Supplementary Tables

Supplementary Table 1: AML Induction 1 Regimen (AD1)
	DRUG
	ROUTE
	DOSAGE
	DAYS
	COMMENTS

	

	Cytarabine
	IV infusion
	100mg/m2/12 hourly/day
	Day 1-10
	Over 30minutes

	Daunorubicin
	IV infusion
	50mg/m2/day
	Day 1, 3, 5
	Over 1 hour

	

	Intrathecal therapy 
	TIT*
	1-1.9yr
	2-2.9yr
	>3yrs
	Day 1
	Give twice-weekly TIT if there is CNS involvement 


	Hydrocortisone 
	IT
	5mgs
	7.5mgs
	12.5mgs
	
	

	Methotrexate 
	IT
	8mgs
	10mgs
	12mgs
	
	

	Cytarabine 
	IT
	30mgs
	50mgs
	70mgs
	
	

	   *TIT:  Triple Intrathecal Therapy; IT Intrathecal therapy 
For CNS disease (>5 cells per hpf with blasts on cytospine): Provide twice-weekly TIT therapy until CSF is clear, plus two additional twice-weekly TIT, then monthly IT until the end of chemotherapy.

















Supplementary Table 2: AML Induction 2 Regimen (AD2)
	DRUG
	ROUTE
	DOSAGE
	DAYS
	COMMENTS

	

	Cytarabine
	IV infusion
	100mg/m2/12 hourly/day
	Day 1-8
	Over 30minutes

	Daunorubicin
	IV infusion
	50mg/m2/day
	Day 1, 3, 5
	Over 1 hour

	

	Intrathecal therapy 
	TIT*
	1-1.9yr
	2-2.9yr
	>3yrs
	Day 1
	Give twice-weekly TIT if there is CNS involvement 


	Hydrocortisone 
	IT
	5mgs
	7.5mgs
	12.5mgs
	
	

	Methotrexate 
	IT
	8mgs
	10mgs
	12mgs
	
	

	Cytarabine 
	IT
	30mgs
	50mgs
	70mgs
	
	

	   *TIT:  Triple Intrathecal Therapy; IT Intrathecal therapy
For CNS disease (>5 cells per hpf with blasts on cytospine): Provide twice-weekly TIT therapy until CSF is clear, plus two additional twice-weekly TIT, then monthly IT until the end of chemotherapy.


















Supplementary Table 3: AML Consolidation 1 – High-Dose Cytarabine (HiDAC1)
	DRUG
	ROUTE
	DOSAGE
	DAYS
	COMMENTS

	

	Cytarabine
	IV infusion over 4 hours
	3g/m2/12 hourly/day
	Day 1, 3, 5
	Prednisolone eye drops 3 hourly.

	

	Intrathecal therapy 
	TIT*
	1-1.9yr
	2-2.9yr
	>3yrs
	Day 1
	Give twice-weekly TIT if there is CNS involvement 


	Hydrocortisone 
	IT
	5mgs
	7.5mgs
	12.5mgs
	
	

	Methotrexate 
	IT
	8mgs
	10mgs
	12mgs
	
	

	Cytarabine 
	IT
	30mgs
	50mgs
	70mgs
	
	

	    *TIT:  Triple Intrathecal Therapy; IT Intrathecal therapy
For CNS disease (>5 cells per hpf with blasts on cytospine): Provide twice-weekly TIT therapy until CSF is clear, plus two additional twice-weekly TIT, then monthly IT until the end of chemotherapy.


















[bookmark: _GoBack]Supplementary Table 4: AML Consolidation 2 – High-Dose Cytarabine (HiDAC2)
	DRUG
	ROUTE
	DOSAGE
	DAYS
	COMMENTS

	

	Cytarabine
	IV infusion over 4 hours
	3g/m2/12 hourly/day
	Day 1, 3, 5
	Prednisolone eye drops 3 hourly.

	

	Intrathecal therapy 
	TIT*
	1-1.9yr
	2-2.9yr
	>3yrs
	Day 1
	Give twice-weekly TIT if there is CNS involvement 


	Hydrocortisone 
	IT
	5mgs
	7.5mgs
	12.5mgs
	
	

	Methotrexate 
	IT
	8mgs
	10mgs
	12mgs
	
	

	Cytarabine 
	IT
	30mgs
	50mgs
	70mgs
	
	

	    *TIT:  Triple Intrathecal Therapy; IT Intrathecal therapy
For CNS disease (>5 cells per hpf with blasts on cytospine): Provide twice-weekly TIT therapy until CSF is clear, plus two additional twice-weekly TIT, then monthly IT until the end of chemotherapy.

















