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IR P300 55 EMT AHOGE Y 8k Bl AR & 5

A i R o
WE B W R (SS) A 4 1 S kS
Rl P300 K | fz i) M54 4k (EMT) #H 564> T (0 2235, 381
P300 7E SS WAH/ME K EMT H B4R FH Rl R 7 L, o3&

W4E 40 5] SS A IR LA 32 F RT-PCR J7 754 SS
B SYT-SSX gl FE R A ; S 40 AL A& P300 B EMT #H 56
Iy THIFIk, ER D 40 i SS H[ XU R JIE A 98 ( BSS)
30 {3l , BAAF 7R ¥ FE PR 9% ( MFSS) 10 ] 1,37 il 4£7E SYT-SSX
Bl LR (f245 SYT-SSX1 . SYT-SSX2) , H:t BSS 4 90%
(27/30) ( SYT-SSX1 66.7% , SYT-SSX2 33.3% ) ; MFSS H

T HROW M R 0T PR 5 oF

FKAVE@AFEF LR ZER THEITFE L, @ 95% (38/
40) 1y SS a5l = 15 P00, L35 93.3% (28/30) [ BSS LI K&
100% (10/10) B MFSS, P300 )ik 5 SS 4 4122 R ) 22
SRGHER L, @ P300 5SS H I ARG BB 58] i 24
SHGEAT 2% B X H COX B A B MR % (P =
0.019) 1 TNM 4381 (1T ~ IV) (P =0.003) J2& % sk A= 1%
a7 FE R 2R, @ BSS Hr P300 BHPE R 4 5 EMT
KA B-catenin MRIEZERAHI¥E L (P =0.027);
MESS " P300 A% 515 EMT AH562 1 Slug BIRBEF

100% (10/10) (SYT-SSX1 80% ,SYT-SSX2 20% ) ,SS 4412 FHE (P =0.048) ,#2/R P300 5 EMT V)%, &
i P300 ATRES 5 SS MXUAH ST fE, P300 FIREZ 5 SS 1Y)
EMT i 2, #2758 P300 7€ SS IR F B A T —a B,
SE4EIA TR VIR P300; SYT-SSX; |- Bz ] - #e Ak, e 4
LUk

RESES R738.5
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() A BUAH L = R 2R A U, 2 i el
ZURTE I 10% s FRIFSRAFERE T ¢ (X;518) (pll;
ql 1) G i 4 SYT(18q11.2)-SSX(Xpll. 2) %
e SS FEEUE K R HAE Im AE NS W rh 45
ZAEM ., SS WA LU A 2E EZA BSS fil MFSS
FREHY | HT TEAR I A0 M TS 50T SR ARk 5 2 1A

before and after treatment with technetium[ * Tc ] methylenediphosphonate injection (*Tc-MDP). Methods —Thir-
ty-two patients with RA were collected the fresh fecal specimens before and after they treated with *Tc-MDP. The
genome DNA of fecal specimens was extracted and the V3-V4 regions of 16S rRNA were sequenced by Hlumina
The Chao, ob-

served species, Shannon and Simpson index between the two groups in Alpha diversity analysis had no statistical

Miseq platform. The sequencing results were analyzed by bioinformatics methodology. Results

difference (P >0.05), but the value in post-treatment group were increased compared with the pre-treatment
group. Compared with the pre-treatment of RA, there was no statistical difference in the higher proportion relative
abundance on Phylum level of the intestinal microbes of RA patients, and the relative abundance of Tenericutes de-
creased (P <0.05). At the genus level, the relative abundance of Ruminococcaceae, Butyricicoccus, Chris-
tensenellaceae_R-7 _group, Holdemania decreased after treatment (P <0.05). And the relative abundances of
Pasteurella, Lachnoanaerobaculum and Stomatobaculum increased (P <0.05). Conclusion The abundance and
species of gut microbiota in RA patients have some changes after treatment with 99Tc-MDP, and the diversity in-
creases after treatment.

