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[(#& ZE] [BM] K31 Thl17/Treg 4 f2h 5 b £ I AR A AY B ) 5 5B FASRBARA PGP A2, [FH
k] 2018 5 A—2019 58 AL AFHEANLG) ¥ A LR ZF XK 539 4], RAZFWAETER
(GDS) Ak 2 iR F oy Hp AR AT AR SR 1, ARIE GDS 130 A1 ¥ 2R F 9 A KA AR R /1 48 (n=349) Fo S0 ARJE A
20 (n=190) . KJAZR LB AL b LR (CCA-IMT) B30 - & 3h ik Bk 4 4% 53 JE (ofPWV ) 346 3h Bk #8 AE AR AK Fa
1880, Hil ZiX & S C R & G (hs-CRP) ZSM A f2 Th17 #= Treg MM ERA LR B AT, [ER] Sikr
AR R A LA RER | B3 ARE S 4169 CCA-IMT . cfPWV . hs-CRP Th17 2m i3 & & @ i-% 17(1L-17) M BFRER F o
(TNF-a) \IL-6 IL-23 4 F & 48 % 4 95 )L % 4k (RORyt) mRNA & ik & Th17/Treg 8 i Y6 & 5 3 - & T 24.58% .
18.22% 51.59% 44.79% .77.60% .55. 94% .61. 49% .41. 13% .72. 11% #= 150.00% ( 3 P<0.001) ; Treg %8 I 37
# IL-10 #4 2 ¥ B F B1(TGF-B1) & L kEE & P3(Foxp3) mRNA & ik 5% F % T 36.53% .32.96% .27. 65%
F235.35% (34 P<0.001), & ERZEEEE,GDS 3455 CCA-IMT,cfPWV hs-CRP . Th17 % 31 % IL-17 . TNF-a,
1L-6.11.-23 . RORyt mRNA & A 7K -F & Th17/Treg 4 i M % 2 48 5 EAT % (35 Py, . <0.001) , 5 Treg 2 B3 & 11-10,
TGF-B1 % Foxp3 mRNA £k R-F 235 R 48X (39 Py, . <0.001) . Hayes Process 5 #7 % & . ,hs-CRP . Th17/Treg
Rt b A X FGARAE GDS 5 CCA-IMT #= ofPWV Z 8] LA 2 3569 P A-A4E4E A (38 P, .<0.001) , [£5i8] dpAkik
HAY R N R FAFIRBERRAG IR T e W F, M K& BN 7T 48 A AR MM AY R A 5 % 5 3 AR B AR R AL

TR FNAERET,
[KBIA]  pARbtAYE S, ShBkBAERAL; MM XE; PR
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Mediating effect of Th17/Treg cell functional axis on arteriosclerosis induced by de-

pressive stress in the elderly
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[ ABSTRACT ] Aim To explore the mediating effect of Th17/Treg cell functional axis on arteriosclerosis induced by
depressive stress in older adults. Methods From May 2018 to August 2019, 539 older individuals aged 60 and above
were enrolled in community in Jinan area, Shandong. Geriatric depression scale (GDS) was used to evaluate depressive
stress of the participants.  According to the quintile of the GDS scores, participants were divided into low depressive stress
group (n=349) and high depressive stress group (n=190). Common carotid intima-media thickness ( CCA-IMT) and
carotid-femoral pulse wave velocity (cfPWV) were used to assess arteriosclerosis and stiffness.  The serum level of high

sensitivity C-reactive protein (hs-CRP) and the frequencies of peripheral blood Th17 and Treg cells and relative cytokines
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were detected. Results Compared with the low depressive stress group, CCA-IMT, c¢fPWV, Th17 cell frequencies,
the levels of hs-CRP, interleukin-17 (IL-17), tumor necrosis factor alpha ( TNF-a), IL-6 and IL-23, the expression of
retinoic acid receptor-related orphan receptoryyt (RORyt) mRNA, and the ratio of Th17/Treg cells in the high depressive
stress group increased by 24. 58% , 18.22% , 51.59% , 44.79% , 77. 60% , 55.94% , 61.49% , 41.13% , 72. 11% and
150. 00% respectively; while the Treg cell frequencies, the levels of IL-10 and transforming growth factor g1 (TGF-B1),
and the expression of forkhead box protein P3 (Foxp3) mRNA decreased by 36.53% , 32.96% , 27.65% and 35.35%
respectively (all P<0.001).

ted with CCA-IMT, ¢fPWV, Th17 cell frequencies, hs-CRP, IL-17, TNF-a, 1L-6, 1L.-23, RORyt mRNA expression, and

After adjusting for confounding factors, GDS score was independently and positively correla-

Th17/Treg cells ratio, whereas it was independently negatively correlated with Treg cell frequencies, 1L-10, TGF-B1, and

405

Foxp3 mRNA expression (all P<0.001).

