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B. fMifHeat-shock & (HSP) 60 Ofi  (IRREHE30H], # s REE1661)

JIIE P 2P E Mg TR B D B D & P48 L CU /- Acinetobacter 4551 HSP60IX, ¥ Hxtf
FEOMIFEF THIFERD Hiv, JNRHHIZRB W TRENICMPICRE S 2EA w2 2 &3 T
ot

Acinetobacter t, L < |ZNesseria HSP60? B4 M iR HZRIL, JIIFHREET10%, SEXTHREET
6NFEE TH -7,

C. MHEHR WK OMIE B O (IRHREE3LH], =S FRE23451)

HEEH O O EDOHE TR OFIEIZBI 532 & HEH L Ty /- Neisseriald DML, FifED
HLOTH >N, MEEEFEICIEN.subflavallix b+ b O Th 7=, Ll F@EiE, )
W75 e R HEOH IR E 12 1 36.0% 48 =R 138 £ - T /=73, Fisher's exact test CIIHEHAIA E#41T
R LR o7-, —J. Enterobacteriaceae DB s 113 IIRFREE COLMH S, PR ExHREET
XU &> 72, Z DEnterobacteriaceael5 AR AR IZ 3517 2 R FEY) O M FEBLS 2 f# b L
7o & 2 A 114H5411%, Enterobacteriaceae family, 6/]iZPasteurellaceae family(ZJg L TV 7,
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KPBEEDIMIE T T HFRD H iz, MHIAL SWKIZIS\W T, Enterobacteriaceae O i&E s 113 IFHFEAE T
DI S, REMIREE T R SN2 0 o7 2 B id, RS OFREFIER L OVHBIIRE A 72
ERrEA R EIHEDORIEIZ Z N6 OFHIBE T D2 ME NS EET 2 RN SV E B2 bz, S%IE.
ZHEDOHMEIZOWNWT, B>, SHITKRLNLVORIEEZRLDL TETH D,

G MHEEY <V _E D Enterobacteriaceae £l 13 IEHISIEITA] H DB %A 5. 2 T\ 5
AREME DN IR ST,

(k)

1) Nagata S, Yamashiro Y, Ohtsuka Y, Shimizu T, Sakurai Y, Misawa S, et al. Heat shock proteins
and superantigenic properties of bacteria from the gastrointestinal tract of patients with
Kawasaki disease. Immunology (2009) 128:511-20. doi: 10.1111/1.1365-2567.2009.03135.x

2) Nagata S, Yamashiro Y, Maeda M, Ohtsuka Y, Yabuta K. Immunohistochemical studies on small
intestinal mucosa in Kawasaki disease. Pediatr Res. (1993) 33:557—63. doi: 10.1203/00006450-
199306000-00004

(T 3]
1) Nagata S. Cause of Kawasaki disease-From past to present. Front. Pediatr., 05 February 2019 |
https://doi.org/10.3389/fped.2019.00018
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AR RIR STV A, T D A T = X NI DR STV 7R, BRI, 7 A L AIZOW T,
BER DIFIFIREIEIE TIERED 0.07% L FOTA LA LR TX /AN E SN TEY . £HDO YA LA
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THAZT ) L gy NTUITICE D M, BEEDUSMIT AV ADRRIS FTRE L 72 5,
AWFFETIE, M RAARE - RIS N DAY RO % RT3 5 2 &L C, UA VA%
BT MAE IR AEY OWRR%1T 5,

U7iE] MRk & Mg SR 2 L, A2 MildoBRELHEEZ, it L7z DNA 3 X O'RNA @
W27 27 S =R TN LT A 75 U OFEAETT 5. RKECREMAEDIHITZERT & OILFERFZEIC X
V. 572 DNA, RNA 7477V &, E3WR—7 = —2HTIITT 5, Bon7zislo
AT ) T = a v~y B 7B ROMRERRICE 01T 5, MEREERRRIK L, #EHEAN=
kv — L HORBRR DO [ TR IR & 2 T 5, AR, R mBEE B oK KRR
51 5700) ZXZ T THIAT L T\ 5,

(FER) 2021 4 9 ABUMEDORER T, M REH RS 17 o 70 g REFE BRILG 22 ¥
T AN s a— VSRS 11 v A= 2 b e — LRI 12 2 7LV ORI
107,

BUE, MRIROWIRZED TIRY , 7 —F O - fiftih Th 5.

(B2] FEEEOH LML EIHTIE., Ho2BEERLETH Y | T D BIRIE Ok
DB TH D, +oat 7R 21X, mEROKFEI X DI8EY#HE OFES T & OB
ClZonWThbmata DT\ EEZTWD,

(Fam)  AFZEDO L ST, F=MHAR =7 2o —2 W EKE R A 27 7 LiEa VT, ER
(ZBIT D U A NAREEDTIRITIEY R ORER DR 24T - TPl RIS | A RFEIEA =X
LOMFINCEEDN D Z ENIFF SN D, Gl SRS RIKOPIER O 20D 5 TETH 5.

