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(¥ ZE]E® KT Pyrin 7EE WA M1 ??'J*&{JHJE’J{’EFH ik R A AR AN AR THP-1 400, £ 50N SN & i 842 40 i
(peripheral blood mononuclear cell, PBMC) /)R H- B84 I8 F 621 L (bone marrow—derived macrophage, BMDM) , BfifL 43 A% BE 24
ﬂl%gﬁﬁﬂ,i’:—g{ﬁéﬂmHﬁg*fﬁ(llpopolysacchande,LPS, 100 ng/mL) &2 A& T4 K —y (interferon—y, IFN—y, 20 ng/mL) T (THP-1 18 h,
PBMC . BMDM 24 h) A4 #tF BE4H I M1 BB AEAR Y qRT-PCR , Western blot A0 MEARAG 2 241 M1 BIM LA AR B4 , IR
FIF qRT-PCR Fl Western blot Kiill MEFV JEPI A Pyrin F AR AR, 858R . S5X AL, SC50H7E LPS+IFN—y HIlBUS , qRT-
PCRAGI THP-1 41 Jid M1 FUBALAREY) : AP IR FE ] T~ (tumor necrosis factor—a, TNF—a) (1=—-4.360, P=0.007) . A 41 fi /> & -
1B (interleukin—1B,1L-1B) (1=-8.329, P=0.000) . 4 41 Jiii /- Z -6 (interleukin—6, 1L—-6) (1=-2.924 , P=0.033) .CD14 (1=-2.858 ,P=
0.035) .CD80(¢=-3.433,P=0.019) ,PBMC 4li/its M1 B ALFR ) : TNF-o (1=-2.893,P=0.034) .IL-1B (:=-3.606,P=0.015) .IL-6
(1=—2.895, P=0.034) .CD14(1=—2.645, P=0.046) .CD80(1=-3.648 ,P=0.015) , BMDM 4l /ftd M1 FIARALFREY : INF-a (1=—6.123, P=
0.002) IL~1B(1=—2.697, P=0.043) . *fZ 40 fifl#4 1L 5 1 -1 (monocyte chemotactic protein 1, MCP-1) (1=—4.335, P=0.007) .15 -5 —
AL A A (inducible nitric oxide synthase , iNOS) (1=-3.607 , P=0.015) »J B .3 /il , Western blot K THP—1 40 M1 A%
AR W)  TNF-au(1=—3.827,P=0.031) IL~1B (1=—4.189, P=0.025) .IL—6 (1=—5.345, P=0.002) ¥ B @3 | i =X 4 R ARG I THP-
1 4 M1 B9 Ak bR &%) HLA-DR(1=-3.270,P=0.017) . BMDM ZHffl M1 B AUFR &4 F4/80°CD11c*(1=-3.833,P=0.009) ] i
B AN M1 BRI ARG S BT 5 AEA I () M1 BRI AR qRT-PCR Kl THP-1 4Hiffl PBMC £ f2 1 BMDM £l g
MEFV &R 235 7K 48005 BB 4H B SR 38 in (1=—3.226 , P=0.023 ;1=—-2.989, P=0.030;:=—2.891, P=0.034) , Western blot #illl THP-1 4
M Pyrin 25 P4 ek /K400 R ZH W i 41 (1=—-8.591, P=0.000) , £51% . ELMEANIE M1 BRI Ak Pyrin ZE3R3E N, Pyrin AT 65 H M
A M1 B AEAE G

