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I. ZweckmaRige Vergleichstherapie: Kriterien gemaf 5. Kapitel § 6 VerfO G-BA

[mittelschwere bis schwere aktive Hidradenitis suppurativa]

Kriterien geman 5. Kapitel § 6 VerfO

Sofern als Vergleichstherapie eine Arzneimittelanwendung in
Betracht kommt, muss das Arzneimittel grundsatzlich eine
Zulassung fur das Anwendungsgebiet haben.

Sofern als Vergleichstherapie eine nicht-medikamenttse
Behandlung in Betracht kommt, muss diese im Rahmen der
GKYV erbringbar sein.

Beschlisse/Bewertungen/Empfehlungen des Gemeinsamen
Bundesausschusses zu im Anwendungsgebiet zugelassenen
Arzneimitteln/nicht-medikamentdsen Behandlungen

Bimekizumab

siehe unter |II.

»nicht angezeigt"

Es liegen keine Beschliisse vor

Die Vergleichstherapie soll nach dem allgemein anerkannten
Stand der medizinischen Erkenntnisse zur zweckmalfiigen
Therapie im Anwendungsgebiet gehodren.

Siehe systematische Literaturrecherche
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Il. Zugelassene Arzneimittel im Anwendungsgebiet

Wirkstoff :

Anwendungsgebiet
ATC-Code (Text aus Fachinformation)
Handelsname

Zu bewertendes Arzneimittel:

Bimekizumab Geplantes Anwendungsgebiet laut Beratungsanforderung:

Behandlung von erwachsenen Patienten mit mittelschwerer bis schwerer aktiver Hidradenitis suppurativa (HS), die unzureichend auf
eine konventionelle systemische HS-Therapie ansprechen.

Adalimumab Hidradenitis suppurativa (Acne inversa)
ATC: LO4AB0O4 Humira ist indiziert zur Behandlung der mittelschweren bis schweren aktiven Hidradenitis suppurativa (HS) bei Erwachsenen und Jugendlichen
Humira® ab einem Alter von 12 Jahren, die unzureichend auf eine konventionelle systemische HS-Therapie ansprechen.

Quellen: AMIS-Datenbank, Fachinformationen
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Abklrzungsverzeichnis

AE
AWMF
DLQI
G-BA
GIN
GoR
HR
IQWIG
Kl

LoE
NICE
OR
RR
SIGN
TRIP

WHO

Adverse effects

Arbeitsgemeinschaft der wissenschaftlichen medizinischen Fachgesellschaften
Dermatology Life Quality Index

Gemeinsamer Bundesausschuss

Guidelines International Network

Grade of Recommendations

Hazard Ratio

Institut fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen
Konfidenzintervall

Level of Evidence

National Institute for Health and Care Excellence

Odds Ratio

Relatives Risiko

Scottish Intercollegiate Guidelines Network

Turn Research into Practice Database

World Health Organization
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1 Indikation

zur Behandlung erwachsener Patienten mit mittelschwerer bis schwerer aktiver Hidradenitis
suppurativa (HS; Acne inversa), die unzureichend auf eine konventionelle systemische HS-
Therapie ansprechen.

2 Systematische Recherche

Es wurde eine systematische Literaturrecherche nach systematischen Reviews, Meta-Analysen
und evidenzbasierten systematischen Leitlinien zur Indikation: Hidradenitis suppurativa
durchgeflhrt. Der Suchzeitraum wurde auf die letzten 5 Jahre eingeschrankt und die Recherche
am 03.04.2019 abgeschlossen. Die Suche erfolgte in den aufgefihrten Datenbanken bzw.
Internetseiten folgender Organisationen: The Cochrane Library (Cochrane Database of Systematic
Reviews), MEDLINE (PubMed), AWMF, G-BA, GIN, NICE, TRIP, SIGN, WHO. Ergénzend erfolgte
eine freie Internetsuche nach aktuellen deutschen und européischen Leitlinien. Die detaillierte
Darstellung der Suchstrategie ist am Ende der Synopse aufgeftihrt.

Die Recherche ergab 77 Quellen, die anschlieBend in einem zweistufigen Screening-Verfahren
nach Themenrelevanz und methodischer Qualitdt gesichtet wurden. Zudem wurde eine
Sprachrestriktion auf deutsche und englische Quellen vorgenommen. Insgesamt ergab dies 7
Quellen, die in die synoptische Evidenz-Ubersicht aufgenommen wurden.

Abteilung Fachberatung Medizin Seite 4
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3 Ergebnisse

3.1 G-BA Beschlisse/IQWiG Berichte

Es wurden keine relevanten G-BA Beschliisse/IQWIiG Berichte identifiziert.

Abteilung Fachberatung Medizin Seite 5
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3.2 Cochrane Reviews

Ingram et al., 2015 [3].
Interventions for hidradenitis suppurativa

Fragestellung
To assess the effects of interventions for HS in people of all ages.

Methodik

Population:

¢ All individuals of either sex and any age and ethnicity with a clinical diagnosis of HS made
by a medical practitioner. Ideally, the clinical diagnosis conformed to the consensus disease
definition.

Intervention/Komparator

e The broad scope of this review meant that we included all interventions provided that they
were assessed by at least one RCT. Preliminary literature searches indicated that over 40
interventions have been used for HS, although many lack RCT evidence. In order to structure
the review, we grouped interventions into three categories, namely, pharmacological,
surgical, and other interventions (siehe Ergebnisteil).

Endpunkte:
e Primary outcomes: Quality of life, Adverse effects (AES)

e Secondary outcomes: Participant global self-assessment, Pain score, Hidradenitis Severity
Score, Physician Global Assessment, Duration of remission, measured by the number of
days until first new lesion or disease flare

Recherche/Suchzeitraum:
e upto 13 August 2015

Qualitatsbewertung der Studien:
e Cochrane Approach /GRADE

Ergebnisse

Anzahl eingeschlossener Studien:

o Twelve trials, with 615 participants

¢ Asingle RCT that was underpowered to detect clinically meaningful differences investigated
most interventions.

e There were four trials of anti-TNF-(tumour necrosis factor-alpha) therapies, which included
etanercept, infliximab, and adalimumab.

