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K CBEAEHHUIO ABTOPOB!
[Ipu HampaBIEeHUY CTAaTbH B PEAAKITUIO HEOOXOIUMO COOIONATh CISAYIONINE TIPABHIIIA;

1. CraTps nomkHa OBITH IPEJCTaBICHA B IBYX SK3EMIUIIPAX, HA PYCCKOM HMJIM aHTITUHACKOM SI3bI-
Kax, HaTrleyaTaHHas yepe3 MoJITopa HHTepBaJjia Ha OIHOI CTOPOHE CTAHIAPTHOIO JIUCTA € INMPHHOI
JIEBOTO NOJIsI B TPHM caHTHMeTpa. Mcnonb3yemblil KOMIIBIOTEPHBII WPUQT U1 TEKCTa Ha PYCCKOM U
aHnuickoM s3bikax - Times New Roman (Kupuiuna), 115 TeKcTa Ha TPy3UHCKOM S3BIKE CIIEAYeT
ucnoip3oBath AcadNusx. Pasmep mpudra - 12. K pykonrcu, HaneyaTaHHOW Ha KOMITBIOTEPE, JTODKEH
o5ITh IprtoskeH CD co crarbeit.

2. Pa3Mep craTbu TOTKEH OBITH HE MEHEe NeCsTH 1 He OoJiee 1BaALATH CTPAHUI] MAITHOIINCH,
BKJIIOYAsl yKa3areJlb JINTepaTypsl U Pe3loMe Ha aHIJIMIICKOM, PYCCKOM U IPYy3HHCKOM SI3bIKaX.

3. B crarbe 10KHBI OBITH OCBEIICHBI AKTyaIbHOCTh JAHHOTO MaTepHalla, METOIBI U PE3YIIbTaThI
UCCIIeIOBaHUs U X 00CYyKACHHE.

[Ipu npencTaBiIeHNHN B IIeYaTh HAYYHBIX SKCIIEPUMEHTAIBHBIX PA0OT aBTOPHI JOJIKHBI YKa3bIBATH
BHUJl U KOJMYECTBO SKCIIEPUMEHTANBHBIX KUBOTHBIX, IPUMEHSBIINECS METOABl 00e300MMBaHUS U
YCBHIJICHHUS (B XOJI€ OCTPBIX OIIBITOB).

4. K crarbe JOIKHBI OBITH MIPUIIOMKEHBI KpaTKoe (Ha MOJICTPAaHUIIBI) Pe3OMe Ha aHIIIUICKOM,
PYCCKOM M IT'PY3HHCKOM $I3bIKax (BK/IIOYAIOLIEE CIELYOLINE pa3aesbl: Liedb UCCIeI0BaHNs, MaTepHual U
METOJIBI, PE3YJILTATHI M 3aKIIFOUSHHE) U CIIUCOK KITtoueBBIX cioB (key words).

5. Tabnunp! HEOOXOIUMO NPENCTABIATE B Ie4aTHOH hopme. DoTokonuu He npuHUMaroTcs. Bee
nu¢poBbie, HTOTOBbIE H NPOLIEHTHbIE JaHHbIE B Ta0JIMIaX J0JIKHbI COOTBETCTBOBATH TAKOBBIM B
TeKcTe cTaThbU. Tabiuibl U rpaduKu TOJKHBI OBITH 03aryIaBIICHBI.

6. dotorpadun AOIKHBI OBITH KOHTPACTHBIMHU, (POTOKOIHHU C PEHTTEHOTPAMM - B IO3UTUBHOM
n300paxeHuH. PUCYyHKH, yepTeXu U IuarpaMmbl clIeoyeT 03ariaBUTh, IPOHYMEPOBATh U BCTABUTH B
COOTBeTCTBYIOIIEe MecTo TekcTa B tiff opmare.

B noanucsix k MukpogotorpadgusaM cieayeT yKa3plBaTh CTEICHb yBEIMUCHUS Yepe3 OKYISP HITH
00BEKTUB U METOJ] OKPACKU WJIM UMIIPETHALIMH CPE30B.

7. ®aMUIUU OTEYECTBEHHBIX aBTOPOB MIPUBOJAATCS B OPUTHHAIBHON TPAHCKPUIILIUH.