The results of Hayes Process analysis showed that hs-CRP, Th17/Treg cells

ratio, IL-17, and IL-10 played significant mediating roles in the correlations of GDS with CCA-IMT and cfPWYV. Con-

clusions Depressive stress is an independent risk factor for arteriosclerosis in the elderly.

Chronic inflammation may be

an important mediating effector in the process of arteriosclerosis induced by depressive stress.

[KEY WORDS ] depressive stress; arteriosclerosis;

Sk s A A A R 3 B AR BT RN AR 3 T
TRMEZGERRREZ —, R, fFaEm
ARPERG AR 7 02 2 A N DL B O BEORS #ib M ] 8T,
WL SARTERS 1 1 1 5 20 Bk ok R R Ak ) &
AR R UIAR G, AH BB A B 77 38 n 20 Jbk ok
FERE AL & A & S B VR FE ML AT R B BH . Yang
IR R S B T 4008 17 (T helper cell 17,
Th17) /P85 PE T 40 (regulatory T cell, Treg) T fE
SR e R R B Bk AR AL R AE SRR,
TP MRS 1 e ) 2 e R AR A R A 1) B 2 A
BRI B (B IAR MRS AR e 1 ek Th17/Treg
Y o e i e AE N sh Dk & A= 64k, B A TS
2 B BAERTT Th17/ Treg 4 M Th RSl 2E AR
PN #il R 175 32 AR N Sh Tkt AR Ak B A 3800

1 FERMTE

1.1 HxRZRE

2018 45 A—2019 4 8 A& WA FHHE A
#60 ¥ KU EHRXEFZIRE 539 6, H4, Fi
223 1, 4 M 316 ], 44 70.27+5.56 ¥, i &
FE U R RR B JE 2 e UL, Mk 48 JE =140 mmHg
Fr( =) 47 5k £ =90 mmHg, 2 iF 7 AR H 1 & 26 4,
FER R A ZE B AE =70 mmol/L, = K Ml i £ =
11.1 mmol/L, 5 IF £ A M4 25 ™, REH B
RRIEAIT 100 X, hBHERLERBEBL 6 A
A,BFHEAFDF 14D Shirk. &4
MR i ORE T2 AR IR 6 o
AR ILE QMR SN FEE EHET
AFFEATIET A SRR S M T E
R RE D BB LA R B 2 LR i e 1

chronic inflammation;

mediating effect

B, AR HEF(HRFEE )M E N HE
B, @ L R A A b Ak E O R PR 2
ZheadERET, THXREHCEZRERES,
1.2 $EREFEHE SR FIE R 54

XHEFEMMER 15 ( geriatric depression scale-
15,GDS-15) H Xk iF & & X ZF WA A E A
W RS ZE R T X E AN A E
B9 A, B B 815 AR B Cronbach's o
7 0.895, GDS-15 ik &4 15 MN&H, BN %
HWEFACR AR HF1 2400 4, 847
AR 0 ~15 2,45 4 BB & R WA AR R R ) AT
T, A TAARAZENARNENEF ZIRFH,
KB ZRHERARFENBHENEHE ST A=
WHELEE  ARSEATNAELWE S 5B K
RIE R BLAKCFE Bosh ik A A B K R AR R KR
GDS TR AR MK ZRZE S NKIMAEH 4
(Q1123,349 ) Fr & F1 AL & 77 0 ( Q5,190 1)
1.3 #zhBkm BE A BE R G

R B Bk A JE BB n R AR AT, R
J% %% 7.5 MHz S W B A 0 4R Sk DL RO & T
KB GET & 4 #F 4 F £l L (GE Medical
Systems Ultrasound Israel Ltd. ) # % X # 09 & . &
MR Bk, AR FE Wil KAF E AT
trdr, W AIERA AT oy — A E E g
AT & 37 16 # 3h ik W FE F B 2 JE (common carotid
artery intima-media thickness, CCA-IMT ), | & 7]
B MERMTERGE=ATEn —£8F5EHE, X
JAE #y i oK IMT {3547 Ja 8207
1.4 #-Re BhBKBXIE K 15 SE N E

