Hydrea

Hydroxyurea USP 500 mg capsules

COMPOSITION
HYDREA capsule: Each capsule contains Hydroxyurea
USP 500 mg.

PHARMACOLOGY

Hydroxyurea is converted to a free radical nitroxide (NO) in
vivo. and transported by diffusion into cells where it
quenches the tyrosyl free radical at the active site of the M2
protein subunit of ribonucleotide reductase, inactivating the
enzyme. The entire replicase complex, including
ribonucleotide reductase, is inactivated and DNA synthesis
is selectively inhibited, producing cell death in S phase and
synchronization of the fraction of cells that survive. Repair of
DNA damaged by chemicals or irradiation is also inhibited
by hydroxyurea, offering potential synergy between
hydroxyurea and radiation or alkylating agents.
Hydroxyurea also increases the level of fetal hemoglobin,
leading to a reduction in the incidence of vasoocclusive
crises in sickle cell anemia. Levels of fetal hemoglobin
increase in response to activation of soluble guanylyl
cyclase (sGC) by hydroxyurea-derived NO.

Pharmacokinetic
Absorption: Oral administration of Hydroxyurea reaches
peak plasma concentrations in 1 to 4 hours. There are no

data on the effect of food on the absorption of Hydroxyurea.

Distribution: Hydroxyurea distributes throughout the body
with a volume of distribution approximating total body water.

Metabolism: Up to 60% of an oral dose undergoes
conversion through saturable hepatic metabolism and a
minor pathway of degradation by urease found in intestinal
bacteria.

Excretion: In patients with sickle cell anemia, the mean
cumulative urinary recovery of Hydroxyurea was about 40%
of the administered dose.

INDICATIONS AND USAGE

Hydroxyurea is indicated for the treatment of:

¢ Polycythaemia vera

¢ Essential thrombocythemia

e Sickle cell anemia

¢ Resistant chronic myeloid leukemia

e Locally advanced squamous cell carcinomas of the head
and neck in combination with chemoradiation

DOSAGE AND ADMINISTRATION
Polycythaemia Vera: Administer
once daily.

15-20 mg/kg orally

Essential Thrombocythemia: Administer 15 mg/kg orally
once daily.

Solid Tumors
Intermittent Therapy: Administer 80 mg/kg orally every
three days.

Continuous Therapy: Administer 20-30 mg/kg orally once
daily (gDay)

Head & Neck Tumors: Start 80 mg/kg orally every three
days (g3days) seven days before initiating irradiation.

Chronic Myelocytic Leukemia, Resistant: Administer 20-40
mg/kg orally once daily.

Sverest

Sickle Cell Disease

Initiate at 15 mg/kg/day as a single dose; monitor blood cell
counts every two weeks. Titrate by 5 mg/kg/day every 12
weeks, but do not exceed 35 mg/kg/day.

CONTRAINDICATIONS

Hydroxyurea is contraindicated in patients who have
demonstrated a previous hypersensitivity to hydroxyurea or
any other component of the formulation.

WARNINGS AND PRECAUTIONS

Myelosuppression

Hydroxyurea causes severe myelosuppression. Treatment
with hydroxyurea should not be initiated if bone marrow
function is markedly depressed. Bone marrow suppression
may occur, and leukopenia is generally its first and most
common manifestation. Some patients, treated at the
recommended initial dose of 15 mg/kg/day, have
experienced severe or life-threatening myelosuppression.

Malignancies

Hydroxyurea is a human carcinogen. In patients receiving
long-term hydroxyurea for myeloproliferative disorders,
secondary leukemia has been reported. Skin cancer has
also been reported in patients receiving long-term
hydroxyurea. Advise protection from sun exposure and
monitor for the development of secondary malignancies.

Embryo-Fetal Toxicity

Based on the mechanism of action and findings in animals,
Hydroxyurea can cause fetal harm when administered to a
pregnant woman.

SIDE EFFECTS

® Fever

e Feeling very tired

e Chills

e Shortness of breath

® Body aches

® Bleeding or unexplained bruising

Drug Interaction

Hydroxyurea can enhance toxicity when used alongside
antiretroviral drugs and may also interfere with laboratory
tests measuring uric acid, urea, or lactic acid levels.

USE IN SPECIFIC POPULATIONS

Hydroxyurea can cause fetal harm based on findings from
animal studies and the drug’s mechanism of action. There
are no data with hydroxyurea use in pregnant women to
inform a drug-associated risk. Hydroxyurea is excreted in
human milk. Because of the potential for serious adverse
reactions in a breastfed infant from hydroxyurea, including
carcinogenicity, discontinue breastfeeding during treatment
with hydroxyurea.

