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PANH GIA HIEU QUA PIEU TRI U LYMPHO LAN TOA TE BAO B LON
TAI PHAT HOAC KHANG TRI TAI BENH VIEN CHO' RAY
VA BENH VIEN TRUYEN MAU HUYET HOC THANH PHO HO CHi MINH

Vii Thi Mai Hoa!, Suzanne Monivong Cheanh Beaupha!

TOM TAT

Muc tiéu: Nghién cltu nay dugc thuc hién nham
danh gia hiéu qua diéu tri va ti Ié bién chiing cdp, man
cua cac phac do diéu tri u lympho lan tda t€ bao B 16n
(DLBCL) ta| phat hodc khang tri tai BV. Chg Ray va BV.
Truyén méu Huyét hoc. Di twgng va phu’dng phap
nghlen clru: 104 bénh nhan (=18 tudi) dugc chan
doan DLBCL ta| phét hodc khang tri tai BV Chg Ray va
BV Truyen mau Huyet hoc. Thiét k& nghlen ctru: hoi
clfu va tién cltu, mo ta loat ca. Két qua: Ti |é dap ng
hoan toan (CR) dat 63, 5% tai thdi diém gitra liéu trinh
va dat 45,8% tai thdi dlem két thuc diéu tri. OS, PFS-3
nam lan qu(jt la 37.5+3. 9%, 18.3+4.4%. Ti Ie_ CR va
0S & nhdm nguGi bénh ghép t€ bao goc (GTBG) tu
than cao hon nhom khong GTBG (p<0,05). Ti € CR,
OS con G nhom tai phat mudn cao han nhom tai phat
s6m va khang tri; tuy nhién khac biét chua cé y nghia
thdng ké. Céc bién c0 bat Igi cha yéu la doc tinh huyét
hoc, tdng men gan va nhiém trung. Trong dd, phac do
ESHAP+R va DHAP+£R c6 dbc tinh huyét hoc cao hon
cac phac d6 khac. Phac d6 DHAP+£R c6 doc tinh trén
than cao nhat vdi ti 1€ téng creatinin la 57,1%. Ti lé t&
vong c0 lién quan diéu tri la 20,2% va 100% nguyén
nhan tr vong nay la do nhiem tring. Két luan: Viéc
diéu tri DLBCL tai phat hoac khang tri cho nhiing két
qua kha quan, dac biét 8 nhém ngudi bénh dugc diéu
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tri hoa tri két hgp ghép t€ bao géc. Nhom ngusi bénh
tai phat mudn co ti Ié CR va OS cao hon nhdm tai phat
s6m va khang tri. Tuy nhién, ti 1€ bién chiing huyét
hoc va nhiém tring sau hoa tri kha cao do doé can du
phong gidam bach cdu hat, theo doi chdt_ché va phat
hién s6m, diéu tri kip thdi bi€n chirng nhiém tring sau
giam bach cau hat do hda tri.

SUMMARY
EVALUATION OF TREATMENT RESULTS OF
RELAPSED OR REFRACTORY DIFFUSE
LARGE B-CELL LYMPHOMA AT CHO RAY
HOSPITAL AND BLOOD TRANSFUSION
HEMATOLOGY HOSPITAL
Objectives: This study was conducted to
investigate the treatment results of relapsed or
refractory diffsue large B-cell at Cho Ray Hospital and
Blood Transfusion Hematology Hospital. Patients and
methods: 104 patients (=18 vyears old) were
diagnosed with relapsed or refractory diffuse large B-
cell lymphoma at Cho Ray Hospital and Blood
Transfusion Hematology Hospital. Study design:
retrospective and prospective, case series description.
Results: The complete response rate (CR) was 63.5%
at interim treatment and 45.8% at the end of
treatment. Three year-OS, PFS of the patients with
relapsed or refractory DLBCL were 37.5+3.9%,
18.3+4.4%, respectively. The rate of CR and OS in the
group of patients treated with autologous stem cell
transplantation was higher than the group treated
without transplantation (p<0.05). The rate of CR and
survival time were higher in the late relapse group
than in the early relapse and refractory group;
however, the difference is not statistically significant.
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The main adverse events were hematologic toxicity,
elevation of liver enzymes, and infection. ESHAP£R
and DHAP£R regimens have higher hematological
toxicity than other regimens. The DHAP+R regimen
had the highest nephrotoxicity with an increase in
creatinine of 57.1%. Treatment-related mortality
(TRM) was 20.2% and 100% of which were due to
infection. Conclusion: The treatment of relapsed or
refractory DLBCL gives positive results, especially in
the group of patients receiving high-dose
chemotherapy followed by autologous stem cell
transplant. The group of patients with late relapse had
higher rates of CR and extended OS than patients with
early relapse and refractory disease. However, the rate
of hematological complications and infection after
chemotherapy is quite high, so it is necessary to
prevent neutropenia, monitor and promptly treat
infectious complications after neutropenia.

