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Hepatic nerve growth factor induced by iron overload triggers defenestration in

liver sinusoidal endothelial cells
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C57BL/6HE~ w7 Z1Z, 2.5 % (w/w) DHNR=NEgRBESEME 27-~ 7 2 (Fe diethf)
L. KT FABFT 10 mg iron/dayz5H BIEENEE Lz~ 7 R (Fe dextranff) 2f&
HOSBRETN Y ZRZERLE, £, BEEZSERAEA L~V A2 REEL L, &
FEn=6& L7z, LMERBRICEZL, MEBIOCIFHEEEZERLE, FHEME>GIIEB ERNAL
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5. Western blotting
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TI2FUOREEETAT 2 Fr— L LTEARREEZRF L,
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BEREZSHEHMEZ L~V AOFMENS, a9 7 F—EBHEICL Y~ 7 2Tl &
PN M Z 5B L 72, IFMRERERFICFAe hF 27202 (3 mg/nlB L5
mg/ml), 7 =BT E=0 L (1 uMB L5 pM) ZHME . NGFO R Z &M 0%
FEREOHKRE L, EHZHME Lestern blottingtk & W THRF LTz,
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A Y a e ) RNGF (5 ng/ml), NGFHFIHLME (1 pg/ml), NGFEEAE{E (TrkA ;
Tropomyosin receptor kinase A) #IffI&| (5 ng/ml) ZMz CEEL., EEHE T HMKE
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3. NGF= &k o R BT

NGFEZABETH HTrkAEBIC OV TR Lz, SRERIE T L~ U 2 b EI L 7= IFE R
EROCEREREATIE, WTFhOBCTHEIFNEICTIRARER LTI Y, Fe dietBB X
U'Fe dextran®f TIIXMRB LV BB ITLE L TWiz, Western blottingik TOMF T
i, v U AWIREERFMHE CIRTIRAZER L TR 2o 2R, =7 ZFERAN KM T
FHEL W, UELD, TrkAMXFRNCERFME T2 BRNEMBTRER LTV S &
R E NI, <
4, EEMETFEMBEZ V=SB EE X ONGFARTIC L 2 FFaF R & o i

(1) = v AR TOMBF

v U RN BT 2 EAEE B2 T 5 LFe dietBf L Fe dextranBETIRWVFN B
, - ;




HREEORKERD, SHIKZIOHEGEIEERNIC~ T RAY 2B MNGFEES Lz
T RICHBEINT,

(2) =~ AN LR E BB

. U RAFEANERBEICNGFEZAMLEZ L ZAGRBEOXREEZR D=, NGF
W ZNGFH iR, &2 WIETrkAER 2 AWM T 2 ¢ MIRBERIELL Lo, K
W, ~ U ARFERNEMBIZ N v A7) oo VBT VB =T L2 AR LR
IR EIE L Lehotz, b, vV RAYINRIFMEZSEBEREFETCEEL, 20
BEELBELZHWVWT Y AFEANEMELZEZETS L, GREBEEOREEZRD -, £
oo TOHEITEEEE EFEICHINGFR KD 5 WIXTrkAER 2N 2 CTREET 5 L 0
ST, DEnD, SFOLOREEHREBEEEZE(LSI T 0 TIE AL, SBRICXLY
JF ARG 7> B 43 W S AL TENGE R TR BRI I /EF LERBEDO KRN Z 2 b0 L #E
iz,

= %

PRI B 2 BRI EEREELRESY, FEELZRET S, KFELLB
FOSKITEENICHERMBICEZ22 5220 TERL, FHRCSENERET & ITFMH
fE 2> & ONGFO Sy b MR v, FFEIFNEMEICEE T 2 TrkAZ /0t L CEIREE 2 KK
I¥BEEBEZONTE, FERICST 2 HEREE TP LD & PN ODE R Z2 HE
TAHZERMONTWADZ N, SGMFBRETICRIT 2N S ONGFO R B TTHE,
FEREWAEMBICS T 28EREEORKIT., FHABROBRE OKICK T 2 #EEED—-
THAIERNRBREINT,

# o

BICLVFESNDITHEEHREEEFIIFERNEMEOHREEEZ RESE, £0D
TERBRPOGKICHTHHEERL L TEBEBIALND,




5 H X Tk

Kishibe K., Yamada Y., Ogawa K. (2002). Production of nerve growth factor by mouse hepatocellular
carcinoma cells and expression of TrkA in tumor-associated arteries in mice. Gastroenterology. 122,
1978-1986.

Oakley F., Trim N., Constandinou C.M., et al. (2003). Hepatocytes express nerve growth factor during
liver injury: evidence for paracrine regulation of hepatic stellate cell apoptosis. Am. J. Pathol. 163,
1849-1858. ,

Wisse E., De Zanger R. B., Charels K., et al. (1985). The liver sieve: Considerations concerning the
structure and function of endothelial fenestrae, the sinusoidal wall and the space of Disse.
Hepatology. 5, 683-692.

& % i p'a
Ito S, Tkuta K, Kato D, Shibusa K, Niizeki N, Tanaka H, Addo L, Toki Y, Hatayama M, Inamura J,

Shindo M, Sasaki K, lizuka N, Fujiya M, Torimoto Y, Kohgo Y. Non-transferrin-bound iron assay
system utilizing a conventional automated analyzer. Clin Chim Acta. 2014 Nov 1;437:129-35.

Ichiki K, Ikuta K, Addo I, Tanaka H, Sasaki Y, Shimonaka Y, Sasaki K, Ito S, Shindo M, Ohtake T,
Fujiya M, Torimoto Y, Kohgo Y. Upregulation of iron regulatory hormone hepcidin by interferon a. J
Gastroenterol Hepatol. 2014 Feb;29(2):387-94. .

Shindo M, Ikuta K, Addo L, Tto S, Fujiya M, Torimoto Y, Kohgo Y. Successful Control of
Disseminated Intravascular Coagulation by Recombinant Thrombomodulin during Arsenic Trioxide
Treatment in Relapsed Patient with Acute Promyelocytic Leukemia. Case Rep Hematol.
2012;2012:908196.

Tanaka H, Li Z, Ikuta K, Addo L, Akutsu H, Nakamura M, Sasaki K, Ohtake T, Fujiya M, Torimoto Y,
Glass J, Kohgo Y. Iron facilitator LS081 reduces hypoxia-inducible factor-1a protein and functions as
anticancer agent in hepatocellular carcinoma. Cancer Sci. 2012 Apr;103(4):767-74.




PR DFEEREROEER

#wHE s % &

s omE | BEED |k 4 Lynda Addo

FALZAER 7| W]

EEEZE £0 KEE

F#EZE H B2

¥ AL W OX E B

Hepatic nerve growth factor induced by iron overload triggers defenestration in liver sinusoidal
endothelial cells A
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FRZAERNOEERSIHSE CTH 5P, SHREMREBICB O THEL REEEZIT 5.
FERICEERITEL LTEMLR F L RAE25 LT EZ G55 L, BEFRECHM
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% NGF ® mRNA, BEHLV-UVATLHET B Z RN RSz, £, §E~ 7 APl
ERWEER CTHEARNC I D FFHAANGFEAZREIRT 5 2 LR S -, I,
FHEEH S ITATHIAS 45 NGF 2SR E D & 5 B % 5. 2 5 73%, NGF IZxt1 %
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