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Facts about Hepatitis B e

iral hepatitis is 5 necroinflammatory disorder which varies widely in presentation and severity (Chisari, F.\. et al., 2010). Hepatitis has been recognized as a
serious viral illn since the 1880s, pithough the viral agents responsible for the disease, which differ in their modes of transmission and degrees of severity,
z g Jnuch Tater. The hepatitis B virus was identified in the 1960s and the hepatitis A virus was isolated in 1973. The hepatitis C virus was cloned

» Virus Structure and Life ot
Cycle

* Transmission

* Natural History, Morbidity
and Mortality

+ Epidemiology

* HBV-HIV Co-infection

» Cost

ML N+ER, ZHBREZW
INENFENRSBRLRT, BEE
1960 X, ZAREAHHIA.

Electron Micrograph

‘Enla rge
‘Capyn'gm‘ 2013 Prous Science. All rights reserved.

The hef €ost @ lenome of

the infel An analysis by the National Institute of Diabetes and Digestive and Kidney Diseases (NIDDK) has estimated that the total cost of hepatitis B in the U.S. in the year  [ather,
damagq 2004 was almost USD 460 million. Direct costs, including hospital services, physician services, prescription and OTC drugs, nursing home and home health care,

were calculated at USD 204 milion, while indirect costs were approximately USD 253 milion (The burden of digestive diseases in the United States
(National Institute of Diabetes and Digestive and Kidney Diseases, 2008)).

)
)
o)

= Cirrhosis is the twelfth leading cause of death in the U.S. Hepatitis B is one of the three main causes of cirrhosis, the others being hepatitis C and alcoholic liver
Links disease. The cost of treating cirrhosis in the U.S. in the year 2008 was in the range of USD 14 million to USD 2 bilion, depending on disease etiology (Neff, G.W.
Z = et al., 2011). In Europe, the avera: early cost of treating a single patient with hepatitis B and compensated girrhosis is EUR 1,254-1,512, deperjding on the
» Links to Related Websites b Europe g yeary e e i e

antiviral drug employed, while the cost of treating a patient with decompensated cirrhosis ranges from EUR 1,51

G.W. et al., 2011).
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NF-kappa B #2212 % |

Type Protein

LYT-10; LYT10; NF-kappa-B; NFKB; NFKB-p105; NFKB-p50; NFKB1 variant 1; NFKB2 variant a; NFKB3; Nuclear Factor-kappaB; Nuclear factor of kappa light polypeptide
gene enhancer in B-cells 1, transcript variant 1; Nuclear factor of kappa light polypeptide gene enhancer in B-cells 2 (p49/p100), transcript variant a; RELA variant 1; V-
rel reticuloendotheliosis viral oncogene homolog A {avnan) transcript variant 1; p52; p65

Description/Function Nuclear factor-kappa B (NF-kappaB protein transcription factor and intracellula e inflammatory cascade i ed in generation of adhesion mole
(ICAM-1, VCAM-1), iNoS Symthase, COX 2, bytolines (o.g., 1E-dbeta, 112, TN
by NFkappaB include those encoding the IL-2 receptor, the IL-12 p40 subunit ai
inflammation and cancer, controlling the ability of preneoplastic and malignant
angiogenesis and invasiveness. NF-kappaB activity is closely associated with Ika
been detected in many human malignancies including solid tumors and hematological cancers
has also been reported that constitutive activation of the receptor tyrosine kinase Fit3 is respo
activation and plays a role in inflammation-driven tumor progression. In addition, NFkappaB sii
causes Alzheimer's disease. Therapeutic inhibitors of the NF-kappaB activation may be a useful\
Cancers, acute myeloid Jeukemia), musculoskeletal and conne: disorders (e.g., ankylosing spondylitis, rheumal

2 respvra Ty disorders [e. g ., asthma), neurologica ) in e |ons and psychiatric, cardiovascular, renal, ga

% 3

st that NF-lappaB provldes a mechanistic link between
mor surveillance mechanism and regulating tumor
‘and aberrant or constitutive NF-kappaB activation has
leukemia and ic myelogenous leukemia. Tt
tion results in NFkappaB
a-induced neuronal death that
dng, colorectal and prostate
; Systemic lupus erythematous.
ointestinal,

, end .
|mportant signaling factor for mnkmes that appear to participate in sevaral pathological condltlons such
bowel disease (1BD), cystic fibrosis, atherosclerosis, asthma, arthritis, cachexia, cancer, diabetes, euthy
It active in neurons and studies have shown that altered NF-| kappaB transcriptional activity modifies neurd . Thus,
targeting of NF-kappaB may be effective in the treatment of mood disorders and anxiety. NF-kappaB has been mp\astlclty including
long-term and cellular and of MS patients have been shown to display helghtened activation of STAT6, STAT1 and

