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filid iRy, 25 1 FY BN ] DAE J5 AT IS IR S e g, It B SRRy, 26 2 SP IR H0h CDCG 8 4byr . Wil 3: %,
12,2021 4F 2 7 18 H AL, LBSER | ZEMIFLR RS, #:32 1 N7 CDCG A&7 . &R 3 BlEJLE G IFERY, B
1 ~3 471 CDCG &G B A S 0S¥l FHEY SR8 20 (CR), 3/4 PR RFHAF B K h PR ik = &
W, RHAAREN, 8530 W HVEIRAR R A M VG b i5 0 32 935 AT 7 1697 JLEE AML nJ 53] CR, AR FHM L4
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Abstract: Background Childhood acute myeloid leukemia has high recurrence rate, multiple drug resistance, and the side effects of
traditional chemotherapy are serious. In recent years, with the development of epigenetic research, chidamide has become a research
hotspot. There are a few reports at home and abroad about the application of CDCAG regimen (citabine, decitabine, cytarabine,
clarithromycin and granulocyte stimulating factor) in the treatment of adult AML, which has a good curative effect and low
complications. However, there is no report about the large-scale application of CDCAG regimen in children. Objective To
investigate the safety and efficacy of chidamide, decitabine, cytarabine, aclarubicin and PEG-rhG-CSF (CDCG) regimen on acute
myeloid leukemia (AML) in children with infection. Methods Three cases of AML with infection were treated with CDCG regimen.
Case 1 was a 10-year-old girl, who was admitted on October 23, 2020. She developed pulmonary infection after one course of
chemotherapy with DAE regimen, and then received two courses of chemotherapy with CDCG regimen. Case 2 was a 12-year-old
girl, who was admitted on October 21, 2020. She developed recurrent fever and cough, and had pulmonary infection at the time of
admission. After the first course of chemotherapy with DAE regimen, the pulmonary infection aggravated and abdominal infection
occurred. The second course of chemotherapy was replaced with CDCG regimen. Case 3 was a 12-year-old girl, who was admitted
on February 18, 2021. She developed sinusitis and left mastoiditis, and received a course of CDCG chemotherapy. Results After 1-3
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courses of CDCG regimen, bone marrow morphology and molecular biology results showed complete remission. Grade 3/4 adverse
events were infection and neutropenia with fever. No other adverse event was found. Conclusion The application of CDCG regimen
in the treatment of childhood AML with infection can achieve CR, and the incidence of adverse events is lower than that of other
regimens. A total of 108 cases with CDCAG regimen are collected by literature search, and 48.15% of them receive CR/CRi after
1-2 courses of CDCAG regimen, which suggests that this regimen is an effective method for the treatment of AML in children

with infection.
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ZMRER A MRS (acute myeloid leukemia, AML)
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1 I T 40 2 A (hematopoietic cell transplantation,
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BEZZ Mt J5 >R a0 B ALY B HCT EAT ILIENGR Y o
AML &5 kA 2N 24 55 ) R R ke . Eicdie
BN, M 50% K58 22 f# (complete remission,
CR) #J AML BILRZAE K, HAAEGAMIr T £ A
RSN BE R, P24 5 rh Mok A i ik = 52y
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27 d, PRHH I O™ E R, LT, B
2 Bl DNA H J& 4% 7% i (DNA methyl-transferase,
DNMT) 41§l 350 b PG b 752 77 165000 14 0L 200 L % S5 4
I se 20 M ) AT T BRI 75 S TR A L g 1 -6
BEE R L =T ik e, R AL TR 25 )
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SN AML WK T 8709780, B AOiE &A%
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Gl . AHEIE L 3 6] 2020 4F 10 H - 2021 4 3 H
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B, AT B R CDCG 74 (WikA R . Hbpy
e | BT B A SR 2 Ak 2 N A
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W 1. 2, 10 %, 2020 4E 10 A Hh) LIS
WS IR, oA, fEE, T 2020 4
10 A 23 H AfE i 4 R B o — = 2= rpony JLEL,
HREAM A . I . B L E R TR
(morphology. immunology. cytogenetic, molecular
biology, MICM) 25542 /8 AML, @ 8EEME LS
I, fifik MRI &R 18 B A5 5008, FEaihE
R (2 D)o AT ATEJLICES,, 5 1T RBRA T
L DAE 77 1097 . R R 3 4 % % 40 mg/m?,
d2. d4. d6; Bl #E ML 7 100 mg/m?, dl~ d7;
WRFEIATE 100 mg/m?, d2~d6, 45 11 KAEJLE A
PR, HEREM R, IR, i
BEILHAAR RN, #fRgumE, 5 2977
BT EBJLE R CDCG % (BJLIARF & 52 kg, &
R 1.44 m?): PUIEARE 30 mg/ik, B 21K,
dl ~d14; HiPEMBYE 20 mg/m?, dl ~d5; FPBEfoH
100 mg/m?, dl~ d5; PEG-thG-CSF 0.1 mg/kg,
dl. 26 3¥rfgker s 7 L CDCG Jr&fbyr, 7
HFSE 297 R, 5 1 J7 R DAE FRAITE 21 K
VPA B8 2% fiff B2 B2 0 30 43 2% f#% (partial remission,
PR); “f 28 RITANEBEZ AL CR, 5 2 57 %
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10 HHBE (% 3)
S 2. 4o, 12 %, 2020 4F 10 AhAILIRE
K PAEZERS, T 2020 4F 10 A 21 B AT

