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Questions isolées: QRM1 et QRM2 



QRM1: Prévention des nausées et vomissements chimio-induits.  
Quelles sont les propositions vraies? 

1)	pour	le	cisplatine,	le	traitement	recommandé	associe:		
J1	aprépitant	(Emend®)	125	mg	+	sétrons	+	corticoïdes	

J2-J3	aprépitant	(Emend®)	80	mg	+	corticoïdes		

J4	corticoïdes.	

2)	pour	le	cisplatine:	l’association	NEPA	(Akynzeo®)	J1	+	corticoïdes	J1-4	est	une	
alternative.	

3)	Il	n’est	pas	recommandé	de	prescrire	un	antagoniste	NK1	avec	du	Carboplatine	AUC	5.	

4)	L’olanzapine	(Zyprexa®)	peut-être	utilisé	en	prévention	des	NVCI	en	cas	de	
chimiothérapie	hautement	émétisante.	

5)	Le	site	«	http://www.riskcinv.org/	»	est	un	outil	en	ligne	d’aide	à	la	prescription	d’anti-
émétiques.	
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-	NEPA:	association	fixe	orale	de	netupitant	300	mg	et	palonosetron	0.5	mg	
-	1	heure	avant	la	chimiothérapie	par	cisplatine	au	J1	uniquement	
-  Efficacité	en	combinaison	à	la	dexamethasone	non-inférieure	au	triplet	habituel		
				(aprépitant	+	granisetron	+	dexamethasone)	
-	AKYNZEO®	remboursé	dans	l’indication	suivante	:	≪	traitement	de	1ère	intention	en	
prévention	des	nausées	et	vomissements	aigus	et	retardés	associés	aux	chimiothérapies	
anticancéreuses	hautement	émétisantes	à	base	de	cisplatine	≫.	
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QRM2: Prophylaxie des neutropénies chimio-induites. 
Quelles sont les propositions vraies? 

1)  Les	FCH	sont	recommandés	en	prophylaxie	primaire	en	cas	de	risque	de	neutropénie	
fébrile	supérieur	à	20%.	

2)  Le	risque	de	neutropénie	fébrile	est	>20%	pour	carboplatine-paclitaxel-bevacizumab.	

3)  L’antibioprophylaxie	des	neutropénies	n’est	pas	recommandée	au	cours	des	
chimiothérapies	utilisées	en	oncologie	thoracique.	

4)  Dans	les	situations	palliatives,	le	recours	aux	FCH	en	prophylaxie	secondaire	est	
systématique.	

5)  Les	FCH	sont	recommandés	dans	le	traitement	curatif	des	neutropénie	non	fébriles.	
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Cas clinique 1 et 2 



65 ans, adénocarcinome IV, C51 nivolumab  

•  50	cures	de	nivolumab:	tolérance	et	efficacité	excellentes	
•  Intercure:		
«	J-7	après	avoir	bu	un	jus	d’orange	douteux,	4	selles	liquides,		
MT:	traitement	symptomatique	+	flagyl	+	coproculture	et	toxine	C.	Difficile	
négatives	»						pas	de	selles	liquides	depuis	48h	
																	le	16/12/2018:	réalisation	de	la	51è	cure		
	
•  Le	20/12/2018:	le	patient	vous	appelle	car	il	a	des	selles	liquides	depuis	le	
17/12/2018,	actuellement	8	à	10	selles	par	jour	,	très	liquides			



	
1)  Vous	conseillez	au	médecin	traitant	de	débuter	des	corticoïdes	oraux.	
2)  Vous	proposez	d’hospitaliser	le	patient	en	urgence.	
3)  Vous	réalisez	rapidement	une	recto-sigmoïdoscopie.		
4)  Vous	débutez	immédiatement	des	corticoïdes	IV.	
5)  Vous	prescrivez	uniquement	des	traitements	symptomatiques	en	attendant	la	recto-

sigmoïdoscopie.	

Cas Clinique 1:  Que faites vous ? 





