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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)
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The treatment of chronic myeloid
leukaemia.

The treatment of cancer of th(J 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.
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LITALIR 500 mg Hartkapseln
(Bristol-Myers Squibb GmbH & Co.)
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HYDREA 500 mg, gélule
(Bristol-Myers Squibb)
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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.

(RS
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(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 2 >

REW ARG LOBIEICONWT, BLFICRT, B, WAARMIXOREIZY -
TlX. Medline data base (Z T”hydroxyurea,essential thrombocythemia” % f# 58 &% —
J—R& L., MBXNSR LT 55 CHEME % clinical trial & L THR%E (MK H : 2011 4 9
H 14 B) L7z, ZOfER AREBHM/IAE CTIX 10 3SR S v, £ 0 NFRILERR
ARER DS 2 1 BRNBIE TS D MO 4 F. ZIRIER O DS 2 18, BFEIRZ R
DFAMED RGN 11, IBEBBEDOTZDD A aT )V U I AT AN 11 THo72, LU
o G ERIR R O FR L OB ZFL#l T 5,

Flo. ERNAERRILOREICY 2o TE, BT RMERETATS IS TARREME M/ R i
it . hydroxyurea”Z i ¥ — U — & L, BB R LT oam CHE A HIRREBR L LT
e (MR H 201149 H 14 H) L7ofER. BEMEZ ME &K OURRENE /N i 5E o [
Frrarg e LBIRRBRIRE N 2 B, SR BREE L. Ao CML
WXt KGR HGE T o128, FHIER S L TR LTS, b OfmXOME %
MR A AN

<HEHMZ I T D i R RBR S >

(1) Claire N. et al:Hydroxyurea Compared with Anagrelide in High-Risk Essential
Thrombocythemia. N Engl.J. Med.353(1):33-45,20051

AR AE-CH i 722 EOMAER Y 27 2 F T S U A7 KM/ MR iE 809 1%
% hydroxyurea(0.5-1g daily) +aspirin & anagrelide(0.5mg 1 H 2 [A]))+aspirin D%
0 FH 2% E & AL bb i 5B . Primary endpoint [ZEIRMARAE GO AGTFEZE . RNZLEE S OE,
Jibd B B S . — MR AR, R EN R MAR) o, FRARMARSE (PRESFFIRIMLAE. W
fgide IR Az, AiigEde) . EE MM, Mt - Bl K5 TCDOY X7 ThHhDH, BlES
IR UL fi 39 » A Kf sl TR A IR K FHZ 3\ T anagrelide #f1d hydroxyurea #£IZ kb
# L C primary endpoint ® U R 7 &% H Z I H M & TWw 7= (odds
ratio,1.57;95%CI1,1.04-2.37;P=0.03) . Anagrelide #f CTIZ BRI E(P=0.004), #HE
72 1 (P=0.008) , i & ARAESE ~ D ST (P=0.01) DI BIE N A BT FE o 7=, Hlk i
ERIEO BRI FIZ O W TIEA BITIH ) - 72 (P=0.006), Anagrelide £f T
hydroxyurea BEI(ZEb~X, BLEBI0N %0y~ 72(P<0.001), E#icb 7= 2 M/ Migko = >
e — U S RECRERIZAS b AV, ARREME M/ MR ME Tl 2 om U A 7 JEFNIZXT L
hydroxyurea+aspirin /% anagrelide+aspirin £ 9 H L Tz LR STV 5,

(2) Cortelazzo S. et al: Hydroxyurea for patients with essential thrombocythemia
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and a high risk of thrombosis. New England Journal of Medicine. 332(17):1132-6,
19951

