diéu tri, sau
4 chu ky anthracycline, thang thtr 6 va thang thtr 9 tir khi két thiic hoa chat.
Két qua c6 18 bénh nhan xuit hién CTRCD. Trong nhém khéng c6
CTRCD thi khéng c6 su thay d6i c6 ¥ nghia théng ké ¢ thdi diém bat dau
v6i cac thoi diém nghién ctu khac. Tuy nhién, & nhém c6 xuét hién
CTRCD, chi s6 chtc niang tAm thu that phai theo chiéu doc, van téc dinh
tam thu & van ba 14 va phéan s6 thay doi dién tich that phai khong thay d6i
¢ ¥ nghia thong ké & cac thoi diém nghién ciru nhung stc cang thanh ty
do that phai va stc cang doc toan bd that phai lai thay doi co y nghia thong
ké (p <0,05) [103].

Két qua nghién ctru clia chung t6i ciing cho thy céc chi s6 chi sd chuc

nang tam thu that phai theo chiéu doc, véan tdc dinh tdm thu & van ba 14 va
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phan s6 thay doi dién tich that phai co giam & cac thoi diém nghién ciru tuy
nhién van nam trong gia tri binh thuong va khéng lién quan dén CTRCD.
Nhung strc cang thanh tu do that phai va stc cang doc toan bd that phai thi
c6 thay doi ¢ cac thoi diém nghién ctru, biéu hién 14 strc cang thanh tu do that
phai va stic cang doc toan bd that phai trong qua trinh diéu tri, giam nhiéu nhét
& thoi diém T2, sau d6 hoi phuc dan & thoi diém T3, T4, TS. Su thay doi nay
c6 lién quan dén CTRCD véi p<0,005. O cac bénh nhan c6 CTRCD, tuy
RVFWS va RVGLS khong giam xubng gia tri dudi binh thudng, nhung
cac chi sd ndy van giam va thip nhét ¢ thoi diém T2 dbi v6i bénh nhan
xuat hién 1 14n CTRCD, va thip ¢ ca 2 thoi diém T2 va T3 ddi v6i bénh
nhén ¢ xuét hién 2 1an CTRCD.

Diém cut-off giita stc cing thanh tw do that phai va stic cang doc toan
bo that phai voi CTRCD trong nghién ciru 1a -25,15% va — 23,45%, gi tri
nay cao hon trong nghién ctru cua EI-Sherbeny 1a 19,3% va 14,8% va cua
Arciniegas Calle 1a RVGLS -14,3% [108],[114]. C6 thé d6i tuwong trong
nghién ctru ctia chiing t6i ¢6 tudi trung binh tré hon va it co cac yéu td nguy
co tim mach hon, thoi diém nghién ctru va hoa chét diéu trj c6 khac trong hai
nghién ctru trén. Va c6 thé do s luong nghién ctiru chua du 16n nén gia tri
cut-off trong nghién ctru ciia chiing t6i con cao.

Kalliopi Keramida, Dimitrios Farmakis da két luan rang, anh hudng
cua hoéa tri va xa tri 1én chic nang that phai da dugc nghién ctru nhiéu &

bénh nhan ung thu vi va nhitng bénh nhan c6 ung thu tir thoi nién thiéu.


https://pubmed.ncbi.nlm.nih.gov/?term=Keramida+K&cauthor_id=32128669
https://pubmed.ncbi.nlm.nih.gov/?term=Farmakis+D&cauthor_id=32128669
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Céc danh gia chiic nang cia that phai ¢ cac thoi diém khac nhau trong hodc
sau hoa tri van con nhiéu tranh cai. Tuy nhién, strc cang toan phan that phai
duong nhu 13 yéu t6 khong d6i trong viéc phat hién ton thuong co tim that
phai. Pang ké nira, doc tinh ctia that phai dugc phat hién nho thay doi cta
sttc cang toan phan that phai ludn song hanh véi doc tinh that trai va véi
céc gia tri cut-off tuong ty nhau, diéu nay goi y dén tinh tic dong hé théng
ctia ung thu va cac phac do diéu tri ung thu 1én co tim. Cac gi tri tién
lugng CTRCD 1én that phai cin duoc khao sat & cac nghién ciru tién ciru
c6 ¢& mau 1on [117].

