AFERE 69 &

% 3% (CFR204E8 H) 117-124 H.

Original
AREEMEIMUME IS0 5 7 F 7 L) D
M & HEMEIZDOWT
% B FEAT
AR, A, B, EREEE
BFRE R YERE, IR
(Received on January 20, 2017 & Accepted on February 10, 2017)

2E

A BE M I /N BX I SE (essential thrombocythemia, L7z L L HAZ/MREL 400 x 10°/L BUT ORI
ET) &7 1 — )b 7 JERLER R 5 M EH0 i o B0 o 4 DWTIE, AEREEZ AT AHDITZ ) DRI TH - 7.

B ImERBE D & <M/ BE D % SR e 5 AR
TH5bH. fidE, RFLTH 75 27 LY F (anagrelide,
ANA) MEHTE 2 X912k o7z 4, FA43ETF
BT LR B CHRE T H 5 I O ET BE 25 9
B2 ANA FEE ATV, FORMBRLELEMIZONTE
FAEBNZEEG L 72, /MBI RTEE OB HEIZBIfR 7%
{, ANA#HEGEHZD?S 27 HBIZ» T TEBIZmD

MNEBE#EALD 7200, ANA ¥-5-5 O I/ M D
By b T7EIZ2 X 10°/L Thot:. BELGEES
Rz o7z, ET ST 200GHE S LCid, /b
WAEMEOFEBNI®T LTI IINA Fa o h N
I NE ANA THFEE AL, ZE L72REE T ANA B
MTIy P — VT EIENLET L VEEZ SN

Key words :

I. # &

AFEME /IR IE (essential thrombocythemia,
ET) 1%, BCR-ABL &{n-¥ 1%k o &t bt
% (myeloproliferative neoplasms, MPN) & —
DTH%. MPN OREELIOHE L L TH
PEARIMERBEINGE (polycythemia vera, PV) & 5

M EZE S #AHERE (primary myelofibrosis,
PMF) %455 4. ITNHOEEBATIE, HAE
HEMAY1Z, janus activating kinase 2 (JAK2),
calreticulin (CALR) & % \» 12 thrombopoietin
receptor (myeloproliferative leukemia protein,
MPL) &\ 72 MPN FREH 720 (R T2 855,
PEREMIICERO LN D 2 ENE L, REIZ
X JAK2-STATS OEE W = EMELE 2729

Corresponding author: Yasuhiro Miyairi
ymiya@prefiwatejp

117

essential thrombocythemia, anagrelide, platelet

LD, REBOBEOHTTHETHL. &
NEOEEHOPTHARELL, S fT
70— ﬂ-)lztc%ﬁ*iﬂ?f-éiﬁmﬁ%ﬁiﬁ’ﬂw whn o
A, PLIMEREE N & A/ IMESE I & Fet & 5.
F AU B BEARAERE S 2 MR~ DT % 520
B3, BRIRIREIR D% < LA hE R i AE ) T
H5AH. ZolkeEm & AT 5 B EE & v
JERIX, $%KVE von Willerebrand J§D#E £ TH
b, MM 1000 X 10°/1 PLETHRIET 5 2
L%, TE TOHE TR D e =R
1$9-41%, IBIMEAIOF A IX 10-18% & #Hk
HENTwE Y FLAMKRS DI BB
HERENOBATIZA% LS TwD Y. 85
|2 international prognostic score for essential
thrombocythemia (IPSET) fff%2 i, MAesE
DY A7 L LT, 460 %L (hazard risk
1.5), ImAE O BEA (hazard risk 1.5), BEJR



118 BOHER,
#1 BEER
BEER ZiERB (N = 25) mG#EZ L (N=11)  §ia#Ed» ) (N=14)
i (R RR) 63 66 63
(/N - | K) (40-88) (40-88) (41-82)
60 A& LA oo #l 4 68.0% 63.7% 714%
el B 104 B 64 B 4%
w154 % 5% 104
ANA 58 824 912 760
MR (x 10°/L) (353- 2425) (636- 1264) (353- 2425)

ZWiaH ANA (H)
ANA #5810 (H)

