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IMPORTANCE A clear dosing regimen for methotrexate in psoriasis is lacking, and this might
lead to a suboptimal treatment. Because methotrexate is affordable and globally available, a
uniform dosing regimen could potentially optimize the treatment of patients with psoriasis
worldwide.

OBJECTIVE To reach international consensus among psoriasis experts on a uniform dosing
regimen for treatment with methotrexate in adult and pediatric patients with psoriasis and
identify potential future research topics.

DESIGN, SETTING, AND PARTICIPANTS Between September 2020 and March 2021, a survey
study with a modified eDelphi procedure that was developed and distributed by the
Amsterdam University Medical Center and completed by 180 participants worldwide (55
[30.6%] resided in non-Western countries) was conducted in 3 rounds. The proposals on
which no consensus was reached were discussed in a conference meeting (June 2021).
Participants voted on 21 proposals with a 9-point scale (1-3 disagree, 4-6 neither agree nor
disagree, 7-9 agree) and were recruited through the Skin Inflammation and Psoriasis
International Network and European Academy of Dermatology and Venereology in June
2020. Apart from being a dermatologist/dermatology resident, there were no specific criteria
for participation in the survey. The participants worked mainly at a university hospital (97
[53.9%]) and were experienced in treating patients with psoriasis with methotrexate (163
[91.6%] had more than 10 years of experience).

MAIN OUTCOMES AND MEASURES In a survey with eDelphi procedure, we tried to reach
consensus on 21 proposals. Consensus was defined as less than 15% voting disagree (1-3). For
the consensus meeting, consensus was defined as less than 30% voting disagree.

RESULTS Of 251 participants, 180 (71.7%) completed all 3 survey rounds, and 58 participants
(23.1%) joined the conference meeting. Consensus was achieved on 11 proposals in round 1, 3
proposals in round 2, and 2 proposals in round 3. In the consensus meeting, consensus was
achieved on 4 proposals. More research is needed, especially for the proposals on folic acid
and the dosing of methotrexate for treating subpopulations such as children and vulnerable
patients.

CONCLUSIONS AND RELEVANCE In this eDelphi consensus study, consensus was reached on 20
of 21 proposals involving methotrexate dosing in patients with psoriasis. This consensus may
potentially be used to harmonize the treatment with methotrexate in patients with psoriasis.
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M ethotrexate (MTX), a dihydrofolate reductase inhibi-
tor, is one of the 4 available classic systemic treat-
ments for psoriasis and has been widely prescribed for

psoriasis for more than 60 years.1-3 The effectiveness and safety of
MTX are acknowledged in psoriasis guidelines worldwide.4-6 It is also
one of the key disease-modifying antirheumatic drugs used in
rheumatology.7

Methotrexate was approved by the US Food and Drug Admin-
istration before dose ranging studies were performed; therefore, a
clear dosing regimen is lacking. During the first years of use, Rees
et al8 reported a daily dosage of 1.5 to 2 mg that would be adminis-
tered for 3 to 12 days consecutively.8 In 1969, a weekly oral dosage
of MTX, 25 mg, was described by Roenigk et al.9 Three years later,
Weinstein and Frost10 reported a 3 times a week divided dose in
which 2.5 to 5 mg of the drug was administered every 36 hours.

Uniformity in the dosing regimen is also lacking in current prac-
tice; a global survey study conducted by Psoriasis International Net-
work (which is currently named the Skin Inflammation and Psoria-
sis International Network [SPIN]11), showed that starting doses
differed from 5 to 22.5 mg per week.12 Comparable questionnaire
results were reported from Iran,13 and this issue also arose in
guidelines.14 The variability in treatment regimens might have con-
tributed to suboptimal treatment with MTX or early discontinua-
tion of treatment because of limited efficacy or, in the case of over-
treatment, adverse effects. Because MTX is available worldwide and
the drug is affordable (around $16.17/wk for six 2.5-mg tablets15), uni-
formity in the dosing regimen can potentially contribute to global
improvement of the treatment of patients with psoriasis.

The objective of this electronic Delphi (eDelphi) study was to
reach international consensus on the dosage of MTX for treating pa-
tients with psoriasis and identify existing knowledge gaps. Items in-
cluded in this eDelphi study were test dose, initiation dose, the in-
crease or decrease of the dose, administration form, maximum dose,
administration, and the use of folic acid specified for specific popu-
lations (adults, children, and vulnerable patients). This consensus
may help to establish uniform MTX dosing in clinical practice, and it
can potentially be used to develop a consensus project in other (off-
label) dermatoses (eg, atopic dermatitis [AD],16 morphea,17 and alo-
pecia areata).18

Methods
The eDelphi study comprised 3 sequential survey rounds that were
conducted in September 2020, November 2020, and February 2021.
After the last survey round, an online consensus meeting was orga-
nized in June 2021. For the reporting of these results, the Stan-
dards for Quality Improvement Reporting Excellence (SQUIRE) 2.0
guidelines19 were followed. The medical ethics review committee
of the Academic Medical Centre in Amsterdam stated that the
Medical Research Involving Human Subjects Act did not apply.
Participants gave their written informed consent for use of their
personal data when registered through email.