4.3.3. Méi lién quan giita CTRCD, ldm sang va cdc chi sé cdn 1am sang
4.3.3.1. Méi lién quan gizza CTRCD va lam sang

* Tudi 12 mot yéu to nguy co cia CTRCD & bénh nhdn ung thu diéu trj
héa chét, dic biét 1a anthracyline. Co ché bénh sinh gay CTRCD & nguoi
16n tudi 12 do co tim bi 140 hoa, tiéu co tim, da bénh tat. Po tudi trung binh
trong nhom nghién ctru 1a 47,5 £ 9,45, tudi cao nhat 1a 72, c6 6 bénh nhan
& nhom tudi trén 60 chiém 13%. Mdi lién quan gitra tudi va CTRCD trong
nghién ctru 13 ¢6 y nghia thong ké véi p =0,006. Trong s6 6 bénh nhan c6
tudi trén 60 thi c6 3 bénh nhan xuat hién CTRCD , chiém 50% so véi ltra
tudi. O nhém c6 CTRCD, s6 bénh nhan c6 tudi trén 60 1a 3 chiém 27,2%, 2
bénh nhan trong d6 tudi tir 50-60 tudi chiém 18,1%, c6 6 bénh nhan c6 do
tudi dudi 50 chiém 44,7%. Trong s6 11 bénh nhan xuat hién CTRCD ¢6 5
bénh nhan xuat hién CTRCD 6 2 thoi diém nghién ciru T2 va T3. Trong sb

5 bénh nhan do c¢6 3 bénh nhan ¢ Itra tudi trén 60. Cac con sb trén cho théy



115

su lién quan chit ché gitra tudi va CTRCD. O cac nghién ctru khac trén thé
gidi cho thdy nguy co suy giam chic ning ting 1én ¢ nhom tudi nhé hon 4
tudi va 16n hon 60 tudi [107],[118]. Két qua nghién ctru ca Eliza de Almeida
Gripp va cong sy & 49 bénh nhan ung thu vi diéu tri anthracycline va/hoic
trastuzumab ciing twong ty. Tudi trung binh trong nhém c¢6 CTRCD cao hon
tudi trung binh ctia nhom khong ¢6 CTRCD [103].
* Liu hoa chat diéu tri
Bénh nhén trong nhém nghién ctru duge diéu tri phac d6 AC-TH véi
lidu va thoi gian nhu sau:
1. » Doxorubicin 60mg/m? truyén tinh mach ngay thtr 1
» Cyclophosphamide 600mg/m? truyén tinh mach ngay thu 1
Chu ky la 21 ngay x 4 chu ky
Sau do la
2. » Docetaxel 100mg/m? truyén tinh mach ngay thir 1
Chu ky la 21 ngay x 4 chu ky
Vi
» Trastuzumab 4mg/kg truyén tinh mach tuan thi 1
Sau do la
» Trastuzumab 2mg/kg truyén tinh mach hang tuan tir tuan thir 2, di
11 tuan
3. Tiép theo
» Trastuzumab 6mg/kg truyén tinh mach chu ky 21 ngay, dén khi du