[ =437 |Pyrin; L EANAE ; M1 AR AL

[FE4 2S5 ]R392.3 [ CERFRERD ]A (Y F5 H HF ]2017-12-30

Role of Pyrin in macrophage M1 polarization
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[ Abstract)Objective ; To investigate the role of Pyrin in macrophage M1 polarization. Methods ; THP-1 cells were cultured and periph—
eral blood mononuclear cell(PBMC) ,bone marrow—derived macrophage(BMDM) were extracted. These three kinds of cells were ran—
domly divided into control group and treatment group. Treatment group was treated with lipopolysaccharide (LPS, 100 ng/mL.) and in—
terferon—y(TFN—--vy,20 ng/mL) to construct macrophage M1 polarization models( THP-1 for 18 h,PBMC and BMDM for 24 h).
qRT-PCR, Western blot and flow cytometry (FCM) were used to
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were used to test the expression of MEFV and Pyrin. Results .
Compared with those of control group,qRT-PCR detection of
THP-1-M1 polarization markers: TNF-a (1=—4.360,P=0.007),
IL-1B (r=-8.329, P=0.000) ,TL.-6 (1=-2.924,P=0.033) ,CD14

¢ste2015jcyjBX0096) ; ﬁ}j’:—rﬁﬁié\$ﬂk—5 R AR TEA 3 4) ( t1=-2.858 ,P=0035) , CD80 (Z=—3.433 ,PZOOIQ) and Western
FERFIRI LR A (%5 : estc2016shms—212x1003 ) , blot detection of THP—1-M1 polarization markers: TNF-a (2=
15 H RR - hitp://kns.cnki.net/kems/detail/50.1046.R.20180408.1439.034.html -3.827,P=0.031),IL-1B (1=—4.189, P=0.025) , IL-6 (1=-5.345 ,

(2018-04-09) P=0.002) were significantly increased after the treatment with
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LPS and IFN—y. The mRNA levels of TNF-a (:1=-2.893,P=0.034),IL-1B (t=-3.606, P=0.015) ,1L-6(:1=-2.895,P=0.034) ,CD14
(1=—2.645,P=0.046) ,CD80(1=-3.648,P=0.015) of PBMC-MI polarization markers and the mRNA levels of TNF-a (:=—6.123,P=0.002) ,
IL-1B(:=-2.697,P=0.043) ,MCP-1(1=-4.335,P=0.007) ,iNOS (1=-3.607,P=0.015) of BMDM-M1 polarization markers were signifi—

cant higher after the treatment with LPS and IFN—vy. Treatment group displayed higher positive cells of THP—1-M1 polarization
marker HLA-DR (¢1=-3.270,P=0.017) and BMDM-M1 polarization marker ¥4/80*CD11¢*(1=-3.833,P=0.009) than control group.
These results suggested that the M1 polarization models were constructed successfully. In these three M1 polarization models,qRT-
PCR and Western blot detection of MEFV (1=-3.226,P=0.023) and Pyrin(¢1=-8.591,P=0.000) of THP—1-M1 macrophages were signifi
cantly increased. The mRNA level of MEFV of PBMC-M1 macrphages(1=—2.989,P=0.030) and BMUDM-M1I macrophages(t=—2.891,

P=0.034) were significant higher than control group. Conclusion ; The expressions of Pyrin increase in macrophage M1 polariza—

tion ; Pyrin maybe related to macrophage M1 polarization.
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Pyrin/&ii T 16 5414 (16p13.3) 1) MEFV
FER Gt 781 DI M IRE R,
TR T2 A A AL AN, Pyrin 85 H A9 RAZ
S Z i PR P U 4 (familial mediterranean fever
FMF) Pyrin #H2¢ F B S PEE h ¥ B (pyrin—as—
sociated autoinflammation with neutrophilic dermato—
sis, PAAND ) S5 28 Z Ge 5 1Y) 3 BEB0 It -2, 58
AR Pyrin BERSHEHE Pyrin JAE/IMARIYIE L, 1E 1117 184
T R A —1 (caspase—1) B BY VAT 41 g/ 25 -
1B (interleukin—1B, IL-18) W) /=4: | 513k A B RAEE
PR SRR3R, AR BRI M AT AE