<	4	selles		

Coproculture	toxine	

Tt	symptomatique	

Ok	immunothérapie	

grade	1	



<	4	selles		

4-6		selles		 Coproculture	toxine	

Rectosigmoïdoscopie	

Tt	symptomatique	

Corticoides	sans	attendre	recto		

Ok	immunothérapie	

Ambulatoire	+/-	
Suspension	immuno	

grade	1	

grade	2	



<	4	selles		

4-6		selles		

>	6		selles		

Corticoïdes	IV	1-2	mg/kg	

Coproculture	toxine	

Rectosigmoïdoscopie	

Durée	PO	2	à	8	semaines	dégressif		

Tt	symptomatique	

Corticoides	sans	attendre	recto		

Ok	immunothérapie	

Hospitalisation	
Stop	immunothérapie	

Ambulatoire	+/-	
Suspension	immuno	

grade	1	

grade	2	

grade	3-4	
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Nivolumab	arrêté	depuis	1	an,	pas	de	récidive,		
la	reprise	sera	discutée	de	façon	collégiale	



Cas Clinique 2:  
Patient de 64 ans, épidermoïde IV  

•  Inclusion	essai	thérapeutique	

•  Pas	d’antécédent			

•  le	23/01,	il	reçoit:			
•  Carboplatine			
•  Paclitaxel		
•  Ipilimumab		anti	CTLA4	
•  Nivolumab	anti	PD1	



Le	02/02	:	consultation	en	urgence	pour	une	éruption	cutanée	+	aphtes	
NFS	:	PNN	850,	plaquettes		80	000,	pas	de	fièvre		



1)  Les	éruptions	maculo-papuleuses	sont	une	toxicité	immédiate	fréquente	de	
l’immunothérapie.	

2)  Vous	débutez	des	corticoïdes	en	urgence.	
3)  Vous	sollicitez	un	avis	dermatologique.	
4)  Vous	suspectez	une	toxicité	cutanée	liée	à	l’immunothérapie.	
5)  Vous	arrêtez	définitivement	l’immunothérapie.	

Cas Clinique 2:  Quelles sont les propositions vraies? 



•  Les	effets	secondaires	cutanés	sont	fréquents		
•  Rarement	graves	ou	nécessitant	l’arrêt	de	l’immunothérapie	
•  Les	plus	fréquents:	rash	et	prurit				

Anti	CTLA4	 Anti	PD1	 Les	deux		

Effets	II	cutanés	 45%	 34%	

rash	 24%	 15%	 40%	

grade		3-4	 <3%	 <3%	 <5%	

prurit	 25-35%	 13-20%	 33%	

grade	3-4	 <2%	 <2%	 <2%	





grade	1	éruption	<10%	

émollients	
+/-corticoïdes	locaux	
ok	immuno	

grade	2	éruption	10-30%	

émollients	
corticoïdes	locaux	
ok	immuno	

avis	dermato	

dg	différentiel	



grade	1	éruption	<10%	

émollients	
+/-corticoïdes	locaux	
ok	immuno	

grade	2	éruption	10-30%	

émollients	
corticoïdes	locaux	
ok	immuno	

Avis	dermato	

grade	3	éruption	>30%	

suspension	immuno	
émollients	
corticoïdes	oraux	
discuter	reprise	immuno	

dg	différentiel	

avis	dermato	
biopsie	cutanée	
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Biopsie:	non	spécifique	
Aspect	purpurique	favorisé	par	la	thrombopénie	

Aphte:	neutropénie/chimiothérapie	

Staff	dermato	

Virose?		
Pas	de	corticoïdes	généraux	
Amélioration	rapide	de	l’éruption	
Reprise	de	l’immunothérapie	



Questions isolées: QRM 3 et 4 



1)  Le	tableau	radiologique	n’est	pas	spécifique.	
2)  Son	incidence	varie	entre	3	et	12%	avec	1	à	2%	de	grade	3-4.	
3)  L’arrêt	de	l’immunothérapie	est	obligatoire	dès	l’apparition	d’une	anomalie	

radiologique.	
4)  Elle	est	plus	fréquente	en	cas	d’association	d’un	anti-CTLA4	et	d’un	anti-PD1.	
5)  En	cas	de	symptôme	respiratoire	aigu,	l’immunothérapie	doit	être	interrompue	et	un	

bilan	étiologique	doit	être	réalisé	en	urgence.	

QRM3:  Toxicité pulmonaire de l’immunothérapie. 
Quelles sont les propositions vraies? 



