
 ORCA – Online Research @
Cardiff

This is an Open Access document downloaded from ORCA, Cardiff University's institutional
repository:https://orca.cardiff.ac.uk/id/eprint/163193/

This is the author’s version of a work that was submitted to / accepted for publication.

Citation for final published version:

Maronese, Carlo Alberto, Ingram, John R. and Marzano, Angelo V. 2023. Has the time come to assess small-
molecule/biologic drug combinations for the management of moderate-to-severe hidradenitis suppurativa?

British Journal of Dermatology 189 (4) , 467–468. 10.1093/bjd/ljad224 

Publishers page: http://dx.doi.org/10.1093/bjd/ljad224 

Please note: 
Changes made as a result of publishing processes such as copy-editing, formatting and page numbers may
not be reflected in this version. For the definitive version of this publication, please refer to the published

source. You are advised to consult the publisher’s version if you wish to cite this paper.

This version is being made available in accordance with publisher policies. See 
http://orca.cf.ac.uk/policies.html for usage policies. Copyright and moral rights for publications made

available in ORCA are retained by the copyright holders.



Has the time come to assess small molecule/biologic drug combination for the management of 

moderate-to-severe hidradenitis suppurativa? 

 

As the landscape for hidradenitis suppurativa (HS) medical treatment is rapidly expanding, seemingly 

going over the same steps that marked the evolution of psoriasis management, upcoming agents still do 

not appear to offer complete disease control, in many cases. Both International HS Severity Score 

System (IHS4)-55 and HS Clinical Response (HiSCR)50 initial response rates have not substantially 

increased since the publication of adalimumab landmark trials, ranging between 40-60% for upcoming 

biologics like the anti-interleukin(IL)-17A secukinumab1 and anti-IL17A/F bimekizumab.2 Moreover, 

such outcome measures do not reach close to the disease response level (e.g., Psoriasis Area and 

Severity Index 90) now accepted in psoriasis. Higher figures have been reported only in the JAK1 

inhibitor povorcitinib phase II open label extension and in small studies with off-label brodalumab, an 

anti-IL17-RA agent, and upadacitinib, another JAK1 inhibitor.2 Although the latter phase II trials 

provide only signals of response rates, rather than precise effect sizes obtained through the completion 

of phase III studies, they cannot be easily disregarded. 

Since both JAK inhibitors and anti-IL17 agents would appear to be highly effective in HS, it is thought-

provoking that they exploit different, only partially overlapping steps in HS pathophysiology. 

Indeed, among pivotal interleukins involved in HS pathogenesis, IL17, which is known to have a role 

in advanced, high inflammatory burden lesions, is the only one that does not signal through the 

JAK/STAT pathway. Conversely, JAK1 is involved in important steps in the initiation of the 

inflammatory process. Indeed, hair follicle stem cells isolated from HS patients exhibit signs of 

replication stress that result in an IFI16/STING-dependent production of type I interferons. The latter 

signal through the JAK1/STAT1 pathway, presumably setting HS pathogenesis in motion. It must be 

emphasized that a multitude of other disease-relevant cytokines act via this pathway later in HS 

pathogenesis, which is in keeping with aforementioned clinical evidence and with the findings of a 

recent transcriptomic study.3 As HS progresses, a number of cells (i.e., neutrophils, macrophages, B 

cells and fibroblasts) and effector molecules (TNF, IL17, IL23, C5a etc.) come into play, likely 

generating a transcriptional noise that overshadows such early events (Fig. 1).4  

Similarly, from a clinical perspective a duality also appears to exist in HS course, with a pauci- 

inflammatory phase followed (in a proportion of cases that is probably defined by the individual’s 

genetics) by an intensely inflammatory one, which then self-perpetuates and produces irreversible 

scarring.4 

With new agents promising to selectively target different elements of HS immunopathogenesis, it may 

be possible to combine drugs that exclusively block B cells or fibroblasts, with those targeting IL17-

dependent inflammation. In future combining small molecule/biologic drugs could be regarded 

similarly to combining biologics with antibiotics and/or surgery nowadays.  



To date, only a case report exists on small molecule/biologic drug combination. Agud-Dios et al. 

documented an excellent response of both HS and concomitant Crohn’s disease with guselkumab plus 

apremilast, where multiple biologics had previously failed.5  

Ideally, in future we should aim to identify HS patients at high risk of rapid progression and focus 

combination treatment on these patients where needed to gain rapid disease control and prevent 

irreversible scarring.  

