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Risk factors of progression from discoid ®
lupus to severe systemic lupus
erythematosus: a registry-based cohort
study of 164 patients.

Lisa Fredeau, MD,” Delphine S. Courvoisier, PhD,” Raphael Ait Mehdi, MD,“ Saskia Ingen-Housz-Oro, MD,"
Emmanuel Mahe, MD,“ Nathalie Costedoat-Chalumeau, MD, PhD,f Laurent Arnaud, MD, PhD,®
Camille Frances, MD, PhD," Alexis Mathian, MD,"” Marie Jachiet, MD,' Zahir Amoura, MD, PhD,"
Jean David Bouaziz, MD, PhD,' and Francois Chasset, MD, PhD,” for the EMSED study group

Background: No study has assessed the risk factors of progression from discoid lupus erythematosus
(DLE) to severe systemic lupus erythematosus (sSLE) (defined as requiring hospitalization and specific
treatment).

Objective: To identify the risks factors of and generate a predicting score for progression to sSLE among
patients with isolated DLE or associated with systemic lupus erythematosus with mild biological
abnormalities.

Fredeau L, et al. J Am Acad Dermatol. 2023 Mar;88(3):551-559



Table IV. Generation of a score associated with progression from discoid lupus erythematosus to severe
systemic lupus erythematosus

Model 1* Model 2"
Features OR (95% CD P value OR (95% CD P value Points
Cllnlcal-f'II atures
Generalized DLE 1.3 (0.4-4.2) .6492 - -
Arthralgias 1.5 (0.4-5.1) 5183 - =

Biological features at baseline . .

M (o] (=1-1-Ta < - ——__ W W T W R ——

o DRIt = 1222_________ 74 s e e )| <0001 o]
Anti-dsDNA (O 6-10. 4) .1987 - -
Anti-SSA 0 (0.7-6.1) .1999 - -
Anti-Sm 0 (0.8-11.0) .0990 - -
Anemia 9 (1.2-22.4) .6027 - -
Lymphopenia 2 (0.4-3.6) .7596 - -
DLE/SLE ACR/EULAR classification
SLE according ACR 2019 at baseline 2.3 (0.3-16.1) .3837 - -

ACR, American College of Rheumatology; ANA, antinuclear antibody; DLE, discoid lupus erythematosus; EULAR, European Alliance of
Associations for Rheumatology; OR, odds ratio; SLE, systemic lupus erythematosus.

*Model 1 includes all variables selected from the literature review (see Supplementary Table I).

*Model 2 includes variables selected by backward elimination.

Fredeau L, et al. J Am Acad Dermatol. 2023 Mar;88(3):551-559
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TaBrE 2: Comparison of the number and size of lesions between groups.

Variables Calcipotriol (n=28) Control (n=28) P value®
Number of lesions, mean (SD)
Before intervention 5.54 (5.09) 5.11 (3.75) 0.927
1t month 2.89 (5.09) 4.50 (3.92) 0.009
2™ month 1.61 (3.79) 3.96 (3.97) 0.001
4™ month 0.68 (3.02) 272 (3.85) <0.001
Size of lesions (cm?), mean (SD)
Before intervention 0.44 (0.19) 0.45 (0.15) 0.699
1°* month 0.22 (0.21) 0.41 (0.19) 0.001
22 month 0.13 (0.19) 0.37 (0.22) <0.001
4™ month 0.06 (0.18) 0.37 (0.22) <0.001
Abbreviations: N, number; SD, standard deviation. * Analyzed by the independent #-test.
TaBLE 3: Comparison of adverse events and response to treatment after 4 months between groups.
Variables Calcipotriol (n=28) Control (n=28) P value*
Response to treatment, N (%) 24 (85.7) 4 (16.0) <0.001
Adverse events, N (%) 4 (14.3) 1 (3.6) 0.352

Abbreviations: N, number. * Analyzed by Fisher’s exact test.

