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A Familiar Face in the Treatment of Immunoglobulin A
Vasculitis: Colchicine
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ABSTRACT

Objective: The aim of the this study was to evaluate immunoglobulin A vasculitis (IgAV) patients on colchicine therapy
and determine the causative factors leading to the initiation and maintenance of colchicine.

Material and Methods: This retrospective study was conducted receiving IgAV patients on colchicine at our clinic
between January 2013 and June 2023. Demographic, clinical, and laboratory data of IgAV patients were obtained from
their electronic medical records.

Results: A total of 33 IgAV patients receiving colchicine, 20 (60.6%) males and 13 (39.4%) females, were included in
the study. The mean age at diagnosis of IgAV was 111.6+45.5 months. Colchicine was initiated in 13 (39.4%) patients
with persistent rash, 8 (24.2%) with severe gastrointestinal tract involvement, seven (21.2%) with generalized/severe
rash, and five (15.2%) with recurrent IgAV. The median elapsed time to colchicine initiation was 30 (10.5-60) days. The
median duration of colchicine usage was ten (IQR, 6-54) months. Colchicine treatment was discontinued in 14 patients
after a median 6.5 (IQR, 3-11.2) months. At the last visit, 13 (39.4%) patients were receiving colchicine for familial
Mediterranean fever (FMF), four (12.1%) for recurrent IgAV, and two (6.1%) for persistent rash.

Conclusion: Colchicine should be kept in mind especially in the presence of severe, persistent or recurrent rash. Early
initiation of colchicine treatment should be considered in IgAV patients with severe Gl tract disease, especially in countries
where FMF is common.
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oz

Amac: Bu calismanin amaci kolgisin tedavisi alan immunglobulin A vaskuliti (IgAV) hastalarini degerlendirmek ve kolsisin
baslanmasl ve devam edilmesine neden olan etkenleri belirlemektir.

Gerec ve Yontemler: Bu retrospektif calisma, Ocak 2013 ile Haziran 2023 tarihleri arasinda klinigimizde takip edilen
ve kolsisin kullanan IgAV hastalari Gzerinde yapildi. IgAV hastalarinin demografik, klinik ve laboratuvar verileri elektronik
tibbi kayitlarindan elde edildi.
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Bulgular: Kolsisin alan 20'si (%60.6) erkek ve 13’0 (%39.4) kadin olmak Uzere toplam 33 IgAV hastasi calismaya dahil edildi. Ortalama
IgAV tani yasl 111.63+45.52 aydi. Kolsisin 13 (%39.4) hastada inatgl dokuntd, sekiz (%24.2) hastada ciddi Gl sistem tutulumu, yedi
(%21.2) hastada jeneralize/siddetli dokintu ve 5 (%15.2) hastada tekrarlayan IgAV nedeni ile baslandi. Kolsisin baglanmasina kadar gegen
ortanca stire 30 (10.5-60) gindU. Ortanca kolsisin kullanim sUresi on (IQR,6-54) aydi. Kolsisin tedavisi 14 hastada medyan 6.5 (IQR,
3-11.2) ay sonra kesildi. Son vizitte, 13 hasta (%39.4) ailesel Akdeniz atesi (AAA), dort hasta (%12.1) tekrarlayan IgAV ve iki hasta (%6.1)

inatgr dokuntt nedeniyle kolsisin almaktaydi.

Sonug: Kolsisin tedavisinin baslanmasi siddetli, inatci veya tekrarlayan dékiintii varliginda akida tutuimalidir. Ozellikle AAANIN yaygin
oldugu Ulkelerde, ciddi GIS hastaligi olan IgAV hastalarinda kolsisin tedavisinin erken baslanmasi diistntimelidir.

Anahtar Sozciikler: Kolsisin, imminoglobulin A vaskdiliti, Lékositoklastik vaskilit, Niiks

INTRODUCTION

Immunoglobulin - A vasculitis  (IgAV; also known as Henoch-
Schoenlein purpura), is a multisystemic disease characterized
by cutaneous, gastrointestinal (Gl) tract, articular, and renal
involvement. Although IgAV is the most common vasculitis of
childhood, its etiology and pathogenesis are still uncertain (1).
Clinical manifestations are diagnostic, but sometimes skin biopsy
may be required in the presence of atypical or persistent rash. The
histopathological finding of IgAV is leukocytoclastic vasculitis (LCV)
characterized by IgA deposition mostly in dermal capillaries and
postcapillary venules (2). It is often a self-limiting disease. Sometimes
severe and generalized skin rash, severe Gl tract symptoms, or renal
involvement may require pharmacological treatment. Corticosteroids
are the first agent recommended for these patients. In patients
with an inadequate response to corticosteroids or in organ- or life-
threatening conditions, other immunosuppressive therapies such as
intravenous immunoglobulin, cyclophosphamide, or mycophenolate
mofetil (MMF) are suggested (3).

