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Significant tumor response to HYDREA
(hydroxyurea capsules, USP) has been
demonstrated in melanoma, resistant
chronic  myelocytic  leukemia, and
recurrent, meta-static, or inoperable
carcinoma of the ovary.

Hydroxyurea wused concomitantly with
irradiation therapy is intended for use in
the local control of primary squamous cell
(epidermoid) carcinomas of the head and
neck, excluding the lip.

ik - &

Because of the rarity of melanoma,
resistant chronic myelocytic leukemia,
carcinoma of the ovary, and carcinomas of
the head and neck in pediatric patients,
dosage regimens have not been
established.

All dosage should be based on the
patient’s actual or ideal weight, whichever
is less. Concurrent use of HYDREA with
other myelosuppressive agents may
require adjustment of dosages.

Resistant Chronic Myelocytic Leukemia

Until the intermittent therapy regimen has
been evaluated, CONTINUOUS therapy
(20-30 mg/kg administered orally as a
single dose daily) is recommended.

An adequate trial period for determining
the antineoplastic  effectiveness  of
hydroxyurea is six weeks of therapy.
When there is regression in tumor size or
arrest in tumor growth, therapy should be
continued indefinitely. Therapy should be
interrupted if the white blood cell count
drops below 2500/mm?® or the platelet
count below 100,000/ mm?®. In these cases,
the counts should be reevaluated after
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three days, and therapy resumed when the
counts return to acceptable levels. Since
the hematopoietic rebound is prompt, it is
usually necessary to omit only a few
doses. If prompt rebound has not occurred
during combined HYDREA and irradiation
therapy, irradiation may also be
interrupted.

However, the need for postponement of
irradiation has been rare; radiotherapy has
usually been continued using the
recommended dosage and technique.
Severe anemia, if it occurs, should be
corrected without interrupting
hydroxyurea therapy. Because
hematopoiesis may be compromised by
extensive irradiation or by other
antineoplastic agents, it is recommended
that hydroxyurea be  administered
cautiously to patients who have recently
received extensive radiation therapy or
chemotherapy with other cytotoxic drugs.

Pain or discomfort from inflammation of
the mucous membranes at the irradiated
site (mucositis) is usually controlled by
measures such as topical anesthetics and
orally administered analgesics. If the
reaction is severe, hydroxyurea therapy
may be temporarily interrupted; if it is
extremely severe, irradiation dosage may,
in addition, be temporarily postponed.
However, it has rarely been necessary to
terminate these therapies.

Severe gastric distress, such as nausea,
vomiting, and anorexia, resulting from
combined therapy may usually be
controlled by temporary interruption of
hydroxyurea administration.
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Hydrea 500 mg Hard Capsules
(E. R. Squibb & Sons Limited)

BhAE « A

The treatment of chronic myeloid
leukaemia.

The treatment of cancer of the cervix in
conjunction with radiotherapy.

Wik - &

Adults

Treatment regimens can be continuous or
intermittent. The continuous regimen is
particularly suitable for chronic myeloid
leukaemia, while the intermittent regimen,
with its diminished effect on the bone
marrow, is more satisfactory for the
management of cancer of the cervix.

Hydrea should be started 7 days before
concurrent irradiation therapy. If Hydrea
is used concomitantly with radiotherapy,
adjustment of radiation dosage is not
usually necessary.

An adequate trial period for determining
the antineoplastic effect of Hydrea is six
weeks. Where there is a significant clinical
response therapy may be continued
indefinitely, provided that the patient is
kept under adequate observation and
shows no unusual or severe reactions.
Therapy should be interrupted if the white
cell count drops below 2.5x10°L or the
platelet count below 100x10%/L.

Continuous therapy:

Hydrea 20-30mg/kg should be given daily
in single doses. Dosage should be based
on the patient's actual or ideal weight,
whichever is the less. Therapy should be
monitored by repeat blood counts.
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Intermittent therapy:

Hydrea 80mg/kg in single doses should be
given every third day. Using the
intermittent regimes the likelihood of
WBC depression is diminished, but if low
counts are produced, 1 or more doses of
Hydrea should be omitted.

Concurrent use of Hydrea with other
myelosuppressive agents may require
adjustments of dosages.

Children

Because of the rarity of these conditions in
children, dosage regimens have not been
established.

Elderly

Elderly patients may be more sensitive to
the effects of hydroxycarbamide, and may
require a lower dosage regimen.

NB: If the patient prefers, or is unable to
swallow capsules, the contents of the
capsules may be emptied into a glass of
water and taken immediately. The contents
of capsules should not be inhaled or
allowed to come into contact with the skin
or mucous membranes. Spillages must be
wiped immediately.

(RS

T[]

e (de%4)

LITALIR 500 mg Hartkapseln
(Bristol-Myers Squibb GmbH & Co.)
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#50% (1H20mg/kg) MET 22 &, £D
% . A IMERES-10x10° /LA MERF T % 5
BICHET 5, [ MERE A 5X10%/LLL F I 72
ST GBI ARA AW E L, Al EREN
10x10°/LE CHIE L T/ E+T 5 2 &,

F 1 BR 2 23 2.5 108 L LA F S 1 i /N 3k 8
100x10%LLL FIT 2 o = 5A 1% BB =4
CEIET A FECREERIET A L,

KRB DR ZHEST D OB W 136
HETHD, BEPHALIZHEITL TN
LAEIWIXREERIET 5 2 & BRICH
ORISR BN L 5EITE, RO
BB FRETH Do

AREME /MR UE D 854, 1 H 15mg/kg T #¢
H &2t L. [ EREAS4X10°/ILLL T & 72 %
Z & B /R ER 23600x10%/LEL T & 72
LHEOREREEREHT D,

