T2012-002: Margibo® for relapsed leukemia [@e]z[eliy e
MODIFIED MAINTENANCE Day 1-14

PATIENT INITIALS:

Treatment plan and required observations Assigned Marqibo® Dose Level= 2 TACLID:
Ht: cm Wt kg BSA: m?  CNS Status:
Date Date Day Margibo MTX PO MP DEXA IT MTX OBSERVATIONS*
Due given mg mg mg __mg/__mg mg 1. History, Ht, Wt, BSA
| [ [ v [ [ nasaen |2 e e
2 mg __mg/__mg Chemistries, Electrolytes?
3 mg __mg/__mg 4. Urine or serum pregnancy
m mg/_m test (females of child bearing
4 g —me/__Mg 3 potential)
5 mg __mg/__mg 5. Neurological exam /
6 meg completion of neuro exam
form-see appendix 4
7 mg 6. EKG (+ 2 DAYS)
8 mg mg (____mg) 2,3,5,9 7.  CSF cell count & diff
9 mg 8. Bone marrow aspirate and/or
biopsy for Disease
10 mg assessment, MRD
11 mg 9. Pharmacokinetic (Marqibo®)
12 " studies (required)
g 10. Peripheral Blood for PK
13 mg 3 studies (optional)
11. HIV, HBsAg, HCV
14 2,3,5,7° 8P 12. ECHO/MUGA/Cardiac MRI
*Pre-enrollment observations (within 7 days to
Drug Route DO:e Frequency start of therapy): 1, 2,3,4,6,5, 7,
i Dose level 2 = 2mg/m?/dose (no max dose #
Marqibo® IV over Gpmln g/ é ( ) Day 1 ONLY 8Af 114, 124
(+10min) Dose level 1 =1.5mg/m?/dose (no max dose) *Pre-Treatment Observations (w/in 3 days to
2 .
Mercaptopurine (MP) PO 7§mg/m /day . Daily x 13 days (Days 1-13) start of therapy): 1,2,3,5
(see Appendix VIll for dosing table) *See protocol section 7.1 for details
Methotrexate (MTX) PO 20mg/m?/DOSE Day 1and 8 a-Sodium, Potassium, Chloride, Bicarbonate, BUN
DEXAmethasone (DEXA) PO 3mg/m?2/DOSE given BID (=6mg/m?2/DAY) Days 1-5 ' ’ / ’

Creatinine, Glucose, Calcium, Magnesium, Phosphorus,

**|T Methotrexate** (ITM)

**Intrathecal**

1-1.99 yrs = 8mg; 2-2.99 yrs = 10mg
3-8.99 yrs =12mg; > 9 yrs = 15mg

as needed, no more than

once weekly

Uric Acid, ALT, AST, LDH, Alkaline phosphatase,
albumin, Total protein, Bilirubin (Total and direct)

Dose modifications: (for patients without pre-existing disease related cytopenia)

If neutrophil count falls below 500/uL or if platelet count falls below 50,000/uL during cohort C, MP will be held until
neutrophil counts recover to > 750uL and Platelets >75,000/pL
e  For the first drop in ANC or platelets, resume MP at the same dose the patient was taking prior to the episode of

myelosuppression.

e If neutrophil count falls below 500/uL or if platelet count falls below 50,000/pL for a second (or greater) time,
discontinue doses of MP

#MRD optional during pre-enrollment
A within 2 weeks prior to enrollment

b- Restaging on Day 14 (+2days) of cycle 1 except those
who proceed to cycle 2. If 2" cycle administered a
single restaging on Day 14 (+ 2 days) of cycle 2
required. LP only required if 2 cycles are
administered) — see prot section 7.3
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