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Tfrs(CD4"Foxp3"PD-1* CXCR5") & Tths (CD4*Foxp3 PD-1"CXCRS5") 4 Jif] b ] K HiZ& 11 43T 0X40 . PD-1 K35, 70471 GD &9 5
Tregs Tfrs \ Tths K H: 0X40 PD~1 3K 1 5CF , [RJ I 7347 2 Kl 18 b5 15 I PR AR BAR DG, PR Hil IR B8 o R 5 NC
AL, GD éﬂTregsﬁIEEﬂ BT ,Tregs |~ PD-1 FIRFRAR, Tregs [ PD-1 Fik 5 TRAb K& i *ﬁi?ﬂiﬁ GD B Thrs %%
WY BEA , EL Thes [ OX40 #3k E 3, Thes it 15 TRAD 52 B F HUAHOC . S5iE:PD-17E Tregsiﬂﬁﬁi%_T 1L S0 Tregs 2]
625 GD &G, GD B TR DY Trs B0 W1 S /b | HIL 0X40 350 5T+, 0X40 1] AE I 1o 50 Thrs 5 Tfhsi‘:’nu 25 GD K,

BOAIEIR L OCT GD Ay #4153 E

(K888 | Graves Jp5 s 85 M T 20 /L 5 Ylﬁ‘(ﬂﬂ P T A 5 U 1 T 20

(FESESIRSSI1I [x#kiRERG A (¥ B 51 12022-06-06

Clinical study on regulatory T cells and follicular regulatory T cells detection

of peripheral blood in patients with newly—diagnosed Graves' disease
Feng Wenwen ,Yang Yanli,Chen Shiying ,Hu Yifang, Jiang Lin,Xu Kuanfeng,Cui Dai
(Department of Endocrinology , The First Affiliated Hospital of Nanjing Medical University )
[ Abstract] Objective : To detect the number of regulatory T cells (Tregs) , follicular regulatory T cells (Tfrs) , follicular helper T cells
(Tfhs) , and the expression of their surface molecules tumor necrosis factor receptor superfamily member 4(0X40) and programmed—
death factor 1(PD-1) in peripheral blood of patients with Graves' disease (GD). Methods : A total of 23 newly—diagnosed GD patients
(GD group) and 22 normal controls (NC group) were enrolled in this study. The proportions of Tregs (CD3*CD4*CD25"Foxp3*) , Tfrs
(CD4'Foxp3"PD-1"CXCR5") and Tfhs (CD4 Foxp3 PD-1"CXCR5") , and the expression of their surface molecules 0X40 and PD-1 in
peripheral blood of the two groups were detected by flow cytometry. The relationship between the pathogenesis of GD and Tregs, Tfrs,
Tths, 0X40 and PD-1 was analyzed. The correlations between the detection indexes and clinical indexes were also analyzed , and the
clinical significance was preliminarily discussed. Results : Compared with the NC group, the number of Tregs in the GD group was sig-
nificantly increased, and the expression of PD—1 on Tregs was decreased. PD—1 expression on Tregs was significantly negatively corre-
lated with TRAD level. The number of Tfrs was significantly decreased in newly—diagnosed GD patients, and OX40 expression was up—
regulated on Tfrs. The number of Tfrs was negatively correlated with TRAb. Conclusion : The low expression of PD—1 on Tregs may be
involved in the pathogenesis of GD by affecting the function of Tregs. The number of Tfrs in GD patients is significantly reduced, and

the expression of OX40 is significantly increased. 0X40 may be involved in the pathogenesis of GD by affecting Tfrs and Tfhs homeo-

