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[BE] B - WITHBRIEERCEXSE I H 41 (myeloid-derived suppressor cells, MDSCs) FuZE il 75 F 1y L]
J7iE - AE CSTBL/6 /N -1 40 i A 5 73 0K 2 o i A 4 i P91 -7 40 B 4 V% 038 T+ (granulocyte colony-stimulating factor,
G-CSF) . ki 41 g . 5 40 ifg 45 7% il 3% [ ¥ (granulocyte-macrophage colony-stimulating factor, GM-CSF) FlI [ 4if Jifd 1 % -6
(interleukin-6, IL-6), {&4MZES MDSCs. 3t 2040 AR 75 MDSCs 92 P MESET- 2 R Bt fA 1 (programmed death-
ligand 1, PD-L1) Fik/K G4 (reactive oxygen species, ROS) RIF=Az/K . R FMEER 4>k 1/ BUWLE CDS* T 4l 3¢
H Celltrace violet 5, CFSE#RiC, 5 MDSCs#t::53%, 72 h/5 H A MK CD8" T AN MUHFA O . 4 St 2R
G HEBER Y (quantitative real-time polymerase chain reaction, qPCR) il MDSCs P I BRAG EAAH S A G 0 2R 187K . SR
M B2 A R 1 T 6 P B E Y A R B U 2 (methylenetetrahydrofolate dehydrogenase 2, MTHFD2) il i 7] DS18561882
(DS18) FMFRAEHIA LM IE (Pemetrexed) AbFLMDSCs, I A=/ Hrail MDSCs 7242 ROS FIZE R4 ROS 17K F- #4
DS18 b 3 i ZEAL PR ) MDSCs 5k 4368 H i3 F Celltrace violet 3 CFSEFRE I CD8' TAMMIILREF%, 72 h/s H A1
AK CD8” T AN FE L. FIFH RNAMY (RNA-seq) Kiill DS18 Flks 5% il ZE4b 3 j MDSCs £ 5% sk 41K 128 fk . T
/NERZ5 988 (mouse colon cancer cells, MC38) FlLewis fifif# (Lewis lung carcinoma, LLC) R FBIA, #BI5H 10 K
f, R Isotype ik . HLCD8 bt (1 mg/kg, WikkCDS' THIML) . 1538 # 2E L Kbt CD8 BAPTIK & 5 3 i ZEAL I MC38 fifJ§8
/NEG FT Tsotype HLiA . B Grl Bf (1.25 mg/kg, HBRMDSCs) | 1321 2E UM Grl BB 1 2 il 2240 B MC38 /1N
s 2045 MC38 FILLC i/ S5 M %€ (50 mg/kg) . HPD-1 BASIRENUIR (250 pg/kg) PAK I JE M ZE5K ST PD-1 558
BEHUAIAYT s 55 14 RIS/ NS, oSt Sl A Kihde . &R - WS R Bn 7S5 1088641 PD-L1
RIZRATHR, ROSH™ A, FEB R CD8™ T 4UMIAY345 . qPCRESEE /m MDSCs HiHH G PR AH G MTHFD2
SERIRTIE . 4T DS18 FIsE 22 i 22 4b FH MDSCs 255417 MDSCs i 28, #1% MDSCs (9 ROS 774, %t CDS T 4H i B 4
JEANHl . RNA-seq 25 40 2 Rt BRIGEA M HIFIAL BRS , 5 MDSCs /B AL A S100 45454 # 11 a8 (S100 calcium binding
protein a8, S100a8) % T, L MDSCs Il g AH &I AN ROS j7= 447 YL 41 it (2% b-245B 8 (cytochrome b-245
beta chain, Cybb) SEWA T FIH. SXTHRAIAHLL, BE3EHh ZEALFRAL /N UM A B sz 2P0l . 3% 25 i ZE b BRI AR LE
BT CD8 FAHTINA s 36 i ZEAL L b F SR Jin il s 5470 CDS BABTALFRANAR LY, 7T CD8 BAHTI G 15 35 it ZE AL 3141 iiygs i Je 2 3] B
il 5 BR MDSCs BB Il i A= 4, SRR Bk MDSCs A aid /NP, 153 i SE Bt i /6 FH 281K 055 55 il 28 s ik
BHA/NE. 5P PD-1 B BAA A AR G, 15 3E M ZE 5 BT PD-1 SRR P AL R IR A K IR B B3 . 518 - B8 il 284K
CD8' TR B/, Il FE g MDSCs i R A, dE—G AR AR <. 3/ i 845 MDSCs I FR A 24 BELIBT L
GRPEIMHIRE ST, AT SR SR 2 i BEHBTRITA T IR ROR
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[Abstract] Objective- To explore the regulatory mechanism of folate cycle metabolism in the immunosuppressive effect of myeloid
derived suppressor cells (MDSCs). Methods-Bone marrow cells were isolated from C57BL/6 mice and cultured in RPMI 1640
medium supplemented with GM-CSF, G-CSF, and IL-6 to induce MDSCs in vitro. PD-L1 expression level and ROS production
level of induced MDSCs were detected by flow cytometry. CD8" T cells were enriched from the spleen by MACS with anti-CD8a-
conjugated microbeads, labeled with Celltrace violet, and then co-cultured with MDSCs. After 72 h, proliferation was assessed by