HMHEZME DA, 1H15-20 mg/kg T 5-
BT D, ~~ b7 Uy bH3A5%LL T
ifiL /N L A3 400x10°/LIC 72 B K D FH 5B D
MizEiTo> 2L, ZLOEFETIE, 1AY
#)500-1000 mgO#EFFHE L 8D, ~~ b
7V bRy be—
NTETWVWDHIEEITIE, Mk 5 N AgeT
H5,

INIR

INETORBIZH CTH D20, BE5HiEX
BAREIC 72 > TR U,

i

e iR A C U A AN 697 2 BOSME 23 B e T
D KVIEHAEOREERH D,

it - BHEBETESE




AR -177

T - B RS REAE T B 1ok 2 HESR & 138
elz 72 > Ty (Section 4.4 M)

BT B NILEDE FMRPIAFH, O HF TR
L7pWnWZ &,

(]

INES|

e (de%4)

HYDREA 500 mg, gélule
(Bristol-Myers Squibb)
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#EFF £ ¢ 15-30 mg/kg/24 FFH

B BE 1 R

5-15 mg/kg/24 K [

ZX B I /N AR If S
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HYDREA (Bristol-Myers Squibb Canada)
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HYDREA (hydroxyurea) is indicated for
concomitant use with irradiation therapy in
the treatment of primary squamous cell
(epidermoid) carcinomas of the head and
neck, excluding the lip.

Tumor responses to HYDREA have been
reported in melanoma and resistant chronic
myelocytic leukemia.

Wik - &

Because of the rarity of carcinomas of the
head and neck in children, dosage regimens
have not

been established.

Dosage regimens in the treatment of the
neoplastic diseases should be based on the
patient's actual or ideal weight, whichever is
less.

Resistant Chronic Myelocytic Leukemia
Continuous Therapy

20 to 30 mg/kg administered orally as a single
daily dose.

An adequate trial period for determining the
effectiveness of HYDREA is 6 weeks. When
there is regression in tumor size or arrest in
tumor growth, therapy should be continued
indefinitely. Therapy should be interrupted if
the white blood cell count drops below
2500/mm?3, or the platelet count below
100,000/mm?®. In these cases, the counts
should be reevaluated after 3 days, and
therapy resumed when the counts return to
acceptable levels. Hematopoietic rebound is
usually rapid. If rapid rebound has not
occurred during combined HYDREA and
irradiation therapy, irradiation may also be
interrupted. Anemia, even if severe can be
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managed without interrupting HYDREA
therapy.

HYDREA should be administered cautiously
to patients who have recently received
extensive radiation therapy or chemotherapy
with other cytotoxic drugs (see WARNINGS
and ADVERSE EVENTS).

Pain or discomfort from inflammation of the
mucous membranes at the irradiated site
(mucositis) is usually controlled by measures
such as topical anesthetics and orally
administered analgesics. If the reaction is
severe, HYDREA therapy may be temporarily
interrupted; if it is extremely severe,
irradiation dosage may, in addition, be
temporarily postponed.

Severe gastric distress, such as nausea,
vomiting, and anorexia, resulting from
combined therapy may usually be controlled
by interruption of HYDREA administration.

1 #
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HYDREA
(Bristol-Myers Squibb Australia Pty. Ltd.)

Significant tumour response to Hydrea has
been demonstrated in melanoma, resistant
chronic myelocytic leukaemia, and recurrent,
metastatic, or inoperable carcinoma of the
ovary.
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Because of the rarity of melanoma, resistant
chronic myelocytic leukaemia, carcinoma of
the ovary, and carcinomas of the head and
neck in children, dosage regimens have not
been established.

All dosage should be based on the patient's
actual or ideal weight, whichever is less.
NOTE: If the patient prefers, or is unable to
swallow capsules, the contents of the capsules
may be emptied into a glass of water and
taken immediately. Some inert material used

10
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as a vehicle in the capsule may not dissolve,
and may float to the surface.

Patients who take the drug by emptying the
contents of the capsule into water should be
reminded that this is a potent medication that
must be handled with care. Patients must be
cautioned not to allow the powder to come in
contact with the skin and mucous membranes,
including avoidance of inhaling the powder
when opening the capsules. People who are
not taking Hydrea should not be exposed to it.
To decrease the risk of exposure, wear
disposable gloves when handling Hydrea, or
bottles containing Hydrea. Anyone handling
Hydrea should wash their hands before and
after contact with the bottle or capsules. If the
powder is spilled, it should be immediately
wiped up with a damp towel and disposed of,
as should the empty capsules. The medication,
particularly the open capsules, should be kept
away from children and pets.

Concurrent use of hydroxyurea with other
myelosuppressive agents may require
adjustments of dosages.

Resistant Chronic Myelocytic Leukaemia
Until the intermittent therapy regimen has
been evaluated, CONTINUOUS therapy (20 to
30mg/kg administered orally as a single dose
daily) is recommended.

An adequate trial period for determining the
antineoplastic effectiveness of hydroxyurea is
six weeks of therapy. When there is regression
in tumour size or arrest in tumour growth,
therapy should be continued indefinitely.
Therapy should be interrupted if the white
blood cell count drops below 2500/mm3, or
the platelet count below 100,000/mma3. In
these cases, the counts should be rechecked
after three days, and therapy resumed when

11
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the counts rise significantly toward normal
values. Since the haematopoietic rebound is
prompt, it is usually necessary to omit only a
few doses. If prompt rebound has not occurred
during combination HYDREA and irradiation
therapy, irradiation may also be interrupted.
However, the need for postponement of
irradiation has been rare; radiotherapy has
usually been continued using the
recommended dosage and technique.
Anaemia, if it occurs, should be corrected
with whole blood replacement, without
interrupting hydroxyurea therapy. Because
haematopoiesis may be compromised by
extensive irradiation or by other
antineoplastic agents, it is recommended that
hydroxyurea be administered cautiously to
patients who have recently received extensive
radiation therapy or chemotherapy with other
cytotoxic drugs.

