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Five months after starting treatment the patient was 
referred to the outpatient infectious diseases unit relating a 
two-months multiple painful ulcerative lesions on the soft pal-
ate, without neither genital nor other areas affected. He was 
afebrile. Physical examination revealed multiple erythematous 

Letter to the Editor

Sir,

Ibrutinib is a drug that irreversibly inhibits Bruton Tyrosine 
Kinase (BTK) - an enzyme involved in the development, activa-
tion, function, and survival of B-lymphocytes [1]. It is therefore 
a useful therapeutic option in neoplasms of this cell lineage (i.e. 
chronic lymphocytic leukaemia, Waldeström’s macroglobulinae-
mia, mantle lymphoma and marginal zone lymphoma). The drug 
is easy to administer (orally), the response is fast and long-last-
ing, and it is generally well tolerated by the patient. However, 
several types of side effects such as haemorrhagic diathesis, 
atrial fibrillation, skin lesions, diarrhoea and opportunistic in-
fections have been reported [2,3]. The main opportunistic in-
fections described in patients treated with ibrutinib are classical 
bacterial (mainly capsular), fungal (Aspergillus spp. and Pneu-
mocystis jirovecii) and viral (Herpesvirus family) infections [4-7]. 
However, the incidence, severity and type of microorganism are 
influenced by other factors such as the type of haematological 
malignancy, previous use of other drugs or concomitant use of 
immunosuppressive medication [4,5,8,9]. In this paper we report 
the association of ibrutinib treatment with malignant syphilis, a 
rare and severe manifestation of sexually transmitted infection. 

A 51-year-old Caucasian man with a history of primary 
hypogonadism under replacement therapy and unprotect-
ed sexual relations with multiple partners. He was diagnosed 
with Waldenström’s macroglobulinemia, receiving a first line 
of treatment with 6 cycles of cyclophosphamide, dexametha-
sone and rituximab, with poor clinical response. Subsequently, 
a second line of 6 cycles of bortezomib, dexamethasone and 
rituximab were administered, despite of that, a sudden in-
crease in the monoclonal component was observed so it was 
finally decided to start treatment with ibrutinib, with an excel-
lent initial response. 
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Figure 1	� Oral Herpes simplex virus type 1 
infection
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lymphocytes express three of these kinases (ITK, TEC and RLK), 
so complication of ibrutinib treatment with intracellular infec-
tions (especially fungal and viral) is possible [11].

Two factors are involved in the pathogenesis of any in-
fectious disease: the causative agent and the host’s defense 
mechanisms. In the patient described in this study, three infec-
tious diseases were observed in a short period of time. Initially, 
a reactivation of herpes simplex type 1, with more aggressive 
features than the forms appearing in immunocompetent sub-
jects. Afterwards, he developed a clinical and biological con-
dition corresponding to malignant syphilis. This syndrome is 
characterised by the appearance of crusty ulcerated skin le-
sions accompanied by systemic manifestations such as fever, 
headache, myalgia, lymphadenopathy or visceral involvement 
[12,13]. Malignant syphilis is rare in immunocompetent indi-
viduals and has been described especially immunosuppressed 
patients (mainly in HIV co-infected and occasionally in asso-
ciation with immunosuppressive treatment [12,14]. Further-
more, the patient suffered from a Giardia intestinalis enteritis, 
probably related to risky sexual practices [15]. 

The above data suggest on the one hand that, although 
the association with skin lesions and diarrhea are well de-
scribed nonspecific manifestations in patients receiving ibru-
tinib, it seems justified to look for associated infectious factors 
that can be specifically treated before attributing them to drug 
toxicity. On the other hand, we should really consider STI pre-
vention in patients receiving ibrutinib.
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Figure 2	 Malignant syphilis



Malignant syphilis in HIV negative patient treated with ibrutinibM. Aroza-Espinar, et al.

