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BREEIN & JAK2-V617F ZEPIFEZE R MSIESRIEY) A 7 Th 5
"W kT oo B KB o ¥
K= — BY

HUSBE R AR £ — A
2 RO BB A A GE

[ZE] HAY: REPEM/MIIMAE (essential thrombocytosis : ET) % &t B HibE M IESS (myeloprolifera-
tive neoplasm : MPN) Tl L) AURLF ¥ ZHEAKD Y 7 WA5EIZE -3 4 Janus activating kinase-2
(JAK2) DARMINAZEIRA ST % JAK2-VO1TF ZBRPFED bl b o w4 1d JAK2-V61TF ZR D F RN
A Z % L. ET IS8 BRI ER 2 BET L 72

XS - Jid ET B#E 97 Bl a3t 5 & L. sequence specific primer-single molecule detection (SSP-SMFD)
BT JAK2-V61TF R A P m I clE L. BRI BT ORI 217 - 72,0

MM ORERT - ET 97 B, BRI (GG) 4261, ~7ufl (GT) 5260, KEM (TT) % 3 FIFAO,
JAK2-V617F ZERI5HFI I3 B 2 A IMERIEM (P=0.0016) MfaFm-~~ r 27V v ME (P=0.0027.
P=0.0003). IMIREIEDOHM (P=0.0016) %Oz, YRl M/MEEL BEOAE, &HEMEE -
HIME~NOMEATICE B ELRD B o 7o F 72 JAK2-VO1TE BERGVERI Tl - |RIEDO L v X
4.628 (95% 1EHEIXI : 1.440-14.87) TH Y JAK2-V61TF ZEIZIMMIETSED < — H — & 7 A REMEDS
RSN 7ze BT TUEEMV/MREUIS & 0 LA A RTS8 S5 25, MO A IMERE B & O J4K2-

V617F ZHEa O E I & 1) AETF B 0@ 2 fl ks hg & Bbih b,

& U o

B W B GE % iE %5 (myeloproliferative neoplasm :
MPN) T & % B %k Il k3 1 4E  (polycythemia
vera: PV). AREEMEIM/MRIMAE (essential thrombocy-
tosis : ET). JEFSVEE SMAMERE (primary myelofibro-
sis: PMF) 3. H#RMBOBEKR 2L 5
wAllahsko 7 g — UM RESEES TH 5, 2
DIFEHIZBNWT, Y AURLF Y ZHEERDY 7
)V % F] % Janus activating kinase-2 (JAK2) @ 1849
FHZT7 =T vz 1 EkER (G—-T1) 5

CEIZEST, T /E61TDNY) V3T =)V T
T = NIER L2 JAK2-V61TF ZERDTEHRIZHE &
NTWB, J4K2 1Z 1) 210 KT F ¥ (erythropoie-
tin: EPO) OV A M H A ¥ ¥ 7 FIVEEICES TS
TRy rFF—ETHH, TOERIZLYARK
EPO ff1E T 1 —# P 2 IH AL S L % JAK2 75 EPO
FEAETE TISEFE A E AL S AR o B AL 15 % 2
WD EEZSNTWBEYY, JAK2-V6I1TF 2 #1%
PV D 95% VL L. F72ET B L U PMF @ 50%~60%
TR SN B I2 PV IZB W TR - Iy
i 25 B 24 & A1, WHO-2008 4338 C (3 75 I £ 2

