5 1. ExpiSf Expression System ZH\\7z U 3 ) M "7 EEE

HEHE R
(o B an R 2T IEAT)

(BR) M AEITAEROEFERERFICRAIR TH D | 2R & BIHIRONT A2 LY #lE ST
WD A, FIHERICOWTEARIAZR SN L L FE SN TV D, TV E TS T & 130D B2 A 23 i 48 8 2E
ZIHITHZ L2 RHLTEOEMESFE LCLYPD1 ZFEL U, TLYPD1 (3 g dEiEe: 2
L T 31T 2 EFE 2215 d X O OBREOHERHZF 572 EMEE L T\ D, AUFETiX LYPD1
DOFHEAER 531 ORRSESCBERE AL O R E L )1 TR B2 V72 LYPD1 &% v R B O KBHRBIR %
WESTDZLEANE L,

(FiE) Edfila (ExpiSf9) MWz & X7 'H3 B3R IL Bac-to-Bac Baculovirus Expression
System (Gibco) ZHWTHEE L7-, ExpiSf9 1314 A4 =4 h—%2HW\WT 27.5°C, 110rpm THEHEE
# L7, KI# (DHba) (ZEAL THIE L, iR L7z GST @id LYPD1 77 2 X R& KA

(DH10Bac) (23 A L CTHAH2 2 Bacmid DNA Z 7% L7-, #7422 Bacmid DNA % ExpiSf9 (23
AL, AR ANF 20 T A NV AZFE LT, M Z NFanm U A VR & &Y S W72 ExpiSf9 (2317
HHEURTEFREB Y 2 AKX 7 vy NOfEFT L, GST @ta LYPD1 % o "7 DG EZ~ N Z T
v A TRHE L7,

UESL) ExpiSfo (3fFfEE 2% L 3 H £7-13 4 HEITHET 5 Z & T passage 25 £ TEEMIC
BERTHZENTE, KIBE DHba 3 XN DH10Bac ~DE A %% T GST @& LYPD1 81 % fH A
iAA72 Bacmid DNA 235 540, 2% passage 16 725 19 O ExpiSf9 ([ZE AT 5 Z & T PO Of 74
ANF 21 UANAEFEE LTz, ExpiSf9 ~? Bacmid DNA OE AL 3 [FAT- 7203, 5 b iv7- i
Z3F 21 7 A )L A PO & ExpiSf9 ~EYE S-S, WO PO A by 7 ZHWESEAETYH GST At
& LYPD1 # o RV HORBE Y = AF 70y PTHEETE T, n‘ﬂif%&z/\f\»l T AL A e Y S
7= ExpiSf9 7> HAERL L 7= GST @& LYPD1 % o R 7 B OFEHE Z §1li 9~ % 72912 HUVEC o~ h U 7
NT o BAIZRIM LT & 2 AMEFAEMGTEEILR SR 5T,

(B%2)  GST e LYPD1 ZfHAAATENF 20 7 A )L A% ExpiSf [TE g ) a vy ha v
XY EEAGD T L TR S A B ARSI A R EF L e o 72, 4RI GST A3 LYPD1 @ C K
@A L7zY arv ey MR R ERE LA, GST 2@ e DB £ 7213/ A 2 7 BIRR & 2%
7 B RBRCTE M ST D aTREMED B 2 B vz,

(Fim)  ExpiSf9 MWWz # 37 BIEHROMEITER STz, M8 B AR 2 R FF L7

GST @& LYPD1 & > "7 EIFG 6o To, 5113 GST SE0@G % 7 OFIECLE 2 e L, i
MR L2 LYPD1 U v F 2 M2 T O E RS D,
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(STHK)
1) Masuda S, Matsuura K, Shimizu T. (2018) Inhibition of LYPD1 is critical for endothelial network

formation in bioengineered tissue with human cardiac fibroblasts. Biomaterials. 166: 109-121
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5 2. MAMEBENRIEGERE (POTS) (286557 RtV U B RGUR OIS

Ve AS 7 1.2
QRMERE 2 — - UnE )T =g UF 2RERE 2 — - WD

() ARNEMESEAREERE (postural tachycardia syndrome, POTS) 1%, #2 ZHEFIZ 30 /45 LA LD
72 DD &SI H L B HRH FE W, JHEFTECOIEIRIEFE DL R ERE 2T 2WETH D, AW
L 1600 AT, FHEOLMEIZIHHT D, FIERT & L TR OWEE, MR = 2 —a S
F—, BERMEEDOE T OGN FERH SN TWDD, ZDOIREBAR L PRITWELZH LTIV, i
. POTS BEAICHBNWTY RLF U UZFRE CHURDOREENER S TWaH 3, ENTERTE 5 H
CHUARAE T < HROFFECTERIBIRO M TRERREE 2> TWND, ZTHETORE TILPOTS
BEZBT L2007 Ru U U2/ EGUE (@l a2, Bl, B2) OBE VOIE)y, H Ol B ek
EREICBOW LT F L a ) UZFIRFUECHIL AL Y LT B F L a3 U U BARHURBEB] 23 0
BTG 29, SEIOKFTIET LT U UZBERICHT 5 IgG B OHRICE R L E S, B
HE. MRIEMER T I K DIEBRENRE & . BRIR T =/ 2 A4 7 L DR EZHET 5,