(& i 3]

1) Miyabe C, Miyabe Y, Miyata R, Ishiguro N. Pathogens in Vasculitis: Is It Really Idiopathic? Jma
j. 2021;4(3):216-24
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(B EMEZ e, ARREME M/ MR ISE, ISP BRHEIE O R R {5+ & LT, 2005 4 JAK2V617
FBITERPEAL I, CALR, MPLEBT72E RIAN—BERTEROFERIZLY, ZivE TERE
BRI R & Wb T e b O, B HIEIEMEIES IS SN D K 5127207z, Fex 1XLIRT, FRRsMEAR
MEREEZIE E M STV D 00 Y JAK2VE17 Figin FE RN 15%REERD Hivd 2 L 2wt
L7z D, Z0Ot%, FRVERMERIEZIE & W SN TIEBI D7z, JAK2 Exonl2 28 REGVER]HF880 5
N5 ZENRWE SN 29, BEIIANE b U fEiE JAKZ &in A RO 81T TH BEME L MmE &
DWITE D L HITHERERE ST DR, RRTIX JAK2VEI7 F s AR E TLORENTZ
TWRWONRBIRTH 2, JRERAIH OFR MLERIE 2 XFRr MR MRS ZE & W STV o8, 7 m—F
JVIRIEM OFEANEE L < | RIS E S35, 7 a—MHoEm o BEOFER &R RS - OBEE N
RHHNTWD,

(FIE) %1443 2008 FELISEIZ JAK2VE1 7F 8 in 122 R EME T, 2 IRMEIRMERIE 2 O JR K 23 FFE C
T IRVIRIMEREE ZE & 2 S 47z 10 Bl DWW T, JAKZ2 Exon12\Z-5W T direct sequencing CA D
A HEA G~

GRES) & (B2) JAK?2 Exonl?2 % BIREEF1X 10 BlafClattcdh o7z, JAKZ2 EinfFarto
ISR MERBE 0T 2 e U BlME TET?2 % & ¢s EPOR. TET2, ASXL1, EZH2, IDH1/IDH2, DNMT3A
DERIZONTHREFTTH 5,

(k)

1) Kentaro Yoshinaga A Naoki Mori A Yan-hua Wang A, Kaori Tomita A Masayuki Shiseki A
Toshiko Motoji JAK2 V617F mutation is rare in idiopathic erythrocytosis:a difference from
polycythemia vera. Int J Hematol 2008,88:82—87

2) Pardanani A, Lasho TL, Finke C, et al. , Prevalence and clinicopathologic correlates of JAK2 exon
12 mutations in JAK2V617F-negative polycythemia vera. Leukemia. 2007,21, 1960-1963

3) Percy MJ, Scott LM, Erber WN et al., The frequency of JAKZ exon 12 mutations in idiopathic
erythrocytosis patients with low serum erythropoietin levels. Hematologica 2007, 92:1607-1613

4) Delhommeau D. , Pharm.D., Dupont S. et al. Mutation in TET2 in myeloid cancers. New Engl L
Med. 2009;360:2289-301
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(H#9)  Pregabalin IZENALLENET LS 7 WF v KL D o 2- § subunit DFELEHE L TOEM 2
5. Ca A 4 OMIBNTEAZIEIT A2 L T HK I ViR P OREBNT X ) BROFEAZIEIT 5,
Z v b RAMENR KA BAZEE T L 2B L. Pregabalin #¢5:1C X A EEOBL E Z D A B = X LI
WTRRET L7,

U715)  uf#%EE 7 Vi3 Sprague-Dawley 7 » h(250-3002Z8\\ T, I KIMENRZ PHZES 2 = &
\Z X W 1ER L7= (Kobayashi et al Neurol Res 29: 884-887, 2007),

Pregabalin (1 [F1# 58 10 mg/kg) 13, AMREZE(ERLFIH% CHIEISH 2V FEHRIE G U=, IMEZEER
M5 24 B ICHRRFT R, (forelimb placing test 35 50" hindlimb placing test) Z#Ei L7=EZIZ
sacrifice L, TTC Yefa (2 CTHRIZERIRE 2 HIE LT-,

(fE%)  Pregabalin O# 5 8% 10 - 20 - 30mg/kg Tt L7=, 20 « 30mg/kg #% 5-8F TIIFFIIRRENS
AL L7272, R4 L7-, PregabalinlOmg/kg # 5-HEC, MM ZEIERFZ BEZ S - 30 0% &5 TRt
L7c, BE#&ZBEGH T, caudoputamen fEIEL CHEZER DM/ N2 FRD T2 M3, cortex FHIK CIX A E AL RD
otz 30 D 5RETIL, caudoputamen - cortex fEIE & b ITHEIER OF B ki N7 1=,

cPLA2 % W= 9 tt%47 95 & | necrotic core TliX, =¥ b —/Lff « Pregabalin B CE HIC
cPLA2 OB TLHE L Tz, — T, Penumbra [ZfHY 3 5 peri-infarct area T2 > f @ —/LFET
T cPLA2 OB TLHE L T 223, Pregabalin £ 5-8f Tl cPLA2 ORIANA EITIK T L T\,