1358 (0-7193)
337 (25-583)

156 (0-4926)
282 (43-581)

2303 (254-7193)
469 (25-583)

ANA % 5-1i /MR 10 8

(600 x 10°/L Db 4 » A LB

ANA #% 581 /MR

500 x 10°/L L EA5 4 # A b1 Bige 10 10

TAK?2 V617F 04 1 14/22 (1/8 MPL) 9/10 5/12 (1/7- MPL)

HIEHR N

AT =
HIVNI R (N = 13)
SAZAF (N=1)

W, WEILEH 5 \CIZBE 2 & oL E R Y A
27 OFiFE (hazard risk 1.6), JAK2 V617F %
BOHM (hazard risk 2.0) 2RENTWS Y,
Cortelazzo 5137, ET B AIZIEET A & 1t
BLT, 6ORECIIRIEDIFIEI W & #H
HLTWE, INHOEHHELZ TFHIT 572012,
/N % % IE F s 38 20 & A W i 400-450 X
10°/LUTFICT2 2 E®HERLTVE Y. K
TIEINFE T, IMAEEDBEFERER 60 L Lo
SRE e EONA ) AT IER 2 LN Rl
FTAINWINI B EOFMIEIEEDSITHONTE
7. Lo L, FESEXIMMRUSLOIMERE A % 5|
SRIFTZEDPHEE o T 7228, 2014 4F
L DARIFTH7F 27 L) K (anagrelide, ANA)
PHEHTEDL LIk >72. ANA L, ¥V
) UEEEARO T 7 L) NIEERIEKAIW % A %)
By e §AHEKTH L., LGP, ML
LR L CHIEIED b Nzns, RS S
7o RN ERE C IV IMIGRA D% (B Bz 2
ED D, MV/MIGEA 2 HIY &9 5354 & L TH
NI DOPENI BT R HRIERRIT 7R

BWTH, BEBICEDST, 67.9%ULEDH
F IS % 600 X 10°/LLTFI2T 52 &
NARETH B LW ShTWwD Y.

2 TR IR CIHEE R S 5\ I3
HOET B#E 25 ERNIC ANAFEE TV, £
DEYFE L LM DN TR THEIZEHME L 720
THET 5.

II. BEEAE

2014412 A1 HA 5 2016 465 A 31 HE T
DN, EFEFIIFEEEIZB W T, ANA A
BASN/ET OFBE 25 N % %R T
L7z, B HHLIIRAT 12 O v Tl T I 37 o
BeDfHIZE B X TAEEN T WA (HIRES 2598
7). BEEREELIORT. BIBEN P
7ZIEBNZ 116, NA FaF T A IWNI FH b
WIE T L AF U TOREREAET HEEIZ
UHTHo 7z FHEEEOERO TR 63
i (40 A5 88 3%) T, B 10 & Tt 15
%4 Th o7z, ANA BERIOIM/NMENIT 824 X
10°/L (/v 353 x 10°/L, #k 2425 x 10°/L)



Original: 777 L) NEEORIF & 224

119

140 —=
RIRERESD V)
120 =
=t i . ° R ¢ |ANA # 52 (mg)
3 100 ¢ : . : . . . :
< sq_“ : . - s ® .« PR . 4 g 20
~ [ L] [ ) M [} °
ﬁw;\?\%—1—1_£~¥~ s /§»; A
= 408 ' ) : 1.0
é [ L4 > . ® [ » ® ’ s
20
0 : ‘ ‘ ‘ , 0
0 14 28 42 5 70 84 98 112 126 140 154 168 182 196 210
140 —-
¢ o o ¢ AIAEESL L
120
78 . o . b ANA %58 (mg)
og100_.\ s . R o 0
80 ~—= . s . ° 2.0
x 3 ! ° g o . e
5 607 v 2
B ° e 8 e & __r/: [r - _Te® PXal
T . ° . N 1.0
> ®
=)
0 ‘ : 0
0 14 28 42 5 70 84 98 112 126 140 154 168 182 196 210 (H)

ANA &R 128
1. ANA 52O M/ MU OFERY 2L

Tdh o7z, JAK2VEITF OZ 5T 22 i B T g
rl, 2095 4BITERNRO LN, XA

BERBOLDo728ERDHE 1HIIZBWT
MPL OZER %R 7. ANA oF5&1, 10
05mg % 1H20 RS XVEBLE %
B, BEORERIM/MENC X 0 EEERT %
2%, e 1AM EoMEEHITC 1 BHH
w&E LT 0.5 mg 217072 T L72RERIS
RCT7AEY) » 100mg = PGS L 7.

