
Prevention, assessment & management of oral and 
gastrointestinal mucosal injury; ESMO CPGs 

Cancer- and anticancer treatment related diarrhoea & 
constipation 
Florian Scotté 

MD, PhD 

Medical Oncologist – France 





DEFINITIONS: 

• Mucositis :  
• inflammatory and/or ulcerative lesions of the oral and/or 

gastrointestinal tract 

• resulting from chemotherapeutic agents or ionising radiation. 

• Stomatitis: 
• any inflammatory condition of oral tissues 

• Targeted therapies 

• include altered taste, oral sensitivity and pain without oral lesions, 
and xerostomia 

• mTOR inhibitor-associated stomatitis, specific term  (mIAS) 

 

 

 

 

 

 



Presentation 

• Stomatitis with Targeted Therapy :  
• bevacizumab, erlotinib, sorafenib, sunitinib (same as CT) 

• mTOR inhibitors 75% 

 

Aphtoide lesion 



PRESENTATION 

• Stomatitis with Targeted Therapy :  antiangiogenics 
• bevacizumab, pazopanib, axitinib, sunitinib  

• mTOR inhibitors 75% 

 

Geographic Tongue 

 
Hubiche T, Valenza B, Chevreau C, Fricain JC, Del Giudice P, Sibaud V. Geographic tongue 
induced by angiogenesis inhibitors. Oncologist 2013; 18: e16-7. 



PRESENTATION 

• Stomatitis with BRAF inhibitors 

 

Hyperkeratotic Lesion 

 
 
Vigarios E, Lamant L, delord JP, Sibaud V. Oral squamous cell carcinoma and hyperkeratotic lesions 
with BRAF inhibitors Br J Dermatol 2015; 172: 1680-2.  



INCIDENCE 

• Head Neck Irradiation (60-70 Gy) : 85%  

• Haematopoietic stem cell transplantation : 75% 

• Chemotherapy : 15 – 25% 
• cyclophosphamide, doxorubicin, vincristine, 

• etoposide, ifosfamide, methotrexate, docetaxel, paclitaxel, 

• cisplatin, carboplatin, oxaliplatin, irinotecan, 5-fluorouracil (5-FU), 

• leucovorin, and vinorelbine. 

 



INCIDENCE 

• GI mucositis under targeted therapy : 
• Diarrhea most common side effects of targeted therapy 

• Risk X 2-8 compared to conventional therapy 

• erlotinib, gefitinib, lapatinib, sorafenib, sunitinib 

 

 

Elting LS, Chang YC, Parelkar P et al. Support Care Cancer 2013; 21: 3243–3254. 
 



EVALUATION 

• WHO Scale 

• NCI-CTCAE 

 

• More useful with targeted therapy : 
• Vanderbilt Head Neck Symptom Survey V2.0 (VHNSS2.0) 

• mIAS scale 

 

• AND PRO programs ! 



EVALUATION - Oral mucositis 

• Grade 0 = no oral mucositis 

• Grade 1 = erythema and soreness 

• Grade 2 = ulcers, able to eat solids 

• Grade 3 = ulcers, requires liquid diet (due to mucositis) 

• Grade 4 = ulcers, alimentation not possible (due to mucositis) 
 

 

National Cancer Institute CTCAE; http://evs.nci.nih.gov/ftp1/CTCAE/About.html 

WHO Scale : 

NCI-CTCAE V4.03 : 



EVALUATION - Diarrhea 

• Grade 0 = no oropharyngeal pain attributed to mIAS 

• Grade 1 = oropharyngeal pain attributed to mIAS, with average oropharyngeal pain score (over 
the last 24 h) reported as 2 or less on a 0–10 scale 

• Grade 2 = oropharyngeal pain attributed to mIAS, with average oropharyngeal pain score (over 
the last 24 h) reported as 5 or less on a 0–10 scale 

• Grade 3 = oropharyngeal pain attributed to mIAS, with average oropharyngeal pain score (over 
the last 24 h) reported as 6 or more on a 0–10 scale 

 

 

Boers-Doets CB, Lalla RV. Support Care Cancer 2013; 21: S140 

Boers-Doets and Lalla scale (mIAS) : 

Subjective : 

• Grade 0 = no visible mIAS (i.e. no erythema and no ulceration, attributed to mIAS, in the 
oropharyngeal area) 