Pain or discomfort from inflammation of the
mucous membranes at the irradiated site
(mucositis) is usually controlled by measures
such as topical anaesthetics and orally
administered analgesics.

If the reaction is severe, hydroxyurea therapy
may be temporarily interrupted; if it is
extremely severe, irradiation therapy may, in
addition, be temporarily postponed. however,
it has rarely been necessary to terminate these
therapies.

Severe gastric distress, such as nausea,
vomiting, and anorexia, resulting from
combined therapy

may usually be controlled by temporary
interruption of hydroxyurea administration;
rarely has the additional interruption of
irradiation been necessary.
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3. HENRFITHRLENINSDRFIILHER - KEFIZHONT
(1) BWAERACHEGEAR, EWBERABRE TR D AR E L TOHREIRI

<R OR R T E RBRASHR RN SE) . R R. UK - liEF OB ERHH O
s 45 >
REW ARG LOBIEICONWT, BLFICRT, B, WAARMIXOREIZY -
TliX. Medline data base |2 T “hydroxyurea,polycythemia vera”’Z % ¥ —1U — K
L. BBEXG LT D5 L% clinical trial & L CHRZE (R H : 201149 A 14
A) L7, ZOfHR, BEMEZMAET 156 MK I 1L, £ OWNFRITEIRBERDY 2 {4,
NI I 1T D IEBE DR A 7 4, Mgk COE AR 3 ., RO REN 3
ECH o7, LLEOH NG RO O 2 il T 5,
Fo, BERNARMIXOBBEIZY > TE, EFPRREETIITSICTEES ME,
hydroxyurea”Z ¥ — VUV — R & L. MERN G & T 55 CHEEZ BARRR & L THRE
(BFH : 201149 H 14 B) L7ofER, B ME K OATENE (/M iE o il 3 2
WL LRSS 2 B S, YklERRBRE S 1T, A&l CML (2%}
TAHRBHEFE LTI, FIMEERE LTIRIHLTWS, 2RO DM XOMEZL#H
T 5,

<HEHMZ I T D i R BUBR S >
(1) Najean, Y et al. Treatment of polycythemia vera: the use of hydroxyurea and
pipobroman in 292 patients under the age of 65 years. Blood. 90(9):3370-7, 19971
65 Ik AT D BN L MLIE 292 fil & %t 4121 T 472 hydroxyurea (HU #: 25mg/kg/d)
& pipobroman (32P; Pi#f: 1.2mg/kg/d) O BEIEA LB, Wb low-dose T
DOMEFRIEN T, HU BETIXTRES ., 857 7 2 HiEEo-o, PiETIEHE
. PHIODABFENMETT DI R o7, MRTFILZEN (R 1%
HU B CA+5 Th o720y (45%DJER]) | Mt ZEARE O R BUHE XMW CTH%E CTh -
Too WBROETZB L cHmMIL, PLEETHM - TH 84, THYES 14, HUBETT
BRIESE 10 B, ANk 4 B, BFHELEE - SIE 1 PITRE L7, 14 F TOEMFRITWRE
EHITHK T0% CTHETH - 722 (P>0.3log-rank test, P>0.20:Wilcoxon test) .
reference ([ZHEN D L EHWTH -7, HIMFEOREY X 71X 13 F TR 10%TH YD . M
RIS B2 =132y o 7= (P>0.3:log-rank test, Wilcoxon test), FE¥s 2 kr< &
RO FB Y A7 IZONTHE%E Th o7z, HU BECTHEMMEIE~OETD Y 27 RN

AEIZEMNoT,

(2) Najean, Y et al. Treatment of polycythemia vera: use of 32P alone or in

combination with maintenance therapy using hydroxyurea in 461 patients greater

than 65 years of age. The French Polycythemia Study Group. Blood.
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89(7):2319-27, 1997

65 ik LA LD EMEZ IMAE 461 il 2 XF 512 T o Av7z 32P #:0.1mCi/kg/d) @ #)[E] 25 {31
(2% 4% hydroxyurea #EFFEREGAH (HU BE: 5-10mg/kg/d) OAHEIZ L D EEL(L
PR, MEFFREREIX 2P IC K 2R OWIM A A EICER L, B EHKRGEEL 3
O 1LIZHED &7, LU, HERFIERETIX 25%DIEF] TIf /MK DO 2 B3 780 5 1,
&b B R BN ME OB BRI 2R &, BEEROEBOSIHEIZRED LTz
S72, HIZ, SELUMOAMBORIRITAZICHML, EEEORRALEZBDL
iz, HU Ofkfe & 5138 B AR HERE ~ D HEIT 1T LT o 72 (15 415 TRELE
20%) ., A FHIH P IEIX HU BT 934, 2P T 109FETh -7 (P=0.15), &b
ERERIEH (2P 12 X 2RI 2 oK) Tlk, HU MERFRIEIC X 0 DEAB Y X
7 B S, A EEE Lz, HU O#ERRIEIZZ O X ) REGNEIG E 25,

< HARIZEIT D ERKABRE >

(D) #E ko FREsEmIER BICxXT 9 2 Hydroxyurea ® if IR IR §F; E5 & 3K
24(6):1571-1585,1990ii

