
05 April 2024

AperTO - Archivio Istituzionale Open Access dell'Università di Torino

Original Citation:

Risk of incident melanoma in patients with inflammatory disease treated with anti-TNF: the Turin
experience

Published version:

DOI:10.23736/S0392-0488.18.06017-0

Terms of use:

Open Access

(Article begins on next page)

Anyone can freely access the full text of works made available as "Open Access". Works made available
under a Creative Commons license can be used according to the terms and conditions of said license. Use
of all other works requires consent of the right holder (author or publisher) if not exempted from copyright
protection by the applicable law.

Availability:

This is the author's manuscript

This version is available http://hdl.handle.net/2318/1706988 since 2020-08-13T16:21:54Z



              Giornale Italiano di Dermatologia e Venereologia 

======================================================== 

 

 

Title: Risk of incident melanoma in patients with inflammatory disease treated 

with anti-TNF:   

the Turin experience. 

 

Paper code: G Ital Dermatol Venereol-6017 

Submission Date: 2018-03-26 22:12:18 

Article Type: Letter to the Editor 

 

 

Files: 

1): Reply letter to comments on the manuscript 

    Version: 2 

    File format: application/msword 

 

2): Manuscript 

    Version: 2 

    Description: manoscritto revisionato 

    File format: application/msword 

 

Page 1 of 9 

PEER R
EVIE

W
 C

OPY

   
   

   
Gior

na
le 

Ita
lia

no
 d

i D
er

m
at

olo
gia

 e

   
   

   
   

   
   

   
Ven

er
eo

log
ia

Giornale Italiano di Dermatologia e Venereologia

 1 
 2 
 3 
 4 
 5 
 6 
 7 
 8 
 9 
10 
11 
12 
13 
14 
15 
16 
17 
18 
19 
20 
21 
22 
23 
24 
25 
26 
27 
28 
29 
30 
31 
32 
33 
34 
35 
36 
37 
38 
39 
40 
41 
42 
43 
44 
45 
46 
47 
48 
49 
50 
51 
52 
53 
54 
55 
56 
57 
58 
59 
60 
61 
62 
63 
64 
65 
66 
67 
68 
69 
70 
81 
82 
83 
84 
85 
86 
87 
88 
89 
90 
91 
92 
93 
94 
95 



1 

 

Dear editor, 

Our letter was modified following your comment, as you can see in the highlighted parts of the new 

following version:  

- The follow up duration should be better defined: the mean follow up time was 16,9 years 

(ranging from less than 1 year to 42 years), as we collected data from our patients’ registry; 

however, none of the patients underwent anti-TNF for more than 6 years.  

- it is interesting to know if patients underwent routinary dermatological visits during follow 

up or not: our patients didn’t undergo routinary dermatological visits.  

 

- Some minor grammar errors should be revised (e.g line 27, line 52.): grammar errors were 

corrected.  

 

 

Yours Sincerely,  

Dott. Davide Giuseppe Ribaldone.  
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Dear editor,  

 

In a recent interesting letter, Bardazzi et al. reported their data on the association between the use of 

Anti-Tumor Necrosis Factor (anti-TNF)-α drugs and the onset of melanoma in patients with 

moderate to severe plaque psoriasis. They found one out of 214 patients with a diagnosis of 

melanoma, 33 months after the administration of etanercept.
1 
  

Anti-TNF are biological drugs widely used to treat severe intestinal, dermatological and 

rheumatological inflammatory disorders.
2
 The inflammatory bowel diseases (IBD), characterized by 

chronic inflammation of the intestinal mucosa, are distinguished in two main phenotypes, Crohn’s 

disease (CD) and ulcerative colitis (UC).
3
 The pathogenesis of IBD remains to be elucidated.  

According to the 2017 updated ECCO guidelines, anti-TNF therapy is indicated as a second line 

therapy in steroid dependent/refractory UC and CD, either anti-TNF alone or combined with 

immunosuppressors, in thiopurines resistant UC and CD, in refractory proctitis and in perianal 

disease in CD. Moreover, biological treatment should also be administered in order to prevent CD 

recurrence after surgery and to maintain remission.
4
 Since TNF-α induces necrotizing effect on 

tumor cell in vitro, its inhibition has been hypothesized to increase cancer risk. Actually, in IBD the 

overall cancer risk seems to be higher than in general population, especially for skin cancer (both 

melanoma and non-melanoma skin cancer) independently of the use of biological drugs. Some 
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authors argue that the risk of cutaneous malignant melanoma in IBD seems to be increased (1.32-

fold) in those treated with anti-TNF agents.
5
   

   Recently, we evaluated the incidence of melanoma in a cohort of IBD patient undergoing anti-

TNF agents. We collected data from our patients’ registry and from our biobank database. All 

selected patients were outpatients followed at IBD ambulatory, Gastroenterology Unit, San 