A REME I /MR M SE O AR SE i/ U A 7 GEGNZ k3% hydroxyurea & FE5 BEHIH| 1R
JE D MEAE 2L LG ER . Hydroxyurea #% 5-12 X Y /MR %% 600,000/mm3 5 fiij |2
Frd 2 2 LT X0 ARREME I/ IfRE O AR E U A 27 RE A oD i A4 iE 3 B =R A3 R 3
LmE I MEREEL 2, &EF 114 1 (/Ao R B 788,000/mms?; &
533,000-1240,000) 723% &k X411, hydroxyurea £t (56 4, 15mg/kg/day). FEF#EHD
HTEHERE (B8 B, = b wu— L) IZHEAERICHIV A b7, 97 i (85%) 7% 60
A BT 52 B (46%) EEICIMARIE 2 & 0F L Cuie, [mRE O BB 13 F Rl T
27 5 H T o 7=, Hydroxyurea #f TiI# 5 A fE 30 B (HiPH 16-60) DK & T
/AL LB 459,000/mm? (P 285,000-628,000) & 1FIX 46T 600,000 Al &
o TV, BRMICOI > TENRRBD b, HEIZHEMRE OMLEIT RN, &
PEIFEHRETE 260 TH Y, 4000/mm?3 % FED A MEREAD . f/NRsd, 5, H
FIE AR D BT 72 > - 7=, Hydroxyurea #f CTIMARAE &2 % 8L L 72 EHNX 2 41 (3.6%.,
AR 1 ], DAGFEZE 1 6) ThozdizxtL, = hue— LRETIE 14 ] (24%,
e 16, — @ PR MR AR 5 . RAEEDIRZER: 5 f . TRESERIRIMAR 1 1], RAEME
MmAeEEFEIRE 2 ) THot, 204%DHIRO ZITHFFZNICAER TH - 12

(P=0.003), Hydroxyurea (FAREME ML/ M MLE O fARGE & Y X 7 FEFIZ I8 1T 5 i fe
JEO TRHICA ChoTe Efm St Tn 5,

< HARIZE T B I R 5% >

(1) #E sk o  EREsEmrER BICx T 2 Hydroxyurea ® ifi R IR FF; E5 & K2
24(6):1571-1585,1990ii

BRI A PE R RS T D BARE AIC BT DB & B RO - HEORF % H
)& L2 ER PR3 T AH#RER 1235 €, hydroxyurea (% 1 H 500~2,000mg % 1~3 [A]|Z
ST TROEL Sz, BBRICIE 33 BN EER S I, Z DN 31 51 53 i AR 20 5] & JiE 5
ELCHE b, BEEONRIZE CML 17 #1, PV 9%, ET 4 1% PMF 1 6] T&%
72, BEZFIZ, CML T2 E M (CR) : AMmEE 10,000/ L LA FiZ/2 0 | fojE
NS ol h . By EMFPR) - AMERE N EGRIED 50%LL N2> 728
A MOEIMERE 10,000/t L L FICR2 > THMEOELE LT-%4E. PV Tl CR:
Mmigg N EwEL L, BIEAHE LZSGE, PR MEE N KES DO X HIEIE/ L7z
Y. ET TIX CR @ /A 40X 104 n L LT IZ 2 o 7286, PR« /M A 40
X104705H 100X 104 p L L N2 o 26, & EFK Sz, Hydroxyurea O [ IR %)
# (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 £ TOFH
AWML CML Tl 38.2+45.9 H, PV Tl 118 H, ET TIX 110 H TH » 7=, Fl
EMIE 9.1% (3/33 f5il) IZ3BLL ., ZONFRITEmWIL, BE, AR LELENLTH 1
BT oOTHY, EELRLLOIT R oT,

Hydroxyurea 138 #HEMERE BB ICB W T, BT WAER L TR IR EZ R L,
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BWERH DN EnBmd THRAMEOBWERITSH 5 & fbim I i,

(2) T S b Hydroxyurea D B Al ML BT 6 9 2 55 TITHE g R BB o il s 122
& IR 26(2):399-408,1991 1