AHmIE H

DUTOA4HBIZOWTEHlI L 72, 1) /MR
BotEE, 2) miinkA R o B/ MU
AOEREA (RIS 400 x 10°/L, 600
x 10°/L), 3) ANA JABALEHT O 1/ MR
O BRI/ INEGE R O E4 (400 x 10°/L, 600
x 10°/L), 4) HEFR, BMILEEO R IRE
BILUESE (EH). 209 b HEIM/MR
BOEREEIZOVWTIE, ANA %24 % H HLL
FRREG LER R R R E L, AERR, EER
[ZDWTIE 25 FEFI 2 X RAZ L 72,

Tt et ENT

EIRBMRRT O M/ IMIAED 71 v b 7 % &H
3572912, receiver operating characteristic
(ROC) M CRO/z. ZNZEFNOERFEIZO
WCIEA T TR AY—FETHB L2, §X
TOMEENY 7 b 1 ZEZR 2 L7217,
p<0.05 Z#EHFIAZ L HE L7

1. #

1. M/MRE DU
FOHRCB W SN2 8E (n=11) @ ANA %550
DI/ o H gLl iE 912 % 10° /L, [ P4
M25%; 760 x 10°/L, 75%: 1023 x 10°/L] T
Hol. BIBEEND 7728 (n=14) ® ANA
P2 550 O /MR £ O R YL 1 760 x 107 /L, [MY
o BE 55 25%; 538.25 x 107 /L, 75%; 932.25 X
10°/L] TH - 7z, WHE DK H A HEE T
AL 2o 7. WMEIZBIT A ANA 5%
DINMIBEOMERE Z 1 IR, WmiEs B
ANA #5725 56 H 2 A ) T /MU &
WAL, BIRIZW B 202 LTz, 56

R



120 BB, Al

H 5 55 C OB I S 73RO ML o
Jfifi 1% 608 x 107 /L, [ VU4 s 25%; 500.5 X
10°/L, 75%; 782.5 x 10°/L], RiiGEEN B -
72 BED I/ MR O I 1E 528.5 x 10°/L, [ Y
SR 25%; 398.25 x 107 /L, 75%; 641 x 10°/
L] Thotz. TOMD ANA OGS EITHH
(2B S 72T & BHGEIE DS B - 72 BE O 5B
/56 H O ANA OHJef# 1L 1.25mg, [ U457
M25%: 1mg, 75%:; 1.875mg], 1.0mg, [ VU4
A5 25%; 1mg, 75%; 2mg] T - 7.

2. WHEEOA MR o BAZ f/ M O L

&

G EOAER O HAZ MM O E B E &
AMET L7z, BEBEATLHICBWT, OF
TIZIIMELAS 600 x 107 /L PUTF & 5 W (385
A2 6 7 AR TH o 72 7L % VT, i
IMRELDS 6 % B LU /MR £ 25 600 x 107/
LUTIZKLE S I ENTE L9 EG), @ ANA
P& 5-Bi 12 /MR E AT 500 % 10°/L BLTF & 5 W
TBIZIAM AT 4 % AR CTdh - 72 5 FER % B
T, MVIMREEAY 6 # A LI MM 400
10°/L DUFICI L B 2 EATE B0 G ME L
7z, HAZIM/MRE 600 x 10°/L LLF (p=0.77)
IO WTIXEEICZEILEE S 72 2> - 72 (data not
shown). L 7> L HAZ /N K %% 400 x 10°/L
AT #ER DO WTIX, FiGEEZ AT HHETiE
DA BICEWEE DS - 72 (AIEED D
73.3%, HiiEEZE L 32.5%, p=0.04) (X 2) .

