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The selected field of interest is "MEDICINE" (Medicine and Medical Science Cluster).
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Copyright 2003 IMS Health Incorporated or its affiliates. All rights reserved.
Accession Number

2005664
Drug Name

adefovir dipivoxil (BAN)
Synonyms

GS 840, HEPSERA, RESPUR, PREVEON

Highest Phase
Marketed

Active Program
Yes

Chemical Name
2,2-dunethylpropanoic acid [[[2-(6-ammo-9H-purm-9-yl)ethoxy jmethyl Jphosphinylidene |bis
(oxymethylene) ester

CAS Registry Numbers
142340-99-6 (adefovir dipivoxil), 220351-05-3 (cpd with succinic acid (1:1)), 220351-03-1 (fumarate
(1:1)), 220351-10-0 (maleate (1:1)), 220351-14-4 (cpd with L-ascorbic acid (1:1)), 220351-22-4 (cpd
with methanol (1:1)), 220350-43-6 (dihydrate), 220350-98-1 (monocamsilate), 220350-82-3
(monomesilate), 220350-60-7 (monohydrobromude), 220350-68-5 (monohydrochloride), 220350-82-3
(monoesilate), 220350-94-7 (mono-1-naphthalenesulfonate), 220350-89-0 (mononapsilate), 220350-
73-2 (mononitrate), 220351-17-7 (mononicotmate), 220350-52-7 (sulfate (2:1))




General Comments
20030609 pc Launch. Gilead Sciences' reverse transcriptase nhibitor, adefovir dipivoxil (HEPSERA),
has been launched in Germany for the treatment of chronic hepatitis B virus mfection.

Company Information
Originator: Bristol-Myers Squibb, USA
Licensee: Gilead Sciences, USA
Licensee: GlaxoSmithKlme, UK

Indication
cvtomegalic mclusion disease, hepatitis, viral mfection

EphMRA Code
I5B Antwvirals, Excluding Anti-HIV Products

Latest Change
20030609

Commercial Summary
Gilead Sciences 1s developmg a mononucleotide analogue, adefovir dipivoxil, an oral, once-daily
prodrug of adefovir, for the treatment of viral infection. Applications for marketing approval of the agent
i the treatment of chronic hepatitis B virus (HBV) infection, m treatment-naive and treatment-
experienced patients, have been made m the USA and Europe (Gilead Sciences, MAR 2002). The US
FDA approved the agent as a treatment for HBV mfection and a launch has subsequently taken place n
this market (Gilead Sciences, SEP 2002). The agent has also been approved m Europe as a treatment for
HBV mfection, and launches have taken place m the UK (Pharmaceutical Journal, APR 2003) and
Germany (IMS, APR 2003). Filings have been submitted to regulatory authorities m Australia, Canada
and Switzerland (Gilead Sciences, MAR 2003). An early access program was mitiated in the USA for
use of adefovir dipvoxil 10 mg i the treatment of patients with chronic HBV infection resistant to
lamivudine and the program has been extended to Canada. Australia. and most European countries




Licensing Status
Unavailable for Licensing: Japan
Unavailable for Licensing: Tarwan
Unavailable for Licensing: South Korea
Unavailable for Licensing: China

Patent Assignee
Bristol-Myers Squibb

Patent Summary
Product: EP 481214 B 1998, priority US 583906 1990, designating 14 states. Equivalents identified n
five countries.

Development Status
Marketed: USA, hepatitis
Phase III: USA, cytomegalic mclusion disease
Marketed: UK, hepatitis
Marketed: Germany, hepatitis
Registered: Europe, hepatitis
Pre-registration: Switzerland, hepatitis
Pre-registration; Canada, hepatitis
Pre-registration: Australia, hepatitis
Phase III: South-East Asia, hepatitis
Phase I China, hepatitis

