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Disclaimer: Adherence to these guidelines will not ensure successful treatment in every
situation. Furthermore, these guidelines should not be interpreted as setting a standard of
care or be deemed inclusive of all proper methods of care, nor exclusive of other methods
of care reasonably directed to obtaining the same results. The ultimate judgment regarding
the propriety of any specific therapy must be made by the physician and the patientin light
of all the circumstances presented by the individual patient, and the known variability and
biologic behavior of the disease. This guideline reflects the best available data at the time
the guideline was prepared. The results of future studies may require revisions to the
recommendations in this guideline to reflect new data.
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Abstract

Background: Hidradenitis suppurativa affects 0.7-1.5% of the global population and
substantially impairs quality of life.

Objective: To provide evidence-based recommendations for the management of
hidradenitis suppurativa.

Methods: A work group conducted a systematic review and applied the Grading of
Recommendations, Assessment, Development, and Evaluation (GRADE) approach to
assess the certainty of evidence and to develop recommendations.

Results: This guideline presents 37 evidence-based recommendations. Strong
recommendations are made for adalimumab, bimekizumab, infliximab, secukinumab, and
routine pain assessment. Conditional recommendations are made for topical clindamycin,
resorcinol, and ruxolitinib; oral doxycycline, tetracycline, clindamycin and rifampin, and
ertapenem; spironolactone; short-term systemic steroids; upadacitinib; specific
procedural interventions; tobacco cessation; supportive pain management; zinc
supplementation and vitamin D repletion.

Limitations: Analysis is limited to best evidence available from systematic review.

Conclusions: These guidelines provide evidence-based recommendations for the
management of hidradenitis suppurativa.
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Abbreviations Used

AE, adverse event

AN, abscess and inflammatory nodule

BID, twice daily

HS, hidradenitis suppurativa

HS-PGA, Hidradenitis Suppurativa Physician Global Assessment
HiSCR, Hidradenitis Suppurativa Clinical Response
I&D, incision and drainage

IHS4, International Hidradenitis Suppurativa Severity Score System
IL, interleukin

IV, intravenous

JAKIi, Janus kinase inhibitor

PICC, peripherally inserted central catheter

PO, by mouth

PGA, Physician Global Assessment

QOL, quality of life

RCT, randomized controlled trial

SC, subcutaneously

SAE, serious adverse event

TNF, tumor necrosis factor

VAS, visual analog scale



124  Scope & Objective

125  The joint American Academy of Dermatology-Hidradenitis Suppurativa Foundation

126  guidelines provide evidence-based recommendations for the management of hidradenitis
127  suppurativa (HS) in adults and adolescents. These guidelines support individualized,

128  patient-centered HS management and focus on topical therapies, systemic antibiotics,
129  hormone therapy, oral retinoids, biologics, systemic therapies, procedural interventions,
130  supportive management, weight reduction, diet, and complementary and alternative

131  medicines available in the United States.

133  Methods

134 A multidisciplinary workgroup developed these guidelines using a systematic evidence

135  review process, which included (i) identifying and prioritizing clinical questions and

136  outcomes (Table l), (ii) systematic retrieval and assessment of evidence, and (iii)

137  assessment of the certainty of the evidence and formulation of recommendations using
138 GRADE (Grading of Recommendations, Assessment, Development, and Evaluation) (Table
139 1.

141 Literature searches were conducted for evidence of patient values and preferences,

142 resource use, and feasibility. The workgroup also engaged patient partners to provide input
143  on preferences and values during key stages of the guideline development process. This
144  evidence, along with the effectiveness and safety data, was compiled in GRADE evidence-
145  to-decision frameworks for each clinical question to facilitate recommendation

146  development. For detailed methodology, see Supplemental Appendix 1.

148  Table l. Clinical Questions and Scope. HS: Hidradenitis suppurativa; RCT: randomized
149  controlled trial; US: United States

. What are the efficacy and safety of topical agents for the treatment of HS?

. What are the efficacy and safety of systemic non-biologic and non-small molecular inhibitor treatments for HS?

. What are the efficacy and safety of biologics and small molecular inhibitors for the treatment of HS?

. What are the efficacy and safety of non-surgical or surgical procedural interventions for the treatment of HS?

. What are the efficacy and safety of pain management interventions in HS?

. What are the efficacy and safety of dietary interventions for the management of HS?

. What are the efficacy and safety of weight reduction interventions for the management of HS?

. What are the efficacy and safety of tobacco cessation interventions for the management of HS?

1
2
3
4
5
6. What are the efficacy and safety of wound care interventions in HS?
7
8
9
1

0. What are the efficacy and safety of complementary and alternative medicine intervention for the management of HS?

Outcomes of Interest”

Change in clinical severity

Efficacy Outcomes Disease progression, regression, or remission

Cosmetic outcome

Serious adverse events

Safety Outcomes Withdrawal due to adverse events

Other intervention/procedure-specific adverse events or complications of interest

Change in patient-reported signs/symptoms (pain, itch, drainage, odor, fatigue, etc.)




Outcomes

Patient-Reported Change in quality of life

Patient global assessment of disease

Change in psychological distress/functioning

Change in physical functioning

Scope

Characteristic

Inclusion Criteria

Exclusion Criteria

Population

Adults, adolescents, and preadolescents (= 9 years)
with a clinical diagnosis of hidradenitis suppurativa

Differential diagnoses outside of this
guideline’s scope: abscess, acne vulgaris,
acne conglobata, cellulitis, folliculitis,
furunculosis, infectious abscesses,
granuloma inguinale, pilonidal cysts,
lymphogranuloma venereum, cutaneous
tuberculosis, cutaneous Crohn’s disease;
Children younger than 9 years old

Intervention

Medical interventions available and approved for use
(for any indication) in the US

Dietary, weight reduction, and alternative medicine
interventions accessible in the US

Treatments not available or approved for use
(for any indication) in the US

Study Design”

Published RCTs in which study participants are
investigated (inter-individual, parallel-arm trials)
Non-randomized studies of interventions

Unpublished research, narrative reviews,
studies with a sample <5

150 # Prioritized outcomes varied by research question. See supplemental appendix 1 for detailed outcome

151 description.

152 ~See supplemental Appendix 1 for a complete description of study design inclusion and exclusion criteria

153

154  Table Il. Strength of Recommendation and Certainty of Evidence

155




Strength of Recommendation

Wording

Implication'?

Strong recommendation for the
use of an intervention

Strong recommendation against
the use of an intervention

Good Practice Statement

“We recommend...”

“We recommend
against...”

“We recommend...”

Benefits clearly outweigh risks and burdens;
recommendation applies to most patients in most
circumstances.

Risk and burden clearly outweigh benefits; the
recommendation applies to most patients in most
circumstances.

Guidance was viewed by the Work Group as imperative to
clinical practice and developed when the supporting
evidence was considerable but indirect, and the certainty
surrounding an intervention’s impact was high with the
benefits clearly outweighing the harms (or vice versa). Good
Practice Statements are strong recommendations as the
certainty surrounding the impact of the recommended
intervention is high. Implementation of these strong
recommendations is considered to clearly result in beneficial
outcomes.?

Conditional recommendation for
the use of an intervention

Conditional recommendation

“We conditionally
recommend...”

“We conditionally

Benefits are closely balanced with risks and burdens;
recommendation applies to most patients, but the most
appropriate action may differ depending on the patient or
other stakeholder values.