O7iE) CAVE THURA TR RSERER R 2B o & — TR S NI 60 44 B OW9F L < S8 L7z
POTS & DHT, BRFIESMOREE TG E &% L L, 3 EMOFEHIRINIC 30 4 08 %
ez BEET, BARAITIZ, SEALREOSEIRDY 6 o A ML BtV Tl 0 | JRA & 72 2 O BESCIRE /2 K23 e
WHOT, EYEBIC T 10 LIS O L Y 80bpm LLE FRY B XEE £ A AN
B BEE IS EC X BB - 2EO%, 22 ) —= ZRE L LT REE R, 12 75
DB, BRBETY. 27 Y= SREBOWREICH L, 5 A A (AFT, X
——r 1), EZERBRIC & 0 Ll A LR R &
00 0.1 Hz FEIRERH (SHRRITR) SAMRER | O O

o BIIZE ER AR (D Bk 2K FE A AR ) 0 ST T RLFY UZRIRIT KLY v, AT R

W BIIR (S0RR) \ R
- R AO—RICEBRNERERRE - | 0 ) T EMDET AT 2T R VRIS

EDURBARET-MEETEREMENR | CEHLIhd G BEARRMNOZEERTH S,

(% 1]
—

= Valsa.lvaiﬁ_iitgg(ézl‘g?ﬁéf%;ﬁ EiTLf 8D SLMmEFEG (a1, B2) ITHFE
@ NETUITHE GHM) LAt o 5 7 21 (@2) 10 b 1A 5.

L BA M OFT KLY R 1gG AUk
e TEmREDE DA HE A2 FRFES 2 72 O preliminary 72 525k &

LTRRIZT FL U U 2B EREBNHER S L
TW% SK-N-MC (human neuroblastoma) %
D7 A v — hEHWTYZAZ T ayT 4 7k (WBEIT- TS 960, EEIZISMMZ 1
t— ~ O Sy 2 fhi U SDS-PAGE SEXIKE#Z A T LA T AT 77— LIBEMIGE S A %
axX— 5, AT LU EERRA VAT X — BRIk UEE ECL Y 27 A (GE ~VATT)
Z VTG ORI T A & — MIRT 2 HURROGHEZRET L T\ D, BtEa s be—1 & LTIk
ofie b7 FLF U o2 mEGURZ VT WB 2172 72,

Son-E2TCoT—2TEEREELAILENT-%,. V1L —Y a T T —Z_X—R A )&, Rversion

1. BEMEHERE (AFT)
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4.1.1.). JMP Pro (version 16) (2 X » THELFLEN D, AR RME ., JEFIERE E50E A H® G
ANSNT-EHITRER 2 X —NEHZ H D dg rlRE R e I TR T 5,

R EEL)  “hEClamiEoRgiz =i T SK-N-MC ® WB 217572 POTS 8% 6 4D 5 H 4
HTT RUF U UZHIRO BTN T 5 50 kD (LD /N ROBRHAHER ST D,
SHITT RUF U UKD cDNA 28 L7ofifa s W2 EBRIC L D | ARERD Hivio /N R3pL T
RUT U S BRHURCTH L Z L 2GR L, BRT — % L BbE iz TEL T\ 5,

(k)

1) Li H, Yu X, Liles C, Khan M, Vanderlinde-Wood M, Galloway A, Zillner C, Benbrook A, Reim S,
Collier D, Hill MA, Raj SR, Okamoto LE, Cunningham MW, Aston CE, Kem DC. Autoimmune
basis for postural tachycardia syndrome. / Am Heart Assoc. 2014;3:e000755

2) Yu X, Stavrakis S, Hill MA, Huang S, Reim S, Li H, Khan M, Hamlett S, Cunningham MW, Kem
DC. Autoantibody activation of beta-adrenergic and muscarinic receptors contributes to an
“autoimmune” orthostatic hypotension. / Am Soc Hypertens. 2012;6:40—47

3) Gibbons CH, Freeman R. Antibody titers predict clinical features of autoimmune autonomic
ganglionopathy. Auton Neurosci. 2009;146:8—12

4) Campos LA, Pereira VL Jr, Muralikrishna A, Albarwani S, Bras S, Gouveia S. Mathematical
biomarkers for the autonomic regulation of cardiovascular system. Front Physiol. 2013;4:279

5) Kurose H, Arriza JL, Lefkowitz RJ. Characterization of alpha 2-adrenergic receptor subtype-
specific antibodies. Mol Pharmacol. 1993;43:444—450