BRI MR RIS T S B AR DA & e R ORI - HEORT % H
My & L7 RE 11 AR I 3T, hydroxyurea I 1 H 500~2,000mg % 1~3 [A]{Z
SRR OGSz, RBRICIE 33 BN B EE S AL, F DN 31 51 A AR 2 B E SiE ]
ELTCHEI b, ERONRIZT CML 17 #1, PV 94, ET 4 #% O PMF 1 6] T&
72, BEZFIZ, CML T2 E M (CR) : AMEE 10,000/ L LA FiZ/2 0 | fojE
NS ol t . By EMFPR) - AMERE DN EGRIED 50%LL N2 -7
A KROVEIMEREL Y 10,000/ u L LA FiZ72 > CHMBEOFE LZ%H4A. PV Tk CR:
Mg N IEFEL L, MIENHEK L725A. PR MRG0 kD 5 WO T RIES /N L7
Y. ET TIX CR : /MED 40X 104 p LU FIZ 72> 7284, PR @ /ME DS 40
X104 725 100X104 u L L FiZZe o 7236, & EFR Sz, Hydroxyurea O IK%)
# (CR+PR) X, CML : 82.4% (14/17, CR5 #l, PR9 #5]), PV : 77.8% (7/9 #i,
CR1 I, PR6 f5]), ET : 100% (4/4 #l, CR1 %], PR3 #]) TH V., CR £ TOVY
AR IX CML Ti% 388.2+45.9 H, PV T/X 118 A, ET T/X 110 H TH > 7=, Fl
TERIE 9.1% (3/33 f) IZ3BLL, TOWFRIZEmWAL, BB, AafkETnTh 1
BlFoTH, EERLDIIRN-T,

Hydroxyurea |35 B HEFHMER BIREIC KB W T, BT EMSRE & EMER IR 2R L,
RIEH D720 & biied TH RO EWIAITH 5 & fam S L7,

(2) WH#E WS Hydroxyuread § BB 7 BIZ %13 2 B TIHHER R R BR Ak 5 [ 2%
& 3R2E 26(2):399-408,1991 1

CML. PV X' ET x5 & L, BHEAFIEG TIERLZRIZHOW T, HERRIEH
TITIE M R & Btkisfb O A 4 R B MG E & L2 ERR S I AHEERIC B W T,
RFEE (BFE ANE) & L T hydroxyurea |3 1 H 500~2,000mg % 1~3 [E[\Z57 (T,
MEFFE L LT 1 H 500~1,000mg & 1~2 [mIC/ 1 TRO#LG S, RBRICIT 467

16
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BIDNRERZ 4L, £ DN 354 BIDERIKZ R HEIER & L Chlkbhiz, REDNRIZT
CML 265 f5l, PV 44 {5l & X ET 45 | T > 7=, FAEE ANBIEICB T DRI
CML T35 2 (CR) : AMEk%k 10,000/ u L LA FIZ22 0 | %Eﬂﬁ%btﬁn\ﬁ
5y BAR(PR) - A IMERB A G-I D 50%LL FiZ/e o 78A . K OVA MERE A 10,000/
pLPLTFIZ/ > THMEOFIE LZSA. PV T CR: Migg N EwEIL L, FIET
K L7=%4A. PR MRGBNSED 2 WIXMENHE/N L7284, ET Tik CR : /MK
B 40X 104 u L LA FIZ 2> 72384, PR« /M2 40X 10475 100X 104 1 L LA
Tz o254, L EEZESINT7-, Hydroxyurea DFEKEZE (CR+PR) 1. CML :
90.2% (239/265 5, CR144 I, PR95 f5l) . PV : 100% (44/44 {51, CR29 5|, PR15
). ET : 95.6% (43/45 5], CR24 5], PR19 #fl) T&H Y., CR £ TO FEHE AHIR
X, CML Tl%63.4%t52.5 H, PV Tl%61.9£57.9 A, ET Ti%52.6+44.1 H Th >
Too Flo, BIMEAIT 467 il 24 BI(5.1%)ICHEBL L, £ ONFRITFE » KB EDRK
JEAEAR 9 B, LR o bEER 11 6], 2o 4FTHY Wb RIS
DUNTIRIE 7 EOALE L X 0 [BIE LT,

B PR S TIT MHGRBRIC B 1T D MERRIR AN TIXEM B R IOV T ORI Tz, Hkr
BEIEB] D 436 il 348 FISERIR D HpEREF] & L TRk b7z, HEEDWFRITE CML
247 B, PV 57 fl }x )N ET 44 5l Tdh - 7=, A 771X CML: 75.3% (186/247 #i) . PV
100% (57/57 %), ET : 95.5% (42/44 #]) T - 7=,

CML, PV &k ET % & &oB Rl H9 5E R B IS %P~ % hydroxyurea O fifi PR 2 2 & OV 4y
PEIFERTEY, BHERAR LW EnDARBFOFHETE D EBE X LD &
fEam ST,

(2) Peer-reviewed journal iR, A% « 7TF U T AEDOHRE KDL

REM 2 ARG IX O HONT, LLTITRT, 2B, wmXOEEIIYT-->TIE
Medline data base |ZC ” polycythemia vera, hydroxyurea’ Z 5% —7V — K& L,
BB RE T D CHEA BRI E LTHREK (MEA 201149 H 14 A) L7H R,
NP ENTZ, TDIH B, HEFED impact factor(Thomson Reuters)?® 8.0 % ##
R D ICHR 2 R 2 @I L7,
1) Finazzi G et al. Evidence and expertise in the management of polycythemia
vera and essential thrombocythemia. Leukemia. 22(8):1494-502, 2008
B M AE  ARREME ML/ ILEE O 1R & L T hydroxyurea 2N L& & O & OHE &2 785
TEDLILNRENTVDLIN, AMVFE~OBITREEIN TS, BITETIZY A2
i CTigiE DT T, KU X7 @E‘@%’?Jﬂlﬁf‘&)ﬂﬁf{%m & aspirin (2 X 517/
N, m Y A7 THIX hydroxyurea 72 E OfLFEREENHIE I NS, K Y X7 O AKRE
PRI/ MR I SE C OHESE (X722 028, @ U A7 TILFRBIERHELRE S 5, Interferone
a X anagrelide (% hydroxyurea |ZH#HitE, NIEDOHZAEOF T a o Th b,