(B%)  Pregabalin (%, BAKFMEI N T LT ¥ RV a2- § subunit DEEAITH Y | AN
CaiRED EHZMEIT 5 Z & T, cPLA2 2/ Lo RS 2406 L T\ 5 LR Sz,

UiEdm)  2WEHINFEZEIZ B T, Pregabalin (% cPLA2 %/ L 72 HIJELNE T Penumbra I T O
fafsEE 2 S8 5 EE 2 bz, 4%, Western-blotting =° RT-PCR fi##T & BN L. F£7-. sPLA2
%41 L7 microglia ® penumbra f83&k CTOIEENZ OV TH AL THRFZED L TETH D,

(k)

1) Sato S, Kawamata T, Kobayashi T, et al: Antidepressant fluvoxamine reduces cerebral infarct
volume and ameliorates sensorimotor dysfunction in experimental stroke. Neuroreport 25: 731-
736, 2014

2) Suzuki S, Kawamata T, Okada Y, et al: Filtrate of Phellinus linteus broth culture reduces infarct
size significantly in a rat model of permanent focal cerebral ischemia. eCAM, Article ID 326319,
7 pages, 2011. do1:10.1093/ecam/nen091

3) Kobayashi T, Kawamata T, Shibata N, et al: Angiotensin II type 1 receptor blocker telmisartan
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reduces cerebral infarct volume and periinfarct cytosolic phospholipase Az level in experimental

stroke. J Neurotraum 26: 2355-2364, 2009
B33

1) PRz, AR, JIMEE —. T v PR RIMEIARKAPAZEE T MR D7V H AR U EEIZE D
TR R OMTE. 5 37 BINZE R, fEh, 2014/3
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3 5. Facial nerve regeneration with bioabsorbable collagen conduits filled with collagen filaments:

An experimental study

Nami Hayakawa!, Hajime Matsumine!, Kaori Fujii!, Hironobu Osaki2, Yoshifumi UetaZ2,
Wataru Kameil!, Yosuke Niimi?!, Mariko Miyata2? and Hiroyuki Sakurai!
(1Department of Plastic and Reconstructive Surgery,2Department of Physiology, Division of

Neurophysiology)

(Purpose] A bioabsorbable collagen conduit (RenerveTM) filled with collagen filaments is
currently approved as an artificial nerve conduit in Japan and is mainly used for connecting and
repairing pe- ripheral nerves after traumatic nerve injury. However, there are few reports on its
applications for reconstructing and repairing the facial nerve. The present study evaluated the
efficacy of the conduit on promoting nerve regeneration in a murine model with a nerve defect at the

buccal branch of the facial nerve.

(Methods] Under inhalational anesthesia and microscopic guidance, the buccal branch of the left
facial nerve in an 8-week-old Lewis rat was exposed, and a 7 mm gap was created in the nerve. The
gap was then connected with either the nerve conduits (NC group) or an autologous nerve graft (the
autograft group). At 13 weeks after the procedure, we compared the histological and physiological

regenerations in the both groups.

(Results] We found compound muscle action potential amplitude is significantly larger in the
autograft group (2.8 + 1.4 mV) than in NC group (1.3 + 0.5 mV) (p < 0.05). The number of myelinated
fibers of the autograft group was higher (3634 + 1645) than that of NC group (1112 + 490) (p < 0.01).
The fiber diameter of the autograft group (4.8 + 1.9 mm) was larger than that of NC group (3.8 + 1.4
mm) (p < 0.05). The myelin thickness of the autograft group was thicker than that of NC group (0.6
+ 0.3 mm vs. 0.4 + 0.1 mm) (p < 0.05). G-ratio of the autograft group (0.74 + 0.19) was lower than
that of NC group (0.79 + 0.10) (p < 0.05).

(Discussion] In this study, the efficacy of the collagen nerve conduits was found to be inferior to
that of the autologous nerve grafts, and as a possible reason, the implanted collagen nerve conduits
might be degraded and absorbed before the conduit expressed its nerve- regeneration promoting
ability. Another artificial nerve conduit (Nerbridge®) currently used in Japan is found to be degraded
and absorbed for several months in vivo, because the artificial conduits are made of PGA. Since the
conduit used in this study was made of collagen, the degradation and absorption rates are higher
than those of PGA conduits. Collagen is degraded by proteases, gradually digested, and absorbed by
the tissues surrounding the conduit, and the rate of absorption varies by the implantation site and
temperature. In this study, the conduit was implanted under the facial skin where a high blood flow
accelerates the tissue ab- sorption of collagen of the conduit. The necessity for the immobi- lization

of nerve regeneration site after artificial conduit implantation is proposed by Lohmeyer et al.,
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suggesting that a 2- week-immobilization is essential. In this study, however, the body movements
of rats caused by chewing and swallowing food immediately after implantation were unable to give
a stable envi- ronment for nerve regeneration, probably resulting in the sup- pressed
neuroregenerative effect of collagen conduits. Therefore, in humans, resting for a specific period of
time after surgery could be effective for enhancing the nerve regeneration in the implanted collagen
conduits. In addition, the amount of collagen filled in the lumen of the nerve conduit used in this
study could be insufficient to induce Schwann cell proliferation.