Colchicine is an alkaloid that acts its anti-inflammatory effects by
binding to tubulin and disrupting microtubule assembly. In fact,
inhibition of microtubule polymerization inhibits neutrophil chemotaxis
and activity, reduces neutrophil-platelet interaction and aggregation,
and consequently suppresses inflammation (4). Although colchicine
is mainly used in the treatment of familial Mediterranean fever (FMF)
and gout, it is also recommended in the management of LCV (5). In
addition, the use of colchicine alone or in combination with dapsone
is known to lead to prompt and complete resolution of persistent
and/or recurrent cutaneous vasculitis (6).

In this study, we aimed to evaluate IgAV patients receiving colchicine
therapy and determine the causative factors leading to the initiation
and maintenance of colchicine.

MATERIALS and MERTHODS

Study design and participants

This study retrospectively analysed the electronic medical records of
pediatric IgAV patients receiving colchicine who fulfilled the Ankara
2008 classification criteria at a tertiary referral hospital between
January 2013 and June 2023. According to these criteria, petechiae
or purpura with predominance in the lower extremities should be
accompanied by at least one of the following four criteria: (1) IgA
predominance on histopathology, (2) acute onset arthralgia/arthritis,

(8) acute onset abdominal pain, (4) renal involvement. Patients
diagnosed with any vasculitis, such as adenosine deaminase 2
deficiency or ANCA-associated vasculitis, and/or a connective
tissue disease at presentation or during follow-up were excluded (7).
During the study period, the electronic medical records of 54 IgAV
patients receiving colchicine were evaluated. Eight patients, all with
FMF, were excluded as they were receivingcolchicine treatment at
the time of IgAV diagnosis. Our country is one of the regions where
FMF is common. Since the association between FMF and IgAV is
well known, all IgAV patients are evaluated for FMF symptoms in
our clinic. MEFV mutation is performed in patients with a suspicious
clinical history of FMF. Thirteen patients who fulfiled Yalginkaya-
Ozen criteria or Eurofever classification criteria and therefore initiated
colchicine were not included in the study (8,9). The remaining 33
patients were included in the studly.

Data collection

Demographic, clinical, and laboratory data were obtained from
the electronic medical records. Age at diagnosis, gender, follow-
up period, systemic involvements, and treatment modalities were
analyzed. The time of colchicine initiation, duration of usage, and
causative factors for initiation and continuation were recorded.
MEFV gene analysis were noted. Histopathological features of skin
biopsy were analyzed with hematoxylin-eosin staining and direct
immunofluorescence.

Definitions

Persistence of active purpuric or petechial rash after the first month
of IgAV diagnosis was defined as persistent rash. General/severe
rash was defined as rash above the waist or necrotic or bullous rash.

Severe Gl tract involvement was defined as massive Gl tract bleeding,
refractory ongoing abbdominal pain despite receiving corticosteroid,
or severe abdominal complications such as intestinal perforation or
obstruction, intussusception, and hypovolemic shock.

Recurrence was defined as a new flare of symptoms attributable to
IgAV in a patient previously diagnosed with IgAV after a symptom-
free period of at least one month.

Disease activity was assessed using the pediatric vasculitis activity
score (PVAS) based on the evaluation of the following nine organ
systems: general, skin, mucous membranes/eyes, ear/nose/throat,
cardiovascular, respiratory, Gl tract, renal, and nervous systems (10).

This study was approved by the Ankara Bilkent City Hospital Clinical
Researches Ethics Committee (Date: 24/01/2024, Decision No:



E2-24-6126). All procedures were performed in accordance with
the ethical rules and the principles of the Declaration of Helsinki.

Statistical analyses

Statistical analyses were performed using the IBM Statistical
Package for the Social Sciences, version 25.0 (SPSS Inc., Armonk,
NY, IBM Corp., USA). Descriptive analyses were presented using
means and standard deviations for normally distributed variables,
medians and interquartile range for the non-normally distributed
and ordinal variables, and frequencies for the categorical variables.

RESULTS

A total of 33 IgAV patients receiving colchicine, 20 (60.6%) males
and 13 (89.4%) females, were included in the study. The mean
age at diagnosis of IgAV was 111.63+45.52 months. Rash was
present in all patients at presentation. Twenty-nine patients (87.9%)
had purpura, two (6.1%) had bullous rash and the other two (6.1%)
had necrotic rash. The rash was localized on the lower extremities
and buttocks in 17 patients (51.5%). In ten (30.3 %) patients, rash
was also present in the upper extremities and trunk. The remaining
6 (18.2%) patients had rash all over the body including the face. In
addition, subcutaneous edema was present in 14 (42.4%) patients.
Following skin involvement, the Gl tract was the most commonly
involved system (63.6%), followed by articular (33.3%), renal (18.2%),
and scrotal (9.1%) involvement, respectively.

