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TOM TAT ‘
Muc tiéu: Danh gia tinh trang suy tim & bénh nhén u lympho é&c tmh khong Hodgkin diéu tri héa chét véi
phéac d6 CHOP.

Phwong phéap: Tién hanh nghién ctwu trén 36 bénh nhan u lympho &c tinh khéng Hodgkin diéu tri héa chét
v6i phéc d6 CHOP. T4t cd bénh nhén duoc tién hanh siéu 4m tim. Sé liéu duoc xtr ly bdng céc phdn mém
Statview, Version 4.57. '

Két qua: Tudi trung binh 50,9 + 15,3, ty Ié nam/n( la 2,4/1, c4c bénh nhéan dwoc siéu am tim trivdc va sau
diéu trji 3, 6 chu ky héa chét, chung t6i rut ra mét sé két luan nhuw sau:

- Phan sé téng méu thét tréi (EF) trung binh gidm rd sau diéu tri 3 chu ky va 6 chu ky diéu trj héa chét theo
phéac d6 CHOP so véi trirée khi diéu tri lan ot 1a 66,2 + 4,96, 60,2 + 5,9, 56,6 + 7,2 (p < 0,001).

- Ty Ié bénh nhan c6 phén s tdng mau thét trai giam > 10% so véi truée didu tri & thoi diém sau 3 chu ky 13
13,88% ; sau 6 chu ky la 27,78 %. Sb bénh nhén c6 EF gidm ttr 5 - 10% chiém ty 1é 30,57% sau 3 chu ky va
33,33% sau diéu tri 6 chu ky. Nhém bénh nhén tudi >60 cé ty Ié nhiém doc co tim cao hon ré rét so véi céc
bénh nhén < 60 tudi (p <0,05).

Tur khoa: Suy tim, u lympho ac tinh khéng Hodgkin, CHOP.

ABSTRACT -
- LEARN OF HEART FAILURE COMPLICATIONS IN PATIENTS WITH
LYMPHOMA MALIGNANT NON-HODGKIN TREATED WITH CHOP REGIMEN
Nguyen Kim Luu', Nguyen Danh Thanh', Ho Viet Hoahh’,
Pham Duc Loc!, Tran Van Ha', Tran Dinh Thiet’

Objective: Evaluate the condition of heart failure on patients with non-Hodgkin’s malignant lyinphoma
chemotherapy with CHOP regimen.

Method: We conducted on 36 patients with non-Hodgkin’s malignant lymphoma chemotherapy with
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CHOP regimen. Heart ultrasound were done on all patients. Data were analysed by Statview software
Version 4.57.

Results: Mean age 50.9 + 15.3, the percentage of male / female is 2.4/ 1, the patient was echocardiography
before and after 3, 6 chemical cycle, we draw some conclusions as follows:

- The average left ventricular ejection fraction decreased significantly after 3 and 6 cycles of treatment
chemical cycles as compared with before treatment was 66.2 + 4.96, 60.2 + 5.9; 56,6 + 7.2 (p <0.001).

- Proportion of patients with left ventricular'ejéction fraction> 10% compared with pre-treatment (the heart
muscle due to chemical poisoning) after 4 cycles and 27.7%; following eight cycles is 13.3%. Number
of patients with EF decreased from 5 to 10% occupancy rate of 30.9% after 4 cycles of treatment and
47.2% after 8 cycles. Group of patients> 60 years with cardiac toxicity rate significantly higher compared to

patients under 60 years (p <0.05).

Key words: Heart failure, non-Hodgkin’s malignant lymphoma, CHOP regimen.

I. PAT VAN DE

Doxorubixin dau tién dugc phat hién vao nim
1950 1a daunorubicin, phéan 1ap tir chang vi khuan
Peucetius Streptomyces, Nam 1960 thudc bét diu
duoc thir nghiém 1am sang va diéu trj thanh cong
bénh bach ciu cdp va u lympho 4c tinh. Pén nam
1970 phat hién ra doc tinh trén co tim gy tir vong
do duing qu4 liéu tich tiiy cho phép. Biéu hién nhiém
ddc co tim ciia doxorubixin 1a: loan nhip, suy tim man
tinh va suy tim cdp khi dung liéu cao nhung tac dung
phu nay: it khi xay ra. Tuy nhién, cac tac dung phu cép
tinh hay man tinh ddi voi té bao co tim khi diéu trj
doxorubixin van 1a vén dé. Co ché nhiém doc co tim
“do doxorubixin dén nay van chua hoan toan duoc
sang t8. Mot sb gia thuyét cho rénlg suy giam chirc
nang co tim 1a do qué trinh chét theo chuong trinh
(apotosis) ctia té bao co tim hodc hinh thanh cac géc
tu do, tich tu cac san phdm chuyén héa lam ting qua
trinh apotosis. Vi vay, theo d5i nhiém doc co tim do
doxorubixin 14 hét siic quan trong va can thiét, nhim
giam bién chimg cua didu tri.

