TOXICITY MANAGEMENT PROCEDURES
TOXICITY MANAGEMENT PROCEDURES


	HEPATIC TOXICITY MANAGEMENT

	CONDITION
	SEVERITY 1
	STUDY DRUG USE
	FOLLOW-UP AND MANAGEMENT2

	Suspected clinical hepatitis3
	Any Grade 
	Hold

(regardless of  ALT grade)
	Observe and evaluate.  

If clinical hepatitis is confirmed, study drug should be permanently discontinued.  

If clinical hepatitis is ruled out and ALT is Grade 1 or lower, study drug can be reintroduced after consultation with and permission from the Protocol Safety Review Team. 

	Asymptomatic  ALT
	Grade 2
	May be continued pending repeat assessment based on the clinician’s judgment.
	Repeat laboratory assessment as soon as possible, ideally within 72 hours.

If repeat assessment confirms Grade 2 toxicity AND no alternative explanations for the abnormality can be determined, hold study drug and reassess for up to 21 days.  If Grade 2 toxicity persists at approximately 21 days, permanently discontinue study drug.   If repeat assessment is Grade 1, study drug may be continued or reintroduced. 

 

If definitive alternative explanation for the abnormality has been determined, then study drug can be continued or reintroduced after ALT returns to Grade 1 or less after consultation with and permission from the Protocol Safety Review Team.

 

If Grade 2 or higher toxicity recurs in a participant whose ALT had resolved to Grade 1 or less, study drug should be permanently discontinued.

	Asymptomatic  ALT 
	Grade 3 or 4 
	Hold
	Repeat laboratory assessment as soon as possible, ideally within 72 hours.  

If repeat assessment confirms Grade 3 or higher toxicity AND no alternative explanation for the abnormality can be determined, then study drug should be permanently discontinued.  

If repeat assessment confirms Grade 2 toxicity AND no alternative explanations for the abnormality can be determined, hold study drug and reassess for up to 21 days.  If Grade 2 toxicity persists at approximately 21 days, permanently discontinue study drug.   If repeat assessment is Grade 1, study drug may be reintroduced.

 If repeat assessment is Grade 2 or above AND a definitive alternative explanation for the abnormality has been determined, then study drug can be reintroduced after ALT resolves to Grade 1 or less after consultation with and permission from the Protocol Safety Review Team.  

If Grade 2 or higher toxicity recurs in a participant whose ALT had resolved to Grade 1 or less, study drug should be permanently discontinued.


	SKIN RASH MANAGEMENT


	CONDITION
	SEVERITY 1
	STUDY DRUG USE
	FOLLOW-UP AND MANAGEMENT2

	Erythema with or without pruritus 
	Grade 1
	May be continued or held pending repeat assessment based on the clinician’s judgment.  
	Prurtis and minor accompanying symptoms may be managed with antihistamines, antipyretics and/or non-steriodal anti -inflammatory medications.  

If rash does not resolve within 14 days of onset, contact Protocol Safety Review  Team.

If there is no definitive explanation for the rash/skin reaction (e.g., infant acne, diaper rash, varicella), the infant must have ALT drawn, assayed, and value reviewed (management for ALT as per hepatic toxicity management). 

 If there is a definitive alternative diagnosis for the rash, then ALT does not need to be measured.

	Diffuse erythematous macular or maculopapular rash or dry desquamation with or without pruritus but without constitutional findings or target lesions without blister/vesicle or ulceration in lesion
	Grade 2A
	May be continued or held pending repeat assessment based on the clinician’s judgment.
	Same management as per Grade 1.

	Urticaria
	Grade 2B
	Hold
	If there is no definitive explanation for the rash/skin reaction (e.g., infant acne, diaper rash, varicella), the infant must have ALT drawn, assayed, and value reviewed (management for ALT as per hepatic toxicity management). 

If a definitive alternative explanation for the rash/skin reaction cannot be determined, study drug should be permanently discontinued.  

 

If rash/skin reaction is definitely due to a definitive alternative diagnosis, study drug may be reintroduced after consultation with and permission from the Protocol Safety Review Team AND the rash has resolved.

	Grade 3 (A through E)  skin rashes
	Hold 
	Same management as for Grade 2B above.

	Grade 4 skin rashes
	Immediate and permanent discontinuation
	


	EVENTS OTHER THAN HEPATIC TOXICITY OR RASH MANAGEMENT

	CONDITION
	STUDY DRUG USE
	FOLLOW-UP AND MANAGEMENT1

	Any Grade 1 or 2 event other hepatic or rash
	Continue study drug
	

	Any Grade 3 event other than hepatic toxicity or rash


	May be continued or held pending repeat assessment based on the clinician’s judgment.  
	Repeat assessment as soon as possible, ideally within 72 hours.  

If repeat assessment is Grade 2 or less:  Study drug may be continued or restarted. 

If repeat assessment confirms Grade 3 toxicity AND no alternative explanations for the abnormality can be determined, hold study drug, obtain ALT measurement, and reassess for up to 21 days  (manage ALT levels as per hepatic toxicity management).  If Grade 3 or higher toxicity persists at approximately 21 days, study drug should be permanently discontinued.  

If repeat assessment confirms Grade 3 AND a definitive alternative explanation for the abnormality has been determined, study drug can be continued or reintroduced after consultation with and permission from the Protocol Safety Review Team.     

	Any Grade 4 event that is not immediately life threatening other than hepatic toxicity or rash
	Hold
	Repeat assessment as soon as possible, ideally within 72 hours.

If repeat assessment is Grade 2 or less, study drug can be reintroduced.  

If repeat assessment shows Grade 3 or higher toxicity, manage as per Grade 3 toxicity management.

If repeat assessment confirms Grade 4 toxicity AND no alternative explanation for the abnormality can be determined, study drug should be permanently discontinued.  

If repeat assessment is Grade 4 AND a definitive alternative explanation for the abnormality has been determined, study drug can be reintroduced after consultation with and permission from the Protocol Safety Review Team.

	Any Grade 4 event that is immediately life threatening
	Immediate and permanent discontinuation
	


1 See current standard DAIDS Toxicity Tables for Grading the Severity of Adult and Pediatric Adverse Events and Appendix III for grading criteria.

2 If study drug is stopped due to toxicity, participant should have repeat clinical and laboratory evaluations every 10-14 days, if possible, until toxicity resolves.

3 Clinical Hepatitis is defined as clinical signs and symptoms of clinical hepatic dysfunction regardless of ALT values, including but not necessarily limited to enlarged liver (> 4cm below right costal margin), hepatic tenderness, and/or ascites.  

1 See current standard DAIDS Toxicity Tables for Grading the Severity of Adult and Pediatric Adverse Events and Appendix III for grading criteria.

2 If study drug is stopped due to toxicity, participant should have repeat clinical and laboratory evaluations every 10-14 days, if possible, until toxicity resolves. 