1 nam li€u trinh trastuzumab.
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Nhu vdy, 46 bénh nhan trong nhém nghién ctu dugc diéu tri
Doxorubicin lidu tich liy 1a 240mg/m? da, Cyclophosphamide liéu 600mg/
m? da, Doxetaxel (taxan) liéu 100mg/ m? da, trastuzumab liéu 2mg/kg dén
6mg/kg. Nhiéu nghién ctru da dua ra két luan: liéu hoa chét tich lily cang cao thi
ty 1¢ r6i loan chirc ning tim cang cao. Ddi véi cac thube nhom anthracycline, liéu
tich lity ctia doxorubicin > 250 mg/m?, epirubicin > 600 mg/m? hay liéu tich
liy ctia Cyclophosphamide > 150 mg/kg hoac 1500 mg/m2 da/ngay lam
tang kha ning giy rdi loan chirc ning tim [20],[27],[28]. So sanh giira liéu
héa chét diéu tri trong nhom nghién ctru va lidu hoa chét duge khuyén céo
gay CTRCD thi liéu hoa chét diéu tri trong nhém nghién ctru thap hon. Tuy
nhién, trong 11 bénh nhan co xuat hién CTRCD c¢6 1 bénh nhan nit, 45
tudi, phan ting nguy co tim mach & muc d6 thap, bénh nhan nay co chi sb
dién tich da 1a 1,65 mz, cao nhat trong nhom nghién ctru. Sau khi loai tru
cac yéu té lién quan nhu tudi, gidi, yéu té nguy co tim mach, két qua cac
xét nghiém thi c6 thé 1y giai rang c6 thé do chi sé dién tich da cao nén da
lam cho liéu diéu tri cia bénh nhan ndy cao, dan dén xuat hién CTRCD.
Nhu vay, dién tich ra cling 1a mot bién s can can nhic khi cht y dén liéu
diéu tri cia hoa chit.

* Cac yéu to nguy co tim mach

Trong 46 bénh nhan tham gia nghién ciru, c6 8 bénh nhan c6 réi loan
chuyén hoéa lipid, trong d6 c6 4 bénh nhan c6 ting huyét ap két hop. Phan
ting nguy co tim mach thi c6 40 bénh nhan ¢ nguy co thap chiém 87%, 6

bénh nhan co co trung binh chiém 13%. Tuy nhién, trong bang 3.21 thi cac
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yéu t6 nguy co tim mach ctia nhém nghién ctru lai c6 lién hé chit ché véi
CTRCD v6i1 p = 0,001. Trong 11 bénh nhan xuét hién CTRCD c¢6 3 bénh
nhan duogc phan tang nguy co tim mach muc do trung binh, tirc 1a c6 50%
bénh nhan c6 nguy co tim mach trung binh c6 thé xuat hién CTRCD trong
khi diéu tri hoa chat, trong khi nguy co tim mach thap chi ¢6 17,5% c6 kha
nang xay ra CTRCD.

* Chi s6 khéi co thé BMI

Theo Bang 3.3, trong nhom nghién ctru c6 28 bénh nhan c6 BMI &
muc binh thuong (60,9%), 13 bénh nhan & murc thira can (28,3%) va 5
bénh nhan ¢ mirc béo phi (10,8%) theo phan loai BMI cho ngudi Chau A.

Theo Bang 3.21, khong c¢6 mdi lién quan giita BMI va CTRCD trong
nhom nghién ctiru véi p > 0,05.

Trong s6 11 bénh nhan xuat hién CTRCD trong qua trinh nghién ctru,
c6 1 bénh nhan 41 tudi, nguy co tim mach thép, BMI cua bénh nhéan la
29,3. Bénh nhan xuit hién CTRCD 6 thoi diém T2. Sau khi loai trir cac yéu
t6 lién quan thi c6 thé 1y giai sy xuét hién cia CTRCD bang chi s6 BMI
cao cua bénh nhan.

Theo két qua nghién ctru cta Jingyuan Guan va cong sy trén 79 bénh
nhan ung thu vl ¢ cac giai doan duogc diéu tri cac phac dd khac nhau. Cac
nha nghién ctru thdy rang, BMI 1a mot yéu t6 tién luong tot cho kha ning
xay ra CTRCD ¢ nhiing bénh nhan ung thu v nay [49]. Anthony F. Yu va

cong su, trong khi di tim bo cong cu dé danh gia kha nang xay ra CTRCD
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& 1440 bénh nhan ung thu vi, cac tac gia da thdy rang ¢ bénh nhan c6 BMI
> 30 thi c6 ty 1 xuat hién CTRCD cao véi p< 0,001 [119].
* Yéu t6 nguy co tim mach
O thoi diém bat dau nghién ctu (T0), c6 8 bénh nhan cé rdi loan