• Grade 1 = oral and/or pharyngeal erythema, attributed to mIAS, but no ulceration 

• Grade 2 = visible oral and/or pharyngeal ulceration(s), attributed to mIAS, of duration <7 days 

• Grade 3 = visible oral and/or pharyngeal ulceration(s), attributed to mIAS, with at least one 
ulceration persisting for ≥ 7 days 

 

 

Objective : 



EVALUATION - Diarrhea 

National Cancer Institute CTCAE; http://evs.nci.nih.gov/ftp1/CTCAE/About.html 

NCI-CTCAE V4.03 : 



EVALUATION - Global 

National Cancer Institute CTCAE; http://evs.nci.nih.gov/ftp1/CTCAE/About.html 

NCI-CTCAE V4.03 : 

NCI-CTCAE V4.03 : 

Useful with targeted therapy 



PREVENTIVE MEASURES 

• Maintenance of optimal nutritional support throughout the entire 
period of cancer therapy 

• Daily oral hygiene routine, including brushing teeth and the gums four 
times a day with a soft brush and using mouth rinses. 

 

BASIC ORAL CARE 

NO RECOMMENDATION 

• normal saline, sodium bicarbonate, mixed medication, mouthwash, 
chlorhexidine 

 SPECIFIC / TARGETED THERAPY 

• saline-containing mouthwashes (higher risk of infection) 

 





ORAL MUCOSITIS - GUIDELINES 

• Bolus 5-fluorouracil chemotherapy: 30 min of oral cryotherapy (II). 

• high-dose chemotherapy and total body irradiation, followed by autologous 
stem cell transplantation, for a hematological malignancy: 
•  Recombinant human keratinocyte growth factor-1 (KGF-1/palifermin) (60 μg/kg per 

day for 3 days before conditioning treatment and for 3 days after transplant) (II). 

• Head and neck cancer with moderate dose radiation therapy (up to 50 Gy), 
without concomitant chemotherapy: 
•  benzydamine mouthwash (I). 

RECOMMENDATIONS IN FAVOR OF AN INTERVENTION 

PREVENTION 



ORAL MUCOSITIS - GUIDELINES 

• HSCT conditioned with high-dose chemotherapy, with or without total body 
irradiation: 
• Low-level laser therapy (wavelength at 650 nm, power of 40 mW, and each square 

centimeter treated with the required time to a tissue energy dose of 2 J/cm2), (II). 

• HSCT:  
• controlled analgesia with morphine (II). 

RECOMMENDATIONS IN FAVOR OF AN INTERVENTION 

TREATMENT 



ORAL MUCOSITIS - GUIDELINES 

• All age groups and across all cancer treatment modalities : 
• Oral care protocols (III). 

• High-dose melphalan, with or without total body irradiation, as conditioning for 
HSCT : 
• Oral cryotherapy (III). 

• Radiotherapy, without concomitant chemotherapy, for head and neck cancer : 
• Low-level laser therapy (wavelength ∼632.8 nm) (III). 

• Oral cancer patients receiving radiation therapy or chemoradiation : 
• Systemic zinc supplements administered orally (III). 

 

SUGGESTION IN FAVOR OF AN INTERVENTION 

PREVENTION 



ORAL MUCOSITIS - GUIDELINES 

• Conventional or high-dose chemotherapy, with or without total body 
irradiation : 
• Transdermal fentanyl to treat pain (III). 

• Chemoradiation therapy for head and neck cancer : 
• 0.2% morphine mouthwash to treat pain (III). 

• Pain due to oral mucositis : 
• 0.5% doxepin mouthwash (IV). 

SUGGESTION IN FAVOR OF AN INTERVENTION 

TREATMENT 



ORAL MUCOSITIS - GUIDELINES 

• Radiation therapy for head and neck cancer : 
• PTA (polymyxin, tobramycin, amphotericin B) and BCoG (bacitracin, clotrimazole, gentamicin) 

antimicrobial lozenges and PTA paste (II). 