Tén thuong co tim do Doxorubixin khi da cé
biéu hién 14m sang thi da la giai doan mudn. Ngay
nay dién tim, siéu 4m tim danh giad chic ning
that trai, chup budng tim bang dong vi phéng xa
(Radionuclide Angiography - RNA) c6 thé giup
phat hién suy tim & giai doan som hon, dé c¢6 cac
bién phap diéu tri va du phong bién chirng nay.

Muc tiéu: Panh gia tinh trang suy tim & bénh
nhan u lympho 4c tinh khéng Hodgkin diéu tri hoa
chat vé6i phac dd CHOP.
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IL. POI TUQNG VA PHUONG PHAP NGHIEN
CcUU

2.1. P6i twgng nghién ciru

Gom 36 bénh nhan u lympho é4c tinh khong
Hodgkin, dugc diéu tri hoa chit phac d6 CHOP tai
khoa K71 Bénh vién 103 tir thang 1/2010 dén thang
12/2012.
Bénh nhan duoc siéu am tim tai khoa Chén

doan chirc niang - Bénh vién 103.

- Phéc dd CHOP:

+ Cyclophosphamide: 750mg/m? da co thé,
truyén TM ngay| ;

+ Doxorubicin: 50 mg/m? da co thé, truyén ™,
ngayl

+ Vincristine: 1,4mg/m? da co thé, truyén ™
ngay 1

+ Prednisone: 100mg/m?da co thé, udng sau an
no ngay 1-5 Chu ky 21 ngay

2.2. Phwong phap nghién ciru

2.2.1. Cdc tiéu chudn ddnh gid lim sing, cin
lim sang trong nghién ciru

- Chan doan nhiém ddc co tim duoc xac dinh khi
EF < 50% hodc giam > 10% hodc c6 triéu ching
lam sang cua suy tim.

- Phén d6 nhiém doc co tim theo Chuong trinh danh
gia diéu trj ung thu Hoa Ky (1998):

+ D¢ 0: Chua co biéu hién trén [am sang ciing
nhu xét nghiém.

+ Do I: Chua c6 biéu hién 1am sang, phén )
téng mau that trai khi nghi giam > 10% va < 20%
so v6i EF khi chua diéu tri.
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+ Do 11: Chua c6 triéu chimg 1am sang suy tim nhung EF < 50% hodc EF giam trén 20% so v&i trude
: v & & : o

khi dieu tri.

+ Do I1I: Suy tim trén lam sang con dap tng voi diéu tri.

+ DJ 1V: Suy tim néng.
2.2.2. Xie I 56 lidu: S lidu dugc xir ly bing cac phdn mém Statview, Version 4.57.

1L KET QUA NGHIEN CUU _ |
Bdng 3.1. Phdn s6 tdng mdu trudc diéu tri héa chdt ctia nhom nghién ciru.

Dic diém n % EF P
Gidi Nam 25 66,7 + 4,8 p>0,05
Nir 11 65,0 £ 5,19
Nhém tudi <40 9 65,4+ 4,1 P, > 0,05
P, > 0,05
41-60 17 66,8 + 4,7 P> 0,05
>60 10 65,6 £ 6,1
Giai doan Giai doan I 17 67,1+ 5,6 P, > 0,05
) P,> 0,05
Giai doan 111 @ 11 65,8+5,4 P, > 0,05
Giai doan IV 5 8 654+4,1 ‘
Trung binh toan nhoém NC 36 66,2 +4,9

Trudc khi diéu tri hoa chat, phan s tong mau that trai (EF) & nam va ni, giita cc nhom tudi va gitra cdc giai

doan ung thu khong c6 su khac biét voi p > 0,05.