Charakteristika der Population:

¢ All studies involved adults aged 18 years and over with a clinical diagnosis of hidradenitis
suppurativa (HS)

Abteilung Fachberatung Medizin Seite 6
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¢ Six studies required baseline HS severity to be moderate to severe. One study required
baseline HS severity to be mild to moderate (stage | to II). Of the remaining five trials, three
required 'active’ disease, one permitted a range from mild to severe HS, and one did not
stipulate a specific disease severity but required a HS disease duration of at least six months

Qualitat der Studien:

Figure 2. ’Risk of bias’ graph: review authors’ judgements about each 'risk of bias’ item presented as
percentages across all included studies.

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of paricipants and personnel (performance bias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

0% 26% 50% 75%  100%

.an risk of bias DUncIearrisk of hias .High risk of bias

Studienergebnisse:

e Adalimumab 40 mg weekly improved the Dermatology Life Quality Index (DLQI) score in
participants with moderate to severe HS by 4.0 points relative to placebo (95% confidence
interval (CI) -6.5 to -1.5 points), an effect size approximately equal to the DLQI minimal
clinically important difference. We reduced the evidence quality to ‘'moderate’ because the
effect size was based on the results of only one study.

¢ In a meta-analysis of two studies with 124 participants, standard dose adalimumab 40 mg
every other week was ineffective compared with placebo (moderate quality evidence).

e In a smaller study of 38 participants, of whom only 33 provided efficacy data, infliximab 5
mg/kg treatment improved DLQI by 8.4 DLQI points after eight weeks.

e Etanercept 50 mg twice weekly was well tolerated but ineffective.

e In a RCT of 200 participants, no difference was found in surgical complications (moderate
quality evidence) or risk of recurrence (moderate quality evidence) in those randomised to
receive a gentamicin-collagen sponge prior to primary closure compared with primary closure
alone.

¢ RCTs of other interventions, including topical clindamycin 1% solution; oral tetracycline; oral
ethinylestradiol 50 mcg with either cyproterone acetate 50 mg or norgestrel 500 mcg; intense
pulsed light; neodymium-doped yttrium aluminium garnet (Nd:YAG) laser; methylene blue
gel photodynamic therapy; and staphage lysate, were relatively small studies, preventing firm
conclusions due to imprecision.

Abteilung Fachberatung Medizin Seite 7
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Anmerkung/Fazit der Autoren

Many knowledge gaps exist in RCT evidence for HS. Moderate quality evidence exists for
adalimumab, which improves DLQI score when 40 mg is given weekly, twice the standard
psoriasis dose. However, the 95% confidence interval includes an effect size of only 1.5 DLQI
points, which may not be clinically relevant, and the safety profile of weekly dosing has not been
fully established. Infliximab also improves quality of life, based on moderate quality evidence.

More RCTs are needed in most areas of HS care, particularly oral treatments and the type and
timing of surgical procedures. Outcomes should be validated, ideally, including a minimal
clinically important difference for HS.

Kommentare zum Review

¢ Siehe auch Ingram et al. 2016 [4]

Abteilung Fachberatung Medizin Seite 8
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3.3 Systematische Reviews

Tchero et al., 2019 [6].
Hidradenitis suppurativa: a systematic review and meta-analysis of therapeutic interventions.

Fragestellung

To investigate the safety and efficacy of available treatment options (medical, radiation and
surgical) for hidradenitis suppurativa with published data in the literature.

Methodik

Population:
e Patients with hidradenitis suppurativa

Intervention:

e Hidradenitis suppurativa treatments including antibiotics, tumor necrosis factor-a

Komparator:
¢ placebo or another active agent

Endpunkte:
¢ Siehe Ergebnisteil

Recherche/Suchzeitraum:
e on January 26, 2018

Qualitatsbewertung der Studien:
e 5-point JADAD scale / GRADE

Ergebnisse

Anzahl eingeschlossener Studien:

e 13 randomized trials

Qualitat der Studien:
¢ Regarding quality assessment, except for four studies, all the trials were of high quality.

Studienergebnisse:

e Adalimumab, an anti-tumor necrosis factor antibody, was superior to placebo in reducing
Sartorius score (standardized mean difference = —0.32, confidence interval [-0.46, —0.18], P
< 0.0001) and pain (risk ratio = 1.42, confidence interval [1.07, 1.9], P = 0.02), when given
weekly (not every other week).

¢ Combination therapies (such as antibiotics and hyperbaric oxygen therapy) have been
tested, which have shown promising results that are yet to be confirmed. Based on the quality
of evidence, the most recommended treatments for hidradenitis suppurativa include
adalimumab and laser therapy.

Abteilung Fachberatung Medizin Seite 9
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e Surgery (either by simple excision or complete local excision followed by skin graft) is the
first choice for intractable disease presenting in the late stages. However, the evidence on
most of these treatments is deficient and further randomized trials are needed to establish
the most efficient therapies for hidradenitis suppurativa management.