CML, PV X' ET #xf% & L., HARE AREG] T iﬁfiﬁ%‘ﬁ ZOWT, MERPRIEH

TIHIEmM AR & S b O A 4 FE R HEE & LIRS I AHEBR I W T,
TR E (EMEAE) & LT hydroxyurea /X 1 H 500~2,000mg % 1~3 [HIZ43 1),
MEFFE L LT 1 H 500~1,000mg % 1~2 [ENZ/ i TROKE G S/, RBRICIE 467
BB GRS 4L, £ DN 354 BIDERRZ R EIER & L Clbhiz, EEDONRIZ
CML 265 f5l, PV 44 {5l & X ET 45 | Td > 7=, FLAEE ANBIEICB T DRI
CML Clx5e 2% M (CR) : A E% 10,000/ x L L FIZ722 0 | %Eﬁﬁ%btﬁm\ﬁ
S EMPR) : AMERE A GRIED 50% L FIZ72 o786, L OVA MmEkE 2 10,000/
uLUL P72 > THMEOIFEE LT=HE. PV TIX CR: MRENIEFAL L, MIEH
KLIEE, PR KBS ED D WIXMELHE /N L7c%a. ET Tl CR @ /MR
ﬁﬁnMx10HuLuﬂf 2o 24A . PR M/IMEES 40X 1042>5 100X 104 1 L LA
Tz o254, L EESINT7-, Hydroxyurea DFFEEKEZE (CR+PR) 1. CML :
90296(23%265&& CR144 %], PR95 f5), PV : 100% (44/44 5. CR29 #, PR15
#1). ET : 95.6% (43/45 5], CR24 #]. PR19 #l) <& v, CR % To FHE AWM
1%, CML Ti%63.4+t52.5 H, PV TI%61.9t57.9 H, ET Ti%52.6+44.1 H Tdh -
oo FEio, BIEMIT 467 il 24 (5. 19%)ICHBL L, T ONRITFE - KB EDRK
JEER 9 B, e E oW bEER 11 6], Fof 4Bl THY WThb RIS
D VWVIIREE 72 EORLEIZ LV [EIE LTz,
BRPR 55 TIT FHERBRIC 38 1T B MERRRIE B TITIEM I IOV TR Thhiz, M
LB D 436 BiH 348 B ERIR D S HIEREF] & L CHl b LTz, HEREDOWERIX CML
247 B, PV 57 #| )t X ET 44 1 Td > 7=, AAFF X CML: 75.3% (186/247 f5]) , PV
100% (57/57 #1). ET : 95.5% (42/44 f]) ToH > 7=,
CML, PV k. ONET % & o5 Bl FE M R BRI %9 % hydroxyurea O [ PR %) 5 K& OVEE iy
HRITENTEY  BHERAB D722 e ARAOFREZEVWLEDEEZ X OND &
fEEm ST,

(2) Peer-reviewed journal D#aGL, A & « 7 U > R EDOHRE RN

REB R ARG L OBIKITHONT, UTITRT, 2P, M XOEEICH > T
Medline data base (Z T ”essential thrombocythemia, hydroxyurea” % fR 58 % — 7 —
REL, MBHGEET oM CHEELRHE L THRE (%R 201149 H 14 H) L
ToRER. 28 MBI N, D5 B, HMFED impact factor(Thomson Reuters)??
8.0 Z A % % ik 2 fF &I L 7=,
1) Finazzi G et al. Evidence and expertise in the management of polycythemia
vera and essential thrombocythemia. Leukemia. 22(8):1494-502, 2008
BRI E | ARBEME /NI E DR & L T hydroxyurea 23 L% % O & 0HE 2 T 85
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TEDLZENRINTNEN, HMHFE~OBITREEI N TS, BIIETIZY A7
Wi TR TN TR, KU X7 OBEMEZIMAE ThiXEMm & aspirin I X 578
FEN, JY A7 ThHILE hydroxyurea 72 EOLFEEIENHELIE I NS, 1KY X7 O AKKE
PRI /N UE T OHELE (X720 28, @ U A7 TIILFRENHELRE S5, Interferone
a X anagrelide | hydroxyurea |[Z#$itE, RNMHEDOLEOA T v a L Th o,

2) Tefferi A et al. Myeloproliferative neoplasms: molecular pathophysiology,
essential clinical understanding, and treatment strategies. Journal of Clinical
Oncology. 29(5):573-82, 2011 i
B ME, ARBEME M/ NI IE D% < OEF O F#%IT, EFRHEIZIERETHY

BRIZ L 25 0HEIZMRH & aspirin, {E1M, hydroxyurea ORI LV +3ITmn2%
Bllary b —LENTWD, BIEOEMS MIE, REME /N M AEER O 3 — /1%
Az « i OEHED TR TH Y . ~NA U A ZREFITIRMARIED U A 7 & f/MNRIZT
57212, hydroxyurea (BR#A &1L 500mg ® 1 H 2 [FH#EE.) 2H+ & TH D,

(3) BREFE~DEENRRE L L TORLHEARD

<A I T D HR S >

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

« RHREVE M/ I E (Chapter 55, Essential Thrombocythemia and Thrombocytosis,
Treatment, p1356)