• High-dose chemotherapy, with or without total body irradiation, for HSCT or in 
patients receiving radiation therapy or concomitant chemoradiation for head and 
neck cancer : 
• Iseganan antimicrobial mouthwash (II),  

• Chemotherapy for cancer (I), or in patients receiving radiation therapy (I) or 
concomitant chemoradiation (II) for head and neck cancer : 
• Sucralfate mouthwash 

RECOMMENDATIONS AGAINST AN INTERVENTION 

PREVENTION not be used  



ORAL MUCOSITIS - GUIDELINES 

• Chemotherapy for cancer (I), or radiation therapy (II) for head and neck 
cancer : 
• sucralfate mouthwash. 

TREATMENT not be used  

RECOMMENDATIONS AGAINST AN INTERVENTION 



ORAL MUCOSITIS - GUIDELINES 

• Radiation therapy for head and neck cancer: 
• Chlorhexidine mouthwash (III). 

• High-dose chemotherapy, for autologous or allogeneic stem cell transplantation : 
• Granulocyte–macrophage colony-stimulating factor (GM-CSF) mouthwash (II). 

• Radiation therapy for head and neck cancer : 
• Misoprostol mouthwash (III). 

• Bone marrow transplantation : 
• Systemic pentoxifylline, administered orally, (III). 

• Radiation therapy for head and neck cancer (III), or in patients receiving high-dose 
chemotherapy, with or without total body irradiation, for HSCT (II): 
• Systemic pilocarpine, administered orally,  

SUGGESTIONS AGAINST AN INTERVENTION 

PREVENTION not be used  



ORAL MUCOSITIS - GUIDELINES 

• Chemotherapy for cancer (I), or radiation therapy (II) for head and neck 
cancer : 
• sucralfate mouthwash. 

TREATMENT not be used  

SUGGESTIONS AGAINST AN INTERVENTION 



GI MUCOSITIS - GUIDELINES 

• Radiation therapy : 
• i.v. amifostine be used, at a dose of ≥340 mg/m2, to prevent radiation 

proctitis (II). 

RECOMMENDATIONS IN FAVOR OF AN INTERVENTION 

PREVENTION 



• Standard- or high-dose chemotherapy associated with HSCT, if loperamide is 
ineffective : 
• Octreotide, at a dose of ≥100 μg s.c. twice daily, be used to treat diarrhea induced (II). 

RECOMMENDATIONS IN FAVOR OF AN INTERVENTION 

TREATMENT 

GI MUCOSITIS - GUIDELINES 



• Concomitant chemotherapy and radiation therapy in patients with nonsmall-
cell lung carcinoma : 
• i.v. amifostine be used to prevent esophagitis  (III). 

• Radiation therapy to the pelvis : 
• Systemic sulfasalazine, at a dose of 500 mg administered orally twice a day, be used to 

prevent radiation-induced enteropathy (II). 

• Chemotherapy and/or radiation therapy for a pelvic malignancy : 
• Probiotics containing Lactobacillus species be used to prevent diarrhea (III). 

 

SUGGESTION IN FAVOR OF AN INTERVENTION 

PREVENTION 

GI MUCOSITIS - GUIDELINES 



• Rectal bleeding : 
• Sucralfate enemas be used to treat chronic radiation-induced proctitis (III). 

• Radiation therapy for a solid tumor : 
• Hyperbaric oxygen be used to treat radiation-induced proctitis (IV). 

SUGGESTION IN FAVOR OF AN INTERVENTION 

TREATMENT 

GI MUCOSITIS - GUIDELINES 



• Radiation therapy for a pelvic malignancy : 
• 5-acetyl salicylic acid (ASA), and the related compounds mesalazine and olsalazine, 

administered orally, not be used to prevent acute radiation-induced diarrhea (I). 

• Radiation therapy for prostate cancer : 
• Misoprostol suppositories not be used to prevent acute radiation-induced proctitis (I). 

RECOMMENDATIONS AGAINST AN INTERVENTION 

PREVENTION not be used  

GI MUCOSITIS - GUIDELINES 



• Radiation therapy for a solid tumor : 
• Systemic sucralfate, administered orally, not be used to treat gastrointestinal 

mucositis (I). 

