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HIEU QUA VA DOC TiNH CUA PHAC PO R-CHOP
TRONG DIEU TR| U LYMPHO KHONG HODGKIN TE BAO B LON
LAN TOA CD20 DUO'NG TiNH TAI BENH VIEN DAI HOC Y DUOC HUE
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Tém tat
Dit van dé: U lympho khéng Hodgkin (ULAKH) 13 bénh ung thu phd bién thir mudi trén thé gidi, type
bénh chi€ém phé bién nhat 13 t& bao B I&n lan tda. T ndm 2002, phéac d6 diéu tri ULAKH mdi vdi sy két hop
rituximab va phéc d6 CHOP (R-CHOP) da mang lai cai thién trong ddp rng cling nhu kéo dai thoi gian séng
thém. Tuy nhién dé&n nay chwa cé nghién clru nao vé diéu tri R-CHOP & Hué. Muc tiéu nghién ctru ndy nham
danh gid hiéu qua dép rng (hoan toan, ban phan), danh gia thoi gian séng bénh khéng tién trién va doc tinh
thwong gap cla phac d6 R-CHOP. Béi twgng va phwong phap nghién ctru: Nghién clru thuin tap hoéi ciru trén
36 bénh nhan duoc chdn doédn xac dinh ULAKH té bao B 1&n lan téa c6 CD20 duwong tinh diéu tri véi R-CHOP
tai Bénh vién Dai hoc Y Dugc Hué trong khodng thoi gian tir 2011 dén 2016. Két qua: Dua theo chi s6 tién
lugng IP1, ty 18 bénh nhan cd nguy co thip 1a 41,7%, trung binh thap 38,9%, trung binh cao 16,7% va nguy co
cao 12 2,7%. Ty 1é ddp rng hoan toan |a 52,8%, ddp (rng mot phan 13 30,5%. Dc tinh thiéu mau dé 11l (13,8%),
giam bach cau dd 1l (11,1%) va budn nén (5,6%). Thai gian sdng bénh khéng tién trién trung binh 3,3 ndm
V@i ty 18 66,7%. K&t ludn: Phac d6 RCHOP hiéu qua t6t trong diéu tri ULAKH véi ti 1& dap (rng hoan toan dat
52,8% va thoi gian song thém bénh khdng tién trién 3,3 ndm. Phac d6 nay dé dung nap khi 4p dung diéu tri
vGi doc tinh dd 11l thap va cd thé kiém soat duoc.
Tir khéa: U lympho khéng Hodgkin, té bao B I6n lan téa, CD20 dwong tinh, CHOP, rituximab
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EFFICACY AND SIDE EFFECTS OF R-CHOP REGIMEN IN PATIENTS
WITH DIFFUSE LARGE B-CELL CD20 POSITIVE LYMPHOMA
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Background: Non-Hodgkin lymphomas (NHL) ranks 10 among the top 15 common cancers worldwide.
Diffuse large B-cell lymphoma (DLBCL) is the most common type of the disease. Despite malignancy, DLBCL
is curable and sensitive to chemotherapy and radiation therapy. Since first published in 1997, the protocol
R-CHOP, a combination of classical chemotherapy CHOP with rituximab, has increased significantly the rate
of complete response (CR) and improved overall survival (OS). However, there has been no report of R-CHOP
treatment in Hue. Purpose of this research is to evaluate the efficiency of R-CHOP treatment (complete
response, progression-free survival) and to describe the toxicities of the protocol. Methods: A retrospective
cohort study on 36 patients with diffuse large B-cell lymphoma, CD 20 positive treated with R-CHOP at Hue
University Hospital between 2011 and 2016. Results: According to the International prognostic index (IPl), 15
patients (41.7%) had low-risk disease, 14 (38.9%) low-to-intermediate risk, 6 (16.7%) high-to-intermediate
risk and 1 (2.7%) high-risk disease. After finishing 8 cycles of therapy, 19 patients (52.8%) achieved complete
response. Grade Il anemia was observed (13.9%), grade Ill neutropeniain 4 patients (11.1%) and nausea
(5.6%). During a 5-year period, progression — free survival was reported for 66.7% of patients and median
for survival time was 3.3 years. Conclusions: The addition of rituximab to the CHOP regimen increases the
complete-response rate and prolongs progression-free survival in patients with diffuse large-B-cell lymphoma.
The treatment of R-CHOP is well tolerated that the adverse events are mostly reported at grade Ill and able
to control effectively.
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1. DAT VAN DE