6) Moretti S, Massi D, Farini V, Baroni G, Parri M, Innocenti S, Cecchi R, Chiarugi P. B-adrenoceptors
are upregulated in human melanoma and their activation releases pro-tumorigenic cytokines and

metalloproteases in melanoma cell lines. Lab Invest. 2013;93:279
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5 3. High serum oxalate concentration associated with coronary artery calcification and

lanthanum carbonate in hemodialysis patients

Tetsuya Ogawa, Yoko Nishizawa, Eriko Hirasawa, Mai Tosaka, A1 Horimoto,
Kiyotsugu Omae and Nobuo Nagano
(Department of Medicine, Tokyo Women’s Medical University Adachi Medical Center)

(Purpose] We aimed to demonstrate relationship between serum oxalate concentration and

coronary calcification in ESRD patients undergoing hemodialysis

(Methods] Seventy-seven patients undergoing maintenance hemodialysis at single facility who
underwent atherosclerosis checkup from 2011 to 2012 were enrolled and measured Sox
retrospectively on 2021. Seventeen extremely outlying Sox patients were excluded and 60 patients
including 42 males were analyzed. The median age 64 (35—85) years and median dialysis duration
was 87.5 (17.1-410) months. Gender, Agastston’s CAC score [2], major artery calcification volume,
laboratory data and medications around atherosclerosis checkup date and new-onset cardiovascular
disease (CVD) events and deaths during 10-years observation period were recorded. CVD event
defined as admission due to non-fatal myocardial infarction, coronary artery disease or heart failure.
Sox level was measured by commercial colorimetric oxalate assay kit and normal Sox level was 181

umol/L.

(Results] The median Sox was 267 (221-563) umol/L and new-onset CVD events, all-cause deaths
occurred in 28 (47%) and 22 (37%) patients, respectively. In univariate analysis, Sox was associated
with male (= 0.27, P=0.03), serum albumin (r= -0.25, P= 0.05), uric acid (= 0.29, P= 0.02),
phosphate (r=0.26, P= 0.04), alkaline phosphatase (r=—-0.28, P=0.03), lanthanum carbonate (r=
0.32, P=0.01), major artery calcification volume (= 0.28, P= 0.03), and CAC score (r= 0.29, P=
0.02). In multivariate regression analysis, Sox was associated with lanthanum carbonate (F = 5.96,
P=0.02) and CAC score (F =4.47, P=0.03, Table). Receiver operating characteristic curve showed
Sox = 269.5 umol/LL was the best cut-off for predicting CVD events. We divided subjects into two
groups by this cut-off Sox value and revealed Sox was associated with new-onset CVD events (N = 60,
P=0.01) even after adjusted by age under 75 years (N = 52, P=0.03) or both age under 75 years
and CAC score under 1000 (N = 28, P=0.04) by Kaplan Meier method.

(Discussion] This study suggested that serum oxalate concentration was associated with coronary
artery calcification score, lanthanum carbonate intake and cardiovascular events in dialysis
patients. We previously reported that coronary artery calcifications were composed by calcium
oxalate crystals by dual-energy computed tomography method. Also, recent study revealed
new-onset cardiovascular events associated with serum oxalate concentration. These evidences

support our study’s findings. Though, lanthanum carbonate intake theoretically reduces serum
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oxalate by forming lanthanum oxalate in the gastrointestinal tract and excreted as feces. However,
lanthanum carbonate intake was positively correlated with serum oxalate concentration in our
study. This result was contrary to our expectations, though one hypothesis is that long-term
lanthanum carbonate intake might cause lanthanum deposition to gastrointestinal mucosa. And
then lanthanum deposition might cause erosion or leaky gut and might result in oxalate
translocation from gastrointestinal tract to vessels. As a limitation, this study done retrospectively

that serum oxalate concentration might unstable.

(Conclusions] Sox was associated with CAC score, lanthanum carbonate and CVD events in

ESRD patients undergoing hemodialysis.

(Reference]

1) Nishizawa Y, Higuchi C, Nakaoka T, et al. (2018) Compositional analysis of coronary artery
c4alcification in dialysis patients in vivo by dual-energy computed tomography angiography.
Ther Apher Dial.22: 365-370

2) Agatston AS, Janowitz WR, Hildner FJ, et al. (1990) Quantification of coronary artery calcium
using ultrafast computed tomography. J Am Coll Cardiol. 15: 827—-832

(Conference Presentation)

1) Yoko Nishizawa, Kiyotsugu Omae, Tetsuya Ogawa et al. High serum oxalate concentration
associated with coronary artery calcification and lanthanum carbonate in hemodialysis patients.
59th The European Renal Association — European Dialysis and Transplant Association, Paris,
France, 2022/05
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5 4. IEMAEGRCENE Y N BEGEHE ORI & AR5 DYRR

WNERGEE, NNENRRE, ~—> v i, BFEE, ERZ
(RSZERE 2 — - N

(BHY) EMmEEEOR O ) S L OV 7 % A T2 EhEnSREETHY . THEFNITHE
B P HIT R > TN D, BT XA 7T L OREGEHEEEZ SN T 52 Lk, Vo "D
REFRBA D 270 5T T 726 IEOBICEETH 5,