SR 23 4512 H 27 H2f, Fk 24 463 H 13 A8l
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B AN S, JAK2-V61TF BERIRFRIZ L - T
WIBERIIMEE I LR L2 w2 B7Y, $72, JAK2-
VOITF ZROFMIZL Y . BERGICHEE A RO S &
DL H 1YY, ET I2BVTIE JAK2-V617F 28
HIAEFEFERE) A 7 AT & LT L-E#zE O
T REPE AR X721 JAK2-V61TF 25 5 [ 14
D ET TIRRIMEFEY A 7 DS LR 2 L OHEND 5
—J7 T FE ISRk E HLL & B SERI T OFNT T
IMAEAEY) A 7 & JAK2-V61TF BRIZEMRTH 5
LT aHELHBY, 22T, RAIIERITICBITS
ET &2 BT 5 JAK2-V6ITF BERORIRN EFHR %
SHICHLAIZT 5 HITHERBIZ BT % ET B3
DEFRAEFE & JAK2-V61TF ZER ORI DWW TR
AT 72,

MEME S LUFHE

WREE

LBEC 1970 £ 6 H2>5 2010 4F 7 H F CILoREBR L
ZZETHRBZE B #x R E L. KM 100pL £
DNA it L7z. B, TNHDEFD ) H 2007
. F CTOMNTIIEERDE Y TH 5507, B 54
BNz 2010 4F F TO4AER] 97 Bl % 4 [0 DR D
X RAEG] & L CHFTEARIIIRNT L 720 SRR BE
LCIZBEN O IRB |2 THRE 15721 (E¥GHHA
DR 975 F) . FEM L 7o WHAEMA S X
UERRMAE D —BR & L TIT o 72 2008 4F LLFE O i %
B LTt SFREO#SHECHEYIT- 72,

Z W 1X WHO-2008 12350 &Y /MK $k 45 77 /
uL DL E#G72 Ly PV, PMF, PRI/ MRS 24 |
BEE A S, SRR RUEREREE X 2ot
DOF IR AOFT R 2BO 2w oL Lz, 1
WP RO LTI AMmERE. ~~ b2 1) v ME,
M FEaE. MAMEIZ W TS L. BRGIZ oW
TIXAFR, MR, MAEOMEE., Z28ICX2BED
A, PUEGEE G OFE., JLORRE. B
FEB X O~ OHEFTIZ DWW TR A L
725

JAK2-V617F ZEM&H &

JAK2-V617F ZZEM L IZBY L CTld, 100 L D4
MARAAR 2> & B Bl 2 % v T DNA Z3RILL .
H G BY 2 61 (fluorescence-labeled sequence-spe-
cific primer-single molecule fluorescence detection
(SSP-SMFD)) % Fi\: 7252 &1 7 L V53 #Tid: (gene
analysis by FCS ; gFCS #:) (2T L7297, 74

0% H2E

HH, 10ng DNA #4517 7 >~ F PCR IZTHIE L .
HOER LB RT VVERNA ) IX 7 LT R
BLUOBAERF) IX 7 L F RE2TT74~v—¢& L
TH 2 77~ FPCR %17\ HEYHOL T2 E (MF
20: A1) YR AFE, HED) ICX D HEESHICE S 1
iR ST K | DA

%1772 KPCR:

Forward primer : 5'-TCC TTC TTT GAA GCA GCA
AGT ATG ATG AGC AAG CTT TCT CACA

Reverse primer : 3’-TAG AAG AGT CCT ACA GTG
TTT TCA GTT TCA AAA ATA CTT AAC

%2772 KPCR:

ZEET7 L VR Y Forward primer : 5'-AGC ATT
TGG TTT TAA AAT TAT GGA GTATATT

2557 L OV KB Reverse primer : 3'-TGA AAC
TGA AAA CTG TAGGACTATTCAG

NLWIHER L7228 8 (T) B L OHAR (G)
TIAIFOREERLD ., K2(T)% K2(G) % X
100 2 & L. K2(T)% K2(G)% & L TH L
7207 5% DRI T L VDR A TIZK2(T) %,
K2(G)% %30, ZEERAID 90% A TIE K2(T) %,
K2(G)% AT 230 THHZ L LD,