Autologous nerves are an ideal nerve regeneration-inducing material for motor nerve reinnervation,
because they have a strong connective tissue covered with the basement membrane, which makes
the autologous nerve extremely strong, and they contain many Schwann cells enhancing nerve
regeneration. Therefore, for finding ideal materials for artificial nerve conduits, specific cells as
replacements for Schwann cells and growth factors are studied. Various studies report that the
injections of stem cells and growth factors into the lumen of artificial nerve conduits improve their
regeneration-inducing abilities. Maki et al. create an artificial nerve conduit of which lumen is filled
with a cocktail of cytokines secreted by skeletal muscle-derived stem cells, implant the conduit into
a sciatic nerve defect in mice, and find an enhanced nerve regeneration. In the authors’ previous
studies, for improving the neuroregenerative ability of the conduits, hybrid- type artificial nerve
conduits of which lumen is filled with adipose- derived stem cells, stromal vascular fraction, and/or
dediffer- entiated fat cells are prepared, transplanted into a defect of the buccal branch of the facial
nerve in rats, and observed to enhance the nerve regeneration. Although the highly
neuroregenerative ability of conduits containing adipose-derived stem cells is attractive for treating
the nerve defects, the prepara- tion process of the stem-cell conduits is quite complex and requires
long time and high production cost, which could reduce a will- ingness to apply the conduits to clinical
practice. On the other hand, collagen, which is one of the main materials for making the myelin
sheath, plays an important role in the process of nerve regeneration, and collagen conduits filled
with collagen filaments are found to give a suitable environment for nerve regeneration, and the
production cost of the collagen conduits is expected to be reason- able as medical devices. Therefore,
the collagen conduit used in this study is expected to be a handy medical device for reconstructing
pheripheral nerves. Since the neruoregeneration ability of the collagen conduit in this study was
inferior to that of the autologous nerve graft, for enhancing the neruoregeneration ability, various
low-cost stem cells and growth factors will be investigated for incorporating them in the lumen of

the conduits.

(Conclusions] This study demonstrated the efficacy of collagen nerve conduit for facial nerve
reconstruc- tion following nerve injury. However, the effectiveness of the conduit on the promotion

of nerve regeneration was inferior to that of the autograft.
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3 6. MG E %D DNA HIENE DR

PEEFER - 1 Fde V) 2, AL 2
(VIRBRE, 2fifil (Fhig oy FIERES 00 9F))

(AR MEEEERO&E DO Miller 77 70AE% M G720 T » b OMIRETERIIG TIT#hERC DNA
BEICETEZ SRVl L, KT v b T, MEEER, Maller 77V 77 (3H5ERFIC DNA #BES
FaRl, AR 9, £ THEOEEICEK T 5 DNA BEISE DRBLRE LT,

(i) FRMRRENICT R P =2 2F 5T 57 /0 F L{EHIThH 5 N-methyl-N-nitrosourea
(MNU) % 6 #iin, A4 A D Wistar 7 » MIHEIEREAE S L, &5 2 BRICIRERZ /M L TRl 7
aREEREZITV, BEMEND 0, 1, 2 ARICEE Lz, WM LLMEEZ 7 X LvT 5720

5-Ethynyl-2'-deoxy-uridine (EdU) % Hi~EINL 7=, Bz ATM BEARMNZ L (2> ha—)
& ATM FHEA] (AZD1390) O 5 > (1 nM, 10 nM, 100 nM, 1000 nM, 10000 nM) % ZhZ i
ML TEE L, 554 1 B B (Day in vitro; DIV1) & £5%#% 2 H H (DIV2) ([ZZ N EEE L7, AZD1390
I3 ATM @ U U RAEIHEAITH D720, ATM HEFI DR REZ A D102 U ffk ATM (pATM) T
BER A E T o7z, Miller 7'V 73O~ — I —Toh 5 Sox9 & W THRIEGAEITWVEEE L 72,

(5] ATM FHEAIZRML W=y he—Lo DIVL &, DIV2 #@iE Tl Maller 7'V 7%
PATM HUikGE72 ~ 7=, —J7. ATM BLEFIGSIIEEE 100 nM LA Eo#EE ¢ DIV1 § DIV2 ¢, pATM #t
{RIZBENE T > 72, ATM LA E OV 1nM, 10 nM id = > b 7 —/L & Rk pATM kB T o 72,
OF Y BRE T ATM BN EREVEC ATM O U VBEBLEDNR D H 5 2 & B hoT,

KiZ, DNA {555 T ATM O Fiftl Jfﬁf% EA R H2AX OV VRl (YH2AX) 22 LTW5
DGRIERARRAL R LT,

ATM FHEAIZ RN L T = b —/E DIVL § DIV2 OfEh s Miller 27V 713 yH2AX Bk
7ol £12. ATM HFEAIZRM LI O TTH 2y hue—/LEFEEKIC DIVL & DIV2 OfEET
YH2AX (572> 72,

(5%%)  ATM FHEH] (AZD1390) 1 Miiller 7'V 70 ATM O U Vb % SR R AFPEIC B E L7223,
E AR H2AX OV VERfbAZ 2L TWeZ &vh, DNA 5 IE ATM DISMI B OFRREE AN N T
D2 L DR S LT, BIOREEE & LT DNA-PK 232605 515 O T, 413 ATM 721) Tid7: < DNA-PK
b RIRFICPRE T 2 RO ML TH 5,