stasis. These results may provide some new ideas for the clinical
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Graves J# (Graves' disease, GD) MFRVRIE PE R
FEOPR AR A, S22 DL B i B R S e B B SR e P
GD Z UL T 30~60 % L, K N 19%~1.5%". H
I, GD BB VLA R AL 1 oA 58 W, 2008 5
L PREE R A G, Bk R SRR ] S EoL A
B PE TR AR, BIFSE R B, TR AT RE 57 3 5
52 A B ot BRI 19 A0 IR P T
Y} (regulatory T cells, Tregs ) /& —JS £ ML 1) H A fe
JEIN R T RE R CDA'T 4V A, /755 A Brtsi e
PETE 32 B 1k A BE 98 0 B W 7 T i 44 i EAE M
VE VL B E T 40 JE (follicular helper T cells, Tths )&
— i CDA 5 B M T 41 MBI ERE , 72 A S bt SOy K
AR A i v AR o T U I R P T 40
(follicular regulatory T cells, Tfrs) o] # i Tths /5 )
B 41 i 36 Ak AT A 7= A B 5E & BE Tregs £ Al
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H A (50 DI RE BB AT RE S 5 HROR! ), (HAFSE
LERAFAE—E PG . LT Tths 5 Ths YRR ED
HWFFEAE H, Ths AT RE S GD ZHAT XM, iRt
(Rl F-5Z R HE Z2 1% 1 53 4 (tumor necrosis factor receptor
superfamily member 4, 0X40) . F2 J¥ M3 1- K + 1
(programmed—death 1, PD—1) /2 2 F 5 2L 19 4] ity 5%
T 431, OXA0 {5 53 F7E T 4l 1% AL U H2 F5 1 4
S G gE I AR BT D PD-1 {5 i AT B
RONL T 240 i (effector T cells, Teffs) 41 5 (14 4 45 1 &)
FFAR UE Tregs THRE . ANWFIY B 7E LU B & GD &
FMEEEE A BEH Tregs | Tfrs , Tths i 2 H: 0X40 ,PD-
1 RIBZE R, 25 A DN 45 AR 5 i R B AH G
FEAEGE CDACD25 T 41 i I 0X40 5 Foxp3 ik AH
M WPARER GD AR ARG S 227 ML, M
Il YA GD HE AL L
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JBIEEBE N RIS 1 & GD E 39 A 23 4 GD, Fir
BE A R BB 8 MO IS WiksifE . Horp, Bk 5 61, %
PE 18], 4% 19~56 % oS3 Ah, AR B TS (e R A % 22
5] A7 1E %5t B (normal control , NC)2H . v, B4 ], Lotk
18 1], 4F 1% 20~69 2, FUR ARG K, FUAR AR T BB IE &, HLJG
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PEB , IR GEELLTERAE RGBT R EE ;@ EIF .
F b R GE I DEER RSB s DIA L T2 gL el
61 H IHRIVRZ2 14 s @GR sl o AR AR e A
BEARR 225 — B 22 B (VL0 N R BE ) (B B 25 D1 230 4
I , & AL 2 2020-SR-466 ..
1.2 22X A BALE

APC-H7 B4 A CD3 14 BVS10 AL A CD4 4 {4 \PE-
cy7 BFTA CD25 itk . BB700 LB A CD134 HifA M BB515 Fl
PLN CXCRS LRI [ € [E BD 22 7], Alexa Fluor 647 FLHi
A Foxp3 HiAAFl PE B4L A PD-1 Hi k16 [ % [H BioLegend
/N ) ; Fixation/Permeabilization Concentrate . Fixation/Permea-
bilization Diluent 11 Permeabilization Buffer (10x )} H 3% [F
eBioscience 23 F] ; RPMI 1640 35 32 W H 35 [# Gibeo 23 H] 5 A
VAR 2 3 W 1 B (0 ) AR I RHE AT BRZA W) 5 PBS
It F 3% [ proteinbio A 7 . FACSAria™ i 240 LA Wy [ 55
BD A+,
1.3 87k

