%305 53 hEMREFZSE Vol. 30 No.3
2020 42 A China Journal of Modern Medicine Feb. 2020

DOI: 10.3969/j.issn.1005-8982.2020.03.008
XEHS: 1005-8982 (2020) 03-0038-06

FFZEES DC-CIK i4497 ALL &2 JLHY
7 U T e s i 43 1T

W3y, AR
(I LEFTFHTHROER mKE, W &5 629000 )

WE . B SIRALH 84 DC-CIK BT )LEW A B A GMKE @i g s (ALL) #9957 AR R
B, & E5HH %52 DC-CIK &7 B W% a, Fik BB 2006 4 6 A—2012 F 6 A E&T W
¥ B IR 50 4] CD20 Ak ALL BIL, 45 AAF R fe U4, A48 25 4, *FRR4LR ALY Bed DC—-CIK %
I3 MERMEAAEE | AT DC—CIK A8 77 697 ik, WRAAEBILEST B G RTZBETRRR R, I
Gt P RAEILY 3 FREH AR, ER BT EHMAEIL Per2, Bmall & EVII mRNA b#, £FH
it F &L (P<0.05), RiETH, AR TR, WIRE S 3T BAIE, 4575 6T 2okds, {24
RER RIS, MRABILI FAEHAFLES THRA, &Eit AEH6S DC-CIK &7 F R B4, flE
3 DC-CIK HUs HIRSAF R, b7 e el A% 3 Af AEE,
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Clinical effect analysis of Rituximab combined with DC-CIK in
treating childhood acute lymphoblastic leukaemia

Qiao Miao, Yan-qiu Li
(Department of Hematology, Suining Central Hospital, Suining, Sichuan 629000, China)

Abstract: Objective To investigate efficacy and adverse effects of rituximab combined with DC-CIK in
treating childhood pre B acute lymphocytic leukemia (ALL), and to analyze the effect of rituximab on the prognosis
of DC-CIK. Methods Retrospective analysis was used to select 50 ALL patients with CD20 positive in our hospital
during June 2006 to June 2012. The patients were divided into the control group and the observation group. In the
control group, 25 cases were treated with chemotherapy combined with DC-CIK, and other 25 cases of observation
group were treated with rituximab based on control group. The clinical curative effect and adverse reaction of the
two groups were compared, and three-year survival rate of the two groups were followed up and recorded. Results
After treatment, the expression of Per2, BMALI and EVIl mRNA in the two groups was significantly lower than
that in the control group (P < 0.05). Compared with the control group, the clinical effect of the observation group was
slightly better, but its adverse reactions were more. The 3-year event-free survival rate in the observation group was
higher than that in the control group. Conclusions The efficacy of rituximab combined with DC-CIK is better, and
rituximab can make the prognosis of DC-CIK better, but its side effects are more and the cost is higher.
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i, 4 FZ S DC-CIK {7 ALL LAY TS s 53 9

SR B A A I acute lymphocytic leukaemia,
ALL) 2K T2 ~ 52 JLE", Ik M7 Ko i+
WIRAEIATIRYT , (HARRRNZ ", BEEEFHAR L
J&, BRI A SORANM - AN T SRR
155 20 B A 597 1 (dendritic cells cytokine—induced—killer
cell immunotherapy, DC—CIK ) i AR @i A& TR A & H
AMZANMLIT W, AR R, LIRS R
Az a5 G AR CD20 HUEH K IE, 5
I P S AT B3 P PR AN B R o A
WS AR 5 283697 )L ALL WY IRIT R, LA R
R DC-CIK JRY7 BUS B 52

1 AR5HE

— g TE Rt

HHL 2006 4F 6 A—2012 4F 6 A 1UJIA % Tl
DBEBEEMMIEESY: . R mes Mo FEY)
B2 B 5 U MR i e ALL 8L, JF B
HLEEE 50 G IR A Ty . AR OF KA
W B oRANUGRYT 5 Q25 BUAE A HTA B AL ALL
(Pre B-ALL ) ; 3 CD20 ik it >20% ; DT LR
PRI 0 . e S5 HABe . X BREE 1k 7
A DC-CIK ¥RY7, AZHEIL25 ], 48 10 H =
13 %, AR 6.7 % 5 MR A% . AT S DC-
CIK BRAIRIT . AL 25 B, ARl 8 A & 13 %,
PrAEly 6.2 % o BILFZIMIKRFRAE « A3, . &
S I 11 N o S = S e 11 5 3 BN AN N5
IR AR E R, MR RO - MELLHEE . ZL4RME %
MRS, R ES A ey, i i SR AN
MG . AHER AR, 280 LR diE A m . B
TR R AR T L A R SR E A LS 5 >25% .
1.2 W S5LEE

