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Mechanism of myelofibrosis and extramedullary hematopoiesis by fibrocytes
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Myeloproliferative neoplasms, blood cancer with excess production of red
blood cells, white blood cells, and platelets, have a clinical issue with progressive bone marrow
fibrosis. We revealed that fibrocytes, derived from blood cells, played an important role in this
process, and proportion of fibrocytes in peripheral blood and serum IL-1ra level (inhibitor for IL-1

receptor) had a predictive value for bone marrow fibrosis. We also showed that fibrocytes secreted
CHI3L1, which stimulated myofibroblasts to produce collagen in bone marrow.
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1. WFEBH AR 40 D 5

BHEREEVEIES (MPN) (281 5 B BEHHELE 125 $8 OFRKE L & fE 71 M 2 R & 3 2 #EE R
BT, T ORI STy, —J5 ., fibrocyte 1~ 27 1 77— L fibroblast [
J7 OME & R OBEERBEOMIL <, EmaiERno~—5 —TdH 5 CD45 & CD34 #FH LD
D, RSN EEE A D EAT D LW A AT 5, fibrocyte & etk b oo BEE X A4F
FEMERTRRHEE O B, DM R Mim MEE, B CAE A, BEES MERHEE R EOBEERT
W SINTE 72, BHERMEIE CIiX. 2016 4 8 HIZJFMEE BEFRHEIE & fibrocyte o RH:H & H A}
T AR T U TG Sz, A TR ME SV40T < 7 2025 fibrocyte OFMEE
FRIN L., O AE L T~ AL OE RO fibrocyte 2% b 2 RN F AL LTHET
HTEERM UL, £, " UARRZTF U RBRIEEK TH L I e AF LORERGITL
B HEARHEIE E T L~ T ADVERIZ BRI L, ZOFTAEHNT b RR=F g3
Bk~ a7 7 — 5 fibrocyte ~DO b Z R L, BHERMECCHIEZFET 5 2 LA L
7= (Leukemia 2017), MPN ® KJ A4 R—ZHR I\ d be o RRZF U Bk 7 Fvis
ERETEHALT S Z e n, S 71— O fibrocyte ~D LA RAHE LEBE ORHELIC % 5
LTWBEEZLNTZ, LALLM G, fibrocyte AVEBERRHE(L-CRESME L 2 3538 4 5 BARARE
FAZOWTIEA L Tl Tz,

2. e EM

AWFIED B HIIL fibrocyte % HUOMZE BERRMEIE DIRIEZ 70 T FHNMIT 5 2 L I2d 5,
fibrocyte (X ED K 572537 A B =X L THAL-CHE/NE ML 2 FFE L T D0 2B 60 L, [H
I BERRME L &2 TR0 5 3 A~ — 71— fibrocyte ZFEAIIZ LIZIGHRTED AJREMEIZ DU THE
#LT,

3. WDk

(1) 2017 =5 2018 4RI YBE T MPN L2l S iz 58 4 DEF ORI EZ AW T 7 —H% 1 K
A N —IEIC L0 BEERTICEIT A SLAMFTY ' D16 HEROEI S ZEHI L. F7-. 2HFD
JAKNG1TE ., CALR, MPL DZEFBDAFHEIZHS>WTHEE L, JAKN61TEF B R A 5 BEFIZHOWTIT JAK2
alelle burden & 2| L7, SLAMF7"¢" CD16~ Hifk & SLAMF7'** CD16  HiEk#% sorting L. JAKAN61TF
allele burden MEHAI & 8T v A 21T o7,

(2) 2017 D6 2018 FRIZ Y PET MPN & 2 W S AL ITE ORELR 2SI RE Tdh o 7= 52 44 DEFH D IMLTE
% VT ELISA YEIZ £ 5 CHISL1 OFHAZATV Y, B HEORRME(L & 0 B 2 1% BB FRMT (S fFfAT L
7o B X7 AF AEBEIC L D~ T AERERHEET T LA VT, ELISA ¥EIC X A IfyEH Chilll
& RT-PCRIEIC L DM, B BEALIEN O Chisl] DERILFHEZAT 72, S Hic, BAM~ v 2 L
Chi3ll / v 7 7 U b~ A1 2B R L 2t U, [FIRFIC S I 351F 2 mRNA O %
FEhii U7z, %I, CHISLL 28k b fibroblast Mifakk (HS-5) 12 RIE I I & FEpEffRitrs
EEBRIZL > TEHML L7,

4. WFZERRR

(1) HERHP @ SLAMF7"¢" CD16~ HERDEIS N E fEfRME L 2 £ 5 BE TR L, 2> JAKN61TF O
TFAELBRWFER 23872 2 & D, HLER D B OFRNT B B HEL D A 7 U — = 7S Al RE
ThorZ xRz 1), £7o, JAKN6LITF GYEEE BT 5 ik D438 allele burden 23
SLAMF7'" CD16 HLEK® allele burden ([ZFE L TEMETH Y, fibrocyte ~b T DEIE L&D
o7 (K2), b MESMZREBE L7~ 7 A 2HN T I 78 AT A CTERHA(LEE 21T
VY, SLAMF7 INRWIER & 720 9 5 Z & /r L7z (Blood 2019),
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(2) A FHOA 2 TIE IL-1ra O LUL)S JAKNG1TF allele burden & fibrocyte HifSRAMIED S H
OEG EFE L (X3), 51T 600pg/ml L ETHMOMMLEZ (14), 800pg/ml LA E T
JEOFmZ I PHIL7E (X5),
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(3) BYRT 4 vV EUFET MI KDL EMNTORER, WPN BEIZIB T 5 BEDFAE & il
CHI3L1 fHD EFITEBERMEA L ORRE 2 P 25 L7-BEK - CTh 72, B 7R RAF L%
FANT= B BERHERE B 7 L~ 7 R 2T, RT-PCR ECHEBED Chi3ll mRNA OHIINZFEZR L .
clodronate liposome TH.EKRMIZZERET S & ZOWINTEKL LTz, BERM <~ X L Chidll
ST U R AR I T AT A E AN TR CHEE T2 A, S v I T UL
~ U ARETIIABICHHE L ORRE 2R L TR Y | Bk oOMIas L E (ECM) TH D Colsal
& ActaZ2 D mRNA BB LA EIIE T LTz, £72, fibrocyte & HS-5 D IEHEfMR L FEERC
I%. fibrocyte 76 43WA S L7z CHI3L1 DIREAKAFMET HS-5 #K D D COLIAL, COL3AI DFBLH
JLE L7 (BFaT) ., 16> T, CHISLL 3B BERHERE OFT 72 7 IRFARRC 72 V155 & B 2 BTz,

(4) BB RAF AFEERHRHELT T L~ 2T, RR K OV C o & i @i oo 8 0 %

B L7, [AIREIZ MPN SR ZRRY IR 0D CD34 Bhpiads il fe b 28 23 - i L & L <AREET 5 =
EERMLTE, 2No0ERRZE U T, Bz TRIL 2 28HONA A~—— %155 2
ENTE, S%IFINOEEAL, E - FFREOSWTHET VE#ET S,
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Increase of SLAMF7high CD16negative monocytes in the peripheral blood of patients with myelofibrosis in correlation with the
JAK2V617F mutation.
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