*	Diapo	Julien	Mazières,	Delaunay	ERJ	2017			





grade	1	

anomalie	radiologique	
(verre	depoli,	infiltrat)	
pas	de	symptôme	

discuter	immunotherapie	
surveiller	symptôme	

Grade	2	

Symptôme	respiratoire	modéré	
dyspnée,	toux,		

suspension	immunotherapie	
corticoïdes	0,5-1	mg/kg	

gestion	ambulatoire	
scanner	
fibro	LBA	

Grade	3	

arrêt	immunotherapie	
corticoïdes	IV	1-2	mg/kg	



1)  Le	tableau	radiologique	n’est	pas	spécifique.	
2)  Son	incidence	varie	entre	3	et	12%	avec	1	à	2%	de	grade	3-4.	
3)  L’arrêt	de	l’immunothérapie	est	obligatoire	dès	l’apparition	d’une	anomalie	

radiologique.	
4)  Elle	est	plus	fréquente	en	cas	d’association	d’un	anti-CTLA4	et	d’un	anti-PD1.	
5)  En	cas	de	symptôme	respiratoire	aigu,	l’immunothérapie	doit	être	interrompue	et	un	

bilan	étiologique	doit	être	réalisé	en	urgence.	

QRM3:  Toxicité pulmonaire de l’immunothérapie. 
Quelles sont les propositions vraies? 

Naidoo,	JCO	;	Nischino	et	al	Jama	oncol	2016	



 
QRM4: Toxicité de l’immunothérapie. 
Quelles sont les propositions vraies? 
 
1)  Les	effets	indésirables	immunologiques	les	plus	fréquents	sont	les	toxicités	cutanées	

et	digestives	devant	celles	endocriniennes,	hépatiques,	pulmonaires	et	rénales.	

2)  Les	toxicités	graves	(grade	3-4)	surviennent	majoritairement	les	premiers	mois	et	ne	
surviennent	jamais	tardivement.	

3)  Les	principales	toxicités	liées	aux	CTLA-4	sont	les	colites	et	les	hypophysites;	et	celles	
liées	aux	anti-PD1,	les	pneumopathies	interstitielles	et	les	dysthyroïdies.	

4)  Les	dysthyroïdies	sous	immunothérapies	peuvent	se	développer	jusqu’à	3	ans	après	
l’initiation.		

5)  Les	décès	imputables	sont	exceptionnellement	rares:	0,3	à	1,3%	des	patients	traités.	



Weber et al.  JCO 2016 

Pooled Safety Analysis
At the time of analysis, 149 patients (26%) had died. The most

commonly reported cause of death was disease progression (140 of
149; 94%). Other reported causes of death were acute myocardial
infarction, cardiopulmonary arrest, heart failure, hypoxia, sepsis
with multiorgan failure, subarachnoid bleeding (suspected cause),
and probable pulmonary embolism; in two patient cases, the cause
of death was unknown. No deaths were attributed to nivolumab
toxicity.

Treatment-related AEs of any grade occurred in 71% of pa-
tients (95% CI, 67% to 75%). The most frequently reported events
were fatigue (25%), pruritus (17%), diarrhea (13%), and rash
(13%), as listed in Table 1 and Appendix Table A3 (online only).
AEs regardless of attribution are listed in Appendix Table A4,
(online only). Grade 3 to 4 treatment-related AEs were reported
in 57 patients (10%; 95% CI, 8% to 13%). Of note, grade 3 to
4 neurologic AEs (all grade 3) were reported in five patients
(1%): dizziness (resolved); autoimmune neuropathy (resolved
in 16 weeks); central demyelination (ongoing for . 3 weeks
before death resulting from disease progression); Guillain-Barré
syndrome (unresolved for. 16 weeks at time of database lock);
and involuntary muscle contractions (resolved).

Treatment-related AEs leading to discontinuation were re-
ported in 17 patients (3%), with the most common being colitis,
increased alanine aminotransferase, increased lipase, and pneu-
monitis (two patients [0.3%] each). There were no instances of GI
perforation.

The rates of any-grade and grade 3 to 4 treatment-related AEs
in patients who had received prior ipilimumab were 69% and 8%,
respectively, similar to the rates in the overall study population.
Likewise, AE rates in the overall population were consistent with
those in patients $ 65 years of age (any grade, 73%; grade 3 to 4,
15%);$ 75 years of age (any grade, 72%; grade 3 to 4, 18%); with
brain metastases (any grade, 61%; grade 3 to 4, 8%); with M1c
stage disease (any grade, 71%; grade 3 to 4, 9%); with PD-L1
expression greater than 5% (any grade, 80%; grade 3 to 4, 14%);
and with elevated LDH (any grade, 67%; grade 3 to 4, 8%).