I U 00 L A ) L AL o AR ) TR R
A, Trizol W4 [ L1 EFEAEW TREA FRA T, Go Seript ™
Reverse Transcription System 30 5% SR 50 B F Go Tag
qPCR Master Mix & I 58 ) i £ 5 A 4k S v (qRT-
PCR) i & F 3£ [E Omega AT, M TAEGINA
Wi SR A RATR], HAR =3 -80°CHlB IR VKA |
5% 2% Biohit #IRHE . Eppendorf 53 4°CE.LHL, EHE
ABI real-time PCR {¥ . H#EE/KBHIAIN A _FiEH
R A R AT
1.3 FHik
130 ARGy % 1)L ALL 297 BSOS
L ARAEACBIE S S PR O S B R AN R B A R

1.1

JLr mAE G4 (low risk, LR). F /G 41 ( middle risk,
MR) K fa Chigh risk, HR) ™ Aky7 it e %4
FERESFEMIRYT . FHERIRYT . TUENAYT . 2ERR
IRTT RAEFEIRYT . B RIRYT R K EB - 4L
TR - N 1A TG — HiZEKkAn (VDLD ) #H47iR
J7, JARYERILMATE IR A R %R (DNR ).
RS AR 7 SR FH A B IR R — BB M —6- S0 LI
W (CAM ), HEE K AR LT T 2 % CAM IR
7o JUENAY T AR A LAS IS BEAS [R) F A ] 58] o g HH
ZIERS (HD-MTX ), &R sk yR Y7 B Befifi K B
Bl — PIRE 2% — 2ol 1A IERC R —VDLD B CAM 748,
A FRIRIT K 6- AL (6-MP) Ff HD-MTX &
KBl —VDLD #57E . HEEAE R LIS 1 48 4ER
SERALIETT MAERHATT

132 ULEMER»E  WERARILTIHESEMAT
FIRUERITIFURRT 1 REG TR ZHE #bkESS, 1k /)8,
BUIGIT 2, 4k, 0 ~ 10 2 B ILFIZE 0T Hk
o 125 mg/m®, 10 % LA | JL#E 188 mg/m’, | Z-H-fd
FH A AR K AR BE 2 0.5 mg/ml. 1 UK 1400 14 )%
FEHITE 0.5 mg/min LI, #5TCAS RO & A A3 fin 2
1 mg/min, FEYHZYHT 30 min FF#EKESH VDLD 1AL
PSR ARAR ARG 22 R A A

133 DC-CIK #6775  RBNYIM 50 % i s AT
DC-CIK {897, IRIT IR LA B IR A0 B 23 3 S ik e
JER AL R s d A 7R 2 B LI 5 R g 1 2 g
EH I, TR LT 30 ~ 50 ml. Kl EL
A B 86 W JC I T RPMI 1640 T 37 °C, 5% — %A 1k
W CO, Z50F T RIS RINEREANAE, J5 i AR - B
I 241 i £ 7% 1 34 P ( GM=CSF) 1 000 w/ml. [ 41 JitS
NF -4 (IL-4) 500 wml ¥55% 10 d. BEsEadfirhag 3 K
P 1 U WRAT 3 RINABERIEH T — o (TNF-a )
10 w /L 355 DC B, Kl DC Hie RBIRA TR
£ DC BPR A IR, i 4u o B MR AL LA
M EAAZ AN 50 ml, JAESAHMIZEE A 1 x 10° > /ml J5 5
B DC HeRE 35, Ki R EL Pt CD3 34T 50w g/ml,
v THZE (IFN=+ ) 1000 w/ml, FIZHMI/ 2 -1 (IL-1)
100 w/ml, 11.-2300 u/ml, 37°C. 5% CO,, 3% 10d, 45 3
FAH N I TR AN T -2, kY 14 f5 1) DC~
CIK A0 ik, RrgeAas (o, 4G ik
95% L) I HAMIRIIATS LR ) J5 . 1553 2 Ik
PEAT, AR EEREIRE 1 d, [T R R -2,
R 10d. RINAITIEOHEAT 1 ~ 3 DTFRASE, B4
SRR 3N Ao GEit P4l LG YT AT S SN iR

« 30 .