flow cytometry. Folate cycle-related metabolic enzymes in MDSCs were detected by real-time quantitative PCR. MDSCs were
treated with folate cycle metabolic enzyme MTHFD?2 inhibitor DS18561882 (DS18) and folic acid antagonist Pemetrexed. ROS and
mitoROS production in MDSCs were assessed by flow cytometry. CD8" T cells were enriched from the spleen by MACS with anti-
CD8a-conjugated microbeads, labeled with Celltrace violet, and then co-cultured with Pemetrexed or DS18-treated MDSCs. After
72 h, proliferation was assessed by flow cytometry. Transcript levels of folate cycle-related metabolic enzymes in pemetrexed or
DS18-treated MDSCs were detected by RNAseq. A subcutaneous tumor mouse model of colon cancer was established. From the
tenth day post-implantation, tumor-bearing mice were intraperitoneally injected with Pemetrexed (200 mg/kg) and tumor size was
recorded for tumor growth curve. On the fourteenth day, mice were sacrificed, and tumors were harvested. MC38 tumor-bearing
mice were treated with isotype antibody, anti-CD8 monoclonal antibody (1 mg/kg, deplete CD8" T cells), Pemetrexed (200 mg/kg),
and combination of Pemetrexed with anti-CD8 antibody. MC38 tumor-bearing mice were treated with isotype antibody, anti-Grl
monoclonal antibody (1.25 mg/kg, clearing MDSCs), combination of Pemetrexed with anti-Grl antibody. On the tenth day after
implantation, tumor-bearing mice were treated with Pemetrexed (50 mg/kg), anti-PD-1 monoclonal antibody (250 pg/kg),
Pemetrexed, and combination of Pemetrexed with anti-PD-1 antibody. Results:Flow cytometry data showed that PD-L1 level and
ROS production were increased in induced MDSCs, and CD8" T cell proliferation was also suppressed significantly. qPCR data
revealed the expression of folate cycle-related metabolic enzymes MTHFD2 and others was increased in MDSCs. The accumulation
of MDSCs was affected by DS18 or Pemetrexed, ROS production in MDSCs was reduced, and the immunosuppression of CD8" T
cells was relieved. RNA-seq results showed that genes related to MDSCs differentiation, such as S100 calc-binding protein A8, and
genes related to MDSCs inhibition, such as cytochrome b-245f chain, which is related to ROS production, were also down-regulated
after treatment with two folic acid cycling inhibitors. Tumor growth was suppressed by Pemetrexed. Tumor progression was
promoted by combination of Pemetrexed with anti-CD8 antibody, compared with Pemetrexed monotherapy. However, tumor growth
delay was inhibited by combination of Pemetrexed and anti-CD8, compared with anti-CD8 monotherapy. Tumor growth delay was
caused by MDSCs depletion. But tumor growth was promoted by combination of pemetrexed and anti-Grl, compared with
pemetrexed monotherapy. Tumor growth was restricted by combination of pemetrexed and anti-PD-1 antibody, compared with anti-
PD-1 monotherapy. Conclusion-Pemetrexed relies on CD8" T cells for anti-tumor effects and further retards tumor growth by
reprogramming MDSCs to an anti-tumor phenotype. Modulating MDSCs by targeting folate cycle could impair their
immunosuppressive ability and enhance the efficacy of immune checkpoint blockade in cancer treatment.

