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12 July 2005

Dear Ms Miller

RE: SOUTHAMPTON HEALTH TECHNOLOGY ASSESSMENT CENTRE (SHTAC) ASSESSMENT REPORT ON
ADEFOVIR DIPVOXIL AND PEGINTERFERON ALPHA-2A FOR THE TREATNIENT OF CHRONIC HEPATITIS B (CHB)

Gilead Sciences welcomes the opportunity to comment on this report and its technical content and
consider this to be a thorough and accurate review of this complex and technically difficult disease
area. We believe the resuits of the SHTAC report are in line with our own submission, and both
reports support adefovir dipivoxil as a first-line treatment for CHB, as well as an agent that can be
effectively used in sequential strategies following treatment failure or viral resistance.

We warmly support the conclusions of this report In its finding that, “adefovir dipivoxil is both
clinically-effective and cost-effective in the treatment of CHB. in relation to current standard
treatments and supportive care® (SHTAC Assessment Report; Pg 17). Clinical effectiveness has
already been established via a comprehensive clinical evaluation programme, with long-term follow
up for safety, efficacy and viral resistance out to three years' that will continue for at least two
more years.

Furthermore, we note that “adefovir dipivoxil may be particularly suitable for long-term treatment,
particularly in advanced disease states due to relatively low rates of resistance” (SHTAC
Assessment Report; pg 17), and with reference to the modelled costs for adefovir dipivoxil, “these
increased costs are associated with substantial health gains® (SHTAC Assessment Report; pg 136).

We would also like to point out that there has been even more data published on adefovir dipivoxil in
the interim period since our submission was completed and in some cases after the assessment
report was published. This new evidence beyond 144 weeks of therapy shows that adefovir dipivoxil
provides a durable, sustained and efficacious treatment for both HBeAg-positive and HBeAg-negative
disease'>*. We would be delighted to provide this to both SHTAC and NICE for evaluation.

We know that the development of lamivudine resistance increasee the risk of disease progression,
morbidity and mortality™®, as well as conferring cross-resistance to other nucleosides, such as entecavir,
clevudine, emiricitabine and famcilovir’®. The use of a nucleotide analogue, such as adefovir, as first-
line treatment limits development of resistance and avoids cross-resistance with currently licensed
agents, including lamivudine***?, This approach Is critical as it provides patients with long-term
effectiveness and additional therapeutic options If necessary. Indeed, in the future, it is probable that
combinations of agents, from different ciasses, will be required to enable durable treatment of CHB with
low resistance and no cross-resistance similar to the current management of HIV.

Wae also have some comments on specific areas of the SHTAC assessment report, which we have
outlined in the remainder of this letter, beginning with comments on the HTA group's economic
evaluation:

1. TheHTAgmupasumedmatpaﬁentsmaM\gthudheexpedenoedamducedﬁskd
cirhosis during the first year of treatment that was not led o patients recelving adefovir
(Tables 34 and 35; pg 127-8); this meant that 2% of lamivudine-treated patients were assumed to
develop cithosis during the first year of therapy, compared with §% of those receiving no
treatment or adefovir, implying that the risk of cirhosis is 2.5-imes higher with adefovir than
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lthasbundwnmatadefwkbeﬁecﬁwdmdudngmeﬁeaohﬂammﬁonandﬁbmsbaﬁer
48, 96 and 144 weeks of freatment'>. This translated info ‘no incident’ cases of advanced
ﬁbmslsu?g cithosis among HBeAg-negative patients treatad with adefovir during 48 and 96
weeks . ‘

Fummnm.‘khasbeenstwwnmatadefwkimprwesmdedyhgdnhosisandadvamed
ﬂbruhzu%ofpaﬁu\umadvamedmadﬂnsis%atbasdmmmmndam
fibrosis after 48 weeks treatment. :

We would very much wdcomomeoppomnltyforSHTAthre-evduatamelr model, assuming
matmmkdpmgrsshgﬁomawaHBbmpenaatedchfmlsisO%oﬂ%puyearfor
patients receiving adefovir.

ltwasnotappmmmmponmmmlstanoemtesmusedmmeHTAmoddfa
adefoviorlamwudhe;sinoemhisaninpaiawdﬂverofcoet-eﬁediveness. it would be
extrundyhfonnaﬁvatoseowhatvduesmusedvmhintheanalwis.

