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5	Pillars	of	Immunotherapy	Toxicity	Management	
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						If	adverse	event,	consider	3	potenZal	eZologies:	
							1.	disease	progression	
							2.	fortuitous	event	
							3.	treatment-related	dysimmune	toxicity	
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General	Principles	of	Management	

• Organ	specialist	or	internal	referral	needed	for	2	reasons:	
- 1.	Oncologists	to	learn	proper	management	of	specific	
immune-related	adverse	events	
- 2.	Organ	specialists	to	increase	their	knowledge	about	
these	drug-mediated	toxiciZes	

• Oncologists	should	define	their	local	organ	specialist	
team	based	on	their	interest	and	experZse	on	the	topic,	
as	well	as	availability	and	responsiveness	to	solicitaZon.	

• Organ	specialist	support	should	be	sought	as	soon	as	the	
diagnosis	and	treatment	of	irAEs	become	difficult	(i.e.	>	
grade	1).		Specialist	experZse	is	oben	needed	for	proper	
monitoring	over	Zme.	



General	Principles	of	Management	

• Guidelines	are	based	on	expert	opinion.	
• No	prospecZve	trials	yet	on	treatment	of	
immunotherapy-related	AEs.		

• Grades	3-5	irAEs	occur	with	greater	frequency	with	
CTLA-4	inhibitors	than	with	PD-1	or	PD-L1	inhibitors.	

• Toxicity	more	severe	with	combinaZons	of	CTLA-4	and	
PD-1/PD-L1	inhibitors	than	with	either	class	alone.		

•  If	a	serious	toxicity	occurs,	the	checkpoint	inhibitor	
should	be	stopped	unZl	the	toxicity	resolves	or	improves.		

• Studies	of	outcomes	in	paZents	who	disconZnue	therapy	
due	to	AEs	show	no	staZsZcally	significant	difference	in	
progression-free	and	overall	survival.		



Principles	of	Immunosuppression	
•  CorZcosteroids	are	mainstay	of	treatment	of	most	irAEs.	
•  Early	intervenZon	with	corZcosteroids	is	key	goal	of	management	
•  Use	of	corZcosteroids	to	treat	irAEs	has	not	been	shown	to	reduce	anZ-
tumor	efficacy.	
-  BUT	rouZne	premedicaZon	with	corZcosteroids	for	nausea	and	infusion	

reacZons	is	not	recommended	unless	indicated	
•  Longer	steroid	tapers	(>4	weeks,	someZmes	6-8	weeks	or	longer)	to	
prevent	recurrent	irAEs	

•  Prophylaxis:	
-  PneumocysZs	jiroveci	pneumonia	(PJP)	if	prednisone	>	20	mg		QD	x	4	or	

more	weeks	
-  Fungal	infecZons	(e.g.	fluconazole)	if	prednisone	>	20	mg	QD	x	6-8	or	

more	weeks	
-  PPI	or	H2	blockers	if	higher	risk	of	gastriZs	(e.g.	NSAID	use,	

anZcoagulaZon)	for	duraZon	of	steroid	therapy	
-  If	long	term	steroid	use,	give	vitamin	D	+	calcium	supplementaZon	to	

prevent	osteoporosis.		



•  AnZ-TNFα agents	(e.g.	infliximab)	are	effecZve	in	management	of	some	
irAEs,	especially	coliZs	and	inflammatory	arthriZs.	
-  Test	for	viral	hepaZZs	B	and	C	prior	
-  Monitor	carriers	carefully	
-  Test	for	latent/acZve	TB	

•  If	severe	irAEs	not	responsive	to	steroids	within	48-72	hours,	early	(72	hrs)	
iniZaZon	of	anZ-TNFα	therapy	may	be	warranted.	