[Key words] myeloid-derived suppressor cells (MDSCs); folate cycle; methylenetetrahydrofolate dehydrogenase 2 (MTHFD2);
pemetrexed; cancer immunotherapy
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A B 5% 8 o (R DY R S 2
(methylenetetrahydrofolate dehydrogenase 2, MTHFD2)
77 DS18561882 FIE AT 2 #L ki Y /N1 25 W 1 56
fth ZE L 17] MDSCs H B AR FR QI B, R 5T M IR
PRXF MDSCs G 1 il 1 A9 52, 30 2o 240 /60 52 36 A
Ao 968 /)N SR TR A A7 I PR AP 20400 4 57 % MIDSCs 7346 11
RIS RERI VRPN, DR PRI o) AR A Qg i BB 5
SRS A 5 BELWT R X g Sy TR S

1 HE5RE

L1 SR

111 LEshy ANRCRMCSTBL6 fh &R, /INREF
YIAE | 28 38 K 2 5 2 BE 0 R 9k JEL R (special
pathogen free, SPF) 5 izt b 17 .

1.1.2 F AL PBS (pH7.4) 2% #h ¥ 1 ACK
Lysing Buffer ) H 3¢ [# Gibco; RPMI1640 1 37 3t |
DMEM 1535504 H 26 [E Hyclone; IGA4F I . &K/
B RN AZOE (i) AYRHECAERAR; JoK
CFE . ZEWEE . SR A b E E AR A RA
Al AMmiEAERA (bovine serum albumin, BSA) 1
[ 7% E BioFROXX 2\ 1) ; HBSS 22k (& 455E)
Adtm REERFEARAA; 05 mol/L EDTA
(pH8.0) . TRIzolJ H 32 [E Thermo; Collagenase IV i3
H #it + Rache; DNase I W4 H & [¥ Sigma; DEPC
water W [ [ 38 2 KR AW H R B A7 BR A F
AceQ" Universal SYBR qPCR Master Mix 4 [ 74 5% 4
MERELE DR R A BRA 7] 5 O hric Uk E e/
L CD11b-APC (cat 101212) . Hi/F Ly6g-PB (cat
127612) . Ht/) K Ly6c-APC-Cyanine7 (cat 128026) .
Pt /I Bl CD274-PE  (cat 124308) A1 Ht /) fil CD45-
Percp (cat 103130) LI 2 Zombie FE i 4 £t (cat
423101) £ Fc block (cat 101320) W H & [
BioLegend /A vl 5 5 20 /N [y 210 i 152 Wk 40 i 45 i
¥ (GM-CSF) (cat315-03). H41/)NEUR 40 4E %
T T (G-CSF) (cat 250-05) FIE 2H /Iy B 1 200
& -6 (IL-6) (cat 216-16) W H 3 [E Peprotech 7
Fl; DS18561882 4 [ 35 & MedChemexpress A ) ; 1%
T ZEW A FiER R AR A RA R NACIWH
K [H Selleck 22 7] ; /N CD8a (Ly-2) BRI &1
FI 1% [E Miltenyi 24 ] 5 /N R $T CD3 HL{k (Cat 16-
0032-82) . L CD28 Hifk (cat 16-0281-82) ., LLifi 4
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EFERIL ) B (cat 88-5930-74) . MitoSOX™ £ ki
A E LI585 (cat M36005) . CFSE 2 Jifd 14 5 i,
7 £ (cat C34570) . CellTrace™ Violet Il Jifg 38 5 i3 5]
& (cat C34557) Wy H 5[ Thermo; HLCDS AL, BT
Grl Juhr bt PD-1 Hiht iy [ 55 [H Bioxeell A H] . F#
i %% . ThermoFisher 1% 3% 44 , Eppendorf Centrifuge
5810R &5 .0>#L, BD Canto Il i = 41 /f11X, BD FACS
Aria Il % 3% 23 %€ X , BIORAD CFX384 Touch qRT-
PCRAY.

1.2 985 ik

1.2.1  1RAMAES MDSCs LA & DS 18 Fild 55 iy ZE 40
£ RPMI 52 4= K5 7% 3 il A 120 ng/mL GM-CSF
120 ng/mL G-CSF #1120 ng/mL IL-6, 3% M8 4 2 7| 1x
10° A4~ /IN B 440 1 25 2, % RPMIL 5% 4 355 % S Al
FERFRMA, BT 37 °CHCO I FRA, Higead ™.
16 R B FRAR R TR AR AMINA 3 wmol/L DS18 5§ # 5% 38
Hi%E, BT 37 °CHYCO, 3748, Kigidd.