chuyén hoa lipid chiém 17,4%, 4 trong s6 d6 c6 kém theo bénh ting huyét
ap, khong c6 bénh nhan mdi mic trong sudt thoi gian nghién ctru.Trong
nhém CTRCD, c6 14,3% bénh nhan c6 rdi loan chuyén héa lipid. Sy thay
d6i cua lipid trong sudt thoi gian nghién ciru khong cé y nghia thong ké
nhung c6 mdi lién quan gitta CTRCD va rdi loan chuyén hoa lipid véi p <
0,05. Két qua nay duoc 1y giai boi Mikhail de Jesus va cong su. Bénh 1y
tim mach 1a mét ganh nang ctia bénh nhan ung thu bdi ty 1€ cao cua cac
yéu t6 nguy co nhu ting huyét ap, rdi loan chuyén hoéa lipid, dai thao
duong, hoi ching chuyén héa. Hon nita, cac thudc chdng ung thu co thé
gdy CTRCD mach ciing nhu tac dong dén ndng do lipid trong mau. Vi vay,
can phai c6 nhirng cong cu danh gia nguy co tim mach ¢ nhimg bénh nhan
ung thu cd nguy co cao, tir d6 dua ra nhiing chién lugc phong chéng phu
hop [121].

S di c6 két qua khac nhau & cac nghién ciu, ¢ thé do ¢& mau
nghién ctru ctia chung t6i con han ché va dbi tuong nghién ctru twong dbi
khac nhau, vi vy can phai thuc hién cic nghién ctru khic tuong tu

nhung c6 ¢& mau 16n hon.
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4.3.3.2 Mgi lién quan giira CTRCD va cdn 1am sang
* Moi lién quan gitta CTRCD va Troponin I

Cé6 35,5% bénh nhan trong nhom nghién ctru ¢6 Troponin I tang va
10,2% 1a ty I¢ bénh nhan co troponin I tang & nhom xuit hién CTRCD,
thoi diém ting cao nhat 1a T2. Nong do troponin I va CTRCD ¢6 mébi lién
quan c6 ¥ nghia thong ké v&i p=0.02. Két qua nghién ciru cua t6i ciing phu
hop véi két qua nghién ctru cia Sawaya va cong su [58], trong d¢6 Troponin
I ting, cao nhat sau khi truyén 4 chu ky anthracycline va
Cyclophosphamide va 4 chu ky ctia Doxorubicin cung trastuzumab, gia tri
trung binh cta troponin I & nhom CTRCD cao hon nhém khong co
CTRCD. O nhém c¢6 CTRCD, Troponin I bat dau ting ¢ thoi diém T1, sau
tang cao nhat & thoi diém T2, gid tri cao nhat 1a ng/ml 41,4 sau d6 giam
dan. Pén thoi diém T5 thi cac gia tri ndy tré vé binh thuong. Nghién ciu
cua Putt va cOng su ¢ 78 bénh nhan ung thu vu diéu tr1 hoa chét, c6 két qua
troponin I ting cao nhit & T2 va c6 lién quan dén CTRCD [112]. Nhu vay,
tang Troponin I c6 thé xem 1a yéu td tién lwgng cho viéc xuat hién CTRCD
¢ cac bénh nhan ung thu va diéu tri hoa chét.
* Mdi lién quan gitta CTRCD va NT-proBNP