Prim /3 (aspirin %) <A@ % iEA] (hydroxyurea 5) 23 /)s i & E R D 8%
JFE 7 XAt oS IHEZ BRI TR E SN TWD, — BRI, Mk #E
T RTOBEFICBWNWTAHDITIERLS, BBV RATDOEF~OIRFEILETHD , KY
AT OB TIIHEROT 7o —F NEE LU,

High-Risk Disease: ET 28T 2/ U A 7 A TITMRBADEIEN LA TH D, —FH,
il o> /IR I FE DR BN AT DWW TILEE D LV, hydroxyurea IZAEMD & <, #)
PR A2 iE . BER 7 i -CRRMETE A DA B 72 Y A7 BIBICR 5 LTz, L7ed - T,
m U A7 @O ET B3 CTlX, hydroxyurea & KM= aspirin(81mg/day) ® {f k3T
FATONLTWDIBFEIETH D, L b A7 T ¢ TR /MO IRFE B E
fi1%<400,000/ u 1 IZF&E S5, hydroxyurea |[ZARMZE D EE B L OUEIREFTIE,
IFN- o NEYI 2 fUERIE L 2D 9 D,

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

- ARReME I /MR IMLE (Chapter 87. Essential Thrombocythemia, Therapy, Choice of
Cytoreductive Agent, p1243)

hydroxyurea |%, 1st-line IR T/A<EH S, BIEALRBRIZI W TR iEFRE B
O FE S 7o ME— O MR RIEA TH 5, AFOGHHEE LT, "fpy s
BEENH & O PR S KOV T OBE N BT b b, BLRF R TiX, hydroxyurea |2 X %
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AERMFEOY 27 ERITDLTNEBSI N7, MeEOARIHEZRD ST 5 2
LEFERETRETHD,

anagrelide (FMIfEEFEMEIL L < AMBFHBILRWVWEZ LA O6NL, mY A7 ET B
TO PT-1 #AE4 (LB Tld anagrelide+aspirin /X, hydroxyurea+aspirin (Zx%f L4
ME R LT,

PT-1 (hydroxyurea vs anagrelide) & Italian (hydroxyurea vs fifRis/ 0 #iE72 L)
O &R & O/ S | anagrelide [, MG OB 22 I 2h R 2 73729
hydroxyurea ([ZRIGH L < AIAMAEDBEICKT S 2nd-line & L THYTHDHZ k
MIRE E 4T,

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

ARRENE /N I E e Stk oR i BR 96 AR 35V T hydroxyurea 132 M: <05 Sl #1012
it U C 15-30mg/kg/day @?ﬁ’%b;-a_‘ffﬁb‘ bivd, HEEBEITRM MO A MEREIZ L0
ficshzd, BHEEFEICEWTIIREZHET 27012 6 BEHKE SN D, #RN BRI
ThhidEGEE2/MEL T Iy, BH—FOBmEREHESHEREIN D,
Hydroxyurea (2 HBEINHIEHA & LT CML, EML MAE., AREME I /MR MUE 72
EOEBERIEMEREBICE DN D, ARREM MR IMAE 2% LT/ 150 5 /mms3
UEOGESENRE 72 1T IRER OBERE DO & 255 128 Uk L 0D, ZOFREETIX
MR ZRD>SEL LIV DY 27 2 RIBICHAD S/ 508, ZOhFIT4F
HERCARIMERIC & B A B 2 | L-selectin O3B A2 /b X, 4 ERIC K D E R b
MDOREAZIEMEE D,

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

ARREPE ML /M MLE C X hydroxyurea+aspirin & anagrelide+aspirin @ FLEEER D
FERLZ 5 L. hydroxyurea O MARIED TN ENRE N EBARIN TV D,

<BRIZBITD2HHEE>
1) HERRIES " GETE 2 i«
FTHRKF . WBFIEOHIZU T OREL & 5,
- AREEVEIM /MR IMAE © B MIE & FERICAEG TRIZBETHY . A0 2 MRAE,
HIL D PR BETH 5, M/IRH 150 H/u L UL EDEAS, aspirin #& 5- 734k
DG ERE, EH & aspirin %57 5, 60 Wl EELITMBRIEOBERH D &
Z 1T hydroxyurea &K & aspirin Z0FH T 5, HERPOERAGEE. 50T 40
% A D561 hydroxyurea IZfX X CIFN-a ODEHZBET 5,