8. I[Ipu opopmnennu u HampaBneHun crared B xypHanm MHI mpocum aBTOpOB cobmronars
NpaBUIIa, U3JI0KEHHBIE B « EMUHBIX TpeOOBaHUSIX K PYKOMHUCSM, IPEACTABISIEMBIM B OMOMEIUIIMHCKHUE
JKypHAJIbD», TPUHATHIX MeXIyHapOAHBIM KOMHUTETOM PEIAaKTOPOB MEAMLMHCKUX KYpHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B koHIIe Kax 101 OPUTHHATIBHOM CTaThU MPUBOAUTCA OnOIHOrpadguyeckuii cnucok. B cnmncok nurepa-
TYPBI BKJIFOYAIOTCSl BCE MaTepHalibl, HA KOTOPBbIE UMEIOTCS CCBUIKU B TeKcTe. CIHUCOK COCTaBIAETCs B
andaBUTHOM MOpsAKe U HymMepyeTcs. JIutepaTypHblii HCTOYHMK NPUBOAUTCS Ha sI3bIKE OpUrMHaia. B
CIMCKE JINTEPATyPhl CHavYajia IPUBOIATCS PabOThI, HAMCAHHBIE 3HAKaMU TPY3MHCKOTO andaBuTa, 3aTeM
Kupwuien u naruHuneidl. CChUIKM Ha IUTHUPYEMble pabOThl B TEKCTE CTAaTbH JAIOTCS B KBaIpPaTHBIX
CKOOKax B BUJI€ HOMEPA, COOTBETCTBYIOLIETO HOMEPY JaHHOH pabOoThI B CIIMCKE TUTEPaTypbl. bonbmmH-
CTBO IIUTHPOBAHHBIX UCTOYHUKOB JOJKHBI OBITH 3a IMOCTIEAHNUE S5-7 JIET.

9. ns momydeHus MpaBa Ha MyONMKAIMIO CTaThs OJDKHA MMETh OT PYKOBOIUTENSI pabOTHI
WIN YUPEXKJCHUS BU3Y U CONPOBOIUTEIHHOE OTHOLLICHNUE, HAIMCAHHBIC WJIM HAlledaTaHHbIE Ha OJIaHKe
Y 3aBEPEHHBIE MOJIHCHIO U NIEYATHIO.

10. B koHIe cTaThU NOJKHBI OBITH MOAMHCH BCEX aBTOPOB, MOJHOCTBHIO MPUBEAEHBI UX
(amMuInM, UIMEHa U OTYECTBA, YKa3aHbl CIIy>KeOHBIN M AOMAIIHUI HOMEpa TeJIe(OHOB U agpeca MM
uHble koopAuHaThl. KomuuecTBo aBTOPOB (COABTOPOB) HE NOHKHO MPEBBIMIATH IISATH YEJIOBEK.

11. Penakuus ocraBisiet 3a cO00i MpaBo COKpaIaTh ¥ HCIPaBIATh cTarhi. Koppekrypa aBropam
HE BBICBUIAETCS, BCS paboTa U CBEpKa IPOBOAUTCS 110 aBTOPCKOMY OPHTHHAILY.

12. HemomycTuMoO HampaBiieHHE B pelaklMIo padoT, MpeICTaBICHHBIX K MeYaTH B MHBIX
M3/1aTeNbCTBAX WIIM OMYOJIMKOBAHHBIX B APYTHX U3JAHUSX.

Hpﬂ HApYHNIEHUH YKa3aHHBIX IPABUJI CTATbU HE PAaCCMAaTPUBAIOTCH.
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Abstract.

The loss of efficacy of adalimumab, one of the most commonly
used biologics for the treatment of hidradenitis suppurativa/acne
inversa, is not news to the scientific community, and it should be
noted that the number of cases not responding to this agent has
been progressively increasing in recent years.

We present a 45-year-old patient with hidradenitis suppurativa/
acne inversa (Hurley II-IIT) with a complaint duration of 3 years
who has been on adalimumab 40 mg weekly for 9 months.
The lack of improvement in the clinical condition as well as
the progression of the disease within the ongoing biologic
therapy led to the need for repeated hospitalizations and the
additional introduction of intravenous treatment with a regimen
of antibiotics (Ertapenem, Metronizadol, Ceftriaxone), zinc,
colchicine, and pain relievers.

During these hospitalizations, a partial improvement was
found, which was not durable and required the parallel
administration of antibiotics, colchicine and zinc in combination
with adalimumab in an outpatient regimen.

Several attempts at surgical treatment/incision in non-
specialized units were also made, and these too remained
generally unsuccessful or with a nondurable, unsatisfactory
clinical outcome.

