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Executive summary: Consensus treatment guidelines for the 
use of methotrexate for inflammatory skin disease in pediatric 
patients
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To the Editor:

Methotrexate (MTX) is an inexpensive and readily available medication that is used off-label 

for many inflammatory skin conditions in pediatric patients, with substantial variation 

in dosing and monitoring. To support optimal management of pediatric inflammatory 

skin diseases with low-dose MTX, a 27-member expert committee convened to establish 

evidence-based, consensus-driven guidelines.1 Five major subjects were assessed: 1) 

indications and contraindications, 2) dosing, 3) interactions with immunizations and 

medications, 4) adverse effects, and 5) monitoring. An executive summary is presented 

below. Open access to the full-length guildlines is available; see Seigfried et al. Pediatr 

Dermatol. 2023 Sep-Oct;40(5):789–808.1

The committee included pediatric and general dermatologists, pediatric rheumatologists, and 

participants from industry and patient advocacy groups. An extensive literature search was 

initiated in July 2019 using keywords from clinical questions developed for each of the 5 

subjects. Preliminary consensus statements were drafted based on the available literature and 

expert opinions from the committee. An online survey platform and modified Delphi process 

were conducted to achieve consensus, predefined as ≥70% of participants rating a statement 

as 7–9 on a 0–9 Likert scale. The Strength of Recommendation Taxonomy (SORT) system2 

was used to rate the strength of recommendations and quality of available data.

Forty-six recommendations reached consensus, including:

• Lack of FDA approval does not preclude the clinical decision to prescribe MTX 

to pediatric patients with inflammatory skin disease.

• MTX is useful for treating pediatric patients with morphea, psoriasis, 

dermatomyositis, atopic dermatitis, lupus, sarcoidosis, and alopecia areata, and 
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for prevention of neutralizing antibodies associated with biologic therapy. The 

committee recognized other conditions that can be effectively treated with MTX 

supported by limited clinical data and personal experience.

• While dosing based on either weight or body surface area can been used, weight-

based dosing was recommended for ease of calculation in clinical practice.

• There was agreement on a maximum maintenance dose of 1 mg/kg, up to 25 

mg/week; however, consensus was not achieved about an optimal starting dose, 

corresponding to the wide dosing range reported in the literature.

• MTX can be administered orally or subcutaneously, but the parenteral route 

likely enhances bioavailability and may increase efficacy.

• An initial “test dose” (<7.5 mg) of MTX in not needed for pediatric patients with 

inflammatory skin disease.

• Consider the impact of MTX on immunization and co-administered medications; 

multiple specific recommendations were made in this category.

• Although MTX is generally well tolerated, it is important to counsel patients and 

caregivers about potential adverse effects, most commonly gastrointestinal. Daily 

supplementation with 1 mg/day oral folic acid can minimize gastrointestinal 

discomfort.

Tables 1 includes a selection of key consensus statements addressing dosing, interactions 

and adverse effects. Table 2 lists specific recommendations for monitoring patients on MTX.

Even in the era of targeted therapies, MTX continues to play an important role in the 

management of inflammatory skin diseases. These consensus-based recommendations are 

intended to inform dosing, monitoring, and mitigation of potential side effects of MTX for 

treatment of pediatric inflammatory skin disease.
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Table 1.

Key consensus statements to guide MTX use for inflammatory skin disease in children

Recommendation Respondent 
agreement, %

SORTa

Dosing

While both weight-based dosing and body surface area-based dosing have been used for MTX in pediatric 
patients, weight-based dosing may be easier to calculate and has been safely used in many studies.

88 AI

Maximum dose of MTX in published studies varies widely, but for inflammatory skin disease the maximum 
dose is considered 1 mg/kg, not exceeding 25 mg/week.

92 CIII

Parenteral administration of MTX likely results in higher bioavailability and may increase efficacy. 88 CIII

Test doses are not necessary for pediatric patients starting low-dose MTX for inflammatory skin disease. 85 CIII

Onset of MTX effect is often 8–12 weeks for atopic dermatitis, psoriasis, and lichen planus, but may be closer to 
12–16 weeks for alopecia areata and morphea. Time to maximal effect may be longer.

92 CIII

MTX can be discontinued abruptly without adverse effects, other than risk of disease worsening. 88 CIII

The rate of taper should be based on disease severity, risk of disease worsening, and/or patient and parent/
caregiver preference.

80 CIII

Interactions

Concomitant use of MTX and trimethoprim/sulfamethoxazole is not contraindicated. 75 CIII

NSAIDs or salicylates can be given concurrently with low-dose MTX in children with normal renal function. 84 BII

Adverse Effects

Drug-related adverse effects of MTX including gastrointestinal effects, oral mucositis, fatigue, and headache are 
typically mitigated with folic acid supplementation.

92 BII

The use of folic acid is recommended during treatment with MTX, and daily dosing of 1 mg/day is 
recommended over once-weekly dosing for most patients.

92 CIII

The following information is pertinent in any patient on MTX with elevated liver enzymes: recent symptoms of 
viral illness, MTX dosing within 24 hours prior to phlebotomy, recent administration of other medications (eg, 
acetaminophen), recent alcohol consumption.

96 CIII

MTX should be temporarily discontinued when liver enzymes lab results are ≥3× ULN for 2 consecutive 
months.

92 CIII

Discontinue or decrease the dose of MTX if total white blood cell count is <3×109/L, absolute neutrophil count 
is <10×109/L, or platelet count is <100,000/L.

92 CIII

Counseling and mitigation strategies regarding the risks of fetal loss and teratogenicity should be discussed and 
implemented for individuals of childbearing potential taking MTX.

100 BII
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Table 2.

Recommendations to guide MTX monitoring for inflammatory skin disease in children

Recommendation Respondent 
agreement, %

SORTa

Baseline laboratory monitoring for all patients using MTX should include:
• Complete blood count
• White blood cell differential
• Alanine aminotransferase
• Aspartate aminotransferase
• Serum creatinine

92–100 CIII

Ongoing laboratory monitoring should be done after 1st month and then every 3 to 4 months:
• Complete blood count
• White blood cell differential
• Alanine aminotransferase
• Aspartate aminotransferase
• Serum creatinine

75–88 CIII

Baseline pregnancy testing should be performed for all patients of childbearing potential who are sexually 
active and not using contraception.

88 BII

Tuberculosis testing is only recommended for patients at risk for exposure. 83 CIII

Labs should be repeated sooner than usual for liver enzyme elevations 2–3x ULN. 100 CIII

Liver biopsy is not indicated for routine monitoring of pediatric patients taking low-dose MTX. 96 BII

Pulmonary function tests are only indicated for patients with pulmonary symptoms. 100 CIII

MTX, methotrexate. NSAID, nonsteroidal anti-inflammatory drug.

a
The Strength of Recommendation Taxonomy (SORT) system2 was used to rate the strength of each recommendation as: A) recommendation 

based on consistent and good quality patient-oriented evidence; B) recommendation based on inconsistent or limited-quality patient-oriented 
evidence; or C) recommendation based on consensus, opinion, case studies, or disease-oriented evidence. The quality of available data upon which 
each recommendation was based was rated as: I) good-quality patient-oriented evidence (ie, measures outcomes that matter to patients: morbidity, 
mortality, symptom improvement, cost reduction, and quality of life); II) limited-quality patient-oriented evidence; or III) other evidence, including 
consensus guidelines, usual practice, opinion, disease-oriented evidence (ie, measures intermediate, physiologic, or surrogate endpoints that may or 
may not reflect improvements in patient outcomes), and case series for studies of diagnosis, treatment, prevention, or screening.
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