1.12 m?): P35 ME 20 mgik, M 2%, dl ~
d14; HbPGMhiE 20 mg/m?, dl ~d5; BB 100

FERBERSE —E¥SPOILE, MICM & RIE/R  mgm?, dl ~d5; PEG-rhG-CSF 0.1 mg/kg, dl. [A]
AML, AR EILI CT f&7n A fili bt @ge s i Sk A se 38 I 5 AR S REMR BT/ g o 5 197 /R
A (1) NFSKTRIRER . BB P TECA RS M DAE J7r ZA40IT 5 21 KITAL B 86 22 i 1 )l ok 2%
PUEgL I RIEy, 47 HJL DAE FEAST, BILE  f# (non-remission, NR); 2 28 K1Vl B Hili 2% fift 2
#1 36 AML BLEKER
Tab.1 Characteristics of 3 cases with AML
Variable Case 1 Case 2 Case 3
Gender Female Female Female
Agelyrs 10 12 12
WBC/(L", x10%) 120 81 64.64
Bone marrow
Morphology (malignant cell/%) AML(54.40) AML(77.60) AML(82.40)
Immunophenotyping (malignant cell/%) 68.80 84.49 54.29
. Trisome of chromosome Pericentric inversion of chromosome 16;
Cytogenetics 46, XX[13] 10 partial deficiency of the long arm of chromosome 7
Molecular biology Negative Negative CBFB-MYHI1; (+22), inv(16)(p13,1q22)
CNS leukemia Negative Negative Positive
Myeloid sarcoma Negative Negative Negative
Infection of hospitalization Enlargement of cervical Pneumonia Nasosinusitis; mastoiditis
lymph node
WBC: white blood cells count of hospitalization; CNS: central nervous system.
100
100 - 84.49 —=— Case 1
824 —e— Case | 80 F Case 2
80 |- ’ Case 2 688 —=&— Case 3
77.6 —e— Case 3 60 -
60 |
40 L34
40
20+ 10.23
20 0 200218 073 038 04 0
0 0 0_ Initial ~ The first The first The second The third
Initial The first ~ The first The second The third treatment course d21 course d28 course d21 course d28
treatment course d21 course d28 course d21 course d28

B 1 3% AML B)LESETM MM (%) FERTEZELE

Fig.1 Changes of proportion of bone marrow blasts (%) over time

2 35 AML B)LEBERUNRER (%) BErfiEELE
Fig.2 Changes of minimal residual number (%) in bone marrow
over time

=2 36 AML BJLUTREER (%)
Tab.2 Outcome of 3 cases with AML (%)

Proportion of bone marrow blasts

Flow cytometry of bone marrow

Case and Evaluation after chemotherapy
courses Before chemotherapy ~ After chemotherapy Before chemotherapy ~ After chemotherapy
Casel
1 54.4 2.4 68.8 0 CR
2 2.4 0 0 0.4 CRi
3 0 0 0.4 0 CR
Case2
1 77.6 24 84.49 038 CRi
2 2.4 0 0.38 0 CR
Case3
1 82.4 0 54.29 0.73 CRi

CRi: after chemotherapy the fusion gene CBFB-MYH11 2.180%.
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=3 36l AML BJLMATERAREXIFINREK
Tab.3 Treatment and adverse effect of 3 cases with AML

Item Case 1 Case 2 Case 3
Treatment course/regimen 1/DAE 2/CDCG 3/CDCG 1/DAE 2/CDCG 1/CDCG
II/IV myelosuppression time/d 23 9 3 24 9 21
Heating time/d 11 0 2 13 14 8
Blood transfusion volume/(mL-kg™")
RBC 36 3 12 45 40 91
PLT 48 20 9 72 52 66
Pneumonia; Febrile neutropenia; flf(tigﬁleir?:luitl‘rlggcetrigi;' Febrile neutropenia;
Adverse reaction febrile ~ Neutropenia Neutropenia abdominal infection; : > tropenia,
neutropenia clectrolyte disturbance electrolyte disturbance electrolyte disturbance
P ¥ hypoalbuminemia
State of the bone marrow CR CRi CR CRi CR CRi