T SRR 2

% 30 &

K 45 6 F£ A fh CD3", CD3'CD4’. CD3'CD8". CD3"
CD56". CD3°CD19" Lb/fil, HeBHAH N AN ] 2 5

1.3.4  Per2. Bmall Z EVI1 mRNA % ik 7K - &9 # i)
SJeib AT B RELL AN M, TS PRILE RNA, TR K
¢DNA, i qRT-PCR il EVI1 mRNA 35, FHrp
EVIL iE 1] 51 ¥ A 5'-GAGAGCAGCCTTACAGAT-3',
Fa1514)8 5'-GACATGTTCCCATTCTCATGT-3', F=4)
KEH 116 bp, B —actin IE 15 [# 4 5'~AGCTACGAGC
TGCCTGAC-3", JZ 015|914 5'-AAGGTAGTTTCGTGGA
TGC-3', FAHIKBEEN 150 bp. N FHSERT R4 s I
( real-time PCR ) #5l Per2. Bmall mRNA AY3Eik, M
NCBI $4E h #8548 Per2 . Bmall BIEHEF], Hrh Per2
iE 1 51 ¥ M 5'-AACTGCCCCTGGACTAAGAAAT-3',
K18 5184 5'-GTTTGACCCGCTTGGACTT-3", P4k
J£ M 114 bp, Bmall IE [n] 5| ¥ & 5'-ACTGTGCTAAG
GATGGCTGTTC-3', 5%k 5'-TGGTTTGTAGTTT
GCTTCTGTG-3", F=¥K Bk 122 bp, B —actin 1E[1]5]
YN 5'-TGACGTGGACATCCGCAAAG-3', JZ I8 5%y

J 5'-CTGGAAGGTGGACAGCGAGG-3', F=HK N
150 bpo JR 4648 : 5 95 C AR 2 min, fEHF 11K
95°CASE 3 s, FHFF 40 YK 5 60°CIE K / 1T 30 s, JEHF
40 K 5 SRIGHR B 95 CHIAEME 15 s, 60°CZEE 1 min,
95°CiR Kk 15 s Fl 60°CHEMH 15 s FEATREFRFERF
1.4 Sit=EFH*E

BAE K A SPSS 19.0 Geit#t, %R
BB + BRifEZE (xxs) Fon, ALl LR IS R A
RS, YRTT TS LLBCR FHECRT ¢ K 5 THECOR LA
FR, WECRH xR A0 R A Kaplan-—
Meier ZEFEHIZE 5 P <0.05 HZEFAGITFE L.

&R

MARBIL—RARILLR
PIZHAR PR | A0S | faRFERE | (RS g
1A 4= DA TWANY ey a5 G i N W S
i ( complete response, CR ) s, ZRTIGTHE
X (P>0.05). WFE 1,

2

2.1

F1 FWAHBIL—RERILE (n=25)
qy Bl ww(p, CEREIE gemam nade s iME>100x FOBKEA S%< RORRE oo
- 1] Xts) 1® i & 15155 90 g/L/ 4] 10°/L/ 45 I <5%/ B A< 15%/ 1
papilsea:] 14/11 6.7+5.8 16 6 3 10 21 22 12 6 12
WEZ L 16/9 6.2+5.1 17 4 4 12 23 21 13 7 13
X/t 0333 -0.324 0.573 0.325 0.758 0.166 0.080 0.104 0.080
PiA 0.564 0.748 0.751 0.569 0.384 0.684 0.777 0.747 0.777
2.2 HEMEITEELLE A% T IRAL (% ’=4.500, P =0.034 ),

W ZE 20 5 %F B ZH 2 N IR 9T R JE CD3'CD4,
CD3'CD8’, CD3'CD56" th#, ZFAGIT#E Y (P<
0.05 ) ; HAWFEAR NIRITRTG LA, ZRIGIEE
S (P>0.05 ), WML 5% R 40 A1IET 7 R 45 04 E b
g, ZRJegitEE L (P>0.05), W3k 2.

2.3 MRD FAtBIE L%

TE MRD A 0 o, ) W A BH P A s o 2% 18
MRD = 0.01% 86 i IgH/TCR THE, &P B L
657 B DC-CIK 697 45 > 4F MRD /K%, fby7 4k
He, XHRLLEJL MRD BT 16 491 (64% ), WEEL
JL MRD 14k 23 1 (80% ), PH4LEJL MRD B2 5%
BE iR X (x’=8.000, P =0.005), DC-CIK JAJ7
S5 2B AR N IR ZH B L MRD B3 17 41 (68% ), W
Z4H 8 )L MRD BE 24 4] (96% ), WM%¢4H )L MRD