TREATMENT not be used  

RECOMMENDATIONS AGAINST AN INTERVENTION 

GI MUCOSITIS - GUIDELINES 



• NONE 

SUGGESTIONS AGAINST AN INTERVENTION 

PREVENTION not be used  

GI MUCOSITIS - GUIDELINES 



DIARRHEA - TREATMENT 

• UNCOMPLICATED: 
• Grade 1-2 with no complications 

• COMPLICATED: 
• Grade 3-4 with one or more complicating signs or symptoms 

• EARLY ONSET : < 24h after administration 

• LATE ONSET : > 24h after administration 

• NON PERSISTENT : present for < 4 weeks 

• PERSISTENT : present for > 4 weeks 

 



• Hygieno – dietetics rules 

• Loperamide :  
• Non analgesic agonist µ opioid receptor 

• Standard first line therapy for CID  

• Octreotide: 
• Synthetic somatostatin analog that promote absorption (inhibits 

specific gut hormone to increase intestinal transit time) 

• Indicated in loperamide refractory diarrhea after 48 h. 

• Deodorised tincture of opium 
• Similar to loperamide (no litterature support) 

• Contains 10 mg/ml of morphine 

 

DIARRHEA - TREATMENTS 

McQuade et al. Frontiers in Pharmacology  2016; 7 
Stein A et al. Ther Adv.Med.Oncol. 2010; 2, 51–63 
 



DIARRHEA - NCCN 



DIARRHEA - TREATMENT 



Stein A. Et al. Ther Adv Med 
Oncol. 2010; 2(1) 5163 
 



IMMUNOTHERAPY SPECIFICITIES 

Liver toxicity 

Toxicity 
grade 

weeks after treatment initiation 
2 4 6 8 10 12 14 

Rash, pruritis 

Diarrhea, colitis 

Hypophysitis 

0 

adapted from Weber, et al., Management of immune-related adverse events and kinetics of 
response with ipilimumab. Journal of Clinical Oncology, 2012. 

Kinetics of appearance  

of immune-related adverse events 



IMMUNOTHERAPY SPECIFICITIES 

Boutros C et al. Nature Reviews Clinical Oncology 2016 

Inform patients of the most frequent toxicities 



IMMUNOTHERAPY SPECIFICITIES 

A) Colonoscopy: patches of ulcerated mucosa in sigmoid colon; 
B) Active colonic inflammation, with an inflammatory cell infiltrate in lamina propria,  
crypt injury, and surface erosion; 
C,D) Crypt injury and surface regeneration; 
 

Cheng R et al. Ipilimumab-induced toxicities and the gastroenterologist. Journal of Gastroenterology and Hepatology30 (2015) 657–666 
 



IMMUNOTHERAPY SPECIFICITIES 



IMMUNOTHERAPY SPECIFICITIES 



IMMUNOTHERAPY SPECIFICITIES 



IMMUNOTHERAPY SPECIFICITIES 



IMMUNOTHERAPY SPECIFICITIES 

Patient Immunotherapy Card 

Healthcare Provider Letter 

Supplementary material 1. Patient Immunotherapy Card. 
 
 
 
 
  

 

Name,	Family	name:	
Immunotherapy	drug(s):		
I	am	currently	receiving	an	immunotherapy	which	may	increase	the	risk	of	
occurrence	of	autoimmune	diseases	and	in	particular:	

· pneumonitis	(inflammation	of	the	lungs)	

· colitis	(inflammation	of	the	gut)	
· hepatitis	(inflammation	of	the	liver)	
· nephritis	(inflammation	of	the	kidneys)	
· endocrinopathy:	 hypophysitis,	 thyroid	 dysfunction,	 diabetes,	

adrenal	 insufficiency	 (inflammation	 of	 the	 hormone	 producing	
organs)	

· cutaneous	rash	(inflammation	of	the	skin)	
as	 well	 as	 other	 immune-related	 adverse	 events:	 neurological,	
hematological,	ophthalmological,…	The	management	of	these	dysimmune	
adverse	events	is	specific	and	sometimes	urgent.	It	absolutely	requires	
coordination	 with	 the	 health	 care	 team	 which	 has	 prescribed	 the	
treatment:	

Prescriber	ID	and	contact	information	(reported	at	the	back	of	this	card)	

Prescriber Contact Information 

 

 

 

 

 

 

 

 

Supplementary material 1. Patient Immunotherapy Card. 
 