(U7iE) HEEL72 Y oo\ @Efiiez . Ry —or o %— (EZ 227 U7 b —Afj ., ATFr— L
). miRNA, HERAHN > 7 T VRER IS 2 f A G DR TR 21TV e 8B 2TV D,

(FEE)  FxldznvE <, EMgRELEDO X 4 72 L 12 Ras/RaffMEK/MAPK., PISK/Akt/mTOR,
JAK/STAT & OIEMAGICHED B D 2 & EFICE BB T 27 8 A L—ADIEM LA T =X L2
DOV T FIMRESFREERBEEZT L2/ L, 612, WEAHLMNZIATH RN
PEL-like lymphoma D EEHHaRE & Fr#IC 2 L VEGF 238EICAH 5 L TW\WA Z L &2HEA LT 5,

(FE=]  #EEP T,

(kkam)  BESZARALOOIESE - ARSI FREZRIET 2 2 & T, A7 iBinRIEORRICERT 5
eI E NS,

(3K

1) P. Lundberg, A. Karow, R. Nienhold, R. et al. (2014) Blood, 123: 2220-2228
2) Kawauchi K, Ogasawara T, Aiba M, et al. (2016) Eur. J. Haematol. 96: 144-151
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- FLEERTHE S8 0 A FLITE T X 2 MR I B 2 M

RANNEH]
(RSLERE 2 — - NEE

(AR FBEATHELDIZ. BARANIZWE SO TV L2, BEO B RIERZZ T TORER L <,
i x OIFEARIE L TV D ATREMEN & 2 72D, FLUBEHEIN R R O FFERIN A 2(LM) D2 W & Z3 2,
—J7. LM OaEE, Pz ikefiind 5 2 & TES R S i, IEEEIRDS SE S D & ) il s
WA CTIEBUL SN DY, BARNTOHRE TR W20, ARG L7,

(5E) 7"/’7~pr§ BT - ALRSERCER B ERLL ERZAT D5 00Hn5

[ RPEE %Mﬁﬁﬁwé 72 4ﬂx¢?tk?t*ﬁ/ﬁi?Lﬁk*+f@ 200ml HiE K LEGRER(SBCS) 217\,
S5, LM OREEZMNIL, MFRKFEN ABRERIEIZ X 5 20g AT ERQOgLHBT) % i L 7=,

Y EHEARTEEIX. LM JEF 2 %4512, 4% 30ml blﬁaﬁaﬁﬁ“b 4-7 HTHHE L 200m] F THkg:
B, £, BEAZO, BRIEROSGEE, 20gLHBT OZEiEOZ b, (EHEAMEE
DZAL(16S-TRNA 12 X D FENTIZ W T HelRT L 7=,

(FER) LI JERAHT D 46 Fla x5 L2, SBCS DO HIL Bt 22 #1(47.8%) 2Pt 4 $1(8.7%).
AEAM R EERE I 20 BI(43.5%) T o7, F7z. LM &2l Si7zoi 35 1(76.1%) Tl -7z, Il
ARTERIT, FEN S L2 LM32 #2517 o 7o kbR, IR IHIT Y 41 B C, A&7k
BT 29 Bi1(90.6%)IZF8S BTz, TRFRHE O LHBT ORBWHEOSFEITK /3 ISR, I
AU IR o T, TRIREITE O R N R 35 O Tlx, 32 Bl TiX, Clostridiales
Lachnospiraceae [Ruminococcus] THE R8O Hivtz, Fio, HRAERNERICLE L
727 BITIE, Blautia BOAEREMAEED Lz,

(i LI k&35 46 fHlf, 20gLHBT TLM &t 2Krsiizoix, 35 #i(76.1%) Th -7z,
AWFZEDAFLIEARIER I, A F AR B L S TICEMTE 5 LM OFMRIBRIED—>ThH
50

(PR
D BRAIFEA, . 3 - ALRGERCIEEER 2 A 35 N2E1T 2 FUHERMHE DS,

FLBEARTE 351 2 4 FLIE AR OA APE O, 5 46 [ B AV NSRBI LTI 2 R B
2019/11

S REARC S s TN ¢
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5 6. NT.UMiifE RO BRI T 5 APTT EEEE MM & B R 7150, he v B EkiElc L b
EE[E FERERTAM

AN /NG A -
(RSZERE 2 — - R

(AM) JEMEAEERSY b e AR T AF U] (APTT) OREEIEARNT (CWA) 12 X 2 EEEHERERE A
(AL ACHS OO BEAE FE RS WO MARSE . RERE M A5 PR BESVE A OB IR VW B s, APTT-CWA 73
IEMIEFE DO RIZBNT, EOLSBWERTHLIONRIERHTHD, 2T, NTUiE V7200
FITIZFB 1T 5 APTT-CWA D3 T A — 2 D2 Z BEE K 7R ES0 b v 22 ERRRE & HElES L7,