1.22 RNAH#I 7EHEFHHMME (2x10°) FmA
1 mL TRIzol 24, fMA 200 WL &5 (=& H4e)
FUEY 1 min, VK EFFE 10 min, 2.0 )52 %W
W, 29400 wL, B THJ 1.5 mL RNase-free EP & 1,
A SERBU S EE, R EENR S, vk R
30 min, B0JEA UL EAEGUIIE, A 950 pL 75% 4
BEE B0 R 5 B3, BN 30 L DEPC /K
fitt, AT RNA,

1.2.83 [l K SCEF 2 f PCR - TRIzol 3l #2 41 i
MURNA, Jf]5xHiScript [I qRT SuperMix II ¥ RNA 2
% 5 & cDNA, # i AceQ” Universal SYBR qPCR
Master Mix #4750 % &5 PCR A, (1),

1.2.4 CDS8" T A FHIME] L9 AT 1 d7E 96 FLAR
FUIMA 100 WL UM B (FH PBS W Bedifae, 24k
4 5 wg/mL anti-CD3 £l 2 pg/mL anti-CD28), 4 °C
HE T . R CD8a (Ly-2) MicroBeads fi i i}
CD8' T4Hf . Wl pl (P IRms B, He BT UM
RPMI 5¢ 4> 15 F5 JE A5 B CDS8' T4, 45 100 pL & 47
2x10°>CD8" T4ufifl, F4% MDSCs #1 CD8™ T 4l 1 #%
B S BIFERE 3T 96 FLIRE MR, 55 3R 1K R AN
F200 uL, BT 37°CHICO, 54, B 72 h,
1.2.5 £ i MDSCs 1 75 1 &
species, ROS) /K~F  FEWHE ) MDSCs H1 /i A ROS
B (RPMIJERFRFEE 5 wmol/L), ‘B T 37 °C ikt

(reactive oxygen
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Tabl Primers information of gPCR

Primer
Aldhlll
Dhfr
Gapdh
Mthfdl
Mthfd2
Shmtl
Shmt2

Forward sequence (5'—3")
CAGGAGGTTTACTGCCAGCTA
CGCTCAGGAACGAGTTCAAGT
AGGTCGGTGTGAACGGATTTG
GGGAATCCTGAACGGGAAACT

AGTGCGAAATGAAGCCGTTG
CAGGGCTCTGTCTGATGCAC
TGGCAAGAGATACTACGGAGG

JEIFE 30 min, FRELLmAAREE, AU,
1.2.6 £ Il MDSCs f¥) MitoROS 7K ¢ 78 Wt £ 1y
MDSCs H1 /il A MitoROS Fi B (Fi1 & Ca® Il Mg® 1Y
HBSS 2% Wi fi B¢ 2 5 wmol/L) , T 37 CROLMH
10 min, FREgiimA @, AL,

127 WAY@ BI04 e E RSN,
SEH 100 WL zombie FE1G YL kLG BEWE (500%, FH PBS
k) mz4Merh, =R E 30 min; fill 1 mL PBS
HVE, 400xg .0 55 BIE s B 100 pL Feblock #
B (500x, Ffl FACS Buffer #i B¢ ) M & 15 min,
4°C; Jil1 mL FACS Buffer i§ ¥, 400xg B .05 5 I
s WS TEAEM I A 100 wL BriH Bl (200%,
FH FACS Buffer #ii B ) 42 ff, 4 °C %% 30 min, Jil
1 mL FACS Buffer i5 ¥, 400xg .00 )5 3 L,
200 wL FACS Buffer EEAi, Ji ALK .
1.2.8 g /N EREEL /NERBZ TS 100 pL 2x
10°~MC38 5 LLC Mg 4 il , 2f 10 R A:f 1 did
SEME KA (o) FiEERE (b)), 2l A K il
o MIEARL (1) AR V=0.5%axb’,

