Case 8 — Glioma

Study Title : Open-Label, Dose Confirmation Study o f Some Anti-
cancer Drug for the Treatment of Recurrent Glioblas  toma Multiforme
(GBM) at First Relapse

Therapeutic Indication: Glioblastoma
Phase of Development: I

Type of Regulatory Submission: US IND
Status: Ongoing

Clinical Duration Per Patient: 1 day treatment and then follow up till
disease progression and then 3 months follow up til | survival

Global Patient Target & Duration: NA

India Recruitment Number & Duration: 40 patients in 1yr
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Study Centers: In India: 8 sites in India
Sites Other than India: None

Sites Initiations: July 2007

No of Patients so far: 10 (till Feb 2008)
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Key Challenges & Achievements:

In terms Requlatory approval -

This was probably first time in India anybody ventured to treat high
grade glioma with a radiopharmaceutical product. The technology itself
IS quite unique. A group of scientist in US designed an antibody, which
can selectively go and bind itself to the necrosed tissue of tumor. This
antibody is tagged with radioactive lodine and then infused
iIntratumorally to radiate the tumor cells.

To conduct this study in India, the approvals from 3 agencies — DCGI
(Drug Controller General, India), AERB (Atomic Energy Review Board)
and RPC (Radiopharmaceutical Committee) were required.



Case 8 — Glioma

Sponsor and SIRO worked together to identify the agency (Board of
Radiation and Isotope Technology, BRIT) that replicates the radio—
labeling process in India and getting the process validated by
regulators (Radiopharmaceutical Committee). Concurrent to that, SIRO
obtained approvals from DCCI and Atomic Energy Review Board for
conduct of the study.

It took almost 15 months to standardize & validate the manufacturing
process of study drug and get the approvals from all 3 agencies.

The sponsor appreciated efforts and due diligence shown by SIRO in
getting standardized and validated manufacturing process of the

radiopharmaceutical product and getting approval from 3 agencies.
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In terms of patient recruitments & study loqistics

As special precautions required in handling & transporting of
radiopharmaceutical product to sites, the logistics challenges of this
trial are also quite phenomenal.

The only day drug can be produced is certain pre-identified Fridays, so
that the site could receive the drug on the succeeding Monday and
operates the patient on that day and then start infusion on Tuesday.
Therefore, it is necessary to co-ordinate with seven sites to ensure
identification and screening of a patient 14 days in advance before
randomizing the patient.

Thus, SIRO has been instrumental in co-ordinating between the drug
labeling agency and sites, right from screening the patient till the
iInfusion end and managed successfully to have 10 randomized patients
In last 8 months.