Giovanni Antica Sede Hospital, Città della Salute e della Scienza of Turin, Italy. Eighty-two 

patients (44 male and 38 female) were included in the analysis: mean age was 54, ranging from 27 

to 69; 10 patients were affected by UC, 69 by CD and 3 patients were diagnosed as having 

undetermined IBD. Mean time from diagnosis was 15 years (from 1 to 42 years) and 55 patients 

had developed complications of the illness (34 extra-intestinal complications and 21 intestinal 

complications). Moreover, 53 of the 82 patients included in our study had been treated with 

immunosuppressor before anti-TNF therapy. As anti-TNF therapy is concerned, our patients were 

treated with infliximab (IFX) or adalimumab (ADA); 22 patients were treated with biological 

therapy for less than one year, 20 for 1-2 years, 37 for more than 2 years and 3 patients had to stop 

biological drugs for adverse events (2 because of fever of unknown origin and one due to allergic 

reaction to IFX). Mean follow up time was 16,9 years (from less than 1 year to 42 years), although 

no patient underwent anti-TNF therapy for more than 6 years (mean time 3 years). None of the 

patients underwent routinary dermatological checkups during biological therapy. 

 Among our population, only one case of melanoma was detected: the patient was a 79-year-old 

man affected by UC, undergoing IFX (at a dose of 5mg/kg/8 weeks) in association with 

azathioprine (AZA) from 2 years when diagnosed with superficial spreading melanoma (Clark 

Level IV, with lymphatic metastasis). Thus, in our cohort the incidence of cutaneous melanoma was 

1.2% (1/82), comparable to the incidence of this neoplasia in the general population (as current 

estimates indicate 2% of population will develop melanomas during lifetime).5 Moreover, our 

patient was treated with immunosuppressive therapy together with anti-TNF at the time of diagnosis 

of skin melanoma and this could be a confounding factor. The main limit of our retrospective study 
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is the small number of patients, that does not allow to generalize our results. However, potential 

heterogeneity arising from this is limited by the fact that, in our outpatient clinic, all authors follow 

International Guidelines.
4
 Furthermore, during the last 25 years, all consultations have been 

recorded in both a paper archive and a computerized data bank. In conclusion, in our experience 

does not seem to be a relationship between anti-TNF drugs and a higher risk of cutaneous 

melanoma, but studies with a larger population of IBD patients treated with anti-TNF should further 

investigate this issue.   
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Dear editor,  

 

In a recent interesting letter, Bardazzi et al. reported their data on the association between the use of 

Anti-Tumor Necrosis Factor (anti-TNF)-α drugs and the onset of melanoma in patients with 

moderate to severe plaque psoriasis. They found one out of 214 patients with a diagnosis of 

melanoma, 33 months after the administration of etanercept.
1 
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Anti-TNF are biological drugs widely used to treat severe intestinal, dermatological and 

rheumatological inflammatory disorders.
2
 The inflammatory bowel diseases (IBD), characterized by 

chronic inflammation of the intestinal mucosa, are distinguished in two main phenotypes, Crohn’s 

disease (CD) and ulcerative colitis (UC).
3
 The pathogenesis of IBD remains to be elucidated.  

According to the 2017 updated ECCO guidelines, anti-TNF therapy is indicated as a second line 

therapy in steroid dependent/refractory UC and CD, either anti-TNF alone or combined with 

immunosuppressors, in thiopurines resistant UC and CD, in refractory proctitis and in perianal 

disease in CD. Moreover, biological treatment should also be administered in order to prevent CD 

recurrence after surgery and to maintain remission.
4
 Since TNF-α induces necrotizing effect on 

tumor cell in vitro, its inhibition has been hypothesized to increase cancer risk. Actually, in IBD the 

overall cancer risk seems to be higher than in general population, especially for skin cancer (both 

melanoma and non-melanoma skin cancer) independently of the use of biological drugs. Some 

authors argue that the risk of cutaneous malignant melanoma in IBD seems to be increased (1.32-

fold) in those treated with anti-TNF agents.
5
   

   Recently, we evaluated the incidence of melanoma in a cohort of IBD patient undergoing anti-

TNF agents. We collected data from our patients’ registry and from our biobank database. All 

selected patients were outpatients followed at IBD ambulatory, Gastroenterology Unit, San 

Giovanni Antica Sede Hospital, Città della Salute e della Scienza of Turin, Italy. Eighty-two 

patients (44 male and 38 female) were included in the analysis: mean age was 54, ranging from 27 

to 69; 10 patients were affected by UC, 69 by CD and 3 patients were diagnosed as having 

undetermined IBD. Mean time from diagnosis was 15 years (from 1 to 42 years) and 55 patients 

had developed complications of the illness (34 extra-intestinal complications and 21 intestinal 

complications). Moreover, 53 of the 82 patients included in our study had been treated with 

immunosuppressor before anti-TNF therapy. As anti-TNF therapy is concerned, our patients were 

treated with infliximab (IFX) or adalimumab (ADA); 22 patients were treated with biological 

therapy for less than one year, 20 for 1-2 years, 37 for more than 2 years and 3 patients had to stop 
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biological drugs for adverse events (2 because of fever of unknown origin and one due to allergic 

reaction to IFX). Mean follow up time was 16,9 years (from less than 1 year to 42 years), although 

no patient underwent anti-TNF therapy for more than 6 years (mean time 3 years). None of the 

patients underwent routinary dermatological checkups during biological therapy. 