L W 0 Y RS [) A PR IR ATl AR AN
A IIREIRES , X — i AR AR AL . ARAE R AR &
YA RE R AN [R] AT LUKy B 20 B Al Ak 43 K
R 2 S5 AL T (M D) AT Bk 3k 1 s 4
Mo (M2 ), B RELHLLERE 285 (lipopolysaccharide,
LPS) . T3 & —y (interferon—y, IFN —y) 25 [H T4
T, 1a] M1 BURAR, 53R R AR -~ (tumor necro—
sis factor—a, TNF-a) \IL-1B &5 4 4E N 1 F#a fb
¥, R AR R A A 28 KB4 S 58 7, X A
IR 0 M 1 TR BRI RE , B S BWLIE
EH AL RIAERI . B VR4 A A A = -4
(interleukin—4,11.-4) | F 40 i /- % -13 (interleukin—
13,1L-13) ST 1 M2 00, it i
H: K A F—B (transforming growth factor-,TGF-B) .
1A P 2 A2 K 7 (vascular endothelial growth fac—
tor, VEGF) %5 5 7, BAHL 4 e gt EUB S (et
P FUET S FNETHEAL A2 ki eg A= AR SV

BEAR Pyrin TEAEHESRE KA R S B bl A —

SEFEF, T W20 A M1 RUAR Ak 7E % 5 [ G e B
I RE D7 TH b B — & e RAE ST, IBAWFFE Pyrin
SR 75 B 3 o 5 k) 5 5 40 AN A e 2 A 2 9 5 A
A A R S, T Ryt B AR DGR 1Y KA AL
il BB R ARSI . AR Az Ak
THP-1 40 A5 A i 5. 4% 40 il (peripheral blood
mononuclear cell,PBMC) /)N B i 2 J5 E W 41 Jitg
(bone marrow—derived macrophage , BMDM ) ¥4 Z M1
W ALBERIER ST Pyrin 76 FLEEAN L M1 AURE Ak b g ]
REFEIT

| MRS

1.1 BE&EE

B IDE G BE A AY (35 [ Thermo Fisher) ; CO, 4l 55 3546
(32 E Thermo Fisher) ; Western blot FL 3K A 54 BRAS A H ik il
(& BioRad) ; #% R & il 24X (32 [E Thermo Fisher) ; /N
R R R DML (L E Sigma) s EERBRAL (GE E Vilber) ; 2¢
JtrE s PCR AL (3£ BioRad) ; AN IEIL (3E[E BD),
1.2 ek

JEAAZANARE THP-1 4 . 0T Rl 2EBE LA Akl
SEWFFEBE A M TR ot B3R 560 1640 153755 (36 Thermo
Fisher)+10%ifi 2F IfiL 7 ( 3% [E Thermo Fisher)+0.05 mmol/L B-
FiEZ W (I Sigma) , 7E 37 °C.5% CO, 4ds A6 hisFE

AL I ERAZ AR PBMC  BUE % & B8 EDTA $i5Esh
JE ek 1M 20 mL, PBS 4% 1:1 Ll # B | Ficoll BSLM K (£ 1H
GE) Bty T 8] 1 (0 2 40, PBS YL 2 5 A 6 em
FEFRILA I 1091645 135 +100 ng/mL A F W4 g 4k v )
R T (22 PeproTech) 1Y 1640 B3 H7E 37 °C 5% CO, 41
MR FRA TR TR 6 (55 3 KA .

/INEUE B R S 2D BMDM ; SUHE I F1VR AR AE 8 J i
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CS7BL/6 /N B, WUBE 1 B 5 24 W ity | FH 24 W VR T (&
29G4 I3 PBS) ARG 254 S Al A BHBE I wh ok, 1 i e
i 70 wm — PG IBERR AT, I 3 AR R 2T i 2 A
W (FE AR UK Z4#% 10 min, B503F 1197 PBS IHVEE
FAFEFPA 6 cm FEFRILH, & 10%A64- 175 +10 ng/mL /)N
B I 40 A B2 9 8 R - (32 ] PeproTech ) i IMDM 85557 3
(3% Thermo Fisher)7E 37 °C.5% CO, ML FEA6 1 1EFE 6 d
(56 3 KIRi)
1.3 Ev#gmie M1 B MAeedis$