Table 2: Strength of recommendation of the therapies for
hidradenitis suppurativa based on the quality of evidence

Strength of Therapy (quality of evidence, line of
recommendation therapy)
A Adalimmumab, systemic (Th, first line)

Flap plasty reconstmuction (TaTla, surgery)
Laser therapy, CO, or Nd-YAG (Tb. surgery)
B Tetracycline, oral (IIb, first line)
Total excision, lesion and surrounding skin with
hair follicles (ITb, surgery)
Second intention healing (ITb, surgery)
Infliximab, systemic (Tb, second line)
C Clindamycin, oral (I, first line)
Individual lesion excision/curettage (111, surgery)
Primary closure/skin graft (111, surgery)
Zine ghiconate/resorcine] (I11, second line)
Acitretin/etretinate (III, second line)
D Deroofing (TV, surgery)
Intense pulsed hight (TV, surgery)
Corticosteroid, intralesional/systemic (TV, second
line}
Colchicine/botulinum toxin/isetretinein/dapsone/
cyclosporine hormones (IV, third line)
la (A). Meta-analysis of RCT, Ik {A). RCT, lla (B). Conirolled nonrandomized
study, llb (B): Quasi-experimental study, Il (C): Nonexperimental studies
{case-control studies, comelation, comparative studies), IV (0Y): Expert committes
reports. RCT: Randomized clinical frials, Md: YAG: Neodymium-doped yttrium
aluminum gamet

Anmerkung/Fazit der Autoren

In this review, we presented an evidence-based evaluation of hidradenitis suppurativa
management modalities. Further, we prepared a treatment algorithm based on the evidence and
our own experience at our clinic. Owing to the complex nature of hidradenitis suppurativa, the
patient will have a better chance of recovery if diagnosed at early stage, followed by proper
treatment, preferably based on staging followed by adherence to evidence-based algorithm. All
patients may need one or more of adjuvant therapies to manage associated pain, depression,
weight loss and infections. (...)

Mehdizadeh et al., 2015 [5].

Recurrence of hidradenitis suppurativa after surgical management: a systematic review and
meta-analysis.

Fragestellung

This study provides a comprehensive systematic review of surgical approaches in the
management of HS.

Abteilung Fachberatung Medizin Seite 10
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Methodik

Population:
e patients with HS

Intervention/Komparator:

e Surgical approaches include incision and drainage, deroofing, and local and wide excision.
Options for healing after wide surgical excision include primary closure, secondary intention
wound healing, skin grafting, and skin flaps.

Endpunkte:
e Recurrences

Recherche/Suchzeitraum:

e between 1990 and the end of March 2015. Studies were systematically searched in PubMed,
EMBASE, and the Cochrane Central Register of Controlled Trials (CENTRAL)

Qualitatsbewertung der Studien:
e kA.

Ergebnisse

Anzahl eingeschlossener Studien:

e 22 articles

Qualitat der Studien:
e poor quality evidence

Studienergebnisse:

e The estimated average recurrences were:
0 wide excision, 13.0% (95% confidence interval [CI], 5.0-22.0%);
o local incision, 22.0% (95% ClI, 10.0-37.0%); and
o deroofing, 27.0% (95% ClI, 23.0-31.0%).
¢ In the wide excision group, recurrence rates were as follows:
0 15% (95% CI, 0-72%) for primary closure,
0 8% (95% ClI, 2.0-16.0%) for using flaps, and
0 6.0% (95% ClI, 0.0-24.0%) for grafting.

e The secondary intention healing option was most commonly chosen after local excision and
deroofing.

Abteilung Fachberatung Medizin Seite 11
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Fig 3. Hidradenitis suppurativa. Forest plot of recurrence rate by excision type.

Anmerkung/Fazit der Autoren

In conclusion, this review identified a high risk of HS recurrence post operatively. There was a
higher rate of recurrence with minimally invasive surgeries. Surgical management is worth
considering in localized disease, but high quality evidence is lacking for the role and timing of
surgery combined with disease-controlling medical therapy. (...)

Kommentare zum Review

¢ |Interstudy variable duration of follow-up, the different types of surgery, the severity or
duration of HS before surgery, the area of surgery (ie, axilla, groin, perianal, etc.), and the
lack of standardized methods for outcome assessment.

¢ Die Quelle erflllt nicht ausreichend die methodischen Anforderungen. Aufgrund limitierter
hoherwertiger Evidenz, wird dieser SR jedoch ergénzend dargestellt.

Abteilung Fachberatung Medizin Seite 12
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3.4 Leitlinien

Ingram et al., 2018 [2].
British Association of Dermatologists

British Association of Dermatologists guidelines for the management of hidradenitis suppurativa
(acne inversa) 2018.

Leitlinienorganisation/Fragestellung

The overall objective of the guideline is to provide up-to-date, evidence-based recommendations
for the management of hidradenitis suppurativa (HS).

Methodik

Grundlage der Leitlinie

e Reprasentatives Gremium;

¢ Interessenkonflikte und finanzielle Unabhangigkeit dargelegt;

e Systematische Suche, Auswahl und Bewertung der Evidenz;

e Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt;

o Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden
Evidenz ist explizit dargestellt;

¢ RegelmaRige Uberpriifung der Aktualitat gesichert.

Recherche/Suchzeitraum:
e uptoJuly 2018

LoE/GoR
¢ The strength of recommendation is expressed by the wording and symbols
Table 1 Strength of recommendation ratings
Strength Wording Symbols  Defmition
Strong recommendation ‘Offer” (or similar, e.g. ‘Use’, Tt Benehts of the intervention outweigh the risks; most patients
r the use of an ‘Provide’, "Take’, would choose the intervention while only a small proportion
intervention ‘Iwvestigate”, etc.) would not: for cdinicians, most of their patients would receive the
intervention; for policy-makers, it would be a useful performance
indicator
Weak recommendation or ‘Consider” T Risks and benehts of the intervention are finely balanoed; most
the use of an patients would choose the intervention, but many would not;
intervention climicians would need to consider the pros and cons for the

patient in the context of the evidence; for policy-makers, it would
be 2 poor performance indicator where variability in practice is

expected
Mo recommendation @ Insufficient evidence to support any recommendation
Strong recommendation ‘Do not offer” 4 Risks of the intervention outweigh the benefits; most patients
ogainst the use of an would not choose the intervention while only a small proportion
intervention would; for clinicians, most of their patients would not receive the

interventon

Abteilung Fachberatung Medizin Seite 13
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Recommendations

(GPP) Manage people with HS via a multidisciplinary team approach, particularly when
considering surgical interventions.