I. DAT VAN PE

Bénh u lympho khong Hogkin (ULKH) la
nhéom bénh tang sinh ac tinh cia md lympho,
thudc nhém 10 ung thu phé bién nhat theo
Globocan 2020; trong d6 DLBCL chiém ti 1€ cao.
Cung vGi su tién bo vé cac ki thuat va thudc,
diéu tri nhém bénh nay dugc cai thién dang ké.
V6i phac dd R-CHOP, 50-70% bénh nhan (BN)
dat CR va 30-40% BN khong dap Ung hodc tai
phat. O nhitng BN DLBCL khang tri hodc tai phat,
hda tri budc hai sau dé GTBG tu than van la lua
chon hang dau. Khoang 50% BN dap Ung vdi
héa tri budc hai va dugc ti€n hanh GTBG.
Khoang 30 - 40% BN c6 bénh khdng tién trién
trong 3 nam sau ghép. Cac phac do hda tri budc
hai thudng dugc dung bao gom R-DHAP, R-
ESHAP, R-ICE va R-GDP. Tuy nhién, hién chua cd
bang ching chac chan phéac d6 nao uu viét han.

Tai BV Chg Ray va BV Truyén mau Huyét
hoc, phac d6 hoda tri cho DLBCL tai phat hoac
khang tri chua d6ng nhat. Hién nay, chua co
khao sat riéng biét vé DLBCL tai phat hoac khang
tri. Do d6, ching t6i thuc hién nghién cu nay
nham danh gia dap ng diéu tri ¢ DLBCL tai phat
hodc khang tri va bién chirng khi diéu tri, goép
phan gilp lua chon phac d6 diéu tri thich hop va
tién lugng bénh.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. PO6i tugng nghién ciru: 104 ngudi
bénh (=18 tudi) dugc chan doan DLBCL tai phat
hodc khang tri tai BV Truyén mau huyét hoc va
khoa Huyét hoc BV Chg Ray tir thang 1/2014 dén
thang 4/2022. Thai gian két thic theo doi dén
thang 7/2022.

2.2. Thiét ké nghién ciru: Ho6i clu va tién
cltu, mo ta hang loat ca.

2.3. Mot sé dinh nghia: Tiéu chuan tai
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phat va khang tri: theo tiéu chudn dap (ng cua
International Working Group d6i v&i ULKH nam
2007[1].

Il. KET QUA NGHIEN cU'U

3.1. Pac diém bénh nhan. TUr 1/2014 dén
4/2022, tai BV Chg Ray va BV Truyén mau huyét
hoc, chdng toi ghi nhan 104 BN DLBCL tai phat
hoac khang tri v8i 47,1% trudng hgp khang tri
va 52,9% trudng hgp tai phat. Trong dd, 25%
BN tai phat s6m va 27,9% BN tai phat muon.

Bang 1 mé ta dic diém BN. Tudi trung binh
la 51,29 + 14,678, tudi nhd nhat la 18, I6n nhat
la 77; ti s6 nir: nam la 1:1.38. C6 33,6% trudng
hop c6 bénh man tinh kém theo. Tén thuong tai
hach kém ngoai hach chiém ti Ié cao nhat lic
chén doan ban dau (63%) va lic tai phat/khang
tri (49%); khoi u bulky chiém 21,2%. Chi s6 hoat
ddng co th€ ECOG =2 chiém 46,2%. Hb trung
binh 1a 11,66+0,19 (g/dL), 6 BN thiu mau mdic
dd nang do u lympho xam lan tly xuong hodc do
u lympho dugng tiéu hoa xuat huyét. Creatinin
trung binh la 0,8+0,03 (mg/dL) vdi 8 trudng hgp
suy than, do hach hay u chén ép, bénh nén hoac
do hoa tri trudc dé. Giai doan III-IV theo Ann
Arbor chiém han 34 va ti 16 BN nhom nguy cg
trung binh cao-cao theo IPI la 30,8%.