B A B JAK2 (JAK2-V617F % B iR A 3 5% &
i) : K2(T)%, K2(G)% <30

A7 0 R JAK2-V617F (JAK2-V617F %5 S A 3
5% Db 90% i) : K2(T) %, K2(G)% A% 30-230

& € Bl JAK2-V617F (JAK2-V617F %8 T i A
90% YI) : K2(T) %, K2(G)% k. >230

EHEL, HeEROBEL ) ERT LIV (F
AR A7 aRl, RER) FHEL O,

IRETRRAR

HEFTHAAT 1X GraphPad Prism (San Diego, USA) %
F7zo 3 BERIOMZE 1X one-way ANOVA % Fvy, 2
HE R O #2572 1 X Mann-Whitney 8% T1T - 720 722
M BT 2 HEONTIE ¥ g2 v, v X
HEHM L7z HIMEREPB & O JAK2-V61TF AR5
2B B I E 58 4 12 B L C U receiver operating
characteristic (ROC) Hif & VIFRE L L O EE %
BE L 7ze MUESE 0.05 Kl 0 PE % FEat 5 MICH
BEThbHE LT,

LEES

1. JAK2-V617F 2258 L [RIR M0 pT B o BRI 4R

ET 97 B, B (GG) 42 6. ~7ufl (GT)
52 5, RER (TT) 3 BI% RO, JAK2-V61TF 257
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FalEEE 56.7%, FERNZH LAEREIIAT RIS »
Fik & 7572 (Table 1) one-way ANOVA 12 L5
NSD3FEMOMETIE, ZERETIIAEICEE
(P=0.0064) (Fig.1A). H I Bk ¥ 70 (P=0.0003)
(Fig. 1B). MfaF & &ME (P=0.0190) (Fig. 1C).
~ b2y bEE (P=0.0027) (Fig. 1C). T&H -7z
2. B O M/IMREBIIEEEDB A LN R 72

(P=0.2031) (Fig. 1D)o
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A E R JAK2-V61TF ZE B M) &~ 5 1 Bl o Wil T

(=S N S I N 5 1162 G e 2 o R T R AR NS B/l

(P=0.0501) LD IMEF TR CIIEEE RO,

Mo 7ze TR JAK2 FEH] &~ T 1 B J4K2-V617F

ZEERBI D 2 BERMARE TIEE BRI, MEEED L
Fe NY N7y MEEADPEBETH > 7275 b

Table 1 Hematologic and clinical parameters depend on the JAK2-V617F mutation status.

Wild type Heterozygous Homozygous
No. of patients 42 52 3
Male/Female 16 :26 29:23 3:0
P=0.0609*
Age (years) 57.7%16.7 649*152 82.3*2.1
P=0.0312 P=0.0546
P=0.0151+
Leukocytes ( /uL) 85103051 11884 = 6030 18933 = 6451
P=0.0018 P=0.0538
P<0.0001+
Hb (g/dL) 129*1.5 139*1.6 13.8%+0.5
P=0.0047 P=0.9219
P=0.3356+
Het (%) 38.7+45 42.7+5.0 42.5%+2.0
P=0.0006 P=0.9597
P=0.1704+
Platelets ( x 10%/uL) 107.6+34.6 96.1=38.2 125.8+27.4
P=0.1403 P=0.1935
P=0.3804+
Splenomegaly at Dx 11/39 12/49 1/2
P=0.6967*
Thrombotic episodes 4/42 15/52 3/3
P=0.0004*
Therapy requirement 28/40 36/49 3/3
P=0.5244*
Chromosome aberrations 1/30 9/37 0/1
P=0.0499*
Myelofibrosis evolution 2/41 5/51 0/3
P=0.5903*
Leukemia evolution 2/41 5/51 0/3
P=0.5903*
T/G ratio (%) 8.5+5.9 95.9%31.9 329.8+119.5
P<0.0001 P<0.0001
P<0.0001+

+comparison between wild type JAK2 group and homozygous JAK2-V617F mutation group.