2) Tefferi A et al. Myeloproliferative neoplasms: molecular pathophysiology,

essential clinical understanding, and treatment strategies. Journal of Clinical
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Oncology. 29(5):573-82, 2011 i

B ME, ARBEME M /NI IE D% < OEF O F#%IT, EWHEIZIERETHY .,
RIZ L2 E0HEIZMKH & aspirin, {E1M, hydroxyurea O{REIZ LV +3ICmn2%
lZar b — L ENTWD, BITEOEMEZ M, AREME M/ NMERE O T — /L
MAg - B A GHED TR TH Y . A U A ZIEF TIRMBIED Y X 7 % i/ NRIZT
57812, hydroxyurea (BA4EH &1 500mg @ 1 H 2\ H) Z#FEHT XX Th D,

(3) #REF~OBEERERK E L TORHEIRT

<HHMZ BT D BRI FEE>

<Part VII, Hematologic Malignancies, Section 3, Myeloproliferative Disorders>

- B % fiE ( Chapter 86 , Polycythemia Vera, Treatment, Chemotherapy,
Hydroxyurea, p2040)

hydroxyurea I, HE PV DIEBIZB W TH - & bIA<HH SN DL FRIEAITH 5,
PV 2B\ T, RifEK, BimERI LM/ Ed = b e —v3 2 20 RAIT B RE 2 L RE
ShTW5, MAREDSPHEITFEIRYIBEN (B ([CX5REOLTRESN D EBE
KO L ThRv, W@, P ERED F 72 i 2 1T hydroxyurea O HIE S L
AIFXWEIZ L BRIz R8T %, hydroxyurea CTEWIMIGHZ L7 E3E ToO A MK
ERFBITELS, BOLEIToLGAELEETRVWEBZZILND, — KV
hydroxyurea @B &1L 500mg 2 1 H 1~2[FEHThH V| BRI AICESEHE
ZHEIT D,

2) Williams Hematology, 8th ed.1223-1236, 1237-1247, 2010 ixx

- B % M E(Chapter 86. Polycythemia Vera, Treatment, Hydroxyurea, p1231)
hydroxyurea (& PV ORE THEHA I N KL BB FHMEI A TH 5,
hydroxyurea T8 MLEKEL, F M ERE L i/ MMicEcad =2 b a—3 572D ORI
RITHY . —RHRBIRIETH 28 IREIBEMT (BIL) O A & ik L TR AEUE
FICH T HMBIED Y AT 2D S5, T VFALAITIZZR WD, hoE il
il & i L TR AR ~OBIT 2 5 i Z T REMITERY, ET OERICE W
T hydroxyurea & i Hl U728 CTld. VSO 30% £ TMARIEN A Lz, 9
L7 Z e IMEIC bbb, 2 0BEVNAEFEFS (EIREE 2I1XHEbE
ARt H) 12 &Y hydroxyurea DR &2 H1EL T\ 5,

3) Goodman & Gilman's Pharmacology < IX. Chemotherapy of Neoplastic
Diseases >Juvels®

A BE M I /)N I S S SR AR 1L BR YR BRI 38 W) T, hydroxyurea 13 22 M0 B BN 12
Ji U T 15-30mg/kg/day DG ®&THWOH LD, G &I3RM O A mEREIZ X0
fich o, BHEZGIZEWTIISREZHET H720I1C 6 BEKEE I D, &R0 RIT
ThhiEHEEL/HME L T LR, BH—REoBmMEREAEPHEREIN D,
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Hydroxyurea (X EIZEHHEIHMEEEA & LT CML, BEMZMAE, AREM: /N i iE 72
EOF R MERE BICE DN D,

4 ) Harrison's Online < Part Six! Oncology and Hematology > Section 2:
Hematopoietic Disorders > xii

B2 ME OJEFIC IV T PLeE 3 R A e 56 ORI & LT hydroxyurea
2% interferon oo, PUVA(psoralens with ultraviolet light in the A range)# ik & & &
WZRERBTER & L CRidfl STV b, 7o, BFPRIEN LEZR Y S Tl hydroxyurea
DEENEFE LWV EREHINLTND,

<HARIZBT D HRES >

1) BRI  ETE 2 i, i

THN T, BEEIEOHEIZU TORER S 5,

- B ME A TRIZBRGRERTHY , REBEIAOF 2 ME, Hiflo T
BiTh s, mimE, IBEEEE, FERF., BER EOLMEREDY AT 757 7 X —
MNHDLEETEOIRIFEEITH, TNz, BT Ht 85 45% K. 2T 42% K
B IMRIE 21T 9, f/MRAS 150 5/ u L BL E DA S aspirin % 5N 20 5
B ERE, AKHE aspirin 2575, 2RI, 60 sl b F 72 i ke iE o BETE A
& % & 13 hydroxyurea & W THBEIHIFIEEZIT 5, IEIRPOFERFHEE, HDH W
140 AR DOHE AL IFN-« O 2 Z BT 5.

(4) %2 UFMEBEOBIHA A KT 1 v ~ORBARBR

<WHMNZBT DA KT A >
1) NCCN Clinical Practice Guidelines in Oncology
AL (EMEZMAEDOTA KT A4 R0,

2) National Cancer Institute Cancer Topics Chronic Myeloproliferative
Disorders Treatment(PDQ®) xiv

- B MIEICH T 50K A 7 v a L LT,

7% 1.