CRIG & J71k) AN TOMi &2 W DIRFIT 2 T8 L7 BH 24 N Extg e U TR MPBE A% (L)
ERIMBERBERLZ DT m X X BRI AT 5 T2, ~/%Y iE 300U/kg ZHIENZHEE- L, D
% ACT 78 400 BLL EA#MERT 2 K 91BN G- L. ZORMCHBE 7 v & I 3k~ Ui b0
0.6 545 Lic, BMIKICHITHEEEFE T, I, X, XEFEE, 747V 2 FURE (fig), hrot
VAERRRE, B L OVAPTT-CWA % HIE L7-, CWA 135 KREEERE (minl) | fie KEEEINEE (min2), delta
% CS-2000 (Sysmex) TilllE L7,

(R 7rZ I BEHZO~NRY VREITTNTICEWT0.1U0/ml LLF Th o 7o, AT fEER %
(TIEHEL R LTI, VI, X, XNFEME, Fig RENARIIET L, CWA b APTT A EICHE
£ L. minl, min2, delta ZAEITIET L7z (E1), brr v ApmEld AN T OMBER % lag time
DARIER, e 4ApE (ETP), Peak [HXAAEIZIE T L7 (1), CWA/NRNT A—H L5
I, Vll, XXFIZFBERH Y, ZOH TH minl,min2 XA 735 L O peak fii & delta 13X fig IR &
mWHREZ R LT (R2),

(B%2)  CWA [IHOFRE ORI 2 Z b2 K TR L, MEHRROSRREEL KT 5, 0%
ARSI D 4 DD/RT A —2 L L COEOFRE N 1hD 5 FEREICHY 35 APTT, #E O N
OO E & £ 9 minl,min2, BREOE(LE KT delta 72 E0NH D, ABEIORFFET, O E LR
AT /T A — 2 [ TEE R TR h 2 v B uN—2 N E KT Bl L BRI fig
JE LRI AR LT, APTT (3R B O BE[E SOSE 7 L OBRAEIREY (initiation) &7 & shb
MW, CWA DOF/RT A =2 X D% OMEEN, EREHME TRMT 52 08B x 6, APTT fHIX”7 «
TV VR ERONCGERO A THY, R ha D5 %NERLZIGRES, 7407V VR <w—
FERITENLIEE S D v, BERET-OMFAROREE L LT, PTINR 2% 2.0 2L, APTT AE#0 LR
D 2fELL EE ENDA, T IR EAE KB S S LTI/ N E < 2, I AP D fE
EHE D7 APTT-CWA /X7 A — 2 XK AR G- OfRIEE LTI AR FREER S 5,

(hiam) AN LOMEE A OOIEFIRIZB VDT, APTT—CWA O3 T A —Z [ ZEEHE R FIRED A B3

gy EUAERBE, T4 7Y S UREEOMBE L E < IEMIEEICBIT RN TR
DRAL N1 ickan /A Byt
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(STHK)
1) Claude Negrier, Midori Shima, Maureane Hoffman. (2019) Blood Rev. PMID: 31164248
2) Wolberg AS.(2010) Haemophilia. 16 Suppl 3:7-12

(FaFRK)

D ARz, AT Mk, REER, KRR IR A . NTDIE R OOIEFE I 1T
% APTT Ee[E I TEMAT & BRE R 705N, R oo B U BRI L 2 EEERERERTAN. 45 69 [B] B ASFRELR}
TRTINES, A, 2022/6

=1. ALDHERODBFHICHS TLREBERE. FOVEVARBES XU APTT-CWA /85 A—42D %L

CWA/RT X —%& CT(s) Min1(%s) Min2(%/S2) Max2(%/S3) Delta (%)
EA% 31.6x3.7 6.20*+1.89 0.94%0.27 0.78£0.24 64.8+20.1
AT AfBER:  41.4+9.2% 354 £2.14* 0.50%£0.32* 0.38*=0.24* 43.2+24.7*
BRERTEE FIL(%) FVII(%) FIX(%) FX (%)

BA% 84.4+£18.5 125.3%£25.7 95.8+£23.9 75.0£16.7

AT O AhEERRE: 41.6+£11.4% 64.6132.2* 58.7+20.5* 37.1+9.6*

fovEvEp  lagtime(s) ETP(nM/min) Peak TG(nM)
BA% 2.23*0.22 2102.8*+305.5 440.7£62.9
AT O EERRES  2.67=0.58*% 2049.2+£149.2% 324.7+44.4*

Tl £ AR *P<0.05 vs FEHE(E

= 2. APTT-CWA N\SA—ALEH L EBRFRE., FOVE £ R EEE DR

*P<0.05, **P<0.001

- 107 -

REREFEE FIl(%) FVIl(%) FIX(%) FX (%) 747V /T VIRE
CT(s) -0.433** -0.653** -0.488** -0.284*

Min1(%s) 0.407** 0.674** 0.328* 0.125

Min2(%/S2) 0.407** 0.681** 0.369** 0.132

Delta (%) 0.981**
FavEVER lag time(s) Peak TG(nM) ETP(nM/min) ttPeak (min)