*chi-square analysis
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Fig. 1 The relationship between JAK2-V617F mutation and clinical as well as hematological findings were studied. We compared

three groups of ET patients, i.e., wild type JAK2 (GG), heterozygous type JAK2-V617F mutation (GT) and homozygous

type JAK2-V617F mutation (TT).

Significant decrease in the wild type group was seen regarding age of onset (P=0.0064)

(A), leukocyte counts (P=0.0003) (B), and hematocrit (P=0.0027) (C), while no difference was noted in platelet counts

(P=0.2031) (D).

BT E R & R TR (P=0.3546) B L UIATO#
(P=0.1996) ICHEEZROLNPoT. TNHDI
& 13 JAK2-V617F % (allelic burden) 13 F1 I Ek
B & BB 22 BAER A B 2 &L JAK2-V61TF ZHED
AR ERGR AR o BN & B4R 5 2%, JAK2-
V617F 258 & & ARIMERIE N V-9 L & BHIE 72 BIARAS
AN NI &, JAK2-V61TF B OA M & #)5
DI L FERIRTH DL I L2 RL TS, &
7z BRIRPT R C I fiE O BEAE 2% JAK2-V617F 2520
HE L BB L TWD 2 EBFHER SN,

2. JAK2-V617TF ZE7 L V8 L BRIKRILKFHIFR

RoOBf%R

AREHNL 3 HIOAKRT, ~7 & oI AR IME
FHFRICEBEZRO R P72 85, AT H
& RER % JAK2-V61TF ZEEGVEG & L Tt %
M7z, JAK2-V61TF ZEE 7 L Vi (allelic burden :
K2(T)%,/K2(G)% kt) Tl REpIc R T
LIVEDE =R BRI HR S L7208 (P<0.0001) LR,

WE DA e, PUES S5 O A I, S RERAEE - B

== =N
FRE

MIFNDORBATICE B 21350 % h - 72 (Table 2) o
W2 JAK2-V617F % 545 55 5] |C JAK2-V617F % 5
TUVEEWRE L2 A, MBECHREZZD S
HECTOAREE L JAK2-V61TF BE T L IVE OIS
A 57z (P=0.0023) (Table3)o
3. AREEMEM/MRIMEEC (5 M4 X 7R
U IMARE O BEAE O A I & FRIRIG /ST A — % — |2
DWTHRES L7z, MARFERE Cld4EHr (P=0.0065) 3
X OHEIMERIEI (P=0.0197) 2SFETH > 720 /b
WEB IO 7 )y METIZHEEEDNA SN
Moz (Fig.2)o F72. AL RIEOVEE 2 G L
72l ZAH VMO A3 HE TH - 72 (P<0.0001)
(Fig.3)o 2O &, ET BE 2B A1LFEED
VBV /MR B B SRS L T %28, MED
FERELC B LTl /R & 13 B4R TR O 4l
FIMERE, JAK2-VO1TF 287 L Ve L E R L
TWBZEDHEE o 72,
INHOZ E XD, HIMERES X U J4K2-V61TF
ZRT7 L IVE (K2(T)% K2(G)% Ht) # 5 MieiE
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N3 % AEEVEILRIIEZ 31 B JAK2-V617TF ZE R O IR R 5 3% —209 —
Table 2 The JAK2-V617F allele burden depends on clinical features in all ET patients (n=97)
Yes No P value
Male/Female Female Male
64.898 £ 85.45 65.740 =50.297 954
Splenomegaly at Dx 73.364 £ 87.085 62.434£64.616 5211
Thrombotic episodes 123.39 £102.566 48.021 £46.638 <.0001
Therapy requirement 73.534+ 79.389 46.891 £41.075 1139
Chromosome aberrations 78.152 % 42.239 58.480 £66.772 3725
Myelofibrosis evolution 88.251 = 59.580 64.329+71.739 4338
Leukemia evolution 92.085* 61.661 63.965 +71.453 3132

Table 3 The JAK2-V617F allele burden depends on clinical features in JAK2-V617F-positive patients (n=55)