Due to the subsequent consecutive worsening of the
symptomatology, the patient was admitted for evaluation of
the clinical condition and optimization of treatment. Surgical
treatment was performed by surgical deroofing under general
anaesthesia, concurrent with discontinuation of adalimumab/
antibiotic application and long-term remission was achieved.

Surgical deroofing has also been shown to be an effective
therapeutic option in the loss/lack of efficacy of adalimumab in
patients with hidradenitis suppurativa (Hurley II-III).

In the case of therapeutic resistance or worsening of
symptomatology in patients with acne inversa within
adalimumab therapy, other advanced alternatives such as
golimumab, anakinra , etanercept are available.

The efficacy of these second-line agents is also questionable
due to the development of resistance to them as well, which in
turn necessitates the frequent switch to third-line agents such
as : Ustekinumab, Tildarkizumab, Certolizumab or Ixekizumab.
The future will show to what extent this "trust” could be justified
and whether in practice the surgical approach will once again
displace the so-called "modern options” as the reasonable next
basic and reliable alternative.

The disadvantage of modern biological therapy is mainly due to
the loss of efficacy/development of resistance over time, multiple
side effects and frequent recurrence after discontinuation of
treatment. In contrast, in the case of specific, stage-oriented,
specialized surgical treatment of hidradenitis suppurativa/ acne
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inversa, in the form of surgical deroofing, for example, the
results are long-lasting and in the case of recurrences: the latter
are much more easily managed by dermatosurgery/surgery
again. The effect achieved after this type of manipulation is
essential for the patients' quality of life and guarantees to a
large extent also prevention of the development of keratinocyte
tumours in the areas affected by chronic inflammation. Precisely
because of the aforementioned facts, in a serious number of
patients this type of treatment could be considered as a priority.
The rethinking of the guideline and the staging of surgical
modalities as first-line therapy could, in a serious number of
patients, have a positive effect. Swap for surgery seems to be a
good alternative.

Key words. Adalimumab, surgical deroofing, acne inversa,
hidradenitis suppurativa , Hurley II-I1I, undermining surgery.

Introduction.

Although, until recently, suppurative hidradenitis (as a
clinical mono manifestation or in combination with pyoderma
gangrenosum) has been successfully treated with adalimumab
[1], there is now an avalanche of evidence that points to a loss
of efficacy of the drug. This, in turn, necessitates a change in
the therapeutic regimen and a switch to other biologics such as
1) Ixekizumab [2], 2) brodalumab [3], and a number of others.
Unfortunately, a number of these are not available as basic
therapy or even as alternatives in certain geographic latitudes.

On the other hand, the side effects of adalimumab are also not
infrequently a reason to stop the medication in question, as it could
(in certain cases) seriously endanger the health of patients [4].

Severe forms of hidradenitis suppurativa are no exception in
this respect- when adalimumab medication is stopped for a short
time, a progression to more severe forms such as Hurley II-III
has been observed, which cannot be managed either medically
or surgically [5]. This necessitates a rethinking of the therapeutic
strategy and a search for new alternatives.

We present a45-year-old patient , who has been on adalimumab
therapy for 9 months, with a lack of efficacy of the biologic
and disease progression during this therapy. This prompted
his repeated hospitalization, during which he also required the
introduction of concurrent antibiotic therapy with metronidazole
and ertapenem regimen (in combination with colchicine), again
the improvement was short-lived and unsatisfactory.

The patient was referred for surgical treatment , and after
surgical deroofing a durable remission was achieved, and
adalimumab therapy was permanently discontinued.

Case report.

A 45-year-old male came to the dermatology department with
primary complaints of painful, erythematous, secreting nodules,
cicatrixes and fistulas with exudation located in both axillary

297



and inguinal regions. Complaints began 3 years ago with the
spontaneous appearance of painful, erythematous nodules in the
axillary folds, later appearing in the inguinal folds too. Pain,
febrility up to 38.4 and general debility.

The patient had four previous hospitalizations for hidradenitis
suppurativa.

Multiple surgical incisions and the subsequent elimination of
pus were performed in the past in the coccyx and axillae areas
with a temporary effect.

The last surgical intervention in the form of incision was in
January 2022 during his third hospitalization for the lesions
located in the axillary regions, the effect is again short-lived and
requires temporary hospitalization.