Supplementary Table 5: Standard Risk Acute Promyelocytic Leumaemia (APML) Therapy. (Adapted from COG AAML 1331)
	Standard Risk APML is defined as WBC <10,000/µL at diagnosis
	

	Induction lasts a minimum of 28 days and a maximum of 70 days
	

	DRUG
	ROUTE
	DOSAGE
	DAYS
	COMMENTS

	

	INDUCTION

	ATRA
	PO
	12.5mg/m2/dose, twice-daily
	1-28 minimum, Continue to 70 days if not in CR
	Total dose: 25mg/m2/day divided twice-daily

	ATO
	IV over 2 hours
	0.15mg/kg/day
	1-28 minimum, Continue to 70 days if not in CR
	

	Dexamethasone 
	PO/IV
	2.5mg/m2/dose twice-daily
	As needed only if differentiation syndrome or WBC rises >10,000/µL during induction

	TIT*
	
	1-1.99trs          2-2.99yrs          ≥3yrs
	CNS disease ONLY
Twice-weekly until CSF cleared plus 2 additional twice-weekly treatments.

	Hydrocortisone
	IT
	    15                    25                    35
	

	Methotrexate 
	
	    8                      10                    12
	

	Cytarabine 
	
	    30                    50                    70
	

	*Only for patients with CNS disease. Caution: Most patients will not need intrathecal treatment. Lumbar puncture is recommended only for patients with neurologic symptoms consistent with CNS disease and should not be performed until coagulopathy resolves.  

	CONSOLIDATION 1

	Consolidation Cycle 1 starts a minimum of 14 days after end of Induction therapy or when blood counts recover (ANC ≥1,000/µL and platelet count ≥100,000/µL), whichever occurs later. 

	ATRA
	Oral 
	12.5mg/m2/dose, twice-daily
	1-14 and 29-42

	Total dose: 25mg/m2/day divided twice-daily

	ATO
	IV over 2 hours
	0.15mg/kg/day
	1-5, 8-12, 15-19, 22-26
	

	TIT*
	
	1-1.99trs     2-2.99yrs     ≥3yrs        
	Days 15 and 43
Only patients with documented CNS disease or CNS bleeds 

	Hydrocortisone
	IT
	    15               25               35
	

	Methotrexate 
	
	    8                 10               12
	

	Cytarabine 
	
	    30               50               70
	

	CONSOLIDATION 2

	Consolidation Cycle 2 starts on Day 57 of Cycle 1 or when blood counts recover (ANC ≥1000/µL and platelets counts ≥100,000/µL), whichever occurs later.

	ATRA
	Oral 
	12.5mg/m2/dose, twice-daily
	1-14 and 29-42

	Total dose: 25mg/m2/day divided twice-daily

	ATO
	IV over 2 hours
	0.15mg/kg/day
	1-5, 8-12, 15-19, 22-26
	

	TIT*
	
	1-1.99trs     2-2.99yrs     ≥3yrs        
	Days 15 and 43
Only patients with documented CNS disease or CNS bleeds 

	Hydrocortisone
	IT
	    15               25               35
	

	Methotrexate 
	
	    8                 10               12
	

	Cytarabine 
	
	    30               50               70
	

	CONSOLIDATION 3

	Starts on Day 57 of Cycle 2 or when blood counts recover (ANC ≥1000/µL and platelets counts ≥100,000/µL), whichever occurs later.

	ATRA
	Oral 
	12.5mg/m2/dose, twice-daily
	1-14 and 29-42

	Total dose: 25mg/m2/day divided twice-daily

	ATO
	IV over 2 hours
	0.15mg/kg/day
	1-5, 8-12, 15-19, 22-26
	

	TIT*
	
	1-1.99trs     2-2.99yrs     ≥3yrs        
	Days 15 and 43
Only patients with documented CNS disease or CNS bleeds 

	Hydrocortisone
	IT
	    15               25               35
	

	Methotrexate 
	
	    8                 10               12
	

	Cytarabine 
	
	    30               50               70
	

	CONSOLIDATION 4

	Starts on Day 57 of Cycle 3 or when blood counts recover (ANC ≥1000/µL and platelets counts ≥100,000/µL), whichever occurs later.

	ATRA
	Oral 
	12.5mg/m2/dose, twice-daily
	1-14

	Total dose: 25mg/m2/day divided twice-daily

	ATO
	IV over 2 hours
	0.15mg/kg/day
	1-5, 8-12, 15-19, 22-26
	

	ATRA All-Trans retinoic Acid; ATO Arsenic Trioxde; TIT Triple intrathecal therapy; IT Intrathecal therapy; CNS Central nervous system; ANC Absolute neutrophil count 












Supplementary Table 6: High Risk APML Therapy. (Adapted from COG AAML 1331)
	High Risk APL is defined as WBC ≥10,000/µL at diagnosis
	

	This course lasts 28 days (Beyond day 28 up to 70 days if not in CR)
	

	DRUG
	ROUTE
	DOSAGE
	DAYS
	COMMENTS

	

	INDUCTION

	ATRA
	PO
	12.5mg/m2/dose, twice-daily
	1-28 minimum, Continue to 70 days if not in CR
	Total dose: 25mg/m2/day divided twice-daily

	ATO
	IV over 2 hours
	0.15mg/kg/day
	1-28 minimum, Continue to 70 days if not in CR
	

	Daunorubicin
	IV infusion over 1 hour
	36mg/m2/day 
	1, 3, 5, 7
	

	Dexamethasone 
	IV/PO
	2.5mg/m2/dose, twice-daily
	1-14
	Total dose: 5mg/m2/day divided twice-daily 

	TIT*
	
	1-1.99trs          2-2.99yrs          ≥3yrs
	CNS disease ONLY
Twice-weekly until CSF cleared plus 2 additional twice-weekly treatments.