(4) 225 IR EE o %%ﬁ4F§4VA@%ﬁﬁﬁ

<Az iéﬁ%%74/
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1) NCCN Clinical Practice Guidelines in Oncology
Rl U (REBYEM/MRIFED T A BT A 3720,

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

« AREEME ML/ R IUEE (S iR A7 v a & LT,

O HE « AOHEOHEIT A 2 <O BHEMEME, 60 ek, /M2 1,500X 109/L D55
/a\

@Hydroxyurea

@Interferon «

@Anagrelide

PRI TWD,

o IR I E

1. Cortelazzo S et al. Hydroxyurea for patients with essential thrombocythemia and a high
risk of thrombosis. N Engl J Med 332 (17): 1132-6, 1995.

3) British Society for Haematology, Haematology Guidelines

« I /B L E

ANA Y A7 GERF] (60 sEdB, If/REL 1500 X 109/L 8, % BRI BEIE U 7= i A2 S/ H o
DOIHLOWThNnE2HT D) LT, 77y —AFT7 A4 ERKELT
Hydroxyurea+Aspirin N HE4E X T 5,

o IR I E

1. Barosi, G. et al. A unified definition of clinical resistance/intolerance to hydroxyurea in
essential thrombocythemia: results of a consensus process by an international working group.
Leukemia, 21, 277-280, 2007.

2. Christoforidou, A. et al. Hydroxyurea and anagrelide combination therapy in patients with
chronic myeloproliferative diseases resistant or intolerant to monotherapy. Acta
Haematologica,

120, 195-198, 2008

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

4. D’adda, M. et al. The combined use of hydroxyurea and anagrelide allows satisfactory
hematologic control in patients with chronic myeloproliferative disorders and
thrombocytosis: a report on 13 patients with poor tolerance to hydroxyurea monotherapy.
Leukaemia & Lymphoma,49, 2216-2218, 2008

5. Finazzi, G. et al. Efficacy and safety of hydroxyurea in patients with essential
thrombocythemia. Pathologie-biologie, 49,167-169, 2001

6. Finazzi, G. et al. Efficacy and safety of long-term use of hydroxyurea in young patients
with essential thrombocythemia and a high risk of thrombosis. Blood,101, 3749, 2003
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7. Harrison, C.N. et al. Hydroxyurea compared with anagrelide in high-risk essential
thrombocythemia. New England Journal of Medicine,353, 33—-45, 2005

8. Kiladjian, J.J. Long-term incidence of hematological evolution in three French prospective
studies of hydroxyurea and pipobroman in polycythemia vera and essential thrombocythemia.
Seminars in Thrombosis and Hemostasis, 32, 417-421, 2006

9. Lanzkron, S. et al. Systematic review: hydroxyurea for the treatment of adults with sickle
cell disease.Annals of Internal Medicine, 148, 939-955, 2008

10. Liebelt, E.L. et al. NTP-CERHR expert panel report on the reproductive and
developmental toxicity of hydroxyurea. Birth defects research. Part B, Developmental and
Reproductive Toxicology, 80, 259-366, 2007

11. 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

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

13. Young, C.W. et al. Hydroxyurea-induced inhibition of deoxyribonucleotide synthesis:
studies in intact cells. Cancer Research, 27, 526-534, 1967

<HRIZBFDHA RTA L FE>

BAED & Z AENIZEB W TAREMEM /NMUMEIZ ST 2ENTA 74 38R N
TR,

(5) BEHNREIZHR DK TORRBERERE K OGRS HERE (EFE (1) LA
) 1IZONWT

EEHRRMEGETIITS T — 2 N— R 2B W T, "ARREEM M /NMRLE, hydroxyurea” % %
KX —T—RELTHRBLEME (B¥EA 20114 9 A 14 H). Japanese Elderly
Leukemia and Lymphoma Study Group (2 & 2 & EFHA & 4T L 72 STk 1) % & e
113#75%?«2%%7‘:0 B 113 A B9 EAMERI A . 51 R ANTR I, 2 125 i
BIAHEARBRORE, KOXHK D TH -7, CH DITM A, A TOEGKRME
fﬁ?@ﬁf%i‘%@%'ﬁ‘é%@k LT, REOIRFERBMOFT NG, FEREEZIZBNTDH
L SN TWD Y X7 HNARIEICEET 5 30k 3 tha B L, DL ICEE 2 5idk L 7z,