Bang 3.2. Phdn s6 téng mdu theo déc diém chung sau 3 chu ky héa chat

Pic diém n % EF p
Gidi Nam 25 60,2+ 5,9 p>0,05
| Nir 11 60,0 5,9
Nhém tudi <40 9 58,7 4,2 P ,> 0,05
41-60 17 60,8+ 5,8 ;ii 003
>60 10 60,1 + 7,2
Giai doan Giai doan Il 17 61,4+ 5,6 P,,> 0,05
Giai doan 11 , 11 59,7+ 6,6 ‘I;sz 882
Giai doan IV & 8 58,8+5,2
Trung binh toan nhom NC 36 60,2+5,9

Sau diéu tri 3 chu ky héa chat, khong c6 su khac biét c6 y nghia thong ké veé phan s tong mau trung

binh gitra cac nhém khi phan chia BN theo gidi tinh, gitta cac nhom tudi, nhoém bénh va giai doan bénh ung

thu (p > 0,05).
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Bang 3.3. Phdn s6 tong mau theo diic diém chung sau 6 chu ky héa cht

Pic diém n % EF p
Nam 25 ~ 573+572
Gl N T 55472 > 0.5
<40 9 58,2+5,04 P _>0.05 P,.
Nhom tudi 41-60 17 56,3+6,2 > 0,05 P S
>60 10 56,3+9.8 0,05
‘ Giai doan 11 0 17 57,6 +£06,9 P,,>0,05
Giai doan Giai doan 1, 11 55,2+8,5 P ,>0,05
Giai doan lV 8 57359 P,,>0,05
Trung binh toan nhém NC 36 56,6 £7,2

Sau 6 chu ky hoa chét, khong c6 su khac biét ro rét ciia phan so tong mau trung binh & cac nhém BN
dugc phén chia theo gidi tinh, nhém tudi, nhém bénh va giira cac giai doan bénh ung thu (p > 0,05).

Bang 3.4. Bien doi chung ciia phdn s6 tong mdu sau cdc chu ky diéu tri

n % EF P
Trudce diéu tri 36, . 66,2+49 , P, ,<0,001
Sau di(?eu tri 3 chu ky 36 ,, 60,2+ 5,9 g 2888}
Sau diéu tri 6 chu ky 36, 56,6+ 7,2

Phéan s6 téng mau thét trai trung binh gidm rd rét sau diéu tri 3 va 6 chu ky hoa chit so véi trude khi

diéu trj vai gia tri EF% ban dau 1a 66,2 + 4,96, sau 3 chu ky 12 60,2 5,9 va sau 6 chu ky héa chét 13 56,6
+7,2 (p<0,001).

Bang 3.5. Ty I¢ % EF giam sau diéu tri 3 vér 6 chu ky héa chat

% giam EF Khéng giam Giam Giam Giam Tong sb
1- 5% >5-10% >10% giam EF
n % n % | m % n % n %
Sau3chuky | 7 1944 | 13 | 36,11 | 11 | 30,57 | 5 | 13,88 | 29 | 80,56
Sau 6 chu ky 3 8,33 1T | 30,57 | 12 | 33,33 | 10 | 27,78 | 33 | 91,67

Sau diéu trj hoa chét phéc d6 CHOP, ty 1¢6 BN c6 phén sb téng mau tht trai giam > 10% so voi trude
diéu trj (nhiém doc co tim do hoéa chat) 1a 13,88 % sau 3 chu ky va 27,78% sau 6 chu ky. EF giam tir 5 dén
10% chiém ty 1& cao sau diéu trj 3 chu ky 14 30,57 va sau 6 chu ky 14 33,33%. S& bénh nhan khong giam EF
sau 6 chu ky CHOP chi con 8,33%.

Bang 3.6. Cdc ddc diém ldm sang anh heong dén % EF giam > 10% so véi trude diéu tri

Pic diém n - % EF giam > 10% (n, %) p
Nam 23 7 (30,43) > 0,05
Nir 13 3(23,08)
> 60 tudi 10 6 (60,0) < 0,001
< 60 tudi 26 4(15,38)

Bénh nhan > 60 tudi ¢6 ty 16 %EF giam > 10% (nguy co nhiém déc co tim) cao hon o rét (p<0 OOI)
chua thdy méi lién quan gitra gioi tinh (p > 0,05).
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IV. BAN LUAN

- Tudi va giéi: Ung thu la bénh ly 4c tinh c6
tdc do phat trién nhanh, nhiéu nghién ciru cho thay
rang ty 1& méac bénh ung thu ¢é lién quan dén tudi
va gidi tinh. Nghién ctru cuia chling t6i trén 36 bénh
nhan u lympho ac tinh khong Hodgkin, tudi mac
trung binh la 50,9 £ 15,3, ung thu tap trung lta
tudi 40 - 60, két qua nay phu hop véi cac nghién
ctru khac. Ty 18 méc theo gidi nam/nir 1a 2,3/1 thap
hon so véi nghién ctu ctia Vi Hong Thang va CS
la 2,7/2 va Nguyén Ba Duic (2000) ty 1€ nam/nir 12
2,5/2 1], [2].