3. ANA {GEBAEHT O I/ MR o B i

IMRBGER O E &

ANA ¥ 55 @ /IR EL DS IE IR R R (2 g2
x BATTHhEPRE T 572912, ROC T ©
BRI OO v b+ 7l % 5E L7z,
M/ E 600 x 10°/L LT IZT 572000, i
JEET L/ NMRE D B v b & 7 EIX &R 2 X R
2L 72841045 X 10°/L T » 72 (R
1.0, & 0.9). ANA #5850 Ifi /MR 1045
X 10°/L Kiii TdH - 725 (N = 14) o MfiL/h
WA 600 x 10°/L LAF & 72 2313 100%

&) AAE
*"”J 5L
%&? 0.87 73.3% (95%C|ﬂ§)]—9#1) ,,,,,,, )
}L I
o064 0 - 4
<
5 |
x 0.4+
o
S
ot
i3 0.2
g
0.0
T T T T T
0 2 4 6 8(R)
Number at risk
0 10 10 9 7 0
110 7 5 2 0

2. BRI/ EL 400 x 10°/L LT &
FIERE (N=20)

(95%CL NA) Td - 7225, 1045 x 10°/L &L
Fo¥4E1350% (95%CL 0-81.2) TH - 7=
(p=0.03) (3A). M/ % 400 x 10°/L LA
TIZT 27200, BEFEATMNMED S v -4
TEIXEER & 6 R L 24 912 x 10°/L
Tho (FFERE06, EE0.9. ANAKS
B O I/ E 912 x 10° /L HKiiii T & - 72 i Bl
(N = 11) oI/ As 400 x 10°/L DUF & 7
BYERHFILT7.2% (95%CTL; 26.4-93.0) TH >
7275, 912 x 10°/L MLED#413222.2% (95%
CL 0-45.1) TH» -7z (p=0.03) (K 3B). I/h
WL 400 X 10°/L LTI § 572800, GBI
M/NRED 51 N F 7% BiIEHEOFET
BN L. By M 7 EIZEEREDRD S GE
BICIix 939 x 10°/L (n=11), {HREH % Wi
Bl1E 847 x 10°/L (N=10) TH 7. LA L
INHDHhy METMET2HEICHELTH S
TR AX—ETRE L7228, ER A %
W OREI e A EEIIE SN o 72 (data
not shown).

4. REVEFHE, BHlaEEY RIEEB L O

HERRIZOWTE2IIR L. D&M
DWTITIMEHEEE L CAILE 40% (2580 72
2, 2D B 8%ITEINE T HIER TH -



Original: 7727 L) FEZEOR)FE & etk 121

TR M/ R ER

100% (95%CI NA)