Treatment-related select AEs occurred in 49% of patients and
were most commonly observed in the skin (34%) and GI tract
(13%); grade 3 to 4 treatment-related select AEs were reported in
4% of patients (Table 1). Median time to onset for treatment-
related select AEs of any grade ranged from 5.0 weeks for skin AEs
to 15.1 weeks for renal AEs (Fig 1A). Select AEs generally resolved
within several weeks, with the shortest time to resolution for GI
events (Fig 1B). Endocrine select AEs had the longest median time
to resolution, because some events, although clinically resolved and
medically controlled, were not considered resolved while there was
a continuing need for hormone replacement therapy. The kinetics of
onset and resolution of the most common treatment-related select
AEs are shown in Figure 2, which demonstrates the median times to
onset and resolution of select AEs of all grades by organ category.
Among 282 patients who experienced new treatment-related select
AEs, 85% did so within the first 16 weeks of treatment (Fig 3).

Impact of AEs on Response Rates and PFS
In all patients receiving nivolumab monotherapy (N = 576),

the ORR was 31.4%, and median PFS was 4.7 months (95% CI, 3.4

to 5.6). In a multivariable analysis adjusting for differences in
number of nivolumab doses received, baseline LDH, and tumor
PD-L1 expression, ORR was significantly better in patients who
experienced treatment-related select AEs of any grade compared
with those who did not, with greater benefit in patients who re-
ported three or more or one to two treatment-related select AEs,
compared with those with none (Table 2). In contrast, there was no
significant difference in ORR on the basis of the occurrence of
grade 3 to 4 treatment-related select AEs (Table 2). Exclusion of
patients who experienced progression before 12 weeks in a land-
mark PFS analysis revealed no difference in PFS between patients
without AEs and those with one to two AEs or between those with
any-grade AE and all patients (Appendix Fig A1, online only).

Use of IMs to Manage Select AEs
A total of 114 of 474 (24%) of patients in the two phase III

trials received systemic corticosteroids to manage treatment-
related AEs of any kind. In addition, 76 (16%) were adminis-
tered topical corticosteroids to manage skin-related AEs, and five
(1%) received inhaled corticosteroids (Appendix Table A5, online
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Fig 2. Kinetics of onset and resolution of (A) most common ($ 10%) and (B) less
common (, 10%) treatment-related select adverse events (AEs) of any grade. The
beginning and end of each curve represent the median time to onset and median
time to resolution, respectively. The peak of each curve shows the proportion of
patients who developed that AE, and the tail represents the proportion of patients
whose AE did not resolve.
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Pooled Safety Analysis
At the time of analysis, 149 patients (26%) had died. The most

commonly reported cause of death was disease progression (140 of
149; 94%). Other reported causes of death were acute myocardial
infarction, cardiopulmonary arrest, heart failure, hypoxia, sepsis
with multiorgan failure, subarachnoid bleeding (suspected cause),
and probable pulmonary embolism; in two patient cases, the cause
of death was unknown. No deaths were attributed to nivolumab
toxicity.

Treatment-related AEs of any grade occurred in 71% of pa-
tients (95% CI, 67% to 75%). The most frequently reported events
were fatigue (25%), pruritus (17%), diarrhea (13%), and rash
(13%), as listed in Table 1 and Appendix Table A3 (online only).
AEs regardless of attribution are listed in Appendix Table A4,
(online only). Grade 3 to 4 treatment-related AEs were reported
in 57 patients (10%; 95% CI, 8% to 13%). Of note, grade 3 to
4 neurologic AEs (all grade 3) were reported in five patients
(1%): dizziness (resolved); autoimmune neuropathy (resolved
in 16 weeks); central demyelination (ongoing for . 3 weeks
before death resulting from disease progression); Guillain-Barré
syndrome (unresolved for. 16 weeks at time of database lock);
and involuntary muscle contractions (resolved).

Treatment-related AEs leading to discontinuation were re-
ported in 17 patients (3%), with the most common being colitis,
increased alanine aminotransferase, increased lipase, and pneu-
monitis (two patients [0.3%] each). There were no instances of GI
perforation.