	Hydrocortisone
	IT
	    15                    25                    35
	

	Methotrexate 
	
	    8                      10                    12
	

	Cytarabine 
	
	    30                    50                    70
	

	*Only for patients with CNS disease. Caution: Most patients will not need intrathecal treatment. Lumbar puncture is recommended only for patients with neurologic symptoms consistent with CNS disease and should not be performed until coagulopathy resolves.  

	CONSOLIDATION 1

	Consolidation 1 starts a minimum of 14 days after the end of induction therapy or when blood counts recover (ANC ≥1000/µL and platelets counts ≥100,000/µL), whichever occurs later.

	ATRA
	Oral 
	12.5mg/m2/dose, twice-daily
	1-14 and 29-42

	Total dose: 25mg/m2/day divided twice-daily

	ATO
	IV over 2 hours
	0.15mg/kg/day
	1-5, 8-12, 15-19, 22-26
	

	TIT*
	
	1-1.99trs     2-2.99yrs     ≥3yrs        
	Days 15 and 43 of Cycles 1-3
Only patients with CNS disease or CNS bleeds 

	Hydrocortisone
	IT
	    15               25               35
	

	Methotrexate 
	
	    8                 10               12
	

	Cytarabine 
	
	    30               50               70
	

	CONSOLIDATION 2

	Starts on day 57 of cycle 1 or when blood counts recover (ANC ≥1000/µL and platelets counts ≥100,000/µL), whichever occurs later.

	ATRA
	Oral 
	12.5mg/m2/dose, twice-daily
	1-14 and 29-42

	Total dose: 25mg/m2/day divided twice-daily

	ATO
	IV over 2 hours
	0.15mg/kg/day
	1-5, 8-12, 15-19, 22-26
	

	TIT*
	
	1-1.99trs     2-2.99yrs     ≥3yrs        
	Days 15 and 43 of Cycles 1-3
Only patients with CNS disease or CNS bleeds 

	Hydrocortisone
	IT
	    15               25               35
	

	Methotrexate 
	
	    8                 10               12
	

	Cytarabine 
	
	    30               50               70
	

	CONSOLIDATION 3

	Starts on day 57 of cycle 2 or when blood counts recover (ANC ≥1000/µL and platelets counts ≥100,000/µL), whichever occurs later.

	ATRA
	Oral 
	12.5mg/m2/dose, twice-daily
	1-14 and 29-42

	Total dose: 25mg/m2/day divided twice-daily

	ATO
	IV over 2 hours
	0.15mg/kg/day
	1-5, 8-12, 15-19, 22-26
	

	TIT*
	
	1-1.99trs     2-2.99yrs     ≥3yrs        
	Days 15 and 43 of Cycles 1-3
Only patients with CNS disease or CNS bleeds 

	Hydrocortisone
	IT
	    15               25               35
	

	Methotrexate 
	
	    8                 10               12
	

	Cytarabine 
	
	    30               50               70
	

	CONSOLIDATION 4

	Starts on day 57 of cycle 3 or when blood counts recover (ANC ≥1000/µL and platelets counts ≥100,000/µL), whichever occurs later.

	ATRA
	Oral 
	12.5mg/m2/dose, twice-daily
	1-14

	Total dose: 25mg/m2/day divided twice-daily

	ATO
	IV over 2 hours
	0.15mg/kg/day
	1-5, 8-12, 15-19, 22-26
	

	ATRA All-Trans retinoic Acid; ATO Arsenic Trioxde; TIT Triple intrathecal therapy; IT Intrathecal therapy; CNS Central nervous system; ANC Absolute neutrophil count 













Supplementary Table 7: Fludarabine, Cytarabine, Granulocyte colony stimulating factor (FLAG) Regimen
	DRUG
	DOSAGE
	ROUTE
	FREGUENCY
	DAYS

	

	Start Cytarabine 4 hours after the end of Fludarabine

	GCSF
	5mcg/kg
	SC
	Once a day
	Day 1-6

	Fludarabine
	30mg/m2
	IV
	Once a day
	Day 2-6

	Cytarabine
	2000mg/m2 in 2 divided doses
	IV infusion in 4 hours
	Once a day
	Day 2-6

	GCSF=Granulocyte colony stimulating factor; SC=Subcutaneous; IV=Intravenous
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