1045 10°/L it
,,,,,,, 11045 10°/L Bk

£fEf B

s 1.0 AREE /T2
! D 912X 10%/L kit
e S 1 912Xx10%/L KLk

Bk
I.L
0.6 A 061
remnchenonannens + 5 77.2% (95%CI 26.4-93.0)
0.4+ é 0.4
50% (95%Cl:0-81.2) <
0.2 £ oo N S
= 22.2% (95%CI 0-45.1)
p=0.03 g ‘
0.0 0.0 --t-------- : p=0.03
0 2 4 6 8(A) 0 2 4 6 8(8)
Number at risk Number at risk
0 14 4 0 0 0 0 11 8 6 3 0]
1 4 4 2 1 0] 1 9 9 8 6 0]
3. ANA {HH#BIMERE O M/ IMRER) O BAZ /MR EE R O E &
A: 600 x 10°/L LT BfERE (N=18)
B: 400 x 10°/L LI T BELERE (N=20)
#2 HEHEZOREHE (N = 25 D BB E P IETE A2 E0ME L 72
Grade 1-2 Grade 34 Grade 5 ANA #25-%, BiiRELT P IETE AERIL#ibE
%) %) %) L. 180 H ¥ TI272.3% (95%CL: 30.1-89.0)
L 775 DREBIAHIGE %2 1T 5 2 LA TE 7 (data
Ediin 32,0 80 0 )
P 30 0 0 not shown) .
AL H I 80 0 0 X4 \ZeEAR L RERD MY T 77 v~
#{gjﬁiﬁﬁ 0 . ; AXY—ETHELE SO B ENOBRETIE
S . . o _
TS 160 0 0 4 FEFNZIETRERIAS S - 77 (44 B - JEERREIIR
CEN A 120 0 0 JEnZE, 174 H: A4, 342 HEB L UV 493 H
fifﬁ%ﬁ”‘ 128 0 0 EBEEAERE) A% ANA & o BB M X
(V2 3 O 0 . 49 >
IR 40 0 0 Nrofz. ANABRBIGRO LA 3IE 74%
F#h 80 0 0 THo7z. FBEPZMRIEDIFEAEILFRD 205
gﬂf ig 8 0 72, F7BET-LIAMC ANA %KL 728753
% ‘ 0 <. s R
HE 38 % 0 40 0 }\ﬁﬁbf:ﬁ‘, ZDOHE 2 NIRFEHEAEIZ X
LA 0 0 40 H5LDTH-o7z.
fift BETE KB DRI 0 0 40
B AR HEE 0 0 8.0

7o, WML 16% 12RO 7225, Wi
grade 1-2 TH o7z, FEMEHMEE L TIXTEN
(28.0%), BhE (16.0%), E.OMEH (12.0%)
EHBEEK (12.0%) 7 EFRO LNH, »
TNOEMARLDOTH-o72. ANAHZGIZ X

V. &

ET &, IMkedE & it =iz L<ca > b
O—V§ 20N EETHL. TERTFIZBNT
HETIZ LTANADBEHTE S L) 12% -
72, R UG # 1 IPSET Bf 8 € @ high-risk,
intermediate-risk @ #H & HFLIZFEBI N 5.
INFCRHMIEEE LTiE, " Faxih
WNI PO SN TE 72, LaLl,



122 HOAZRAR,

1.0+
S41F I T4%
0.84 g (95%CI 40.8-90.4)
wo TR ‘
& |
:S 0.6 H+H
= AT : 62%
3 .41 (95%Cl 30.3-82.1)
50
It
*H 02,
0.0
T T T
0 5 10 15 (R)
Number at risk
25 23 13 8
25 21 13 8

4. EAAFER L G

INA RO Vo8 3 I IR L 2 B0 A
RS 5720, tholiEkg b3 bbb EimE
T ERR AR & 72 o> T 7z, ANA I
WOEAMNE T 5 EAZERICE C 720, Fofho
MyEE M (B, HIMERD) ZRo 7w, L
L, MM O IR L T oORFIZAD
Thb.

Espasandin 5 W 1, ANA O [fil /N o 5 A
DA ZALIZDONT, EREREIDREE &
% BRI 1K 22 8 2 i (proplatelet formation,
PPF) # #9452 & T, If/NE A % B
THUREMEZME L TV AP, G THFEICD
WTIEAHZ b £\, PPFO#IHIIZ X 5
M/NHCE A & L T id, bortezomib X histone
deacetylase fTH E# 7o 2 65 L T W 5,
bortezomib ##& Tl Rho O iE AL D% F PPF
PHHI SN D, Z20O—FTRho ¥+ —EHE
T PPF o MElZ MBS s ™. ANA L[
FROBEF @ 5\ I A V238 72 e i e 208
AT B DODERT L UEN D 5.