•  TNFα agents	should	be	avoided	in	paZents	with	immune-related	hepaZZs	
-  Can	consider	vedolizumab	(alpha-4	beta-7	integrin	inhibitor)	if	both	

hepaZZs	and	coliZs	

Principles	of	Immunosuppression	

•  PaZents	with	pre-exisZng	autoimmune	condiZons	or	organ	transplant	
recipients	may	be	candidates	for	immune	checkpoint	blockade.	
-  Higher	risk	of	exacerbaZng	baseline	autoimmune	condiZons	with	anZ-

CTLA-4	
-  OpZmize	immunosuppression	for	pre-exisZng	autoimmune	condiZons	

(goal	for	prednisone	<10	mg	QD	prior	to	iniZaZng	immunotherapy)	
-  Grab	failure	has	been	reported	



• PaZents	with	prior	allogeneic	stem	cell	transplant	may	be	
candidates	for	immunotherapy.	
-  Increased	risk	of	transplant-related	complicaZons,	
including	GVHD	(can	be	fatal).	

• PaZents	with	history	of	HIV	or	viral	hepaZZs	may	be	
candidates.	

• Vaccines	that	are	inacZvated	or	killed	are	permissible.	
- Less	clarity	regarding	live	vaccine	use	

Principles	of	Immunosuppression	



Immunotherapy	PaZent	EducaZon	

•  Document	any	underlying	medical	condiZon,	including	autoimmune	
diseases	

•  Record	all	medicaZons,	including	over-the-counter	and	herbal	
supplements	

•  PaZents	must	use	effecZve	birth	control	during	and	for	at	least	5	
months	aber	final	dose	of	immunotherapy	

•  Breasmeeding	is	contraindicated	during	and	for	at	least	5	months	
aber	final	dose	of	immunotherapy	

•  SupporZve	care:	
-  Monitor	blood	glucose	levels	
-  PPI	or	H2	blockers	
-  AnZmicrobial	and	anZfungal	prophylaxis	
-  Vitamin	D	+	calcium	supplementaZon	



PaZent	EducaZon	To	Monitor	and	Be	Prepared	
•  Importance	for	paZents	to	self-monitor	symptoms:	
-  Severe	faZgue	
-  Headache	
-  Rash	
-  Cough	
-  Shortness	of	breath	
-  Chest	pain	
-  Abdominal	bloaZng	
-  Change	in	bowel	panern	
-  Weight	loss	
-  Vision	changes	or	eye	pain	
-  Severe	muscle	weakness	
-  Severe	muscle	or	joint	pains	
-  Mood	changes	

•  Symptoms	can	occur	early,	late,	or	aber	disconZnuaZon	of	immunotherapy.	
•  PaZents	should	monitor	symptoms	for	at	least	1	year	following	conclusion	of	
immunotherapy.	
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Principles	of	Immunotherapy	Rechallenge	

• CauZon	when	resuming	immunotherapy	->	very	careful	
monitoring	

• ResumpZon	of	immunotherapy	following	grade	2	irAEs	
can	be	considered	upon	resoluZon	to	<	grade	1.	

•  If	re-challenged	and	toxicity	returns,	permanently	
disconZnue	class	of	immunotherapy.	

• Can	consider	switching	to	other	class	of	immunotherapy	
- E.g.	if	paZent	experiences	grade	3	or	4	toxicity	from	
ipilimumab-containing	regimen,	can	consider	later	
therapy	with	a	PD-1	or	PD-L1	monotherapy	aber	
resoluZon	of	earlier	toxicity.		









General	Principle	Updates	
• Now	available	are	mulZdisciplinary	guidelines	of	management	
of	irAEs	based	on	expert	opinion.	
-  ASCO	
- NCCN	

• As	#	of	paZents	treated	go	from	hundreds	to	thousands,	more	
irAEs	will	be	found	and	reported,	and	incidence	rates	may	
change.	

•  Importance	of:	
-  Careful	monitoring;	consider	all	differenZal	diagnoses	
-  Early	intervenZon	
- Do	not	hesitate	to	use	corZcosteroids	when	indicated	
- Use	prophylaxis		
-  Follow	guidelines	for	management	and	rechallenge	
- UZlize	organ	specialists/disease-specific	specialZes	



Research	on	Biomarkers	for	Response	

• So	far,	results	have	been	
limited.	

• High	tumor	mutaZonal	
burden	plus	PD-L1	
expression	->	durable	
clinical	benefit	more	likely	
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