The rates of any-grade and grade 3 to 4 treatment-related AEs
in patients who had received prior ipilimumab were 69% and 8%,
respectively, similar to the rates in the overall study population.
Likewise, AE rates in the overall population were consistent with
those in patients $ 65 years of age (any grade, 73%; grade 3 to 4,
15%);$ 75 years of age (any grade, 72%; grade 3 to 4, 18%); with
brain metastases (any grade, 61%; grade 3 to 4, 8%); with M1c
stage disease (any grade, 71%; grade 3 to 4, 9%); with PD-L1
expression greater than 5% (any grade, 80%; grade 3 to 4, 14%);
and with elevated LDH (any grade, 67%; grade 3 to 4, 8%).

Treatment-related select AEs occurred in 49% of patients and
were most commonly observed in the skin (34%) and GI tract
(13%); grade 3 to 4 treatment-related select AEs were reported in
4% of patients (Table 1). Median time to onset for treatment-
related select AEs of any grade ranged from 5.0 weeks for skin AEs
to 15.1 weeks for renal AEs (Fig 1A). Select AEs generally resolved
within several weeks, with the shortest time to resolution for GI
events (Fig 1B). Endocrine select AEs had the longest median time
to resolution, because some events, although clinically resolved and
medically controlled, were not considered resolved while there was
a continuing need for hormone replacement therapy. The kinetics of
onset and resolution of the most common treatment-related select
AEs are shown in Figure 2, which demonstrates the median times to
onset and resolution of select AEs of all grades by organ category.
Among 282 patients who experienced new treatment-related select
AEs, 85% did so within the first 16 weeks of treatment (Fig 3).

Impact of AEs on Response Rates and PFS
In all patients receiving nivolumab monotherapy (N = 576),

the ORR was 31.4%, and median PFS was 4.7 months (95% CI, 3.4

to 5.6). In a multivariable analysis adjusting for differences in
number of nivolumab doses received, baseline LDH, and tumor
PD-L1 expression, ORR was significantly better in patients who
experienced treatment-related select AEs of any grade compared
with those who did not, with greater benefit in patients who re-
ported three or more or one to two treatment-related select AEs,
compared with those with none (Table 2). In contrast, there was no
significant difference in ORR on the basis of the occurrence of
grade 3 to 4 treatment-related select AEs (Table 2). Exclusion of
patients who experienced progression before 12 weeks in a land-
mark PFS analysis revealed no difference in PFS between patients
without AEs and those with one to two AEs or between those with
any-grade AE and all patients (Appendix Fig A1, online only).

Use of IMs to Manage Select AEs
A total of 114 of 474 (24%) of patients in the two phase III

trials received systemic corticosteroids to manage treatment-
related AEs of any kind. In addition, 76 (16%) were adminis-
tered topical corticosteroids to manage skin-related AEs, and five
(1%) received inhaled corticosteroids (Appendix Table A5, online
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Fig 2. Kinetics of onset and resolution of (A) most common ($ 10%) and (B) less
common (, 10%) treatment-related select adverse events (AEs) of any grade. The
beginning and end of each curve represent the median time to onset and median
time to resolution, respectively. The peak of each curve shows the proportion of
patients who developed that AE, and the tail represents the proportion of patients
whose AE did not resolve.
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QRM4: Toxicité de l’immunothérapie. 
Quelles sont les propositions vraies? 
 
1)  Les	effets	indésirables	immunologiques	les	plus	fréquents	sont	les	toxicités	cutanées	

et	digestives	devant	celles	endocriniennes,	hépatiques,	pulmonaires	et	rénales.	

2)  Les	toxicités	graves	(grade	3-4)	surviennent	majoritairement	les	premiers	mois	et	ne	
surviennent	jamais	tardivement.	

3)  Les	principales	toxicités	liées	aux	CTLA-4	sont	les	colites	et	les	et	celles	liées	aux	anti-
PD1,	les	pneumopathies	interstitielles	et	les	dysthyroïdies.	

4)  Les	dysthyroïdies	sous	immunothérapies	peuvent	se	développer	jusqu’à	3	ans	après	
l’initiation.		

5)  Les	décès	imputables	sont	exceptionnellement	rares:	0,3	à	1,3%	des	patients	traités.	
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