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. xv

Japanese Elderly Leukemia and Lymphoma Study Group (2 X W {7 7-E/E
% MIE(PV), ABEME /MR e (ET) O B R B R, 1BRIELR O T %R EZH 02T 5
ZEmHAMLE Lfcilaﬂﬁmﬁﬁﬁ 647 5 (PV266 i, ET381 ) o i 273 [=5]IY
I, fRET ST, W & BLE I TICRR O bl REFERITZENE N PV T
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15.4%, 8.5%., ET T 17.6%. 8.7% Cho7=, T OORBLT, FHCKIZEB W TH
ROMET 21T > T2 (PV TZERZEI 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 €1 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) (2t 5% & 7 0K
Mmole, MEIL PV T 28.8%, ET T 10.8% DA biic, BHIMERT VA KRAT
7H =B 2aTIL PV D 46.2%DH T EH 2R L T\, BEEAEARITIPV L&
ET oW d 10%Rili Th -7, BHMRMELE~OBITRIZ PV & ET OWFhb
26%ThV, SMHEEMFEIX PV D 1.1%, ET ® 2.9% T@HO LN, THRKEFIX PV
TIHMAREMEE CTH Y . ET TiRfmieERTERE & 4# (60 Ll L) Th > 7=, PV,
ET OigH & LT, Hil/IEIZ PV @ 35.4%, ET @ 59.2%DJEFIZ b TE Y |
Z O TIE aspirin A b % < bt (PVIEWI D 24.5%., ETIEH] D 42.6%) . il
T ticlopidine (Z#LZ1 7.3%. 12.0%). dipyridamole (Z#LZ1 2.2%. 3.1%) O
BT -7z, BEBEINHIEE L PV O 58.3%., ET @ 65.1%DJEFICflibi T, D
i1 CIX hydroxyurea 23 b % < i (PV JEHI D 49.6%. ET SEH D 48.6%) . #it
VW ranimustine (ZE 4 4.8%. 12.5%). busulfan (ZiLZ4 2.4%., 1.4%) O
IECTd& - 7=, Interferon (£ PV, ET TN ZHD 1% D & Tl T\,

APFEIC LY PV & ET O H AN &K AE B 0D B IR ) 75 52 2 B g 12 525E T & 7z,
PV & ET OE##EIZES L CTiX hematologist D] TEHELWIZHL & RNHDH Z &N B
St lpot-, RHEOHEE, BARAD PV, ETEFNICE LZY 27 IS LT
RRES 2R T 2 LB RIS NI,

2) Al B2 [EEEEEMREG 2 D < 2R OS] BRI INAE, AR
PR N BRI SE O JE R R B L U X 2 S REs | - E B R
61(2):151-157,2010. i

MARFEFRIE Y A 7 IZHSBEEE L TUTO L IZi#licshTnd,
o ANREME I /N BRI SE
EMER M BRI AE & AR I . mifE, &= b AT v — VIfE 7 & MR E O iR
NrzZFHEEIES, AMBE~OBITOY A7 28NEE5 2 L, mMEEE: i
YT 5, M/ E 40 T/Ip LELTFICT 22 & & BEEICT 2 (Barosi G et al.
Blood.113:4829,2009) , 272 % & 9 2 MARSE & 0F 5 L7z & S (iMoo 7
Tzl —VALEET D,
OIRY 27 = 60 kA CIARAE D BETE 23 72
—BEHET7AEY O EITH, JAK2 RO WVEE CIIRIBBILEZ T T+
ThHEOWMENDH D (Alvarez-Larran A et al. Blood 116(8):1205,2010),
@@ YU A7 ;60 %A ETHARTEDBEAEN & 5
—HRIMH L ERIE IR ET A Y CoREEZRGT 5, /O BEEIX 40
IuLELF T %, Hydroxyurea TOVRFEDRRNEEDH 2 W EHFIEL 2T NIE R bR E
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XFA v —Tzur~BITT50, TALT o EERT S, m/MREDY 30 5/
pL AFICRolc e 2ATIHRKITTILET S, R LELGAEA 2 —T=z00HD
WX T ANVT 7 o BT D,

