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Vraag: 
Een patiënt met psoriasis die methotrexaat gebruikt heeft toch per ongeluk zijn vrouw 
zwanger gemaakt. Moet de zwangerschap worden beëindigd? 
 
PICO: 
P man die methotrexaat gebruikt 
I vrouw is zwanger geworden 
C geen interventie 
O moet de zwangerschap worden beëindigd? 
 
Literatuursearch 
Bovenste gedeelte pyramide: gezocht met termen: Methotrexate, (in)fertility, psoriasis 
 
1e trede: evidence based richtlijnen 
CBO: 1 richtlijn over psoriasis. 
Vanwege de mutagene en teratogene bijwerkingen van MTX wordt anticonceptie 
geadviseerd tot drie maanden na het staken van de therapie, voor zowel mannen als 
vrouwen. 
Contra-indicaties Absoluut: Actuele kinderwens (zowel bij mannen als vrouwen) 
 
National Guideline Clearinghouse: Long-term follow-up guidelines for survivors of 
childhood, adolescent, and young adult cancers. Sections 6-37: chemotherapy. 
Children's Oncology Group - Medical Specialty Society.  2003 Sep (revised 2006 
Mar).  37 pages. Geen antwoord op de vraag 
 
National Library of Guidelines: Guidelines of care for the management of psoriasis 
and psoriatic arthritis Section 4. Guidelines of care for the management and treatment 
of psoriasis with traditional systemic agents 
Alan Menter, MD et al. 
Male fertility 
Methotrexate is not mutagenic but spermatogenesis studies in rats suggest that it may 
be toxic to cells undergoing division. In human beings, there is controversy regarding 
the effect of methotrexate on spermatogenesis; the teratogenicity of methotrexate in 
fetus fathered by men who are on methotrexate is unclear because of a lack of data. 
Although some studies suggest that methotrexate treatment may result in severe, yet 
reversible, oligospermia despite normal hormone levels, other studies reveal no 
changes in spermatogenesis and sperm counts. One cycle of spermatogenesis 
requires 74 days thus it is appropriate for male patients to wait 3 months after 
discontinuing methotrexate before attempting to conceive a child to allow for the 
methotrexate effects to be eliminated  
 
NHG standaarden: richtlijn psoriasis, geen methotrexaat 
Oncoline: 0 hits 
 
2e trede: synthesissen/synopsissen 
Best Medical Practice: behandeling van MTX bij psoriasis, geen antwoord op de 
vraag 

https://literatuur.amc.nl/http/www.guideline.gov/summary/summary.aspx?doc_id=10770&nbr=005598&string=effects+AND+methotrexate+AND+fertility
https://literatuur.amc.nl/http/www.guideline.gov/summary/summary.aspx?doc_id=10770&nbr=005598&string=effects+AND+methotrexate+AND+fertility


3e trede: systematische reviews 
Cochrane Library:  
Systematic review on the safety of methotrexate in rheumatoid arthritis regarding the 
reproductive system (fertility, pregnancy, and breastfeeding) (Provisional 
abstract),nog niet beschikbaar. 
Original article:Martinez Lopez JA, Loza E, Carmona L. Systematic review on the 
safety of methotrexate in rheumatoid arthritis regarding the reproductive system 
(fertility, pregnancy, and breastfeeding). Clinical and Experimental 
Rheumatology.2009;27(4):678-684 