JEh CRi, %5 29712 CDCG )5 EALI74H 28 KP4l
HRER MR CREE 2. B 1. E2). 3 197k
DAE J7 Z4byv it B R s ke, 55 1 RV E
HREE], FRLE 24 d, 85 5 KEBJLKRIR R T
. EAME CT®RATME, % 17 KEIJLIFE
S, A FEER . BRI, AT hk b, A&
AR SR A E SRR, TEH CT $m RAE7
WARER? 7RI 2R | e B e 6 A5 AR 7 MR BT
BYIRIT I8 dJE A T IR BN K . & 2 il &8
CT $7R XU S AE T /- B I, ForH% , HEHD
A AW B SR . 5297 CDCG I &ib)rid
S 10 R AR, FREMHIVE, 5 16 K
HAME AR A TR RER AL TR, T
VEEEPU A R R AR . W R R BCA R IA SR
e, PUBGYRYY 9 d IR IRIRRE 2 IEE . BAEHE
PR AT N AN I A AR T 4N o il CT 42
AT b SO Y A R, T 2021 48 1 H
8 HliFE (3 3),

Wl 3. 2, 12%, 2021 4E 1 A FARILIESE
R, LEMFLRRER, T 202142 7 18 HAME
A B BE S — B2 bl LB, MICM 25 542
7N AML, PEHRCHZE R G0 A I (AR e o)
RIFEIR 10.35% NBPELHERS RANM)(E 1o APBE
BB AR R BFER . AMFLEL, 1M
BN AT EOE & . PR m . R I )
Mg AR, AR LA R JA R B 6505 e, Ze )
h2 . SRR LAFTE ™ A ) Bk, R
AL TR B T I A AR ST R e T R G 1 [
i, 47 H LK CDCG 7 %1by7 (FBJLIR i
452 kg, REMM 1.4 md) [FHEG 1, 55 157
CDCG FZEALITH 21 KIFAL S BEE MR FERE A CRi,
ST WA HEAN A . 55 28 KITAR s
GHRARBE R CRio WA WROR WML HEAR M (3% 2.

K1, K 2), % 197 CDCG i E4byras 3 K il
BRIV EE B BE i (i M4 18x10%L), 55 11 K
B R AR B =, B 2 N R AR R e
SV 15 A AR ST RE IR YT, IV RE - a0 A
g2 21d, BILE SRS E S AR R B K E IE
OB LA TC R . S A U MRI $E R A
FACME G, LR AT /N, T 2021 4 3 H
22 HHBE (3% 3).
IS

DA< 1 PG b Y52 < P 3k A i “CAG™ * S M &=
FH I3 > Ay 5% B 3] K6 2R 0 ) T CNIKT 459 13
FEZE 20214 4 H), KRB 1R SoCke; L
“Chidamide”*“Decitabine”“CAG”“AML” &5l #6
R Pubmed K08 (EJE Z 2021 4F 4 H), KRE
1R BESCSCHR U0, 38 I 18 Bk 2R 3 SCHik v
gkl B sCiEkIt 2 5, HrP 82 CDCAG 7
ZALIT (795 i 3t 108 451, 18 % DL JLEE 3L 5 44
(4.6%). FiAHBEEZ 1~2 N7 CDCAG %
ST SR PR IR YRR (58 3), Hrbam g il ]
A% CR/CRi, JLERHIH, A% CRi A4 3 4
(60%), JTCIFAFIHIEH 3 4] (60%), W] UL JLE 55
v H CDCAG JF AT RIS BT FillE (35 4)-