Risks and burden closely balanced with benefits;

against the use of an intervention recommend recommendation applies to most patients, but the most
against...” appropriate action may differ depending on the patient or
other stakeholder values
Certainty of Evidence Wording Implication’2
High “high certainty Very confident that the true effect lies close to that of the
evidence” estimate of the effect.
Moderate “moderate certainty | Moderately confident in the effect estimate; the true effect is
evidence” likely to be close to the estimate of the effect, but thereis a
possibility that it is substantially different.
Low “low certainty Confidence in the effect estimate is limited; the true effect
evidence” may be substantially different from the estimate of the effect
Very Low "very low certainty The estimate of effect is very uncertain; the true effect may be
evidence" substantially different from the estimate of effect
156
157
158 Definition
159 HS is a chronic, relapsing inflammatory skin disease characterized by recurrent
160  painful nodules, abscesses, and tunnels primarily involving intertriginous skin folds.* HS
161 lesions are commonly classified as papules, pustules, nodules, plaques, ulcers,
162  abscesses, comedones, and tunnels,® as well as cysts, granulating growths, and ropelike
163  scars.® Tunnels are the preferred term over sinus tracts or fistulas, which require imaging
164  confirmation.® HS severity constructs and clinician- and patient-reported outcome
165 measures have been variably used across research and clinical contexts.” International
166  consensus efforts have encouraged standardization and defined core outcome sets to




167
168
169
170
171
172
173
174
175
176
177
178
179
180
181
182
183
184
185
186
187

evaluate HS treatments and surgeries.®®'° HS research-specific measures are not feasible
or specifically validated for routine clinical use. This workgroup synthesized evidence and
developed recommendations based on available data using definitions in literature. HS
recommendations specific to moderate to severe HS should not be interpreted as
requirements for documenting HS severity using specific measures before patients should
access HS treatments.

Recommendations

Recommendations for HS management are listed in Tables lll & IV and Figure 1.
Effective HS management addresses both chronic HS disease and acute HS flares, often
requiring multimodal strategies including systemic, procedural, and supportive therapies
to control HS symptoms and improve quality of life. Step therapy, an insurance
requirement that patients complete a sequence of insurer-designated treatments before
coverage is approved for a physician-prescribed therapy, is not evidence-based and
creates barriers to effective treatment access. Interdisciplinary HS management should
screen for and address medical and psychiatric comorbidities that contribute to HS
burden.”®

Table lll. Recommendations for the management of hidradenitis suppurativa.
DMARD, disease-modifying anti-rheumatic drugs; HS, hidradenitis suppurativa; TNF,
tumor necrosis factor

Recommendation Strength Certainty of | Evidence
Evidence

Topical therapies

For patients with HS, we conditionally recommend topical Conditional Low 1419

clindamycin.

For patients with HS, we conditionally recommend topical Conditional Low 19-28

resorcinol.

For patients with HS, we conditionally recommend topical Conditional Low 26-28

ruxolitinib.

Systemic antibiotics

For patients with HS, we conditionally recommend doxycycline. | Conditional Very Low 29,30

For patients with HS, we conditionally recommend tetracycline. | Conditional Very Low 17.31,32

For patients with HS, we conditionally recommend clindamycin | Conditional Very Low 33-41

and rifampin.

For patients with moderate to severe HS, we conditionally Conditional Very Low 42-45

recommend ertapenem.

Hormone therapy

For patients with HS, we conditionally recommend Conditional Very Low 4650

spironolactone.

Oral retinoids

For patients with HS, we conditionally recommend against Conditional Very Low 51-55

acitretin.




For patients with HS, we conditionally recommend against
isotretinoin.

Conditional

Very Low

56

Biologics

For patients with moderate to severe HS, we recommend
adalimumab.

Strong

Moderate

57-63

For patients with moderate to severe HS receiving adalimumab
and undergoing surgery, we conditionally recommend
continuing adalimumab.

Conditional

Low

64

For patients with moderate to severe HS, we recommend
bimekizumab.

Strong

Moderate

58, 65

For patients with moderate to severe HS, we recommend
infliximab.

Strong

Low

66-75

For patients with moderate to severe HS, we recommend
secukinumab.

Strong

Moderate

76

For patients with HS, we conditionally recommend against
etanercept.

Conditional

Very Low

77-81

For patients with HS, we conditionally recommend against
guselkumab.

Conditional

Low

82

For patients with HS, we conditionally recommend against
risankizumab.

Conditional

Low

83

For patients with HS, we conditionally recommend against
vilobelimab.

Conditional

Low

84

Systemic therapies (DMARD, small molecule inhibitors, syste

mic steroids)

For patients with moderate to severe HS we conditionally
recommend upadacitinib.

Conditional

Low

85

For patients with moderate to severe HS, we conditionally
recommend short-term systemic steroids.

Conditional

Very Low

86-88

For patients with HS, we conditionally recommend against
methotrexate as active therapy.

Remark: Methotrexate may be used to prevent anti-drug
antibodies in patients receiving TNF inhibitors.

Conditional

Very Low

89

For patients with HS, we conditionally recommend against
azathioprine as active therapy.

Remark: Azathioprine may be used to prevent anti-drug
antibodies in patients receiving TNF inhibitors.

Conditional

Very Low

90, 91

For patients with HS, we conditionally recommend against
avacopan.

Conditional

Low

92

Procedural Interventions

For patients with HS, we conditionally recommend deroofing to
treat recurrent or persistently symptomatic lesions.

Conditional

Very Low

93-101

For patients with HS, we conditionally recommend incision &
drainage to treat acutely painful abscesses.

Conditional

Very Low

101-103

For patients with HS with persistent or recurrent symptomatic
lesions, we conditionally recommend lesional or regional
excision.

Conditional

Very Low

100, 104-165

For patients with HS, we conditionally recommend laser hair
removal.

Conditional

Very Low

166-170

For patients with HS, we conditionally recommend botulinum
toxin.

Conditional

Very Low

171,172

For patients with HS, we conditionally recommend intralesional
triamcinolone to treat acutely painful lesions.

Conditional

Very Low

173-182




188

189
190
191

192
193
194
195
196
197
198
199
200
201
202
203
204
205
206
207
208
209
210

For patients with HS on systemic antibiotic therapy, we Conditional Very Low
conditionally recommend adjunctive hyperbaric oxygen
therapy.

For pediatric and adolescent patients with HS, we recommend
against radiotherapy for the management of HS.

Supportive Management

Clinicians should routinely ask patients with HS about pain as
part of clinical assessment.

For patients with HS, we conditionally recommend supportive Conditional Very Low 183,184
pain management in combination with disease-directed
therapy.

Remark: Clinicians may consider HS pain chronicity, character,
and severity when selecting analgesics for pain.

For patients with HS, we conditionally recommend tobacco Conditional Very Low
cessation to improve response to disease-directed therapies.
Complementary and Alternative Medicine

Good Practice Statement

Good Practice Statement

185-199

For patients with HS, we conditionally recommend adjunctive Conditional Very Low 200-202
oral zinc supplement under clinician guidance.
For patients with HS and vitamin D deficiency or insufficiency, Conditional Very Low 203,204

we conditionally recommend vitamin D repletion under
clinician guidance.