23 W R A R M KL, 43 o WS 4R T TR A R
HYUBE b E TR T g A SR LA RO g
VI R U S = L H R AR SR 202 (free triiodothyronine , FT3) |
W HUR R & (free thyroxine, FT4) i H R AR 3 & (thyroid
stimulating hormone , TSH) | B {R i 28 450 £k 497 il 470 & (thyroid
peroxidase antibody, TPOAb) | FUARIRERZE 14044 (thyroglobulin
antibody, TGAb) \fi& Eﬁ4ﬁﬂ%%ﬁ%%1¢%ﬁ1¢(thyrotrophin receptor
antibody , TRAb) 7K-F-, B £ 10 £ 24 H 7[5 Roche 24 A #i41,
JHZRBUEERR KM 3 mL T 6 h AR 285 BE A6 B8 1 43 B 41
PR 20 S (peripheral blood mononuclear cell, PBMC) , i i3
PBS H & PBMC, A& 41 il v B2 29 1x10°4M/100 pl. E 59
A, I AR R 100 wL, FEAiaeE LAk,
TE s m i, wliE 2~4.6~8 43 3l Jil A CD3, CD4, CD25,
0X40.PD-1,CXCRS Hiik 3 pL, 1y BAr i, 145 9 [ A hin
A b 6 IR IR AT, S B E 30 mins B IA 2 mL
PBS,1R%], B> (3 000 t/min,4°C, 5 min) , 5 L 3%, YRR 21K
e AN TS T 4 T R T R T S - e B =1:3)
1 mL, 5T, 4°CHREEARAT 45 min; B I0A 56 e B 04
I 22 i i (RBEJIE % o 58§ 7K=1:9)2 mL, IR 2T, B 0>
(3 000 r/min,4°C,5 min) , 3 ¥ s XS 5.9 #E 4T Foxp3 Hit
WY, B4 4 wL, U8 5 O BARE RS RIREOLIR
30 min; B INATR SE AC B A BERESE sl 2 mL, IR A) B O
(3000 t/min, 4°C, 5 min) , F F 3%, Yo 2 U BT A
300 L 4% PRI E W, 1R AT NI ERLASEN . BB,
A A AR IR T PO E M . Flow Jo 10.0
BRA R AT U R 43 BT, 38 2 1T 1) ' (forward scattered
light , FS) FM [ B 556 (side scattered light , SS ) Bl f ik B 41
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AR 5 L TE S 12425 5 (P>0.05) . GD 41 FT3.FT4
JKAF-BE S F NC 41, TSH /K F B &A% F NC 44, TPOAD
TGAb X TRAb /KW i & F NC 41 (P<0.05) , WL 1,

2.2 24 ABESN A on Tregs Teffs \ Tfrs  Tths @ it Yo 45) b 4%

5 NC4IAH L, GD 41 19 Tregs 41 My LL 41 BH 8 T+ & (P=
0.004) , WL 2A; Teffs 41l g EL 451 B .~ [ (P=0.002) , I
2B; Tirs 40 i L 1 W 2. F B (P=0.015) , ULIF 2C; Trhs 4018 Lt
B JCH A 6 (P=0.208) , WL 2D ; Tfrs/Tths LWAEA T A
BOHTG 2257 (P=0.570) , WLIE 2E.

23 2MABES A AT 4m i T B L 0X40.PD-1 £k bhik

5 NCHMH, GD 4 Tregs | 0X40 KA LG 2425
(P=0.742) , WIEI 3A ; Tregs | PD-1 AW i R (P=0.002),
WLE 3B, 5 NCHALL,GD 4 Teffs F OX40 ik ILGeit2¢2
5+ (P=0.742) , WLIE 3C; Teffs | PD-1 FE LG 24 £ 5H (P=

0.233), WLE 3D, 5 NCAIAHH, GD 41 Tfrs - 0X40 FikH 7.
ThE (P=0.025) , WLIE 3E. 5 NC4AH L, GD 4 Tths |- 0X40
FkIG 225 (P=0.186) , ULIK 3F .
2.4 B IEARS PR AL R TRAD 6948 % M 547

Tirs ZH I L 45 5 FT3 . FT4 & TRAb 7K 52 5 3 67k 56
1M 5 TSH /K F- 2 8 3 IE A5G . Trhs 4118 L 9] 5 FT3 . TRAb
KO UG, 5 TSH /K 2 2 3% IEH 56, 5 FT4 7K
T FEA KN, PD-17E Tregs | HIF15 5 FT3.FT4 & TRAD
KOEH R BB fA S, 5 TSHACE 2 B2 F A, PD-17E
Teffs I () FRIE 5 TSH KV 2 B IEAAK, 5 FT3.FT4 &
TRADb /K JC B A0 6P . OX40 78 Thrs b A3 IK 5 FT3 /K
V2 B IEASC, 5 TSH /K- 2 18 3 fuUi 56, Tl 5 FT4 &
TRAD ZKF-JE B E AR KM . OX40 7E Tths FAYZE 34 5 TSH K
IR B AR, 5 FT3.FT4 M TRAD /K F JC i 2 41 ¢