Fa OWET TN FEF AN F b
ANA DZEEHT72.3% THHETH o 7255, i d
BELR I LL, MUMRBUZ A S ARE & H
MOTHBDEHHEZIHT 22 L TH L. 40
DA DRFTHEILRE T, FGEOH I
b 5§, ANA GBI/ IMRE Z IIH] T & 5

CEPHONTH o7, L LGS, MEAE
DY) A7 B L A B I/ 400 % 10°/L BLF
NOZEWRFRIIHERD D L CTHEICE» - 72
Ziug, ANA Be 57 mesiie s8] S 7z
ETAHIZ, S HIZEMER - M/IMGR 2 #1072
FEREHEMNTE S, SSICHIBEOFEIZED
57, IMV/IMEASEETH BIEFNIIXTS 5 ANA O
RFIIBRERTH S HEME b RIE S 7z,

HEVEIZOWTIL, RBIZEH 4 H O THI)
oz BEEREIRAEZE) & OARSERNE D &
b, INOSOBEDNDLIERNTH-72. Fif
FAMERE T L 7R S w25 & <, B
WM EBOHREL EZ DONELTH L.
ZFOMOFEERRICOVTREMZ LT L —
KT 40% R 7275, TN SIIHIERE O 23
METE eholz. B, BEB X OFEE,
ANA OKRART T AT 7 —EHEERHICED
CHDTHAH., ZNODHEEREROIEAMEIL
N D REREER ¥ & Fi L IR ] & 7 - T
WADS, SIS HTTRI 2 SRAT & 1R TR 7 i
HOFENZ LB EEbNT.

St ET RS A Pl MG R I DWW T,
) A7 R SEIC L CIIMIEE IEFAL S &
HIEPWEEEZ GND, BMIIHEREZTT
X, FORBEIC L DA MR [ MR A H
EHG L LCHEICRY, F72 ANA ATl
ANA #BE$T 52 LT, AAKYITATFF—F
FHEVEHICEED KR EFERDVFEET L) A7 D8
b, Z0lo, BGEEXIEHRT .2
LlZEk o T, MiREE LA S FAFICH S
VI F DRI ERGER - M/MIGR &2 35 2 &
WILETH A, FMIERE LT 72612138
BIFEWENSHEE 25, L Ll o oms
TdH, N FOF /N3 FIZEREMEIME
TEPRBENRTHE Y, WEEHHTAZE
T, TNZENOFE TR TE LWHEDD 5.

A ORBGET CRFBE 2B HIC L ) ANA 21K
I L2 FEGIASEEAE L7z, SIS OIHIAS, A
BEAIEH T 5 JAK2, MPL, CALR % £ O



Original: 757" L) FEEORR & et 123

BIZFREEBHETAILEITE RV L
5, ET HFEIIPULGE, A FaFxs au
NI FZLTANA IZBWTHIFIELAAIIC
WAk Z MG T A LENH L TFE A ¥ —T =
Ok o TARIED T Y O — VSHRET,
CREZELJAR2E RO R FE 2 WHEIE
LRGSR Y hoTiRA HE
P BE I IR ORI BWCRRER L 72X 9 7
I EEF R E R Z 128 < treatment free
remission 72 E b MEF SN L0 Lt wvw, —
BRI RIE I 2 B H 500 LW, iE
WMERLIEDNTELDIZEFICE>TRER

REIC R HHEE L BB

ANA I ZET oI/t > b a—)VIiZE %)
THhORERDECEREEZ LNz S%S
5% HAMESLETH L)%, ET x5 7
L LCIE, /MRS E D REBIZ R LT
MENZIE NS Faxs #)uN3 F +ANA TiA
BOEA L, ZE LT ANA Bica v b
O— V352 ENREFLVEEZ LN

FMIRAARC @ 3 H 1B S R 2 .

References

1) Fenaux P1, Simon M, Caulier MT, et al.:
Clinical course of essential thrombocythemia in
147 cases. Cancer 66, 549-56, 1990.

2) Bellucci S, Janvier M, Tobelem G, et al.:
Clinical evolutionary and biological data. Cancer
58, 2440-2447, 1986.

3) Chistolini A, Mazzucconi MG, Ferrari A, et
al.: Essential thrombocythemia: a retrospective
study on the clinical course of 100 patients.
Haematologica 75, 537-540, 1990.

4) Wolanskyj AP, Lasho TL, Schwager SM, et al.:
JAKZ mutation in essential thrombocythaemia:
clinical associations and long-term prognostic
relevance. Br ] Haematol 131, 208-213, 2005.