Considering currently available evidence, the combination of upadacitinib or povorcitinib plus an anti-

IL17 such as secukinumab, bimekizumab, or brodalumab, possibly frequency-intensified, may 

hypothetically address most key events in HS pathogenesis. From a pharmacoeconomic perspective, 

high-dose anti-TNF agents (such as infliximab or adalimumab biosimilars) plus JAK1 inhibitor would 

also make a compelling case (Tab. 1). Understandably, safety of small molecule/biologic drug 

combinations will be a priority concern. Excessive immunosuppression might expose patients to the 

risk of infectious complications. However, there is persistent inflammation (i.e., undertreatment) in 

severe HS cases and a relative paucity of superinfections in this setting. While safety signals from the 

ORAL Surveillance trial on tofacitinib, a pan-JAK inhibitor, prompted regulators to extend boxed 

warnings to other JAK inhibitors, analysis of phase III trials on upadacitinib in rheumatoid arthritis 

revealed similar rates of major cardiovascular events (MACE) and venous thromboembolism relative 

to placebo and reference comparators, with no increase over time.6 From a practical perspective, careful 

patient selection and appropriate dose tailoring of JAKi will be important given the increased 

background risk of thromboembolic events and MACE in HS patients.7 

While phase III data on JAK inhibitors are needed to adequately gauge their true efficacy and safety 

profile in the first instance, better control of severe HS cases refractory to biologic monotherapy may 

require investigation of small molecule/biologic drug combinations sooner rather than later.  

 

C.A. Maronese1,2, J.R. Ingram3, A. V. Marzano1,2 

 

1Dermatology Unit, Fondazione IRCCS Ca' Granda Ospedale Maggiore Policlinico, Milan, Italy; 

2Department of Pathophysiology and Transplantation, Università degli Studi di Milano, Milan, Italy;  

3Division of Infection & Immunity, Cardiff University, Cardiff, UK. 

 

Correspondence: A. V. Marzano.  

E-mail: angelo.marzano@unimi.it 

 

https://orcid.org/0000-0002-9449-849X (C.A. Maronese) 

https://orcid.org/0000-0002-5257-1142 (J.R. Ingram) 

https://orcid.org/0000-0002-8160-4169 (A.V. Marzano) 

 

https://orcid.org/0000-0002-9449-849X
https://orcid.org/0000-0002-5257-1142
https://orcid.org/0000-0002-8160-4169


References 

 

1 Kimball AB, Jemec GBE, Alavi A, et al. Secukinumab in moderate-to-severe hidradenitis suppurativa 

(SUNSHINE and SUNRISE): week 16 and week 52 results of two identical, multicentre, randomised, 

placebo-controlled, double-blind phase 3 trials. Lancet. 2023;S0140-6736(23)00022-3. 

doi:10.1016/S0140-6736(23)00022-3 

 

2 https://conference.ehsf2023.com 

 

3 Liu H, Santos LL, Smith SH. Modulation of Disease-Associated Pathways in Hidradenitis 

Suppurativa by the Janus Kinase 1 Inhibitor Povorcitinib: Transcriptomic and Proteomic Analyses of 

Two Phase 2 Studies. Int J Mol Sci. 2023;24(8):7185. doi:10.3390/ijms24087185 

 

4 van Straalen KR, Prens EP, Gudjonsson JE. Insights into hidradenitis suppurativa. J Allergy Clin 

Immunol. 2022;149(4):1150-1161. doi:10.1016/j.jaci.2022.02.003 

 

5 Agud-Dios M, Arroyo-Andrés J, Rubio-Muñiz C, Postigo-Lorente C. Successful treatment of 

hidradenitis suppurativa and Crohn's disease with combined guselkumab and apremilast. Dermatol 

Ther. 2022;35(10):e15743. doi:10.1111/dth.15743 

 

6 Winthrop KL, Cohen SB. Oral surveillance and JAK inhibitor safety: the theory of relativity. Nat Rev 

Rheumatol. 2022;18(5):301-304. doi:10.1038/s41584-022-00767-7 

 

7 Garg A, Malviya N, Strunk A, et al. Comorbidity screening in hidradenitis suppurativa: Evidence-

based recommendations from the US and Canadian Hidradenitis Suppurativa Foundations. J Am Acad 

Dermatol. 2022;86(5):1092-1101. doi:10.1016/j.jaad.2021.01.059 

 

 

 

https://conference.ehsf2023.com/