1 IwRER
EEL7D GD41(n=23) NC 4 (n=22) uZME  PlE
PR (B ) 5/18 4/18 0.089  0.766
IS 30.00(22.00,48.00) 39.00(22.00,52.75) -0.967  0.334
FT3/(pmol-L™") 27.82°(14.61,36.96) 4.63(3.78,4.95) -5.152  0.000
FT4/(pmol - L") 61.22 + 27.47° 1559+ 1.29 7.953  0.000
TSH/(mIU-L™") 0.005%(0.005,0.005) 1.59(1.200,2.900) -5.452  0.000
TPOAbL/(IU-mL™") 105.75*(52.08,568.03) 9.20(6.85,12.65) -3.962  0.000
TGAb/(IU-mL™") 162.61*(30.75,353.15) 13.70(12.35,15.70) -3.633  0.000
TRAb/(IU-L™") 10.51°(5.95,19.94) 0.80(0.80,0.87) -3.720  0.000
H:a, 5 NCAAMEL, P<0.05
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7 :a,P<0.05;b,P<0.01

F . GDZLFINCL TS A UL Tfrs/Ths LU AF Hi g

B2 GD4EFINCHEAESINEIM Tregs. Teffs, Tfrs  Tths  Tfrs/Tths Lk & EL &



— 1324 — FRERKAFFIR 2022 £5 47 % 11 85 (Journal of Chongqing Medical University 2022.Vol.47 No.11 )
P>0.05
40 1 — So- b 30 - r P>0.05
|
S 30+ S 40 !
é” o.’.o = gb o.. l. -l -m ‘Q; 20 - °
= [ = 304 e _._IL & ™
S 20 o0 '.I: -I. E oo l.. ..- é ° g
> e®® = A 20] Feeeste i =) a0 00208 u®
= o3 s : ° -m = B o®e l § 10 n -
10 ° ==z o 5 o’!:.o PE
I Ll 0 T T 0 1 1
GDH NCZH GDZ NC4H GDL NCZ
A. GDAUFINCAL A BESME I Tregs B. GDZI FINCLH ABEIME 1M Tregs C. GDZHHINCZHAFFAMA i Teffs 20l |
A [-OX40FE 5k b i 4 - PD-13635 b OX40F6ik H %
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7 :a,P<0.05;b, P<0.01

P HAYT 40 AR AR 40 At He 451 B2 H: OX40  PD-1 23k 5 HUIR

3 GDHEFINCHABSMNE M T AL R E OX40,PD-1 RIKLLE

BRIIHE S TRAD /K370 3 AR Sk, Wk 2,

R2 BliEnSBERAZHIEXE

OX405K 15 LA

OX40F Ik L

2.5 CD4"CD25'T 28 fit £ 0X40 5 Foxp3 & & 448 % M 41

1E CD4*CD25'T 4H ifl I, 0X40 F 35 N 13.70% (9.41%,
18.80%) , Foxp3 %35 N 35.909% (28.90% , 42.85%) . HH &1

-
LD FT3 FT4 TSH TRAb 0.024). TLFE 4.
Tregs r=0.171 r=0.206 r=-0.250 r=—0.003
P=0305  P=0.216 P=0.129 P=0.987
Teffs r=—0.175 r=—0.185 r=0.277 r=0.021
® 801
P=0.292  P=0.267 P=0.092 P=0.915 2
)==4
Tfrs r==0447"  r=-0.336"  r=0.542 r=-0481" = 60 o t®
" °
P=0.005  P=0.039 P=0.000 P=0.008 2 0 o °
Tths r=-0.326" r=-0.238 r=0.344"  =-0.462" g
a
P=0.046  P=0.151 P=0.034 P=0.012 < 20
0X40/Tregs r=—0.239  r=—0.208 r=0.073  r=-0.206 g
=0
P=0.149  P=0.211 P=0.662 P=0.283 0 10
PD-1/Tregs  r=—0.454"  r=—-0.341" r=0.525"  r=—0.565"
P=0.004  P=0.036 P=0.001 P=0.001
&4
0X40/Teffs  r=-0.182  r=-0.245 r=0.167  r=-0.212
P=0273  P=0.139 P=0315 P=0.269
PD-1/Teffs  r=—0.216 =-0.158 =0.332"  r=-0.303 N .
ells T T T T 3 -‘T 'L/I:\,
P=0.194  P=0.344 P=0.042 P=0.111
0X40/Tfrs r=0.455  =0277  r=—-0.387" r=0.339
P=0.004  P=0.092 P=0.016 P=0.072
0X40/Tths r=0.207 r=0.003  r=-0.346" r=0.203
P=0213  P=0.984 P=0.033 P=0.290