(GPP) In all people with HS, document the Hurley stage at baseline for the worst-affected
region. For Hurley stage Ill (severe) disease consider immediate referral to dermatology
secondary care.

(GPP) Screen people with HS for associated comorbidities including depression, anxiety and
cardiovascular risk factors (diabetes, hypertension, hyperlipidaemia and central obesity). If
persistent gastrointestinal symptoms are reported refer for inflammatory bowel disease
screening.

(GPP) Where relevant, refer people with HS to smoking cessation services.
(GPP) Where relevant, refer people with HS to weight management services.

(GPP) Measure treatment response in people with HS using recognized instruments for pain
and quality of life, including an inflammatory lesion count for those on adalimumab therapy.

(GPP) In people with long-standing, moderate-to-severe HS, monitor for fistulating
gastrointestinal disease, inflammatory arthritis, genital lymphoedema, cutaneous squamous
cell carcinoma, and also for anaemia.

(171) Offer* oral tetracyclines such as doxycycline or lymecycline for at least 12 weeks to
people with HS, considering treatment breaks to assess need for ongoing therapy and to limit
the risk of antimicrobial resistance.

(171) Offer* combination treatment with oral clindamycin 300 mg twice daily and rifampicin
300 mg twice daily for 10-12 weeks to people with HS who are unresponsive to oral
tetracyclines.

(1) Consider acitretin 0.3-0.5 mg k91 9-1 in males and nonfertile females with HS who are
unresponsive to antibiotic therapies.

(1) Consider dapsone in people with HS who are unresponsive to antibiotic therapies.

(11) Offer* adalimumab (licensed for children and young people aged 12-17 years, and
adults) 40 mg weekly to people with moderate-to-severe HS that is unresponsive to
conventional systemic therapy.

(1) Consider infliximab 5 mg 91 every 8 weeks in people with moderate-to-severe HS that is
unresponsive to adalimumab therapy.

(1) Consider clindamycin 1% solution in people with HS.

(1) Consider intralesional corticosteroid injections for carefully selected, individual HS lesions
during the acute phase.

(GPP) Consider metformin in people with HS with concomitant diabetes mellitus, and females
with HS and polycystic ovary syndrome or pregnancy.

(1) Consider extensive excision in people with HS to minimize recurrence rate.

(1) Consider extensive excision for people with HS when conventional systemic treatments
have failed.

(1) Consider secondary intention healing [or TDAP (thoracodorsal artery perforator) flap
closure for axillary wounds] in people with HS following extensive excision.

(1{) Do not offer* isotretinoin to people with HS unless there are concomitant moderate-to-
severe acneiform lesions of the face or trunk.

Abteilung Fachberatung Medizin Seite 14



Gemeinsamer
Bundesausschuss

(1{) Do not offer* adalimumab 40 mg every other week to people with moderate-to-severe
HS that is unresponsive to conventional systemic therapy.

(11) Do not offer* etanercept to people with moderate to-severe HS that is unresponsive to
conventional systemic therapy.

(}1) Do not offer* cryotherapy to people with HS to treat lesions during the acute phase due
to pain from the procedure.

(1) Do not offer* microwave ablation to people with HS.

Insufficient evidence to support any recommendation to:

alitretinoin,

anakinra,

apremilast,

atorvastatin,

azathioprine,

ciclosporin,

colchicine,

cyproterone,

ethinyloestradiol with cyproterone acetate,
ethinyloestradiol with norgestrel,
finasteride,

fumaric acid esters,
hydrocortisone,

hyperbaric oxygen therapy,
intravenous antibiotics,

isoniazid,

laser and photodynamic therapies,
MABp1 [anti-interleukin (anti-IL)-1 therapy],
methotrexate,

oral prednisolone,

oral zinc,

phototherapy,
photochemotherapy,

radiotherapy,

secukinumab,

spironolactone,

staphage lysate,

tolmetin sodium and

ustekinumab for people with HS that is unresponsive to conventional systemic therapy.
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Zouboulis et al., 2019 [7].

HS ALLIANCE working group
Hidradenitis suppurativa/acne inversa: a practical framework for treatment optimization -
systematic review and recommendations from the HS ALLIANCE working group.
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Leitlinienorganisation/Fragestellung

to develop international consensus recommendations for the treatment and management of
patients with HS, which go beyond the current guidelines and provide practical suggestions on
how tools and treatments should be used.

Methodik

Grundlage der Leitlinie

e Reprasentatives Gremium: Unklar ob Patienten reprasentiert;
¢ Interessenkonflikte und finanzielle Unabhangigkeit dargelegt;
e Systematische Suche, Auswahl und Bewertung der Evidenz;
¢ Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt;

o Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden
Evidenz ist explizit dargestellt;

e RegelmaRige Uberprifung der Aktualitat gesichert.

Recherche/Suchzeitraum:

o PubMed/Medline, The Cochrane Library, EMBASE, CINAHL, SCOPUS, BIOSIS and Web of
Science between August 1996 and the date of this review (August 2016)

Recommendations

Table 1 Recommendations for assessment of comorbid disorders in patients with HS

What comorbidity-related screening should be assessed in patients with HS 7

Comorbidites and risk factors for HS include (evidence level, grade of recommaendation): Consensus (93%)
* Smaoking (1, A) * (0% range 1-3
* Cardiovascular disease (2, B) * 7% range 46
* Metabolic syndrome (2, B) * 93% range 79
* Dbeasity (2, B)
* Dapression (3, B)
* Diabetes mellitus (3, B)
+ Hypertension (3, B)

Hypertriglyceridamia (3, B)

Spondyloarthropathy (3, B)

Crohn's disease (4, C)

Treatment of HS should include careful assessment of comorbid disorders and risk
factors, referral for approprate diagnosis and treatment when needed and
consideration of the impact of these factors on HS treatment decisions.
Pretreatment screening should be pedormed where necessary