Uitam)  ATM FHZEAI (AZD-1390) X Explant #8E Tl 100nM LA EDEE CIHEDRI GOSN D =

Mo lz, LinL, ATM BHFEAITZ T T3 DNA #EISE OFEIZ ST, OREIENTWD Z
LR ST,
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(STHK)
1) Nomura-Komoike K., Saitoh F., Komoike Y., et al (2016) IOVS. Invest. Ophthalmol. Vis. Sci. 57:
1169-1182
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3 7. RNA F¥#adr Lotk C5 FHMIEIC L 2 T v NEBAHTIRBEE R HHE SES O #0

AR T 1, MEETE L R EORE 2, JCHSRRRR 3, SRR K 40 AR RN 3, FadhTaE 8,
Ailize L MR L AR L SIHRIG s, MRk !
(UIBIREFRL, 2P seditE L o 2 — 3 RSt LFZERT. 4 = — YA MRS AT SR AT

(AR PURBTERMERESOS (AMR) (3, 6l EE L SIBBRIEDNHENL ST, BBE O
B EEDTERIFR L 72> T D D, ABFJEIE. AMR OEERFDO—>& L THRE STV D HiIKRK
FEPED N B RS 2 RIS N9 5 72 D1is, T OIERY & U TSRS O T0py Th % Ch ICER
L. C5 x4 257 T4 RNAJNRE T /K5 (C5siRNA-LNP) 2007 v MNEBAEET /LIZEBT
% AMR ~OA M2 Rl 2 72 DAz,

(i) vivEx=r hELTLewis 7 b (RT1) % K/ —& LT Brown Norway 7 &+ (RT1n)
A LT, T~9 DO L e M R —RE 2B L CREIE L., BiEE 4 BICBBEZITo 72,
C5 siRNA-LNP |3, BAERT7 HIB X4 A, BAEYE A, Biatki3E 1] 1.0 kelkg & HlRAR G L7,
BAitz 98 H £ THIZ2 L7=, C5siRNA-LNP O RTEMEMSIL Lewis 7 » b & FHW o itk CiEsd L
7o V7 =7 —F siRNA #4| (Control siRNA-LNP) ZxtHEe UM L7,

(#E%)  C5 siRNA-LNP % 1.0 mg/kg Hial#& 5 L= & 2 A, &5 7 BRIZIET v MEMIEME AR
TEMEOHIE BAZME T 5 20%LL FICHH] Siu7=23, 14 121213 20%LL E L 7e 72, La L, C5siRNA-
LNP %4 1 [0 1.0 mg/kg #5925 2 & T, 7 At: b BIEMELL T Akt L CHEFF L, B 2 MR E TS 5
(S IMIEPEME T L7z (R 1),

#1.C5siRNA-LNP O 528 LUHRE5ARICK DB MFEEDLHE

Hemolysis (%)

Number  Dose days post-administration
Treatment . Dosing
of animals  (mgkg) 1 3 7 14 21 28
Control sRNA-LNP 3 3.0 1009+1.1 97440 96.8+3.7 943+45 93321 101 £4.7
3 1.0 single 70.4+£2.8 32.1+£54 164+13 229+£30 456+31 80.1+£3.1
C5 siRNA-LNP
3 3.0 66.0+1.5 20.9+0.1 114+£07  165+12 29717 758+0.9
3 L0 once/week - 35462 17.9+0.6 89+0.3 9.8+ 1.0
C5 siRNA-LNP
3 1.0 twice/week - 429=+34 8.7+0.8 6.5+ 1.7 7.1+1.2

Data (mean + SD) were expressed as a percentage of hemolytic activity pre-administration of each rat.

7 v b AMR €7 /MZEBT DB OABF I ~OR RISV TR L7z 5, C5 siRNA-LNP Hijl
(CCEEMIRI T RfE (MST) : 7 H) & Untreated # (MST : 8.5 H) OMICHERZET R o7, RIZ,
Y mARY Yy (CsA) ETAFTAR—=HY v (DSG) PFAHRED C5 siRNA-LNP O hEIZ 2N T
#F i L7z, Untreated Ff & CsA Bt (MST : 9 H) & L <X DSG Bt (MST : 14 H) O THER
2172727, C5siRNA-LNP+CsA fffH (MST : 12 H) F£721% C5siRNA-LNP+DSG ffH (MST:
17 H) 1%, Untreated #EIZ LR TAEHIMMNIER L7z, =512, C5 siRNA-LNP+CsA+DSG @ 3 #l
ffH (C5 siRNA-triple therapy, MST : 56 H) TiI X W BHELRIEREZIRPRBO Hiv, 2 2 FIPFH
& & iz, CsA+DSG ffFH (MST : 15. 5 H, P=0.0010, =7 7 7 &) # LU Control siRNA-
LNP+CsA+DSG f}ff1 (Control therapy, MST: 21.0 H, P=0.0012, =7 7 7fE) &HEXEHO