Figure 1. Treatment algorithm for adolescents and adults with hidradenitis suppurativa.
HS, hidradenitis suppurativa; CAM, complementary or alternative medicine

Topical Therapies

Topical Clindamycin. We conditionally recommend topical clindamycin for HS based on
low certainty evidence (Supplemental Tables 1-5). Five randomized controlled trials (RCT)
including a total of 204 participants, with three comparing topical clindamycin 1% to
placebo,™ no treatment,’® and oral tetracycline,’” respectively, and two comparing topical
clindamycin monotherapy to combination with benzoyl peroxide' or energy-based
therapy'® were identified. Topical clindamycin significantly reduced mean abscesses,
inflammatory nodules, and pustules from baseline to week 12 (from 1.15, 1.43, 8.9,
respectively, to 0.46, 0.14, 0.38, p<0.01) versus placebo (from 1.14, 1.46, 9.9 to 1.50, 0.77,
18.0)."* Reported adverse events (AE) were fewer with topical clindamycin than placebo
and AEs leading to discontinuation were uncommon.'# 1819

Topical Resorcinol. We conditionally recommend topical resorcinol for HS based on low
certainty evidence (Supplemental Tables 6-7). One RCT comparing topical resorcinol 10%
cream twice daily (BID) to placebo in 40 participants' and 5 case series of topical
resorcinol 15% applied daily or BID totaling 229 patients?'2?° were identified. Topical
resorcinol reduced mean International Hidradenitis Suppurativa Severity Score System
(IHS4) score (from 5.65 to 2.5) and improved quality of life (mean Dermatology Quality of
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Life score from 9.6 to 4.8) at 24 weeks.’ Common AEs included desquamation (64-100%),
discoloration (33-41%), and mild irritation (34%).?*2° AEs requiring discontinuation were
not noted.'®?!

Topical Ruxolitinib. We conditionally recommend topical ruxolitinib for HS based on low
certainty evidence (Supplemental Tables 8-9). One Phase 2 RCT comparing topical
ruxolitinib 1.5% cream twice daily to vehicle in 69 participants,?® and a pilot open-label trial
with 6 participants?” were identified. The topical ruxolitinib group was more likely to
achieve HiSCR (Hidradenitis Suppurativa Clinical Response)-50, or 250% improvement in
abscess and nodule count without new abscess or tunnel development, than vehicle
group at 16 weeks (79% vs. 50%).2¢ No change in mean pain or IHS4 scores at 16 weeks
were noted.?® Common AEs reported included nasopharyngitis (8%).28

Systemic Antibiotics

Doxycycline. We conditionally recommend doxycycline for HS based on very low certainty
evidence (Supplemental Tables 10-11). Despite extensive use of doxycycline for HS, only
one RCT comparing modified-release oral doxycycline 40mg daily to regular-release oral
doxycycline 100mg BID in 49 participants and one RCT comparing oral doxycycline 100 mg
daily monotherapy to combination therapy with metformin were identified.?**° HiSCR was
achieved in 64% and 60% with modified-release and regular-release doxycycline,
respectively, with no difference noted between formulations.?® Mean IHS4 and quality of
life score improved in both formulations.?® HiSCR-50 was achieved by 41% of patients on
doxycycline monotherapy.2® AE reported included gastrointestinal (Gl) symptoms,
transaminitis, and photosensitivity.?°

Tetracycline. We conditionally recommend tetracycline for HS based on very low certainty
evidence (Supplemental Tables 12-13). One RCT comparing oral tetracycline 500mg BID
with topical clindamycin 1% lotion in 46 participants was identified, with no significant
differences noted in Physician Global Assessment (PGA) (mean difference [MD], 5; 95%
confidence interval [Cl], -14 — 24) or visual analog scale (VAS)-100 pain scores (MD, 2; 95%
Cl-47-51) at 16 weeks." In a prospective cohort comparing tetracycline, doxycycline, and
lymecycline in 108 patients, patients receiving tetracycline (n=32) had the highest
numerical improvement in mean change Sartorius score (-9.9; 95% ClI, -3.0--16.9), but no
significant difference was demonstrated across treatment groups.®? AEs reported include
Gl symptoms, skin irritation and photosensitivity.*?
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Clindamycin in combination with Rifampin. We conditionally recommend clindamycin in
combination with rifampin combination therapy for HS based on very low certainty
evidence (Supplemental Tables 14-15). Eight cohort studies and case series using
clindamycin 300mg BID to 600mg daily and rifampin 300mg BID to 600mg daily in 392
patients, and one active comparator RCT were identified.3*4' Mean Sartorius scores
reduced by 46-53% at 10 weeks in 159 patients.3%343¢ HiSCR-50 was achieved in 48% of 83
patients at 12 weeks.*® AEs reported included Gl symptoms®*-¢ and 4-26% discontinued
treatment due to AE.3% 33840 Rifampin is a potent inducer of cytochrome P450 enzymes,
especially CYP3A4; drug-drug interactions should be examined. Oral clindamycin
monotherapy versus clindamycin plus rifampin combination therapy showed no
differences in IHS4 scores at 8 weeks in 60 patients.?% Prospective studies are needed on
clindamycin monotherapy for HS.

Ertapenem. We conditionally recommend ertapenem for moderate to severe HS based on
very low certainty evidence (Supplemental Table 16). Four cohort studies and case series
on ertapenem administered intravenously via peripherally inserted central catheter (PICC)
and intramuscularly including a total of 179 patients were identified.*>** Median Sartorius
score (from 49.5 to 19.0),* IHS4 score(28 to 18)*°, and VAS-10 pain score (9to 2 and 6 to
0)**45 decreased at 6 weeks. Mean HS-PGA (3.9 to 2.7) and pain NRS (4.2 to 1.8) scores
decreased after 12-16 weeks of intravenous ertapenem 1g daily.** AE included PICC-line
thrombosis and infections, dermatitis from PICC adhesives, diarrhea, vaginal candidiasis
and vaginitis, transaminitis, infusion reaction, and C. difficile colitis.**** Institutional
requirements for infectious diseases specialist approval, IV access, potential
complications, home nursing care for daily infusions, and limitations to patient activities
may limit treatment access. Ertapenem should be reserved for moderate to severe HS,
typically refractory to other treatments, and be used as a bridge to more definitive, long-
term therapy to steward antibiotic use.

There is insufficient evidence on oral clindamycin monotherapy;2° 27 dapsone;2°-2"
ofloxacin plus clindamycin?'?; metronidazole, rifampin, plus moxifloxacin;?'*2'* and
intravenous dalbavacin?' for HS (Supplemental Tables 17-24).

Hormonal Therapies

Spironolactone. We conditionally recommend spironolactone for HS based on very low
certainty evidence (Supplemental Table 25). Five case series on spironolactone in 323
female patients, most of whom received concomitant therapies, were identified.*¢-°
Median spironolactone dose was 100mg daily.*% %85 Mean HS-PGA score decreased by 0.6
after a mean follow up of 7 months.%” AEs reported included gastrointestinal symptoms,
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breast tenderness, changes in urination, irregular bleeding, dizziness, and mental
confusion.**® Potential AE include gynecomastia and teratogenicity.

Metformin. There is insufficient evidence on metformin for HS (Supplemental Tables 11&
26). One RCT comparing doxycycline 100mg daily as monotherapy or combined with
metformin 500mg-1500mg daily did not show significant effects of metformin on IHS4
scores or HISCR-50 at 24 weeks.*° Three case series on metformin in 94 patients noted
subjective clinical response in 68%, but the data were prone to substantial risks of bias
due to small sample size, lack of control groups, and heterogenous outcome measures.?'®
218 ong-term effects of metformin on HS-associated cardiometabolic outcomes should be
examined.