2.4 ARRR

X2 LAk P R L 6 1] (24% ) .
FEFE L, 1 1511( 4% )it/ Ml TR, 2 411( 8% )FUIBE S,
561 (20% ) FEEEIRRYE, 641 (24%) K # ; DC-CIK
TRIT b AR 4 AN R AR B A B AR, 491 (16% )
Fe95 o BB LRIZ B ARy i R b B
FREER IR L 7 B (28% ), 2 ] (8% ) Ifil/IMi FR#,
261 (8% ) OMF, 1 1] (4% ) FELL, 6 1] (24% ) KK,
34 (12%) By, 2 1 (8% ) &L ; DC-CIK JAy7 it
R LIGEAR, 261 (8% ) 9. PABILA
R AR 26T fa i, O BRI AR,
JHDIRESZ MR/ N, A Hh ™ H R g R AR
2.5 ZETH

X R 41 B )L 3 4 G 3 R A A7 R (event free
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%3 T, % . FIZHS DO-CIK JAY7 ALL M LAY S8 TUR B4
*2 WHEEILEFFEIG CD3'. CD3'CD4', CD3'CD8’, CD3CD56'. CD3CD19" Lk (n=25)
215 CD3’ CD3'CD4" CD3'CD8’ CD3°CD56" CD3°CD19"
WEEL
WRITHI 60.22 + 15.24 34.01 £6.78 27.46 +£7.53 2321 £13.99 7.68 +4.31
BITIE 68.54 + 17.25 26.61 +5.81 34.41 + 831 16.29 + 7.04 6.61£5.27
tE 1.807 -4.144 3.099 -2.209 -0.786
P1E 0.077 0.000 0.003 0.032 0.436
4
JRYTHT 61.02 + 14.98 33.05 £ 6.81 27.26 +7.27 25.32 +£10.77 7.11 +4.09
BRI 68.95 £ 13.22 26.75 £5.11 35.82+9.16 17.39 + 8.64 6.83 +4.37
18 1.985 -3.700 3.660 -2.872 -0.234
PH 0.053 0.001 0.001 0.006 0.816
survival, EFS) 4 72%, WELZ L 3 4F EFS 2 84%, 10
AAFHZR LR 1 bt BRZE LR AEZH EFS M 81%, 3
thf 4 BFS h 67%, i 4 BFS Oy 33% 5 W5 41 08 - |
BILMEL] EFS N 94%, Hfadl EFS N 75%, fifadl oo | :
EFS J 50%. MIBALEILEE 701 (28%), FHE%E & S~
] 20.57 + 7.46 ) s MARALELEL % 4 BIC16% ), 2 04 | g
SR K] (2075 £6.02) A, PIHBREE LR * o AL - 2
FIE R AL, Z2RTSHF#EL ( x'=1.049, P= 0.2 4 SLEEAL - ik
0.306 ; 1 =0.094, P =0.926 ), o
2.6 TZH Per2 #1 Bmall mRNA FRi&/KFrILLE: (; o 2'0 M z;o
TAIT BTPIZL Per2 il Bmall mRNA 357K HAL, AR S
ZERIGHF L (P >0.05), 167 )5 P4 Per2 Fl
E1 WHE3IFEFHE

Bmall mRNA RikKFIE, ZFAGIHTFEX (P<
0.05),IA¥7 R #I5 TR, WSRALIR T X R4 . 3% 3.
2.7 T EVI1 mRNA RikK R L

TRIT T4 EVIT mRNA 35K F 1048, ZRTE

Git#E X (P>0.05). JGI7)E M4 EVII mRNA £k
KR, ZRASFIT#E X (P <0.05), W4l EVIL
mRNA FIFIEACE R %, HWEZH TR . L3 4,

#£ 3 A Per2 #1 Bmall mRNA RiEKTEREEE  (n=25)
Per2 mRNA Bmall mRNA

2H5) - i P - {4 P1H

bEv gl bEvig =] JRIT I RIT IR
WELH 7.35+ 1.44 433£0.27 -10.307 0.000 12.51+2.33 3.02+0.37 -20.113 0.000
papilckaEl 7.32+1.38 5.96 +1.25 -3.652 0.001 12.49 +2.41 6.17 +1.38 -11.379 0.000
{8 -0.075 6.373 -0.038 11.024
Py 0.940 0.000 0.970 0.000
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T EBREE 2 Ak

% 30 &

F 4 THEVIH mRNA RixKFERLEE (n=25)
2051 VRITHT bEvig =l t1H P{H
WELH 936.58 £43.03 21849 +62.94  —-47.092 0.000
YTREZH 928.94+39.99 43545+66.53  -31.787 0.000
i -0.650 11.845
PiE 0.519 0.000
3 it