B AP BlES T (K1),
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C5siRNA

CsA
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C5siRNA + CsA

C5 siRNA + DSG

CsA + DSG

C5 siRNA-triple therapy
Control therapy

BRAETE (%)
T

p=0.0012

>

AR R RRERR

01—
0 7 14 21 28 35 42 49 56 63 70 77 84 91 98

BERiERERC A)
S RN R A

CsA 0.3 mg/body/day, infusion pump, sc
DSG 0.75 mg/kg/day, daily (day 0-7), sc

X 1. C5siRNA-LNP DR EBE~NDMRERERTC21—)L

(%3  Cb5siRNA-LNP (3, HlifEM: 2 s 2 W iliE 2 BEMELL FICHERF L. 7 v F AMR 2B
W CEEFSRE IR A O CsA & DSG #0735 2 & TR A AE WM 4 B35 128 L7z, DSG 1% B ##
RaD AR PUREAE 22 2 & 9, £/ CsA X T MROTEME(LZLE T 5 & & bIZ IL-4 EEAZ
Hild o2 & THREAICEL G20 ZEPMESN TN D 9, ABFEORRIT. 2 b o5l
HEHTFT Co BBLZMHIT 52 LT AMR IZ K 2BME AL BN TE S lREtt 2R L, BREEZ D
AMR (2 C5 RNA TR ANTHLZ L AR LMD TOHRETH 5,

(fiaw)  C5siRNA-LNP (&, A&ME L7727 v MEBAEETT 20T T e B i & o5 ikie
ZHIHIT 2RBF T AMR 23 T& 5 Z LA R L, AMR OREHIZRIBRIEICIS T D A HlE 002
ek LTHRATH 2 etk a R L,

(&) AR, AMED O 5 17pc0101019h0001 D42 % 51 F 7=,

(k)

1) Sellarés J, de Freitas DG, Mengel M, et al. Understanding the causes of kidney transplant failure:
the dominant role of antibody-mediated rejection and nonadherence. Am J Transplant. 2012; 12:
388

2) Suzuki Y, Hyodo K, Tanaka Y, et al. siRNA-lipid nanoparticles with long-term storage stability
facilitate potent gene-silencing in vivo. J Control Release. 2015; 220: 44

3) Fujii H, Takada T, Nemoto K, et al. Deoxyspergualin directly suppresses antibody formation in
vivo and in vitro. J Antibiot (Tokyo) 1990; 43: 213

4) Ho S, Clipstone N, Timmermann L, et al. The mechanism of action of cyclosporin A and FK506.
Clin Immunol Immunopathol 1996; 80: S40

B33
1) H. Ishigooka, S. Motoi, T. Yamakawa, et al. Successful prophylaxis of antibody-mediated rejection

by downregulation of C5 expression via RNA interference in a rat kidney transplant model.

American Transplant Congress 2021 virtual connect, June 4-9, 2021
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3 8. AFIRICBIT D2 A AF v ORETTHEIZHONT

e R, B Py
(EF S MAMER2)

(B8] NUARFUNLT7 7227 V77 IV =@ T 20WHOMIEEE 2 "7 HTHY . £D
FEBUTEME, DIETR. B, REBEREFMR SICR O, flix ORIEMER RO TORBLITEN
BTV D, DT RTBSHALA~O b0 AR AR O HEAE, 7o 4 OREESMILC b A FE, kR
BRI A L CUEEOERA(EET 2, S HITHERT M —MR&R ., FFRERMERI &Pk, 7L
IR —VEREIRSE . B PETREUE R & OEMESIE DR ATE TORB L ITTE L TV a2l shTnd, U
FAF L OFRBLZFHFET HER T L LTE, TGF-8<° BMP-2 NHI LA TWH A, Th2 BH1 R A D
IL-4, IL-13 28 TGF-B FHEAFHNT Y AR F U BB ZFHE S, 7 LV X — P RIE OB LI B 2%
FIERIELTNDEBEZ LN TS Y, T ORHED BT F B BT T3 5 0 TARRSE ORI R
THRTF & LTEASNLTWD, AR S Th2 HRIETH D IL-4, IL-13 DEE2RH L & S Twn
% 2, Th2 BIIE TH 2 KR ORISR A A F R L TWE0E H 0y, Fitd 71k THat
L7z,

(F1E) AAROE TSR ZEDR o 5 6 SER] & H N RZ IO MR/ L7z E% B TR 6 4

Zxtgrl L CUL T OFIETRE LT,

O B/IEFIHTICS L THR A FERRAEZERICOKREZT GRRE S 2144) Kittfe—
7 W —% T mRNA % R8T L=,

@ Mouse anti-periostin monoclonal antibody(SANTA CRUZE BIOTECHNOLOGY®) % T PAP
ECREGEZ L CRY AT OFRBIFEE % LT L 7=,

@ v /T AMMEORY A ZAF 2 ELISAKIT # HW\W T, XU A RAF U RE%S ELISA THHt L7z, &6
(2, MyEDRY A AF PR E AMEREL, eI, IgE & OO AL ET L7z,