Working Group
To determine which items required consensus, an international work-
ing group (A.H., S.M., R.G., L.I., R.W., M.H., and P.S.) was formed.
Members were selected based on their experience with MTX treat-

ment and psoriasis research. This working group identified 7 items
associated with dosage of MTX (test dose, start dose, the increase
or decrease of the dose, administration form, maximum dose, ad-
ministration, and the use of folic acid). They decided to study these
items in 3 populations: adults, children, and patients with frailty, such
as elderly patients or those with impaired kidney function (pa-
tients with frailty was later changed to vulnerable patients). After-
wards, a literature search using the same search terms as the sys-
tematic review from Menting et al14 was performed. With this
literature review, clinical expertise, and outcomes of the PIN survey,12

the working group formulated 21 proposals regarding the 7 items.
These proposals were used for the first eDelphi round.

Participant Recruitment
All SPIN members (4500 professionals on chronic inflammatory skin
diseases) worldwide were invited to participate.11 We sent an addi-
tional email to the national representatives (n = 108) and scientific
committee members (n = 35) of SPIN that asked them to recruit at
least 10 psoriasis experts in their countries. The European Academy
of Dermatology and Venereology promoted the eDelphi study through
social media (Twitter). We also asked the working group to share the
eDelphi study in their network. Only dermatologists, dermatology resi-
dents, and researchers (who were participating in psoriasis research
or guideline development) were allowed to participate. The sample
size was not predefined, but we set the minimum on 100 partici-
pants as a representative number of psoriasis experts.

eDelphi Rounds 1 to 3
The software chosen for this eDelphi study was LimeSurvey
(LimeSurvey GmbH). This questionnaire software fulfills all privacy
requirements from the Amsterdam University Medical Centers from
which this eDelphi study was sent to the participants.20 It was pre-
tested by an independent data manager and 2 authors (A.H. and P.S.).
The eDelphi was conducted in 3 rounds, which took approximately
3 months each. In every round, all participants received an email with
a link to the survey and their personal token. In the survey, they voted
on a proposal using a 9-point scale in which 1 to 3 indicated dis-
agree, 4 to 6 neither agree nor disagree, and 7 to 9 agree. Beneath
every proposal, relevant references could be found.

During the first round of the eDelphi study, alternative propos-
als for consensus could be added by the participants, preferably sup-
ported by evidence. The proposals in which no consensus was met
were slightly adjusted by the working group according to the most
frequently sent alternative proposals.

Key Points
Question Can consensus be reached on the dosing of
methotrexate in treating patients with psoriasis?

Findings In this consensus statement, after a systematic review of
the literature, 21 proposals were formulated involving
methotrexate dosing in adults, children, and vulnerable patients.
On 20 of these proposals, consensus was reached in 3 eDelphi
survey rounds and an online consensus meeting.

Meaning The findings of this study suggest that this consensus
can be used in guideline documents as well as further optimization
of methotrexate treatment in patients with psoriasis.

Clinical Review & Education Consensus Statement International eDelphi Study for Consensus on the Methotrexate Dosing Regimen in Patients With Psoriasis

562 JAMA Dermatology May 2022 Volume 158, Number 5 (Reprinted) jamadermatology.com

© 2022 American Medical Association. All rights reserved.

Downloaded From: https://jamanetwork.com/ by a University of Amsterdam User  on 09/22/2022

http://www.equator-network.org/reporting-guidelines/squire/
http://www.jamadermatology.com?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamadermatol.2022.0434


During the second round, participants were able to vote on the
remaining proposals. They could also view the distribution of the
scores per proposal together with the alternative proposals. Dur-
ing the third round, participants who disagreed with the proposal
could vote on the different alternatives that were collected in the
first round.

All eDelphi questions were mandatory to answer, and partici-
pants were encouraged to choose the option of 4 to 6 (neither agree
nor disagree) as little as possible. Weekly reminder emails were sent
to increase the response rate.

Consensus Meeting
To resolve potentially remaining disagreements and adjust the fi-
nal proposals for which no consensus was reached, we organized

an online consensus meeting. The consensus meeting was held June
17, 2021, through the videoconference setting of Zoom (Zoom Video
Communications).21 Participants were asked to register them-
selves before this meeting. Because of participants’ different time
zones, it was not possible to make this meeting mandatory for ev-
eryone. Participants who could not attend the meeting had the pos-
sibility to share their opinions through email in advance.