iy

3) WEAK FEZb [MIREDEOREELZW - 15E]  AREME M /MR IMAE; &5 & K5
63(3):383-390,2010 xvii

AREME M/ MR IFE(ETIC T 21EF & L TU T Xy iIcid#iannTnd
ET o F7e 6 0HE X, efEs X OHIER THY . THRE2ELGTLHDT, 26D
TSRS L, BETH S, ET OMBRIEDO Y XA 7 ZFEEZEON LG THY . T
BARK T & LTHEDREE, 60wl L, SEREEROBGBRK - (FiltE, &=
VAT —)UIiE, MERFE., BMEE) NEIF 54 Twbd (Cortelazzo S et al.
J.Clin.Oncol.8:556,1990), Z4H D MARIED U A 712KV @Rk L, 5 #t & ik
ET D,
DR Y 27 B @ 60 5k LA T T AIE O BETED 72 < | s BIIREE B O fE R IK 128 72 W
— I EEBPERE R 2 A 9 2 AEH] TIXm/ MRERBRIISIRIE TH LD &7 A Y VIRE
2TV, BRIER Z B R WIES] TIL BRI B 22 41T 9 (Van Genderen PJ et
al. Br.J.Haematol.97:179,1997),
@EY AR 61l ED L ITMEEDOREENH Y . wERE B O GRIE 12 H
%
— Ifil /MR EIN R T H 5 hydroxyurea(HU) D& 5217 5, — KBTIV ET A&
Voot Nt xius, Cortelazzo © D 114 il D E/E 2 Ll iR © ., MAREF
JEME X HU 858 T 1.6%/4 . JEH 58 T 10.7%/4F & #H A ST % (Cortelazzo
et al. N.Engl.J. Med.332:1132,1995),
@FMY A7 R 60 LA T CTHARIEDOBEEL 72 < | HENREEDOERK T2 H 5
— MR HII V. HENRE RO GRIN 7% % E ST 5EFEE21Tvw, HU
BeHIXIER] Z L IR 5,
il o ERK T & LT, il 150 5/u L 3FF 65 0T, /M 150 5/
pw L UL EORERFIC, EELHMEROBEFED S 2IEH CTid HU $¢5 %179 (Finazzi
G et al. Leukemia.22:1494,2008), — 5 C. HU X7 /v /LALAIS B PERAL T
2P ORNAR 2 Z T TEFIZB W T, ZIREAMIFE ~DOBITO Y 27 OIS S
LT W B ( Sterkers Y et al. Blood.91:616,1998 . Merlat A et al.
Leukemia.13:250,1999), L2>L., HU HAIZ X 5 BifumEko U 2 7 i3 TR W
EEZ 53 TW5 (Finazzi G et al. Br.J.Haematol. 110: 577,2000, Steensma DP
et al. Acta Haematol.108:55,2002, Finazzi G et al.Blood.105: 2664, 2005,
Dingli D et al. Leuk.Lymphoma.46:641,2005), AML ~O®&47% 5 <2 &%, mie
FESC L 0O T8 & RER I ET OO R A~ FTh D,

4) R ORET  CEBERIEMEIEE ORYE BRIR MK 51(10):1428-1436,2010 xviii
PV&ET*ﬂ?é%%&ﬁﬁﬁéhfwéoE%% X, TtV A7 EIC/E- T
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RETLONRE Y, T XTOEEFETEMLEVET ALY VEIXLETHL, HY R
D HBF 121X hydroxyurea # B 5 T 5,
OV A7 8 60l B, FoidmiEOBEIENH 5 A
— & 1M +hydroxyurea+/> &7 AU

(EEEHE (<40 5%) [TIFRDVITIFN o 2#5)
QLY A7 8 60 LA T T, MBRIEDEEEN 2L, DIERDOY A7 26795
<

(MR OBEIRIE . B L AT o — VIME., & IE)
—EML+DETAEY
OBV A7 LRBOWThoLMEL Lz A
—EL+ > ET A

B 0 Ht 23 46% LA FIZR 2 E TEM AV IRLITY., ZHEHERFT 200
HE LW, BIMIZEREZR EDERZUEFET L5DITITAENTH L7, BN K
JERZEICITAD TRV, BimEfEviRSE8RZICH20  DERMEIR AR S I
B BEFNIREG L, Ht 2 45% LA FICT 20N HETH DN . 4T%REE TT
ST MARIE DR ARITE S 25 R, —EOEMEIT 200~400cc, €A TIID &
DIFE D LI E T ~DEHB D720,