Oral Retinoids

Acitretin. We conditionally recommend against acitretin for HS based on very low
certainty evidence (Supplemental Table 27). Five case series on acitretin in 120 patients
were identified.®'-%® Outcomes across studies varied with no significant differences shown
in HS outcomes compared to baseline, and high rates of patient discontinuation (47-53%)
due to ineffectiveness, worsening visual acuity, and severe retinoid dermatitis.> >
Potential risks include teratogenicity, hepatotoxicity, and hyperlipidemia.

Isotretinoin. We conditionally recommend against isotretinoin for HS based on very low
certainty evidence (Supplemental Table 28). One case series of 68 patients on isotretinoin
monotherapy was identified, with 24% reporting visual clearance of disease (pera0to 3
scale with 0 indicating no change and 3 visual clearance) at 4 months and high rates of
discontinuation (29%) before 4 months due to side effects (15%), poor response (21%),
and loss of motivation (4%).% Potential risks include teratogenicity, hepatotoxicity, and
hyperlipidemia. iPLEDGE requirements may limit access to this treatment.

Subsets of patients with HS and follicular occlusion syndrome may benefit from acitretin
or isotretinoin; their outcomes should be further examined.

Biologics

Adalimumab. We recommend adalimumab for moderate-to-severe HS based on
moderate certainty evidence (Supplemental Tables 29-31). Seven RCT comparing
adalimumab 40mg SC weekly after initial loading doses with placebo in 733 patients were
identified.>”-%® At week 12, HISCR50 (=50% improvement in abscess and nodule count
without new abscess or tunnel development) was achieved by more participants on
adalimumab 40mg weekly than placebo (Risk Ratio [RR] 1.92; 95%Cl 1.57, 2.36).58 52
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NRS30, or pain reduction by 30% and =1 point on the NRS, favored adalimumab 40mg
weekly over placebo (RR 1.58 95%ClI, 0.82, 3.06), though the difference was not
significant.®? Mean DLQI improvement was greater in adalimumab 40mg SC weekly than
placebo (-2.82 95%Cl, -3.69, -1.96).%* % Adalimumab 40mg SC Q2W did not meet efficacy
endpoints.®® %221 Adalimumab 80mg Q2W is an alternative FDA-approved maintenance
dose to adalimumab 40mg weekly and may improve patient adherence. In an open-label
extension study, HISCR50 was achieved in 52% of patients maintained on adalimumab
40mg weekly at 3 years.?®

Common AEs noted in RCT include upper respiratory tract infection (URI), sinusitis, Gl
symptoms, headache, rash, and injection site reactions. Potential SAE may include
serious infections, such as latent tuberculosis reactivation, invasive fungal, bacterial, viral,
and other opportunistic infections, and malignancies including lymphoma, though these
events were not reported in the Phase 3 PIONEER clinical trials. Risks of SAE and AE
leading to discontinuation did not differ between adalimumab and placebo at week 12 in
RCT-SQ, 62

Continuation of Adalimumab in Perioperative Period. We conditionally recommend
continuing adalimumab in the perioperative period for patients with moderate-to-severe
HS receiving adalimumab and undergoing surgery based on low certainty evidence
(Supplemental Table 32). One RCT compared adalimumab 40mg weekly with placebo in
conjunction with axillary or inguinal wide excision for HS followed by secondary intention
healing.®* HISCR-50 was achieved in more participants on adalimumab than placebo at
week 12, while postoperative wound infection, complication, or hemorrhage did not differ
between treatment groups, suggesting continuing adalimumab treatment in the
perioperative period is safe.®*

Bimekizumab. We recommend bimekizumab for moderate to severe HS based on
moderate certainty evidence (Supplemental Tables 33-34). Three RCTs comparing
bimekizumab 320mg SC Q2W or Q4W with placebo in 784 participants were identified.® ¢
At week 16, HISCR50 and HiISCR75 (=75% improvement in abscess and nodule count
without new abscess or tunnel development) were achieved in more participants on
bimekizumab 320mg Q2W than those on placebo (RR, 1.67; 95% ClI, 1.31-2.13 and RR,
2.14;1.49-3.06, respectively).%® % Mean DLQI improvement was greater with bimekizumab
than placebo at week 16 (RR -1.89; -3.06 — -0.72).%° At week 48, HiSCR50 and HiSCR75
were achieved in 77-82% and 56-71% of participants maintained on bimekizumab Q4W,
and in 66-78% and 57-67% of those maintained on bimekizumab Q2W, respectively.%%%®
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Common AEs noted in RCTs included URI, oral and vulvovaginal candidiasis, headache,
injection site reaction, and tinea infection. Serious adverse events included suicidal
ideation and behaviors, serious infections, inflammatory bowel disease, and transaminitis.
Risks of SAE and AE leading to discontinuation at week 16 did not differ between
bimekizumab and placebo.%® %

Infliximab. We recommend infliximab for moderate to severe HS based on low certainty
evidence (Supplemental Tables 35-36). One RCT comparing infliximab IV 5mg/kg with
placebo in 33 participants was identified.® Infliximab was more likely to achieve excellent
outcome based on PGA at week 8 than placebo (RR, 4.80; 95% CI, 1.66-13.90).%¢ HS
Severity Index score reduction by 50% favored infliximab over placebo (RR, 4.80; 95% ClI,
0.60-38.48) though the difference was not significant.® Infliximab decreased mean pain
VAS-100 substantially more than placebo (-39.8 vs -0.6).%® Seven cohort studies of
infliximab in 132 patients were also identified.®’-”® Infliximab IV 7.5mg/kg at weeks 0, 2, and
6, followed by IV 7.5-10mg/kg every 4 weeks, with concomitant topical and oral antibiotics
and anti-androgen therapy, showed a 2-point reduction in HS-PGA to 0-2 in 71% of patients
and decreased mean pain VAS-10 from 5.7 to 0.5 at week 12.”” Common AEs reported
included non-serious infections and infusion reaction.’* SAE rates were low; potential SAE
may include serious infections, such as latent tuberculosis reactivation, invasive fungal,
bacterial, viral, and other opportunistic infections, and malignancies including lymphoma.

The workgroup noted clinical experience with infliximab efficacy at higher doses and
frequency despite limited supporting literature.”’”* The most favorable clinical outcomes
were reported in studies that used high-dose, high-frequency infliximab (10 mg/kg every 4
weeks).”" 7 While IV infusion requirements may limit outpatient access, infliximab remains
accessible in publicly funded health systems and may be covered under special drug
programs for rare or severe conditions. Given the current unmet needs in patients with
treatment-refractory HS, large desirable effects noted across multiple outcomes with
infliximab, low potential risks, and patient values likely favoring treatment, we recommend
infliximab for moderate to severe HS despite low certainty evidence.