Abstract 

OBJECTIVE: To analyze the safety of methotrexate (MTX) in rheumatoid arthritis 
(RA) regarding the reproductive system (fertility, pregnancy, and breastfeeding). 
METHODS: Systematic review of studies retrieved by a sensitive search strategy in 
Medline (1961 - October 2007), Embase (1961 - October 2007), Cochrane Library (up 
to October 2007), and from the abstracts of the ACR (2005, 2006) and EULAR (2005 
- 2007) annual scientific meetings. Selection criteria: a) population: studies had to 
include patients with RA; b) intervention and control: discontinuation of MTX or 
elective abortion versus continuation of MTX or continuing pregnancy; and c) 
outcomes: infertility, oligospermia, reversibility, miscarriages, malformations, 
premature babies, healthy newborn, percent of the dose of MTX that passes to human 
milk, adverse effects in the lactating child. There was no limitation regarding study 
design, except for case reports, or language. RESULTS: MTX and pregnancy: we 
selected 6 articles for detailed evaluation from 847 initial ones from the literature 
search. They were descriptions of cases obtained from searching retrospectively 
clinical databases of individual centers or from surveys. Patients had been exposed to 
MTX at doses used in rheumatology (5-25 mg/w), from conception to first trimester 
of pregnancy. Total number of MTX exposed pregnancies is 101, and the pooled 
outcomes (elective abortion not included): 19 miscarriages (23% of pregnancies); 55 
live births (66% of pregnancies); and 5 of them had minor neonatal malformations 
(5% of pregnancies). The rate of induced abortions is 18%. MTX and lactation and 
fertility: no articles fulfilled the selection criteria. There is indirect evidence on the 
excretion of MTX in human milk and probably of reversible infertility from case 
reports. CONCLUSIONS: This review exposes the shortage of data on the safety and 
risks of MTX during conception, pregnancy and lactation at the doses commonly used 
in rheumatology. MTX and pregnancy: there is not sufficient evidence to support 
whether it is MTX or the disease what underlies miscarriage in these patients. Pooling 
the data from the studies included, the rates of miscarriages and of birth defects are 
similar to the rates observed in healthy population. MTX and lactation and fertility: 
there is absence of confirming evidence. 

 
Schuine trede: Geaggregeerde evidence 
Evidence-Based Medicine Guidelines:  
Methotrexate in the treatment of rheumatic diseases, EBM Guidelines, 20.11.2009 
Both women and men should stop the drug 3 months before a planned pregnancy. A 
patient on methotrexate should use contraception. 
 



TRIP database:  

What are the risks a child is conceived to a man taking methotrexate for psoriasis? 

Answer: 3 April 2008 “Following administration to a man or woman conception 
should be avoided by using an effective contraceptive method for at least 3 months 
after using Maxtrex Tablets 10mg” 

A 2003 article in the Canadian Family Physician [2] reports: 

“To date, there are no reports of adverse pregnancy outcomes among men exposed to 
methotrexate before conception. Opinions in the literature differ on the effects of 
methotrexate on male fertility. Several case reports and studies report no effect; others 
report reversible sterility. One limitation to several of these studies is the concurrent 
administration of other chemotherapeutic agents. Small studies reporting on 
methotrexate use with no other agents suggest no increased infertility.” 

Does methotrexate, in doses used for treating psoriasis, have any effect on 
spermatogenosis and if so for how long should a male patient be off his treatment 
before attempting to father a child? 
 
Mtx causes disruption of the DNA synthesis mechanism, adversely affecting tissues 
with high mitotic activity, which include spermatozoa and spermatocytes. Gunther et 
al. reported no vital change in sperm concentration, motility or morphology; however, 
subsequently many authors have noted a depression in sperm count. Sussman A et al. 
described presence of early and late spermatids in patients on Mtx due to interference 
in spermatogenesis. They inferred that although induced oligospermia is reversible, 
the mutagenic potential is unknown and it would be prudent to avoid pregnancy 
during the therapy. ”  
Pandhi D, Gupta R and Singal A. Gynaecomastia with oligospermia: an unusual 
complication of low-dose methotrexate for pustular psoriasis. Clinical & 
Experimental Dermatology. 2006. 31(1): Case report 
 
4e trede: oorspronkelijke studies 
Pubmed: alleen relevante review artikelen 
Zoektermen:  
("methotrexate"[MeSH Terms] OR "methotrexate"[All Fields]) AND 
teratogenicity[All Fields] AND ("infertility"[MeSH Terms] OR "infertility"[All 
Fields] OR "fertility"[All Fields] OR "fertility"[MeSH Terms]):  
2 hits waarvan 1 in bruikbaar 
 
 ("infertility"[MeSH Terms] OR "infertility"[All Fields] OR "fertility"[All Fields] OR 
"fertility"[MeSH Terms]) AND ("men"[MeSH Terms] OR "men"[All Fields] OR 
"male"[MeSH Terms] OR "male"[All Fields]) AND ("methotrexate"[MeSH Terms] 
OR "methotrexate"[All Fields]) 17 review 
 