AR EIK  m Y A 7 BEICGE )G T hydroxyurea 2 HESE X415, hydroxyurea Tl
INREL A 40 J5~45 Ji/ u L LA TFIZH§ T 2 OB MARED U X 7 Z fix/MZT 57201
T2 FE LV, hydroxyurea I3 500~2,000mg/H $¢5-& L. HIMERIL 3,000/ n L LA T
BB nE 2T 25, AMEKEEZ TIP3 ERVWE ST 5720, EiLz fiiBhic
M5 Z & H1T 9, hydroxyurea OFEIMEM & L TIE, REMEE ML ABENIEEGS T
BRVES . RG2S A AN HE STV b, hydroxyurea (Zxf7 5 RMF%A £ 7 13K HL
PERFRIZABIND, Btk &1, P72 &8 37 HM 2,000mg UL hydroxyurea
RS L TCTHI/MEN 60 i/ u LU ETHA5E . AMED 2,500/ u LELFTH- T
H /RS 40 T/ p L BLETH DA, £721% hydroxyurea O &2 57 Hb
2% 10g/dL LLF O54A . FIROIEE K E 72 130k 1 52 & AE K hydroxyurea (2B L
RBONWTNN—D2THHL5EEE VI,

(6) Efto (1) 726 (5) ZE R BADZLEMEIZHONT

<EEWHe - ROV T>

1) CML, ETx& bICH UEERETH 2 BMEEFHMMHEERICYHINDS, 2D
OIFAEAFLE IR ER, BRIER, L/ MK7e & D 128 B W ITZ L EO RO ik
WML O PEA B A 5 . Lok im0 s o — ARG ER D, BOKTIZZ
O EBOEME OB ICARFI N ORI E L TERESRTWS, £, RIS
BT, A SRR REN S 4 L 2Pk 194 9 A 21 A OB AEFHRIBIL S
BT, EEMERANFABREHT SND & ORI LV KFIZ PV, ET L OVEMEH B
HERME A MBI Lica, RRERT252KINLTWS, LLEXD ., KEIOH)
BE - WRITLULTOBRENRY LEZ DN D,
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& B BEVE A R A RE P i /)N A i fE

<BEEME - AEIZHDNT>

1) BfE, FAYETT U RAZBWT PV KO ET ICRT 2 &BLZIAEL VWD,
AV HIT A HEIZ. CML: 1 H 40 mg/kg, PV : EAMEL LT1 H 15~20
mg/kg. HMeFIFEEL L T1H 500~1,000mg, ET: 1 H 15 mglkg THbD, 77 %
IZBWTCiE, CML: EA#EE LT 1 H 30~50 mg/kg, #MeffiE L LT1 H 15~30
mg/kg, PV : EAWEEL LT 1 H 15~20 mg/kg, #MFEEL LT 1 H 10 mgkg.
ET: HEAMEEL LT1 H 15~30 mg/kg, #MFF#RESL LT1 H 10~20 mg/kg TH V|
MAARE & ¢, CML L H~_PV, ET (kT2 HBIIESHFETEINL TS,

AFlO ET (2xt3 2 HiE - AEIcoWnWTiE, B2 Tik, CML LV E<EHES L TW
HH00, ALFPIEICHEE LZEMICEZ Y, EUICETERNEBR I L, LEIZSTT
s - KRER RSO THIIE, KBS TS CML & RO M - HacEs
AR I EN D Z &b, KAIOHE - HEIUTORENEHLEEZEZ2HND,

E R FELT, @A 1H 500mg~2,000mg % 1~3 [B[|Z455 1) THE
A% 595, EE%EOHERIZIZ 1 B 500mg~1,000mg % 1~2 [[Z551F TR D3 54
%

k. AT R GEIR, FEl. REICXZ v PIEE, EEEAE AT S,

<BRRBIRLE STz oW T >

AKHNT KA Y, 7T 2BV T, ET 2T 5KREBMELTEY ., KEIIBNT
E. ET 20T 2 &KRBIERB LT A20nbo0, REEH SN TWDLIRHTH D, F
7=. New England Journal of Medicine % @ “{fi 5. Wintrobe’s Clinical Hematology.
Williams Hematology., Goodman & Gilman’s Pharmacology 2512511 25805 & . AH|
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