Armaghan Kazeminejad, et al, Dermatologic Therapy, vol. 2023, Article ID 3427026, 6 pages, 2023. https://doi.org/10.1155/2023/3427026
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JAMA Dermatology | Original Investigation

Efficacy of Methotrexate Alone vs Methotrexate Plus Low-Dose
Prednisone in Patients With Alopecia Areata Totalis or Universalis
A 2-Step Double-Blind Randomized Clinical Trial

Pascal Joly, MD, PhD; Audrey Lafon, MD; Estelle Houivet, MS; Nathalie Donnadieu, MD;

Marie-Aleth Richard, MD, PhD; Alain Dupuy, MD, PhD; Emmanuel Delaporte, MD, PhD; Philippe Bernard, MD, PhD;
Laurent Machet, MD, PhD; Antonella Tosti, MD, PhD; Veronique Del Marmol, MD, PhD; Ramon Grimalt, MD, PhD;
Pierre A. de Viragh, MD, PhD; Jacques Benichou, MD, PhD; Olivier Chosidow, MD, PhD; Philippe Assouly, MD;
Pascal Reygagne, MD

Supplemental content
IMPORTANCE Poor therapeutic results have been reported in patients with alopecia areata
totalis (AT) or universalis (AU), the most severe and disabling types of alopecia areata (AA).
Methotrexate, an inexpensive treatment, might be effective in AU and AT.

OBJECTIVE To evaluate the efficacy and tolerance of methotrexate alone or combined with
low-dose prednisone in patients with chronic and recalcitrant AT and AU.

DESIGN, SETTING, AND PARTICIPANTS This academic, multicenter, double-blind, randomized
clinical trial was conducted at 8 dermatology departments at university hospitals between
March 2014 and December 2016 and included adult patients with AT or AU evolving for more
than 6 months despite previous topical and systemic treatments. Data analysis was
performed from October 2018 to June 2019.

Joly P, et al. JAMA Dermatol. 2023 Mar 8. doi: 10.1001/jamadermatol.2022.6687. Epub ahead of print.
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Simple techniques for ®
circumferential cryoanesthesia

updates

Mohammed I. AlJasser, MBBS, FRCPC

Key words: analgesia; anesthesia; circumferential; cooling; cotton; cryoanesthesia; freezing; ice; ring
anesthesia; sponge.

SURGICAL CHALLENGE

Cooling is an effective method for anesthesia (cryoanesthesia) in a wide range of procedures in dermatology,
including botulinum toxin injections for palmar hyperhidrosis. Ice can be applied directly to the skin then
removed for the delivery of a relatively painless injection. However, having effective cryoanesthesia without the
need to remove the ice instrument might be more practical and effective. Circumferential cryoanesthesia can be
used to achieve this goal. This has been described with the use of a glove filled with water and allowed to
freeze.' Circumferential cryoanesthesia is then achieved by injecting between the glove fingers. However, the
full glove might be quite bulky to handle and might not practically provide full circumferential cryoanesthesia.

THE SOLUTION

Cotton has been described as a method to hold water and is then frozen for use in dental anesthesia.”
However, this was not used to provide circumferential anesthesia. We describe 2 simple methods using sponge
or cotton. A small hole is created in the middle of a sponge (Fig 1). The sponge is then soaked in water and
allowed to freeze. It is important to place a plastic sheet beneath the sponge in the freezer to hold the absorbed
water in place. Sometimes a thin layer of ice develops in the hole, which can be easily broken. The frozen
sponge can then be used for circumferential anesthesia (Fig 1). The smaller the created hole is, the more
effective the anesthesia will be. Cotton can be used in a similar manner, as shown in Fig 2.

AlJasser MI. J Am Acad Dermatol. 2023 Mar;88(3):e119-e121
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Fractionated devolumizing keloid tissue: ®

The ‘pop’ method: A novel technique to

facilitate administration of intralesional
corticosteroid in difficult keloids

Rachita Dhurat, MBBS, MD, Sanober B. Daruwalla, MBBS, and Aseem Sharma, MBBS, MD, DNB
Mumbai, India

SURGICAL CHALLENGE

Intralesional steroid is the first-line accepted treatment for keloid. It has been a challenge for most clinicians
to inject triamcinolone acetonide into large compact keloids. Cryotherapy has been tried to soften such keloids.
However, cryotherapy gives undesirable side effects such as ulceration and secondary infection. Surgical
excision of keloid tissue can trigger the formation of a similar or even larger keloid. We propose the use of a
simple biopsy punch, which is available in the everyday dermatology outpatient department, to achieve
effective reduction of keloidal tissue and facilitate easy administration of intralesional agents.

Dhurat R, Daruwalla SB, Sharma A. J Am Acad Dermatol. 2023 Feb;88(2):e75-e77.
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A potassium hydroxide fountain pen for ®
precise application over molluscum
contagiosum lesions

Sandip Agrawal, MD, Aseem Sharma, MD, Maryam Motiwala, MD, and Rachita Dhurat, MD
Mumbai, India

Key words: fountain pen; irritant contact dermatitis; methylene blue; molluscum contagiosum; potassium
hydroxide; toothpick.