P o Bk Bk & 5 3 (carotid femoral
pulse wave velocity , cfPWV) & M| & 4 fik 18 78 & By 4
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FoeAr" . KA AtCor BB Kt 3 2 A M OLHEAT
B, ZRHFEMFE K PWY ESRZBET
U B Bh ik e e oh ik o B A B A AL, I B X A
EEWERREBMANTEN, REEL3 NFHH
B U ENBEH T EERULEE M, FTAN
EHHAUBREAENEE R TR,
1.5 4MEIM Th17 B Treg A BESHZR 46

5 44 0.2 mL AF & 40ty k£ R G 2 BT A %
R IR =Mkt 7 2 h WALIE, 4B
i # A% 48 B ( peripheral blood mononuclear cells,
PBMC) /il Ficoll % &A% & ik 4ift., % PBMC % & Jw
NRE#TETALETAHALE, BHEELCT
& A4 N CDA 4 F 20 min DA AR |
Th17 Zife; 5 A Hrr & EE AL 6 W CDA Fn 7
FAER O R 45 A A CD25" 41 i £ [F 8 F 30 min
PAKS N Treg 40 M6, Kk W % & J5, [E E i &/ %
FRRREBRKAERLEAWTA B AN K 17 (in-
terleukin-17 ,1L-17) (Th17 48 1) 3% ¥ 41 & & 4 Aty
A X KAE % & P3(forkhead box P3,Foxp3, Treg 4
MR, AR ZRIERERE, L6 H R
HATHE AT 5 R U AT,
1.6 RT-PCR KA

Trizol 3% & B & RNA, i & RNA & # 5 1% #|
cDNA, 4 ¥ B 48 % % 30 )L % K (retinoid related or-
phan receptor gamma t, RORvyt) B 5| 4 ¥ % % IE 1
5'-TGA GAA GGA CAG GGA GCC AA-3', R [ 5'-
CCA CAG ATT TTG CAA GGG ATC A-3';Foxp3 # 5]
W17 5] H IF # 5'-GAG AAG CTG AGT GCC ATG CA-
3", K. 5'-AGA GCC CTT GTC GGA TGA T-3'; A %
GAPDH #y 5] 4 )5 7|  IE /] 5'-ACC CAG AAG ACT-
3', R 1 5'-TTC TAG ACG GCA GGT CAG GT-3', %
Jl ABI Prism 7900 % H 5 7| # U 2047 2 4t 4 i AR v
& I TR A M, kA E K3 E GAPDH AT
.,
1.7 BBk % W MHXIE

5 Ji| B B¢ 4, R PR 36 (ELISA ) 3% 7] £ ( Bender
MedSystems , Vienna , Austria ) | /& 3% & 8 C 7N & &
(high sensitive C-reaction protein,hs-CRP) A % Th17 41
A% L B F IL-17 B 7% 3R 36 Al F o (tumor necrosis
factor alpha,TNF-a) \IL-6 1L-23 £7 Treg 2 it 2% i K F
IL-10 . #% k. 4 K B F Bl (transforming growth factor BI,
TGF-B1) ., IL-17 F /Ml it & %K &£ 57 0.5 ng/L,IL-6
1.0 ng/L,IL-10 4 1.0 ng/L,IL-23 % 1.0 ng/L,
TNF-a % /N F 4.0 ng/L, TGF-Bl 4 1.0 ng/L, FrH
A 2 3BT A AT R ST,

1.8 Sit=4biE

HEEUTERM xxs Ko, 4 LK XA
Student’s t By, # KT EXACHRKE L F X
AR R KA A E, KA Pearson 48 K AT
WHANESE T EZHWH X, XA S T A BE
FE AT Bk By 4 oL oW B K, & A Hayes
Process 12 & 72 #T 1& M K E B9 F A AL, B 247
K Hl SPSS 26.0 # f+# % ik, P<0.05 W 2 5+ A
Gt FRE L