 Among our population, only one case of melanoma was detected: the patient was a 79-year-old 

man affected by UC, undergoing IFX (at a dose of 5mg/kg/8 weeks) in association with 

azathioprine (AZA) from 2 years when diagnosed with superficial spreading melanoma (Clark 

Level IV, with lymphatic metastasis). Thus, in our cohort the incidence of cutaneous melanoma was 

1.2% (1/82), comparable to the incidence of this neoplasia in the general population (as current 

estimates indicate 2% of population will develop melanomas during lifetime).5 Moreover, our 

patient was treated with immunosuppressive therapy together with anti-TNF at the time of diagnosis 

of skin melanoma and this could be a confounding factor. The main limit of our retrospective study 

is the small number of patients, that does not allow to generalize our results. However, potential 

heterogeneity arising from this is limited by the fact that, in our outpatient clinic, all authors follow 

International Guidelines.
4
 Furthermore, during the last 25 years, all consultations have been 

recorded in both a paper archive and a computerized data bank. In conclusion, in our experience 

does not seem to be a relationship between anti-TNF drugs and a higher risk of cutaneous 

melanoma, but studies with a larger population of IBD patients treated with anti-TNF should further 

investigate this issue.   

 

  REFERENCES.  

1. Bardazzi F, Raone B, Sechi A, Patrizi A, Magnano M. The risk of melanoma in patients 

treated with anti-TNFα: does it exist? G Ital Dermatol Venereol 2017: DOI: 

10.23736/S0392-0488.16.05453-5 2016.  

2. Ribaldone DG, Saracco GM, Astegiano M, Pellicano R. Efficacy of infliximab biosimilars 

in patients with Crohn's disease. Lancet 2017;390:2435-6. 

Page 8 of 9 

PEER R
EVIE

W
 C

OPY

   
   

   
Gior

na
le 

Ita
lia

no
 d

i D
er

m
at

olo
gia

 e

   
   

   
   

   
   

   
Ven

er
eo

log
ia

Giornale Italiano di Dermatologia e Venereologia

 1 
 2 
 3 
 4 
 5 
 6 
 7 
 8 
 9 
10 
11 
12 
13 
14 
15 
16 
17 
18 
19 
20 
21 
22 
23 
24 
25 
26 
27 
28 
29 
30 
31 
32 
33 
34 
35 
36 
37 
38 
39 
40 
41 
42 
43 
44 
45 
46 
47 
48 
49 
50 
51 
52 
53 
54 
55 
56 
57 
58 
59 
60 
61 
62 
63 
64 
65 
66 
67 
68 
69 
70 
81 
82 
83 
84 
85 
86 
87 
88 
89 
90 
91 
92 
93 
94 
95 



3. Actis GC, Pellicano R. The pathologic galaxy modulating the genotype and phenotype of 

infammatory bowel disease: comorbidity, contiguity, and genetic and epigenetic factors. 

Minerva Med 2016;107:401-12.  

4. Harbord M, Eliakim R, Bettenworth D, Karmiris K, Katsanos K, Kopylov U, et al. Third 

European Evidence-based Consensus on Diagnosis and Management of Ulcerative Colitis. 

Part 2: Current Management. J Crohn's Colitis 2017;11:769–84.   

5. Annese V, Beaugerie L, Egan L, Biancone L, Bolling C, Brandts C, et al. European 

Evidence-based Consensus: Inflammatory Bowel Disease and Malignancies.  J Crohn's 

Colitis, 2015;9:945–65.   

 

Page 9 of 9 

PEER R
EVIE

W
 C

OPY

   
   

   
Gior

na
le 

Ita
lia

no
 d

i D
er

m
at

olo
gia

 e

   
   

   
   

   
   

   
Ven

er
eo

log
ia

Giornale Italiano di Dermatologia e Venereologia

 1 
 2 
 3 
 4 
 5 
 6 
 7 
 8 
 9 
10 
11 
12 
13 
14 
15 
16 
17 
18 
19 
20 
21 
22 
23 
24 
25 
26 
27 
28 
29 
30 
31 
32 
33 
34 
35 
36 
37 
38 
39 
40 
41 
42 
43 
44 
45 
46 
47 
48 
49 
50 
51 
52 
53 
54 
55 
56 
57 
58 
59 
60 
61 
62 
63 
64 
65 
66 
67 
68 
69 
70 
81 
82 
83 
84 
85 
86 
87 
88 
89 
90 
91 
92 
93 
94 
95 