Systemic therapy during the years with the following
medications were carried out-different antibiotic courses with:

1) Within one of the hospitalizations: Ertapenem 1g daily
intravenously in combination with Ceftriaxone 2 g daily
intravenously and metronidazole 500 mg twice daily; colchicum
disp 0.5 mg twice daily, ketotifen 1 mg twice daily, zinc
gluconate 30 mr two tablets three times a day for 10 days. Local
treatment was carried out with wound gels twice daily: iodinated
povidone 10% solution , resorcinol 15 % cream, chlorhexidine
gluconate 4%.

In the outpatient setting, antibiotic treatment was continued
with metronidazole 250 mg according to the following regimen
: 2 times 2 tablets for one week, followed by 3 times 1 tablet
(for one week), and the dose was subsequently changed to 2
times 1 tablet for 2 weeks, followed by 1 tablet for 3 months.
Colchicine was continued on an outpatient basis according to the
following schedule: twice daily at 0.5 mg for one month , with
subsequent dose reduction to once daily. Ketotifen 1mg twice
daily, fluconazole 50mg once daily for 1-2 months, silymarin
90mg - 2 times one per day, Zn gluconate 15mg / 3 times daily
two tablets.

In parallel with this the patient was put on adalimumab for 9
months during his last hospitalization in 2023, with applications
every week with 1 amp 40 mg administrated subcutaneously.

Lack of therapeutic effect of adalimumab administration.
Partial improvement of the condition after concomitant
administration of combined antibiotic therapy under inpatient
conditions, which resolves relatively quickly with antibiotic
dose reduction in the outpatient setting.

2) Within another hospitalization, systemic antibiotic
therapy included the following regimen : Ceftriaxone 2g daily
i.v. in combination with Metronidazole 500 mg twice daily
intravenously ; Zinc gluconate 15 mg 3 times daily per os;
Fluconzole 50 mg once daily, Silymarin 90 mg - 2 times one
per day.

Outpatient therapy was continued again in combination with
adalimumab on a schedule / 40 mg weekly / and did not lead
to significant improvement: doxycycline 100 mg once daily for
a month in combination with colchicine 0.5 mg and one tablet
for a month, Silymarin 90 mg twice daily for a month, and zinc
gluconate 15 mg : 3 times two tablets for a month.

The patient also had arterial hypertension for which he takes
candesartan cilexetil/amlodipine 16/5 mg once in the morning.
No family history for dermatoses was reported. He reports
drinking alcohol and smoking cigarettes.

298

The patient requested a physical examination and further
therapeutic approach to be established.

Routine blood tests were performed, resulting without
abnormalities.

The dermatological examination showed symmetric exanthema
in the axillary folds; erythematous, inflammatory, and secreting
nodules, aggregating into plaques, fistulas and postoperative
cicatrixes in the axillary and inguinal areas (Figures 1 and 2).
The patient’s hidradenitis suppurativa was staged as severe -
Hurley 3, IHS4 score > 11.

Figure 1. 1a: Left axilla , affected by deep, painful, subcutaneously
localized nodules in a patient with hidradenitis suppurativa.

1b: Right axilla of a patient with hidradenitis suppurativa and deep
tissue induration.

Figure 2. 2a,2b: Inguinal and suprapubic findings in a patient with
hidradenitis suppurativa.

2c¢: Perianal involvement in a patient with hidradenitis suppurativa /
acne inversa.

Several surgical excisions were planned to remove the lesional
sites located in the inguinal and axillary regions.

Significant improvement of the clinical picture was achieved,
as 4 months after the operation the secretion from the affected
areas was reduced by about 75-80%, clinically there were several
single nodules with a slightly raised surface and significant less
soreness to touch. General debility and febrile states are absent.
A second surgical session is planned for definitive surgical
repair of the suppurative nodules.

Discussion.

The lack or loss of effectiveness of biologics in patients with
hidradenitis suppurativa is not new and dates back more than a
decade [6]. In addition to adalimumab, ineffectiveness/loss of



efficacy or therapeutic resistance has also been observed after
the administration of golimumab, anakinra and etanercept [6,7].

However, the lack or loss of efficacy of adalimumab is proving
to be more than problematic, as a kind of credibility is being
lost in the main biologic officially approved for the treatment
of hidradenitis suppurativa/acne inversa, whose clinical efficacy
was until recently estimated to be as high as 86.7% [8,9].

It is currently unclear whether switching to golimumab [10-
12] or Ixekizumab [2] will remain as a durable alternative and
adalimumab will be completely replaced.