NF-kappaB and a corresponding Inﬂammatory profile that may be responslble for controlling NF-kappaB ion inhibitors may
be effective in preventing d. in MS. M NF-kappaB activity is involved i |n the pathology of both forms of IBD, Crohn's disease and ulcerative
colitis and studies have enhanced p i g of the NF-kappa-B precursor p105 and degradation of inhibitor of NF-kappa-B, IkappaBalpha, by

immunoproteasomes isolated from the mucosa nf Crohn's disease patients. NF-kappa-B activation inhibitors may be effective for suppressing inflammation seen in
Thi7-mediated diseases such as rheumatoid arthritis, psoriasis and Crohn's disease. Apoptotic neutrophils are decreased in sepsis and inhibition of NF-kappaB can
restore neutrophil apoptosis to baseline levels. Suppression of NF-kappaB activation could reduce acute inflammatory response and organ dysfunction. Thus, targeting
NF-kappaB may therefore be effective in normalizing the escalated immune responses seen in sepsis.
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Entecavir- “BE#-FKF" BIZGYNCR

Entry Number 182634 Chemical Structure = B
Record Creation Date  May 31, 2002

Last Updated Date  [Oct 23, 2013 | (i1 23T [a) )

CAS Registry Ho. 142217-69-4
209216-23-9 (monochydrate)

Molecular Formula C12 H15 N5 03
Molecular Weight 277.2792

Highest Phase Launched - 2005

Under Active B .
Dovelopment Entecavir

Chemical Hame/Description METABOLITES
(15,3R,45)-9-[4-Hydroxy-3-(hydroxymethyl)-2-methylenecyclopentyllguanine

Standard InChl

1SIC12H15N503/c1-5-6(3-18)8(19)2-T(5)17-4-14-89-10(17)15-12(13)16-11(9)20/h4,6-8, 18-19H,1-3H2, (H3,13,15,16, 20 /t6-, 7-,B-/mD/=z 1

Standard InChiKey

QDGZDCVAUDNIFG-FXQIFTODSA-N WA

Code Name Generic Name Brand Hame SRS
BMS-200475 Entecavir (USAN; Rec INN) Baraclude

ETV

S5Q-34676

Molecular Mechanism Cellular Mechanism

DNA Polymerase Inhibitors

Product Category Therapeutic Group Prescription/ Indication Type

Anti-Hepatitis B Virus Drugs
Organization

INT
Bristol-Myers Squibb (Originator) Tii/NG!

RERFAMNRRIEETR.

Product Milestone History

Organization |Count Area

2001 Hepatitis B | Chronic disease; Oral, once Bristol-Myers United States
(HBV) daily Squibb
Q3 2006 Baraclude Hepatitis B | Chronic disease; Tablets, film-  |Bristol-Myers Germany

(HBV) coated, 0.5 and 1 mg; Oral Squibb France

solution, 0.05 mg/ml
Chronic disease; Oral, once Bristol-Myers  United States
daily Squibb

\¢ B Chronic disease; Oral, once

daily wYM AR EHE

1992 ini Hepatitis B

States

Ei g R

i%%ﬁ%%ﬁ) i%%ﬁ%%ﬁ)

K HERT(E] AE & N AE B Chronic disease; Once-daily REF &N States
- o
Oct 04, 2004 MAA Filed Hepatitis B Chronic disease; Once-daily Bristol-Myers European Union
(HEW) Squibb
Mar 11, 2005 Recommended Baraclude Hepatitis B Chronic disease; Oral, once Bristol-Myers United States
Approval (HBV) daily Squibb
Mar 29, 2005 NDA Approved Baraclude ; United States
BERFEHHMRALRE
um
aminotransferases or
histologically active disease;
Oral solution, 0.05 ma/ml;
Tablets, film-coated, 0.5 and 1
mg
Oct 18, 2010 sNDA Baraclude Hepatitis Treatment of chronic hepatitis B Bristol-Myers  United States
Approved B, chronic in adult patients with Squibb

decompensated liver disease
Feb 28, 2011 MAA Approved Baraclude Hepatitis B Treatment of chronic hepatitis B Bristol-Myers European Union
(HBV) virus infection in adults with Squibb
decompensated liver disease;
Tablets, film-coated, 0.5 and 1
mag; solution, 0.05 mag/ml; oral
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Entecavir is a nucleoside analogue launched in the U.S. in 2005 as Baraclude(TM) by originator Bristol-Myers Squibb for the oral
treatment of chronic hepatitis B in adults with evidence of active viral replication and either evidence of persistent elevations in
serum aminotransferases (ALT or AST) or histologically active disease. The product, launched in 2006 in the U.K. and other several
countries in Europe, is also available in Japan. Entecavir has also received clearance in Argentina, Brazil and Indonesia. In 2010,
the compound was approved in the U.S. and the E.U. for the treatment of chronic BxEY

liver disease. The product is designed to selectively inhibit the hepatitis B virus b

process.
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A new JIntegrity release became available on November 5% Visit the What’ s New page
for an overview of the new scientific usability and client-requested enhancements.

Dear Thomson Reuters Integrity user: E%ﬁ?\]%ﬂ’\]%@i
There |7\'_| ﬁﬁ#ﬁ'ﬁ . Integrity query since you last viewed results. Click here to display.
To fery. click here.
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Knowledge Area: Drugs & Biologics

Conditions Name = "p53-Binding protein MDM2"
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