THERAPEUTIC CHALLENGE

Potassium hydroxide (KOH), as a 10% solution, is one of the most popular treatment modalities for
molluscum contagiosum. " It is administered as an office-based therapy or as a home-based once-daily regimen
to the patient’s guardian. A common untoward effect is that spillage of KOH onto healthy skin can cause irritant
contact dermatitis or postinflammatory hyperpigmentation, or both. Hence, the advice given to the parent or
guardian is to apply medication just over the dome of the papular lesion, taking due care to prevent trickling and
dripping. Traditionally, a toothpick or cotton bud is used to apply KOH over such lesions. However, limiting the
application to the lesions is often challenging.

Agrawal Set al. J Am Acad Dermatol. 2023 Jan;88(1):e7-e8.
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B
Using the blue screen of a smartphone as ®
an alternative to Wood’s lamp for
examination of vitiligo

Sandip Agrawal, MD, Aseem Sharma, MD, Rachita Dhurat, MD, and Kiran Chahal, MD

Key words: accentuation; clinical examination; grayscale modification; smartphone; violet light; vitiligo;
Wood’s lamp.

CLINICAL CHALLENGE

The Wood’s lamp is an instrument that is commonly used as a bedside investigative modality. Vitiligo is a
common, autoimmune disorder characterized by depigmentation of the skin and mucosal surfaces. When the
radiation (wavelength, 320-400 nm) from a Wood’s lamp falls on a vitiliginous lesion, the lack of epidermal
melanin facilitates visible autofluorescence of dermal collagen, thereby accentuating the lesion. This
accentuation is used to differentiate vitiligo from other disorders with hypopigmentation and depigmentation.
In resource-poor settings, the Wood’s lamp is often not available, and this may hamper vitiligo examination." We
describe herein use of the blue screen of a smartphone as a readily available alternative to Wood’s lamp.

Agrawal S, et al. J Am Acad Dermatol. 2023 Jan;88(1):e5-e6
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CONTINUING MEDICAL EDUCATION

Disorders of hyperpigmentation. Part L. ®
Pathogenesis and clinical features of
common pigmentary disorders

Rebecca E Wang, MD, Dayoung Ko, MD, Ben J. Friedman, MD, Henry W. Lim, MD, and
Tasneem E Mohammad, MD
Detroit, Michigan

Learning objectives

After completing this learning activity, participants should be able to classify select disorders of hyperpigmentation as epidermal, dermal, or mixed hyperpigmentation; recognize
differences in etiology and presentation of drug-induced hyperpigmentation; describe key features of mucosal and nail hyperpigmentation; and recognize and compare the common
clinical and histologic features of disorders of hyperpigmentation.

Disclosures
Editors
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Disorders of hyperpigmentation. Part II. ®
Review of management and treatment
options for hyperpigmentation

Dayoung Ko, MD, Rebecca E Wang, MD, David Ozog, MD, Henry W. Lim, MD, and
Tasneem E Mohammad, MD
Detroit, Michigan

Learning objectives

After completing this learning objective, the reader will be able to better discuss this aspect of the literature.
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14 Colchicine

Esther A. Hullah and Michael P. Escudier

CLASSIFICATION AND MODE OF ACTION

Colchicine is a naturally occuring alkaloid, obtained from plants of the lily family, including
Colchicum autumnale, which has been used for medicinal purposes since the time of ancient
Greece. It occurs as pale to greenish yellow crystals, is irritating to skin lipid soluble and oxidizes
rapidly on light exposure, so it must be stored in the dark.

Following oral administration, colchicine is rapidly absorbed in the jejunum and ileum, and it
undergoes significant hepatic first-pass metabolism. While there is wide individual variability in
bioavailability, primarily due to differing expression of protein targets. including CYP34A and
P-glycoprotein, peak plasma levels are generally achieved after 30—-120 minutes and within leuco-
cytes at around 48 hours.

Colchicine is primarily metabolized in the liver, by the cytochrome P450 enzyme CYP3A4,
via demethylation before hepatobiliary excretion in the stool. The remaining 10-20% is excreted
unchanged in the urine, such that renal impairment may prolong the half-life and increase the risk
of toxicity.