Rev Esp Quimioter 2023;36(6): 632-634 634

inhibitor ibrutinib in the treatment of haematologic malignan-
cies. Eur J Haematol. 2018;100:325-334. https://doi.org/10.1111/
ejh.13020

6.	 Los-Arcos I, Aguilar-Company J, Ruiz-Camps I. Risk of infection 
associated with new therapies for the treatment of lymphoprolif-
erative syndromes. Med Clín (Barc). 2020; 154:101-7. https://doi.
org/10.1016/j.medcli.2019.07.026

7.	 Davis JS, Ferreira D, Paige E, Gedye C, Boyle M. Infectious Compli-
cations of Biological and Small Molecule Targeted Immunomodu-
latory Therapies. Clin Microbiol Rev. 2020; 33: e00035-19. https://
doi.org/10.1128/CMR.00035-19

8.	 O’Brien S, Furman RR, Coutre SE, Sharman JP, Burger JA, Blum KA, 
et al. Ibrutinib as initial therapy for elderly patients with chronic 
lymphocytic leukaemia or small lymphocytic lymphocytic lym-
phoma: an open-label, multicentre, phase 1b/2 trial. Lancet Oncol. 
2014;15:48-58. https://doi.org/10.1016/S1470-2045(13)70513-8

9.	 O’Brien S, Jones JA, Coutre SE, Mato AR, Hillmen P, Tam C, et al. 
Ibrutinib for patients with relapsed or refractory chronic lym-
phocytic leukaemia with 17p deletion (RESONATE-17): a phase 2, 
open-label, multicentre study. Lancet Oncol. 2016; 17:1409-18. 
https://doi.org/10.1016/S1470-2045(16)30212-1

10.	 Paccoud O, Mahlaoui N, Moshous D, Aguilar C, Neven B, Lanternier 
F, et al Current Spectrum of Infections in Patients with X-Linked 
Agammaglobulinemia. J Clin Immunol. 2021;41: 1266-1271. 
https://doi.org/10.1007/s10875-021-01043-1

11.	 Ghosh S, Bienemann K, Boztug K, Borkhardt A. Interleukin-2-in-
ducible T-cell kinase (ITK) deficiency - clinical and molecular as-
pects. J Clin Immunol. 2014; 34: 892-9. https://doi.org/10.1007/
s10875-014-0110-8

12.	 Wibisono O, Idrus I, Djawad K. Malignant Syphilis: A Systematic 
Review of the Case Reports Published in 2014-2018. Actas Der-
mosifiliogr (Engl Ed). 2021: S0001-7310 (21) 00135-6. https://doi.
org/10.1016/j.ad.2021.02.011

13.	 Karanfilian KM, Almohssen AA, Kapila R, Schwartz RA. Malignant 
syphilis: a new and revised definition. Int J Dermatol. 2023;62:369-
375. https://doi.org/10.1111/ijd.16444 

14.	 Yıldızhan IK, Şanlı HE, Çetinkaya H, Akay BN, Koçyiğit P, Kundakçı N. 
A rare case of malignant syphilis after adalimumab therapy due to 
Crohn’s disease associated with bariatric surgery. Diagn Microbiol 
Infect Dis.2019; 95: 89-92. https://doi.org/10.1016/j.diagmicro-
bio.2019.04.009

15.	 Fernández-Huerta M, Zarzuela F, Barberá MJ, Arando M, Esperal-
ba J, Rodríguez V,et al. Sexual Transmission of Intestinal Parasites 
and Other Enteric Pathogens among Men Who Have Sex with Men 
Presenting Gastrointestinal Symptoms in an STI Unit in Barce-
lona, Spain: A Cross-Sectional Study. Am J Trop Med Hyg. 2019; 
101:1388-1391. https://doi.org/10.4269/ajtmh.19-0312

https://doi.org/10.1016/j.ad.2021.02.011
https://doi.org/10.1016/j.ad.2021.02.011
https://doi.org/10.1111/ijd.16444
https://doi.org/10.4269/ajtmh.19-0312