1.2.9 /N E BrSedh ZE o Ab E2E . /R
e AR TR A ST B 10 KA, REOR 45 T U /N BRUME s
S ZE (200 mg/kg), HELEZ255d, P CDS
PUALFRAL . /N ER R B AR A ST 2R 10 RS, PR T
farJea /N BRUNE i 1 St CD8 Bt (1 mg/kg), B EAHEAY
SEEE21 K BRI FEER G T CDS ST AL L . /)N
SRR BT RI A ST 56 10 KA, B9 K45 T farfid /) BRUE i
HHR IR ZE (200 mg/kg), BERZ T frded /N BRI s
T 54T CDS bt (10 mg/kg) , B % A5 A 4 37 4
21 Ko B Grl HHTACFRL - /)N BRI R A5 A 57 565 10
K, WK% T mr /b BE RSP0 Grl B
(12.5 mg/kg), EEBRIEHE 21 K. BioEih A
Pt Grl P FRA . /NEUMR IR T 5 10 Kl , 4
K5 T Jed /N BB I 1 6 35 55 th 28 (200 mg/kg) , F@
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Reverse sequence (5'—3")
CACGTTGAGTTCTGCACCCA
TGCCAATTCCGGTTGTTCAATA
TGTAGACCATGTAGTTGAGGTCA
TGAGTGGCTTTGATCCCAATC
GACTGGCGGGATTGTCACC
CGTAACGCGCTCTTGTCAC
GCAGGTCCAACCCCATGAT

K251 farJ8 /N BRI 1 55 Bt Grl BT (12.5 mg/kg)
HEBRIASIH 21 K, PUPD-1 BT . /N U
JARIAL A ST S 10 KA, B K25 T far 98 /) BRUME s 1 5
PUPD-1 B4t (2.5 mg/kg) , FLEBIRIGN 521 K.
B 25 M ZEBR A BT PD-1 BT AL FAL . /)N BRI A5 70
SEES 10 KR, B R 4TI /DN BRI Il T 5 5% 5 ity 28
(200 mg/kg) , PR 45T far Je /I UM Js 1 i 40 PD-1 5
br (2.5 mg/kg), EEBBIETH 21K, 244
AR

1.3 Bl b

i 2 B HE 2 4l Flowjol0 4k 44 4% ¥, #I
Graphpad prism8 A #E 47 G2 143 #r, P<0.05 £ 2
S HEA G L. RNA-seq Z045 Fl i DESeq2 #1014
PEATAR AL AL PR, TR 22 AR, JRRAINB (i
UMK Iy ) ST 22 5 AR S, AR
28 AR EIU N 2 S b 2 ARG 0 29 SRR 0 1B 22 S B 11
e Bk 22 S B SR AN ¢<0.05 H 2 R A K
(foldChange) >1.21%<0.4,

2 R

2.1 AME S MDSCs = 4 im0 24 il 35 AT G AC

i

A ARSMAE S MDSCs R &, /&4 GM-CSF,
G-CSF LA K IL-6 41 it X %) RPMI 5% 4= 15 5% L 0% 7%
C57BL/6 /INEE BEL0 ML, 4 dJ5 ) 3 2K 200 B AR 6
S 40 0 PD-L1 F1ROS (/K. &FES)n, B
YA PD-L1 A & THm, ROS A=A S,
Kl 1A, B TR, 76 A5 d, MDSCs /& % ik
PD-L1, i#id PD-L1/PD-1§li{EH T CD8" T4, 4
il T 4 B A 5 A B e e 2 2% . MDSCs B it ROS
JEAMAH T A0 B A BRI 2 — 0 o TR
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T MDSCs Xf CD8" T4 /E T, Hi5 Sho 4
YeRARICH CDS' T 4435

72 hjE TR ARG CDS™ T AN G E il . 45
SR ARSI S 20 M B A I S 0] CD8” T 4 34 5
MIFEH, & 1C A, B ST AR 4M 7% S MDSCs
FR . R THRIEBRIGHA X MDSCs 41l T fE
FJ ] qRT-PCR £ 1ll 2 5 ﬂfﬁﬁﬁi‘é%iﬁﬂﬁﬁﬁﬁiﬁiﬁ’&E

M ARG alifl B violet?

s a2
=

L 1) A O ) 40 L 5% PR 0 A4 S oG S BT R T | 1015

JEIXALRA 7, WNE 1D PR . 455 R AN S T
IR LR, MDSCs M- BRIE PR b 5 S Y

FIRAA W BT E, WK B~ s, Hrd,
MTHFD2 7 EEM B M A= 16 iU — B S A s rh ke
FISCHVER . PRI MTHFD2 = 5 #6355 L6 F0
SR IR AN RS R AEAHDG, 0 MTHFD2 2

