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Targeted Therapies
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« Denise » : Efficacy – Real Life



Skin Toxicity and EGFR inhibitors

Hyperpigmentation

Hair changes

Telangiectasia

Acneiform eruption Skin & mucosal dryness, eczema, fissures

from Segaert S, Van Cutsem E. Ann Oncol 2005; 16:1425-33.



PRIDE Syndrome

Papulopustules and/or paronychia, regulatory
abnormalities of hair growth, itching, and 
dryness due to epidermal growth factor 
receptor inhibitors

Lacouture ME. The PRIDE syndrome. Br J Dermatol, 2006. 

Anti EGFR, anti MEK, pan HER….Cetuximab, erlotinib, 
gefitinib, panitumumab, afatinib, lapatinib, pertuzumab, 
cobimetinib, selumetinib….. 



Rash

Dry skin



Solutions

• Information
• Education: « Don’t touch the spot »
• Topical Antibiotics : erythromycin, metronidazol, tetracyclins
• Topical Steroids
• Make up

• Daily Emollient Cream Application
• Sun protection
• Avoid fragrance



Paradise corner…



Monitoring Guidelines and Management of Neutropenia

Spring L et al. Oncologist 2017; 22: 1039‐48.



Pyrosis
• Incidence unknown: 0 ‐ 50% ?
• Pre‐existing ?
• Coping +++
• Be aware PPI and drug drug interactions

OS Kidney (sunitinib)OS NSCLC (erlotinib)
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• Dysthyroïdies (10 ‐ 80%)
• Pre Treatment assessment / monitoring TSH +/‐ T4 (/15 d 1st month then each cycle)
• Hormonal substitution if symptoms (objective TSH = 0,5 to 4)
• If thyrotoxicosis, beta blockers + steroids
• Endocrinologist advice

• Hyperglycemia : mTOR inhibitors (20 – 60%) > TKI (10 – 40%)
• Pre Treatment assessment / monitoring (/15d 1st month then each cycle)
• Endocrinologist advice

• Dyslipidemia : mTOR inhibitors (20 – 80%)
• Hypercholestérolemia, hypertriglyceridemia
• Pre Treatment assessment / monitoring (/15d 1st month then each cycle)
• Daily living rules
• Statines better if cardiovascular risk factors

ENDOCRINOPATHIES



Questions To Cardiologist…

Saro H. Armenian, Christina Lacchetti, Ana Barac, et al. J Clin Oncol 2017 ; 35:893-911 



Checkpoint Inhibitors



« Thierry » : Efficacy – real life



« Thierry » : Efficacy – real life



Safety – Anticipation ‐Management



S.Champiat, ann oncol 2016



Time to onset of grade 3–4 treatment‐related select AEs

J. B. A. G. Haanen. Annals of Oncology 28 (Supplement 4): iv119–iv142, 2017



Median time for appearance of immune‐related 
adverse events (irAEs) with ipilimumab based on a 
phase III study  (Hody NEJM 2010)

Median time for appearance of immune‐
related adverse events (irAEs) with 
nivolumab based on a phase III study 
(Weber Lancet oncol 2015)



AE Distribution

Michot, EJ cancer 2016





The five pillars of immunotherapy toxicity management

Champiat S. et al. Annals of Oncology 27: 559–574, 2016



General Management of IrAEs

Champiat S. et al. Annals of Oncology 27: 559–574, 2016







Event Nivolumab  
n = 287 

Docetaxel 
n = 268 

Any Grade Grade 3–4 Any Grade Grade 3–4 

Number of patients with an event (%) 

Any event 21 (7) 15 (5) 53 (20) 48 (18) 

Pneumonitis 4 (1) 3 (1) 0 0 

Interstitial lung disease 2 (1) 1 (<1) 0 0 

Infusion related reaction 2 (1) 0 0 0 

Nausea 2 (1) 1 (<1) 1 (<1) 1 (<1) 

Colitis 2 (1) 1 (<1) 0 0 

Diarrhea 1 (<1) 1 (<1) 1 (<1) 0 

Dyspnea 1 (<1) 1 (<1) 0 0 

Hypoxia 1 (<1) 1 (<1) 0 0 

Pulmonary embolism 1 (<1) 1 (<1) 0 0 

Cardiac tamponade 1 (<1) 1 (<1) 0 0 

Pericardial effusion 1 (<1) 1 (<1) 0 0 

Blood creatinine increased 1 (<1) 0 0 0 

Transaminases increased 1 (<1) 1 (<1) 0 0 

Osteonecrosis 1 (<1) 1 (<1) 0 0 

Polymyalgia rheumatica 1 (<1) 1 (<1) 0 0 

Hepatotoxicity 1 (<1) 0 0 0 

Cerebrovascular accident 1 (<1) 1 (<1) 0 0 

Encephalitis 1 (<1) 1 (<1) 0 0 Borghaei et al. NEJM 2015

The “1% toxicities”



Champiat et al  Annals Oncol 2016



J. B. A. G. Haanen. Annals of Oncology 28 (Supplement 4): iv119–iv142, 2017



ICPi‐related toxicity: management of skin rash/toxicity

J. B. A. G. Haanen. Annals of Oncology 28 (Supplement 4): iv119–iv142, 2017



ICPi‐related toxicity: management of skin rash/toxicity

J. B. A. G. Haanen. Annals of Oncology 28 (Supplement 4): iv119–iv142, 2017



ICPi monitoring 
and 

management: 
thyroid function

J. B. A. G. Haanen. Annals of Oncology 28 (Supplement 4): iv119–iv142, 2017



ICPi monitoring and management: thyroid function

J. B. A. G. Haanen. Annals of Oncology 28 (Supplement 4): iv119–iv142, 2017



ICPi‐related toxicity: 
management of 
diarrhoea and colitis

J. B. A. G. Haanen. Annals of Oncology 28 
(Supplement 4): iv119–iv142, 2017





Kathryn C. Arbour .J Clin Oncol 2018; 36

Gustave RoussyMemorial Sloan
Kettering



Kathryn C. Arbour .J Clin Oncol 2018; 36

PROGRESSION FREE SURVIVAL



Kathryn C. Arbour .J Clin Oncol 2018; 36

OVERALL SURVIVAL





Troy Z. Horvat et al. J Clin Oncol 2015; 33:3193‐3198



Troy Z. Horvat et al. J Clin Oncol 2015; 33:3193‐3198



Monitoring Safety



766
441
325

554
331
223

415
244
171

344
207
137

308
190
118

288
181
107

237
146
89

115
65
50

60
33
27

Years from Inclusion

Total

0 1 2 3 4 5 6 7 8
0

20

40

60

80

100

G
lo
ba

l S
ur
vi
va
l
(%

)

Median Survival : 31,2 versus 26,0 months
HR = 0,832 ; CI95 : 0,696‐0,995 ; p = 0,03

Patient Reported Outcome …

Basch EM et al., ASCO 2017 - abstr. LBA2, / JAMA 2017 
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The way to improve cancer care
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Physical and Psychological Well Being

Silver J. ‐MASCC® 2015

Usual Care

Usual Care + 
Education

Usual Care + 
Prehabilitation, Evaluation 
and Intervention

- Baseline, Physical, Psychological, 
Social environment unknown

- Baseline Plaints known
- Physical, Psychological, Social 

environment unknown or not considered

- Baseline, Physical, Psychological, Social 
environment known

- Targeted Interventions optimised.
- Continuous Monitoring leading to Early

Interventions

Low

High

Non 
Optimal Optimal





“Supportive care makes excellent cancer care possible” 

“Dorothy M.K. Keefe, 
past‐President of MASCC