(fR) U A AF O mRNA =— FTéh 5 POSTIN 1%, R — 27 = o H—TARFEEH T IS
IZBWT 2 FERICEWIEBLZ RO T, G Yefa CIIUB IS BRMEZF AR AR o B MM 23 ARFS IR BT B
TEFH MRS LV AEEZ > TEL AbNT, TMIEN) FAF U RETa S br—/L &k L
THEZZb > TRIETH -7z, SHIT, MIFERY A AF REITMTE IgE H LA T,

(BE) Ak T, Lai TSLP O £ pEAMRIE~ 7 v 7 7 — Y L HEFEMa Ch 72 2 & 2l
L7z, Fl~UATEH~YI 77—V RRY FRF U 25U L, DSz~ A F 3 fE~0
/077 —YOWELRME L TRIEALBE L CWA RN 5 Z L RHEShTn5 Y, SRIOM
Ze L0 | BAESEMR N EEEREAE T D TSLP 7217 T2 < BRI N PEAE LT R AR TF a2 LT~
7 a7y —0 TSLP OEATLED YA 7 VRN D[RS D EELE LT,
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(fiim)  AFROEH FTRMARZICIBNT, XY FRF U OpEATTER RO, G oRY F2F
RELAEAEZ > TEA LTV, XU AT AF AIARMFITIIT 27 b F—HERAE OB L 8
FERIZR G L T2 AlRetkEn & %,

(k)
D HEEG. (2017 7 LA¥—  66(6): 792-797
2) Yamazaki K. , Kawashima H., Agematsu K., et al. (2013) Hum Immunol.74(9): 1097-1102
3) Sakitani E. Nonaka M. Shibata N, et al (2015) ORL. 77(1): 44-54
4) Nakazeki F. Nishiga M. Ono K., et al. (2018) Sci Rep 4;8(1):8553

(FRFREE]

1) A, Uk, B REYRICBIT 22U 2 F o ORBUTHOWT 5 1 [\ A AE SE
BET LV —BYYES S &R, 2021/7
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3 9. b MFUGRIMRIZH T % oG DA

AR E
(PERR NFHF2)

(ARY] NRRCHFFEME D MRS 63 D VB EAE D) LIV HUAS AR BR O AL~ D F M
MO RERIRTFT % [fertility preservation] OBEENEH SN TW5, BTl RS2 — R
RFHELTERLTEY , HHEATERWESITH BN BRI D, ZEOHE . IIF42H5
T 572 0I2iE, HEIRFRFE A A Lt T2 Z2fil - 2 BRI B L 720 | BON DI H 700,
—J7 . UNBARRRHRS I IR EOII T2 0N 2F RN’ & VD | HRSRIFEAN SN S TR Y | 2004 41T,
IR HAE R R O BEBMIC KD HENRE SN2 D, L L s, BEBE S L7z IRHLHR T
BAEETDERCZ L OINFPEELZZ T 5 2 L0, BEBIHOBROEMIRO BB AORENR &Y | 2013
FEOHE TIHHIRTH 50 FINAEN L T AT E 720 2, 2015 412 Xaio H3] T NEAEINIE A
ROMNEEER LIRBIR AR5 7 2 L 25 L 9, Bl 28t & LCTHIRE STV D, AREA R ER RIS H
INDZ ERERFENTERY Al AL & ARINEE SN Ol 2175 2 & 2 iYL L7,

(FiE) R FER KRR ER ABHI AR LIFR AR T 2 BE 255 & Ule, TEERE CINELL
BafkltL, vl I oL ZA2 30 b MWETAVT I v FIEEEZBRNLIZ T A RE Y
VERHIIC AL, BEEEICEAT, HERICEATCIIEE 25 lmm3 O K E SITHIYI L, B cBle
LEF L2 iv/-, HEPES #&ffiifk, /v, b MET VT I, PLEEK, T A
7xUr, BL=UAh b RrARY Y rFSH 8Al, 7AaVEUBRERMLIE~ Yy 24 5 ARHIT
8 HMG®E Lz, =0k, 77FE U AZMA, EDHIZ8 HMEE L, k. AT EL T ER
RFMBEB R TOREZRTIM LT,

(W) IREAHH T 2 IR O 34 mMER KO BEIRFE D 37 milothicwt L C Il L7z, JIREE
OERIUZHT=D | JEED 1-2mm THDHZ LA HMRL TTolc, 0%, HEZOBIEAEZIZT L
D, LA DELS D KO ITHTI LTz, 24 U=/ L— RTEF96 Ul & 16 HMREE L7z, K
Bk, BB TICUR 28I L2, BERIREHERT 2 2 N TE o7z,

(B2 AL Telfer b O NTUEWEFFE 2 Hh L7z, FERII 2 MRS 2 Z &8 T& TWhiud,
IR a7 A 1R 2 BRE L35 2 fikioe L 722y, ZOBMEIATO ISP I T2 2 & &l oTe, H5EMD)
DI=OITIE, FEJMEORE LY EFHFMBIIARZ < GEN TV LMD ORBMPEETH D BT,
SREREELIT 1-2mm D S THMUIZ HNRICINEEFRE B2, IR AR, #rifE & 2> TRV | JFInIN
IREE I WERIRDEITALE T 2, WIRTOBINZRETH Y | ZODPWIE AR L LT O/MI%
BT 5 Z Lk b b,