Bang 1: Pdc diém bénh nhdn DLBCL tdi
phat hodc khang tri

s g Bénh nhan (N=104)
bac diem (don vi: %)
Tudi (nam) 51,29+14,678 (18- 77)
< 60 tudi 71,2
Gidi
Nam 58
N 42
Bénh man tinh kém theo 33,6
Tinh trang bénh
Khang tri
Téi phat s6m ad
Tai phat mudn 279
Pa tirng ti€p xuc 952
Rituximab !
Thai gian trung binh tai
phét (thang) 19£2,0
Vi tri ton thuang
Tai hach don thuan 37,5
Tai hach kém ngoai hach 49
Ngoai hach dan thuan 13,5
Bulky 21,2
Chi s6 hoat dong co thé
theo ECOG
0-1 53,8
>2 46,2
Dac diém sinh hoc tai
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thai diém tai phat
Hemoglobin (g/dL) 13,78+1,3
S6 lugng bach cau hat 4,88+0,67
(K/uL)
SO lugng tiéu cau (K/uL) 280+11
LDH (U/L) 596,1+59,2
B2-microglobulin (ug/L) 2733,36+125,31
Giai phau bénh
DLBCL khong trung tam 75,6
mam
DLBCL trung tdm mam 12,5
U lympho nang chuyén 1,9
dang DLBCL
Giai doan bénh theo Ann
Arbor
I-1I 23
ITI-1vV 67
Phan nhom nguy cg theo
IPI
Thap-trung binh thap 45,2
Trung binh cao-cao 54,8
Cac phac do diéu tri
ICE£R 60,6
DHAP£R 8,7
ESHAP+R 13,4
GDP+R 13,4
RB 11,5
Co ghép t€ bao goc 18,3

3.2. Pap (ng diéu tri. Ti |é BN dat dap
Ung gitra liéu trinh la 63,5%. Ti 1€ BN dat CR
cudi liéu trinh la 45,8%, ti 1€ nay cao hon &
nhém tai phat mubn so v6i nhém tai phat
sém/khang tri (64% va 38%, p=0,029). O nhom
BN hoa tri kem GTBG, ti Ié CR dat 73,7%, cao
han nhém khéng GTBG (51,1%) véi p=0,092.
Tai thdi diém gilra liéu trinh, ti 1 dap (ng Vvdi
ICEx£R, ESHAP+R, RB, GDP+R va DHAP%R [an
lugt 1a 78,4%, 75%, 75%, 57,2% va 58,4%
(p>0,05). Ti Ié CR cudi liéu trinh cling khac biét
khong co y nghia théng ké gilta cac phac do.

PFS 6 thang va 3 nam [an lugt la 51+4,9%
va 18,3%4,4%. Thdi gian s6ng con toan bd trung
binh la 27,3 £ 3,3 thang. OS 3 nam Ia
25,4+4,9%. PFS 3 nam cua nhom tai phat
sém/khang tri la 11,9%, thap han nhom tai phat
muon (30,2%) véi p=0,052. OS 3 nam cta nhém
tai phat sém/khang tri la 17,5+5,5%, thap hon
nhom tai phat mudn (41,9+9,5) véi p=0,063.
PFS 3 nam cla nhédm GTBG vdi nhdm khong
GTBG lan lugt la 49,7% va 38,5%; p=0,122. OS
3 nam clia nhom GTBG v&i nhdm khong ghép lan
lugt 1a 50,2% va 35,7%; p=0,039. PFS 1 nam
clla nhdm ngudi bénh hoa tri ICEXR, DHAP+R,
ESHAP+R, GDP+R va RB [an Iugt la 45,2%,
28,6%, 25%, 21,4% va 8,3%; p>0,05. OS 2

ndam clia nhém nguGi bénh hoa ICE+R, DHAPR,
ESHAP+£R, GDP+£R va RB (0OS 2 nam) lan lugt la
38,5%, 19%, 48,6% va 35,7% va 8,3%. Su khac
biét OS gilta RB va cac phac do khac cd y nghia
thong ké (p=0,011).

g cém toin b

Ti1g sén

o 200 40.0 0.0 80.0
Thai gian (thang)

Biéu dé 1: Puong biéu dién ti Ié séng con
khéng tién trién.