Weight loss/reduction in body mass index (obese patient; BMI > 30) can be effective in reducing Consensus (1009)
severty of disease in the long term'>'% (evidence level 4, grade of recommendation C). * (% range 1-3

* 0% range 4-6

* 100% range 7-9
When assessing patienis, paticular emphasis should be paid to psychdogical comorbidity'® Consensus (100%)
(evidence level 5, grade of recommendation D). * (% range 1-3

+ (0% range 46

* 100% range 7-9
In patients with chronic perdanal and perineal HS, and in paricular in the presence of fistlas, the possibility Consensus (36%)
of Crohn's disease should be considerad®! (evidence level 5, grade of recommendation D). + 4% range 1-3

* (% range 4-6

+ 9609 range 79
The potential for malignant transformation in patients with chronic HS should be recognized™ Consensus (100%)
(evidence level 5, grade of recommendation D). + (% range 1-3

» (% range 46

* 100% range 7-9

Abteilung Fachberatung Medizin Seite 17



Table 2 Recommendations for medical treatment of HS

‘Which non-biolegic theraples are effective in the short, medium and long term for the treatment of HS?
Thare ara vary faw long-tam data®284

In Hurey stage VIl patiants presenting with sevaral active lesions, systemic clindamycin and rfampicin
(dosaga: 300 mg twice daily) should be administerad foran average langth of 10 weaks®* %

(evidence level 4, grade of recommendation C).

Local antibiotic guidalines should be followad

The 51 Europaan guidalines recommeand that antibiotics should be usad for up 1o 3 months and reintroduced
in casa of rmcumance under the requirement that they were effactive at the last time of usa’

(evidence level 5, grade of recommendation D)

Systemic acitratin may be considered as a third-line therapy for patiants with mild/m odarats HS3-3
(evidence level 4, grade of recommendation C).

‘Which antibiotics are and are not efflcacious for the treatment of HS and how should they be used?
In Huday stage 1N patiants with mild localized HS with faw lesions, tapical clindamyan 1% is a possible
tharapy, especially in the absenca of deep inflammailory lesions (abscesses). ™ The topical formulation
may be administared twice daily fara maximum of 3 months. Resistance 1o clindamygin has changad
since reviewed studies were completed; therafora, local antibiotic guidelines shouldbe ollowad
(evidence level 2, grade of recommendation B).

In Hurley stage 11| patients prasanting with several lesons and frequant exacerbations, the tharapeutic
group of systamic tetracyclines may be considerad™ (evidence level 2, grade of recommendation B).
Howenwar, many counfries use other darivatives from tha sama group (8.9 doxyeycling, minocycling),
for which thara is no high-eval evidenca. Only ona antibiotic of the samea class should ba usad for
amaximum of 12 waeks. Local antibiofic guidalines should be followad.

In Hurdey staga IVl patiants presenting with several active lesions, systemic clindamycin

and rfampicin (dosage: 300 mg twice daily) should be administerad foran average length of

10 wesks""" (evidence level 4, grade of recommendation C).

Local antibiotic guidslines should be followad.

A triple regiman of rifampicin (10 mgkg once daily), maxifloxeacin (400 mg once daily) and
matronidazale (500 mg thrice daily) administerad for up to 12 weeaks, with matroni dazals
disconfinuation at weak &, may offerefficacy in Huday stage | and || patiants, but should be usad
with appropriate rnuni‘l.uﬁng“{e\ddsme level 4, grade of recommendation C).

Local antibiotic guidalines should be followad.

In selaciad patents with severa HS, a 6-week course of intravenous edapenam (1 g daily)

with consolidation freatmeant of fifampicinmoxifloxacin'matronidazole may be considered™
(evidence level 4, grade of recommendation C).

Local antibiotic guidsiines should be followad.

Antibiotics studied in HS (evidence level, grade of mecommendation):
+ Topical clindamycin 19 (2,B)
+ Syetemic letracyclines (2, B)
+ Combination therapy of systemic clindamyein and ffampicin (4, C)
+ Triple regimen of dfampicin, moxifloxacin and metronidazole (single study) (4, C)
* |ntravencus ertapenem (single sudy) (4, C)
+ Systemic dapsone (single study)*' (4, C)
Thers is no evidance for the use of otharantibiotics

The 51 European guidelines recommeand that antibiotics should be usad for up to 3 months and

iyps -

(J

Gemeinsamer

N
71" Bundesausschuss

Consansus (1009

* 0% range 1-3

+ (% range 46

+ 100% ranga 7-9
Consansus (100%) [afar revola)

+ (% range 1-3

* % range 4-8

+ 100% range 7-9

Consansus (100%)
+ (%6 range 1-3
* 0% range 4-6
+ 100% range 7-9

Consansus (82%) fater revate]
* 0% range 1-3
+ B% range 46
* 92% range 7-9

Consansus (100%:)
+ (0% range 1-3
¢ (% range 4-6
+ 100% ranga 7-9

Consansus (96%)
* (% range 1-3
* 4% range 46
* 96% range 7-9
Consansus (B813%)
* 0% range 1-3
+ 1% range 4-6
+ B1% range7-9

Consansus (88%)
* 0% range 1-3
+ 12% range 46
* BB% range 7-9

Consansus (96%6)
+ (0% range 1-3
* 4% range 4-6
* 98% range 7-9

Consansus (100%)
s 0% range 1-3
* 0% range 4-6
* 100% range 7-9

Consansus (100%)

raintroduced in casa of maumance undar the requirameant that they wera efflectve attha * (% range1-3
last ime of usa’ {evidence level 5, grade of recommendation D). + 0% range 46
& 100% range 7-9
In HS, microbiological cuttures are not useful (evidence level 5, grade of mcommendation D) Consansus (92%)
* 0% range 1-3
* B% range 4-6
* 92% range 7-9
Abteilung Fachberatung Medizin Seite 18



How and when in the disease course of HS should biclogics be introduced?
Thera are few RCTs and little high- quality evidance

Adalimumab should be considered as first-choice biclogic agant in moderata’severa
HS after failure of comventional reatmerts™ > (evidence level 2, grade of recommendation B).