 
 
 
  

 

Name,	Family	name:	
Immunotherapy	drug(s):		
I	am	currently	receiving	an	immunotherapy	which	may	increase	the	risk	of	
occurrence	of	autoimmune	diseases	and	in	particular:	

· pneumonitis	(inflammation	of	the	lungs)	

· colitis	(inflammation	of	the	gut)	
· hepatitis	(inflammation	of	the	liver)	
· nephritis	(inflammation	of	the	kidneys)	

· endocrinopathy:	 hypophysitis,	 thyroid	 dysfunction,	 diabetes,	
adrenal	 insufficiency	 (inflammation	 of	 the	 hormone	 producing	
organs)	

· cutaneous	rash	(inflammation	of	the	skin)	
as	 well	 as	 other	 immune-related	 adverse	 events:	 neurological,	
hematological,	ophthalmological,…	The	management	of	these	dysimmune	
adverse	events	is	specific	and	sometimes	urgent.	It	absolutely	requires	
coordination	 with	 the	 health	 care	 team	 which	 has	 prescribed	 the	
treatment:	

Prescriber	ID	and	contact	information	(reported	at	the	back	of	this	card)	

Prescriber Contact Information 

 

 

 

 

 

 

 

 

Supplementary material 2. Healthcare Provider Letter 
 
 
 

	
Dear	Colleague,	
	
Mr/Mrs	Name,	Family	name:			
	
has	been	put	under	the	following		Immunotherapy	drug(s):	

· 		
· 		

I	wanted	to	raise	your	attention	on	the	 fact	 that	 this	 immunotherapy	may	
increase	the	risk	of	occurrence	of	autoimmune	symptoms	such	as:	
	

ü pneumonitis	(inflammation	of	the	lungs)	
ü colitis	(inflammation	of	the	gut)	
ü hepatitis	(inflammation	of	the	liver)	
ü nephritis	(inflammation	of	the	kidneys)	
ü endocrinopathy:	hypophysitis,	 thyroid	dysfunction,	diabetes,	adrenal	

insufficiency	(inflammation	of	the	hormone	producing	organs)	
ü cutaneous	rash	(inflammation	of	the	skin)	

	
as	 well	 as	 other	 immune-related	 adverse	 events:	 neurological,	
hematological,	ophthalmological,…		
	
The	management	of	these	dysimmune	toxicities	requires	specific	care	
and	 can	 be	 organ	 or	 life	 threatening.	 It	 absolutely	 necessitates	
coordination	 with	 the	 health	 care	 team	 which	 has	 prescribed	 the	
therapy.		
	
Please	 contact	 the	 following	 contact	 for	 any	 further	 information	 you	 may	
need	 or	 in	 case	 of	 emergence	 of	 symptoms	 which	 may	 be	 related	 to	 an	
organ	inflammation:	

	
Prescriber	ID:	
Contact	information	:	

	
	
	

 

 

 

Patient card Medical information letter 



IMMUNOTHERAPY SPECIFICITIES 

Patient 

 

Oncologist 

Dermatologist Endocrine 
specialist 

 

Lung 
specialist 

Gastro 
enterologist 

Neurologist 

Define your dream team 

Home Care monitoring 
and management 

 
PRO programs 

A Multidisciplinary Approach 



IMMUNOTHERAPY SPECIFICITIES 

Application	mobile	Gustave Roussy

IMMUNOTHERAPIE

Une aide	au	diagnostic	et	à	la	prise en	charge	
des	toxicités des	immunothérapies

@iTOXreport

Actualité publications	
sur les	toxicités des	immunothérapies :

stephane.champiat@gustaveroussy.fr



CONSTIPATION 



ETIOLOGY 
• Mechanical :  

• GI cancer 

• External Obstruction 

• Peritoneal Carcinosis 

• Neurological : 
• Medullar disorders 

• Iatrogenic : 

• Psychological 
• History of transit  / anxiety / depression 

• Metabolic disorders: 
• Hypokaliemia, hypercalcemia 

• Hypothyroidism 

• Pain – Fatigue - EOL 

 
 

• Opioids 

• Antiemetics and other supportive 
treatment 

• Antidepressant, antiepileptics 

• Iron 

• Chemotherapy 
• Vinorelbin… 
• Taxanes 
• Temozolomide 
• Thalidomide 
• Platinum salts 

 



EVALUATION  

National Cancer Institute CTCAE; http://evs.nci.nih.gov/ftp1/CTCAE/About.html 

NCI-CTCAE V4.03 : 