@Hydroxyurea (=& )

@Interferon «

@Chlorambucil, Busulfan (F#1) : 70 ER2E TR LN S, interferon a & Y
hydroxyurea AN %5 JiE 51

O & aspirin(=£100mg/H) : Z 2O HIMCE TORMAEN R VGEA

1. Lamy T et al. Inapparent polycythemia vera: an unrecognized diagnosis. Am J Med 102
(1): 14-20, 1997.

2. Kaplan ME et al.: Long-term management of polycythemia vera with hydroxyurea: a
progress report. Semin Hematol 23 (3): 167-71, 1986.
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3) British Society for Haematology, Haematology Guidelines

- BVEZ M E

A Y A7 FEF (FEIREIBIC AR ZS . SEMEE « EATIEO PE, (KERD - BiT% 0K
BET 2R 9ER, /MR Z OS> bonT iz A L TWnW5D) 1Tk LT,

D40 ARMOZBAE D KT A v

240 WL LB ED T 7 — A T A

DiEHE & LT Hydroxyurea BN HELE I LTV 5,

1. Cortelazzo, S. et al. Hydroxyurea for patients with essential thrombocythemia and a high
risk thrombosis. New England Journal of Medicine, 332, 1132-1136, 1995

2. Donovan, P.B. et al.Treatment of polycythemia vera with hydroxyurea. American Journal
of Hematology, 17, 329-334, 1984

3. Fruchtman, S.M., From efficacy to safety: a Polycythemia Vera Study group report on
hydroxyurea in patients with polycythemia
vera. Seminars in Hematology, 34, 17-23, 1997

4. Kaplan, M.E. et al. Long-term management of polycythemia vera with hydroxyurea: a
progress report. Seminars in Hematology,23, 167-171, 1986

5. Najean, Y et al. Treatment of polycythemia vera: use of 32P alone or in combination with
maintenance therapy usinghydroxyurea in 461 patients greater than 65 years of age. The
French Polycythemia Study Group. Blood, 89, 2319-2327, 1997

6. Najean, Y. et al. Treatment of polycythemia vera: the use of hydroxyurea and pipobroman
in 292 patients under the age of 65 years. Blood, 90, 3370-3377, 1997

7. Sterkers, Y. et al. Acute myeloid leukemia and myelodysplastic syndromes following
essential
thrombocythemia treated with hydroxyurea: high proportion of cases with 17p deletion.
Blood, 91, 616-622, 1998

8. Tatarsky, . Management of polycythemia vera
with hydroxyurea. Seminars in Hematology, 34, 24-28, 1997

9. Weinfeld, A.et al. Acute leukaemia after

hydroxyurea therapy in polycythaemia vera and allied disorders:prospective study of efficacy
and leukaemogenicity with therapeutic implications. European Journal of Haematology, 52,
134-139, 1994

<HARIZBFDHA FTA %>
BAEDOL ZAENICEWTEMSEZ MIEIZRTI2EBNTA RTA4 T ARI ATV
AN

(5) BEHNEIZHR DA TORKRBERRE X O REARMEHERE (5L (1) LA
) 1lzHoWnWTC
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E%qjﬂ%ﬁﬁn'u?U?f/i\?~5’N~XK.‘Jb‘b\f\ "EPEZMAE. hydroxyurea” & i 58 &% —

— RE LU THRELIEMER®E A 2011 4 9 A 14 H) . Japanese Elderly Leukemia
and Lymphoma Study Group (& & 2 & EME 2 fFHT L7230k 1) 2 5 113 43R
STz, THD 113 R B9 EMERIH A . 51 FETRFEMREL, 2 FE S ERR 123 1T D f
AR ORE, ROSCHL DTH o 72, TR DICI %2, KR CTORGRME HEEL KB
HH0E LT, FOEDIBERROF NG, FEEKRESE BN THEREHINATWND Y
A7 BNGRIEICE T 5 30k 3 tha B L, DL I E A e L7,

1) Dan K et al. Clinical Features of Polycythemia Vera and Essential
Thrombocythemia in Japan: Retrospective Analysis of a Nationwide Survey by the
Japanese Elderly Leukemia and Lymphoma Study Group; International Journal
of Hematology 83(5):443-449,2006.x

Japanese Elderly Leukemia and Lymphoma Study Group (2 X W {Thbihv7=EMZ%
1M4E (PV), A& /R ME (ET) O B IR FURF i, T RIER O TR EZALNCT 22 L
HPE LI 2EREOMNT. 647 1 (PV266 #il, ET381 f5l) DOiiAZEA B S,
fRfT S iTc, Wik & BIEBIR ISR O Do REFERITZNZE I PV T 15.4%,
8.5%., ET T 17.6%. 8.7% ThH>7c, ZNHDREERIT, BKIZEBW TREROBRE &
iTolz®E (PV TERNEN 13~39%. 10.3~25%; Gluppo Italiano Studio
Policitemia. Ann.Intern.Med. 123:656-664, 1995 . Elliott MA et al.
Br.J.Haematol.128:275-290,2005, ET TZ €4 15~25%, 11~22.3%; Spivak JL
et al. Hematology:200-224,2003 . Elliott MA et al. Br.J.Haematol. 128:
275-290,2005, Tefferi A et al. Am.J.Med.109:141-149,2000) (2Lt~ 2% & 372 0 {0
> 7z, MIEX PV T 28.8%., ET T 10.8% DA/ Hiviz, BIMERT VA UKAT 7
=8 2aTIEPVD46.2% DA T ERZRL TV, BEZMEARITIPV & ET
DWT G 10% K Th o7, & ﬁf'ﬂrf*’%f/\@%ﬁ4 T PV & ET oW Fhd 2.6%
Thh, B2HEAMFHEIT PV O 1.1%, ET ® 2.9% TRHO biLe, THKIX PV ¢lIim
BRIEBEEE CH VY . ET Tl #2ERBE T & Fin(60 Ll L) Th -7, PV, ET Dif
FeL LT, B/ PV @ 35.4%., ET @ 59.2%DJERIZflibh TE Y, o
TlX aspirin Wb Z < FEoi (PV EHF D 24.5%, ET JEHID 42.6%). Hl T
ticlopidine (Zi#LF 7.3%. 12.0%). dipyridamole (ZHZ1 2.2%. 3.1%) DJET
boiz, BHMEIFIL PV @ 58.3%. ET @ 65.1%DERICfEDLN TR, ZOHT
X hydroxyurea 23 b £ < i (PV IEHID 49.6%. ET FEHID 48.6%). fil T
ranimustine (ZFILEF1 4.8%. 12.5%). busulfan (1 2.4%. 1.4%) DIETH
-7z, Interferon |X PV, ET ZNZIN D 1% DA Tl Tz,
AKIHAIZ LY, PV & ET @ B AN & BROKE 51 A 0 B PR 7Y 72 52 2 B B |2 FERIE C & 72,
PV & ET OiEHEIZE L TiX hematologist O THE L WIEZHL DX N HDH Z E NS
mElpote, RHEORE, BARAND PV, ETEMNICHE L=V A7 53320 Uz igi#
Rt AR T D MEMEN T REI T,
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2) Al EZzb  [EHSEEERELSZ 0 < D ROEOEA] BRI EREEIE, ARk

