BC Cancer Protocol Summary for Treatment of Relapsed CNS
Lymphoma using Temozolomide

Protocol Code LYTEM
Tumour Group Lymphoma
Contact Physician Dr. Diego Villa
ELIGIBILITY:

Patients must have:

» Relapsed/refractory primary or secondary central nervous system (CNS) lymphoma,
with or without systemic lymphoma, and

= Progression on prior treatment with high-dose methotrexate (e.g., LYHDMRTEM)
and/or radiation, or

= Previously untreated primary or secondary CNS lymphoma not suitable for treatment
with high-dose methotrexate/and or radiation per provider discretion

Patients should have:
= ECOG 3orless

EXCLUSIONS:
Patients must not have:

CAUTIONS:

= Creatinine greater than 1.5 x upper limit of normal
= Significant hepatic dysfunction

TESTS:

= Baseline: CBC & Diff, ALT, total bilirubin, creatinine

= Baseline (required, but results do not have to be available to proceed with first
treatment; results must be checked before proceeding with further treatment):
HBsAg, HBsAb, HBcoreAb

= Baseline if clinically indicated: random glucose (recommended for patients on
dexamethasone)

= Prior to Day 1 of each cycle: CBC & Diff, ALT, total bilirubin

= If clinically indicated: creatinine, sodium, potassium, magnesium, calcium, random
glucose, HBV viral load, HBsAg (see protocol SCHBV)

PREMEDICATIONS:
= ondansetron 8 mg given 30 minutes prior to each dose of temozolomide
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SUPPORTIVE MEDICATIONS:

» Moderate risk of hepatitis B reactivation. If HBsAg or HBcore positive, follow hepatitis
B prophylaxis as per SCHBV.

TREATMENT:
Dru Dose BC Cancer Administration
° Guideline
: 150 mg/m?* once daily x 5
temozolomide days (Days 1 to 5) PO

*select dose per Dose Banding Table (appendix).

= Dose may be increased to 200 mg/m? for the second cycle if no significant
hematologic, hepatic or other toxicity is noted (see below)
= Repeat every 4 weeks until disease progression or unacceptable toxicity

DOSE MODIFICATIONS:
1. Hematological

Day 1:
ANC (x10°/L) Platelets (x10°/L) Dose
Greater than or equal to 1.5 | and | Greater than or equal to 100 100%
Less than 1.5 or Less than 100 Delay*

*follow CBC weekly and re-institute temozolomide at 100 mg/m? if ANC recovers to greater
than 1.5 x 10%L and platelets recover to greater than 100 x 10%L within 3 weeks

* Note: Dose reductions below 100 mg/m? are not permitted. Temozolomide should
be discontinued for repeat Grade 3 or 4 hematologic toxicity (ANC less than 1.0 x
109/L, platelets less than 50 x 10%/L) at the 100 mg/m? dose.
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2. Renal Dysfunction:

Serum Creatinine (micromol/L)

Dose

Less than or equal to 2 x upper limit
of normal

100%

Greater than 2 x upper limit of normal

Reduce to 100 mg/m?*

*discontinue if no resolution of renal dysfunction at this dose

3. Hepatic Dysfunction:

Less than 25 or | Less than orequalto 2.5 x ULN 100%
2510 85 or 2.6 t0 5 x ULN Reduce one dose level**
Greater than 85 or Greater than 5 x ULN Delay***

**dose levels are 200 mg/m2, 150 mg/m2 and 100 mg/m?2

***follow LFTs weekly and re-institute temozolomide at 100 mg/mz2 if total bilirubin recovers to
less than 85 micromol/L and ALT recovers to less than 5 x ULN

* Note: Dose reductions below 100 mg/m? are not permitted. Temozolomide should
be discontinued for repeat total bilirubin greater than 85 micromol/L and repeat ALT

greater than 5 x ULN

PRECAUTIONS:

1. Neutropenia: Fever or other evidence of infection must be assessed promptly and

treated aggressively.

2. Thrombocytopenia: can occur during treatment. See dose modifications, above.
3. Hepatitis B Reactivation: See SCHBYV protocol for more detalils.

Call Dr. Diego Villa or tumour group delegate at (604) 877-6000 or 1-800-663-3333
with any problems or questions regarding this treatment program.
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Appendix. Dose Bands

TEMOZOLOMIDE BANDING TABLE

Ordered Dose (mg) | Rounded dose Number of Capsules Per Dose
(mg)

From: To: 5m 20 m 100 m 140 m 250 m

38 42 40 2

43 47 45 1 2

48 52 50 2 2

53 56 55 3 2

57 63 60 3

64 68 65 1 3

69 73 70 2 3

74 75 75 3 3

76 84 80 4

85 89 85 1 4

90 94 90 2 4

95 104 100 1

105 109 105 1 1

110 113 110 2 1

114 124 120 1 1

125 129 125 1 1 1

130 132 130 2 1 1

133 144 140 1

145 152 145 1 1

153 164 160 1 1

165 173 165 1 1 1

174 189 180 1

190 210 200 2

211 227 220 1 2

228 240 240 1 1

241 262 250 1

263 270 270 1 1

271 294 280 2

295 315 300 3

316 332 320 1 3

333 367 350 1 1

368 370 370 1 1 1

371 409 390 1 1

410 441 420

442 472 450 2 1

473 480 480 2 2

481 525 500 2

526 569 550 3 1

570 630 600 1 2
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