Lién quan dén NT-proBNP, ty 16 NT-proBNP ting & nhom nghién
ctru 13 2,1%, khong lién quan dén CTRCD véi. Nghién ciru cia Kitayama
¢ 40 bénh nhan ung thu va diéu tri anthracycline va trastuzumab ciing cho

thiy khong co su thay ddi c6 ¥ nghia thong ké cia NT-proBNP trong qué
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trinh diéu tri [120]. Va nghién ciru ciia Sawaya, cila Putt ciing cho két qua
tuong tu [58],[112]. Tuy nhién, & mot sd nghién ctru khac lai c6 moéi lién
quan gitta CTRCD va NT-proBNP. Nghién ctru cia Nguyén Quynh Trang
& bénh nhan ung thu lympho khong Hodgkin cho thay c6 su khac biét cta
noéng do ctia NT-proBNP & nhom khong ¢c6 CTRCD va nhdém c6 CTRCD
va ghi nhan moéi lién quan giira NT-proBNP véi thay doi cua LVEF va
LVGLS [90]. Két qua nghién ctru ciia Nguyén Quynh Trang khac véi két
qua nghién clru nay cé thé do su khac biét vé dbi tuong nghién clru, dac
diém cta nhom nghién ctru, thoi diém nghién ctru, s6 loai hoa chat diéu tri

va liéu diéu tri.
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KET LUAN

Qua nghién ctru 46 bénh nhan ung thu va giai doan II, III c6 HER2
dwong tinh dugc chi dinh diéu tri hoa chat bd trg phac @6 AC-TH ching toi
rat ra mot s két ludn sau:
1.Sw bién d@6i caa 1am sang, can lam sang va hinh thai, chirc ning tim
trwéc biang siéu &m Doppler & bénh nhin ung thw vi trudce va trong diéu
tri hda chat bé tro phac a6 AC-TH

- C6 23,9% bénh nhan xuét hién rdi loan chirc nang tim lién quan dén
hoa chat diéu tri ung thu. 100% bénh nhan nay khong c6 biéu hién 1am sang.

- Thét tréi:

+ Phan suat tong mau that trai va strc cang doc toan bo that trai giam c6
y nghia théng ké voi p< 0,001, nhiéu nhat ¢ thoi diém T2.

+ Gia tri trung binh cta phan suit tong mau thét trai va siic cang doc
toan bo that trai trong nhom bénh nhan ¢6 CTRCD la 51,69 + 0,48% va -
15,56 + 2,32.

+ Strc cang doc toan bo that trai 1a chi so phat hién CTRCD & giai doan
som, véi gia tri cut-off la -16,35%. Gia tri trung binh giam strc cang doc toan
b thit trai trong qua trinh diéu tri hoa chit 13 6,37 + 2,45%.

+ Khong ¢ su thay doi cua chirc ning tAm truong, cc chi s6 kich thudc
that trai trong qua trinh diéu tri.

- Thét phai:

+ Ste cang doc toan bo that phai va stc cang doc thanh tu do that phai
giam co y nghia thdng ké véi p < 0,001, giam nhiéu nhét ¢ thoi diém T2.

+ Gia tri trung binh cua stic cing doc toan bo that phai va sic cang doc
thanh tu do that phai trong nhom bénh nhan c6 CTRCD -23,79 + 2,79% va -
20,74 £1,51%.

+ Gia tri cut-off cua strc cang doc toan bd that phai va suc cang doc

thanh ty do that phai 1a -23,45% va -25,15%. Gia tri trung binh giam cua sirc
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ciang doc toan b that phai va stic cing doc thanh ty do that phai & cac thoi
diém nghién ctru 1 3,48 +2.91% va 5,52 + 3,98%.

+ Nong d6 Troponin I ting & nhém c6 réi loan chic ning tim do héa
chat diéu tri ung thu
2. Mot s6 yéu t6 lién quan dén su thay doi cia chire ning tim (CTRCD)

- Tudi trén 60 thi nguy co xuét hién ri loan chtrc ning tim do héa chét
diéu tri ung thu cang cao.

- Yéu t6 nguy co tim mach c6 lién quan dén rdi loan chirc ning tim do
hoa chat diéu tri ung thu.

- Troponin I 13 yéu t6 tién lugng viéc xuat hién CTRCD & bénh nhan ung

thu va diéu tri phac d6 hoa chat bo trg AC-TH.
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KIEN NGHI

Dé phat hién som ri loan chic ning tim do héa chét diéu tri ung thud
c4c bénh nhan ung thu v dugce diéu tri hda chat bo trg AC-TH nén
theo ddi chirc nang tim bang siéu am tim thudng quy.

