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To the Editor:
The tumor necrosis factor α inhibitor adalimumab is the  
only US Food and Drug Administration–approved treat-
ment of hidradenitis suppurativa (HS). Although 50.6% 
of patients fulfilled Hidradenitis Suppurativa Clinical 
Response criteria with adalimumab at 12 weeks, many 
responders were not satisfied with their disease control, 
and secondary loss of Hidradenitis Suppurativa Clinical 
Response fulfillment occurred in 15.9% of patients within 
approximately 3 years.1 Without other US Food and Drug 
Administration–approved HS treatments, some derma-
tologists have combined adalimumab with methotrexate 
(MTX) and/or mycophenolate mofetil (MMF) to attempt 
to increase the duration of satisfactory disease control 
while on adalimumab. Combining tumor necrosis factor 
α inhibitors with oral immunosuppressants is a well-
established approach in psoriasis, psoriatic arthritis, and 
inflammatory bowel disease; however, to the best of our 
knowledge, this approach has not been studied for HS.2,3

To assess whether there is a role for combining adalim-
umab with MTX and/or MMF in the treatment of HS, we 

performed a single-institution retrospective chart review at 
the University of Connecticut Department of Dermatology 
to determine whether patients receiving combination ther-
apy stayed on adalimumab longer than those who received 
adalimumab monotherapy. All patients receiving adalim-
umab for the treatment of HS with at least 1 follow-up visit 
3 or more months after treatment initiation were included. 
Duration of treatment with adalimumab was defined as the 
length of time between initiation and termination of adali-
mumab, regardless of flares, adverse events, or addition 
of adjuvant therapy that occurred during this time span. 
Because standardized rating scales measuring the severity 
of HS at this time are not recorded routinely at our institu-
tion, treatment duration with adalimumab was used as a 
surrogate for measuring therapeutic success. Additionally, 
treatment duration is a meaningful end point, as patients 
with HS may require indefinite treatment. Patients were 
eligible for inclusion if they were receiving adalimumab for 
the treatment of HS. Patients were excluded if they were 
lost to follow-up or had received adalimumab for less than 
6 months, as data suggest that biologics do not reach peak 
effect for up to 6 months in HS.4 

We identified 116 eligible patients with HS, 32 of whom 
received combination therapy. Five patients received  
40 mg of adalimumab every other week, and 111 patients 
received 40 mg of adalimumab each week. Patients receiv-
ing oral immunosuppressants were more likely to be male 
and as likely to be biologic naïve compared to patients on 
monotherapy (Table). The average weekly dose of MTX 
was 14.63 mg, and the average daily dose of MMF was  
1000 mg. The average number of days between starting 
adalimumab and starting an oral immunosuppressant 
was 114.5 (SD, 217; median, 0) days. Reasons for discon-
tinuation of adalimumab included insufficient response, 
noncompliance, dislike of injections, adverse events, fear 
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PRACTICE POINTS
•  Adalimumab is the only medication approved by the  

US Food and Drug Administration for treatment of 
hidradenitis suppurativa (HS), yet many patients on adali-
mumab do not achieve satisfactory results. New treat-
ment options are in demand for patients affected by HS.

•  Although combining tumor necrosis factor α inhibitors 
with oral immunosuppressants such as methotrexate 
and mycophenolate mofetil appears to be benefi-
cial in treating other conditions such as psoriasis, 
these treatments may not have as great a benefit for 
patients with HS.
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of adverse events, other medical issues unrelated to HS, 
and insurance coverage issues. Patients who ended treat-
ment with adalimumab owing to insurance coverage 
issues were still included in our study because insur-
ance coverage remains a major determinant of treatment 
choice in HS and is relevant to the dynamics of medical 
decision-making.

Statistical analysis was conducted on all patients 
inclusive of any reason for discontinuation to avoid bias 
in the calculation of treatment duration. Cox regression 
analysis was conducted for all independent variables and 
was noncontributory. Kaplan-Meier methodology was 
used to assess the duration of treatment of adalimumab 
with and without concomitant oral immunosuppressants, 
and quartile survival times were calculated. Quartile sur-
vival time is the time point after adalimumab initiation at 
which 25% of patients have discontinued adalimumab. 
We chose quartile survival time instead of average treat-
ment duration to adequately power this study, given our 
small patient pool. 

Although patients receiving adalimumab with oral 
immunosuppressants had a longer quartile treatment 
duration (450 days; 95% CI, 185-1800) than the group 
without oral immunosuppressants (360 days; 95% CI,  
200-700), neither MTX nor MMF was shown to significantly 
prolong duration of therapy with adalimumab (log-rank 
test: P=.12). Additionally, patients receiving combination 
therapy were just as likely to discontinue adalimumab as 
those on monotherapy (χ2 test: P=.93). Patients who took 
both MTX and MMF at different times did show a statis-
tically significant increase in adalimumab quartile treat-
ment duration (1710 days; 95% CI, 1620 [upper limit not 

calculable]), but this is likely because these patients were 
kept on adalimumab while trialing adjunctive medications. 

The results of our study indicate that MTX and MMF 
do not prolong duration of adalimumab therapy, which 
suggests that adalimumab combination therapy with 
MTX and MMF may not improve HS more than adali-
mumab alone, and/or partial responders to adalimumab 
monotherapy are unlikely to be converted to satisfactory 
responders with the addition of oral immunosuppressants. 
Limitations of our study include that it was retrospec-
tive, used treatment duration as a surrogate for objective 
efficacy measures, and relied on a single-institution data 
source. Additionally, owing to our small sample size, we 
were unable to account for certain potential confound-
ers, including patient weight and insurance status. Future 
controlled prospective studies using objective end points 
are needed to further elucidate whether oral immunosup-
pressants have a role as an adjunct in the treatment of HS.
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Patient Demographics and Treatment (N=116)

Variable

Adalimumab with concurrent 
oral immunosuppressive 
medication

Adalimumab without concurrent 
oral immunosuppressive 
medicationa P valueb

Days on adalimumab

 Mean 1012.0 503.9 .0023

 SD 816.7 430.0

Age, y

 Mean 41.2 35.4 .039

 SD 13.1 13.4

Sex, n (%)

 Male 19 (59.4) 25 (30.5) .0044

 Female 13 (40.6) 57 (69.5)

Prior biologic use, n (%)

 Yes 2 (6.3) 5 (6.4) .99

 No 29 (90.6) 73 (93.6)

Other therapy (eg, topicals, antibiotics, 
spironolactone), n (%)

 Yes 15 (46.9) 39 (51.3) .67

 No 17 (53.1) 37 (48.7)
aValues do not total 116 due to missing data. 
bStatistical analysis using t test.
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