The cellular effects of colchicine, including its anti-inflammatory action, are primar-
ily accounted for by its inhibition of microtubule polymerisation and the resultant effects
on cell division and migration, signal transduction, gene expressions and cellular transport.
Other mechanisms which may play a role include inhibition of cyclooxygenases COX-1 and
COX-2.

Colchicine is seen at particularly high concentrations in leucocytes and impairs neutrophil func-
tion, macrophage activation and mast cell degranulation.

INDICATIONS AND DERMATOLOGICAL USES

Colchicine is licensed only for use in gout and familial Mediterranean fever (FMF), with all other
uses being off-licence.

* Gout and pseudogout
The inflammation in gout is mediated by neutrophil and macrophage activation, leuco-
cyte adhesion molecules, inflammasome activation and IL-1f production, all of which are
inhibited by colchicine.

Colchicine is used in the management of acute gout and also as a prophylactic agent
against acute flares when initiating allopurinol in patients with chronic gout. It is also
recommended for pseudogout or calcium pyrophosphate crystal arthritis prophylaxis and
for acute episodes.

 FMF
This condition is associated with a mutation in the gene that encodes the protein pyrin,
which regulates inflammasome activation, resulting in increased IL-1f production and
inflammation resulting in fever, arthritis and serositis.

Colchicine is the primary treatment for FMF and has good long-term efficacy and safety
and proven safety in children, during pregnancy and with nursing patients.

At daily doses of 1.0-2.0 mg, it reduces the frequency of FMF attacks and pre-
vents the development of amyloidosis and subsequent chronic renal failure. It can also
induce remission of proteinuria and nephrotic syndrome in patients with established
amyloid nephropathy.

+ Additional indications
The range of potential uses of colchicine has broadened significantly, particularly within
dermatology and oral medicine. However, in many cases the current evidence base is lim-
ited to case series or case reports.

The following are the exceptions, having been the subject of controlled trials.

* Behget’s Disease: Colchicine significantly reduces the frequency of oral and genital ulcer-
ation, pseudofolliculitis and erythema nodosum.

* Chronic Urticaria: Over half of patients treated for a mean period of 7 months achieved a
partial or complete response.

* Epidermolysis Bullosa Acquisita: Colchicine is an effective monotherapy and acts
through its inhibition of secretion of anti-type VII collagen antibody, with improve-
ment in dysphagial symptoms. mucosal erosions, oesophageal stenosis and cutaneous
erosions.

* Leucocytoclastic Vasculitis: While several case reports support the efficacy of colchicine
in this group of conditions, a prospective randomized controlled trial using 0.5 mg per day
did not confirm this.

* Recurrent Aphthous Stomatitis: Colchicine at a dose of 0.5-1.5 mg per day is often effec-
tive in reducing the severity (symptoms, size and durations of lesions) as well as the fre-
quency of attacks over a period of 3 months.

* Sweet’s Syndrome (Acute Febrile Neutrophilic Dermatosis): Over half of patients show
regression of lesions at a dose of 1.0-2.0 mg per day with the remainder responding with
the addition of prednisolone.

FORMULATION/PRESENTATION

Oral administration is the most common route of administration. Intravenous delivery, while
quicker-acting, is associated with a significantly increased risk of toxicity. In contrast topical use is
less well evidenced in the literature.

The starting dose is 0.5 mg daily. increasing to 1-1.5 mg in divided (0.5 mg) doses, as tolerated.
The dose tolerated by the patient is usually dependent on gastrointestinal (GI) side effects.

The usual maintenance dose is 0.5-2.0 mg, daily although dosage adjustment is required in
patients with moderate-to-severe renal impairment or hepatobiliary dysfunction. Tolerance is
improved by delivering the drug in divided doses, while long-term studies have confirmed its safety
in chronic use.

SpeciaL PoINT

Colchicine has a narrow therapeutic window and a significant variation in the dose required to cause
morbidity or mortality, and as little as 67 mg has caused death. Toxicity typically manifests as
GI symptoms, with the later development of widespread organ dysfunction including renal failure,
arrhythmias and heart failure.

As mentioned above, its hepatobiliary and renal excretion means that impairment of either
pathway can result in its accumulation and toxicity. Similarly, colchicine overdose can arise from



drug interactions, e.g. antibiotics, antifungals, calcium channel blockers, immunosuppressants and
statins. Acute toxicity manifests as cholera-like symptoms and signs of dehydration, electrolyte
disturbance, metabolic acidosis, renal failure and shock. Convulsions, muscle paralysis, neuropathy
and respiratory distress are common.