Secukinumab. We recommend secukinumab for moderate to severe HS based on
moderate certainty evidence (Supplemental Tables 37-39). Two RCTs comparing
secukinumab 300mg SC weekly for 5 doses followed by 300mg Q2W or Q4W to placebo in
724 participants were identified.”® At week 16, HiISCR-50 was achieved in more participants
on secukinumab than placebo (RR, 1.35; 95% CI, 1.11-1.63 for Q2W and 1.35; 1.12-1.63 for
Q4W), as was HiSCR75 (1.58; 1.16-2.16 for Q2W and 1.69; 1.25-2.30 for Q4W).”¢ Pain
reduction by 30% on the Numeric Rating Scale (NRS) was more common in secukinumab
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than placebo (RR, 1.58; 95% CI, 1.20-2.08 for Q2W and 1.44; 1.08-1.92 for Q4W).”¢ DLQI
improvement by =25 points was more common in secukinumab than placebo (RR, 1.40;
95% Cl, 1.01-1.94 for Q2W and 1.57; 1.26-1.95 for Q4W).”¢ HiISCR-50 was maintained at
week 52 in 76% and 81% of participants on secukinumab Q2W and Q4W who achieved
HiSCR-50 at week 16.7¢ In participants who switched from placebo to secukinumab at
week 16, HiSCR-50 was achieved in 48-55% of patients on secukinumab Q2W and 51-55%
on secukinumab Q4W at week 52.7¢ In an open-label extension study, patients who
continued secukinumab Q2W or Q4W after week 52 had numerically longer median times
to anincrease in abscesses or nodules than those who switched to placebo. However,
neither secukinumab maintenance regimens met the primary endpoint of significantly
reducing the risk of an increase in abscesses or nodules over placebo through week 104.2%"

Common AEs noted in HS RCTs included headache, URI, fungal infections, and
hypersensitivity. Potential AEs may include serious infections, such as latent tuberculosis
reactivation, invasive fungal, bacterial, viral, and other opportunistic infections, and
malignancies including lymphoma, inflammatory bowel disease, and severe eczema.
Risks of SAE and AE leading to discontinuation did not differ between secukinumab and
placebo by week 16.76

Etanercept. We conditionally recommend against etanercept for moderate to severe HS
based on very low certainty evidence (Supplemental Tables 40-41). One RCT compared
etanercept with placebo in 17 participants, reporting no difference in PGA or pain at weeks
12 and 24.”” Three open-label trials of etanercept in 31 participants showed HS
improvement but the study designs were prone to substantial risks of bias.”®®" AEs were
uncommon.

Guselkumab. We conditionally recommend against guselkumab for moderate-to-severe
HS based on low certainty evidence (Supplemental Table 42). One RCT compared
guselkumab 400mg SC Q4W and 1,200 IV Q4W regimens with placebo in 121 participants,
reporting no significant differences in achieving HISCR-50 or reducing DLQIto O or 1 at 16
weeks.?2 AEs were uncommon.

Risankizumab. We conditionally recommend against risankizumab for moderate to severe
HS based on low certainty evidence (Supplemental Table 43). One RCT compared
risankizumab 180mg and 360mg SC regimens with placebo in 243 participants and
showed no significant differences in achieving HISCR-50 or reducing DLQIto O or 1 at 16
weeks.® Achieving HiSCR-50 at week 16 with risankizumab may be more common in male
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patients and subgroups with higher serum testosterone, lower serum follicle-stimulating
hormone, and insulin resistance diagnoses.??> AEs were uncommon.

Vilobelimab. We conditionally recommend against vilobelimab for HS based on low
certainty evidence (Supplemental Table 44). A 5-arm RCT comparing subcutaneous
vilobelimab 400mg Q4W, 800mg Q2W, 800mg Q4W, and 1200mg Q2W to placebo in 177
participants showed no significant difference in achieving HiISCR-50 at week 16.%4
Vilobelimab reduced secondary endpoints of HS flares and DLQI score but showed no
significant differences in modified Sartorius and global assessment scores at week 16.

While individual patients with HS may benefit from select biologics, the conditional
recommendations against these biologics aim to guide HS treatment toward higher value
options that are more likely to yield desired therapeutic response based on available data.

There was insufficient evidence on the use of anakinra,??* 224 ixekizumab,?* spesolimab,??®
and ustekinumab??’-233 for HS (Supplemental Tables 45-49).

Systemic Therapies (DMARD, Small Molecule Inhibitors, and Systemic Steroids)

Upadacitinib. We conditionally recommend upadacitinib for moderate to severe HS based
on low certainty evidence (Supplemental Table 50). One RCT comparing oral upadacitinib
30mg daily and placebo in 68 patients was identified.?® HISCR-50 and NRS-30 pain
reduction was achieved in more patients receiving upadacitinib compared to historical
controls, but did not differ from in-trial placebo group.® Reported AEs included headache,
dizziness, and urinary tract infection. FDA boxed warnings discuss potential risks of
serious infections, malignancy, major adverse cardiovascular events, thrombosis, and
higher rates of all-cause mortality; none of these events were reported in the single RCT.
An ongoing phase 3 RCT of upadacitinib for HS will inform its efficacy and safety and
potentially provide access for on-label prescribing.

Short-term Systemic Corticosteroid. We conditionally recommend short-term systemic
steroids for moderate-to-severe HS based on very low certainty evidence (Supplemental
Table 51). Three case series on oral prednisone or prednisolone in 73 patients were
identified.®-% Combining prednisone 40mg tapering by 10mg every 3 days with amoxicillin
and clavulanic acid BID for 10 days improved patient impression of disease severity, pain
score, and mean DLQI score by day 14.8” HISCR-50 was achieved in 14 of 20 of adjunctive
prednisolone cycles at 0.28-1.0mg/kg for mean 10-90 days in 16 patients.® Treatment
duration should be limited to minimize risks of long-term systemic corticosteroid use.
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Methotrexate. We conditionally recommend against methotrexate as active therapy for
moderate to severe HS based on very low certainty evidence (Supplemental Table 52).
One case series of 15 patients using methotrexate as primary therapy demonstrated
nonsignificant reductions in HS-PGA and abscess and inflammatory nodule (AN) counts,
while patients receiving concomitant biologic therapy showed no change in disease
activity with the initiation of methotrexate.?® Potential AEs include bone marrow
suppression, opportunistic infections, hepatotoxicity, pneumonitis, lymphoma,
teratogenicity and fetal death. However, only self-resolving Gl disturbances and elevated
alkaline phosphate levels that did not interfere with treatment were reported in the
included study.

Methotrexate may be used to prevent or manage anti-drug antibody development in
patients receiving TNF inhibitors.?3423°

Azathioprine. We conditionally recommend against azathioprine as active therapy for
moderate to severe HS based on very low certainty evidence (Supplemental Table 53).
Two case series showed inconsistent results in HS outcomes in 20 patients treated with
azathioprine monotherapy.®°' Potential AEs include bone marrow suppression,
opportunistic infections, hypersensitivity, lymphoma, and skin cancer. In the included
case series, nausea, anemia, abdominal pain, decreased hemoglobin, tiredness,
arthralgia, hematuria, hepatic dysfunction, diarrhea, and pancreatitis were reported.

Azathioprine may be used to prevent or manage anti-drug antibody developmentin
patients receiving TNF inhibitors.?34 236.237

Avacopan. We conditionally recommend against avacopan for HS based on low certainty
evidence (Supplemental Tables 54-55). One RCT comparing avacopan 10mg BID and
30mg BID with placebo in 264 participants reported no difference in HISCR-50 and NRS-30
between avacopan and placebo at week 12.%2 Fewer AE and SAE were reported in the
avacopan than placebo groups.%?

There is insufficient evidence to make recommendations regarding the use of
colchicine,?%2% cyclosporine,?*' hydroxychloroquine,?*2 apremilast,?4324 and
brepocitinib?*¢ for HS (Supplemental Tables 56-61).