Ti1¢ séng con khéng tién trién

00

Thiri gian (thang)
Biéu dé 2: Puong biéu dién ti 16 séng con
toan bé

Trong thdi gian theo doi khi hda tri, bién co
bat Igi huyét hoc chu yéu trén BCH va hong cau;
gan nhu tat ca BN ¢ bién chiing thi€u mau va
33,6% BN can truyén hong cau lang. 69,2% BN
c6 gidam bach cau hat sau hoa tri, trong dé hon
mot ntfa BN giam BCH muc d6 4. Hon mét nira
BN cd bién chitng giam ti€u cau, trong dé murc do
4 chiém ti Ié cao (31,7%). Ti |é t& vong lién quan
diéu tri chiém 28,7% tong s BN t vong, trong
dé 100% nguyén nhan tir vong do nhiém trung.

Bang 2: Mirc do cac bién cé bat loi theo
CTCAE v5.0 (n=104, don vi: %)

Miic d6 123 4

Thi€u mau 23,1/35,6/36,5| O

Giam bach cau hat 4,8/4,8|8,7]| 51

Giam tiéu cau 8,7/9,6 9,6

Tang creatinin mau 3,8/10,6/29| 0

Tang bilirubinmau 2,9 1,9[29] 0

Tang AST/ALT 13,538[]19| 1

Giam phansuattongmau 0 | 0 | 0 | O

V& bién ching v@i phac do hda tri, phac do
RB it cd bi€n chiing thi€u mau do 3 nhat so vdi
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phac do khac (0%, p=0,003). Giam BCH d6 3-4
thudng gap vGi phac d6 ESHAP£R (91,7%) va
GDP+R (71,4%) so véi R-B (50%), ICE+R
(52,5%), DHAP£R (57,1%); (p<0,05). Giam ti€u
cau do 3-4 thuGng gdp nhdt vdéi ESHAP£R
(83,3%) va DHAP%R (71,4%) so véi cac phac dd

khac (p<0,001). Nhu cdu truyén ti€u ciu cao
nhét v3i DHAP+R (71,4%) va ESHAPR (66,7%)
so vd@i cac phac do khac (p<0,05). Bién chiing
tang creatinin thuGng gap nhat véi DHAP£R
(57,1%) va GDP+R (42,9%) so vGi phac d6 khac
(p<0,05).

Bang 3: Mirc do cac bién cé bat loi theo cac phac dé hoa tri (%)

ICEXR, DHAPXR, ESHAPtR, GDPxR, RB,
n=59 n=7 n=12 n=14 n=12

Thi€u mau do 3 47,5 28,6 16,7 42,9 0
Giam bach cau hat d6 3-4 52,5 57,1 91,7 71,4 50
Giam ti€u cau dé 3-4 38,9 71,4 83,3 14,3 25
Tang creatinin mau 8,5 57,1 25 42,9 0
Tang bilirubin mau 1,7 28,6 8,3 0 0
Tang AST/ALT 23,7 42,9 25 7,1 0

Can truyén hong cau lang 40,7 28,6 33,3 28,6 8,3
Can truyén ti€u ciu 28,2 71,4 66,7 14,3 8,3
Nhiém tring 33,9 57,1 41,7 50 50

TU vong lién quan diéu tri 18,6 0 0 28,6 50

Trong nghién clru c6 21 BN tr vong co lién
quan diéu tri(20,2%). Cac yéu t6 c6 xu hudng
lién quan dén ti Ié t& vong co lién quan diéu tri
gom cd: tu6i>55, ECOG >1 diém, LDH ting, B2-
microglobulin tang, nhém nguy cd trung binh
hoac nguy cd cao theo IPI, xam lan ngoai hach,
bénh tai phat sém, khang tri, diéu tri phac do
ICE+R, GDP+R, RB, khéng du phong giam BCH
vGi peg-filgrastim hoac filgrastim, nhiém trung
trudc héa tri. Trong d6, chi yéu t6 tudi>55,
ECOG>1 diém, LDH tdng, diéu tri phac do
ICE£R, GDP+R, RB, khéng du phong giam BCH
vGi peg-filgrastim hodc filgrastim va cé nhiem
trlng trudc hda tri khac biét cd y nghia thong ké.