A LR 3 FhANERENL A Rt LRS840, THP-1 41t
FH 320 nmol/L 4 3 % (35 [H Sigma) fEFENGEE 6 h )5, SEEG2H
24 100 ng/mL LPS (3 [E Sigma)+20 ng/mL IFN— (3£ &
PeproTech) T 18 h 5% M1 BIE WA, 18 h J5 IR 41
K F3% , PBMC ZIf A1 BMDM 40 SEB0 2056 7 KFH 100 ng/mL
LPS+20 ng/mL IFN—y -5 24 h 55 M1 BIE WEAR0E, 24 h )5
W H A K 13
14 AKX@miek

FH TrypLE™ Express (32 Thermo Fisher) 4 X} 1R 2l
SIS E REANNG, B 1 x 108 NI AR AN A , PBS k2
Ja THP-1 40 /IN ORI ST A B 3E R PE-HLA-DR Hi i
([H BD)4 CHRiC 1 h, BMDM 4 J BUR /N A 7
% PE-F4/80 Hilk & BURIEHT/ D BT APC-CD11c $ifk
(PE =47)4 ChRg 1 h, FRICESHUE A PBS W U4 1 ¥k,
TN I MUK I A5 41 g4 A ML B Ak 3 bR
254k, i BD FACS Software HF %5 45 i T 047 .
1.5 qRT-PCR

Trizol & RNA $EHUK ( H A% Takara ) W £E X 08 21 FI 52 56
ZH AN, PRI mRNA , #5 IR S0R & (Bt Roche ) B3
W HOH 5l cDNA, LA cDNA WA . GAPDH N 2t T

SRS i PCR, AT H 14 3 R 3234 7K, Al BioRad CFX
JE I PCR B id Sk B th & fn ¢ 8, 519 3 5 L3 1,
qPCR L5 RAIRE C (I HEE  AC=C, 1145—C, camn; AAC,=
1.6 Western blot

PRIOG FR 2 FR SE g A A AR S 1, BCA R & (h E
SRR R (VB AR AR RS AR TR (R
i 60 wg) LN B RN IR T BT Pyrin LA (3
Santa Cruz) JRIEPLNZ Tl TNF—a(FP T LR ) 1L
1B (P EHE A48 | 44 % -6 (interleukin—6,1L-6) ("
M BUIR 4 CIFE R BRS SR bR iC — P s
Ji , ECL b2 & 61E 5, HA MG H Vilber Fusion 4%}
Fl IR EEAE AT/ 0T, LE B 15 92 B-actin K L {H
SRSy S
1.7 %t o7

FH SPSS 20.0 RAFHEA TG 8T, PR LA EL =
FRUEZE (v £5) R FR RPN BEAR G50, K38 K 1 o=
0.05.

2 % R

2.1 THP-1 Zafit M1 R MACEER 9 Pyrin & ik 3§ m

SR BRZHAH 1L, SE864H THP—-1 41078 LPS(100 ng/mL)+
IFN—y (20 ng/mL) T )5 ,qRT-PCR & % B 15 W5 410 il M1
RN AL bR Y TNF-a(1=-4.360, P=0.007) .IL-1B (1=—8.329,
P=0.000) .IL-6(1=—2.924, P=0.033) .CD14(1=-2.858,,P=0.035) .
CD80(1=-3.433,P=0.019)mRNA Fik /K 480 (& 1A),
Western blot 4  % BY 0 I 40 g M1 U AL AR dZ 4 TNF—a
(1=-3.827,P=0.031) .IL-1B (1=—4.189, P=0.025) IL.-6 (1=—5.345

*&1 gRT-PCR3|#F7
Tab.1 Sequences of primers for gqRT-PCR

e 514 (5°-37) Bl 514 (5°-3")