2 # B

SRR T 20 LA, e s g 4 A 3 e WA
AR S W e BT IR O EIE [E I ( total
cholesterol , TC) . H ¥l =5 ( triglyceride, TG) L% J&
A& 25 1 IH [# B ( low-density lipoprotein cholesterol ,
LDLC) J 75 B IAE /K 5 3 T4 (P<0. 055 3% 1),

2.1

F1. —RIERFRLLE
Table 1. Comparison of general clinical data

AR T 4L WAl el o

LR TR P
HETH (n=349) (n=190) {H
A/ % 70.05+5.57  70.66+5.55 1.204 0.229
BYH(%)] 154(44.13)  69(36.32) 3.094 0.079
AR/ [Bl(%)] 22(6.30) 38(20.00) 23.328 0.000
YA/ [W(% )] 98(20.08)  46(24.21) 0.941 0.332
PR (DA 4

261(74.79) 168(88.42) 14.083 0.000
(%) ] (74.79)  163(88.42)
B RI6Y7/

174(49.86) 110(57.89) 3.819 0.074
(1% ) ] (49-86)  110(57.89)
W PRI 5/

49(14.04 26(13.68) 0.013 0.909
1% ) ] S
MR T/

29(8.31 17(8.95 0.064 0.800
[B1(%) ] (8.31)  17(8.93)

b k) /
121:)1%%52%( 24.98+3.18 25.41%3.37 1.466 0.143
(kg/m”)
W45 E/mmHg  142.37+16.51 152.94x16.17 7.157 0.000
5K /mmHg ~ 72.31+10.86 75.53x11.11 3.265 0.001
DE/(PW/min)  70.79+6.34  72.41£5.89 2.907 0.004
TC/( mmol/L) 4.7+0.76  4.91+0.74 3.014 0.003
AR RO
. 1.23£0.32  1.23%0.31 0.116 0.

B ( mmol/L) 3£0.3 3£0.31 0.116 0.908
LDLC/(mmol/L) 2.79£0.59  3.01£0.54 4.308 0.000
TG/(mmol/L)  1.5920.57 1.69+0.60 1.984 0.048
= LILbE/ 5.64£1.10  5.88+1.28 2.287 0.023
(mmol/L)
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2.2 THAFNPKWAEEELISFRI Th17/ Treg THREH /05 TH & T 24.58% ,18.22% . 51.59% .44.79% .
FEkRIK T 77.60% . 55.94% . 61.49% . 41.13% . 150.00% Fll

SRINAR R 1 21 Fo e, AR R A EE ik 72.11% (39 P<0.001) ; i Treg 20 L 45 % | 1L-10 .
JEEE FMERE F hs-CRP \Th17 4AIM6i % 1L-17 TNF-  TGF-B1 M Foxp3 mRNA ik F I T 36.53% .
o IL-6 11-23 'Th17/Treg L{H J RORyt mRNA Rik  32.96% .27.65% F135.35% (4 P<0.001;%2),

R 2. FhEKREERE{LIEERFN Thl17/ Treg ThEEHHIEFR L 88

Table 2. Comparison of arteriosclerosis index and Th17/Treg functional axis index between two groups

EiEL7D TRAMAR 120 (n=349) AR 14 (n=190) /X 18 P
CCA-IMT/mm 1.18+0.30 1.47+0.33 10.008 <0.001
cfPWV/(m/s) 10.10+1.18 11.94+1.60 13.961 <0. 001
hs-CRP/ (pg/L) 1.26+0. 60 1.91+0.61 11.832 <0.001
Treg 4l AN/ % 6.05+1.90 3.841.77 13.216 <0.001
Foxp3 mRNA 12.05+4.25 7.79+3.33 12.848 <0.001
IL-10/(ng/L) 15.14+5.16 10.15+5.03 10.901 <0. 001
TGF-B1/(ng/L) 999.25+276. 64 722.92+261. 10 11.299 <0.001
Th17 40HEATR/ % 0.96+0. 46 1.39+0.54 9.424 <0.001
RORyt mRNA 11.33+5.33 19.50+5.31 17.051 <0.001
1L-23/(ng/L) 193.90+83.71 273.66+106. 62 8.922 <0. 001
IL-6/ (ng/L) 21.76+11.31 35.14+11.95 12.867 <0. 001
TNF-o/ (ng/L) 47.50+20. 37 74.07+23.16 13.262 <0.001
1L-17/(ng/L) 17.63+8.00 31.31+10.47 15.691 <0.001
Th17/Treg HAE 0.20+0.16 0.50+0. 44 9.071 <0.001
2.3 HEX5EAPASH CRP Th17 4Hfa8ii % 1L-17 \TNF-a \IL-6 1L-23 ' Th17/