MEFV mutation was performed in all patients except two (6.1%).
Eleven (33.3%) patients had no mutation, while 18 (564.5%) had
at least one exon 10 mutation. FMF symptoms occurred in 13
(72.2%) of 18 patients with exon 10 mutation during follow-up, and
colchicine was continued.

Skin biopsy was performed in 5 (15.2%) patients with persistent
rash, 3 (9.1%) with recurrent IgAV, and 2 (6.1%) with generalized/
severe skin involvement. Findings of skin biopsy were consistent
with LCV with IgA deposits.

Before initiation of colchicine, three (9.1%) patients had not received
any treatment except nonsteroidal anti-inflammatory drugs. Seventeen
(561.5%) patients received corticosteroids for Gl tract involvement,
seven (21.2%) for skin involvement, four (12.1%) for Gl tract + renal
involvement, and two (8.1%) for renal involvement. Immunosuppressive
treatment was given to eight (24.2%) patients, and plasmapheresis
was performed in one (3%) patient with severe Gl tract involvement
refractory to steroid treatment. Seven (21.2%) patients developed
recurrence a median 12 (IQR, 5-48) months after the first IgAV
diagnosis. Median PVAS was two (IQR, 2-3) points at the time of
diagnosis. Demographic, clinical and laboratory characteristics of IgAV
patients receiving colchicine are given in Table I.

Colchicine was initiated in 13 (39.4%) patients with persistent rash,
eight (24.2%) with severe Gl tract involvement, seven (21.2%) with
generalized / severe rash, and five (15.2%) with recurrent IgAV.
The median elapsed time to colchicine initiation was 30 (10.5-60)
days. The median duration of colchicine usage was ten (IQR, 6-54)
months. Colchicine was initiated in a total of 20 (60.6%) patients
owing to severe or persistent rash. The rash resolved completely
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with colchicine in all patients except one (3%). This patient was
a 16-year-old girl with persistent and generalized rash. MMF was
initiated in the 4" month of colchicine treatment as her rash still
persisted. She recovered almost completely in the 1st month of
MMF treatment. No recurrence was observed after colchicine in any
of the patients who were initiated on colchicine due to recurrent IgAV.
Colchicine treatment was discontinued in 14 patients after a median
6.5 (IQR, 3-11.2) months. During follow-up, 13 (39.4%) patients
were diagnosed with FMF and continued colchicine treatment.

Table I: Demographic and clinical characteristics of
immunoglobulin A vasculitis patients receiving colchicine
IgAv
patients
receiving
colchicine
(n=33)
Gender, Male* 20 (60.6)
Age at diagnosis (months)* 111.6+45.5
Follow-up time (months)* 24 (8-60)
Colchicine initiation time (days)* 30 (10.5-60)
Duration of colchicine use (months)* 10 (6-54)
System involvement’

Cutaneous 33 (100)
Rash 33 (100)
Subcutaneous edema 14 (42.4)

Articular 11(33.9)

Gastrointestinal tract 21 (63.6)

Renal 6(18.2)

Scrotal 3(9.1)

Rash distribution’

Lower extremities and buttocks 17 (561.5)

Upper extremities or trunk 10 (30.3)

Involve face 6(18.2)

Rash characteristic*

Purpura 29 (87.9)

Bullous 2 (6.1)

Necrotic 2 (6.1)

MEFV

None 2 (6.1)

Negative 11 (33.3)

Positive
Exon 10 homozygous 2 (6.1)
Exon 10 heterozygous 12 (36.4)
Exon 10/ Exon 10; compound heterozygous 3(9.1)
Exon 10/ Not Exon 10; compound heterozygous 1)
Other 2 (6.1)

Treatment

Corticosteroid (2 mg/kg/day) 29 (80.4)

Pulse methylprednisolone (30 mg/kg/day) 12 (36.4)

Intravenous immunoglobulin 2 (6.1)

Cyclophosphamide 6(18.2)

Plasmapheresis 1)

Recurrence’ 7(21.2)

Cutaneous 4 (12.1)

Cutaneous + Gastrointestinal tract 2 (6.1)

Cutaneous + Scrotal 1)

Elapsed time until recurrence* 12 (5-48)
PVAS at the time of diagnosis* 2 (2-3)

*n(%), T: mean+SD, *: median (Interquartile range), IgAV: Immunoglobulin
A vasculitis, PVAS: Pediatric Vasculitis Activity Score



4 Polat MC et al.

Generalized/Severe rash
(n=7, 21.2%)

Severe gastrointestinal
tract involvement
(=8, 24.2%)

Persistent rash
(n=13, 39.4%)

Causative factors for initiating colchicine

Recurrent IgAV
(n=5, 15.2%)

Persistent rash
(n=2, 6.1%)