IV. BAN LUAN

D3c diém 1dm sang va sinh hoc trong nghién
ctu kha tugng doéng véi cac nghién clu khac
thuc hién trén thé gidi. Tuy nhién, BN trong
nghién cffu ching tdi c6 téng trang khéng tot
bdng va da phan ngudi bénh trong nghién clru
ching t6i & giai doan lan rong va phan nhém
nguy cd theo IPI trung binh cao — cao chiém ti 1€
cao. Nghién cltu ghi nhan 25% BN tai phat sém
va 27,9% BN tai phat mudn va 47,1% BN khang
tri. D3c diém nay kha tuong dong véi nghién clru
cla Martin va cs, bao gom 24,5% ngudi bénh tai
phat s6m, 30,7% tai phat mudn, 44,8% khang
tri[7].

Nghién cfu ghi nhan ti I1&é dap (ng toan bd
gira liéu trinh chung la 73,3%, trong dé ti Ié CR
la 34,4%. Sau khi hoan tat hoa tri, ti 16 CR la
45,8%. Mc d6 dap Ung hda tri li€u nay kha
tudgng dong véi cac nghién clu khac. Thi du nhu
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theo nghién cltu Gisselbrecht, diéu tri R-ICE va
R-DHAP cho ti |1é dap Ung gilra liéu trinh la
63,9% Vvdi ti I1€ CR la 37,9%]2].

Khac véi nghién cru clia Philip va cs, ti Ié CR
G nhoém BN hoa tri kém GTBG tu thdn va nhom
khong ghép khac biét khong cé y nghia thong ké
(73,7% va 51,1%; p=0,092)[3]. K&t qua nay c6
thé do sd lugng BN dugc GTBG tdi con han ché
(n=19). OS 3 nam cla nhém BN GTBG tu than
cao han nhém khong GTBG lan Iugt la 50,2% va
35,7% (p=0,039). Chung toi nhan thay ti Ié song
con cao han & nhom bénh dugc GTBG tu than,
phu hdp véi cac tac gid khac.

Tai thai di€ém két thlc diéu tri, ti 1& CR, PFS
va OS tuong dudng gilfa cac phac do6 hda tri
cudng do cao, tuong tu vGi nghién clu cla
Gisselbretch, Crump[2, 5]. Nhitng BN diéu tri RB
trong nghién clru chdng t6i co ti Ié sdng con thap
hon nhém BN héa tri cudng do cao, véGi PFS 1
nam va OS 1 ndm lan luct la 8,3% va 25% va
trung vi PFS la 5 thang. Theo Ohmachi, BN diéu
tri RB cd PFS trung vi chi dat 6,7 thang[8]. Budc
dau cac két qua nay da ggi y nhom BN khong du
diéu kién héda tri cudng do cao va GTBG co tién
lugng xau.

PFS 3 ndm cua nhom tai phat sém/khang tri
va nhém tai phat mudn [an lugt la 11,9% va
30,2% (p=0,052). OS 3 nam clia nhém tai phat
sém/khang tri va nhom tai phat mudn lan lugt la
17,5% va 41,9% (p=0,063). Két qua nay phu hgp
v@i cac nghién clu cla Gisselbrecht va Van
Imhoff; tuy nhién cac khac biét nay chua c6 y
nghia thdng k&, cd thé do & mau nghién clu
chiding t6i con han ché so vai cac nghién cltu trén.
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Trong nghién clu ching toi, bién chiing
huyét hoc nang hon khi diéu tri DHAP + R va
ESHAP + R so vdi R-ICE, tugng tu két qua
nghién clu clia Gisselbrecht; bi€én chiing huyét
hoc do 3-4 nang han véi phac d6 R-DHAP so vdi
R-ICE va nhiéu ngudi bénh can truyén ti€u ciu
hon (57% v6i RDHAP va 35% véi R-ICE). Téng ti
&€ bién chirng huyét hoc d6 3-4 va ti l1é can
truyén mau cua BN trong ting phac d6 trong
nghién clfu chdng to6i cao han so vdi cac nghién
clu trén thé gidi; diéu nay cd thé do ti Ié BN
tdng trang kém, giai doan mudn va diém IPI cao
trong nghién clfu chiing t6i cao.