Procedural Interventions
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Deroofing. We conditionally recommend deroofing to treat recurrent or persistently
symptomatic HS lesions based on very low certainty evidence (Supplemental Table 62).
Nine cohort studies and case series on deroofing in 899 patients were identified.®"%1
HiSCR-50 was achieved in 90% of patients in a prospective cohort of 79 patients treated
with deroofing.®” Mean healing time reported across studies ranged from 4.4 to 10.9
weeks.®5*® Recurrence occurred in 10%-33% after deroofing, which was comparable to the
recurrence after surgical excision.%94.98.100.101 Complications were uncommon (1-2%) and
included infection and bleeding.9%94.97.99

Incision and Drainage (1&D). We conditionally recommend I&D to treat acutely painful
abscesses based on very low certainty evidence (Supplemental Table 63). Three case
series with 256 patients were identified.'®'%® |&D is perceived positively by patients, led to
complete resolution in 26% of cases, but failed to improve HS in 66% of cases.’®
Recurrence rate is higher with I&D than excision and deroofing.’

Local and Regional Excision. We conditionally recommend local and regional excision for
HS based on very low certainty evidence (Supplemental Tables 64-69). Surgical
procedures were described by anatomic extent and completeness.?* Five case series with
317 patients undergoing local excision,'9% 194197 3 case series with 77 patients undergoing
CO2 laser excision,'®® %% 5 case series with 133 patients undergoing CO2 laser
vaporization,'61-163.165.248 33 case series and cohort studies including 1,338 patients
undergoing wide excision,08-136.150,152,1541%6 gnd 17 case series and cohort studies including
627 patients undergoing radical excision'37-149.151.153.157. 249 \yere identified.

After local excision, complete disease remission was noted in 36-67% and recurrence was
noted in 24-63% after 2-3.6 years of follow up.'%%1%4-1% Mean healing time ranged in 16-21
days. 19 Complications were reported in 13-30% and included pain, wound infection,
bleeding, contractures, and excessive granulation tissue.’* %7 After local excision with
CO2 laser, mean healing time ranged from 2-8 weeks, with local recurrence rates of 0-
149%."7%81%° Complications included excessive granulation tissue, infection, paresthesia,
cellulitis, fever, and wound dehiscence.®® % After tissue vaporization with CO2 laser,
mean healing time ranged from 3-7 weeks, with local recurrence rate of 0-29%.'58-16°
Complications included infection, bleeding, hypertrophic scar, and scar contracture.8 1
The workgroup collectively considered multiple surgical modalities for local excision in
determining this conditional recommendation.

After wide excision, time to healing was highly variable based on closure technique,
ranging from 2 weeks to 16 months. 09 110.120.126.129,131 Megn hospital length of stay reported



546
547
548
549
550
551
552
553
554
555
556
557
558
559
560
561
562
563
564
565
566
567
568
569
570
571
572
573
574
575
576
577
578
579
580
581
582

in most studies ranged from 3-13 days. 99111115, 118-120,122,124,129, 133,135,136 Rgcurrence rates
ranged from 0-20% in 16 case series with mean follow up periods of <2 years, 108109115117,
120,122,124, 126-129, 131, 134,135, 180,152,134 9nd 19-70% in 4 case series with mean follow up periods
ranging from 3-7.4 years.'": 119123130 Complication rates ranged from 0-56%, and included
wound dehiscence, infection, hematoma, flap or graft necrosis or loss, fistula, and deep
vein thrombosis. After radical excision, mean hospital length of stay ranged from 4-8.5
days.'0.143-145.183 Recurrence rates ranged from 0-47%.138 139141149, 151,153,249 Complication
rates ranged from 0-65%, and included wound dehiscence, infection, hematoma, flap
bulkiness, venous congestion, hypertrophic scar, and necrosis.'3”- 138 140-143,145-149, 151,153, 249
Given heterogeneity in study reporting and definitions of surgical procedures and disease
recurrence, data pertaining to wide and radical excision were collectively considered as
regional excision in determining this conditional recommendation.

Laser Hair Removal (LHR). We conditionally recommend LHR for HS based on very low
certainty evidence (Supplemental Tables 70-73). In one RCT on 755-nm alexandrite LHR,
HiSCR-50 was achieved at 24 weeks more often with 4 monthly LHR sessions than no LHR
(RR2.2595%CI 1.22, 4.15) in 48 patients.’®® In a non-randomized trial on adjunctive
alexandrite LHR, HiSCR-50 was achieved at 30 weeks more often with 5 LHR sessions
every 6 weeks than no LHR (RR 3.50 95%CIl 1.39, 8.80) in 40 patients receiving concurrent
topical chlorhexidine and oral zinc gluconate 90mg daily.'®” Patients who received
adjunctive alexandrite LHR had fewer disease flares and a lower mean DLQI score.’®” Mean
pain NRS during treatment was 6.0."%® No patients discontinued alexandrite LHR due to AE
in trials but 21% reported localized flares in the case series.'®-1¢8

One RCT comparing LHR with 1,064-nm long-pulsed Nd:YAG to no LHR in 38 patients
showed no difference in HISCR-50 achievement or disease flares at 30 weeks.'®® Mean
pain NRS during treatment was 5.4; AEs reported included burning sensation and
irritation.6%:170

Botulinum Toxin. We conditionally recommend botulinum toxin for HS based on very low
certainty evidence (Supplemental Table 74-75). One RCT comparing a single session of
intradermal botulinum toxin type B (150-600 units per region, maximum 4000 units) to
placebo showed decrease in pain VAS 10 (MD -2.7 95%CI -4.6, -0.76) and DLQI (MD -6
95%CI -11.75, -0.25) at 3 months, but no significant differences in inflammatory nodules
(MD -3.8 95%CI -9.06, 1.46) or total lesion count (MD -3.3 95%CI -8.91, 2.31)."" An 8-
patient case series of botulinum toxin type A showed pain reduction.’?
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Intralesional triamcinolone. We conditionally recommend intralesional triamcinolone for
HS based on very low certainty evidence (Supplemental Tables 76-77). One RCT
comparing intralesional triamcinolone 10mg/mL or 40mg/mL with placebo showed no
difference in pain NRS and time to lesion resolution compared to placebo.’”® Nine cohort
studies and case series on intralesional triamcinolone 10-40mg/mL showed decrease in
HS severity score, HS-PGA score, pain VAS, pruritus, and DLQI scores at 30 days to 12
weeks."”#"82 Reduction of sinus tract fibrosis was also noted."”® AEs included skin atrophy,
pigmentary changes, yellow depositions, lesion aggravation, acanthosis nigricans, delayed
menstrual cycle, fever, glycemic decompensation, and behavioral changes.

Adjunctive Hyperbaric Oxygen Therapy. We conditionally recommend adjunctive
hyperbaric oxygen therapy (HBOT) to systemic antibiotics for HS based on very low
certainty evidence (Supplemental Table 24). One RCT compared adjuvant HBOT to no
HBOT in 43 patients receiving clindamycin 300mg BID and rifampicin 300mg BID.?*° HBOT
sessions were administered in a hyperbaric chamber 5 days per week for 4 weeks; each
session lasted 120 minutes wherein 2.4 atmospheres absolute were administered for 3
periods of 25 minutes.?®° Adjunctive HBOT increased the proportion of patients with 250%
decrease in HS Severity Index and DLQI scores at weeks 4 and 10.2°° Contraindications to
HBOT include heart or lung disease, pneumothorax, pregnancy, upper or lower airway
infection, recent surgery, head injury, claustrophobia, or seizures.?° High cost, travel, and
time burdens and limited geographic access to hyperbaric centers may limit HBOT access.

Radiotherapy. There is insufficient evidence to support radiotherapy for HS
(Supplemental Table 78). Four case series of heterogeneous radiotherapy modalities and
doses in 109 patients were identified.?'-2* Small sample sizes and heterogeneous
interventions and outcome assessment in these studies with moderate to high risk of bias
limited confidence in findings.