U lympho khéng Hodgkin (ULAKH) - bénh ung
thu nguyén phat cla té€ bao lympho - ding th&
mudi trén thé gidi véi gan 386.000 ca mac mdi
trong ndm 2012 (3% téng s6 ca) [9] va cling Ia loai
ung thu mau phé bién nhat & nguoi 16m [4]. O Viét
Nam, ty |& mac ULAKH chuan theo tudi & c3 hai gidi
la 3/100.000 dan [9].

ULAKH dwoc phan thanh 2 nhédm chinh: t& bao B
va t€ bao T va NK, trong d6 gdbm nhiéu tip véi khoang
10 dudi type cé tién lugng va diéu tri khac nhau,
phé bién nhat 3 té bao B I1&n lan tda (48%) [7,15] véi
95% truong hgp cé CD20 duong tinh.

Tuy ULAKH ac tinh va tién trién nhanh nhuwng rat
nhay cdm véi hoa tri va xa tri. Trong qud khi, phac
dd hda tri két hop cyclophosphamide, vincristine,
doxorubicin va prednisolon (CHOP) tirng dugc xem
1a chuan diéu tri [6,7,8].

Tuy nhién phdc d6 nay lai gdy ra han ché trong
dap (rng véi thubc, dic biét Ia & bénh nhan 1én
tudi[7].

Nam 1997, mét phac d6 mdi ra doi vdi viéc két
hop Rituximab - khang thé don dong gin dich vao
phan tlr CD20 trén bé mat té bao lympho B &c tinh
-va CHOP [7,10].

V&i rat nhiéu cai thién trong ddp tng diéu trj
va cai thién thoi gian séng, hién nay trén thé gidi
R-CHOP duoc st dung ngdy cang rong rai dé diéu tri
bwdc 1 cho bénh nhan ULAKH [12].

O Viét Nam gin day, RCHOP d3 duwoc mot sb
bénh vién I1&n ap dung vao diéu tri ULAKH, trong dé
c6 bénh vién Pai hoc Y Duwgc Hué. Tuy nhién dén nay
chua cé nghién clru ndo dénh gid vé viéc ap dung
phac d6 nay & day.

Do vay, ching t6i d3 tién hanh dé tai “Hiéu qué
va déc tinh cia phdc d6 R-CHOP trong diéu tri bénh
nhén u lympho khéng Hodgkin té bao B Ié'n lan téa
CD20 dwong tinh tai Bénh vién Trwong Dai hoc Y
Dworc Hué” véi muc tiéu:

- M6 té ddc diém Idm sang, cén Iém sang bénh
u lympho khéng Hodgkin té bao B Ién lan téa CD20
dwong tinh tai Bénh vién Dai hoc Y Duoc HUé.

- Bdnh gid hiéu qué cua phdc do: ty 1é ddp trng,
thoi gian séng thém khéng tién trién bénh cta bénh
nhén diéu trj véi phdc d6 R-CHOP

- Ghi nhén cdc déc tinh thudng gdp cda phdc dé
R-CHOP.

2.POI TUONG VA PHUONG PHAP NGHIEN cU'U
2.1. Bdi twong va phuong phap nghién ciru
Nghién ctru hdi ctru trén 36 bénh nhan chan

doan xac dinh biang mé bénh hoc va héa mé mién
dich 13 u lympho khéng Hodgkin t& bao B 1&n lan
tda CD20 duwong tinh, diéu tri budc 1 bang phac do
héa tri R-CHOP don thuan da liéu trinh 6 - 8 chu
ky tai khoa Ung bwdu Bénh vién Treong Pai hoc Y
Dugc Hué trong khoang thoi gian tir 7/2011 dén
11/2016.

2.2. Tiéu chuan danh gia

Chan doan giai doan theo Ann Arbor [3] va danh
gid tién lwong trudc diéu tri theo tiéu chudn NCCN-
IPI [16] dwa trén tudi, chi s6 LDH, téng trang, giai
doan bénh va vj tri cac t6n thuong bao gdbm kich
thuwéc gan, lach, cdc nhém hach ¢, nach, ben va
nhi*ng viing khac. Téng trang bénh nhan ltc vao vién
duogc ddnh gia theo thang diém ECOG [13],[16].

Sau hda tri, dap (rng clia bénh nhan theo tiéu chi
danh gid dap ng khéng PET-CT cla NCCN version
4.2014 [14] nhu sau: dap &ng hoan toan (CR): bién
mat hoan toan cac triéu chirng 1am sang, can |am
sang; dap &ng ban phan (PR): cac triéu chirng van
con nhung da giam, kich thwdc hach, lach, gan gidm
hon 50% so v&i trudc diéu tri.

Néu cb tdn thuwong mdi xuat hién trén bénh
nhan da dap &ng hoan toan truwdc do sé duoc xac
dinh la bénh tdi phat (v&i bénh nhan dap &ng mot
phan s& 13 bénh tién trién (PD). Xét nghiém dénh
gia duoc sir dung phdi hop Siéu am bung, CT — Scan
nguc bung, Tay d6.

C4c méc thoi gian séng cla bénh nhan duogc
danh gid theo IWG [6]: thi gian s6ng bénh khéng
ti&n trién (PFS) tinh tr khi ddp (ng diéu trj dén ldc
bénh tién trién hodc bénh nhan tir vong, thoi gian
s6ng khéng bénh (DFS) la khodng thoi gian tir khi
khoi bénh dén luc bénh téi phat, thoi gian séng sot
(EFS) 13 thoi gian s6ng sau khi két thuc diéu trj dén
khi tl&r vong vi bat ky ly do gi.

Ddc tinh cta phac d6 dua theo phan dé cha vién
Ung thu Hoa Ky CTCAE version 4.03 [5] danh gia
theo 5 mirc do cac yéu t6 sau: thi€u mau, nhiém
trung, xudt huyét, nén mira, chirc ndng gan, chirc
ndng than, khé thd, dj &ng, rung tdc, than kinh ngoai
bién.

2.3. Phac d6 diéu trj

- Rituximab 375 mg/m? IV ngay 1

- Cyclophosphamide 750 mg/m?lV ngay 1

- Doxorubcin 50 mg/m? IV ngay1

- Vincristine 1.4 mg/m? IV ngay 1

- Prednisolon 100mg PO ngay 1-5

- Chu ky 3 tuan
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3. KET QUA
3.1. Dac diém l1am sang va can 1am sang
Bang 1. Dic diém bénh nhan trudc didu tri

Pic diém n %

Gidi

Nam 23 63,9%

N 13 36,1%
Tudi

<60 21 58,3%

> 60 15 41,7%
Giai doan

Khu tra (I-11) 20 55,6%

Lan tran (Il1-1V) 16 44,4%
IPI1
> 60 tudi

Thap: 3 20%

Trung binh — thap 5 33,3%

Trung binh — cao 6 40%

Cao 1 6,7%
<60 tudi

Thap: 12 57,1%

Trung binh — thap 9 42,9%

Trung binh — cao 0 0%

Cao 0 0%

Trong s6 36 bénh nhan, tudi mac bénh trung binh 1a 54, trong dé bénh nhan ULAKH tré tudi nhat 13 26 tudi
va |&n tudi nhat [ 83 tudi. Trong s6 nay, 20 bénh nhan (55,6%) duoc chdn doan & giai doan khu trd va 16 bénh
nhan & giai doan lan tran (chiém ty |& 44,4%).