- Bién dbi phan s6 tdng mau that trai do nhiém
ddc co tim 6 bénh nhan u lympho khong Hodgkin
diéu tri bang phac d6 CHOP. Bang 3.1 phan s&
téng mau ctia bénh nhan u lympho khong Hodgkin
trude diéu tri khong cd sy khac biét theo cac dac
diém: gidi tinh, nhom tudi va giai doan bénh. 0]
bang 3.4 cho thdy phén sb tdng mau that trai trung
binh giam ro rét sau diéu tri 3 va 6 chu ky hoa chét
so voi EF trude khi diéu trj (66,2 £ 4,96,) lan luot

14 60,2 £ 5,9 va 56,6 = 7,2 v&i su khac biét co y
nghia thc"')ng ké (p <0,001). Piéu do chung té doc
tinh cua doxorubicin trén tim mach va liéu diéu tri
theo thoi gian van 1a thach thirc dbi véi cac nha
lam sang. Tuy nhién két qua & bang 3.2, 3.3 phén
s& tong mau khong cé su khac biét khi chia cac
ddi twong nghién ciru theo cac dac diém chung cia
bénh nhan sau khi diéu tri ¢ thoi diém 3, 6 chu ky
CHOP. '

Két qua nghién ciru & bang 3,5 cho thiy sau
diéu tri hoa chét phac dd CHOP, ty 1&¢ bénh nhan
¢6 phan sb tdng mau that trai giam > 10% (so véi
truge diéu tri) sau 3 chu ky 1a 13,88 % va sau 6
chuky 27,78%. EF giam tir 5 dén 10% chiém ty 1¢
I6n nhat, sau diéu tri sau 3 chu ky 1a30,57% va sau
6 chu ky 1a 33,33%. EF giam tur 1-5% sau 3 chu ky
14 36,11% va sau 6 chu ky 1a 30,57%. Nhu vay thoi
gian diéu tri cang dai, liéu doxorubicin tich Idy
cang lon thi %EF giam cang nhiéu. Theo dé xuat
cua Swhartz va CS (1987), trong qua trinh diéu tri
héa chat c6 kha niang gdy doc tinh tim, néu phan
sd téng mau giam dudi 50% hodc giam > 10% so
voi EF ban dau khi chua diéu tri thi nén dimg diéu
tri dé tranh suy tim tién trién. Sau nay khuyén cao
ciia Swhartz va CS (1987) trd thanh tiéu chuan

- nhiém ddc co tim hay bién ¢ tim do ding héa chét
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(cardiac event) duoc ap dung phd bién trong 1am
sang dé theo dai doc tinh tim va du phong suy tim.

T Nousiainen va CS, nghién ctu trén 30 bénh
nhéan u-lympho ac tinh khong Hodgkin diéu trj hoa
chét, theo ddi biéu hién nhiém doc co tim 1am sang
va phén sb tdng mau tai cac lidu diéu tri: 200m/m2,
400 mg/m?, 500 mg/m? co thé, 28 bénh nhén nhan
c6 tdng lidu doxorubicin > 400 mg/m? co thé, cb
2 bénh nhan (7%) biéu hién suy tim tién trién 1am
sang sau lidu tich liy 500mg/m? da co thé, 10 bénh
nhan (36%) xay ra bién cb tim (cardiac event) nhu
rdi loan dan truyén, nhip nhanh. Phan sb tong mau
trung binh & nhom cé bién cb tim giam tur 60,8
+ 2,4% xubng 41,8 £ 2,0% (p < 0,001). O nhém
khong c6 bién cb tim, EF trung binh giam tir 56 +
1,5% xuéng 53,6 £ 1,5% (p = 0,016). So sanh EF
gitra 2 nhém bénh nhén co6 bién c6 tim mach & cac
liéu tich [y 200, 400, 500 mg/m?, nhém khong co
bién ¢ tim EF giam tir 56,4 % 1,5 xudng 54,6 +
1,3:51,9+ 1,2%, 53,6 + 1,5% (p < 0,001). Nhom
6 bién ¢b tim mach c6 EF lan luot 14 60,8 + 2,4,
49,7+ 1,8,47,7+ 1,4%:41,8+2 (p<0,001). Biéu
dd dudng cong du dodn & lidu 200mg/m? c6 4%
xay ra bién cb tim mach.