Homo
MEFV GTCGCCCTGGAACACAAGAA TCCTCCCCATAGGATCGCTG
TNF-a CATCTACTCCCAGGTCCTCTTCA CTGGCAGGGGCTCTTGATG
IL-1B CCTGAGCACCTTCTTTCCCTT GCGTGCAGTTCAGTGATCGTAC
IL-6 ATGAGGAGACTTGCCTGGTGAA GTTGGGTCAGGGGTGGTTATT
CD80 ACTCGCATCTACTGGCAAAAGG CACTCGTATGTGCCCTCGTCA
CDh14 AGGTGCCTAAAGGACTGCCAG CCAGGGACCAGGAAGGGATT
GAPDH CACCCACTCCTCCACCTTTGA CCACCCTGTTGCTGTAGCCA

Mus
MEFV AGGCTTCAAGGACTTTACAACAA TCATGCGAATGAGACTCCCAT
TNF-a CAGGCGGTGCCTATGTCTC CGATCACCCCGAAGTTCAGTAG
IL-1B GAAATGCCACCTTTTGACAGTG TGGATGCTCTCATCAGGACAG
MCP-1 AGAGCCAGACGGGAGGAAG GCATGGTGGTGGAGGAAGAG
iNOS ACATCGACCCGTCCACAGTAT CAGAGGGGTAGGCTTGTCTC
GAPDH GCCTTCCGTGTTCCTACCC TGCCTGCTTCACCACCTTC
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P=0.002) H [1ZREACE I S0 (&1 1B) , i 2 M A T &
P HLA-DR (1=—3.270, P=0.017 ) FF 1 40 Jf 77 43 Lt B 5 48 i
(B 1C), TERB R IN) THP=1-M1 7 [ I 40 AR 0 v ik —
A MEFV 2£K mRNA K Pyrin 2 [ 235 KF, 4551 ow
MEFV 3 K mRNA (1=-3.226,P=0.023) % ik K ([ 1D) Fil
Pyrin # [ (1=-8.591, P=0.000) # ik K- (K 1E)Fx} B 41
AR, DL g5 RS BN M1 A AL Pyrin 3
IEHI, Pyrin T RE-55 5 AR M1 AR ALAR G
2.2 PBMC %t M1 B AACEER B Pyrin & A 3

5% REZH AT LL , S 4 PBMC 40 IE7E LPS(100 ng/ml.)+
IFN—v (20 ng/mL) T /& ,qRT-PCR ¥l % B 5 W 40 it M1
I ARG TNF-o(1=-2.893, P=0.034) .IL-1B (1=-3.606,
P=0.015) .1L-6(1=-2.895,P=0.034) .CD14(1=—2.645, P=0.046)
CD80(1=-3.648,P=0.015)mRNA kK0 380 ([ 2A) .
TEFHE A I A PBMC-M1 5[5 10 201 i A 0 v s — 45 46 )
MEFV 2K mRNA 35K, 4558 78 MEFV JE mRNA

FRK- (1=-2.989, P=0.030 ) FXF FEZH A S 3 (&1 2B) ., LA
AR R B REANAE M1 B AL Pyrin 23K H9T, Pyrin 7]
B WA M1 R AR E
2.3 BMDM i M1 R ARALAEA ¥ Pyrin &3k 3w

55X BRAHAR LL , 5236240 BMDM 40 7E LPS(100 ng/mL)+
IFN—y (20 ng/mL) T )5 ,qRT-PCR K& & P15 W41 i M1
IR B TNF-a (1=-6.123, P=0.002) . IL-1B (1=—2.697,
P=0.043)  HAZANE L EE F -1 (monocyte chemotactic protein
1,MCP-1) (1=—-4.335,P=0.007) . 555 —%A LA A (in
ducible nitric oxide synthase,iNOS) (1=-3.607,P=0.015)mRNA
FIRACT- B B (] 3A) U 240 AR 4G I & B F4/80+
CD11c*(1=-3.833,P=0.009) BAMELIMETE 4 L B34 m (&
3B), FEFIEENIIM BMDM-M1 T [ I 2 AR TR r e — 2L 4G
I MEFV £ mRNA 3RiA7KF 2558 8 MEFV £:F mRNA
FEEKT-(1=-2.891, P=0.034 ) 0 HRZH B s 3% (&1 3C) , LA
E RN E AN M1 B Ak Pyrin FE3RHE T, Pyrin 1]
B M4 M1 R AR