Pearson AHC 71 M 45 S i 7~ , GDS 15435 CCA- Treg LU {H 5t i 2 IEAHOC, 5 Treg 4H HfL 45 % | 1L-10
IMT .cfPWV  hs-CRP . Th17 g% RORyt mRNA,  TGF-B1 R A (P<0.001,3% 3), FKIEAFEER .
Th17/Treg FAH IL-17 1L-6 1L-23 TNF-o £ BIFIEA PRI U MBS FE AR 23 I8 U | 5 a0 S8 A R
%, 5 Treg 4NMEH R 1L-10 TGF-B1 Fl Foxp3 mRNA s i i iR 25 A0 o KA SCIA Y SR AE IR 22 I &
EHA K (P<0.001), CCA-IMT } fPWV 5 hs- S, X AAHOCHEAT) S A AE (P <0. 001,52 4)

3. BXELH
Table 3. Correlation analysis

s GDS 1343 CCA-IMT cfPWV

FHICFREL P NPT P LT i P
CCA-IMT 0.477 <0.001 — 0.592 <0.001
cfPWV 0.599 <0.001 0.592 <0.001 — —
hs-CRP 0.503 <0.001 0.353 <0.001 0.377 <0.001
Treg 4 45 52 -0.555 <0. 001 -0.306 <0.001 -0.428 <0.001
Foxp3 mRNA -0.550 <0.001 -0.278 <0.001 -0.343 <0.001
IL-10 -0.495 <0.001 -0.286 <0.001 -0.360 <0.001
TGF-Bl1 -0.487 <0.001 -0.248 <0.001 -0.327 <0.001
Th17 4 fS5% 0.451 <0.001 0.294 <0.001 0.343 <0.001
RORyt mRNA 0.570 <0.001 0.373 <0.001 0.459 <0.001
1L-23 0.488 <0.001 0.306 <0.001 0.387 <0.001
IL-6 0.517 <0.001 0.296 <0.001 0.385 <0.001
TNF-« 0.589 <0.001 0.249 <0.001 0.367 <0.001
IL-17 0.586 <0.001 0.337 <0.001 0.394 <0.001
Th17/Treg H{H 0.545 <0.001 0.346 <0.001 0.432 <0.001

T —" FR TR
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Table 4. Multiple linear regression analysis
B GDS ##73 CCA-IMT fPWV
E=0
B 1A (95% CI) P B {E(95% CI) P B 1H (95% CI) P
CCA-IMT 0.52(0.037 ~0.054)  <0.001 — — 1.229(0.804 ~1.654)  <0.001
cfPWV 0.31(0.272 ~0.344)  <0.001 0.052(0.033 ~0.071)  <0.001 — —
hs-CRP 0.16(0.088 ~0.121)  <0.001 0.594(0.435 ~0.754)  <0.001 0.137(0.104 ~0.171)  <0.001

Treg HMIMI%  -0.39(-0.439 ~—0.342) <0.001 —-1.596(-2.111 ~—1.080) <0.001 —-0.517(-0.621 ~-0.413) <0.001
Foxp3 mRNA  —0.74(-0.846 ~ -0.641) <0.001 -2.842(-3.905 ~-1.780) <0.001 —-0.776(-0.996 ~—0.556) <0.001
IL-10 ~0.86(~1.000 ~-0.720) <0.001 —3.794(-5.146 ~-2.441) <0.001 —-1.085(-1.363 ~—0.806) <0.001
TGF-B1 —44.75(=52.035 ~=37.461) <0.001 —155.486(~229.253 ~—81.720) <0.001 —-50.530(-65.693 ~—35.366) <0.001
Th17 40fE5I%  0.06(0.050 ~0.077)  <0.001  0.313(0.186 ~0.440)  <0.001  0.091(0.065~0.117)  <0.001
RORyt mRNA 1.14(0.979 ~1.295)  <0.001  5.915(4.379 ~7.451)  <0.001  1.737(1.425~2.048)  <0.001