Familial Mediterranean
fever
(n=13, 39.4%)

QUIDIYI[0I SULUIRIUILL 0] SI0WEJ dALESNE))

Recurrent IgAV
(n=4, 12.1%)

Figure 1: Flowchart showing the reasons for initiating and maintaining colchicine in IgAV patients. IgAV: Immunoglobulin A vasculiti

Among these patients, seven (21.2%) were receiving colchicine for
severe Gl tract involvement, three (6.5%) for persistent rash, two
(6.1%) for recurrent IgAV and one (3%) for generalized/severe rash.
In addition, colchicine was continued in four (12.1%) patients due
to recurrent LCV and in two (6.1%) due to persistent rash (Figure
1). The mean duration of colchicine usage was 17.5+12.55 months
in patients with recurrent LCV and 7+1.41 months in patients with
persistent rash.

DISCUSSION

Immunoglobulin A vasculitis is usually self-limiting, but intensive
immunosuppressive therapies may be required in severe organ
involvement. The first and most preferred agent is corticosteroids
and occasionally other cytotoxic agents may be needed (11).
Some patients may not respond to corticosteroids in cases such
as severe and generalized rash or recurrent IgAV. Colchicine is an
anti-inflammatory drug with a tolerable side effect profile that has
been used for years in the treatment of various vasculitides. In this
study, it was shown that colchicine treatment was effective in a
small group of patients.

Skin manifestations, which are mandatory classification criteria
in IgAV, are usually limited to the lower extremities and resolve

spontaneously. However, approximately 2% of patients may
have a generalized rash, or severe rash with bullous or necrotic
characteristics (11,12). Severe cutaneous manifestations are
known to be associated with the risk of developing severe Gl
tract complications and nephritis (13,14). Moreover, necrotic
and dehisced bullous lesions may result in infections. Apart
from these life- and organ-threatening complications, severe
skin lesions may cause social and cosmetic anxiety in patients
and their families. In fact, Sestan et al. (13) reported that about
half of IgAV patients with severe cutaneous manifestations had
permanent skin sequelae (post inflammatory hyperpigmentation
or permanent scars). The optimal treatment of IgAV patients with
severe cutaneous involvement is still unknown. Corticosteroids are
usually the first-line drug of choice for the treatment of severe skin
lesions. There are also studies reporting that early corticosteroid
treatment reduces scar formation by providing faster resolution
of skin symptoms (11,13,15). Similarly, in our study, patients with
severe skin involvement received corticosteroid treatment most
frequently. However, considering the side effects that may occur
with long-term use of corticosteroid therapy, early initiation of
steroid-sparing agents is logical. LCV is a small vessel vasculitis
histologically characterized by neutrophilic infiltration and nuclear
debris around postcapillary venules, fibrin deposits in the vessel
wall, and erythrocyte extravasation (16). Considering that colchicine
acts its anti-inflammatory effects through neutrophils, it can be



predicted that it may be effective in the treatment of LCV. Although
there are no randomized studies showing the efficacy of colchicine
in pediatric IgAV patients, it has been reported to be an effective
treatment option in various case reports (17-19). However, the
time of initiation and duration of colchicine use are still unanswered
questions. In our study, colchicine treatment was used successfully
in patients with severe or persistent skin rash. Nevertheless, all
of these patients had received corticosteroids or nonsteroidal
anti-inflammatory drugs as previously reported in the literature.
Colchicine treatment is beneficial in some cases, as demonstrated
by the long-term follow-up of our study, including the period after
other immunosuppressives were discontinued.

In IgAV, if there is a concomitant rheumatologic disease and/or
uncontrolled inflammation secondary to any disease, the disease
course is likely to be more severe than expected or relapse may
occur. FMF is the most common autoinflammatory disease caused
by gain-of-function mutations in the MEFV gene. Some studies have
reported that the presence of MEFV mutations in IgAV patients may
be responsible for high inflammation and poor clinical outcome (20,
21). In these studies, it was also reported that Gl tract involvement
was more severe in the presence of MEFV mutation variant in exon
10. In our study, colchicine treatment was also initiated in egiht
patients with severe Gl tract involvement to suppress inflammation
in the acute period. Exon 10 mutation was found in seven patients,
and they continued colchicine treatment for FMF.

The main limitation of this study is that it was conducted
retrospectively from a single center. However, given that there are
only a few case reports of colchicine experience in pediatric IgAV
patients, we believe that this largest pediatric cohort data will be
informative for clinicians.

CONCLUSION

Although IgAV patients respond well to supportive care or short-
term corticosteroid use, colchicine treatment should be kept in
mind especially in the presence of severe, persistent or recurrent
rash. In addition, early initiation of colchicine treatment should be
considered in IgAV patients with severe Gl tract disease, especially
in countries where FMF is common.
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