PHARMACEUTICAL INFORMATION

Storage Conditions

Store at or below 25°C, in a cool and dry place. Keep away
from light. Keep out of the reach of children.

HOW SUPPLIED

HYDREA capsule: Each HDPE container contains 30
capsule, a silica gel desiccant and polyester coil with a
child-resistant closure.

Manufactured by

Everest Pharmaceuticals Ltd.
BSCIC I/A, Kanchpur, Narayanganj, Bangladesh

www.everestpharmabd.com



9,
o

ZREERE T ToWAR coo A, T

oI
2R FPE @fels FehrE e TREREReREr 289t
@oo Al |

FrficEfe

27-forer R 2REERERA v fF-@fewe aRGmEE
FRRe W @R @FE @ RE TGW (@R
ABRITEFEHETT ReFr™ av-2 @ifbT AT SrEmbe
- @ISt e YT T, AT T P | T,
ARATEFeRe e R T fTana fEw =7, awe
QTS (AT T W OR T (TS ({06 A7 Sl
TSI PrreHizs 27 | 2Rg HReal-Riwad-syrfate
GTED AT IR TG IS 1 [ifeaer armar wfoag
feama- @ g w0 | 2REERSRE g e s
RO ZFT oI | QG ERERRT RN e AR
Afern e el guem freamsifes st gia s |

FHACHPIRCAGS

et F3YIHTTRRT (IS ai2el FAR AT, (SIS-o-TST » (ATF 8
THR W4T N4 #ATST Iy (o= | 2RGAZ ST aze $oig
LTI O T (FI O (712 |

I FIGAICT AR T o TN ¥ AT A
S AT BT THATE® AT |

Roe: 3GRAISRE TP vo% e @A EoRfTewR
T FATSRS =7, 97 Aeiifer SeEe AIFnREE 28T wm@r
ZRGHSfET wg e o = |

SI4ITT @l 80% fAgoae = |

ORI @ =T

3y fyfafe e wwr fwie 2=
o sifemTErafim

o rEFTRCAT

o STRI (AT wPed Pt (7ot SiffrEr

o 2T @ TG GFOT CFIANPT (e FIBTANET

e 8 CRARIE
“Aferrefiar ceas
A 9= se-20 RN/ (EF))

RISIHIERIRRIF
e wam se /& (o)

Sraer Bewas
2lfes @ afs foq e *17°[ vo ffeam/fer (o)
epfeTe Wl e aaIT 20-90 RfFam/@ e (@)

BIRIRCR (R RIEer CH
S @R e AR @frEE @[l oF Fh9 e
ey =i, @ifs fom e vo faferasr/ e (o1=0) |

TS MEARG fFTecimn
T @A 20-80 ffeam)/@ e (e )

HEOFF:
qoIEe FiteHwrem Fce

Tfore férgr @ati<eT, SivoE, FRRETE, AT

Sverest

et @TeT Syt

enfes @ty se Mo/ ter e g (G)) | afe 32 e
ST (RS AL e 341 Bfow | el v 7@z ¢ My
&S/ T BIREGE A @S A | AEH (TR we [famy
e/ |

et
1B IESimT afe Sig ALl qCACE AT @NTS STy
BISRERR I

TeFST IR ARLTS!

AT

TFATOINT I (0 R3GA3ea W et o s She
T | S Neq e 0o A A ISR ICaf= stra@er a7t | f5g
@M, se Wi/ @t/ ice bfewt a2, oma @©
(T wFed I QIG- ol NI A 20 |

e

TIgfERsiar a3t SiffErefe  SAmm ) Ak
TREERT R AN AT ARCA AR TS
foraemelm o, crseft et falt s @)
AR QRGFAZTRAT Ao @INTR T P SRS
faeoilE =t 7o | wREfERSA aeeE @rliond S e
GHCAT (AT TIPS AT TS |

e AT
ZIRYGFARC AN IS AEATF (SN F0e G 16 Z0® AT |

i eifsfemar

s

o T FIS (14 4T
ki

o [N oo

o X AT

* TEATE I ATE FO

S SR Y el

WFBEGEEAE equaa AR 2RGATS R GRER T
famet afefear zre #iita | RZTfARTRAT eReT w0 T
wrifere, e At Ao SHIbe TaE =R R T
SRS ZCS AN |

e s Bom eor

QRTERTRRT SIS AT (RSAT T GO FS TS AN |
fofe =1 @ g @fiom 2REMERSfAT aReTa T g
I (AT [T AFCS FeT1 2F |

R
ST (T A &F F0 S ¢° (7 97 705 A4 | Férsea imeeran
30 AT |

TEHIR
TRIG TP Ao 4ZERHIE @t wie wo & Firg a=
2fSfbre arate FRGHEERAT @BWAf oo A, |

1901000165