OPIOID INDUCED CONSTIPATION 

• Incidence 50 - 87% in terminally ill patients 

• µ -receptors widely distributed ileum, stomach proximal colon 
•  Control of fluid and electrolyte transport 

• Motility 

• First laxative 

• Second selective µ - opioid receptors antagonists 

 

 

(Abernethy et al., 2009; Abramowitz et al., 2013)  
 

Methylnaltrexone 
Naldemedine 



GENERAL INTERVENTIONS 

• Physical Activity 

• Fluid Intake 

• Fiber Consumption 

• Privacy and convenience during defecation 

• Iatrogenic impact limitation 

(Mancini and Bruera, 1998)  
 



LAXATIVES 

• Bulk Forming Laxatives : promote GI evacuation 
• Delayed action, risk of obstruction aggravation : not ideal in cancer patients 

• Osmotic Laxatives : attract and retain fluid 
• Lactulose, sorbitol, polyethylene glycol 
• Action 24h – 72h, risk og metabolic complication, pain, dyscomfort 

• Emollient Laxatives : stool softeners 
• Action 24-48h ; liver caution 

• Stimulant Laxatives : stimulate myenteric neurons to increase peristalsis  
• Senna, Cascara, Castor oil, phenolphtaleine 

• Lubricant Laxatives 
• Rectal Laxatives 

 

 
 



Methylnaltrexone 

1. Bull J. et al. Fixed-dose subcutaneous methylnaltrexone in patients with advanced illness and opioid-induced 
constipation : results of a randomized, placebo-controlled study and open-label extension. J Palliat Med. 2015 ; 
18(7):593-600 



Methylnaltrexone 

1. Bull J. et al.. J Palliat Med. 2015 ; 18(7):593-600 



Methylnaltrexone 

(A) Patients (n = 117, blue) treated with methylnaltrexone (MNTX) had a longer median overall survival (OS) compared with patients (n = 56, red) treated with placebo without subsequent crossover to MNTX (76 days, 95% CI 43–
109 versus 26 days, 95% CI 17–35; P < 0.001). (B) Patients (n = 73, blue) with a response to treatment (laxation within 4 h after the first administration) had a longer median OS compared with patients (n = 100, red) without a 
response and crossover to MNTX (118 days, 95% CI 46–190 versus 30 days, 95% CI 23–37; P < 0.001). (C) Patients (n = 56, blue) who crossed over from placebo to MNTX had a longer median OS compared with patients (n = 56, 
red) treated with placebo without subsequent crossover to MNTX (75 days, 95% CI 59–91 versus 26 days, 95% CI 17–35; P < 0.001). 
 



A PHASE 3 STUDY: NALDEMEDINE 
 TO TREAT OPIOID INDUCED CONSTIPATION 

ESMO 2016. Toru Murata et al. Abs 1466P 

Peripheral Acting µ opioid receptor antagonist 

SBM CSBM 

Naldemedine 0.2 mg 
N=97 

Placebo 
N=96 

Naldemedine 0.2 mg 
N=97 

Placebo 
N=96 

Median time to BM after 
the initial dose (hour, 95% 
CI) 

4.67 
(3.00, 7.58) 

26.58 
(19.65, 58.17) 

24.00  
(9.00, 43.25) 

218.50 
(117.75, -) 

P value < 0.0001 < 0.0001 

• Cancer patients  
• Stable opioids > 2 w 
• Laxative insufficient 

R 

PLACEBO QD  n=88  

NALDEMEDINE 0.2 mg 
QD   n=83 

1:1 

N=190 

2w treatment + 4w follow up 

SBM=Spontaneous Bowel Movement 
CSBM=SBM + complete evacuation feeling 



Others … 
• Cannabinoid Receptor  

• CB1 activation : transit inhibition 

• Dronabinol  

• Chloride Channel Receptors 
• Activation : limit constipation 

• Inhibition : efficacy in diarrhea 

• Probiotics – Antibiotics 
• Lactobacillus Rhamnosus reduces 5FU diarrhea 

• Fluoroquinolone 

• Selective inhibition of bacterial b-glucuronidase  

Esfandyari et al., 2006 
Österlund,P et al. Br. J.Cancer  2007; 97, 1028–1034 

Maroun,J.A et al. Curr. Oncol. 2007 14, 13–20 
Wallace,B.D.,et al. Science 2010 330, 831–835.  
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