Yes No P value
Male/Female Female Male

120.689 +89.947 101.586 =34.823 2737
Splenomegaly at Dx 128.238 = 85.996 102.182 =58.184 2205
Thrombotic episodes 146.67 +95.448 92.358 £33.801 .0023
Therapy requirement 120.841 +73.385 81.864 +23.485 .0668
Chromosome aberrations 86.053 £36.124 108.605 +62.472 3113
Myelofibrosis evolution 116.496 £35.931 109.249 = 68.408 8172
Leukemia evolution 124.663 =32.064 108.432 = 68.422 .6043

) A7 @O ROC HIFIZ L BMEERI T2 T A, H
IMER %L T ROC area : 0.6933*0.06412 (95% 15 fA
[X [ 0.5676-0.8190 : P=0.006178) . 1 Il Ek %L 9,050/
uL T % FE 68.18% (95% 12 ¥E [X i 45.13%~
86.14%) . HFF P 56.16% (95% 15 WA [X [H 44.05%~
67.76%) . T 156 T&H - 72 (Fig. 4A)o — H.
JAK2-V617F 2287 L )L &8 T3 ROC area : 0.7885 =
0.05349 (95% fEHEIX 1 0.6836~0.8933. P<0.0001) .
JAK2-V617F ZZ 5.7 L )b &= 7% 26.83 T &K & 86.36%
(95% 12 #H X [ 65.09%~97.09%) . 4¥ % £ 50.67%
(95% 15 HHIX [H] 38.86%~62.41%) . TFE 1.75 TH >
72 (Fig.4B)o TNHDZ L2 5, Wik O FImER
$9,000/uL B £ U JAK2-V61TF 257 L )V 30 %
BB X ZFOIMBRERIEY A7 DBRII B EEZD
N 72. BLAE @ JAK2-V617F %5 B 4¢ T 13 JAK2-
V6I7F ZH 7 L v (K2(T)%. K2(G)% k) 30 LL
FRBHEREHE L, SO TOMEED) A2
D JAK2-V61TF ZRT L V&3 26.83 &5 72
O MAE D) A 7 ORET Tl FH MmEREL9,000/uL DLk
JAK2-V617TF Z8 BB 5] % 1A 1) A 7 & HIr LR
E & AT o 720 4FH#E Tl ROC area: 0.6966 = 0.06288
(95% 15 HE X [H] 0.5733~0.8189. p=0.004847). 4 fis
69.50 % T J& £ 69.57% (95% 15 ¥ [X [H] 47.08%~

86.79%)\ FEELFE 64.29% (95% 15 FE X [ 51.93%~
75.39%) . HHE 1.95 TdH -7 (Fig. 4C)o

Dl lokE &0 FEk 70 L L B HimEkik
9,000/uL UL E. JAK2-V617F ZERIGMED 3 2D &
MAEFEDOBEA & ORRIZO & 4 v XAk 7z, il
MeAEY) A7 TIEBEETE v X 2.5 (95% EHHEIX
M 0.9479-6.593) . 70 L TH v X 2.575 (95%
fEHEIX I : 0.9897-6.698) \ F1IMEk%L 9,000/uL LL |C,
F v A 2.743 (95% fEHEIX ] 1.014-7.421) . JAK2-
V617F ZZBEGVEGITld + v X H 4.628 (95% fEHHIX
] : 1.440-14.87) TH ). SHOWE TIIMZRO
FHEREE I (9,000/ul LA L) & JAK2-V61T7F ZEHE D
BB MBRFER T L E 2 b,

% =

MPN @ H T ET (S EAZER - M/ T % o F e
HIBEIN 2 H58 & 3 2 RIS (m T A RIS HR
T3 70— HERHEEERETH L. MPN DF2
ik & 2 ET OF) 50% T JAK2-V617TF E i T2 5808
ROLN, ETHEZERE LTRECHEREINS &
AN oz LA L JAK2-V61TF EAn T2 RIE
ETHEBI OFAE, [ — D@ fn A %D S PV, ET.
PMF L ERIRIFDO R 2 RBME 2T 5 2 L &

(5)
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Fig. 2 Differences in clinical and hematological findings between patients with or without thrombosis were shown.
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In the throm-

bosis group, significant increase in age (P=0.0065) (A), and leukocyte counts (P=0.0197) (B) were noted, while no differ-
ence was seen in platelet counts (P=0.7770) (C) or hematocrit (P=0.5061) (D).

