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New Product for Review: Dossier Provided by Manufacturer: No
topotecan capsules (Hycamtin®) [GSK] Dossier Evaluation: N/A

1 - Dossier missing significant clinical trial(s).

2 - Mfg. provided all relevant trials; missing pharmacoeconomic
model.

3 - Mfg. provided all relevant trials and information.

Executive Summary
Small Cell Lung Cancer (SCLC):

Small cell lung cancer (SCLC) is the most aggressive pulmonary tumor. ™

- SCLC is more likely to be widely disseminated at the time of diagnosis than other
pulmonary tumors.

- Median survival from diagnosis is about 2 to 4 months without treatment.

Current chemotherapy regimens can prolong median survival by 4- to 5-fold over patients
who receive no therapy. !

Primary chemotherapy for patients with SCLC generally includes a platinum-based
intravenous regimen.

Topotecan (Hycamtin):

Topotecan (Hycamtin) injection was approved in May 1996 and is covered under the medical
benefit.

The oral formulation of topotecan (Hycamtin) was approved by the FDA in October 2007
(however, not commercially available until September 2008) and is covered under the
prescription benefit.

The two formulations of topotecan (Hycamtin) differ in their dosing and FDA-approved
indications:

Topotecan oral capsules Topotecan injection
Dose: 2.3 mg/m?/day 0.75 to 1.5 mg/m?/day
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Administration: Oral without regard to meals Intravenous infusion over 30 min

FDA-approved indications: Relapsed SCLC Ovarian cancer (second-line)
SCLC (second-line)
Relapsed cervical cancer

o Caution is urged when switching from oral to intravenous topotecan due to differences in
dosing between the two formulations.

« National guidelines list single-agent topotecan (Hycamtin) as one of several possible
treatment options for the treatment of SCLC (there is no specific recommendation
regarding route of administration).

o Potential off-label uses of oral topotecan include second-line treatment of ovarian and
cervical cancers.

Evidence
e There is no reliable evidence that supports the efficacy of oral topotecan (Hycamtin) in
the treatment of SCLC, NSCLC, or ovarian carcinoma.
- None of the trials were blinded (open-label design).
- Flaws included large numbers of non-completers, confounding chemotherapy
regimens and poorly described randomization methods.

o Trials comparing oral and intravenous formulations of topotecan were not blinded and
used poorly defined methods for measuring tumor response (the primary endpoint).

Decision

Oral topotecan (Hycamtin) is preferred/formulary because, although the evidence
comparing this product to other treatment alternatives is uncertain, it may provide benefit
to certain members, particularly those living in rural areas who must commute long
distances to receive treatment.
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Products

Drug Products FDA Eitrir;t FDA approved Usual Potential Off-
approval ® ation(s) ° indications Dose/Route label Uses©
topotecan injection 5/1996 10/2010 = Metastatic ovarian Ovarian and small | Chronic myelogen-
(Hycamtin®) & cancer after failure of | cell lung cancer: ous leukemia, pri-
initial chemotherapy 1.5 mg/m?/day mary CNS lymph-
= Small cell lung cancer | intravenously over | oma, myelodys-
after failure of first- 30 minutes once | Plastic syndrome,
line chemotherapy daily for 5 days, nephroblastoma,
® Stage IV-B, recurrent, | €very 21 days non-small cell lung
or persistent cervical ) cancer
cancer not amenable to | Cervical cancer:
curative treatment with | 0.75mg/m? intra-
surgery and/or venously over 30
radiation minutes daily on
days 1,2, & 3,
every 21 days
topotecan oral capsules 10/2007 11/2010 = Relapsed small cell 2.3 mg/m?/day Ovarian cancer,
(Hycamtin®) 12 lung cancer orally once daily cervical cancer
for 5 days, every
21 days

? 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 05/06/08.
° As listed in © 1974 - 2008 Thomson MICROMEDEX database or as referenced.
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