Nén siéu am tim trudc va trong qua trinh diéu tri. Bac biét can siéu am
tim & thoi diém vira két thic 4 chu ky taxan két hop trastuzumab (thoi
diém T2).

Str dung dong thoi cac thong sé phan sb téng mau that tréi, sic cing
doc toan bo that trai, stc cing doc toan bo that phai va st cang doc
thanh tu do that phai dé phat hién sém réi loan chic nang tim.

Can c6 nhiéu nghién ctu voi ¢d mau du lon dé khao sét cac yéu té lién
quan dén CTRCD nhu tudi, chi s khdi co thé, liéu hda chat diéu tri,
cac yéu to nguy co tim mach: lipid mau, bénh Iy tim mach; néng do
troponin 1, tdc dung phu 1én cac co quan khac & céc thoi diém trudc,

trong va sau diéu tri.
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HAN CHE CUA PE TAI

Nghién ctru ciia ching t6i c6 ¢& miu chua 16n (n=46) ddng thoi d6i
tugng nghién ctiru con don thuan: yéu td nguy co tim mach, bénh 1y tim mach
di kém c6 ty 18 thap; chua co cac phuong phap diéu tri ung thu khic nhu xa
tri, ndi tiét chua nhiéu. Vi vay, két qua chi dai dién cho mot nhanh nhé céc
bénh nhan ung thu va diéu tri hoa chét bo tro.

Ciing do c¢& mau chua du 16n nén viéc phan tich cac yéu té nguy co
theo phuong phap hoi quy tuyén tinh da bién dé xac dinh méi lién quan giira
CTRCD va céc yéu t6 nguy co chua thuc hién duoc.

Liéu tich lily gidng nhau giita cic bénh nhan nén chua danh gia duoc
tac dong cta lidu tich Iy dén doc tinh trén tim.

Do diéu kién co s¢ vat chat va thoi gian nghién ctru nén viéc theo doi
dién tdm dd bang phuong phap holter dién tim d6 chua thyc hién duoc, vi

vay két qua con han che.
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[0 Bénh nhan khong bang 10ng tiép tuc tham gia nghién ciru O Mat dau
bénh nhan

O Bénh nhéan khong thé dén tai kham




I1. Két cuc l1am sang sau lan tai kham cuoi

] A Khong
Co Khoéng .
biét
T& vong O O O

1. | Néu ¢, thoi gian tir vong (ngay/thang/nam):

2. | Nguyén nhén tir vong (chi chon mét trong sé dudi day)

O Nhoi mau co tim c6 tir vong

O Dot quy c6 tir vong - Néu ¢6 xin ghi rd: Othiéu mau O xuét huyét

O khong ro nguyén nhan

O Tu vong do nguyén nhan tim mach khac

O Tt vong do lién quan dén ung thu? Ocd Okhong

O Tu vong khong rd nguyén nhan

3. | Bénh nhan da c6 bao nhiéu lan tai kham vé tim mach sau lan tai

kham cudi theo dé cwong nghién ctru? (bao gém ca lan nay) | | |lan

IL. Yéu td nguy co

Cé6 | Khong
1. | Tang huyét ap O O
2. | Tiéu duong O O
3. | Tinh trang hat thuoc 14: O Hién tai O Trude day O Chua

tung
Néu hién tai dang hat thudc 1a, sé diéu thudc 14/ xi ga/ 6ng diéu mdi
ngay: |__|_|