While direct evidence on radiotherapy for HS in children is sparse, since radiotherapy
poses well-established long-term risks in children and adolescents (e.g., malignancy,
infertility, tissue fibrosis, growth abnormalities, endocrine dysfunction) and safer HS
treatment options for pediatric patients exist, we recommend against radiotherapy in
pediatric and adolescent patients for HS management as a good clinical practice.

There is insufficient evidence for cryotherapy,?®5%7 intense pulsed light?%8-262,
radiofrequency,'® 258 259,263,264 microwave ablation,?®® photodynamic therapy,265-26°
intralesional photodynamic therapy,?’°?# and sclerotherapy?’® for HS treatment
(Supplemental Tables 79-92).
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Wound Care

There is insufficient evidence to support specific wound care regimens for HS in either
usual or post-operative wound care settings (Supplemental Tables 93-96). Gentamycin
sponge did not significantly reduce post-operative healing time or reduce HS recurrence
rate or AE compared to primary closure alone in an RCT of 200 participants.?’® No
difference was noted between silver hydrofiber and polyurethane foam, oxygen-enriched
olive-oil based dressings, and standard therapy in post-operative wound size and pain
score at 4 weeks.?”” Low negative pressure wound therapy reduced pain at post-operative
day 7 but did not change physical functioning or healing time as compared to conventional
foam dressing in an RCT of 12 patients treated with CO2 laser, and no complications were
noted in 8 patients with the use of negative-pressure wound therapy over a synthetic
electrospun fiber matrix after radical excision.?’®2’° Further research is needed to
determine outcome measures and best practices in usual and post-operative wound care
for HS.

Supportive Management

Routine Pain Assessment. We recommend clinicians to routinely ask patients with HS
about pain as good clinical practice. Pain is common and often severe and debilitating in
patients with HS, with 61% reporting moderate to severe pain.?®® HS-related pain affects
physical, mental, and social well-being, yet stigma may limit patient disclosure.83 281-284
Routine pain assessment helps clinicians identify unmet needs and guide targeted
intervention. Validated tools to assess pain severity include the Numeric Rating Scale,
Visual Analog Scale, and Wong-Baker FACES Pain Rating Scale;?®® pain severity and impact
may be simultaneously evaluated using the Brief Pain Inventory.?®¢ The presence and
impact of chronic pain may be assessed using the Graded Chronic Pain Scale Revised
(GCPS-r).%” Validated measures to assess pain character include painDETECT for
neuropathic pain, Central Sensitization Inventory, and the McGill Pain Questionnaire.?882%
Regardless of the instrument, clinicians should directly discuss pain with patients to
address this often overlooked but burdensome symptom.

Supportive Pain Management. We conditionally recommend supportive pain
management in combination with disease-directed therapy for HS based on very low
certainty evidence (Supplemental Tables 97-98). HS therapies may reduce pain but rarely
achieve adequate pain relief.’® Undertreated pain may result in preventable patient
suffering, emergency department visits, unsafe self-care practices, and disengagement
from treatment.?®" 295301 Analgesic selection for HS pain should consider pain chronicity,
character (nociceptive, neuropathic, nociplastic), and severity.'® 302303 Acute pain may be
managed with warm or cool compresses, topical lidocaine, acetaminophen, non-steroidal
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anti-inflammatory drugs, intralesional triamcinolone, incision and drainage, short-term
systemic steroids, and opioids only if refractory to other therapies.'* 3% |f opioids are
necessary to treat acute pain, clinicians should maximize non-opioid options, discuss
realistic benefits and known risks of opioids, and prescribe immediate-release
formulations at the lowest effective dose for as needed use and for limited duration.*
Chronic pain may be managed with serotonin norepinephrine reuptake inhibitors, tricyclic
antidepressants, gabapentin, pregabalin, psychotherapy, and wound care optimization.'®
For refractory pain, a multidisciplinary approach involving dermatology, primary care, pain
medicine, psychiatry, psychology, palliative care, and wound care should be
considered.303-%0°

Tobacco Cessation. We conditionally recommend tobacco cessation to improve
response to disease-directed therapy for patients with HS who use tobacco based on very
low certainty evidence (Supplemental Table 99). Fourteen cohort studies and case series
and one survey of 140 patients were identified.'®®'% While associations with HS severity
were inconsistent, tobacco use was associated with poorer responses to systemic
antibiotics and secukinumab,'®: 19397 gnd lower rates of HS remission.’® Clinicians should
follow United States Preventative Services Task Force guidance to screen all adults for
tobacco use, advise cessation, and offer behavioral and pharmacologic interventions for
nonpregnant adults who use tobacco.%% HS improvement after tobacco cessation was
reported in 17% of 140 surveyed patients.’ No AEs were noted from tobacco cessation
pharmacotherapy.'®®

Weight reduction. There is insufficient evidence on weight reduction for HS treatment
(Supplemental Tables 100-102). Weight management is important for cardiometabolic
risk reduction in patients with HS; its direct impact on HS outcomes was examined in 10
cohort studies and case series in 495 patients.'%% 397314 'Bariatric surgery was associated
with lower self-reported HS severity and mean DLQI score than nutritional care in a cohort
of 19 patients,*'° and with fewer HS-affected body sites in a registry study of 45 patients.®'®
In a cohort study, 27 (60%) of 45 HS patients receiving semaglutide achieved HiSCR-50 at
12 months.?" Very low-calorie ketogenic diet was associated with reduced mean Sartorius
score and DLQI scores at week 4 in 12 patients.®*” Data were limited by small sample sizes,
lack of controls, confounding with other HS therapies, and were prone to substantial risks
of bias. RCTs comparing the effects of weight reduction on HS outcomes are needed.

Diet. There is insufficient evidence on intermittent fasting,®'® Mediterranean diet,3'7-321
yeast exclusion diet,*?2%2* and dairy-free diet'% 32532 for HS treatment (Supplemental
Tables 103-106). Mean IHS4 score modestly decreased from 11.0to 10.2 in 55 patients
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who fasted during the month of Ramadan.3'® Associations between Mediterranean diet
adherence and HS severity were inconsistent.?'’*?! Self-reported HS improvements and
reduced mean pain score were reported with yeast exclusion diet, but low and poorly-
reported diet adherence limited study generalizability and real-world feasibility.3??324 Dairy-
free diet was reported to improve HS anecdotally; these data were prone to substantial
risks of bias due to small sample sizes, lack of controls, and insufficient consideration of
diet adherence.9 325326 A heart-healthy diet remains important for cardiometabolic risk
reduction in patients with HS.

Complementary and Alternative Medicine

Adjunctive Zinc Supplement. We conditionally recommend adjunctive zinc
supplementation for HS treatment under clinician guidance based on very low certainty
evidence (Supplemental Table 107). Zinc gluconate 90mg daily monotherapy showed
partial and complete responses in 64% and 36% at 6 months in a pilot study of 22
patients.??° Zinc gluconate 90mg daily plus topical triclosan 2% BID showed lower median
HS severity score, pain VAS, and number of disease flares in a cohort study of 54
patients.?' Zinc gluconate 90mg plus nicotinamide 30mg daily showed lower mean IHS4
scores, pain VAS, and number of disease flares at 4 months than no treatmentin a
controlled trial of 92 patients.?? AEs were reported in 15% of patients with mostly Gl
symptoms. Zinc supplementation at 90mg daily for HS treatment exceeds the
recommended dietary allowance at 11mg daily for men and 8mg/d for women. Clinicians
should monitor for drug-drug interaction and zinc toxicity, which may present as Gl
symptoms, fatigue, copper deficiency, neurological symptoms, anemia, neutropenia,
impaired immunity, decreased HDL, or pancreatic disease.