Key words rheumatoid arthritis; gut microbiota; *Tc-MDP; 16S rRNA
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R RRANN S AR A T IR A
WFE2 3 W, b Bz el E Ak ( epithelial mesenchy-
mal transition, EMT) AHCH F-1E SS 1 I F A [R] i
WO RRIKKAFAE R 22 5%, $2 7R SS 55 EMT % 4]
AHIC ;1AM T8 7 T IEAE SS FR iy b BRI TE] g
Sy e 25 S R 23 A AR AL A KN T
(transforming growth factor, TGF-B) i #% T Jif %t
P300, iZ3CH LKL SS AN A H LA P300 K
EMT AHOGHE 1 AR5, %0 P300 7RI Y EMT
AR Rl R

1 #MREFZE

1.1 &HEIFR USE A 1968 —2015 4F 417 F K2
[ 2 g 55— B 2 e i BB AR 6 2 R A= 55 — R
JE B B s FRRL SS A7 il 40 1 4 21 40 3], AR $E WHO
R Ui 8T o3 AR UE (55 H W) A1 Enzinger& Weiss
AL PIEHEAT o3 RIR 32 R PR 22 i S IR
2% FERE OB B B SRR A R B TNM 43 18
Z M E brbuiE b2 5 55 Bl AR 36 A 22 B2 il )
TNM SMHR G, BT A e B2 17 e g4k e — 20
% RT-PCR $EARKGIM SYT-SSX i 75 4 R A6 )  4 7 ¢
L2, Hodh a5 XGH T 30 141, S AR £FZE D 10 ],
FIr A A R R HLE N & 12, 40 ] SS B3 Bl
Vit ECh 25 11, BRIER 2 5 E ik s 4 55 Ji A S 30
15 B V5, VIR K 62. 5% .,

1.2 BEEBEQN REFEALZUPE RNA (A
I TRIzol ¥ , TRIzol X574 [ 35 [H Invitrogen 237 ) |
FH—253% RT-PCR(IAFI &€ A QIAGEN 2 H]) §73
Rl LA SYT-SSX1 HI SYT-SSX2 (514 1 Sangon &
B, G5 KR IR BE L3R 1), 28 1. 5% B BE W
( BBI) BEREHLIK A3 BT 4

&1 PCRETASIMFS. S BNBRERT BREXN

[ NEW)
Zg 3191 AR BN Eé; Eii
SYT 5'CCAGCAGAGGCCTTATGGATA3" SYT-SSX1  SYT-F; 58C 118
SSX1 5'GTGCAGTTGTTTCCCATCG3' SSX1-R
SYT 5'CCAGCAGAGGCCTTATGGATA3' SYT-SSX2 SYT-F; 58°C 118
SSX2 5'GCACAGCTCTTTCCCATCA3' SSX2-R

1.3 GREHAKAUFRERAE LK R Envi-
sion ARG & (AL iz n]) iaras 1 BHPE
JeBAAE X B, K P300 (1 : 500, 9% [E Abcam 2y
7)) & 31 #l SS "1 E-cadherin (1 : 200, #+3 DAKO
NF]) , N-cadherin , B-catenin (1 : 400) . Snail (1 :

800) Slug(1 : 200) ( 9&[E Abcam A H]) & L

Bl HE AL TR G — Vb, ol AL = 4F
B B BRI ST B0 B A, 25 SR IBCE M, AR B
PELRAE A 53 LU RN (A58 BE DF 43, 2545 FH PR 40 i S
R AT, B 0 ~ 1 4 PR - ) 2 ~4
R +),5 ~8 3 P EEYE(4H) ,9 ~ 12 41
S B (HE) .

1.4 SEitS40E W SPSS 26. 0 S HTH i, R H
R RS0 5 Fisher B U8 32 2 %5 52 56 i 145 P300
SYT-SSX Fahff L&t A1 4et 70 Hr , 70 B P300 5
T 8 AR I PR -5 BR R 22 18] 19 ¢ 2 LA K& P300 5
E-cadherin ,N-cadherin | 3-catenin , Snail | Slug ) AH &
PE, 181 Cox [MIHBAIXS SS 8 S A A7} W] 3417
ZWEGHT, P<0.05 AESHGIHE L,