ThembscomldaodwiﬂwhmeHTAmoddmumahataﬂpaﬁemsmuldmcewe
pegylated or conventional interferon-aife firstdine. In reality, this does not reflect current clinical

Thecoctofhmpyusedwihhmeemnanicanalysbassummatpatbntsmewm
Iamwudheoradefovkwllbemnbyamuﬂantormpabbgynumamlofﬂtimesdudng
the first year of freatment. This level of contact is substantially higher than was suggested by
meﬂhbrvimwﬂuchedasputofﬁneibadswmmbnmdmaynotbetypicdofau
centres treating CHB.

Weabobmadyagreewimmdatapmsemedwlmmmecomprehensivesystemaﬁcreviawofﬂn
literature, but would like to take this opportunity to dlarify a small number of points:

1.

Secﬁon4.12.5ofhereportdiswssesHBsAqbsslsemconmion,butgivesliﬂieornodataon
adefovir. EmmammmLmoedemmmmm.s%(m)of
patients receliving adefovir in clinical trials have undergone HBsAg seroconversion, including
1.6% (2/125) of HBeAg-negative patients™. In addition, outoomes over three years of follow-up
wiminsmdyGS-438rnvenowboenpubllshodlnmoNewEndandJoumalofMedm.
Ammmwommbpapummm-paﬁemwmmmmmmmt

ArangeoflhresholdsofHBVDNAIevelsareusedwiminmelmreandWhmisrepat
whidnuggemhathmmaybeaneedforoxpandoddbmlononmhatlcvolofviralload
constitutes an appropriate goal for treatment.

nbmbdmpage47dmemponmatodysmdyes438presmtedmepmporﬂonofpaﬁmts
with compensated cirhosis or bridging fibrosis at basaline; although the proportion of patients
Mﬂwkﬂmbwasndmpabdhmpﬂnaypublbaﬂonofmmsmdbs.ﬂ%ofpaﬁemsvdﬂ\h
mdyGS-437and9%dmosewnhlnsmdsz-461hadcinhnsis.

WWhodememhmeds(pageﬁO)Lnlsmtedmatpaﬁenwmmal
problems were excluded from the RCTs included within ithis systematic review. Although
Patients with renal impaimment were generally excluded ffom the primary RCTs evaluating
W.Myeunwmmﬁwphmawkheﬁcddadmminpaﬂmbmmud
renal impairment were similar to those in healthy patients, while adefovir can be safely given
every 48-72 hours in patients with reduced creatinine clearance. An additional study involving
paﬂonuwlmmpauedrmalfumﬁon(Gs-SZS)blkelytobempleﬁedinlate2006.
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treatment,” (page 118). Although the cost of treatment
constant over time, patients receiving lamivudine or were assumed to have additional
outpatient and GP consultations and undergo renal
assessment of virological parameters more frequently
disease severity.

Oncoagdn.womgrabfulformeoppommltytocommmtm
welcome such a comprehensive and thorough evaluation,
effectiveness of adefovir dipivoxil for the treatment of chronic i
moqudltyoflifoandroducumablditymdmomlltyanmgpatien
disease. .

is B, demonsirating that it improves
‘livhgwmmlsimpotwuvirdliver

We hope that NICE will reflect this in the ACD, and provide positive guidance for those managing the
haahnaﬂoﬂhbknpa‘hntpubllchedthpmbl«nhEnglandandWalcé.

Yours sincerely

Nigel Hughes .

Product Manager, Antivirals (UK & Ireland)
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