R Y LR TN 2N

IR 7 MR 4 AT

MDSCs RGN . AN —RRBAAARI & B e 1o, AT R g it e
A B
PD-L1 ROS Celltrace violet
— Induced MDSCs 500 F— Induced MDSCs — Induced MDSCs+CD8' T
200 —BM Grl” Cells — BM Grl" Cells —CD8'T
400
r —_
- 600 _ 300}
=]
3 3
o
400 ©
200 12.8
200 100 L
0 1 ! 1 O 1 1 874
-10° 0 10° 10* 10° 0 10° 10*
MFI MFI
. X D E F
Mitochondria
Cytoplasm
Folic acid
— > Difr Minfa2
8r -
o, - 10
Methionine THF- =} g
] ol £
m( lycm % ?
5,10-methylene-THF a a,
54l 5
o S
5,10-methylene-THF 5,10-methylene-THF g E
MTHFD1)] | (MTHFD2/MTHFD2L) T 2F 2
~————10-formyl-THE 10-fogmyl-THP =
synthesis Y [ADP]
ALDHIL MTHFD| 0
Control MDSCs Control MDSCs
THF+CO, Formate
G H 1 J
Shmt2 Shmtl Mthfdl Aldhl1ll
40 25 20 40
©)
O L ® .
Za0f g2 T Eist £ 30t o
7 2 2 ‘B
5] 5] o 172]
g 5 15r = 2
520t g Z10f S0t
[} (] - (2] o
& g 10 2 2
=R k= = 5| E 0l
z 1o 3 sl 35 é 10
0 0 0
Control  MDSCs Control  MDSCs Control  MDSCs Control  MDSCs

Note: A. Expression of PD-L1 in in vitro induced MDSCs detected by flow cytometry. B. ROS levels of in vitro induced MDSCs detected by flow cytometry.
C. CD8 T cells proliferation was assessed by flow cytometry. D. One-carbon unit metabolic pathway. E—J. RNA levels of folate cycle-related metabolic
enzymes [Dhfi (E), Mthfd2 (F), Shmt2 (G), Shmtl (H), MthfdI (1), and Aldh1l1 (J)] in induced MDSCs detected by qRT-PCR. ©P=0.000, P=0.001, compared
with the control group.

1 {K5MES MDSCs 5 ik M ERTB IR 8 B8 48 X 151 B

Fig 1 Expression of folate cycle-related metabolic enzymes in induced MDSCs in vitro

http://xuebao.shsmu.edu.cn

AR B, 2024, 44(8) (@)



1016 | tm@kssm (e
2.2 B g0 ERARS B 4R MIDSCs I 4516

N T HRGE R AIE FR 6 MIDSCs #3283 V6 FH 1 5%
M, #E MDSCs PRSNGSR 2 v 43 S A R 416 6
A5 B MTHFD2 1) i) 5] (DS18561882, LL T fij #«
DS18) M- FRALPA KT 3wl 2E, ) 3 =X i AR A
WA ST 0 A0 TG R LA TE A0 5 b . S5 Bos .
HIEE M MDSCs 4 fIAH LG, in A DS18 4b #1151y
MDSCs 21 il 7 2% DL K 3% 41 Ha A b 31 9 & 27 31 52 i
JLEI2A . B; {HEZ DSISALFG , 17555 0940 i i
UL K MDSCs 8/, WEI2C, D. DL E45R

A B
100 - 100
< =
80 - = 80
2 o
=~ o
2 60} Z 60k
£ =
Z a0 = 401
2 S
20+ 2 20
8
0 0
S S
Qc*& Q% C;é& Q%
E F
100 - - 100~
— Q
%) =
80 - 3 80
% 60 g 60 -
Z a0t = 40
= 6]
O +
20 = 20f
8
0 0
& 45’6 & &
> J $ il
& & ¢S N
& N
@ Q@

Live cells absolute count

Live cells absolute count
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Ui B4 MTHFD2 B8 411 i B 6 41 it 17 MDSCs B 75
S, SIEHIHESHMDSCs HIL, 6 ih 2240 15
) MIDSCs 41 75 5 LA % 336 41 I ) 91 914 32 S 52
WE2E, F; [ MDSCs (94 xf 50k B, 53l
FEW L T MDSCs B A7 G, W& 2G~H, %3 i %€
P S Al /N 40 B il 98 09 I R 2590, © & B Uk 52 DL
DHFR., TS A #0015 WA T 5 05 9 40 A ) A% 11 AR A 27
LR35 56 1 X8 eI TP 55 v S5 4 L 9 4 T o N T
R, AW B 55 M ZE S 1 i i vh CD8” T 41 it
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