S. Limatl, K. Demesmay va CS, nghién ctu
trén 135 bénh nhén u lympho 4c tinh non Hodgkin
didu tri bing phac d6 CHOP tir nim 1994 dén nam
2000. Péanh gia chirc nang that trai qua phan s6
téng méu, két qua thu dugc & 27 bénh nhéan (20%)
nhiém doc co tim xay ra sém trong vong 1 ndm sau
diéu tri va o liéu > 200mg/m? co thé, 27% bénh
nhan nhiém doc co tim bao gdm 14 bénh nhan ¢6
dAu hiéu 1am sang cua suy tim xung huyét va 3
bénh nhan dét tir (OR: 4,2; p = 0,005). Két qud nay
¢6 vé cao hon so voi cac nghién clru khac. Nghién
clru cling chi ra tudi > 50 la yéu t nguy co cao
nhiém doc co tim ( véi OR: 2,9 ; p = 0.03).

Elbl, Vasova I, Nav rastil M va cong su nghién
clru trén 96 BN u lympho 4c tinh sau diéu tri
doxorubicin véi liéu tich liiy trung binh 300 mg/
m? (50-880mg/m?). Dénh gia va theo ddi bang siéu
tim tai thoi diém sau diéu tri va 5 nam tiép theo cho
thdy 4% BN c6 biéu hién lam sang suy tim nhiém
dde, 31% biéu hién can lam sang, trong d6 31% rbi
loan chiic nang tam truong (chi s& Tei) va cac yéu tb
nguy co nhu bénh tim mach tr trudc va tudi > 60 la
yéu t6 nguy co cao gay rbi loan chirc nang thét trai.
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Tai An Do, Navin Khattry, Pankaj Malhotra va

cong sy tién hanh nghién cau trén 30 BN du tiéu
chuén va ty nguyén tham gia vao nghién ctru, sau
thoi gian 1 nam sau diéu trj bang doxorubicin. Cac
tac gia da thay c6 1 BN suy tim (3%), 8 BN rdi
loan chirc nang tam thu (27%).

Sandra M. Swain, Fredrick S. Whaley, Michael
S phan tich hdi ctru trén 630 bénh nhan duoc didu tri
bang doxorubicin. Céc tac gia chi ra ring & lidu tich
Iy 550mg/m? c6 26% bénh nhan bj nhiém doc co
tim va tai lidu tich Ifly 400mg/m? , ty 1é bénh nhan >
60 tudi bi nhidm doc co tim cao hon nhém < 60 tudi.

Ngoai ra, mét sb nghién ctu cac yéu té nguy
co giy nhiém ddc co tim & bénh nhan didu tri
doxorubicin, S. Limatl, K. Demesmay va CS cho
thdy liéu tich liiy doxorubicin > 200mg/m? va tudi
> 50 la'yéu t6 nguy co. Elbl, Vaséva I, Nav rastil M
va CS thay ring tudi > 60 Ia yéu td nguy co. Navin
Khattry, Pankaj Malhotra va cdng su ciing chi ra
phac dd diéu tri c6 phdi hop vdi cyclophosphamid
va chi s6 khéi co thé < 20 kg/m?, tidn str bénh ly
tim mach 1 yéu t5 nguy co gay nhidm doc co tim
do héa chiét (p < 0,05).

Trong nghién ciru cia ching t6i do s& lugng
bénh nhan con it, vi vay chua xac dinh duoc cac
mirc liéu tich liy chudn dé c6 két luan liéu doc cua
doxorubicin Ién tim mach. Tuy vdy day la nghién
clru danh gia nhiém doc co tim tai Viét Nam,
budc du danh gia nhidm doc co tim trén co thé
ngudi Viét Nam nén gitip cho cac bac silam sang
phat hién sém tdn thuong nhiém ddc co tim ma
chua c6 biéu hién 1am sang, dé du phong va diéu
tri kip thoi cho ngudi bénh.

V. KET LUAN ,

- Phén s6 tdng méu thét trai (EF) trung binh giam
rd sau diéu tri 3 chu ky va 6 chu ky diéu trj hda chét
theo phac 46 CHOP so véi trude khi diéu tri 1an luot
la 66,2 +4,96,60,2+5,9,56,6+7,.2 (p<0,001). -

- Ty I& bénh nhan c¢6 phan sb téng mau thit trai
giam > 10% so véi trude diéu trj & thoi diém sau 3
chu ky 1a 13,88%; sau 6 chu ky la 27,78 %. S bénh
nhan ¢6 EF giam tir 5 - 10% chiém ty 1€ 30,57% sau
3 chu ky va 33,33% sau diéu tri 6 chu ky. Nhém bénh
nhan tubi >60 c6 ty 1¢ nhiém doc co tim cao hon 13
rét so vé&i cac bénh nhan < 60 tubi (p <0,05).
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