(ham) AR 2 RO CTHEEE LAGRIR 72452 2 L AN ATRE & 22 4UT. TS AU ¥ 3o /8 — | DRI
THAREMEZEDD Z ENTE, o, BERAETREAE R ORI LT U7 migiiE & e
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D18%, &BIT, KATOREL, HEIIT~ORED A D =X MRPIOKN &2 %, ERMERORE
D, BIEHEETIREED TOE L,

(k)
1) Donnez J, et al. Livebirth after orthotopic transplantation of cryopreserved ovarian tissue. Lancet
2004, 364: 1405-10
2) Stoop D, et al. Fertility preservation for age-related fertility decline. Lancet 2014, 384: 1311-9
3) Xiao S, et al. In vitro follicle growth supports human oocyte meiotic maturation. Sci Rep 2015,
27;5:17323. doi: 10.1038/srep17323

4) M.McLaughilin, et al. Metaphase II oocytes from human unilaminar follicles grown in a

multistep culture system. Mol. Hum. Reprod. 2018, 24(3): 135-142

(& 2 3]
1 Ak E. (2020) b MEIRIIREORIMNERIC K0 1S 52 I8F OB BRI, FREE AT A

HDIr. F 5 5 52-53.

R - RS — ATRLR PR — Fe R IR e — Bl 2T el — B IR — B 2P -
RSN - IRELAH HH— JFUARTR L O (RS R - R EAIE T O (RS 5538 — pE IR+

H1. BARMFICGLHETOAEE
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4 0. FHEERICRHT ALY =2 R LSRR O LR

FRRSESL, M2, MEASERE, SREFIER, FRMGE, FEASR
CRE =)

(HH) BRI ILET 2IRESE LTA L A~OEIHENRE S TE 0, ITHFE, A ML A

T oEEH (LYY= X) DERBSNTWS, L, VYU = AEEITAED RIS ST
WV, EEDIXZAVET, A MU REFHEC, EEEUEAR RO RPE K — I AR OIS B A B
HT 52 &, PUBMIREN NZ2LZENTAERRS L Z L2 R LTE ), i, —EBMELLTFO
PR N — 8 S B R O E A RS 5 2 L avRe S 2, BLEL Y| Rk k—r33
B DR EALT 5 2 13, BB OME %@ L OREBICHT 5 10U = 2SR5 5 2 L Avs
BEND, AFFETIE, MEBREONEBREICHTT D F— 8 U FEREREETH 2 U R 3K 0 %)
BERIETHZEEAME LT,

(78]
X5 8 WAMENE SD.7 vy MEMHLLTO 4 BIZoE T %, Haloperidol 0.05 mg/kg s.c. it
(HALO.05), Haloperidol 0.10 mg/kg s.c.#f (HALO.1). Haloperidol 1.00 mg/kg s.c.# (HAL1.0),
AHANK 1 mlkgs.ct  (SAL),
TRV AR« RWESRMES T %, 1 BB XIS (CS) % 10 BHERT 5, fE O3 < ZHATE D
R 2 ME L. WD D DA OZEb 28152 L, #llE CS REDd§ < e & LA & U 7228 bR CHRGE
T %,

ORESR)  RUMZRMT %1 CS 24T 5 L 3 < AfTENAEL, CS1I0 RIBECT—H L T L7,
4 BB OB, SAL BEICEE L C. HALO.05 # & HALO.1 BECIZIEZE L, HALL.0 BECTIZ R
U7z, £ <IT CS3 iR TOT < ARFH O 1%, SAL Bt LT, HALO.1 B TOAEIE L Tz,

(BLR)  RIE R— 33 0%, DRV L IFEREE O EZRE L - 2V SR 5
dual action @2 % % 2, HAL IZRHIA R— "I Ot Z2gET 5V, LEXYD | F—"I %%
(RIEWTEEC & D HURHR IR, Rk K— X2 v o Dk 2R T 21EH & a2 lE\Wr§ 21EHIC X
V. IFEREHEELZHIE L TWD RN D 5,

Uikam) MR ERICR T 2MEaME L Lo ) 2 AOBEO 72912, [HEREAEIC T HIHEZ R
E LT, ATE ERkIE F— "I iR 2392 Z LITAHTH 5,

(k)

1) Oshibuchi H, Inada K, Sugawara H, Ishigooka J. Aripiprazole and haloperidol suppress excessive
dopamine release in the amygdala in response to conditioned fear stress, but show contrasting
effects on basal dopamine release in methamphetamine-sensitized rats. Eur J Pharmacol. 2009
Aug 1;615(1-3):83-90. doi: 10.1016/j.ejphar.2009.05.006. Epub 2009 May 27. PMID: 19477171
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2) Kwon OB, Lee JH, Kim HJ, et al. Dopamine Regulation of Amygdala Inhibitory Circuits for
Expression of Learned Fear. Neuron. 2015;88(2):378-389. doi:10.1016/j.neuron.2015.09.001

(PR
1) 2021 GRS SR ARGHES (Web)  FIASER
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