Infliximab has also been shown to be effective and should be considerad as a second-line
biologic for moderate/sevars HS™ (evidence level 2, grade of recommendation B).

Anakinra (evidence level 2, grade of mcommendation B) has also bean shown to
ba effective and should ba considenad as a third-line bidlogic for moderatelsevare HS™
Ustakinumah (evidence level 4, grade of recommendation C) is a patentially
effectve troatmant for moderatalsevers HS®

Etanercapt is not affectiva for the eatmant of HSm{mddm'u:u level 2, grade of recommendation B).

When should (any) combinations of medical treatments be considerad for
patients with HS and what combinations should be used?

Evidanca for tha use of combination tharapy in HS is limited

In Hurley stage IIA1l paants presenting with several active lesions, systemic
clindamycin and ifampicin (dosage: 300 mg twice daily) should be administerad for
an averags length of 10 weeks® % (evidence level 4, grade of recommendation C).
Local antibiatic prescribing gquidslines should be fallawed

A friple regiman of rifampicin (10 mg/kgonca daily), maxifloxacin (400 mg once daily)
and matronidazole (500 mg thhice daily) administarad for up to 12 weaks, with
matronidazole disconfinuation at weak 6, may offar efficacy in Hurday staga land Il

patients, but should be used with approp riate monitoring™ (evidence level 4, gmde of recommendation C).

Local antibiotic prescribing guidalines should be followed.

In Hudey stage /11, the combination of oral zine gluconate (30 mg thrice daily) and
topical ticlosan 2% (twica daily) may be considarad as a treatment opBiorn™
(evidence level 4, gmde of recommendation C).

Intralesional daraids may be halplul for aculs inflammaiory nodules in combinaton with
ather treatmeants at all Huﬂﬂyslagas.‘“ (evidence level 4, grade of recommendation C).

-
S
N
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Consensus (100%)

+ (0% range 1-3

* 0% range 4-8

+ 100% range 7-9
Consensus (100%)

+ (% range 1-3

+ 0% range 46

* 100% ranga 7-9
Consansus (B13)

& 4% range 1-3

+ 15% mnge 4-6

* B1% ranga 7-9
Consensus (B4%)

+ 4% range 1-3

* 12% ange 4-6

+ B4% range 7-9
Consansus (96%:)

+ (0% range 1-3

* 4% range 46

+ 96% rmange 7-9

Consansus (92%:)

+ 0% range 1-3

+ B3% range 46

+ 92% manga 7-9
Consansus (100%) [after revata]

+ (% range 1-3

+ 0% range 46

* 100% rangae 7-9
Consansus (100%) [after revata]

+ (0% range 1-3

* 0% range 4-8

+ 100% range 7-9

Consansus (B1%)
+ (%6 range 1-3
+ 19% range 4-6
* B1% range 7-9
Consansus (B0.8%%)
* 11.5% mange 1-3
* 7.7% range 4-6
* B0.B% mnge 7-9

Low-dosa systemic corficostaroids (10 mg prednisolone equivalent parday) may be an Consensus (96%)
effectve adjunct in recaleiirant HS* (evidence level 4, grade of recommendation C). » 0% range 1-3
Long-tem coricostennid traatmart should ba used with appropriate caution. « 4% mnge 4.6
* 96% range 7-9
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Table 3 Recommendations for surgical treatment of HS

Which types of surgery may benefit patients with HS?

Casa and cohort studies usad vardable definitions of recumence and a wide range of follow-up time and,
themefare, cannot be compared.

In acute situations, surgical incision and drinage of tanse and painful abscesses, i.e. fluctuant lesions, may be performed.
However, incision and drainage should not be considered as a sole trealment because recurence is almost inevitable® ™
(evidence level 4, grade of recommendation C).

Surgical procedures, such as limited axcision, dercofing and STEEP, can be used for solitary lesions of the diseasa.
They could be pedomrmed for recurent HS lesions at fixed locations or fistula/sinus tract formation in limited areas™’
(evidence level 4, grade of recommendation C).

Wide excision of the entire affecied amea, with removal of (non-)inflamed sinuses, nodules and scar tissue, may be parformead
in Hurdey stage Il to prevent recurence™5 (avidence level 4, grade of recommendation C).

Chronic HS lesions that have not shown any signs of inflammation for a prolonged pericd of time may be excised to prevent
further recurence™* (evidence level 5, grade of recommendation D).

Special attention should be paid to patients with perianal and/or perneal HS due to the possible existence of anal, urathral
and vaginal fistulas and presence of squamous cell carcinoma®™? (evidence level 4, grade of recommendation C).

C0, ablative laser treatment is an efflective altemative method to electrosurgical or cold steel tachniques™®
(evidence level 4, grade of recommendation C).

How should medical and surglcal treatments be integrated?

There ara no RCTs descibing the combination of medical and sungical treatments

Pre- and postoperative biologic therapy may lead to a lvwer recurrence rate and a longer disease-free interval® 82
(evidence level 4, grade of recommendation C).

There is no current literature regarding adverse events when integrating biologic therapy and sumery in HS patiants.
Studies in other immune-mediated dissases are insufficiant to advise preoperative interuption of biclogics
(evidence level 5, grade of recommendation D).