CT(s) 0.105 0 0.1 -0.063

Min1(%s) -2 0.68** 0.267 -0.057

Min2(%/S2) -0.015 0.71** 0.27 -0.066

Delta (%) 0.016 -0.576** -0,231 0.073




5 7. Comparison of survival and perioperative outcome of the colonic stent and the transanal
decompression tube placement and emergency surgery for left-sided obstructive colorectal

cancer: A retrospective multi-center observational study “The CODOMO study”

Hiroyuki Kato, Rieko Shimojima and Koichiro Sato
(Department of Clinical Laboratory and Endoscopy, Adachi Medical Center)

(Purpose] Advances in endoscopic technology have led to the reevaluation of self-expandable
metallic stent (SEMS) placement as a bridge-to-surgery (BTS) in patients with obstructive colorectal
cancer?. In Japan, after inclusion of SEMS placement as a BTS in the medical insurance coverage
in 2012, this procedure has been increasingly performed. However, a transanal decompression tube
(TADT) placement has been used as a BTS. We aimed to retrospectively evaluate the optimal
strategy for obstructive leftsided colorectal cancer (OLCRC) by comparing SEMS and TADT

placement with emergency surgery.

(Methods] We included 301 patients with stage II and III OLCRC from 27 institutions. The study
patients were divided into Surgery group (emergency surgery, n=103), SEMS group (BTS by SEMS,
n=113), and TADT group (BTS by TADT, n=85). We compared the survival and perioperative
outcomes of patients in the Surgery group as a standard treatment with those in the SEMS and

TADT groups

(Results] The 3-year relapse-free survival rate in patients in the Surgery group was 74.8 %, while
that in patients in the SEMS group and TADT group were 69.0% (p=0.39) and 55.3% (p=0.006),
respectively(Fig.1). The technical success rate was not statistically different, but the clinical success
rate was significantly higher in the SEMS group than in the TADT group (p=0.0040)(Table 1). With
regard to postoperative complications after curative surgery, the SEMS group had significantly lower

of complications (>Grade 2) than the Surgery group (p=0.022).

(Discussion] This study is a multicenter and retrospective study. We clarified that short-term and
long-term outcomes of patients with SEMS placement for OLCRC were acceptable when compared

with those of patients who underwent emergency surgical procedure.

(Conclusions] This study suggests that SEMS placement followed by surgery, has no adverse
influence in terms of the patient relapse-free survival, compared with emergency surgery.
Additionally, total number of complications after curative surgery were significantly lower in the
SEMS group than the Surgery group. SEMS placement performed by experienced endoscopist, can

be a treatment option for OLCRC as well as emergency surgery.
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(Reference]
1) Tomita M, Saito S, Makimoto S, et al: Self-expandable Metallic Stenting as a Bridge to Surgery
for Malignant Colorectal Obstruction: Pooled Analysis of 426 Patients From Two Prospective
Multicenter Series. Surg Endosc 33(2): 499-509. (2019)

(Article]
1) S Endo, K Kumamoto, H Kato, et al. (2021) Comparison of survival and perioperative outcome of
the colonic stent and the transanal decompression tube placement and emergency surgery for
left-sided obstructive colorectal cancer: A retrospective multi-center observational study “The

CODOMO study”. International Journal of Colorectal Disease36: 987—-998
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Surgery 103 84 73 36 8
SEMS 113 90 60 5
TADT 83 57 43 17 5

Fig 1. Kaplan-Meier curves of relapse-free survival rates on an intension-to-treat basis in all cases. Surgery

vs SEMS: p=0.39, Surgery vs TADT: p=0.006 by log-rank test

Table 1. Technical and clinical success rates and complications during decompression

SEMS group TADT group
(113 patients) (85 patients) P value
Number of patients (%) Number of patients (%)
Technical success rate 112 (99.1) 80 (94.1) N.S
Clinical success rate 110 (97.3) 73 (85.9) 0.004
Complications during decompression N.S
Perforation 2 (1.8) 2
Migration 0 5
Re-obstruction 1(0.9) 0
Emergency operation during decompression 3(2.7) 11 (12.9) 0.009
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58. RIEEIIRITLT r AT —BIEEOIIL L BRI T & OREIZ SN T

)l
(RSZEFE v 2 — - SR

(B ko7 v 27 —BIEMREEIR, M CTHRITIC LB R EDS 20 7 E DR D &)o 7=,

ZruzxtL, U7 A L PCR ZHWAHIELEIL, a7 Ix—3 g MRS, flifE Tl E &1
RRENFRETH D, AlElivbiud, BB iERF] O NHREE T DAk & BIBRIEARD & %znu@“
F & B O T v A T —BIEMHEZJIE U, AR EAR 7 & OB A et L7z,