2 FR

2.1 P300 Xiz5 SS I ARBREEFEEHNEXE &
40 4] SS H1 P300 F£ikF K 95% (38/40) , 45 FFKM
P300 HYRIK 5 B E AER MEH R /N kAR
AF Rl R A Y ZH 22 40 9% TNM 43 DL K T
AN BTG F R L (%K 2),

x2 P00 5BERBIERFESHNXE
P300

- "
(7244 n W X2 P1{A
AR ()
<39 22 1 13 8 0.611 0.870
>39 18 1 9 8
e
5 22 1 14 7 1.730 0.512
b'a 18 1 8 9
K EAE (em)
<5 3 0 7 6 1.281 0.633
>5 19 2 38 9
i &R A7
P fi 22 0 15 7 4.374 0.077
A 18 2 7 9
il 3 R 431
1% 28 2 14 12 0.753 0.861
2 1 11 0 5 6
HBE
Jii 20 1 12 7 0.693 0.868
il 20 110 9
TNM 433
[.1 15 0 10 5 1.670 0.478
m.v 25 2 12 11
AL GRS
i 23 111 11 0.898 0.760
= 17 1 10 6

XA BB TRV, IURAS 25 B R Rl 1 B
Bl BEVIRIZ) R 3 ~ 69 A H | A fifi 5 i 18] Ky 26
A HA 10 BIFESE 15 BIZETS, 83 Cox [HIJIAR
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RIT SS HR I R B 2 00T £ A A7 1 [R] 1)
SN, I &A% (P =0.019) F1 TNM 4334
Il ~ VI (P =0.003) 2 8 35 S A A7 B[] (9 00 37 A8
BRI (6 3) AR AR o g R/ | i ygg 35
A7 Rl BE R 43 Y DA B A 2 43 21 5 JB 8 A AE R[]
B IR A e

#x3 SSEBELEFMEILZEZE Cox BRSNS

IERSH B SE P HR(95% CI')

MR/ L) ~1.512 0.924 0.102 0.220(0.036 ~1.349)
AEIR (<39 4/ >39 %) 1,169 0.862 0.175 3.219(0.59% ~17.439)
JifEE B 4% ( <Sem / >S5cm) 0.123 0.866 0.887 1.130(0.207 ~6.167)
TP (AR DU ) 0.469 0.699 0.502 1.598(0.406 ~6.288)
Tl FE R 43 (MFSS/BSS ) 0.854 0.896 0.341 2.349(0.406 ~13.597)
A (TR TTER) 1.090 0.672 0.105 2.974(0.797 ~11.091)
TNM 23 (1~TH01/I0 ~ IV4)  2.043  0.689 0.003 7.711(1.998 ~29.765)
R (E/ ) 1.436  0.610 0.019 4.204(1.272~13.897)

2.2 SYT-SSX ftGERFASARAFENBAHE XM
40 5] SS H 3 SYT-SSX il 3 [H BHE 2R}y 92. 5%
(37/40) , H:rh BSS F1 MFSS 43511248 90% (27/30) .
100% (10/10) , F—2E35 RT-PCR 43 K 1 SYT-
SSX1 AU SYT-SSX2 AU 4 4™ ¥4 118 bp (K1),
30 5] BSS 1, SYT-SSX1 AU ) FHPE Sk 66. 7% (18/
27) ,SYT-SSX2 %4 33.3% (9/27) ;10 f5i] MFSS H,
SYT-SSX1 %1% 80% (8/10), SYT-SSX2 #I°k 20%
(2/10) , RlAFEHFIALE SS 4 Z12= AR (1) 25 57
TG (P =0.688) , 1] i SGREAR R /DA
Ko

AbpM1234N15678N2
600

100

bp
600

100

E1 BIEAE SYT-SSX si&HE
RT-PCR #1874 (118bp) FEikE
A:SYT-SSX1;B: SYT-SSX2; 1 ~4;SYT-SSX1 %Y ft & 3L [K RT-
PCR j=J;5 ~8.:SYT-SSX2 #Ufl & 3L B RT-PCR j=#); M. DNA 43 F
FEARAE ;N1 SYT-SSX1 A B X I s N2, SYT-SSX2 % BH 4 X I ; Ik i
1.5,2.6,3.7,4.8 % H i —Jwl,