Adalimumab reduces the need for surgical procedures (incisions and drainage)™
(evidence level 2, grade of recommendation C).
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Consensus (100%)

* % range 1-3

* (% range 46

* 100% ranga 7-9
Consensus (100%)

* % range 1-3

* % range 4-6

+ 100% range 7-9
Consensus (100%:)

* (0% range 1-3

* 0% range 4-8

* 100% range 7-9
Consensus (96%)

* % range 1-3

* 4% range 46

* 9% range 7-9
Consensus (78%)

* 7% range 1-3

* 15% range 4-6

& 78% range 7-9
Consensus (92.6%)

* 3.7% range 1-3

& 3.7% range 4-6

* 92 6% range 7-9
Consensus (100%)

* % range 1-3

* 0% range 4-6

s 100% ranga 7-9

Consensus (92.6%)
* 3.7% range 1-3
* 3.7% range 4-6
* 92.6% ange 7-9
Consensus (89%)
* % range 1-3
* 11% range 4-6
* 89% range 7-9
Consensus (100%)
* 0% range 1-3
* (% range 4-6
+ 100% range 7-9

Consensus (B5.7%)
*+ 3.6% range 1-3
* 10.7% range 4-6
* 85.7% range 7-9

Gulliver et al., 2016 [1].
Subcommittee of the European Dermatology Forum

Evidence-based approach to the treatment of hidradenitis suppurativa/acne inversa, based on the

European guidelines for hidradenitis suppurativa.

Leitlinienorganisation/Fragestellung

to produce a comprehensiveand rational approach for this debilitating and devastating chronic

recurrent inflammatory disorder of the skin.

Abteilung Fachberatung Medizin
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Methodik

Grundlage der Leitlinie

e Reprasentatives Gremium unkKlar;
¢ Interessenkonflikte und finanzielle Unabhangigkeit dargelegt;
e Systematische Suche, Auswahl und Bewertung der Evidenz: Angabe Suchzeitraum und
Recherchestrategie fehlt;
¢ Formale Konsensusprozesse und externes Begutachtungsverfahren teilweise dargelegt;
o Empfehlungen der Leitlinie sind gréf3tenteils mit der zugrundeliegenden Evidenz verknUpft;
e Keine Angabe ob regelméaRige Uberpriifung der Aktualitat gesichert.
LoE/GoR
Table 2 Category or Evidence/
Strength of Recommendation Category of Evidence Strength of Recommendation
Rating Scale
la: Meta-analysis of randomized controlled trials A: Category | evidence
Ib: Randomized controlled trial
la: Controlled study without randomization B: Category Il evidence or extrapolated from
ITh: Quasi-experimental sdy category | evidence
ITI: Non-experimental descriptive studies such as comparative,  C: Category I evidence or extrapolated from
correlation and case-control studies category I or Il evidence

IV: Expert committee reports or opinion or clinical experience  D: Category ['Vevidence or extrapolated from
of respected authorities, or both category I or Il evidence

Guyatt G, Oxman AD, et al. GRADE: An emerging consensus on rating quality of evidence and strength of
recommendations. BMJ April 2008; 336: 924, Last accessed February 2014

Sonstige methodische Hinweise

Die LL erfillt nicht ausreichend die methodischen Anforderungen. Aufgrund limitierter
hoherwertiger Evidenz, wird sie jedoch ergdnzend dargestellt.

Abteilung Fachberatung Medizin Seite 21
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Recommendations

Therapy Category of  Stength of
Evidence Recommendation
1st Line
Clindamycin (topical) ' IIb Possible B
Clindamycin/Rifampicin (oral) > m C
Adalimumab (subcutaneous) Ih A
Tetracycline (oral) I B
Surgery
Excision or Curettage of Individual Lesions I C
Total Excision of the Lesions and Surrounding Hair-Beanng Skin 1T B
Second Intention Healing 1T B
Primary Closure m C
Reconstuction with Skin Grafting & NPWT I C
Reconstruction with Flap Plasty lala A/B
Deroofing v D
Carbon Dioxide Laser Therapy Ib A
Nd:YAG Laser Ib A
IPL v D
2nd Line
Zinc Gluoconate m C
Resorcinol | C
Intralesional Corticosteroids v D
Systemic Corticosteroids v D
Infliximab Iblla B
Accitretin/Etretinate m C
3rd Line
Colchicine v D
Botulimmm Toxin AY D
Isotretinoin v D
Dapsone v D
Cyclosporine v D
Hormones v D
Pain Control
NSAIDS v D
Opiates v D
Dressings
Mo studies have been published to date on the use of specific dressing or Y D
wound care methodology in HS. Choice of dressing is based on clinical
EXPETIENCE.

. Single double-blind, placebo-controlled, randomized trial. Hurley stage 1-2.
. Evaluated in case series.

. Multiple prospective randomized, double-blind, placebo-controlled trials (Pioneer 1 and 2).

tad [ =

Abteilung Fachberatung Medizin Seite 22



\

3 .

> < Gemeinsamer
2,

N
71" Bundesausschuss

Establish Diagnosis of HS made by Dermatologists or other

healthcare professional with expert knowledge in HS

De-Roefing
Laser!Local Excision

Adjuvant therapy {Pain Management, \Weight Loss and Tobacco Abstinence /Treatment of Super Infections/ Appropriate Dressings)

Stage Hurley | = Il / Disease Activity: HISCR, PGA, Sartorius Score / Patient Reported Outcomes: DLQI / Pain Assessment

Hurley Il

Hurley | - Lecal Excision r Hurley I
I Wide Exeision I
I PGA Clear (Minimal) I I PGA Mild I PGA Moderate I | PGA Severe—\lery Severe |
W
Topical Clindamycin 1% lotion
B0 X% 12 wrdvaks Ciral Clindemysn
Tetracyeline 500 mg PO BID 300 mg PO BID "
o4 months Rifamgicin GO0 mg ™
- PO O0 x 10 wesks
| mpoves | | Faea |
| wmpowves | | Fasea |
Re-treat- Flared Adalimumab 160 waesl: 0
| Retne-rt | 2
than 40 mg weekly
P Improved Falled Comsiger 27 Ly Considar 3
Therepy prov Lina Theragy Line Therapy
Fig. 1 Algorithm
Seite 23
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4 Detaillierte Darstellung der Recherchestrategie