PEfL /N ME OFFREME I & U X 712 H-S <R Mg - SR 61(2):151-157,2010. 2
MARSERIEY A 7 ICHESHEFEE L TUTO L ) IZREBINTWD,

o BRI BR HE DE

L EOBRENZZ L TC2B SN D RN MR Z B8R L T\ 228, MARTENZ W%

DK D by T THHTZD, IHEOF LI~ M7V MEZ T 5 Z &I X5 Mz

JEOTRIZH D, BEZF LS, miLE, SIEME, REREZ2a be—7

HZEHLHEBETH D, M/ & ffefEoBEEAEILGET ST 53 (Di Nisio M et

al. Br.J.Haematol.136:249,2007) ., A MELAN MARIED U X 7 KT ThH D Z & NHE

XN TuWb (Landolfi R et al. Blood.109:2446,2007) .

OIKY 27 @ 60 kAl T MARAE O BEE A 22 0

—BMIZE D ~~ b7 Uy MEE 45% L FIZ T, EBHEDCT A Y 20T 5,

ary b= ARR, BEOEITRH L2568 1ML FEIELZET 5,

@m Y A7 60 %L L CTMARIEDBEIEN H 5

—ElL, EFREIEETEE, BRAET A Y v o& 52T 5, {LFPRIERE LT

AR L OB A 0FEREMENK < (Finazzi G et al.Blood.105:2664,2005) . K#H % D

& 1M [A115 23 3 VY hydroxyurea Z @R 3 5, AFE T EE 7o ok & RO BT EEZR R Y

BHEOT AV EBMOAZTIHR L, AFRIECEA =T =m a0

Do AV H—T7zrrTHIICERWE X LT AL T 7 Ui EMANC X D5 IE%

79, A F—7=znr0aR b, ERAOKLG, BHEHORNL, 40 WL LTI

hydroxyurea O 54T S5 Z &ENE W,

3) Ak WX s [IMEEEOFRREE ZW - 15K] BRI IE; E5 & 3K
63(3):377-382,2010 xvii

BRI ERIEME 5T 2 B8 nsRiE S LTUTo X ic@ilianTtnig,
BTz ba— LR /NI L D MBEDCY 27 2H3 5L 00, 1§
MOBEENRENS D7 & TiE, ALFFEIEIC L DB HEMSIEENRIRES NS, LLaficfl
HENTWETAXFAMMEAITHD 7T ANV T 7 0%, B TEORIR E 725 2 LR
EHICX2 kM EBOAMEELL ., BIEIX DNA A EA TH 5
hydroxyurea(HU) % I\ 5 = L 23\, 1l & OOFHIZEB W T, MREDORAENEE
WD L, AAIEOREAEMS SR M S Tnws, HU REER & 74
<L DRFHENELHTH DS, BRI EREEINAE 16 L TAFR TIRRRE I 7 -
TWRNWZ ERHERTH D,
U227 ROEFEE#HE L TUTO L) ICRBIN TN D,
DALY 27 B ke iE OBEE 2N Z2 vy, /<150 G/ p Lo2vo, BEE - f5E T
e O R O SEBRIK T 23 72 0
—Em (HEHET AT V)
QFVAZEE: MU AIZFHICHKY A7 FICHE S e
- M/RE<150 5/ p L= il (+1ERHAE7 A )
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c M/ # =150 5/ p L—iE M (+hydroxyurea £7203+A ¥ —7 =212 )
@V A7 B IEOBEDLH D, 60 %Ll E
—JE M +hydroxyurea £7-13EM+ 4 > ¥ —7 =z a (FEHET ALY V)

4) R OBET  EBEREHEREE OB BRI 51(10):1428-1436,2010 i

PV & ET 2k B ENTHINLTWS, BIRMICIE, TR0 U 27 BIE- T
BT 200850, TRTOBRFECTEMLDET ALY VELETHL, @Y A7 O
B 121X hydroxyurea % B 53 5,

O Y A7 B 60 5%, B, F 23 fAeEOBEER H 5 A

— & Il +hydroxyurea+ /> &7 AU >

(BFEH (<40m) IZIFRDOVICIFN o 2 5)