Substance Origin
chemical synthesis




Mechanism of Action
reverse transcriptase mhibitor, nucleotide analogue

Clinical Overview
In vitro, adefovir dipivoxil is eftective agamst most drug-resistant HIV strams mncluding with a Q151
mutation, and shows synergy with nucleoside analogues and protemase mhibitors (Gilead Sciences,
MAY 1997). Oral adefovir dipvoxil 1s rapidly converted to adefovir. Adefovir dipivoxil was associated
with reduced p24 antigenemia and transient mcreases i CD4 counts i some patients mfected with HIV.
A phase UII trial showed that once daily adefovir dipivoxil was safe and well tolerated at three different
dose levels and caused a drug related decrease in p24 antigen levels m HIV-infected patients. Side
effects mcluded mild to moderate gastromtestmal symptoms. Oral bioavailability for adefovir dipivoxil
was 40%. A phase IIl, trial showed adefovir dipvoxil at doses of 125 or 250 mg/day produced sustamed
mcreases i CD4 cell counts of 46 and 15 cells/mm3 from baselne, respectively, versus -41 cells/mm3
for placebo following 6 week treatment. Viral load, as measured by HIV RNA, was decreased by median
-0.5 log copies/mL and -0.4 log copies/mL at the 125 and 250 mg doses, respectively. Detectable CMV
levels were reduced i comparison with placebo m a subset of patients. In study 411 mvolving
treatment-naive HIV-positive patients receiving adefovir dipivoxil, mdmavir and one or two reverse
transcriptase nhibitors (zidovudine, lamivudine or stavudimne), or standard triple therapy (zidovudine,
lamivudme and mdmavir), 80% of patients receiving regimens with or without adefovir dipivoxil had
undetectable levels of HIV RNA at 20 week. Triple drug regimens contamnmg adefovir dipivoxil
mcreased CD4 cells by 92 cells/mm3, compared with an mcrease of 66 cells/mm3 with the standard
triple therapy. Elevations m liver transaminase and creatine kinase occurred m 8% and 3% of the
adefovir dipivoxil group and 5% and 5% of the standard group, respectively (Gilead Sciences, APR
1998). In study 408, 442 HIV-positive patients were randomized to recetve 120 mg adefovir dipivoxil
(219 patients) or placebo (223 patients) once daily m addition to current antiretroviral therapy. In




Drug Development History
200304: Marketed, UK, Germany (HBV).
200303: Registered, Europe (HBV).
200211: Recommended, Europe (HBV).
200209: Registered and Marketed, USA (HBV).
200208: Recommended, USA (HBV).
200204: Licensing agreement between Gilead Sciences and GlaxoSmithKline.
200203: Pre-registration, USA, Europe (HBV).
200101: Phase I, China (HBV).
19991 2: Discontmued (HIV).
19991 0: Pre-registration, Europe (HIV). Approval not recommended, USA (HIV)
199904 Phase III, USA, Europe, Canada, Australia, Asia (HBV).
199903: Expanded access program expanded.
199901 : Pre-registration, USA.
199811 Fast track designation.
199703: Phase II, USA, UK, Australia, Canada (HBV).
199701: Phase IIT, USA (HIV, CMV).
199606: Phase I/IIT, USA (HIV).
199504: Phase I/II, UK, (HBV).
199408: Phase I/II, USA (HIV).
199404: Phase I, USA.
199401 : Preclinical, USA.
199009: Priority product patent application filed, USA.
Update Code
20030605




Moznosti databazovych center —
napr. STN International, Dialog
Corporation, OVID, DIMDBI aj.

STIN Internationallia 3’ jene; kiastry:

Take centrumi Dialog Corpoeration obsahuje radu
databazi — viz strucny: popis V. Cestineé na
WeDbzinu' pror Competitive Intelligence

nebo dale v: tetor prezentact' ..




Adis Clinical Trials Insight: Databaze
zahrnuje strukturované zaznamy klicovych
clankl zamérenych na 27 hlavnich
terapeutickych oblasti publikovanych v
mezinarodnich biomedicinskych ¢asopisech
na téma lékd, 1ékovych studii,
farmakoterapie, nezadoucich Ucinkd lékl a
farmakoekonomiky. Navic obsahuje
prednasky z konferenci a klinicka data z

tiskovych zprav a relevantnich webovych
stranek firem a klinickych studii.