5) Passamonti F, Rumi E, Pungolino E, et al.: Life
expectancy and prognostic factors for survival
in patients with polycythemia vera and essential
thrombocythemia. Am ] Med 117, 755-761, 2004.

6) Barbui T1, Finazzi G, Carobbio A, et al.:
Development and validation of an International
Prognostic Score of thrombosis in World Health
Organization-essential thrombocythemia (IPSET-
thrombosis). Blood 120, 5128-5133, 2012

7) Cortelazzo S1, Viero P, Finazzi G, et al.:
Incidence and risk factors for thrombotic
complications in a historical cohort of 100 patients
with essential thrombocythemia. J Clin Oncol 8,
556-562, 1990.

8) Griesshammer M: Role of platelet counts in
the management of essential thrombocythemia:
experience with anagrelide. Expert Rev Hematol
2, 227-236, 2009.

9) Kanakura Y, Miyakawa Y, Wilde P, et al.:
Phase III, single-arm study investigating the
efficacy, safety, and tolerability of anagrelide as
a second-line treatment in high-risk Japanese
patients with essential thrombocythemia. Int J
Hematol 100, 353-360, 2014.

10) Kanda Y: Investigation of the freely available
easy-to-use software 'EZR' for medical statistics.
Bone Marrow Transplant 48, 452-458, 2013.

11) Espasandin YRI1, Glembotsky AC, Grodzielski
M, et al.: Anagrelide platelet-lowering effect
is due to inhibition of both megakaryocyte
maturation and proplatelet formation: insight into
potential mechanisms. J] Thromb Haemost 13,
631-642, 2015.

12) Murai K, Kowata S, Shimoyama T, et
al.: Bortezomib induces thrombocytopenia
by the inhibition of proplatelet formation of
megakaryocytes. Eur J Haematol 93, 290-296,
2014.

13) Bjorkholm M, Derolf AR, Hultcrantz M, et al.:
Treatment-related risk factors for transformation
to acute myeloid leukemia and myelodysplastic
syndromes in myeloproliferative neoplasms. J
Clin Oncol 29, 2410-2415, 2011.

14) Quintas-Cardama Al, Kantarjian H, Manshouri
T, et al.: Pegylated interferon alfa-2a yields
high rates of hematologic and molecular
response in patients with advanced essential
thrombocythemia and polycythemia vera. ] Clin
Oncol 27, 5418-5424, 2009.



JIMA  Vol. 69, No. 3 (Aug. 2017) pp. 117-124.

Retrospective analysis of anagrelide therapy for

essential thrombocythemia in

Iwate Prefectural Central Hospital

Yasuro Mivairi, Kazunori MURAT,
Hiroyuki HamaDA and Akiyoshi SATO

Division of Hematology, Iwate Prefectural Central Hospital, Morioka, Japan

(Received on January 20, 2017 & Accepted on February 10, 2017)

Abstract

Essential thrombocythemia (ET) is a clonal
disorder, in which pan-hematocythemia, especially
thrombocythemia, is observed due to gene mutation
in the hematopoietic stem cells. Recently, anagrelide
has become available for the treatment of ET in
Japan. In this study, we retrospectively analyzed
the efficacy and safety of anagrelide, which was
administered to newly diagnosed ET patients or those
who had undergone previous treatment using anti-
cancer drugs. Anagrelide (0.5mg) was administered
twice a day first. The dosage was increased or
decreased based on the platelet counts. Platelet
counts decreased rapidly in the first 2 months and
slowly in the next 6 months. The response rate for

achieving a platelet count less than 400x109/L was
better in patients with previous treatment history
than in newly diagnosed patients. No patients with
platelet counts higher than 912x10° /L or 1045x10°/L
just before the anagrelide administration reached less
than 400x10° /L or 600x10° /L respectively.

A few adverse events including anemia, headache,
and palpitation were observed, and most were
manageable.

These results suggested that anagrelide is highly
effective and safe in the control of platelet counts in
ET. The patients with high platelet counts should
initially receive hydroxylcarbamide plus anagrelide,
followed by anagrelide monotherapy.
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