Vitamin D Repletion. We conditionally recommend vitamin D repletion for patients with
HS and vitamin D insufficiency or deficiency under clinician guidance based on very low
certainty evidence (Supplemental Table 108). Sartorius score reduction at 6 months was
shown in 75% of 36 patients receiving oral Vitamin D repletion (25,000-50,000 U
monthly).2% In a pilot study of oral vitamin D repletion in 14 patients, mean nodule count
decreased by 51% at 6 months compared with baseline; no AEs were reported.2%
Clinicians should monitor serum 25-OH Vitamin D to guide dosing and duration.

There is insufficient evidence to make a recommendation about myo-inositol, liposomal
magnesium and folic acid supplementation®’ and staphage lysate3? for HS treatment

(Supplemental Tables 109-110).

Cost
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We recognize that costs for the considered therapies may be prohibitive without adequate
insurance coverage, while some recommended treatments for HS may be available for a
lower cost. Given the available evidence of efficacy and safety, we conclude that the use of
the recommended therapies is likely acceptable to patients and providers, and cost should
be considered during the shared decision-making process.

Research Gaps

Substantial evidence gaps remain in HS management, with ongoing needs for high-quality
RCT and head-to-head comparative effectiveness studies across therapeutic classes,
including effects on healthcare utilization. RCT designs should account for high placebo
response from the waxing and waning nature of HS. Ensuring HS trials enroll participants
reflective of the broader HS population across race, ethnicity, gender, age, and
comorbidity burden, is essential for generalizability of study outcomes.3?°%° Studies are
needed to guide HS management in special populations, including children and
adolescents, individuals who are pregnant or breastfeeding, and individuals with chronic
diseases and chronic infections. 3

Although consensus efforts have suggested standardized HS definitions, terminology,
lesion nomenclature, disease categorization, and outcome frameworks, these standards
are inconsistently applied in clinical research, limiting interpretability and comparability
across studies. Use of validated objective and patient-reported outcome measures
remains essential, including development of tools sensitive to mild disease, where
evidence is sparse and no FDA-approved therapies currently exist. Evidence to guide pain
management and wound care practices in HS, both in routine care and the postoperative
setting, also remains limited.

High-quality evidence is lacking to inform the optimal timing and sequencing of
interventions, including integration of medical, procedural, surgical, and wound care
approaches, as well as combination and multimodal strategies. Long-term data are limited
on durability of response, drug survival, dose optimization, treatment duration, switching
strategies, and safety in chronic disease management. Improved longitudinal data on HS
clinical course, prognostic and predictive biomarkers, genetic contributors, and the
impact of structured nonpharmacologic and lifestyle interventions are needed to support
individualized, precision-based care. Prospective data are also lacking in management of
burdensome HS symptoms, particularly pain management.

Conclusions

We present 37 evidence-based recommendations. We recommend adalimumab,
bimekizumab, infliximab, secukinumab for moderate to severe HS, and recommend
routine pain assessment as good clinical practice. We conditionally recommend topical
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clindamycin, resorcinol, and ruxolitinib; doxycycline, tetracycline, clindamycin and
rifampin, and ertapenem; spironolactone; short-term systemic steroids; upadacitinib;
specific procedural interventions; tobacco cessation; supportive pain management; zinc
supplementation and vitamin D repletion for HS. We recommend against radiation therapy
in pediatric and adolescent patients with HS, and conditionally recommend against the
use of acitretin, isotretinoin, avacopan, methotrexate, azathioprine, etanercept,
guselkumab, risankizumab, and vilobelimab for HS treatment.
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Table IV. Medication dosing for hidradenitis suppurativa.
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Topical therapies

Systemic antibiotics

Clindamycin | Resorcinol Ruxolitinib | Doxycycline Tetracycline Clindamycin | Ertapenem
and rifampin
Recommendation | Conditional | Conditional Conditional | Conditional Conditional Conditional | Conditional
Dose 1% lotion, OTC, requires 1.5% 100mg PO BID 500mg PO BID Both 300mg | 1g IV daily for
gelor compounding; | creamBID | for 12 weeks for 12 weeks PO BID for 6 weeks
solution BID | 10-15% cream | to affected 12 weeks
to affected daily to BID to skin
skin affected skin
Monitoring N/A N/A N/A N/A N/A N/A N/A
Selection of most | Skin Skin URI, acne, Gl symptoms, Gl symptoms, Gl PICC
relevant adverse burning, desquamation, | application | transaminitis, skin irritation, symptoms, infection,
effects itching, discoloration, site photosensitivity | photosensitivity | C. difficile PICC
dryness, irritation reaction, colitis, thrombosis,
erythema, fever, CYP450 adhesive
peeling decreased inducer dermatitis,
white blood vaginal
cell candidiasis,
transaminitis,
infusion
reaction, C.

difficile colitis

Gl, gastrointestinal; PICC, peripherally inserted central catheter; Q2W, every 2 weeks; Q4W, every 4 weeks; URI, upper

respiratory infection



Hormonal Monoclonal antibodies (biologics) Immunosuppressant/ small
therapy molecule inhibitor
Spironolacton | Adalimumab | Bimekizumab | Infliximab Secukinumab Prednisone Upadacitinib
e
Recommendatio | Conditional Strong Strong Strong Strong Conditional Conditional
n
Dose 50mg-200mg Adults or Adults: 3 Loading Adults: Loading | 40-60mg PO | Adults and
PO daily adolescents | Loading dose: 5- dose: 300mg SC | daily with adolescents
212years & | dose:20mg 10mg/kg IV weekly from taperover 1- | age 12-64:
=60 kg: SC Q2W from | atweek 0,2 | weeksOto4 2 weeks 30mg PO
Loading weeks0to 16 | and 6 Maintenance daily; adults
dose: 160mg | Maintenance | Maintenanc | dose: Q4W age=65: 15mg
SConday1 dose: Q4W e dose: every | thereafter. May PO daily
or 80mg thereafter 4-8 weeks escalate to
each onday thereafter Q2W for
1and day 2, adequate
80mg SC on response
day 15
Maintenanc
e dose:
40mg SC
weekly or
80mg SC
Q2W from
day 29
onward
Adolescents
212 years
30kg to
<60kg: 80mg

SConday1,




then 40mg

Q2W from
day 8
onward
Monitoring Serum CBC, renal and hepatic profile, tuberculosis, hepatitis Band C, | N/A CBC, lipid
potassium and | and HIV screen profile,
creatinine in hepatic
renally- profile,
impaired tuberculosis,
patients and hepatitis
BandC
screening
Selection of most | Gl symptoms, Serious URI, Serious Headache, URI, | Diabetes headache,
relevant adverse breast infections, candidiasis, infections, candidiasis, mellitus, dizziness,
effects tenderness, malignancy headache, malignancy, | fungal cataracts, urinary tract
changes in tinea infusion infections, glaucoma, infection,
urination, infection reaction hypersensitivity | hypertension | serious
gynecomastia, suicidal . serious , serious infections,
teratogenicity ideation and infections, infection, malignancy,
behaviors, inflammatory osteoporosis | major adverse
serious bowel disease, cardiovascula
infections, severe eczema r events,
inflammatory thrombosis,
bowel higher rates of
disease, all-cause
transaminitis mortality.
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