Another problem besides the lack or loss of effectiveness of
adalimumab is the occurrence of paradoxical reactions that lead
to: 1) the co-occurrence of plaque psoriasis and palmoplantar
pustulosis/ within the treatment of HS [13], 2) the manifestation
of psoriasiform eruptions on the skin/ within the treatment of HS
[14], 3) psoriasiform reactions in combination with sacroiliitis/
within the treatment of HS with adalimumab [15], 4) occurrence
of hidradenitis suppurativa/ within the treatment of Crohn's
disease with adalimumab [16]. Side effects of the medication
appear to be somewhat unpredictable.

The future will tell whether confidence in both Tildarkizumab
and Certolizumab will remain justified, although initial data on
their efficacy in a limited number of patients with acne inversa
are encouraging [17,18]. Similar data are available for the
administration of ustekinumab [19].

Characteristic of the profile for shared advanced therapeutic
options remain the following negatives 1) loss of efficacy of
the drug within the ongoing treatment; 2) severe side effects
that could accompany this treatment; 3) frequent worsening
of clinical symptomatology after discontinuation of their
administration; 4) neutropenia, infections, local reactions,
systemic reactions.

Similar should be the characteristics of long-term antibiotics
and retinoids: immunity decline, development of resistance,
hepatic and renal toxicity, ineffectiveness at the start of therapy.

This is what necessitates a rethinking of the therapeutic
strategy , namely: staging of certain surgical techniques to lead
to long-term or lasting improvement of symptoms. Or to reduce
the clinical symptomatology and lead to better susceptibility to
biologics and systemic antibiotics. IIn practice, an exacerbation
of this disease after correctly performed surgical treatment is
extremely rare.

Surgical deroofing and elliptical excisions are a good
opportunity to test this strategy in patients with Hurley I-III
, and they often result in durable or long-term remissions
[20,21]. Performing rotational and transpositional flaps under
general anesthesia has also been shown to have long-lasting or
permanent effects [22]. Subsequent close monitoring of these
patients in the postoperative period is also crucial for prognosis.

Multiple incisions of inflammatory nodules in combination
with systemic antibiotics performed in patients often do not
have the expected therapeutic effect , similar to the patient we
have shown in our publication. Specialized surgical approach
such as deroofing, seems to be a wonderful option.

Nevertheless, the evidence in world literature that loss of
efficacy of adalimumab has been described in patients with
Crohn's disease [23] as well as in those with rheumatoid arthritis
[24] should not be ignored.
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Strategies in the absence of such efficacy are generally always
twofold: either switching to a drug in the same group (switch to
another TNF alpha block) or switching to one with a radically
different mechanism of action (swap/ for another mechanism of
action) [25].

However, both of these options: 1) do not insure patients
against recurrent loss of efficacy/development of resistance, 2)
often have serious side effects, and 3) after stopping them - a
recurrence of symptomatology occurs, and this clinical picture
could be often more difficult to manage than the initial one and
requires in a high percentage of cases hospitalization of patients.

According to recent evidence, even switching to so-called
biosimilars is no guarantee of success and the loss of efficacy
could be even more pronounced than with adalimumab, for
example [26].

Therapeutic resistance to biologics in general could probably
be at least temporarily overcome/avoided precisely by
switching to a new form of basic or first-line treatment: surgical
treatment in the form of surgical elliptical excisions, specific
surgical deroofing, or more severe rotational/transpositional
flaps tailored to the clinical findings and localization of the
suppurative nodules and fistulas. Changing this algorithm in
single patients (in favour of dermatologic surgery/ surgery as
first-line therapy followed by systemic antibiotic therapy, for
example) is indicative that in a serious number of patients,
systemic adalimumab administration is not necessary or could
be minimized.

Conducting several consecutive (surgical) interventions during
well-defined periods and in the framework of interdisciplinary
collaboration between dermatologists and surgeons is essential
to achieve optimal results that spare patients the long and
prolonged treatment with biologics and systemic antibiotics that
gradually lose their effectiveness as the disease progresses (so-
called tachyphylaxis).

The new, strictly structured withdrawal of the disease
activity by changing the initial approach and initiating the
first line treatment by dermatosurgical/surgical one means
could subsequently provide the opportunity for a subsequent
significantly better therapeutic response in general, but also
better susceptibility and disease control to the milder non-
invasive options.

This, in turn, and in general, should have a sparing effect on
patients' organism in the long perspective.

Changing the therapeutic algorithm as a move and in favour
of invasive therapeutic options in these patients could in all
likelihood prove decisive and profitable in the long course.
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