Bi€n ching tang creatinin thuGng gdp nhat
vGi DHAP+R (57,1%) va GDP+R (42,9%) so vGi
phac do6 khac (p<0,05). D6i vGi phac do
DHAP£R, téng ti Ié bién ching téng creatinin
trong nghién cu cao hon tac gid Press va cs
(18% BN diéu tri RDHAP tang creatinin nhe
(<2mg/dL), 6% BN bién chirng mic d6 nang can
chay thén nhan tao). Diéu nay c6 thé do ching
t6i dung phan d0 theo CTCAE v5.0, khac vdi
phan do6 trong nghién clfu cta Press. Khi xét vé
mdc do nang, chi 1 BN mac do 3 va khong BN
nao do 4, thap hon nghién clru cua Press va
cs[4]. Phac dd GDP+R ghi nhén ti 1€ cao mac suy
thdn hon nghién cltu khac, diéu nay cd thé do
nhédm BN diéu tri GDP£R da phan I6n tudi va
nhiéu bénh nén, dan tai ti 1é doc than cao hon va
can c& mau 16n hon dé khao sat.

Cac yéu t6 cb lién quan dén ti Ié tir vong co
lién quan diéu tri gébm co: tudi >55, ECOG>1
diém, LDH tang, diéu tri phac dd ICE£R, GDP+R,
RB, khong du phong giam BCH véi peg-filgrastim
hodc filgrastim va c6é nhiém trung trudc hda tri.
BN I8n tudi va bénh nén lam ting nguy cd doc
tinh huyét hoc, s6t giam BCH dan dén tang ti 1€
tlr vong, thdi gian nam vién, chi phi, tri hodn chu
ky hoa tri ti€p theo. To chlc Nghién clru va biéu
tri Ung budu Chau Au (EORTC) khuyén cdo phac
d6 hoa tri cd nguy cg s6t giam BCH > 20% nén
st dung yéu t6 tang trudng BCH[6]. Trong baGi
canh phac d6 cudng do cao co Igi ich s6ng con
nhu & DLBCL tai phat khang tri, nén du phong
yéu t8 tdng trudng BCH dé tranh giam liéu hda
tri va dam bao an toan cho ngugi bénh. Bén
canh d6, can kiém sodt t&t nhiém tring trudc
hoa tri tranh nguy cd bung phat lai nhiém trdng.
Phac d6 ICE+R, GDP+R, RB c0 lién quan tdng t&r
vong hon ESHAP£R, DHAP+£R trong nghién cliu
ching tdi, c6 thé do da phan phac do ICE+R,
GDP+R, RB dugdc hoa tri ngoai trd, qua trinh

theo ddi chua sat cling nhu' tam ly chi quan cla
mot phan BN, dan dén ti Ié tur vong cao han cac
phac do hoa tr! noi vién. Do dd, can theo doi sat
BN hon, tu van va dan do BN hiég ki han vé bién
chfng va can nghién clru ¢@ mau rong va dac
di€ém BN tuong déng hon dé cé thé so sanh.
V. KET LUAN

Viéc diéu tri DLBCL tai phat hoac khang tri
cho nhitng két qua kha quan, dac biét & nhom
ngudi bénh dugc diéu tri hda tri két hgp GTBG tu
than. Nhém nguGi bénh tai phat mudn co ti 1€ CR
va OS cao hon nhém tai phat s6m va khang tri.
Tuy nhién, ti I€ bién chirng huyét hoc va nhiem
trung sau hoa tri kha cao do d6 can du phong
giam bach cau hat va theo doi chgt ché, phat
hién sém, diéu tri kip thGi bién ching nhiem
trung sau giam bach cau hat do hda tri.
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