SRR LR BUS B 22, IR L H BLIA
J7 R MALT A I T A0 A A, HE R
WIr R 2 A MMEETEZGY), I DA TR GRa
HEDAPTIET). DAE H %R (ROHEE . Wb
JLH IS AT I ) A, IRITROCR IR A B
CR EARE 15%, 14F OS AR 10%'12, HA
RN Z, & 80™ & Esaimdl, BnEJL
TGRS . JEAESE, B RWBAG AR N4, H
PO A RN PG SR AR e S5 25 W 2y it o) L7l o P At
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S #15 DNA 254, il DNA H ELAG RS, AT
T4 DNA W& 0, 40 20 M e, 5 S R
] 1E KA A 3 Ak, JF AT AR 2 A0 M g T 0
IR W I T 2 AR A S BEAL YA ) R (histone
deacetylase inhibitors, HDACI), H:if i< #1U [r $1] ]
HHOE HDAC W Bk BH B HDAC 1) 25 Z e A/E A
ifiJ5 7 F T RAS-RAF-MAPK ., JAK2/STAT3 %155
ST G, I A0 SR A S L 35S e 4 i
JAT0S), PHIRA et a) Sl s B Caspase-8 HY#IK
A e 20 AT 24 W 0 U, SR 5 T
W SR A AT R A L T 40 A
014 i A A 4 FH R T BILAA 1) 2 i B i et
WE 5T B b 7 At 75 S VG 35 A e 5 40 M 2 M 25 )
(L BeT AR L 45 ) R4 T AML B3, TR AR
U /D S ) IR B ey U810 SR L AR R A KL
1 i 4E 7% 001 3% ] T (pegylated recombinant human
granulocyte colony stimulating factor, PEG-rhG-
CSF) J& — il 1< &50kE 40 il 4 33 A 5, PEG-rhG-
CSF e B M h B I, 7lik 47 h,
AR 25 24 J RVR] T v MR AR B 2 L, HL AR

F4 BRAESEF CDCAG ATT 1 ~2 BEIRMRITE
Tab. 4 Effect evaluation of previously reported cases after
1-2 cycles of CDCAG treatment

Effect evaluation n (%)
CR 25(23.15)
CRi 27(25.00)
PR 8(7.40)
NR 42(38.89)
ED 6(5.56)

Abbreviations: CR: complete remission; CRi: complete remission with
incomplete blood count recovery; PR: partial remission; NR: no response;
ED: early death.

7] 4% 22 U i ] thG-CSF B, T+ 5 11 40 B A
SRR RO AR FAIL Ay ok 3l 53 e 40 B i A3
s, MITHEGE A T 2540 IR AR A R A5V 21
PEG-rhG-CSF 7 /P Rz 20 fifd ke = £ K ik A 3R
M/IV EERL A i = 2 A= 236 . IV BERLAH I fife = Fp 4%
BF ] . R Y e A I B A B B TE) O T S rhG-
CSF I, 2R LG IT¥E X, % F PEG-
thG-CSF Mby7 s — i Hag 125 1k, W]l
BERT, e RN, FE S AT L
B,

AWFEHGE T 3 4] AML L, HEEE AR
FERIEGE, 2 Bl JLABER B A RRY:, 7 1 6EJL
1E N DAE 5 %8 )5 H B Yy . H 2 61 i H
DAE J5 &0 8 LE Bl i, il 7"
R A e = R A A, BT RJLHI T YL H
B I ERE AN RN, 5 2 S R EEIA
S oMb | PIAA L . BTHEM T, JFAE
2555 1 RE T B LK BOR 40 i J3% A 7 T+ A
57, M5 BILE RIS R . wE DL B g
AR 40 DAE 7 & RHsE, 2 LG
WYL E R A, B BB LIRS T
CDCG /%, FEN PR G YRy, Jgets
BT AR AR ITRGE Y 3 5195 613
BB, R CDCG 7 %5 i) CR/CRi ik |
T 100%, HEBJLWFH CDCG J7 it ik 40 i e =
AFIE] | & IR R i 2 BH 2 /T DAE 5 &
(# 5.

Zi e B N AR SCER, N CDCAG 7 R iR IT
AML [ EBJUREIAL 5 61, PRS2 7 28 /9 61122
R RS 2S AML, A2 207 RIRIT I EIL K

#5 BEfESgik S HIJLERA CDCAG 5 RUITHITE &EE)3
Tab.5 Prognosis and outcome of previously reported 5 children treated with CDCAG regimen

Variable Case 1 Case 2 Case 3 Case 4 Case 5

Agelyrs; gender 12F 13M 13M 8F 13F
FAB classification M2 M4 M5 M2 M5
Chromosome Abnormal Abnormal Abnormal Abnormal Abnormal
Fusion gene Positive Positive Negative Negative Negative
Gene mutation Positive Positive Positive Positive Undone
State before chemotherapy Relapse Relapse Relapse Refractory Relapse
Proportion of bone marrow blasts/%

Before chemotherapy 25.5 28.5 14 6.5 49.5

After chemotherapy 1.5 0 0 335 13.5
Flow cytometry of bone marrow after chemotherapy 0.0086 0.0023 0 0.2603 0.1794
Evaluation after chemotherapy CRi CRi CRi NR NR
Transplant Yes Yes No Yes No
Survival Yes Yes Lost Yes No
Overall survival/d 187 726 130 368 92
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