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Research technique: The murine candidate

Elie Delgin

Nature 474, $14-515 (09 June 2011) | doiAC
Published online 08 June 2011

Small animals that mimic human hepatitis (
the viral life cycle.

Subject terms:  Drug discovery

The hepatitis C virus (HCV) is hard to study. Mo
about how it multiplies comes from cell-culture <
ups have proven invaluable for developing new dr
inhibitors and polymerase inhibitors, which preve
its components inside the cell. Yet these cell-b
other important parts of the viral life cycle, such
replication, when the virus attaches to liver cells
maore, cell-culture systems cannat reproduce the
immune system and the virus nor can they reca
liver pathology can be studied. For these reasor
how the virus causes disease have

long sought a small-animal model.

Comman laboratory animals,
including rodents and most primates,
are not susceptible hosts for HCV.
Scientists have therefore had to
settle for chimpanzees, which, like
humans, are vulnerable to chronic
HCV infections. However, for ethical
and economic reasons, the chimp is
a temible model,” says Matthew
Evans, an HCV researcher at the
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Mount Sinai School of Medicine in New York. Research invalving chimpanzees is banned in many parts of
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against euthanizing chimps require investigators to fund the animals’ long-term care — a prohibitively
expensive commitment.
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All-Oral Combination of Daclatasvir Plus Asunaprevir in
Interferon-Ineligible Naive/Intolerant and Nonresponder
Japanese Patients Chronically Infected With HCV
Genotype 1b:

Results From a Phase 3 Trial
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Brist&)-l-:ll\/lyers Set to Bring New Seatch apan Real Time
Hepatitis C Treatment to Japan

Article Comments JAPAN REAL TIME HOME PAGE »
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By PETER LANDERS  CONNeCT -

Bristol-Myers Squibb Co | BMY +2.05% | is set to bring a new hepatitis C treatment Find out how you can expand
that doesn't require drug injections to Japan as soon next year, where the virus has your business into new markets.=

long been a divisive issue because of allegations the government failed to keep it
out of the blood supply decades ago.

Bristol-Myers said over the weekend it
had applied to sell a two-pill
combination treatment for hepatitis C in
Japan, following a clinical trial that
found it cleared the virus in 85% of
patients after 24 weeks.

Don't Miss 7
“This is a path-breaking case because
Japan is the first in the world” to get the

Peter Landers/The Wall Street Journs
Kazuaki Chayama, direclor of the University Hospital new druQ, said _Y_Kazuakl Cha ama, head
at Hiroshima University, in a Nov. 4, 2013 photo of Hiroshima University Hospital in an 4 0
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interview. No, Please Don't Twitter: How $1,000 Will SeaWorld Tank



MEDMILADHIRE B EDERNE

8.0 IFN ineligible naive/intolerant
] ‘.-_'--l- = - e . -
- - - e . -
L ¢ N Sl it X 2] pt -
. p [} ; ! n -~y
’ ! - N u A
’ }'_ —————— ] n A
-= ! /
< 5.0 ] 21 ] ;,' .’
o ! 21 f M 0!
= s I F' " ”’
O 4.0 ’ ! m T :’
T 'l ] :'H 0 ",
o ] 1y ]
™) [} ] § 1" ;,’ ,’;’
230 ! ] L B ’e
! ) (] rny 1 ry,
I I i 1 r N
I horn ), 4
2.0 ' h 1 7, /4
) v, 0 ! '
...... l.................'.................... ........aauu'.’uu’c’uui4<}¢{uou¥' ” " LOQ :1 2 |Og
1.0 ] 1, l.p’-"' ’-" ¥
i B o B o o o ol o o v veannne e nnn s nannnnnnnnn undetectahle
0.0 l 1 1 l 1 1 l 1 1 l l ]
0 4 8 12 16 20 24 28 32 36 40 44 48
Week

IFN ineligible naive

On- treatment

Post-treatment

On- treatment
Post-treatment



Reverse GeneticsFALVEZ R EDM/IILAH IR DEEEA

| @W BMS-788329 (NSSA) 10 mg/kg
108 T Telaprevir : BMS-821095

200 mg kg, bid | ' (NS5B)

100 mg/kg

HCV RNA
(copy/mL)
[EY
e

NS3 V36A+NS5A L31V/Y93

10 [ : P495S in NS5B
108 [ :
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 \32 34
. Times after inoculatiof (weeks)
Fig. 6B
NS3
aa36
GCC (A) GCC (A)
aa31l/aa93
GTA (V CAC (H) GTA (V CAC (H)
NS5B
aa495
CCA (P) CCA (P)
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