BIOSIS Previews®: Bibliograficka databaze
komplexné pokryvajici celosvetovy vyzkum
v biologickych a biomedicinskych védach.
Vychazi z Biological Abstracts® a Biological
Abstracts/Reports, Reviews, and
Meetings® (drive BioResearch Index®).




CA SEARCH®: Chemical Abstracts®:
Databaze celosvétové literatury z oblasti
chemického vyzkumu. Odpovida
bibliografickym informacim, které prinaseji
tisténé Chemical Abstracts®, jez publikuje
Chemical Abstracts Service Americké
chemické spolecnosti (American Chemical
Society). V kontextu biomedicinckych
oborl jsou v této databazi relevantni
predevsim informace z oblasti biochemie a
farmacie.

CAB ABSTRACTS: Je komplexni zdroj
informaci z oblasti aplikovanych prirodnich
véd. V kontextu humanni mediciny stoji za
pozornost predevsim ty Casti databaze,
které pokryvaji literaturu z oblasti vyzivy a
dietologie, genetiky a parazitarnich
nemoci.




CANCERLIT®: Databaze obsahuje
bibliografické zaznamy publikaci z oblasti
onkologického vyzkumu dodavané
americkym National Cancer Institute a
zaznamy tykajici se onkologické
problematiky pochazejici z databaze
MEDLINE®.

Current Contents Search®: On-line verze
popularni tydenni sluzby Current
Contents® (CC) spolecnosti Thomson
Scientific reprodukuje obsahy nejnovejsich
Cisel klicovych casopis(l z oblasti védy,
socialnich véd, uméni a humannich véd. CC
se sklada ze sedmi edici, pricemz pro
oblast mediciny jsou nejvice relevantni CC
Clinical Medicine a CC Life Sciences.




Dialog Global Reporter: Komplexni zdroj
celosvétovych informaci, ktery pokryva
predni noviny a obchodni magaziny z
celého svéta. Pro biomedicincké obory ma
vyznam spiSe informativni jakozto zdroj
upozornujici na novinky a trendy v oblasti
experimentalni i klinické.

Elsevier BIOBASE: Databaze pokryva Siroké
spektrum celosvétoveho biologického
vyzkumu vcetné klinické chemie,
endokrinologie a metabolizmu, genetiky a
molekularni biologie, imunologie a
infekCnich nemoci, aplikované
mikrobiologie, bunécné a vyvojové biologie
a vyzkumu karcinomu.




EMBASE (Excerpta Medica Database): patfri
mezi stézejni biomedicinské informacni
zdroje s relativné silné zastoupenym
podilem dokumentl vztahujicich se k
farmakologii a farmacii.

EMCare: Databaze zamérena na

oSetrovatelstvi a dalsi zdravotnické
profese. Obsah pochazi z databazi
EMBASE, MEDLINE® a CINAHL®.

European Patents Fulltext: Databaze
obsahuje plné texty evropskych
patentovych prihlasek i pridélenych
patentl publikovanych od zalozeni
Evropského patentového uradu (European
Patent Office) v roce 1978.




Gale Group Health & Wellness
DatabaseSM: Komplexni databaze
poskytujici Siroky zabér periodické a
referencni literatury z oblasti zdravi,
mediciny, fitness a vyzivy jak pro lékare,
tak i pro laiky a nezdravotnické
profesionaly.

Global Health: Databaze zamérena na
problematiku verejného zdravi. Obsah
Cerpa z CAB Abstracts a Public Health and

Tropical Medicine Database.

Incidence and Prevalence Database:
Databaze zahrnuje komplexni
epidemiologicka a dalSich statisticka data
(napr. incidence, prevalence, morbidita,
mortalita, udaje ze scitani lidu, analyzy
nakladd), ale i definice, reference,
informace o Iécbe a dalSi udaje specifické
pro danou diagnozu nebo postup.