5. R FEZERIIRZHH I N TV,

ET OFERIER E L i3 ZERIE & & b i
MM %R L, AR & 5 IRE R A BHEIL ET
BEOWRIRE FHRICKE ST 5%, 720 ET
(2> MPN & [RIBR B BEARAERE & 5 W ISk F I
JRNHEIT T WA R REX RS, £D729H, ET
TGIRERE OIS E BERAHERE L O MR~ O AT A
MEARILET 5 L L OI2, ME & HIEBHE % B <
LAY, INOEBEEAHHE) A 7 KT DR
SE L FIUT L B EIEFE ORI, [HIETRE O ERD
ET{EHEOREEEZ 5,

ET BH 2B % WP A §FE 12 1 5 KM von
Willebrand JEEHE O G5E 2 5N TR Y, IMV/ME
FH O AERRERE E B X U von Willebrand & F~ v
F X — DEEAGEIC L B EEFE K TR A OFFEE L
ENTWBI® F 7= MARE F8E L S IO e 5
F PR MEREANIC & B /MR O E B 7
Fia B L ONEMEAL A MER o I P Rz MR~ oD i -
MEAEFNC X 288N F~OEE LR ERBORTO

RENEZ SN TWLPYO2 | MRESEICRE L
TOWHMELREGRIIAHZ SO L, T JAK2-
VOITFER L OB REHFONTH 5119,
JAK2-V617F Z5 5537 L 72 A AE D FEAER T T d
5 ETHHED I, JAK2-V61TF ERIZ X
% FIMERIE I ASMARTE R & 55583 % & v ) EER RS
Hlze £F 5 LT WMET?, HDHVITEMRTH
LEOHELDH VY. —EORMIIBSN TV
DONBUIRTH %o F 72 ET DS/ % Fi & 5
BOR L. % < OBEAFEOHE CI/ MRS & 1
fEa & ORGAEEED SN D)5, MR & ORI IX
ML &N TV WP

Aol 4 1% JAK2-V61TF RO FRIRIEFRZ I 5
T A HMTET B8 97 Bl & M) L 720 JAK2-
V617F 2253~ 7 1 BUEE AT 57% 2R i & d,
JAK2-V617F 2 2B tEp Tl kg n, ~~ b >
)y - I ERE R MREREOHIN % 720 7
A5, M/ IICEL & I i 389 (2 7 7 BAAR 1L RR O 7
Motz MREEY) A 27 & L CTHIZIO F sk &
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Fig. 3 Differences in clinical and hematological findings between patients with chemo or without chemo anti-tumor chemotherapy

were shown.
cyte counts (P=0.3472) and hematocrit (P=0.3058).