("methotrexate"[MeSH Terms] OR "methotrexate"[All Fields]) AND 
("infertility"[MeSH Terms] OR "infertility"[All Fields] OR "fertility"[All Fields] OR 
"fertility"[MeSH Terms]) : 107 review 



1. Systematic review on the safety of methotrexate in rheumatoid arthritis 
regarding the reproductive system (fertility, pregnancy, and 
breastfeeding).Martínez Lopez JA, Loza E, Carmona L. Clin Exp Rheumatol. 
2009 Jul-Aug;27(4):678-84. (zie eerder) 

2. Methotrexate and psoriasis: 2009 National Psoriasis Foundation Consensus 
Conference. Kalb RE, Strober B, Weinstein G, Lebwohl M, J Am Acad 
Dermatol. 2009 May;60(5):824-37  

Effect of low-dose methotrexate on male fertility and spermatogenesis. 
Methotrexate is not mutagenic. It is toxic to cells undergoing division (ie, 
spermatogenesis). Methotrexate is often used in combination with other drugs 
in chemotherapeutic regimens; thus its effect on male fertility is uncertain. Its 
effects are usually reversible once the drug is withdrawn. 

There is controversy regarding its effect on male spermatogenesis and fertility. 
Some studies support that methotrexate treatment may result in severe 
oligospermia in the face of normal hormone levels and these effects on 
spermatogenesis are reversible. No increases in abnormal births have been 
documented with fathers on methotrexate. Several possible explanations have 
been put forth. The oligospermia may be severe enough to inhibit fertilization. 
Alternatively, the sperm have sufficient functional abnormalities to impair 
their ability to fertilize an egg. Other studies revealed no changes in 
spermatogenesis and sperm counts. 

Since one cycle of spermatogenesis requires 74 days, the conservative 
recommendation is to wait 3 months prior to conception to allow for the 
effects of methotrexate to completely pass. Based on the current evidence, it 
may be less likely for a man to conceive a child while exposed to low-dose 
methotrexate. However, if conception occurs, it is unlikely there will be any 
fetal abnormalities. Consultation with a medical geneticist may be appropriate 
in this situation. 

3. Systemic dermatological treatment with relevance for male fertility. 
Grunewald S, Paasch U, Glander HJ. J Dtsch Dermatol Ges. 2007 Jan;5(1):15-
21. 

Methotrexate (MTX) is an antimetabolite and folic acid antagonist that is 
known to cause chromosomal anomalies and point mutations resulting in 
mutagenesis. Methotrexate has been shown to cause degeneration of 
spermatocytes, Sertoli cells, and Leydig cells in rat testes. Studies have shown 
that oligospermia caused by methotrexate (flagellum damage and severe 
oligozoospermia due to mitosis inhibition) is reversible in humans. Although 
there is no evidence in the literature of an increased risk of congenital 
abnormalities in children fathered by patients who have undergone 
methotrexate therapy, this could also be due to the fact that many patients are 
rendered infertile or it may be a result of arrested embryonic development. 
Germ cells in prepubescent patients are less vulnerable than in adults to the 
toxic effects of methotrexate. 
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4. The effects of immunosuppressive and anti-inflammatory medications on 
fertility, pregnancy, and lactation. Janssen NM, Genta MS. Arch Intern Med. 
2000 Mar 13;160(5):610-9. zie eerder 

Fertility and Conception. Methotrexate does not seem to adversely affect 
female fertility. Methotrexate therapy can cause reversible sterility in men, as 
documented in individual case reports (patients often receiving other 
chemotherapeutic drugs as well). Methotrexate is embryotoxic, so women of 
childbearing age using methotrexate must be using adequate contraception. 
Women who wish to become pregnant should discontinue treatment with the 
drug for at least 3 months prior to attempting conception. Because folate may 
be depleted during methotrexate use, and folate deficiency is associated with 
neural tube defects, it is especially important to supplement this vitamin.  

 

 

ANTWOORD OP DE VRAAG: 

MTX kan ernstige oligosperma veroorzaken, echter deze is reversibel. Hierdoor is de 
kans klein dat een man die MTX gebruikt een vrouw zwanger kan maken. 

Als er wel bevruchting optreedt, dan is het onwaarschijnlijk dat er congenitale 
afwijkingen zullen zijn.  
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