IL-23 14.39(11.828 ~16.943) <0.001 68.099(44.041 ~92.158) <0.001 20.144(15.248 ~25.040) <0.001
IL-6 1.90(1.565 ~2.227)  <0.001  8.191(5.074 ~11.308) <0.001 2.638(2.000 ~3.276)  <0.001
TNF-a 4.28(3.695 ~4.874) <0.001 10.646(4.604 ~16.688) <0.001 4.521(3.301 ~5.740)  <0.001
IL-17 1.87(1.611 ~2.123)  <0.001  8.223(5.638 ~10.809) <0.001 2.291(1.765 ~2.817)  <0.001

Th17/Treg tLfH  0.06(0.049 ~0.064)  <0.001 0.268(0.191 ~0.344)  <0.001 0.076(0.061 ~0.092)  <0.001

T —" FoR TR

2.4 1BUERAE R KL NS
HHAN RN 43 BT 25 5 B 7R hs-CRP | Th17/Treg ]

BERhAR OCH F1E GDS 5 CCA-IMT Fl ofPWV 2 [H] .
A B ENRAEEER(ES) .

% 5. hs-CRP.Th17/Treg HEEHITE X EF7E GDS 5§ CCA-IMT F fPWV Z 8 i H 47 2Rz
Table 5. Mediating effects of hs-CRP and Th17/Treg functional axis on the correlations of GDS with CCA-IMT and cfPWV

o GDS 5 CCA-IMT GDS 5 cfPWV
HA BN (95% CI) P AU (95% CI) P

hs-CRP 0.20(0.11 ~0.28) <0. 001 0.24(0.13 ~0.38) <0. 001
Th17 4 fS% 0.13(0.04 ~0.22) <0. 001 0.18(0.06 ~0.33) <0.001
Treg 4 JAI% 0.17(0.05 ~0.28) <0. 001 0.28(0.09 ~0.51) <0. 001
Th17/Treg HAH 0.13(0.07 ~0.18) <0.001 0.31(0.17 ~0.47) <0.001
IL-17 0.13(0.07 ~0.18) <0.001 0.28(0.01 ~0.54) <0. 001
IL-10 0.08(0.01 ~0.15) <0.001 0.14(0.04 ~0.26) <0.001
IL-23 0.14(0.06 ~0.22) <0. 001 0.19(0.09 ~0.33) <0. 001
IL-6 0.13(0.05 ~0.21) <0. 001 0.20(0.09 ~0.33) <0. 001
TNF-a 0.14(0.10~0.17) <0. 001 0.23(0.11 ~0.36) <0.001
TGF-B1 0.11(0.04 ~0.17) <0. 001 0.15(0.06 ~0.26) <0. 001
3 W i F14) 2y Jik PR s RS AR A R % B, s AR g 4

PIARMERS PR 77 2 & AF N W UL BORS B
Almeida %5 BF 5T s, SR -5 3h ik ks A 5 1k 2% U
FHSG, SAR Sk 2 Bk ok RE R Ak 1Y) % A R e, A
53K CCA-IMT il ofPWV 2580 PAG 218 R Gtk

AR 1 S bk 985 R B 1 R R R RE I 25 T AR AMAR
Fie 4L, B AE 5 TE AF % 53 i Hs | i A I
SEHRAHRG AR S 7305 CCA-IMT Fl ofPWV
3R IEASG , X R, AR RS R ) 02 2 4 N
Sk AL AR ST fE R R
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Bl ORI R AL A DN A 2 — B A8 PR S RE PR
Y5 Th17/Treg 41 A 4l 2 fE Fa 25 A 2% DI AH 2
Th17 ZH/fIFI Treg 400 J& CDA™T 40 B9 — 4~ W7
LR SRR 25 43 90 2 7% 5% L F- RORyt F1 Foxp3,
CD4"T i AE B — TGF-B fEH T, Foxp3 mRNA 3£
5 EE L A Treg 400, 431 TL-10 \ TGF-B1
SERUNE R, B0 R E RN, T CD4AT T 4 i AE
TGF-B A1 1L-6 FL[A/EH F, RORyt mRNA ik I
W, Ao Th17 4088, 3 6 1L-17 (1L-6  11-23 |
TNF-o SR R F-, EL A AR 3 09 42 3F 4% RF S o AR
FHIE D AR HR SR, Th17 F1 Treg 40 Mo AH B 2
YRR, R IEH W AEY ¥ TEe, RIE LA
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