BASELINE INVESTIGATIONS AND CONSIDERATIONS

= Full blood count (FBC) (complete blood count [CBC]).
* Urea, electrolytes and creatinine.
« Liver function tests (LFTs).

MONITORING

» FBC (CBC) and differential white cell count every month.
* LFTs and renal indices every 3 months.

CONTRAINDICATIONS

* Haematological disease.
* Severe renal impairment or haemodialysis (colchicine cannot be removed by dialysis or
exchange transfusion).

CAUTIONS

Care should be exercised in patients who:

* Are older or debilitated as they may be especially susceptible to cumulative toxicity, which
leads to GI, renal, hepatic, cardiac or haematological complications.

* Have gastrointestinal hepatic or cardiac disease who are at increased risk of developing
toxicity.

* Have renal impairment or are concurrently using nephrotoxic drugs as they are at a greater
risk of toxicity.

* Have chronic kidney disease i.e. stage 5 with a glomerular filtration rate (GFR) <15 mL/
min.

IMPORTANT DRUG INTERACTIONS

* Macrolide antibiotics (erythromycin, clarithromycin and others) increase the risk of col-
chicine toxicity, due to interactions with the cytochrome P450 (CYP450) 3A4 microsomal
enzyme system.

» Ciclosporin (cyclosporine) concentrations are increased by colchicine, with an increased
risk of nephrotoxicity and neuromuscular adverse effects.

» Vitamin B12 absorption may be impaired by colchicine, resulting in megaloblastic anaemia.

» Statins and fibrates may cause acute myopathy when given with colchicine. Patients should
be advised to report any muscular pain or weakness.

* Other potential interactions include drugs metabolized by CYP3A4, including azole anti-
fungals, antiviral drugs and cardiac medication.

ADVERSE EFFECTS AND THEIR MANAGEMENT

Colchicine is generally well-tolerated. The most common unwanted effects are:

» Gastrointestinal: Nausea, vomiting and diarrhoea, which may worsen with increasing dos-
age, and occur in 5-10% of patients. Less commonly elevation of liver transaminases can
also occur as malabsorption syndrome, affecting B12, fat, protein, actively transported
sugars and electrolytes. Other gastrointestinal effects include paralytic ileus.

* Bone marrow suppression: Agranulocytosis, thrombocytopenia and aplastic anaemia can
occur after prolonged treatment. Administration of granulocyte colony stimulating factor
(G-CSF) should be considered in such cases.

* Myopathy and neuropathy: This occurs especially in patients with renal impairment. The
myopathy is proximal, with elevated serum creatinine phosphokinase, and the neuropathy
is axonal. Myopathy recovers on withdrawal of colchicine, but neurological recovery may
be slow.

* Dermatological: These include urticaria; rarely, Stevens—Johnson syndrome, toxic epider-
mal necrolysis and alopecia universalis; and very rarely, porphyria cutanea tarda.

There have been isolated reports of bladder spasms, renal damage and haematuria, and hypothyroidism.

USE IN SPECIAL SITUATIONS
PREGNANCY

The use of colchicine in pregnancy is controversial as a result of the potential risks and should only
be considered if the potential benefits to the mother outweigh the possible risk to the fetus, e.g. FME

A systematic review and meta-analysis of four papers addressing the use of colchicine throughout
pregnancy, for FMF, did not reveal an increased incidence of miscarriage or major fetal malforma-
tions. In fact, the incidence of miscarriage was significantly lower in patients who took colchicine
compared with those who did not. There was also no significant difference in birth weight or gesta-
tional age between those who did and did not take colchicine. However, when not limited to FMF,
colchicine use was associated with a significantly lower birth weight and gestational age compared
with a control group including, healthy patients who did not take colchicine.

LAcTATION

While colchicine is excreted into breast milk, there are no reported adverse effects in breastfed
infants and it is therefore considered compatible with breastfeeding.

CHILDREN

Safe use of colchicine in children has been reported in a number of case reports, e.g. as an adjuvant
treatment with systemic corticosteroids in children with linear IgA disease.

ESSENTIAL PATIENT INFORMATION

Patients should be advised:

» To reduce dosage of colchicine if weakness, anorexia, nausea, vomiting or diarrhoea occurs.

* Of the dangers of overdosage.

* That as colchicine can adversely affect the fetus, pregnancy should be avoided during
treatment.
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