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L-methylfolate, a new option in 
psychiatric treatment, would it  
be linked to psoriasis relapse? 
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❚❚ ABSTRACT
We report a case of a 61-years-old woman in remission of psoriasis for 20 years. She presented 
recurrence of psoriasis in the form of plaques few days after taking L-methylfolate 15mg/day. The 
L-methylfolate was prescribed as an adjuvant for the treatment of depression in a patient with the 
methylenetetrahydrofolate reductase gene polymorphism (MTHFR).
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❚❚ RESUMO 
Paciente do sexo feminino, 61 anos, em remissão da psoríase por 20 anos. Apresentou recidiva 
de psoríase em forma de placas poucos dias após início de tratamento L-metilfolato na dose diária  
de 15mg. O L-metilfolato foi prescrito como terapêutica coadjuvante para tratamento de depressão 
em paciente portadora do polimorfismo do gene metilenotetrahidrofolato redutase.

Descritores: Psoríase; Metilenotetrahidrofolato redutase (NADPH2); Polimorfismo genético; 
Depressão; L-5-methyltetrahydrofolate; L-Metilfolato

❚❚ INTRODUCTION

Folate, a B vitamin, is essential to the brain for noradrenalin syntheses, 
serotonin, and dopamine. Three forms of folate are commonly used: folic acid, 
5- methyltetrahydrofolate (5-MTHF, methylfolate and L-methylfolate) and 
folic acid.(1)

The biologically activated form of folate, the L-methylfolate, is the only 
folate metabolism that cross the blood-brain barrier, and regulate the formation 
of tetrahydrobiopterin cofactor (BH4).(2) The BH4 is a pterin that acts as a 
mandatory cofactor for the activity of hydroxylase phenylalanine, tyrosine 
hydroxylase and tryptophan hydroxylase, which catalysis the initial stages of 
degradation of phenylalanine in the liver, therefore, as well as the limitation 
stages of biosynthesis of dopamine neurotransmitters and serotonin.(3) 
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Because folate performs a crucial role in the central 
nervous system, it is believed that individuals with 
reduced levels can achieve higher rates of depression 
and poor response to antidepressants treatment.(2)

Individuals with polymorphism of MTHFR gene 
of C677T and A1298C types, both associated with 
metabolism or folate absorption, may better benefit 
from 5-MTHF, instead to the folic acid.(4)

Some findings add to evidences that implicate in 
methylation disorders of nervous system in biology 
of some forms of mental disease. In a sample of 123 
psychiatric patients (diagnostic of higher depression 
or schizophrenia), 41 had borderline deficiency or 
defining folate (serum folate below 200µg/L). In this 
double-blind placebo study a total of 15mg daily of 
L-methylfolate was administered for 6 months, in 
addition to the psychotropic coadjuvant treatment. 
Patients presented significant clinical and social 
recovery to the use of L-methylfolate versus placebo.(5)

Other studies added 5-MTHF to antidepressant 
to people with low folate concentration or to individuals 
whose depression did not respond to drugs. The 
increase of folate during treatment with antidepressant 
may improve the efficacy of antidepressant not 
responding and allows that those that responded partly 
to the monotherapy with antidepressant to reach a  
better response.(6)

Psoriasis, common inflammatory systemic disorders, 
affects mainly the skin and nails and, occasionally,  
joints. The prevalence of psoriasis in different 
population ranges between 0 and 12%.(7)

Methotrexate drug has been indicated for 
erythrodermic psoriasis, moderate to severe arthropathic 
psoriasis, acute pustular psoriasis, severe plaque 
psoriasis or disabling psoriasis and to cases with poor 
response to phototherapy and/or retinoids.(8) 

There are suggestions in the published literature 
that L-methylfolate may cause reduction of efficacy 
of methotrexate for treatment of psoriasis, such as the 
case of a 53-yeard-old man who presented worsening 
of psoriasis after it had solved almost completely 
2 years before, although under continuing therapy 
with methotrexate. In addition, he had recurrence of 
psoriatic lesions and new psoriatic lesions covering 
80% of his body, approximately 4 to 5 weeks after the 
beginning of L-methylfolate 15mg daily for depression 
treatment.(9)

Study submitted and approved by Research Ethics 
Committee of the Hospital Israelita Albert Einstein,  
and registered under the protocol number 3.930.986 
and CAAE: 30171919.2.0000.0071.

❚❚ CASE REPORT
A 61-year-old white women, married, mother of two 
children, reported worsening of psoriasis symptoms 
after using L-methylfolate 15mg daily for coadjutant 
treatment of depression. She reported depression and 
psoriasis since she was 20 years old. The patient was 
without recurrent lesions of psoriasis since 41 years of age. 

Due to the history of depression, she was prescribed 
to use lithium carbonate, however, because of psoriasis 
the substance was avoided. In 2000, she had improvement 
in the depression by taking venlafaxine 225 mg once a 
day. In 2016, because of humor oscillations, lamotrigine 
100 mg to day was added and, to improve her sleeping 
quetiapine 50mg daily was prescribed. These were the 
current dosages, with improvement of the depression, 
quality of life and significant adverse effects. 