Cochrane Library - Cochrane Database of Systematic Reviews (Issue 4 of 12, April 2019)
am 03.04.2019

Suchfrage

[mh "hidradenitis suppurativa"] explode all trees

(acne and invers®):ti,ab,kw

(hidradeniti* and suppurativ*):ti,ab,kw

(velpeau* or verneuil*):ti,ab,kw and disease*:ti,ab,kw

(pyodermia fistulans sinifica):ti,ab,kw

#1 or #2 or #3 or #4 or #5

#6 Publication Year from 04.2014 to 04.2019

O N[ WIN|[F|[H#

#7 Cochrane Reviews

Systematic Reviews in Medline (PubMed) am 03.04.2019

Suchfrage

hidradenitis suppurativa[mh]

acneftiab] AND invers*[tiab]

hidradeniti*[tiab] AND suppurativ*[tiab]

(velpeau*[tiab] OR verneuil*[tiab]) AND disease*[tiab]

pyodermia fistulans sinifica[tiab]

#1 OR #2 OR #3 OR #4 OR #5

N|o|lo|”~|W[IN|F

(#6) AND (((Meta-Analysis[ptyp] OR systematic[sb] OR ((systematic review [ti] OR meta-
analysis [pt] OR meta-analysis [ti] OR systematic literature review [ti] OR this systematic
review [tw] OR pooling project [tw] OR (systematic review [tiab] AND review [pt]) OR meta
synthesis [ti] OR meta-analy*[ti] OR integrative review [tw] OR integrative research review
[tw] OR rapid review [tw] OR umbrella review [tw] OR consensus development
conference [pt] OR practice guideline [pt] OR drug class reviews [ti] OR cochrane
database syst rev [ta] OR acp journal club [ta] OR health technol assess [ta] OR evid rep
technol assess summ [ta] OR jbi database system rev implement rep [ta]) OR (clinical
guideline [tw] AND management [tw]) OR ((evidence based[ti] OR evidence-based
medicine [mh] OR best practice* [ti] OR evidence synthesis [tiab]) AND (review [pt] OR
diseases category[mh] OR behavior and behavior mechanisms [mh] OR therapeutics
[mh] OR evaluation studies[pt] OR validation studies[pt] OR guideline [pt] OR pmcbook))
OR ((systematic [tw] OR systematically [tw] OR critical [tiab] OR (study selection [tw]) OR
(predetermined [tw] OR inclusion [tw] AND criteri* [tw]) OR exclusion criteri* [tw] OR main
outcome measures [tw] OR standard of care [tw] OR standards of care [tw]) AND (survey
[tiab] OR surveys [tiab] OR overview* [tw] OR review [tiab] OR reviews [tiab] OR search*
[tw] OR handsearch [tw] OR analysis [ti] OR critique [tiab] OR appraisal [tw] OR
(reduction [tw]AND (risk [mh] OR risk [tw]) AND (death OR recurrence))) AND (literature
[tiab] OR articles [tiab] OR publications [tiab] OR publication [tiab] OR bibliography [tiab]
OR bibliographies [tiab] OR published [tiab] OR pooled data [tw] OR unpublished [tw] OR
citation [tw] OR citations [tw] OR database [tiab] OR internet [tiab] OR textbooks [tiab] OR
references [tw] OR scales [tw] OR papers [tw] OR datasets [tw] OR trials [tiab] OR meta-
analy* [tw] OR (clinical [tiab] AND studies [tiab]) OR treatment outcome [mh] OR
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treatment outcome [tw] OR pmcbook)) NOT (letter [pt] OR newspaper article [pt])) OR
Technical Report[ptyp]) OR (((((trials[tiab] OR studies[tiab] OR database*[tiab] OR
literature[tiab] OR publication*[tiab] OR Medline[tiab] OR Embase[tiab] OR Cochrane]tiab]
OR Pubmed][tiab])) AND systematic*[tiab] AND (search*[tiab] OR research*[tiab]))) OR
((((((((((HT AJtiab]) OR technology assessment*[tiab]) OR technology report*[tiab]) OR
(systematic*[tiab] AND review*[tiab])) OR (systematic*[tiab] AND overview*[tiab])) OR
meta-analy*[tiab]) OR (meta[tiab] AND analyz*[tiab])) OR (meta[tiab] AND analys*[tiab]))
OR (meta[tiab] AND analyt*[tiab]))) OR (((review*[tiab]) OR overview*[tiab]) AND
((evidence][tiab]) AND based[tiab]))))))

8 ((#7) AND ("2014/04/01"[PDAT] : "3000"[PDAT]) NOT "The Cochrane database of systematic
reviews"[Journal]) NOT (animals[MeSH:noexp] NOT (Humans[mh] AND
animals[MeSH:noexp]))

9 (#8) NOT retracted publication[ptyp]

Leitlinien in Medline (PubMed) am 03.04.2019

Suchfrage

hidradenitis suppurativa[mh]

acneftiab] AND invers*[tiab]

hidradeniti*[tiab] AND suppurativ*[tiab]
(velpeau*[tiab] OR verneuil*[tiab]) AND disease*[tiab]
pyodermia fistulans sinifica[tiab]

#1 OR #2 OR #3 OR #4 OR #5

(#6) AND (Guideline[ptyp] OR Practice Guideline[ptyp] OR guideline*[Title] OR Consensus
Development Conference[ptyp] OR Consensus Development Conference, NIH[ptyp] OR
recommendation*[ti])

8 (((#7) AND ("2014/04/01"[PDAT] : "3000"[PDAT])) NOT (animals[MeSH:noexp] NOT
(Humans[MesH] AND animals[MeSH:noexp])) NOT ("The Cochrane database of systematic
reviews"[Journal]) NOT ((comment[ptyp]) OR letter[ptyp]))

9 (#8) NOT retracted publication[ptyp]

N o |~ WIN|[F|[H#H
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