S BT & B, 0X40 5 Foxp3 3 5 2 i 4 % (=-0.337, P=

r=-0.337
P=0.024

T

T
30 40
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o> -

0X40/CD4*CD25*T 4 /%

CD4*CD25'T 4 ffl_E OX40 k3% 5 Foxp3 RiZHIME X 14

VN o 22 G ) T B2 LR 0, Tregs TE4EFF

H:a , P<0.01;b : P<0.05

REIT 32 FIFRASTT M B R H B . Tregs Al it 2 Fhik
Ao A A I A 1k D) RE , AL A5 20 WA 0 5 R A0 TH 1, A
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AT AR A LIS A R PO P S A A B
SR, Z R fE R R 3R (B2 w4 KR MR
) AL S JH Y Tregs 20 FIINRES 5 A B etk
YRR 1Y A e X A s BB WA T Tregs J& —Ff
BT A B R R R B B . A I RIS &
IR Tregs i 1 7545 il Z2 M F B S e 4 5 s (AN AL A
Yrvids 30 . 1 BOBE RS 55 ) 1 2 B2 7 T H A AR
YEFRU, A8 B B G P FOIR BRI AH DG A5
K I AFAE Tregs BUE M RE 58, AR R A8 4 iy
WIMFSEHGE T Tregs 528 Al BES S A HUR IR 22 &
", ST Tregs T8 7E GD UH WP A — 24
18, {H T Tregs 4 32 Y (1) 5 o4 A [RI 5% ok H
NIF B 43 18 07 155 B SR S5 e Ar 1 — 3 il
Qin J WG HRIE , ¥ & GD B34 Tregs £im I ik [%
KPR RE B , Th17/Tregs HCE B 2 & X5 R4, 1M
Pan DS ZE"E GD i35 oK & IR Tregs 30 5l RE 7+
o Rodriguez—Mufioz A &2 i GD £ 1 Tregs
B AT 0 BRZH ) o, HEI AT RE S LA A B
e P8 RAE SN BUAK N Tregs AT B A G, X 4k
Tregs [ G028 410 1 D) g W S ki o AS i 5 A )
GD H 74 Tregs . Teffs 7K - K A 56 36 I 43 ¥ 0X40,
PD-1 (K5 O, & B 5 6 BRZHAH L , GD i 4%
Tregs #1155 , {0 Tregs F PD-1 32 1k B &8 [
%o #E—2E53 87 Tregs | PD-1 2355 TRAb /K- ()
FIEME: , K& BH Treg b PD-1 235 5 TRAb /K F- 52 i
A, I HRGE , PD-1 38 H nl 3 i 38 55 Tregs
o S5 0 1] T BE 4 47 S0 J8] S it 52, Asano T 4P
& BRAKA  1L-2 7] 38 3 2 7 Tregs [ PD-1 f) 3£ 1k
KO Tregs DI RE , N1 012 VE RS AH W 0 18 0 1R
H I RAEIR o P8 BEHE N GD £ 3% PD-1 7 Tregs
L FRIEM T VAT B Treg 41 ML DI E , Tregs FUE A,
BEPERA I, 33X BEHA Y Tregs It AN RE 1E & A& 4 0 9%
Mgl hee. Lilg RN PD-1 7€ Tregs b 195
FIRFHE S GD A M AH G, $2 7% PD-1 7 Tregs 1Y
FIA AT RE R GD AR By I R E AR A Ik I
WA BT ARGE , i A B DR R V3 3R AT 38 2o B AT Tregs
- PD-1 35 33X Tregs DR Hk FE™, LR OC R 7
#E— LBV . 53 Ak, #E GD 41T R & B 0X40 7E
Tregs Teffs I AYRINZE R . REHIEUES, 741
OX40fF 5 iH S 520 H B M mn K 4,
W RO R L R GEVELLBER A 55274, X Tregs
DIREARLA 252, 0X40 1] GE 2 F#AIK Foxp3 ik
i Tregs DIRE™ . A 7 H TEW] & GD B & & I