Néu trude day c6 hat thude 14, nim ngung hat: | | ||




IV. Nhirng triéu chirng co’ nang hién tai

C6 | Khong
Con dau that nguyc hodc nhiing triéu chung co ning - -
tuong duong
1. | Néu co:
S6 con dau that ngyc trung binh: ||| 1an/thang
Phanloai CCS: Odd1 [Odoll O do 111
Odo1v
2. | Triéu chiing co nang cua suy tim O O
Néu cé: Phanloai NYHA O do1  Odoll Odoll  OdoIv
3. | Khac:
V. Kham thuec thé:
1. |Cannang:| | | |kg BMI:
2. | Vongbung:| | | | cm
3. | Chiéucao:| | | | cm
4. |Diéntichda:| | | || | m
5. | Huyét ap dong mach ¢ tu thé ngodi (tAm thu/ tim trwong): | | | |/
L[ [mmHg
6. | Vi ton thuong: Phai O Trai O Ca hai bén O
7. | Gan to: Khong cod...... cm dudi bo suon O dudi mii e O
8. | Phan hoi gan — TM ¢6: C6 I Khéng O
9. | Tinh trang vét mo: lién seo tot O co dich O
10. | Xa tri: Khong O cond Liéu xa: Thoi gian xa:




VI. Két qua xét nghiém mAu lin kham nay:

1. | Glucose: |__|_|,|__|_| mmol/L
2. |HbALC: | | |, |_|%
3. | Cholesterol toan phﬁn:| | | |,| | | mmol/L
4. |HDL:|_|_|_ I, mmol/L
5. |/LDL: || ||| mmol/L
6. | Triglyceride : | | | ||| __| mmol/L
7. | Troponin kx| |||, |||
8. |[NT-proBNP: | | | |||
9. | SGOT: [_|[_|__|, |||
10. | SGPT: |_|_|_|, ||
11 Urer ||| |y ||
12 | Creatinin: |_ | ||, |||
13 |CA153: | |||, |||
14 |Hongcau:| | | || | | T/L
15 |Bachcau:| | | || | | G/L
16 | Tiéucauw:| | | || | | G/L
17 | Hematocrit: | | | |, | | |
18 | Hemoglobin: | | | |, ||| g/l
19 | MSCT 128 day dong mach vanh:
Khoéng O coO .....% dong mach: trai O phai O ma O

14 | Dién tam do:

- Nhip

- Tans

- Thiéu mau cuc bo co tim:

- R&i loan dan truyén:




VII. Két qua siéu 4m tim lin kham nay:

1. Thét trai:

Dd

Ds

Vd

Vs

IVSs

LWPWd

LWPWs

1
2
3
4
5 |IVSd
6
7
8
9

LVd Mass

10 |FS

11 |EF

12 |E

13

14 | E’ vach

15 |E’ bén

16 | TRVmax

17 | LAEVS

18 | E/A

19 | E/E’

20 | LVGLS

21 | LAGLS

2. That phai

22 |RVD1

23 | RVD2




24 | Puong kinh doc that phai

25 | RVOT prox

26 | RVOT distal

27 | FAC

28 | FWS

29 |RVS’

30 | Bé day thanh tu do that phai.
32 | TAPSE

33 |RVGLS

34 | RA area

VIIL Phac d6 diéu tri ( khi bat du diéu tri)

1. | Xatri: khéong O ¢6 O: licu.......... bén xa........ thoi gian xa.........

2. | Héa chat bo tro:

Liéu Doxorubicin:

Liéu Cyclophosphamid:
Liéu Paclitaxel:

Liéu Trastuzumab:

3. | Cac thudc tim mach dang dung: khong 0 C6 O

Neéu c6: Tén thude, li€u, thoi gian udng.

4. | Cac thuodc khac:




IX. Cac thay doi vé thudc trong qua trinh diéu tri

1. | Cé su thay doi nao trong diéu tri hoa chat bd trg sau
lan tai kham cubi khong?

Ly do thay dbi:

Tén thudc moi:

Liéu diéu tri moi:

2. | Co sy thay doi nao trong diéu trj tim mach sau lan tai
kham cubi khong?

Ly do thay doi:

Tén thudc moi:

Liéu diéu tri moi:

3. | Co su thay d6i nio trong diéu tri cac thudc khac sau
lan tai kham cubi khong?

Ly do thay doi:

Tén thudc moi:

Liéu diéu tri moi:




