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néng phdi, giém cac bién chiing va thai gian nam
vién. Chdm soc cuff terdng Xuyén sé glup giam
nguy cd nhiém khuan. Beccaria LM va cong su
(2017) cling khuyén nghi theo d&i Cuff tor 2
[an/ngay trd 1én [3]. Kiéu Van Khuong (2019)
bénh vién Quan Y 103 dé cap trong nghién ciu
su' bién ddi ap luc trong bong cuff 6ng ndi khi
quan & bénh nhan thd may tai khoa Diéu tri tich
cuc. Nghién clru cho thay viéc theo doi ap luc cuff
& ngudi bénh thd may la rat can thiét [4].

Bénh nhan dugc dat noi khi quan cé hut trén
cuff va theo doi ap luc hat trén cuff lién tuc co
tac dung lam giam nhiém khuan ph0| va han ché
nguy cd nhiém khudn phdi. Piéu nay cho thay
can gia tang cdng tac theo ddi, chdm séc nhu:
chdm sdc Cuff dam bao du ap luc hay vo rung
liéu phap ho hap, dan luu tu thé két hgp st
dung 8ng NKQ c6 hit trén cuff cd thé lam ting
két qua cham t6t nhat cho cong tac cham soc
cla diéu duGng véi ngudi bénh ngd doc cap thd
may. Piéu nay phu hgp véi géi cham soc ngudi
bénh thd may chung ma bénh vién Bach Mai da
va dang ap dung tai cac dan vi Hbi stic. Két qua
cla chung t6i phu hgp véi nghién cllu ciia mot
sO tac gia trong nudc khi nghién clu tai mot s6
dan vi hoi surc [5], [6], [7].

V. KET LUAN

Ngugi bénh ngd doc cap cd thd may tai
Trung tam Chéng doc Bénh vién Bach Mai co két
qua cham soc tot la 85,2%, chua t6t 14,8%.

Cham soéc diéu dudng coé vai trd quan trong
trong cong tac cham sdéc ngudi bénh thd may.
Ngug@i bénh dugc vo rung, ly liéu phap h6 hap,
chdm sdc cuff tich cuc cho két qua chdam sdc tot

hon. Chdm séc vd rung liéu phap hd hap tich cuc
c6 kha nang tang két qua chdam soc t6t cao gap
4,93 lan (OR 4,93, p<0, 05) so vdi viéc khong
terc hién vO rung. Cham soc cuff > 3 lan/ngay
c6 kha nang két qua chdm séc & mic t6t cao
gap 4,35 lan (OR=4,35, p<0,05) so vdi viéc
cham séc véi tan suat < 3 lan/ngay (p< 0,05).
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NGHIEN CU’'U TAC DUNG SINH CYTOKIN CUA KHOI TE BAO CAR-T

TOM TAT

Muc tiéu: Nghién clru danh gia kha nang sinh IL-
2, TNF-a va IFN-y cla cac t€ bao CAR-T khi dong nuoi
cay véi cac dong té bao ung thu CD19+. Phudong
phap NC: Kha nang sinh cac interleukin khi nudi cay
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khoi t€ bao CAR-T vdi cac té€ bao ung thu (t€ bao
K562, Daudi, 1D2, PBMC) dugc danh g|a G hai thai
diém sau 24 va 48 gid. IL-2, TNF-a va IFN-y dugc
dinh lugng bang cac bd sinh pham IL-2 Human ELISA
Kit, TNF alpha Human ELISA Kit, IFN gamma Human
ELISA Kit (Thermo Fisher SC|ent|f|c) Két qua tai ca
hai th&i diém 24 gi§ va 48 gid nong doé cac cytok|ne
IFN-y, IL-12, TNF-a trong dich nudi cay cua t€ bao
CAR-T khi nudi cdy VGi cac t& bao ung thu' c6 CD19+
déu cao hon cé y nghia théng ké (p<0,05) so vGi
nong dé IFN-y, IL-12, TNF-a trong dich nudi cdy cua
t€ bao trén vai t€ bao PBMC (nhém chirng). Ngoai ra,
nong do cac cytokine trén trong dich nudi cdy cua té
bao CAR-T khi nudi cdy vdi cac t€ bao ung thu co
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CD19+ déu cao hon so véi khi nudi cdy véi t€ bao
CD19-. Két luan: san pham CAR-T cla dé tai ching
toéi c6 kha ndng sinh IFN-y, IL-12, TNF-a va tang
manh han khi nu6i dong thai vai cac té bao c6 CD19+.

Tu khoa: T€ bao CAR-T, IL-2, IFN-y, TNF-a, CD19
duang tinh.

SUMMARY
INVESTIGATE THE ABILITY TO PRODUCE
CYTOKINE OF CAR-T CELL

Objectives: The study on IL-2, TNF-a and IFN
secretion of CAR-T cell when co-incubation CD19 +
cancer cell lines. Method: Interleukin generation of
CAR-T cell when co-culture with other cells (K562,
Daudi, 1D2, PBMC cells) was evaluated at 24 and 48
hours after culture. IL-2, TNF-a and IFN were
quantified using the probiotics IL-2, TNF alpha, IFN
gamma Human ELISA Kit (Thermo Fisher Scientific).
Results: At both 24 and 48 hours, the higher
concentrations of cytokines IFN-y, IL-12, and TNF-a in
the CAR-T cell cultures when cultured with cancer
cells with CD19 + statistical significance (p <0.05)
compared with the concentration of IFN-y, IL-12, TNF-
a in the culture of above cells and PBMC cells (control
group). In addition, the concentrations of these
cytokines in CAR-T cell cultures were both higher
when cultured with CD19 + cancer cells than when
cultured with CD19- cells. Conclusion: Our CAR-T
product has the ability to generate IFN-y, IL-12, TNF-
a and increase generation when co-cultured with
CD19 positive cells.

Keywords: CAR-T cell, IL-2, IL2, IFN-y, TNF-q,
CD19 positive.

I. DAT VAN DE

Diéu tri bénh bach cau lymphoblastic cap tinh
(ALL) la nham tiéu diét cac t€ bao bach cau ac
tinh va phuc hoi tuy xudng trg lai binh thudng.
Liéu phap diéu tri chd yéu hién dugc sir dung
cho ALL Ia hoa tri liéu. Han ché cla céc liéu phap
nay la ty Ié thuyén gidam toan phan theo dudng
hudng diéu tri nay ciing khong cao, chi dat toi
da 20% & ngudi trudng thanh [1] va chi hudng
dén thuyén giam toan phan dé cd thé dugc diéu
tri ti€p bang liéu phap ghép t& bao gdc dong loai.

Hién nay, cac nha khoa hoc dang nghién cltu
cac hudng diéu tri mdi, dién hinh liéu phap st
dung t€ bao T mang thu thé nhan tao CAR
(Chimeric antigen receptors). Nguyén tdc cla
liéu phap CAR-T trong diéu tri ung thu la nham
tao ra cac t€ bao T mang céc thu thé nhan tao
cd kha ndng nhan biét cac khang nguyén dac
hiéu trén bé mat té bao ung thu tir d6 kich hoat
kha nang phan giai t€ bao ung thu cta té bao T.
N8m 2017, cd quan thuc phdm va dudc phdm
hoa ky (FDA) da cap phép cho 2 dang diéu tri st
dung CAR-T la Kymriah cla hang Novartis cho
diéu tri bénh bach cau lympho cap G tré em va
Yescarta clia hdng Kite Pharma cho cac bénh

lymphoma khong phai Hodgkin & ngudi I6n [2].
Tuy nhién, & Viét Nam chua c6 nghién cilu nao
('ng dung liéu phap té bao CAR-T dé diéu tri ung
thu néi chung va ALL ndi riéng. Do dd, chiing toi
ti€n hanh nghién clitu ing dung liéu phap té€ bao
CAR-T trong diéu tri bach cdu nguyén bao
lympho cap

DE cb co s& khoa hoc dénh gid hiéu qua diéu
tri bénh bach cau lymphoblastic cap tinh cta té
bao CAR-T, tao tién dé cho viéc thr nghiém trén
dong vat thuc nghiém va trén lam sang, ching
toi ti€n hanh thi nghiém nay véi muc dich:
Nghién cuu danh gid kha nang sinh IL-2, TNF-a
va IFN-y cua cac té bao CAR-T khi dong nudi cdy
Vdi cdc dong té bao ung thu CD19+.

Il. DOl TUQONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. Poi tugng nghién ciru

- T€ bao K562 (ATCC CCL-243) - chronic
myelogenous leukemia (CML)

- Té bao Daudi (ATCC CCL-213) - Burkitt's
lymphoma.

- T& bao CAR-T (sa&n phdm cla dé tai KC
10.39/16-20)

- T€ bao trinh dién khang nguyén nhan tao
bi€u hién CD19(+) 1D2

- T€ bao don nhan mau ngoai vi (PBMC)

2.2. Phucng phap nghién ciru

2.2.1. Phuong tién va héa chat nghién clru

- MOi truGng nudi cay té€ bao ung thu RPMI
RPMI-1640, huyét thanh bao thai bo (FBS = fetal
bovin serum) 10%; dung dich penicillin va
streptomycin  1%; trypsin-EDTA (Invitrogen
GmbH, Karlsruhe, Cong hoa Lién bang DUrc).

- BO kit ELISA dinh Iugng IL2, IFN-y, TNF-a
dugc cung cap badi Thermo Fisher Scientific.

- Cac vat tu tiéu hao can thiét phuc vu cho
nuoi cady t€ bao: Chai nudi cdy té bao, pipet, chai
dung mdi trudng, loc vi khudn 0,45 um (ATCC,
Hoa Ky).

- Hé théng phong thi nghiém phuc vu nudi
cay t& bao: Phong sach, tu dm CO2, kinh hién vi
soi ngugc, may ly tdm, td mat 4°C, ti am - 20°C,
- 80°C, binh chira Nitg long

2.2. Phucang phap nghién ctu

Nghién clru dugc thiét ké la nghién clfru thuc
nghiém, mod ta cat ngang co6 déi ching.

2.2.1. Ky thudt nudi cdy té bao

a, Té bdo K562, Daudi. T€ bao K562 (1 mL)
bdo quan & -80°C trong FBS (10% DMSO) dugc
lam @m nhanh & 37°C trong khoang 1 phdt. Sau
dé, 20 mL moi trudng RPMI 1640 (10% FBS)
dugc bb sung tir tr vao &ng t&€ bao trudc khi ly
tam & 200g trong 10 phut.
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Sau khi loai bd toan bd dich ngi, cdn t& bao
dugc hoa tan bdng mdi truGng nudi cdy RPMI
1640 (10% FBS, 37°C) nham dua mat do té bao
vé 10° t€ bao/mL.

Té€ bao dudgc nudi trong chai T25 & 37°C, 5%
C0O2, dd 8m > 90%, khéng lac dén khi mat dd
dat 10° t& bao/mL thi ti€n hanh cdy chuyén vé
5x10° t€ bao/mL.

b, Téch PBMC: Mau tuci (da xu ly chong
doéng) dugc pha lodng véi PBS 1X (pH 7 2)

Sau do, 10ml hon hgp trén dugc dua vao ong
falcon 15ml chira san 3ml Ficoll-Paque PREMIUM
(p=1,077 g/mL) (trdnh tron 1an Ficoll v&i hdn
hgp mau — PBS).

Cac 6ng falcon dugc ly tdm lanh tai 400 vong
trong 35 phut (khong st dung ché do phanh).
Sau khi ly tam, I6p PBMC (nam gitra plasma va
Ficoll) dugc hit ra va hoda vao 10 ml PBS 1X
(0,5% BSA; pH 7,2). HOn hdp trén dugc ly tdm
lanh & 160 vong trong 10 phut. Sau khi lap lai
budc trén, dich ndi dudc loai bd hoan toan va
sinh khéi t€ bao dugc hoa tan bang 4ml moi
trudng nudi cay CTS Optimizer complete. 200 pl
PBMC dugc st dung cho dém té bao va phéan
tich bang flow cytometry.

¢, Nudi PBMC: T€ bao PBMC (trudc va sau
chuyén nap) dugc nudi trong OpTmizer:tm:
CTS:tm: T-Cell Expansion medium hodc
RPMI1640 (10% FBS) va dugc duy tri & mat do
106 t&€ bao/mL. T€ bao trinh dién khang nguyén
nhan tao (aAPC) dugc b6 sung vao méi trudng
nuoi cay G tilé 1 aAPC : 2 té bao CAR du‘dng
tinh moi 7 ngay. IL-2 dugc bd sung & ndng do
50U/mL mai 2 ngay.

2.2.2. Binh luong IL-2, TNF-a va IFN-y bang
ky thudt ELISA

Kha nang sinh IL-2, TNF-a va IFN-y cla cac
té€ bao CAR-T khi déng nubi cdy vdéi t€ bao
CD19+ sé dugc tién hanh trén hai dong té bao
ung thu CD19+ la Daudi va té€ bao trinh dién
khang nguyén 1D2 (K562 co trinh dién CD19+)
tai 2 thai diém 24 gid va 48 gid. T& bao CD19(-)
dudc st dung d6i chirng la K562 va nhom chirng
st dung t€ bao PBMC.

- Nhém Daudi-CAR-T (n=3): 10%/mL té bao
CAR-T dudc nubi dong thdi cing 108/mL té bao
Daudi (c6 biéu hién CD19+)

- Nhém 1D2-CAR-T (n=3): 105/mL t& bao
CAR-T dudc nudi dong thgi cung 108/mL té€ bao
K562 cd trinh dién khang nguyén (cd biéu hién
CD19+).

- Nhdm K562-CAR-T (n=3): 10%/mL té bao
CAR-T dudc nudi dong thgi cung 108/mL té€ bao
K562 (khdng bi€u hién CD19)
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- Nhém chiing Daudi-PBMC (n=3): 10%/mL té
bao PBMC dugc nubi dong thdi cing 10%/mL té
bao Daudi (c6 biéu hién CD19+)

- Nhém ching 1D2-PBMC (n=3): 10%/mL té
bao PBMC dugc nubi dong thdi cing 10%/mL té
bao K562 c6 trinh dién khang nguyén (c6 biéu
hién CD19+).

- Nhom chiing K562-PBMC (n=3): 10%/mL té
bao PBMC dugc nubi dong thai cing 10%/mL té€
bao K562 (khdng biéu hién CD19) IL-2, TNF-a va
IFN-y dudgc dinh lugng béng cac bd sinh phdm
IL-2 Human ELISA Kit, TNF alpha Human ELISA
Kit, IFN gamma Human ELISA Kit (Thermo
Fisher Scientific).

Quy trinh tha nghiém:

Budc 1. Chudn bi héa chat: Dung dich rira
1X: Dung dich dém rira dugc pha loang tir dung
dich g6c 25X theo ty 1€ 1/25 véi nudc cat bang
cach pha 16mL dung dich rira 25X vé&i 384 ml
nudc cat ta dudgc 400 mL dung dich rra 1X.
Chuén bi cac néng dd chuén (standards). Chun
bi dung dich HRP trudc khi str dung: Pha lodng
100 [an bdng cach cho 120 pl dung dich HRP
streptavidin v&i 12 mL Streptawdm -HRP Diluent.

BuGc 2. Bua cac mau thr vao giéng cua
phién 96 gleng theo sd d6 mAau. Pua 100 HL
dung dich cadc ndng dd chuén vao cac gleng
chuan. Cho 100 pL dung dich miu vao giéng.
Tron déu nhe nhang Trong khay dia microelisa,
dé€ lai hai giéng tréng lam mau ching trang
(blank control). Bong tdm mang che khay dia va
U & nhiét do phong trong 2 gid.

Budc 3. Rra: boc tAm mang che khay dia, hat
dich trong cac giéng ra va bom 400 pL dung dich
rira 1X vao mai giéng. Lap lai qui trinh rira 4 [an.

Budc 4. Cho thém 100ul dung dich
B|ot|nylated antlbody da chuén bi vao moi giéng.
Day ndp va u 1 gid & nhiét do phong.

Budc 5. Rlra: boc tdm mang che khay dia, hat
dich trong cac giéng ra va bom 400 pL dung dich
rira 1X vao moi giéng. Lap lai qui trinh rra 4 [an.

Bu6c 6. Cho thém 100ul dung dich
Streptavidin vao moi gleng Day ndp va U 30
phut & nhiét do phong va lac nhe 300 rpm/p.hut.

Budc 7. Rra: boc tAm mang che khay dia, hat
dich trong cac giéng ra va bom 400 pL dung dich
rira 1X vao mai gi€ng. Lap lai qui trinh rira 4 [an.

Bu6c 8. Cho thém 100yl L Stabilized
Chromogen (TMB) vao moi gi€éng. Bay nap va U
30 phut & nhiét d6 phong, trong phong tai.

Budc 9. Cho thém 100|.1I dung dich ding
phan Ung (stop squtlon) vao moi gi€ng. Doc két
qua ngay G budc séng 450nm
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2.3. Xur ly théng ké: So sanh trung binh
clia 2 nhém doc lap bang T-test, so sanh trung
binh cia 3 nhém bdng phéan tich phuong sai

Bang 3.2. Nong do IFN-y trong dich nudi cdy
cua té bao CAR-T va PBMC vdi cdc dong té bao
ung thu mau

ANOVA. SG liéu dugdc xtr ly bang phan mém SPSS Nhém Néng dc}‘ IFN-y (pg/mL)
20.0 va GraphPad Prism 6. Su khac biét cd y 24 gic 48 gic
nghia thong ké khi p< 0,05. ) 39,272 + 10,964 %
P 1D2-PBMC (1) 4,471 5,717
IIl. KET QUA NGHIEN cUU _ 52,000 £ | 30,367 £
3.1. Két qua tang sinh IL-2 cua cac té Daudi-PBMC (2) 9,899 11,745
bao CAR-T khi dong nudi cady véi cac dong 29,697 £ 5,344 +
t& bao ung thu CD19+ K562-PBMC (3) 3,711 4,003
Bang 3.1. Nong doé IL-2 trong dich nubi céy 5 104,183 + 47,103
ctia t& bdo CAR-T vé PBMC vdi cac dong t& bao | 1D2-CART (4) 9,071 18,752
ung thu’ méu ) 157,574 £+ | 211,386 +
Nhém Nong d6 IL-2 (pg/mL) Daudi-CART (3) 4,841 104,113
24 gic 48 gic 49,563 = 14,490 +
K562-CART (6)
1D2-PBMC (1) | 1,016 + 0,888 | 2857 % 9,701 7,068
! ! 0,294 p41<0,05; p41<0,05;
Daudi-PBMC 2,439 + ps2<0,05; ps2<0,05;
Q) 2,278 £0,391 | 74 589 p* pe>0,05 | pes >0,05
K562-PBMC 2,760 + p46<0,05; p46<0,05;
3) 1501 £0,057 | 75547 pss<0,05. | pss<0,05.
) 18,556 + 31,378 £ *: Mann-whitney test
1D2-CART (4) 1,197 2,137 K&t qua & cac bang 3.2 cho thdy: tai ca hai
Daudi-CART 17,744 24,045 + thoi diém 24 gid va 48 giG nong do IFN-y trong
(5) 2,057 3,985 dich nudi cdy cla té bao CAR-T khi nudi cay vdi
K562-CART 10,748 + 7,207 + cac t&€ bao ung thu cé CD19+ (1D2 va Daudi)
(6) 1,400 1,806 déu cao hon cd y nghia thdng ké (p<0,05) so Vai
p41<0,05; p41<0,05; néng dd IFN-y trong dich nudi cdy cla té€ bao
ps2<0,05; ps2<0,05; PBMC (nhdm chiing) khi nudi cdy véi cac t& bao trén.
p* ps3 <0,05 pe3 <0,05 Mé&t khac, nong dd IFN-y trong dich nudi cdy
p46<0,05; P46<0,05; | cua t& bao CAR-T khi nudi cdy vdi cac t& bao ung
ps6<0,05. ps6<0,05. thu c6 CD19+ (1D2 va Daudi) déu cao hon cé y

*: Mann-whitney test

Két qua & cac bang 3.1 cho thdy: tai ca hai
thdi diém 24 gid va 48 gid ndng dd IL-2trong
dich nu6i cdy clia té bao CAR-T khi nudi cay vGi
cac t€ bao ung thu c6 CD19+ (1D2 va Daudi) va
té bao CD19- (K562) déu cao haon c6 y nghia
thong ké (p<0,05) so vgi ndng do IL-2trong dich
nuéi cdy clia t€ bao PBMC (nhém ching) khi
nubi cay vdi cac té€ bao trén.

Mat khac, nong do IL-2 trong dich nudi cdy
cta t€ bao CAR-T khi nudi cdy vdi cac té bao ung
thu ¢ CD19+ (1D2 va Daudi) déu cao han co y
nghia thong ké (p<0,05) so v&i nong do IL-
2trong dich nudi cdy cla té bao CAR-T khi nudi
céy véi t& bao CD19- (K562).

Két qua nay cho thay CAR-T c6 kha nang kich
thich tdng sinh IL-2 va téng sinh manh haon khi
nuobi dong thdi vdi cac té bao cd CD19+.

3.2. Két qua tang sinh IFN-y cla cac té
bao CAR-T khi dong nudi cady véi cac dong
té bao ung thu CD19+

nghia thong ké (p<0,05) so véi nong do IFN-y
trong dich nudi cdy cla té bao CAR-T khi nuoi
céy Vvdi t& bao CD19- (K562).

Két qua nay cho thdy CAR-T cd kha ndng kich
thich tang sinh IFN-y va tang sinh manh han khi
nudi dong thdi vai cac té bao c6 CD19+.

3.3. Két qua tang sinh TNF-a cua cac té
bao CAR-T khi dong nudi cay véi cac dong
té bao ung thu CD19+

Bang 3.3. Nong dé TNF-a trong dich nudi
cdy cua té bao CAR-T va PBMC Vdi cac dong té
bao ung thu mau

, Nong do TNF-a (pg/mL)
Nhom 24 gid 48 gio
78,033 £ 8,658 &
1D2-PBMC (1) 12,512 14,996
Daudi-PBMC 8,658 & 76,960 £
) 14,996 27,467
K562-PBMC 8,658 = 38,274 &
3) 14,996 22,529
1D2-CART (4) | 11,756 & 32,837 %
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20,361 27,986
Daudi-CART 57,930 = 60,522 +
(5) 28,549 33,038
11,119 + 13,816 +
K562-CART (6) 9,630 23,929
p41>0,05; p41>0,05;
ps2<0,05; ps2>0,05;
p* ps3>0,05 ps3 >0,05
p4s>0,05; p4s>0,05;
ps6<0,05. ps6<0,05.

*: Mann-whitney test

Két qua & cac bang 3.3 cho thady: tai thai
diém 24 va 48 gid, nong dd TNF-a trong dich
nubi cdy cua té€ bao CAR-T khi nudi cay vGi té
bao Daudi, K562 cao han so v&i nong do TNF-a
trong dich nudi cdy cua t€ bao PBMC (nhém
chirng) khi nu6i cdy vdi cac té bao trén; su’ khac
biét cd y nghia thong ké (p<0,05) 8 nhdm nudi
dodng thdi cung Daudi tai thdi diém 24 gid.

M&t khac, tai ca 2 thdi diém 24 va 48 gid,
nong d6 TNF-a trong dich nudi cay cla té bao
CAR-T khi nudi cay vGi cac t€ bao ung thu co
CD19+ (1D2 va Daudi) déu cao hon so véi nong
dé TNF-a trong dich nudi cdy cla t€ bao CAR-T
khi nu6i cady vdi t€ bao CD19- (K562), su khac
biét c6 y nghia théng ké (p<0,05) 8 nhém Daudi
vGi K562,

Két qua nay cho thay CAR-T c6 kha nang kich
thich tang sinh TNF-+ -va tang sinh manh han
khi nu6i dong thdi véi cac té bao c6 CD19+.

IV. BAN LUAN

Co quan Quan ly Thuc phdm va Dugc pham
Hoa Ky (FDA) da phé duyét ba cong nghé thu
th€ khang nguyén kham (CAR) dé diéu tri
lymphoma &c tinh. Cac té€ bao lympho T sd hitu
thu thé t& bao T déc hiéu, nhay cdm va lién tuc
tim kiém cac tin hiéu ung thu, qua do kich thich
dap ang mien dich lién ti€p khi xac dinh dugc
cac khang nguyén ung thu. Do vay t€ bao T cé
kha nang giét t€ bao ung thu tiém tang mot
cach chinh xac. Tuy nhién, t€ bao T thong
thudng chi cé thé tan cong yéu 6t hodc khong
thé chdng lai t& bao da bi bién ddi do: (1) Tinh
sinh khang nguyén nghéo nan, (2) Khéng biéu
hién ki€u hinh rd rang, (3) Kha nang tudng tac
va Uc ché dap 'ng mien dich cao cla cac té bao
bién ddi. Do vay thu thé khang nguyén kham
(Chimeric Antigen Receptors, CARs) da dudc
phat trién dé kich thich va hoat hod dap (ing cla
té bao T chdng lai té€ bao ung thu [3].

Liéu phap t€ bao CAR-T thé hé dau tién cha
yéu nham vao CD-19, mét loai protein dugdc tim
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thdy trén bé mat ctia hau hét cac té bao B binh
thudng va ac tinh trong cac bénh ung thu do té
bao B nhu lymphoma. T& bao T biéu hién CARs
(CAR-T cells) c6 tiém nang dang kinh ngac
chong lai cac bénh ung thu mau. Hang loat cac
thir nghiém 1dm sang st dung CD19-CAR-T cho
thay ty |é dap Ung tur 50-90% d6i véi ung thu té
bao lympho B khong kiém soat dudc bang cac
liéu phap thong thudng [4], [5]. Ca ché tac dong
chinh cia CAR-T 1a do CARs chuyén cac tin hiéu
nhan dang khang nguyén thanh mot thac truyén
tin hiéu tac dong Ién cac chilfic nang dap Uing cla
t€ bao T nhu: ti€t cac nhan t6 gay dobc, cac
cytokine tién viém.

Két qua nghién clfu clia chdng t6i cho thay:
tai ca hai thdi diém 24 gi& va 48 gi ndng dd cac
cytokine IFN-y, IL-12, TNF-a trong dich nudi cay
cla té bao CAR-T khi nubi cdy véi cac té bao ung
thu c6 CD19+ déu cao han cé y nghia thong ké
(p<0,05) so v8i nong do IFN-y, IL-12, TNF-a
trong dich nudi cdy cla té bao trén vdi t€ bao
PBMC (nhém chiing).

Ngoai ra, nong d0 cac cytokine trén trong
dich nudi cdy cua té bao CAR-T khi nudi cay vdi
cac té bao ung thu c6 CD19+ déu cao han so Vdi
khi nudi cdy vGi t€ bao CD19-. K&t qua nay cho
thdy san phdm CAR-T cla dé tai ching toi co
kha nang kich thich tdng sinh IFN-y, IL-12, TNF-
a va tdng sinh manh hon khi nuéi dong thdgi véi
cac té bao cdé CD19+. Diéu nay hoan toan phu
hap véi co ché tac dung cla liéu phap CAR-T.

V. KET LUAN

Nghién ctu clia ching t6i cho thdy té€ bao
CAR-T c¢é khd nang tang sinh IL-2, TNF-- va
IFN- khi dong nu6i cdy véi cac dong té€ bao ung
thu CD19+.
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