ALL Hy 2R 25 0 S ] 346 D) RE A9 2K B 1 4
MEGIRE, MRS AN 43 T-ALL 1 B-ALL, H
W Pre B-ALL J&f i WL —Fh. FlZH e 28kE Mh
SR MR R T2, s S CD20 BrjE. il
08 2L 240 B 5 R B A 7 AU XS Pre B-ALL A2YRYT
YERT. CD20 LIS 7ERT A B 40 25 52 B 4 (4 & [y
B P AN FRE Rk, HONBEANNTL, RIZE
Wt CD20 25U HUA F B o, T KR 4
25 30% ~ 40% ) Pre B-ALL ik CD20 B8 ", Ptk
FIZE XX Pre B-ALL BAIGIFVE . A4S
FW, AR A 2 E R B LRSS Th
(CD3°CD4" ), NK (CD3°CD56") & FAffi A ZH 1
L, MIME AR T 4802 (CD3") 1B 41 (CD3
CD19") JoZz % . Th 4HMa3E il (EAFAL A4 i R 53
WAKE AN, Th1 1 Th2 4351 25 40 il G e BRI s
CTL 20 T R S 8 0 bR A 5 N 40 e [ A LA
BUIRIER, JEAUARE BERREAIE, S 5huiR:
YA SR A I . BRI Z A LS DC-
CIK JRYT I HLARRE S e A il o 3o . 4L IR] L3k
ZRTGIFE XL, DRI X S yay T o
Fh G 4 Y 78 AR TC B Sl S

MRD J&if5 & ALL & & EZH K ", DC-CIK
IRYT AT ESZH MRD FIPE 2 5 TX B4 5 DC-CIK iR
P AR S AR WAL MRD BAPE 0 Txf B4l . 32
FIZE % DC-CIK 1§ MRD FIfE Syl e f — e i
PRHEVERH . St SeiiGy7r iy ALL B H A S RE )
WA, i Bk B A Iies 4 At S 39k sk o T R 22 T fef A
EL A AR Ak 7 245 %) 4 o e T s ™, Y B A
WHoE R, MFESH AR Z 80T 4 MEHA &
DC A AR 22, X ik 2 4t B e 55, MK
T L A A A . X SR 75 DC-CIK VR Y7 R
MRD KA, RIMEFRR DC 41 B A i CIK
[ 5 S R gL HA R H, K FR MRD 50

B, B, M2 8B G DC-CIK IR Y7 1Y J7 23 bk
MRD B8 /7558

TRYT LR O SR AR YR B BRI, (G
O, FERERE RN BE L, WA 3 FET
AR By, X 5 SRS 9 MRD [
PERARC, AL RN, FZERA DC-CIK if
57 CD20 BAPERY )L Pre B-ALL JFRCH 4, 2 E %t
DC-CIK JY7 BUE AR . Ak, DWORZAK 45 "
WF5E R IR T 2 A b — 28 B 25 i CD20 B ARy
CD20 FHH: , 3 (A5 R Z 15X CD20 B4 Y Pre B-ALL
L A AR AT R . PIEVANI 25 " 7E 55 5% CIK
AHIMARIZE 258, &P CIK Priyain vhibag . %6t
FELE BRIH ZEBS DC-CIK G FAEAEE T IZ
FERE, HIrachf e — A S il fg. sk, 43¢
KL, IBITIE WL Per2 Fl Bmall A EVII mRNA fi3
KA, HOWSRAR TR IR . SR s 4liayT
7 RS ] A Per2 . Bmall & EVI1 mRNA (3535
FEHJFEH, Per2 FEK B IR Y)—PER2 H HAREAN
i Cyclin B1 A5, 3 IR pS3 RIE R, MR
i 928 240 ) 300 B AR A AR . AR YT 2540 2%t Per2
FER B FRIR A — A HIVE R, BRI YT I 3
KW R R Bmall BFEPINZ5E 78 A3.01 4R A
epG 5 1 B BE AT 52 i el AR A e, b R B4k
I FERENS T B Bmall FEDIE# E8k iEk.
U, SR Bmall SE G TS, (HBEE LT 259
M, HRRAROADS R —ERERN TR, EVIL
T PR REE B R AN o LT FEAZ BH, T (ELT 40 M)
Irfe A s, HoE i AnAE A 5 i R A
HEEMFNER . WERALEARITE, EVIL#
TR B FR I TEAIR, 3t A TR IE S RAR 21 AT T
J7 A A, (AT, AR R TREARE A TR,
Je S RN KA DU B T 2R 2538 . 1k
Ah, TR Z 2L & DC-CIK JRYT, HEEIT
B E, ANRER A, X RR ) T AR

o
2 % X W
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