Trong nhdm bénh nhan trén 60 tudi, 20% cac bénh nhan cé chi sé tién lvong nguy co [P thap (3 ngudi),
33,3% (5 bénh nhan) nguy co trung binh- thip, 40% (6 bénh nhan) nguy co trung binh- cao va 6,7% (1 bénh
nhan) la cé nguy co cao.

3.2. K&t qua dap rng diéu tri

C6 36,1% sb bénh nhan dép ng hoan toan vai héa tri sau 3 chu ky, 55,6% dap ¢rng mdt phan. Sau khi két
thuc liéu trinh, ty 18 dap ing hoan toan ting 1én 52,8% va dap rng mdt phan dat 30,5%. Trong khi d6, c6 16,7%
bénh tién trién sau khi k&t thic hda tri.

Bang 2. Dap tng véi phac d6 R-CHOP

. Sau 3 chu ky Sau két thic hoa tri
Dap rng véi diéu tri
n % n %
CR 13 36,1 19 52,8
PR 20 55,6 11 30,5
PD 3 8,3 6 16,7
Tong s6 36 100 36 100
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Vé théi gian s6ng thém cta bénh nhan
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Hinh 1. Danh gia thoi gian séng clia bénh nhan sau diéu tri
Sau 2 ndm, ty 1& sbng bénh khéng tién trién (PFS) 1a 75% va ty 1& ndy sau 5 ndm theo ddi 1a 66,7%. Thoi gian
sbng thém bénh khdng tién trién trung binh 1a 3,3 ndm. Trong thdi gian nghién ctu, cé 4 bénh nhan t& vong
(11,1%).
3.3. Pdc tinh sau diéu tri
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Hinh2. D6c tinh sau héa tri
Doc tinh chd yéu 13 thiéu mau va gidm bach ciu. Tinh trang thiéu mau ghi nhan trén 26 trudng hop, trong
d6 d6 11l xuat hién & 5 bénh nhan (13,8%). C6 22 bénh nhan xuat hién gidm bach cau vai 4 trudng hop d6 I
(11,1%). C6 2 trudng hgp budn nén (5,6%) khi diéu tri véi R-CHOP.
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4. BAN LUAN

4.1.Veé dic diém bénh ULAKH

Theo nghién cru cla ching tdi, tudi trung binh
duwoc chan doan 13 54 tudi, twong duong tac gia Vo
Hiru Tin (2014) [2] va Coiffier 2002 [7], ty 1&é méac
bénh nam : nit = 1,5 : 1 phu hgp téc gia V& Hiru Tin
(2014) [2]. Tuy nhién so v&i s6 liéu trung binh toan
thé gidi cla Ferlay 2015 [9], ty |& mac bénh chuan
theo tudi 2 gidi la ngang nhau, dirng th& 10 trong
cac loai ung thu.

Vé giai doan bénh ULAKH, két qua ching téi thay
rang giai doan khu tru (1/11) 1a 55,6% va lan tran (I11/

4.2, Vé dap trng diéu tri cha phac d6
4.2.1. So sdnh kha nédng ddp wng

IV) 13 44,4% phu hop véi nghién ciru clia Nguyén
Tuyét Mai (2013) [1] (52,7% va 47,3%). Tuy vdy, so
v3i nghién clru trén thé gidi cla Coiffier (2002) [6]
va Feugier (2005) [10] lai cho thay sy khac biét véi
ty 18 bénh nhan ch( yéu & giai doan lan tran (cung 1a
79% & 2 nghién ctru).

Vé ty |& bénh theo tién lugng IPI, ty 18 bénh nhan
cla ching t6i nguy co thap va trung binh — thap
chiém da s6 & ca 2 nhém tudi (53,3% & nhém trén
60 tudi va 100% nhom khéng qua 60 tudi), tuong
duong tac gid V& Hitu Tin (2014) [2] la 59,7% va
Rueda (2008) [12] 13 55,0%.