2.3 P300 7£ BSS & MFSS HF&iE  P300 7E
A0 S A% % €6, BSS H1 P300 £iA% N 93.3%

(28/30) , 3B FHYE RN 33.3% (10/30) , 7E b FEIX
FE B & FARIE AR IX (B 2A) . MFSS H1 P300
Ik E A 100% (10/10), 58 FH PR K 60.0%
(6/10) (K1 2B) , P300 7£ MFSS H1 iy 2R 15 BH M5
=T BSS, IEERTGITEE X (P <0.05),

A B
B2 P300 EBEREARELFTEFHRIE
A:P300 7€ BSS - & 41 5 43 v 42 M A% 5% FH A4, EnVision x 1005
B:P300 7£ MFSS A% 7258 BHE , EnVision x 200

2.4 P300 5 EMT tHXERTE SS HRIEMMHEX
i3

2.4.1 P3005 EMT #4865 & & /£ SS R4 5 %
Ay kik  SrHr P300 PHIERIA S EMT M50 T
FIRMAHICHE (B3 36 4) . 7E BSS H1,P300 1Y3RiA
5 EMT #H ¢ 4> 7 E-cadherin . N-cadherin | Snail Hl
Slug MRIEZEF TG E X, 5 B-catenin JFRIK
ESHGHFR L (P =0.027),P300 /&% ik AR
il 77. 8% (7/9) B-catenin A5, )22, P300 1
FIRRREHIF 76, 9% (10/13) B-catenin FHPEFE L

%4 SSHP3005EMT HXBEARENXE[n(%) ]

XU FLAH A
N P300 P300

e S 2 S T

(n=9) (n=13) (n=5) (n=4)
E-cadherin 0.609 1.000

+ 6(66.7) 11(84.6) 1200 0(0)

- 3(33.3) 2(15.4) 4(80) 4(100)
N-cadherin 0.178 0.444

+ 5(55.6) 11(84.6) 5(100)  3(75)

- 4(44.4) 2(15.4) 0(0) 1(25)
[B-catenin 0.027 0.444

+ 2(22.2)  10(76.9) 000)  1(25)

- 7(77.8)  3(23.1) 5(100)  3(75)
Snail 1.000 1.000

+ 3(33.3) 5(38.5) 4(80) 3(75)

- 6(66.7) 8(61.5) 1(20)  1(25)
Slug 0.387 0.048

+ 3(33.3) 8(61.5) 1(20) 4(100)

- 6(66.7) 5(38.5) 4(80) 0(0)

FE MFSS 1, P300 13R ik 5 E-cadherin , N-cad-
herin , B-catenin 1 Snail 3Rk 25 55 AT = L,
M5 Slug WRBEZERARITFEL(P=0.048),
P300 =22k A FIH ,80% (4/5) Slug ANZE35, P300
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Al

M

B3

A A
A5 B2
B4 BS

B3 EMT 8% %E 57 BSS #1 MFSS %1%  EnVision x200
AR HTE BSS HHYRIA ;B A H7E MFSS H YR % ;1 E-cadherin ( S FHYE ) ;2 : N-cadherin ( MEEFH ) 53 : B-catenin ( HEBTFH M) 5

4 : Snail (U BAYE) 55 : Slug (MIAZBHME)

R BAEHI T 100% (4/4) Slug S BHPEFE, L
25 P300 W] BELE SS AU EMT i # b & 5 —
FEAEH,

2.4.2 P300 5 EMT #8% % & & BSS 7 R 48 gL %,
S e AGE AT BSS B b B AR A A AR 4 TR TE
NI RLST P300 5 EMT B R (£5), £ BSS I
FEREARML R A3, P300 ) R Rk %k 63.3% , o
E-cadherin N-cadherin £l B-catenin /5 £ ik, Snail Fl
Slug {2 1% 5 M P300 {2 1% 19 9% ] ' E-cadherin |
N-cadherin , B-catenin , Slug Fl Snail & £k, £ 7
TG X, TEARIE RS, P300 1Y ik
FH 26.7% (8/30) , JCIETE P00 fm Rk b 2L
K T, P300 5 EMT AHSCHR 10285k 25 58
TGt m X,