THP-1 TNF-a THP-111-18 THP-11L-6 THP-1 CD14 THP-1 CD8O
10 15 a 20 50 a
a . 4 40
B 8 o s %
b %10 % %
B 6 2 10 530
£ i v
® oy B #® 20
z z - Z 05 z
g g £ 20
0 0 0.0 . 0
CTRL LPS+IFN- y CTRL LPS+IFN- y CTRL LPS+IFN- y CTRL ~ LPS+IFN-y CTRL  LPS+IFN-y
A. qRT-PCR Kl THP-1 EREAHM M1 B85 AL bR &4 TNF-a JL-1B IL-6 ,CD14 ,CD80 mRNA FKik7KF-(n=6)
CTRL LPS+IFN—y
TNF—a CTRL LPS+IFN-y
100 100 HLA-DR
P2 P3 P2 P3
Baclin 90 e ) L 25 a
o CTRL 80 80 R 20
e - PS4IFN—y 70 70 &
IL-1p w— < 60 60 { Zis
ES0 f £50 | " = 10
ot S 40 | S 40 \ )
Bactin SEE—_—-—— © 30 [ 30 4 . g 5
20 ‘.’ 20 / K Q
-6 - 10 10
0 v, ik . 0 LY CTRL  LPS+IFN-~y
10" 10" 10* 10° 10* 10" 10" 10* 10° 10

Bactin MEE—_—-——

593/40[561]-HLA-DR PE

B. Western blot #:l] THP-1 E W2 fig M1 B Ak,
FREY) TNF-a JL-1B 1L-6 E 1K K - (n=4)

THP-1 MEFV

593/40[561]-HLA-DR PE

C. A AN AR THP-1 FWEA0A M1 B kAR
HLA-DR FHPEAHIE 53 HE (n=4)

8 Pyrin
a 2.0

¥ 6 :
jf) CTRL  LPS+IFN-y 5 15
4 =
Z 2 Z 05
: Bt S —

0 0.0 .

CTRL LPS+IFN—-y CTRL LPS+IFN-

D. qRT-PCR #&3ll THP-1 41l ffi MEFV
FEF mRNA 357K (n=6)

E. Western blot £&:ill] THP1 4fijifd Pyrin FEHFRIEKF-(n=8)

a: SXFHRALA L, P<0.05

& 1
Fig.1

THP-1 21 M1 BIARALAER th Pyrin FRi& G0
Expression of Pyrin increased in M1 polarization model of THP-1 cells
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670/30[640]-CD11c APC

mRNAZFE LK

mRNA LK

10"

PBMC TNF-a
800

600

400

CTRL LPS+IFN—y

PBMC IL-1B8 PBMC 11.-6 PBMC CD14 PBMC CD80

800

‘ a 10 80 a
a = g a
2 600 = 60
) X 6 i
R 400 b 4 40
< 4 >
200 , 20
0 0. 0

mRNAZE
mRNAZ LK
mRNAZE LK

CTRL LPS+IFN-y CTRL LPS+IFN—y CTRL LPS+IFN-y CTRL LPS+IFN—y

A. qRT-PCR Fil] PBMC E BEAHL M1 B AEAR &Y TNF-a IL-1B . 1L-6 ,CD14 ,CD80 mRNA FRik/KF-

Fig.2

BMDM TNF-a

CTRL LPS+IFN—y

mRNA ALK

PBMC MEFV

409

a
304
204
104
04

CTRL LPS+IFN—y

mRNA A K-

B. qRT-PCR £l PBMC 4l MEFV FEF mRNA Fi57KF

a: GXIRAIAH L, P<0.05

2 PBMC 281 M1 BI4R LB th Pyrin Rz (n=6 )

Expression of Pyrin increased in M1 polarization model of PBMC cells ( n=6 )