In January 2019, polymorphism in MTHFR gene 
was detected, with mutation of heterozygous for C677T, 
and the patient received a prescription for 15mg daily 
from L-methylfolate. Before finishing the first week 
of the use of L-methylfolate, psoriatic lesions had 
appeared, which did not occurred for 20 years. The 
occurrence was reported in psychiatric that removed 
the medication, and, 4 days later, psoriatic lesions 
begun to recovery, and disappeared completely after 
few weeks. The patient remained without new changes 
up to beginning of 2020. 

❚❚ DISCUSSION
After 20 years of being asymptomatic, there was 
recurrence of psoriasis with less than 1 week of the use 
of L-methylfolate 15mg daily. The patient reported not 
experience stress or recurrence of depression, which 
confirmed the stable picture. There were no changes in 
the patient’s eating habit and medicines, expect to the 
L-methylfolate. 

The importance of this report relays on the 
coadjuvant psychiatric therapy of high doses of 
L-methylfolate in patients with history of psoriasis. The 
present case seems to be the second case reported in 
the published literature that associate L-methylfolate 
and worsening of psoriasis.(9) Differently from cases 
already reported, our patient did not use methotrexate 
concomitantly, therefore, disregarding the hypothesis 
of possible interaction between methotrexate and  
L-methylfolate. 

The similarity between cases and possible correlation 
between L-methylfolate and psoriasis had drawn our 
attention, a fact that led to the hypothesis of high  
doses of L-methylfolate in direct relationship. 
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Although L-methylfolate 15mg has been formulated 
with 1mg of methylcobalamin, we believe that the first 
has a direct relationship and triggering role in psoriasis 
recurrence. Some reasons that may support this believe: 
close relationship with clinical cases already reported;(9) 
high dosage of L-methylfolate, approximately 15 times 
to the tolerable upper intake levels (UL) for folate, 
described by the Food and Nutrition Board do Institute 
of Medicine;(10) and the fact that methylcobalamin 
1mg corresponds to commonly prescribed dosage for 
supplementation for B12 vitamin deficiency, which in 
this case was already used by patient without reporting 
of adverse effect. 

❚❚ CONCLUSION
Considering the increase of cases treated with higher 
doses of L-methylfolate as coadjuvant for individuals 
with MTHFR gene polymorphism, the use of this 
substance must be carefully evaluated for patients with 
history of psoriasis. 

❚❚ AUTHORS’ INFORMATION
Pitliuk R: http://orcid.org/0000-0001-6212-9983
Fucci TP: http://orcid.org/0000-0001-8186-8415

❚❚ REFERENCES
1.	 Fava M, Mischoulon D. Folate in depression: efficacy, safety, differences in 

formulations, and clinical issues. J Clin Psychiatry. 2009;70 Suppl 5:12-7. 
Review.

2.	 Roman MW, Bembry FH. L-methylfolate (Deplin®): a new medical food 
therapy as adjunctive treatment for depression. Issues Ment Health Nurs. 
2011;32(2):142-3.

3.	 Kaufman S. Novel aspects of metabolism and function of tetrahydrobiopterin. 
J Nutr Sci Vitaminol (Tokyo). 1992;Spec No:492-6. Review.

4.	 Obeid R, Holzgreve W, Pietrzik K. Is 5-methyltetrahydrofolate an alternative 
to folic acid for the prevention of neural tube defects? J Perinat Med. 
2013;41(5):469-83. Review. 

5.	 Godfrey PS, Toone BK, Carney MW, Flynn TG, Bottiglieri T, Laundy M, et al. 
Enhancement of recovery from psychiatric illness by methylfolate. Lancet. 
1990;336(8712):392-5.

6.	 Fava M. Augmenting antidepressants with folate: a clinical perspective. J 
Clin Psychiatry. 2007;68 Suppl 10:4-7.

7.	 Langley RG, Krueger GG, Griffiths CE. Psoriasis: epidemiology, clinical features, 
and quality of life. Ann Rheum Dis. 2005;64 Suppl 2:ii18-23; discussion ii24-5. 
Review.

8.	 Roenigk HH Jr, Auerbach R, Maibach H, Weinstein G, Lebwohl M. 
Methotrexate in psoriasis: consensus conference. J Am Acad Dermatol. 
1998;38(3):478-85. Review.

9.	  Nazarian RS, Lamb AJ. Psoriatic flare after the concomitant administration of 
L-methylfolate and methotrexate. JAAD Case Rep. 2016;3(1):13-15.

10.	 Institute of Medicine (US) Standing Committee on the Scientific Evaluation 
of Dietary Reference Intakes and its Panel on Folate, Other B Vitamins, and 
Choline. Dietary Reference Intakes for Thiamin, Riboflavin, Niacin, Vitamin 
B6, Folate, Vitamin B12, Pantothenic Acid, Biotin, and Choline [Internet]. 
Washington (DC): National Academies Press (US); 1998 [cited 2020 Oct 28]. 
Available from: https://www.ncbi.nlm.nih.gov/books/NBK114310/

http://orcid.org/0000-0001-6212-9983
http://orcid.org/0000-0001-8186-8415
https://www.ncbi.nlm.nih.gov/books/NBK114310/