3 itig

JUT A Y SS #EAT RRAE Ml A JE ) SYT-
SSX, HANAN AT LA Sy i R 975 132 W AT 20 174 4% DU 48
b, i HAESUR B mEE Y SS ik E
RIEWEES EMT MG, Hah& 3% A — 2 iR
JH, Ladanyi et al"’ Xt 243 4] SS 95 14 53 #r & 3,
98% It i % F I SYT-SSX |, Hivh61% JySYT-

#5 BSS KRR S H P300 5 EMT #HAXEAMMEXE (%) ]

R AR ) IV AT
" P300 P300
WRER o e B+ Pl
(n=19) (n=3) (n=8) (n=13)
E-cadherin 0.205 1.000
+ 14(73.7) 3(100.0) 0(0.0)  1(7.7)
- 5(26.3)  0(0.0) 8(100.0) 12(92.3)
N-cadherin 0.532 0.673
+ 13(68.4) 3(100.0) 4(50.0)  8(61.5)
- 6(31.6) 0(0.0) 4(50.0) 5(23.1)
{B-catenin 0.221 1. 000
+ 9(47.4) 3(100.0) 000.0)  1(7.7)
- 10(52.6)  0(0.0) 8(100.0) 12(92.3)
Snail 0.527 0.631
+ 6(31.6) 2(66.7) 3(37.5) 3(23.1)
- 13(68.4) 1(33.3) 5(62.5) 10(76.9)
Slug 0.214 0.659
+ 8(42.1) 3(100.0) 3(37.5) 7(53.8)
- 11(57.9) 0(0.0) 5(62.5) 6(46.2)

SSX1,37% 3 SYT-SSX2 ; BSS H1 SYT-SSX1 By A
T SYT-SSX2, MFSS 1t SYT-SSX1 [ 5K T SYT-
SSX2,IAh SYT-SSX1 FE K ] B BT 75 55 i a4k i 928 44t
Mo b Bz 434k, Wei et al'® %F 37 il SS #F 5% & #A,
SYT-SSX ) iK% N 89. 2% , BSS ¥k SYT-SSX1
A1 MFSS 4 SYT-SSX2 #l; FHH] SYT-SSX 5 SS i
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HAUF RN BB 5, AWFGEH 66. 7% [1) BSS 11
7E SYT-SSX1,33. 3% 4 SYT-SSX2 ,1 BIHH i & T 2
B 5 SCHk 4B A AT S (A MFSS 1 80.0%
SYT-SSX1,20. 0% A SYT-SSX2, FI SC ik 4] 38 W& A7 2
5 TR SRR R A G,

SYT-SSX 7] @ 1 T3 Snail , Slug %} E-cadherin
(G SRR, RS2 o EMT 522 . EMT 5
i) e o 0 PR 988 1 A 0 2 G DR 2o R A OG5
vl - B2 240 0 5 A 200 e 1) o 422, AR AR B SR iR
RE 79 1R T2 R, 2R 1 o A i 2 T R 7%
EMT #2527 5% 5% R {5 538 B Fl miRNA 1R %
K2R A 5200, AHOC BE 538 BT TGF-B . Wit/ B-cate-
nin, PBK/AKT, Src, Ras-MAPK %§. TGF-B {E W
EMT & J& o it — 4~ 52 (10 38 6, 78 e i) % e vh
PERERMEET Y I F 0 5 2 Hr BSS
b S TR o PR AR AR R A S R AL SNP A AR, R
PIRP G 20 2 [ A7 AE 23 AN I 5 22 RN (0 4%
P300) , 1fii P300 & TGF-B i & i — 4> F i 4t
%0 P300 7E TGF-B 15538 i ke 31 SE /R 1,
‘BAEN Smad3 195 TR T 3T 5 Smad3 1)
MEAEH SN S E A LB SE T TGF-B il #
ARG