International Pharmaceutical Abstracts:
Databaze poskytuje informace o vsech
fazich vyvoje a pouziti Iék0. Rozsah pokryti
se pohybuje od klinickych, praktickych a
teoretickych témat az po ekonomické a
védecké aspekty z oblasti farmakologie,
farmacie a testovani I€Civ.

Material Safety Data Sheets - OHSTM:
Ctvrtletné aktualizovana kolekce
bezpecnostnich informacnich listd desitek
tisic chemickych latek slouzi predevsim k
identifikaci chemikalii a jejich smési podle
chemického nazvu nebo obchodni znacky,
k vyhledavani informaci o povolenych
davkach, o zasadach prvni pomoci pri
zasazeni organismu ap.




MEDLINE® (Medical Literature, Analysis,
and Retrieval System Online): Narodni
lékarske knihovny USA patfi mezi
nejznamejsi bibliografické databaze
védecke literatury zamérené na oblast
biomediciny a zdravi. Zahrnuje jak
preklinické védy, tak klinickou medicinu,
oSetrovatelstvi, dale stomatologii,
problematiku zdravotnickych systémd,
vererinarni mediciny, ostatni prirodni védy,
chemické védy, behavioralni veédy a

bioinzenyrstvi.

PASCAL: Rozsahla multidisciplinarni
databaze zahrnujici poznatky z oblasti
védy, techniky a mediciny s dlrazem na
evropskou, zvlasté pak francouzskou
literaturu. PASCAL je pripravovan
francouzskym narodnim Institutem pro
védecko-technické informace (L'Institut de
I'Tnformation Scientifique et Technique of
the French National Research Council).




PsycINFO®: Databaze psychologickych
abstrakt (Psychological Abstracts)
Americké asociace psychologll (American
Psychological Association). Pokryva
mezinarodni psychologickou literaturu,
behavioralni a socialni vedy, problematiku
dusevniho zdravi a psychiatrie vCetne
farmakologie, dale sociologii, antropologii,
vzdelavani a lingvistiku.

SciSearch®: a Cited Reference Science
Database: Multidisciplinarni seznam
literatury z oblasti veédy, techniky,
biomediciny a souvisejicich obor{
poskytovany spolecnosti Thomson
Scientific. Databaze obsahuje vSechny
zaznamy publikované v Science Citation
Index® a navic publikace uvedené v
Current Contents®. Kromé bézného
prohledavani podle klicovych slov
umoznuje vyhledavani podle citovanych
odkazd.




ToxFile: Databaze je zamérena na
toxikologicke, farmakologické, biochemickeé
a fyziologické Ucinky 1ékd a dalSich
chemickych latek. Zahrnuje relevantni
citace extrahované z databaze MEDLINE®
a navic také data pochazejici z dalSich 17
informacnich zdrojd.

U.S. Patents Fulltext: Databaze obsahuje
plné texty prijatych patentl i patentovych
prihlasek podanych ve Spojenych statech
americkych. Zdrojem dat jsou U.S. Patent
and Trademark Office a IFI/Plenum Data
Corporation.

WIPO / PCT Patents Fulltext: Databaze
zahrnuje plné texty patentovych prihlasek
177 clenskych zemi spolupracujicich v
ramci Patent Cooperation Treaty (PCT),
World Intellectual Property Organization
(WIPO) a Univentio Information Services
B.V.



Pro reSeni mnoha - zejména klinickych
otazek - je navic mozné krome vyse
uvedenych databazi pouzit néktery z
informacnich zdrojd specializovanych na
podporu uplathnovani mediciny zalozené na
dUkazech (EBM):

V ramci databazového centra Dialog: napr.
kolekce centra Dialog Evidence-Based
Medicine Journals (zahrnuje 3 publikace
BMJ Publishing Group: Evidence-Based
Medicine, Evidence-Based Nursing a
Evidence-Based Mental Health), anebo
nezavisle na tomto databazovém centru
samostatné produkty: Cochranova
knihovna, Evidence-Based Medicine
Reviews, Evidence Matters, TRIP Database
atd.




Dekujil za pozornost.