100

80

60

40

20

BMDM IL-1pB BMDM MCP-1 BMDM iNOS
20 8
a . A )

2 2 B

% 15 A 6

-P% 10 .‘.R_( 4

- <<

z z

=1 = 2

g g
0 0

CTRL LPS+IFN-y CTRL LPS+IFN—y CTRL LPS+IFN-y

A. qRT-PCR £l BMDM E BEANAE M1 AR AEAREY) TNF-o IL-18 \MCP-1 iNOS mRNA ZiE/KF-(n=6)

CTRL LPS+IFN-y F4/30°CD11¢* BMDM MEFV
P2-Q1 p-2 10 p2q1 P2-2 5
804
|}
Z10 o
= = 2
z & %
bl =2 ]
g ) e— ®
= # = 1
210" E 5 Z
g =
=} =
P4 | P23 [P204 P03 0
w v W w W W W W W CTRL LPS+IFN-y CTRL LPS+IFN—y

593/40[561]-F4/80 PE

B. JiaR4IH AR BMDM EE4HHE M1 FHALAR S F4/80°CD1 1 B ZNME E 43 He (n=4)

C. qRT-PCR A&l BMDM 4
MEFV J:[E mRNA k7K (n=6)
a: A REAAA I, P<0.05

& 3 BMDM 4ifE M1 R4k ch Pyrin Rik1Em

Fig.3 Expression of Pyrin increased in M1 polarization model of BMDM cells
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FMF 5 e o R Btk st A e, S UL B &
RIEPETIG Z — , FEIRIRFR A R RAER A A,
A 2 RAEIRBER 55399 AR SR T AT kA4
ETEMFASPER PAAND =BG R FE PN L # I
I R NE T FRRSLEUA 0 A OG5 LA , DA B it
TP W v I B o5 0 2RI R | B R e I IR 9E
LA A, 9 BTG AG T DAL 0L % 1 Jo5 A i v P4 400 i
212 FMF Fll PAAND 955485 Pyrin 2878 iy
K 1) JAE 3 B T A G T I W5 200 AR Ak 7 SR E 11
P A EEAE, BT 0] REAE e Ak
F, AWIRAE 3 FIE VRN M1 B AL BR thyy k
BT MEFV JE[H7KFEFT Pyrin 8 HACE 350, $&2
TN Pyrin T RES EVEZ i M1 iﬂﬂi%*ﬁ?é, lﬂijrin
X A ML FRR A A 5 Mt T R AR S e R
PR SR ) AL 2 —

WG AN B AR B T 7 g% R G h R
FENERAN, LR 1Y & A R S Rt
BLGTHK , 7RSI BKHSRERE AL 58 RE J2 2 LA K BEBR AT 1
T AR Ly6C™ 48 i B 40 I (14 BE4E LA K T] M2
Y WG A L A A A #5E EE AR P, U2 Pellino—
12 (R ML 7Y g 20 B b A e R B 2R A
Wi 5 5 A G )RR, 5k T EB REASAE
PEE MR M1 BUR AL, 982> M2 B AL, 9815 e
TR, 76 I A e A= 4 32 A8 DL K g i A5 A g
55 T EA R ST, AR Pyrin ATRES E
W2 M1 BUARAEAR G, IE A Pyrin 2 RH2 5 T X
SOP ) A R R A (HAR S SR 9T

T L0 Pyrin 7EELWE 0 M1 BUH AL
X R AR, 5 SRS A 75 EEAE T Pyrin
BT — A M1 IR A AR PR ARk, B
K E WEANAE M1 AR AL A DG A IR £, 4N . JAK/
STAT® PI3K/Akt® JNK' Notch!45 11 5 Pyrin #ff
S22 5T M1 BB gk A #E IR 4 Pyrin J2
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