JAK2-VO1TF BENFEE R MEFIER T L E 2 b1
72H3. T JAK2-V61TF ZE B O A FEFEE D H.
BHEEL2HEETLLOTE R, SHBOME %%
THEEZ LN,

LR DTk A DM TIEAT O L R E R J4K2-
V617F ZROMIZIMEF I ROFEZEITFEO b
o 7205, ET B TO R EROMEE D RO T
BN EICHRL TV B I RBEIERETE v, H
MERBEIME T A A £ JAK2-V617TF ZEEBITH SN
722l E. BB TOREBIRIT S LE R L2
o T\ b JAK2-VO1TF 28 Sl pl Tl a2
HU. M/ E B C RIS S 2 500 72, 2 OfGRIZ
JAK2-V617F ZE B ET 28 PV HAURRECTH 5 =
EERIRETLHLDTH D EEZ B, JAK2-V61TF
EREETEICED., ZOEKRBITED PV O
xR T LWEMEREZ LN, TDI28 JAK2-
V617F ZZ B & (n 1812 & A I @m0 528 % 550
T5ETIR, 5PV EOREBRFEEZETLIIOL
BbNbH, 3 RMMEOKN, & 0 by EmEkE %
DAL L 720 ) A7 Th B 7% 51X, TR J4K2-

Platelet counts were elevated in patients with treatment (P<0.0001), while no differences were seen in leuko-

V617F 28 % 779 ET T 1) AR A 7 13 E VT RE
MEREZ BNb,

ET{HHICHE L CL fEe. MAeBEE. o5 R e
REFM, G Y A7 /T 7% 2D BT A7 8
BMEERAT ) 2 L IXRROLENERRE 2 E T 5 |k
THEETHL L, L2LeRo45 OB THHL R
27 o 72 K912, PUlEE S 5 O VB /MR EL
WHAF L 269 LS IMAREY) A 7 %58 L 72iG# D
FIRAENT VD L IEEVEE, W sk
MAIE SN S ET HER Tl ) X 7 28 LA 5]
BEVEDS B 2 720202 | WIIE B O i & Mt 9 B B
VAL IR D 2T 7 < FIILEREL & AR E & DBIR
bATHIZ AN, PUEEEOBIBI 2 Z B3 5 L5
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Fig. 4 Receiver-operating characteristics (ROC) curve. When we calculated the values, a leukocyte count of 9,050/uL, a K2 (T) %,
K2 (G) % ratio of 26.83 in the quantity of JAK2-V617F allele, and average age of 69.5 years were noted.
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Clinical significance of JAK2-V617F mutation in essential thrombocytosis :
Leukocytosis and J4K2-V617F mutation at initial consultation are
significant risk markers for developing thrombosis

Tamiko IWABUCHI, Yoshikazu ITO, Junko H. OHYASHIKI, Kazuma OHYASHIKI

Tokyo Medical University
First Department of Internal Medicine, Division of Hematology, Intractable Diseases
Research Center, Institute of Medical Science

Abstract

Objectives : A somatic mutation of janus activating kinase-2 (JAK2), JAK2-V617F mutation, is seen in myeloproliferative
neoplasms (MPN) including essential thrombocytosis (ET), and participates in erythropoietin receptor signaling. We devel-
oped a semi-quantitative examination for JAK2-V617F mutation, and considered the clinical significance of this mutation in ET.

Subjects and Methods : In 97 ET patients, JAK2-V617F mutation was measured semi-quantitatively by sequence-specific
primer-single molecule detection (SSP-SMFD), and the obtained clinicohematologic data were statistically analyzed.

Results and Discussion : Of the 97 ET patients, 42, 52, and 3 patients had the wild-type (GG), heterotype (GT), and
homotype (TT), respectively. In JAK2-V617F mutation-positive patients, the leukocyte count (P=0.0016), hemoglobin/
hematocrit (P=0.0027, P=0.0003), and incidence of thrombosis (P=0.0016) were significantly higher. There were no signifi-
cant differences in male-to-female ratio, platelet count, presence/absence of enlarged spleen, or stage of myelofibrosis/leukemia.
In the JAK2-V617F mutation positive patients, the odds ratio for thrombosis or embolism was 4.628 (95% confidence inter-
val : 1.440 to 14.87), suggesting that JAK2-V617F mutation can serve as a marker of developing thrombosis. In ET patients,
decision to administer anticancer drugs is made according to the platelet count. However, it is necessary to appropriately deter-
mine the need for prevention of thrombosis by measuring white blood cell count and JAK2-V617F mutation level at initial con-

sultation.
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