Bang 3. So sanh ty |é dap (ng

L o x Hiéu qua
Nghién ctru C& mau
RCHOP

Coiffier 2002 [6] 197 CR=76%

Feugier 2005 [10] 399 CR=75%
Mai 2013 [1] 55 CR=92,8%
Tin 2014 [2] 400 CR =84,4%
Chung to6i 36 CR=52,8%

So sanh cho thay hiéu qua dap ¢ng trong nghién
cltu cla chung t6i la tuwong d6i phu hop véi mét sé
nghién ctru. Nghién ctru ctia Coiffier (2002) va Feugier
(2005) cho thay ty & d4p ¢ng hoan toan cla phéac d6
R-CHOP Ian luot 13 76% va 75%. Theo Nguyén Tuyét
Mai (2013), ty |é ddp &ng hoan toan sau 3 dot hoéa tri
13 78,2% va sau khi két thuc phac dd 1a 92,8%. Theo
két qua V8 Hitu Tin (2014), phac dd R-CHOP c6 ty
|é dap ng hoan toan dat 84,4%. Didu d6 cho thay
Rituximab cai thién ty |é ddp &ng hoan toan cla bénh
ULAKH rd& rét. Tuy vay, ty |& cla ching t6i van con &
murc thip hon cac nghién cttu trén, nguyén nhan cé
thé do ¢& mau hién tai con it so véi cac nghién ctru
duoc so sanh nay.

4.2.2. Vé thoi gian séng thém

Mot sb nghién clru cho thay su cai thién thdi gian
sbng thém cling nhu gidm ty 1&tién trién bénh cla
R-CHOP. Theo Coffier, ty 1& bénh tién trién phac d6
R-CHOP [7] 1 thap (9%), trong khi ty 1& bénh nhan
sbng sot dat 70%. Feugier [10] cho thay rang ty I&
sbng thém 5 ndm cla nhém R-CHOP dat 58%, ty &
sbng bénh khong tién trién 13 54% va thdi gian sbng
khéng bénh trung binh ctia R-CHOP |a 3,8 nam. Trong
nghién cttu nay, ty 1& séng bénh khong tién trién cda
phac @& R-CHOP dat 66,7% |1 phu hop cac nghién
ctru trén.

4.3, Vé ddc tinh ctia phac d6 R-CHOP

Trong nghién clru nay, tac dung phu chi yéu gip
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trén bénh nhan 13 thiéu mau va gidm bach cau d6
I, v&i ty 18 1an luot 13 (13,9% va 11,1%) va khéng ¢
d6 V. Budn ndn va nén cling it xay ra vai ti 1& chi 13
5,6%. So sanh vdi Coffier, tac dung phu thuong gdp
nhat cdia R-CHOP [& nhiém trung muc dé Il tra [én.
Theo Rueda (2008), tac dung phu R-CHOP phd bién
| nhiém trung, tuy nhién dung nap rat tét voi diédu
tri va chi gap vdi ty 1& khong I6n (11%) [12]. Nghién
cltu cla Payandeh (2016) cho thay ty 1& bénh nhan
c6 tac dung phu nhiém trung khi diéu tri véi phac
dd R-CHOP 13 khéng cao (15,8% vai phac dd R-CHOP
diéu tri 21 ngay) [11]. Nhu vay, ty 1& x3y ra cac tac
dung phu ctia phac d& R-CHOP giita cac nghién ctru
13 twong dwong nhau. Theo Dotan (2010), phéac @b
R-CHOP thudng dudc bénh nhan dung nap tét va céc
tac dung phu di kém chi xay ra & ty 1& thap, cé thé
kiém sodt va diéu tri tot [8].

5. KET LUAN

Diéu tri ULAKH té bao B I&n lan tda CD20 duong
tinh v&i phac d& R-CHOP mang lai hiéu qud tét véi
52,8% dap (ng hoan toan. Viéc dung phac dd cling
kéo dai thoi gian sdng thém bénh khéng tién trién
clia bénh nhan trung binh 3,3 ndm vdi ty 1é 66,7%.
M6t s6 tac dung phu xuat hién 13 thiéu mau va gidm
bach cadu mdrc dd 1, gidm tiéu cau nhe va budn non.
Diéu nay cho thdy R-CHOP c6 tinh hiéu qua va dung
nap cao trong didu trj ULAKH.
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