@FEEY 27 FE 60 UL T T, MARIEDBEEN 2K, LIERDOY 227 2695 A

(" MEE BRI, ma L AT e — VIE, & ifE)
—EMm+DET A
@Y ZAZHE: ERROWTHOEMEL bRV A
—EL+DBETAEY

CEMPETE . Ht S 45% LU T2 5 F TEMAZME D K LTV, ZhEfRT 2002
F LV, BMITER R EOREREZGET 20IITHTH DA, F BRI 5§
BRATIZA TR, Bl Z 0 KT E8RZIZ2R 0 | /NERMEIRAFEMEE I 7 523
AT S L7z, Ht & 45% LU TICT2ONBEETH 52 4T%REE TTHIIR
M ARE D FE AT E < R B2V, —EOEIMEIEL 200~400cc, EATIEDEDIZ D
PO R~ DAL T2,

AbTFREIEIE |\ Y A 7 BRI IS T hydroxyurea 2 HELE X 41 %, hydroxyurea Tl
IR A 40 T ~45 T3/ u LEL I3 2 OB MARIED U R 7 & /N D7 DI2iE
Y% LV, hydroxyurea (£ 500~2,000mg/H#:5-& L, AMmEKIX 3,000/ L LLFIC
RHRWVWEIICT S, HMEREEZ T T ERNnWE 52T 5720, ElzaBlmic iy
5 Z & H1T 9, hydroxyurea OEIEA & L CTix, RERMEE M <C 0 ERNTIELS T IRIES.
R J& DS /AN STV D, hydroxyurea (ZX9 25 RN F 72 IXHHLVE DS FRIZ A
bbb, itk L X, 272 < & 37 A 2,000mg LL D hydroxyurea ##5- L T
S/ 2Y 60 H/uL L ETH AH5GAE. AMERD 2,500/ 1 L LLFTH > TH /R
40 Tl u LULETH D5E. £721% hydroxyurea O &2 57 Hb 2% 10g/dL LA
TO%E. THRROIEEE R F 72 3R E iE IR hydroxyurea (ZB8E# L 72 5D W7
NN—D2THdoHHaE VI,

(6) it (1) »b (5) ZEEXTZEADZYPEIZHONT

<BEYEEE - DRI HONT >
1) CML, PVIiZ& b ICR UEBRETH DB EHEMHEEREEIIEIND, 25
DIFREE BT R M ER . JERIER, /72 ED 1 2B D WIXZF L E DR O Ik
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G IR OPEAMEI 2 0 5 . Lo LR HSO 7 v — NG EN D, BOKTIEZ
SR E O OB AF PO 2EA L LTHEH S TWD, iz, RIS
BWTIE SRR IR S B KD Rk 19 42 9 A 21 BT OF A @2t 3
BN T, REMER R EHET SN D & ORI LV | KAIZ PV, ET K OVMEMEH #E
HERME R ML L ma ., RBREH T2 5a£ SN TWD, BEXY | AKF D)
RE « DIRITUTFTORENZH L EZDND,

18 MR BAE PN . B2 i

<HEZEHE - HEIZO>NWT>

1) B, FAYVETTURAZBWT PV A ET 12T KB ERAGEL TS, R
AVICBIT D HE - HEIZ, CML: 1 B 40 mg/kg, PV : EA¥EL LCT1H 15~20
mg/kg, HMERFWEEL LC1 H 500~1,000mg, ET: 1 H 15 mgkg THDH, 77 A
IZBWTIE, CML: EA¥EE LT 1 H 30~50mg/kg, ML LT1 H 15~30
mg/kg, PV : B AWEL LT1H 15~20 mg/kg, #FEEL L T1 H 10 mg/kg,

ET: 8 AREL L T1H 15~30 mg/kg, fMEFFRIEL L T1H 10~20 mglkg TH Y |
MAATE & ¢, CML & H~PV, ET kT2 HBIZESHFESA TS,

ARAENID PV (x4 2 HE - HEICOW T, #4TiX, CML X0 E<BERESI T
600, ALFEFIEICKEB LZEMICE Y, @UICEERNER I, REIZIETT
WE - RER IO THIIE, KB EINTWDH CML & [AEEDO HE - HECTER
AR END Z D, AAIOHE - HEFUTORENZEHRLEEXOND,

ERaefdT N KELT,@EKA1H 500mg~2,000mg % 1~3 [AZ55 1F THE
A& 595, ER%OMRFIZIZ 1 B 500mg~1,000mg & 1~2 a2 TR A& 53
50

B MEEAT R, JER, Fln, AEICK VIR, MEREREEZBETHET S,

<R BIALE ST Iz oW T >

KNI RAY, 7T 22BN T, PV ICHT2KRB LG L TEY ., KEIZENT
E PV IS T 5 &KRBIEREL T 20nb0o0, kEH SN TWLIRATHD, F
7=, New England Journal of Medicine % @ “#fifi 35, Wintrobe’s Clinical Hematology .
Williams Hematology. Goodman & Gilman’s Pharmacology 25128 1) 25806 &, AAl
PV IZxHT HAEMERIRFEE LTHWLA TN D & bh b,

AFNZ TAT O REEGRE IC B W T EMRMEREZIE DB H 266 44D 5 H 49.6%
WCARRPEEINTEY v, AIZBNTH PVITK L TARAZPLH ST 5 FIR
MR R Do ARANT PV IR T DIEERRIBEIEDO—D LD LB BND,

4. BT _RERBOMBELE F 0 HER

1) BENFICELTZET VAIZARLTWS AT RWnWEEZ D,
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i Najean, Y et al. Treatment of polycythemia vera: the use of hydroxyurea and pipobroman in
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iOEEL AR D BB IE MR BT X 5 Hydroxyurea O R IR IR B & Ky
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i il Emz 6 [E SRS & o < D it OEAR] FUME R M BRI AE . AR /)
WIMSE DM & U A 712 HKS <JERE; Mk - A 61(2):151-157,2010.
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