P300 S5 sk LI TE N T4 A LB B Kk
I —B1, 25 2 Fh i R g, sk, T, 4i
it JE S s A0 DNA B 45 1 24 59915 de Bruijn
et al " BT & B, SS M SCHE 11 SS18 (tFK SYT 5
SSXT) A Ay s AL 3% PR, e M vl A & i P300
SR FA S . Krubasik et al™’ MR AWM, 1555
I R P300 f4 k= S B0 40 1) 285 R AR A BE
REJTXE N, W7 P300 Y6k = 7T REfE #F EMT & 2,
TESLIE R A BIFZE HR ) P300 Y s 36 3k 5 PR 4
LU G RS WA R SRS S EAHDG i 0 T R
() A A7 B Topes it J A A7 $27 P300 1Yk J2
TN A PEA LR R TS 0 S B ST R L P300 7E
PRJRE  THI FRAFF 98 /0 | 28 K P300 1k 1A R i 25
PG AT AR R 7 fEL G T 1 PRI I PR T
K EMT J7 B pF5E 80 o ARWF5E3R B, BSS Hf P300
H#%ik Y5 E-cadherin , N-cadherin , Snail , Slug /) 35
Wk (B H LR S B-catenin 2 YA & ; T 7
MESS 1 P300 HYRIAREE S Slug B UIAHIC, T8
JegH, Smad fKAPE TGF-B 3 #% BE %15 T Snail | Slug
SE TR R R, Wit/ B-catenin 38 2 {8 41 Jifg 57 A1 40
JIAZH Y B-catenin i3 B FIK , 1T T2 EMT 19 %
A= UL R g RS DL AR P300 TIRES: Y SS

() b Bz R M A0 A K EMT 3, BRI % 77
—HRAWFIE

25 AR, P300 15 R TGF-B {5 S B i F i 5L
HARES 5 SS LRz fk ) EMT s 2, 78 Hok A= %
Jee v KA EEAE T, TR MR SS AR B
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perforation and 3 cases of intraoperative uncontrollable bleeding. The incidence of postoperative complications in
the STER group was lower than that in the ESE group. The postoperative pathological examination revealed that in
both groups the tumors were mostly stromal tumor and leiomyoma. A few of the patients were suffering from lipomas
and schwannomas. There was no significant difference in terms of the pathological composition of the patients be-
tween the two groups.

Key words paracardial submucosal tumor; submucosal; submucosal tunnel endoscopic resection; endoscopic

submucosal excavation
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The clinical significance of P300 and

EMT-related proteins in synovial sarcoma
Chen Hao'?, Zhang Zhen®’, Wang Ning'**, Dong Shuangshuang'”, Lian Xiaojuan®,
Liang Weihua'*, Jiang Jinfang'*, Pang Lijuan'?, Qi Yan'?”

(' Dept of Pathology ,Shihezi University School of Medicine & The First Affiliated Hospital to Shihezi University
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Abstract Objective To explore the role and its clinical significance of P300 in biphasic differentiation and epi-
thelial mesenchymal transition ( EMT) process in synovial sarcoma (SS) by detecting the expression of histone
acetyltransferase P300 and EMT related molecules. Methods 40 cases of SS paraffin embedded tissue samples
were collected, and the SYT-SSX fusion gene subtype was detected by RT-PCR. Immunohistochemistry was used to
detect the expression of P300 and EMT-related molecules. Results (DThe positivity of SYT-SSX fusion gene was
92.5% (37/40), including 90% (27/30) of BSS (66.7% SYT-SSX1, 33.3% SYT-SSX2) and 100% (10/10)
of MFSS (SYT-SSX1 80% , SYT-SSX2 20% ), there was no correlation between histological subtype and fusion
gene subtype in SS. @The rate of positive expression of P300 was 95% (38/40) , including 93.3% (28/30) of
BSS and 100% (10/10) of MFSS, and there was no significance difference between the expression P300 and histo-
logical subtype. 3The expression of P300 was not statistically correlated with clinicopathological parameters of SS,
however, COX regression analysis showed that tumour metastasis (P =0.019) and TNM stage (Il ~IV) (P =
0.003) were independent risk factors for overall survival of patient. @ The expression of P300 was significantly re-
lated with EMT-associated protein B-catenin in the BSS (P =0.027) and Slug in the MFSS (P =0.048), which
suggested P300 was closely related to EMT. Conclusion P300 may be involved in the biphasic differentiation and
the EMT process of SS, suggesting that P300 plays a certain role in SS invasion and migration.
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