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New Product for Review: Dossier Provided by Manufacturer: Yes
Sinecatechins ointment Dossier Evaluation: 2, missing PE model and Phase
(Veregen®)[MediGene] 2 comparative trial data

1 - Dossier missing significant clinical trial(s).
2 - Mfg. provided all relevant trials; Missing pharmacoeconmic model.
3 - Mfg. provided all relevant trials and information.

Executive Summary

External Genital Warts (EGWs) 1324

e EGWs (condylomata acuminata) are benign skin tumors usually caused by infection with human
papillomavirus (HPV) types 6 and 11 that affect approximately 1% of the sexually active population.
These virus types are rarely associated with invasive carcinoma.

e Most infections are subclinical (visible warts represent only 1% of infected cases) and transient (less
than 2 years duration). Spontaneous regression has been reported to occur within three months in 20
to 30% of cases.

e Principles of treatment

- The primary goal of treatment is the removal of EGWs.

- Treatment does not eliminate HPV infection and has an unclear impact on transmission of disease.

- There is no evidence that the presence of EGWSs or their treatment is associated with the
development of cervical cancer.

- If untreated, EGWs might spontaneously resolve, remain unchanged, or increase in size or
number.

- Treatment modality is guided by location of lesions and extent of area involved. Extensive disease
is treated with various office-based procedures. Only limited disease can be managed at home by
the patient.

- Clinical practice guidelines and meta-analysis position podofilox and imiquimod as drugs of
choice for patient-applied treatment of EGWSs. However, these recommendations may be based on
trials of uncertain validity.

Sinecatechins (Veregen)
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e Sinecatechins ointment (Veregen) is a water extract of green tea leaves containing a mixture of
catechins (85-95%) and other green tea components such as gallic acid, caffeine, theophylline and
theobromine. It is brown in appearance and contains 150mg of sinecatechins per gram in an ointment
base.

e Sinecatechins ointment (Veregen) was approved in October 2006 for the topical treatment of EGWs
in immunocompetent adults. Approval was based on pooled results of two clinical trials &
evaluating the ability of sinecatechins ointment (\Veregen) to completely clear EGWSs in a
significantly higher proportion of subjects compared to placebo.

e Reports of early trials in actinic keratosis and common warts may result in off-label use in these
conditions . Use in common and plantar warts may exceed use in EGWSs, based on usage data
obtained in late 2002 for a competitor product (Aldara). At the time of report, more than half of
Aldara prescriptions are for off-label use in the treatment of common or plantar warts.!!

Evidence

e Three randomized, double-blind, placebo-controlled clinical trials conducted in several countries
evaluat([ed th]e efficacy and safety of sinecatechins ointment (Veregen) in a total of 1,246 subjects with
EGWs. 1010

e All of these trials were critiqued as uncertain or not useful for making healthcare decisions; low trial
completion rates, lack of ITT analyses and low compliance with treatment were among the common
problems.

e Inthese trials, a significantly higher proportion of subjects assigned to treatment with the marketed
formulation [15% ointment] of sinecatechins ointment (\Veregen) experienced complete clearance of
EGWs compared to placebo (approximately 56% vs 36%).

Decision

Sinecatechins (Veregen) is non-preferred/non-formulary because:

e There is no reliable evidence of superior safety or efficacy over the current preferred/formulary
option.

e There is potential for off-label use in common and plantar warts, for which there is no reliable
evidence of safety and efficacy.

Products
Patent .
Drug Products FDA . Expir- FDA _app_roved Usual Potential cED[E]IabeI
approval ation(s)° indications Dose/Route Uses
Sinecatechins 10/2006 10/2017 Condyloma acuminatum Apply topically Actinic keratosis,
(Veregen) (aka EGW) 3 times daily common warts,
plantar warts
Imiquimod (Aldara) 2/1997 1/2008 (no | Condyloma acuminatum, | Apply topically Common warts,
generic actinic keratosis, 3 times per plantar warts, lentigo
available as superficial basal cell week maligna, molluscum
of carcinoma contagiosum
4/9/2008)" infection
Podofilox (generics) 1/2002 expired Condyloma acuminatum Apply topically None listed
once or twice
daily for 3 days,
rest for 4 days,
repeat cycle up
to 3 more times.
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# Date applies to approval date for the original brand name medication where there are now generics available.
¢ Based on patents listed in Orange Book as of 04/09/2008.
4 As listed in © 1974 - 2008 Thomson MICROMEDEX database or as referenced.
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