UFE) IE U=k, Ak 13 B, YIBREEA - 2 ], AR K OWIBRIEAS : 10 B, &%, (1)
AR L 72 Mk 2 Quantitative Telomerase Detection 5 »  (QTD) # ™ Lysis Buffer Ti&fi#, (2)
BCA LI TH "7 EEEZNE, (3) MikEiE L QTD Premix s t, CtfEAHE L., QTD
X v NHOEEYEN GHE LT 1 A T —BIEHEZ K 7,

RER) IERRESHER O T 2 2 7 —BIEMEfEIEX 0.001+£0.001 amol/x 1, FEESFHKL TIiX 0.165+0.218
amol/u1 TH ¥ | IEFKEIHAGR ClrImed TR ¢, FEEHHLE CILFER I2EETh - 7=, cStage Bl TiE

I: 0.465, II: 0.024, III: 0.163, IVa: 0.197, IVb: 0.070 L =X LR T, IEH KBRS

227 —BIEEZIEE A LR, H%%n‘ﬂ"fﬁ%f ITHEBICEMETH o7z, BRI CIIEEITAEL _m1
Hot, ERMEREE UIBEAROEMEITIFIE B Lz, TR EOBETAD LA 1 0.194+0.239,
AAFH 1 0.033£0.056 & FET-HITHEIC .%1 Tholz,

(ffam)  ABICXAUTEREB TS, EMICT v A T —BEMHEELZHETE 5, S BITERZ &7
2Lk, PERTELTOIGHbAREEE XD,

B2 E3
1) % 116 8] H ARSMVEF 22 E M ES(2016)1C TRE,

BUE b HREAZ SR T, B LWELE—ERIENATFREE 2720, B ITIFIFRIED T & v iRt
/C\—é—o
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59. RWEERIZRT HEMETHIR T & L ToMmELEERIEOZWHE

KifFake 1 PaRFMESS 2, WEHIAC T 10 AT B 1 BOF SRR L IR 20 TR
CNTRERRE > 7 — - HedsAEN 2 A ATRERE 2 — - RERERD

(AR SPERRE R, BUEZ & 0F L7ZBRITITBEEMIZ R Y 5 2 ILEMBERIYE TH 5, mrLmeim
HEFIUEDOZWHRRICE N0 b, AVEIRERIZE T 2 BRIIP LTIV, 4RI gL
EDRMERRE 22T D EMAEIC BT 2 ZEMEIC DWW THRF T2 Z Lz AL Lz,

(FiE) 2014 FELARE, MPe CIRH & 52 1) 7okt 118 SEBI(M:F=79:39, V¥ 75 %) DA ILAE & % %t
SUTHB TR 27 o 72, 2B L OYRIEIE Tokyo Guidelines 2013/2018 (TG13/18) (2 bife\ » TAT
o7z, HIBEEBEOZD, MERAR JOMEREHI ARG ICERE (2 'y b)) Sh, iR
(n=50) 3 L OPaME#E(=68) (2% Lz, Mg AR O Mikss 2 s34 22 melx ROC Mg ic
TkIhoi,

) 1.TG13/18 12 X 2 Ak REE I, 118 A, BEiE, PEIER L OME T/ 425 A, 43
ABLIONB0 AN ThH o7z, 2.BHAEE RO MRET G MESRIXEE, HAAE R JOMRIE TH % 88% | 44%%
F* 18% Toh -7, 3.ROC T OFELRL, MiFFLELME O Hi#R T EfH(AUC) 1% 0.75 TH V. CRP 0.62
IR THREICEM(p=0.00) Tholz, 45567 >~ A 7 EITIEEE 18mg/dL (&% 65.3%., FrHE
58.8%) CTdh -7z, 5.IMIEFLEEIE 18mg/dL 35 X MG~ 1 HLy b =l 3ng/mL UL EE#AEDE D
& FEENE (BYER X OWPEIE) (2B 5 MR BEICxT 25 AUC 130.68 TH V| JEKEE 64.3%
F O 72.3% ThoT-,

(B2 AR ALEE 18mg/dL LA EORWERAE JBE 13, BREEIC L O FRmEDR U 27
ThodLELLNI,

(ham)  ABERFOMIEFMEICER T2 2 &Ik RYOE FLF—Y 283 55 ) 27 BE 4R
W BT, TGI8 IS v R =V AV b2 XV AT D ARENREZ b,

(FRFREE]

1) Kifshed. PEEPREFE, WRMBAL . M EREE. AP ER, IS, FifeAN. & 58 B A AHE TS
TR, Bk, 2022/10
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6 0. JERMEMmYEE M2 285K T GATA1 OEERILEERE D fFRIA