CD4'T e I 0X40 ik 54 LH . Wang Q 552 %
B, 7€ GD i B F A I, 0X40 . 0X40L 1] He g ik
TE CDA'T 41l I, H. 3235 K FI TRAb A6, #f—
B 7R 0X40 5 OX40L i) & i HAT hftErY &
G AR HE OX40 (5514 5, il L W58 CDA'T 40 i A
SRRERN S5 GD KR . AT A B PEZE R —
77 18 7% JE N 0X40 3k AR L i 2 4 FF A 1 i A
XK, oy — i A AFEAS /D 22 O ARG, i
— 43 HT CD4"CD25'T 4 ifd_|- 0X40 33k 5 Foxp3 &
KRR G, & B 0X40 R IK 5 Foxp3 F ik 2 171 AH
K, $i 7 OX40 7] E 38 1o 410 1 Tregs 4 - Foxp3 3
R HL I AE X HE 78 £ X 0X40/0X40L 15 53 %
(1) BELUT P4 B 5 B2 B0 4K mT Bl 2 12 155 Foxp3 k1G5
Tregs HIGE , N7 8 H T IR YT
VT AE 3K, T Thes/Tths Ho ) % 57 2 70 B B 4
P2 PR A v VR A B L BR300 AR
CD4™T 4L WA , Ths TEALAXTHH TSNP L E B
IPA £ 00 6 3% £ B e A 4 B T T & S BERAE
T 205 B bk EL 40 B A B4R FH 09 3 BT 2347 ik 2
R B U 3 0 /Y A= & o0 (germinal center,
GO, TEWR L UE ) T-B 4030 A, B 4 Hu 42 4t
Ji 45 Tths, A A H A = 5 F1 7 04 B 41 i 4 BE 4K
Tths #5 Bl 3 2 A GC, GC 1 (1) Tths 7 38 99 5% X 3 5]
Pl , I FR AL #F GC rh B 20 M 3 5l ST % 2 08
G XS, TR ZE S X0 B 4 A X HEL % AR Ak
B AR 2 A o TRl Tths 42 3 B 4043k iLicAZ B
2 R SR A TSR AR L, S S AR S e RV . Tirs
J& Tregs I — M EHF , 51455 Tregs Fl Tths 145 — 3k
() ¢ BUARAE , Tfrs 23K PD-1.,CXCRS, [A) Ff t # 35
CD25 . Foxp3. Tirs {37 F GCs, 1 i 4101 1 Trhs %5 & A
REAME GC W . PRI, Thes 5 Trhs -1 25 I 7E BT
A0 A B et h R FEAR T ZA0 A EH .
ABFFEEE AL GD 835 5 (g He AHE 1Y Tirs  Tths 4
JH K R FL LA, % 30 GD B Thrs B B B FRAG
St FUR 88324 75 S, T Thes/Tths FCARAR T2 BE A
B BTG 2E 22 5 BT BB, Ths B
TRAb 7K 1 AH G, 3 457 Tires 5 Tihs P 2 98 1]
iE2 5 GD LK. Xu BHZECE R ML BERIE
F B WE ST T R RE & 30 Ties B0 B 5 B ARK , 77 16 Ty
Tths P 8, SAMFREE R —30 F50UH, At
5% R IAE RGP 5 9 £ 3 rh 36 AR Y Tihs 2505 B
TH& , Trhs F1 Tfrs 40 B0 VA7 25 8 . OX40/0X40L {55
AL DA Tths 204k 2 35 20 it A= 77 - 3458 Trhs XF B
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IR ThRE . AR iGE, LA 0X40 55 it
SN Tths 16 312 5 B B eV i & 4, At
FEIRIFE LB A3 ATT T GD 415 it B X R 40 v Trhs | Tfrs
| OX40 iy 363k, K IAE Thes | OX40 F ik FH, 2
7 OX40 1] figid 1 5200 T 5 Th A2 52 5 6D &K .

2 LR  TER & GD & A AE Tregs 4 I 5K
M IIRESH  Thes/Trhs S5 JC V8, 1A S pe 845 %
Ml ge L[R2 5 GD &9, PD-1.0X40 () 5 # Kk
AIAES 5 LML, XN I IR B OCTF GD IR T #i
BET RS . AV INEAE— & W R BRI« 5 %,
S A I BFFRAE A JED s LR 0112 GD (R A
A HEBR TPOAL \ TGAb HTA BH P 09 AHE s e J5 , R XF
B AN L Tregs  Tfrs } Tths #E47 I HEIRE . )5
TP REEAR, HEK: TPOAD  TGAD FHE A #E, If:
TR SC TR, A TIR ARG
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