APML- HIGH RISK (APML 4 Protocol)
INDUCTION
	
	Due Date
	Given Date

	Inj. Daunorubicin- 60mg/m2 
in 100ml NS over 45min- IV- OD- on Day 1 and 2
	
	


	Tab. ATRA- 45mg/m2 PO, in 2-3 divided doses. 
Days 1 to 36
	
	

	Inj. Arsenic trioxide 10mg in 250ml NS over 2hrs- Days 9 to 36 (26days)
	
	


	Continue ATRA and Arsenic trioxide till CR is achieved or maximum up to 60 days

	BM biopsy: at end of induction
	
	



CONSOLIDATION- CYCLE 1(Start 3-4 weeks after the end of induction)
	Tab. ATRA- 45mg/m2 PO, in 2-3 divided doses. 
Days 1 to 28
	
	

	Inj. Arsenic trioxide 10mg in 250ml NS over 2hrs- Days 1-28
	
	


	Inj. Methotrexate- 12.5mg IT
Day 1
Day 15
	
	



CONSOLIDATION- CYCLE 2 (Start 3-4 weeks after the end of consolidation cycle 1)
	Tab. ATRA- 45mg/m2 PO, in 2-3 divided doses. 
Days 1 to 28
	
	

	Inj. Arsenic trioxide 10mg in 250ml NS over 2hrs- Days 1-28
	
	


	Inj. Methotrexate- 12.5mg IT
Day 1
Day 15
	
	










MAINTENANCE(Start 3-4 weeks after the end of consolidation cycle 2)
8 CYCLES OF 3 MONTHS EACH (TOTAL 2 YEARS)
· ATRA to be administered alone for the first 2 weeks of each cycle
· Oral MTX and 6MP to be given for the remainder of each cycle, targeting a neutrophil count of 1-2 x 109/L with dose adjustments for excessive myelosuppression or hepatotoxicity.
· Follow up once a month with Screening hemogram, SGPT, Bili and Creatinine.

CYCLE 1
	
	Due Date
	Given Date

	Tab. ATRA- 45mg/m2 PO, in 2-3 divided doses. 
Days 1 to 14
	
	

	Tab. 6- Mercaptopurine- 50-90mg/m2- PO-OD
Days 15-90
	
	


	Tab. Methotrexate- 5-15mg/m2- PO- 
ONCE A WEEK (ON SUNDAYS)

	
	



CYCLE 2
	Tab. ATRA- 45mg/m2 PO, in 2-3 divided doses. 
Days 1 to 14
	
	

	Tab. 6- Mercaptopurine- 50-90mg/m2- PO-OD
Days 15-90
	
	


	Tab. Methotrexate- 5-15mg/m2- PO- 
ONCE A WEEK (ON SUNDAYS)

	
	



CYCLE 3
	Tab. ATRA- 45mg/m2 PO, in 2-3 divided doses. 
Days 1 to 14
	
	

	Tab. 6- Mercaptopurine- 50-90mg/m2- PO-OD
Days 15-90
	
	


	Tab. Methotrexate- 5-15mg/m2- PO- 
ONCE A WEEK (ON SUNDAYS)

	
	



CYCLE 4
	Tab. ATRA- 45mg/m2 PO, in 2-3 divided doses. 
Days 1 to 14
	
	

	Tab. 6- Mercaptopurine- 50-90mg/m2- PO-OD
Days 15-90
	
	


	Tab. Methotrexate- 5-15mg/m2- PO- 
ONCE A WEEK (ON SUNDAYS)

	
	







CYCLE 5
	Tab. ATRA- 45mg/m2 PO, in 2-3 divided doses. 
Days 1 to 14
	
	

	Tab. 6- Mercaptopurine- 50-90mg/m2- PO-OD
Days 15-90
	
	


	Tab. Methotrexate- 5-15mg/m2- PO- 
ONCE A WEEK (ON SUNDAYS)

	
	



CYCLE 6
	Tab. ATRA- 45mg/m2 PO, in 2-3 divided doses. 
Days 1 to 14
	
	

	Tab. 6- Mercaptopurine- 50-90mg/m2- PO-OD
Days 15-90
	
	


	Tab. Methotrexate- 5-15mg/m2- PO- 
ONCE A WEEK (ON SUNDAYS)

	
	



CYCLE 7
	Tab. ATRA- 45mg/m2 PO, in 2-3 divided doses. 
Days 1 to 14
	
	

	Tab. 6- Mercaptopurine- 50-90mg/m2- PO-OD
Days 15-90
	
	


	Tab. Methotrexate- 5-15mg/m2- PO- 
ONCE A WEEK (ON SUNDAYS)

	
	



CYCLE 8
	Tab. ATRA- 45mg/m2 PO, in 2-3 divided doses. 
Days 1 to 14
	
	

	Tab. 6- Mercaptopurine- 50-90mg/m2- PO-OD
Days 15-90
	
	


	Tab. Methotrexate- 5-15mg/m2- PO- 
ONCE A WEEK (ON SUNDAYS)

	
	



PCR for PML RARA once in 3 months after completion of maintenance

Reference: All-trans-retinoic acid, idarubicin, and IV arsenic trioxide as initial therapy in acute promyelocyticleukemia (APML4). Harry J. Iland et al, BLOOD, 23 AUGUST 2012 _ VOLUME 120, NUMBER 8.