TR LA 1 IIARBE 2, B
(g - fife 7 avs o 7R, 24 ARERD

(AR)  RMERT T /2> 77 I —€ (ADA) #MEFEAE (OMIM 102730) 135 RIER MAER i

(CHA) O THhiZe T Toh D | BEIZ 4 FROBLPEE SN TWTZR D, Fox 13RI 0% Kk
WML & W Sz AR AN B A ADA SBRIFEANE O 7= 720 F & 2Wr LT, @R TN OFEF,
ADA 5 T OEENERIT7/2< . GATAIL, ¢.920G> A, p.R307TH O I At o AR NFE iz
2, EMREEERET (TF) Tho GATAL TR MER OB EE R E A > TN D0, FFED Y
AHEIA T L FEAEA U CHS A HIIT 5 B A B = X A%, 22 H2ICH S TOR0n 9, K
XTIk, EEEIEFEFZEIC X DT 21TV, GATAI @ R307C/H R A AERIZE-THE R &N
%, ADARREIFEAZ 1S CHA O—JFEUIOWT, ZOFRIEA D= A LEHLNNIT L2 EH#HME L
776

(J735)  ADA BREIPEAZFES CHA ERNICX LT Y — A XD target-captured sequencing

(TCS) it 247 72 o T BF B IR 2 BRHL U | in vitro THRIMERR~D 53 LR % T L 72, GATAL
KABAISHR G1E 3 XU G1E-ER4 # MW\ T, ZRA GATAL OEREMNT 21772 -7, B4R (WT) %
AR GATAL # /87 B2 BT 5 b MRFERYIAGHIILTS L OSIAERR 2>V T RNA sequencing
(RNA-seq), assay for transposase-accessible chromatin sequencing (ATAC-seq), chromatin
immunoprecipitation sequencing (ChIP-seq), CUT&RUN, and single-cell RNA-seq/ATAC-seq %
WT GATAL 7 m~ F 2 BT 7 7 ¢ — )V OfiRHT 24772 5 7=,

GiEF) R L7= 3 %% CHA ® 9 5 1 41T p.R307C/chrX:48652248 C>T 73, Fhx DIEH| A & ie
2 T p.R307H/chrX:48652249 G>A DA FNFEIE Sz, R307C £ B KA K23 OB B Ri7SEM A
EARMER RO SHEAH] S AL, HIEOIR NSO RED AL AR BTz Z & 0 bR MERE LR -~ =
7T LOREEDNRIE ST,

BE B IO M —o# i R307C/H E7213 WT GATA1 OWT I Z4NATEICRBL S5
& WT T & RIMEGRA~D/MURER S LTz, 5T EA L7z R307C ZRBHEMILOEE 717 7 A
VR LIRS R. GATA1 WT 12%59° % R307C 35 L OV R307TH £ BAK D T RILLITE L —% L
Ty /2, R307C/H H ML Tl WT 3B AL & b L C ADA s F5Bl&E) BH L, — 5 TR M EKE
KOOI BB 2R AR MERE &7 L 7 7 a B UBIR T, ~ D ESECREEE R T ORBLAIHE ST
776

R307C/H ZERNFAET 5 fEiIE TF 56 Fr Bk 2 SR8 3 5 5 8 KARZ MEE L (intrinsically
disordered region : IDR) PNIZNZE L CUWND A3, IOyl & B &E0Hrc X 2T OfEF, RIFRIZE
HT D EEZEX LN BFIIME SN/ oTe, Fiz, R30TC/H EBERII TR SNAEERIES 7 F V%5
YRR LTV B3, RN TO GATATL FHUE 40%54 L, HIfaE CidsEin L <Tuviz,

BA—#MiE ATAC-seq f##TI2 £ . R307C/H i, GATA1 7 v ~F v HGPLRDOEK T2 b a5 & =
L. ZHIC - TEEARRMERFFRAVBIS FRBLOEE 2 5] & 23 7R /R S 7z, ChIP-seq @
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FEH. WT & LT R307C/H @7 n~F 2 HHRIZZETIFICEBLLTEY, B FEEOE(/R
H— CIFIFE—E LT,

(5%2) CHA OB Z "9 GATAI R307TC/H Z RARDHEEEMATIC L W . GATAL1 @ IDR 23, i)
RENRIEL BER 7 a<F o EfETTEEICT 5 BT, BELAOINETH LN TV & E 24
STWHZEEHLMCT DI ENTE R, ZNOHDOERKRBFEAT DENRRBUCH L 5. 2 HIEH
BETZ2XBT 5, FFED DNA BLYIE T — 7O OB RHEIIMER SN2 o T2y, 7 a~TF o b
PN ORI LV RMERIE X X7 B B VBB T ~LEGHGREER, £ OftiR M ERE K5 b
BePEDEREFRENR 172 & OB T REORBUL TAE Z 0 | ARMERO RSB L ORMA5 &2 S
B EEZ LN, T ORERILEE 2 TR G RMECH ST 5 IDR OFEOBREEEZ2 B L TNWD EE
bz,

(#5m)  GATAIR307C/H ZRIZ L HARMERMEEE I X O ILIIZREDZE L, 7 v~ F o Gl
DEAL, JRFTHINCEL Lo 2 R B BRI ELRTIETH Y . M bO R 5 BpEIC BT 5 i
) 7p i s 13888, C K IDR O EEFEILZ 7 LT GATAL N IEMEN ORI n~TF v & HILL T
WD ZEIRIET D 2 E RS LT,
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