During the consensus meeting, the results from the 3 eDelphi
rounds were presented by Dr van Huizen. Then, the 5 remaining pro-
posals for which no consensus was achieved during the 3 eDelphi
rounds were discussed. For every proposal, Dr van Huizen pro-
vided an overview of the literature and proposed alternatives, af-
ter which Dr Menting and Prof Spuls led the discussion with the par-
ticipants. If needed, the proposals were adjusted further. Afterwards,

Table 1. Baseline Characteristics

Characteristic

No. (%)
Participants completed
first round (n = 201)

Participants completed
3 rounds (n = 180)

Participants in consensus
meeting (n = 58)

Age, y

20-29 1 (0.5) 1 (0.5) 0

30-39 31 (15.4) 25 (13.9) 10 (17.2)

40-49 57 (28.4) 52 (28.9) 18 (31.05)

50-59 65 (32.3) 57 (31.7) 18 (31.05)

60-69 42 (20.9) 40 (22.2) 11 (19.0)

≥70 5 (2.5) 5 (2.8) 1 (1.7)

Country of residence (per continent)

Africa 5 (2.5) 4 (2.2) 2 (3.4)

Asia 27 (13.4) 24 (13.3) 10 (17.3)

Europe 114 (56.7) 102 (56.7) 34 (58.6)

North America 18 (9.0) 15 (8.4) 4 (6.9)

Oceaniaa 9 (4.5) 8 (4.4) 0

South America 28 (13.9) 27 (15) 8 (13.8)

Current position

University hospital 104 (51.7) 97 (53.9) 34 (58.6)

Nonuniversity hospital 12 (6.0) 7 (3.9) 3 (5.2)

Private practice 26 (12.9) 23 (12.8) 5 (8.6)

Combination of 2 or 3 mentioned
previously

59 (29.4) 53 (29.4) 16 (27.6)

Member of international
dermatology society/psoriasis
interest group (yes/no)

Yes 180 (89.6) 162 (90.0) 54 (93.1)

No 21 (10.4) 18 (10.0) 4 (6.9)

Experience with MTX in psoriasis (y)

<10 20 (10) 17 (9.4) 6 (10.3)

10-20 66 (32.8) 59 (32.8) 21 (36.2)

20-30 61 (30.3) 54 (30) 22 (37.9)

30-40 46 (22.9) 43 (23.9) 8 (13.8)

40-49 8 (4.0) 7 (3.9) 1 (1.7)

>100 Patients treated with MTX
(yes/no)

No 28 (13.9) 24 (13.3) 9 (15.5)

Yes 173 (86.1) 156 (86.7) 49 (84.5)

Participation in psoriasis research or
guideline development (yes/no)

Yes 163 (81.1) 145 (80.6) 51 (87.9)

No 38 (18.9) 35 (19.4) 7 (12.1)

Abbreviation: MTX, methotrexate.
a Oceania includes Australia and New

Zealand.
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participants could vote on these proposals in 3 categories; dis-
agree, neither agree nor disagree, and agree.

Definition of Consensus
Consensus was defined as less than 15% of scores of 1 to 3 (dis-
agree) during the eDelphi rounds. For the consensus meeting, con-
sensus was defined as less than 30% of scores of 1 to 3 (disagree).
The results were analyzed with SPSS, version 26.0 (IBM).

Privacy and Data Management
A privacy officer was consulted before the start of the project. A data
privacy effect assessment was written to identify potential privacy

risks and take adequate measurements according to the Dutch
Privacy Law.

Data were pseudonymized and collected through tokens. The
eDelphi results were password protected. Only Dr van Huizen and
Prof Spuls could access the online results.

Results
Participant Characteristics and Response Rates
In total, 251 participants registered themselves for the first round
(contact rate, 5.6% [251/4500]), of whom 180 participants (71.7%)

Table 2. Proposals and Voting Percentages in eDelphi Rounds 1, 2, and 3 and Consensus Meeting

Proposal References

%

Disagree
Neither agree
nor disagree Agree

eDelphi round 1a

1. The MTX dose can be decreased to the lowest effective dose
according to treatment goals.

22-24 3.5 2.5 94

2. Folic acid should be supplemented in all patients. 4,6,14,25-43 3.5 2.5 94

3. MTX should be tried, if needed with increased dosage, at least 3-4
mo before the effect can be assessed, according to treatment goals.

6,22,24,30,44,45 5 5 90

4. In case of gastrointestinal adverse events, it is preferred to switch
the MTX route of administration from oral to subcutaneous.

4,29,30,46 5 3.5 91.5

5. Folic acid should be dosed in 4-6 mg (depending on availability)
when prescribing <15 mg MTX.

4,6,27,31,37,39,43,47-50 8.4 5.5 86.1

6. The maximum weekly dose of MTX in adults is 25 mg/wk. 14,27-30,44,51,52 9 4.4 86.6

7. For MTX, there is no maximum treatment duration unless there are
safety concerns.

30 9.5 3.4 87.1

8. Usually, MTX is administered in a single weekly dose. 4,6,25,27-31,34,36,49,53-56 10.4 2.5 87.1

9. When initiating treatment with MTX in children, a dosage of around
10 mg/m2/wk is prescribed.

4,30,57,58 10.9 9.5 79.6

10. The maximum weekly dose of MTX in children is 15 mg/m2/wk. 4,30,57,58 13.9 12 74.1

11. When initiating treatment with MTX in vulnerable patients, start
with a dosage of 7.5-10 mg/wk.

4 14.9 5 80.1

eDelphi round 2a

1. When initiating treatment with MTX in adults, no test dosage
is needed.

4,14,31 11.1 2.6 86.3

2. Usually, MTX is administered orally. 25-28,36,55,59,60 14.7 6.8 78.5

3. Folic acid should be administered 24 h after MTX intake. 4,6,14,37,39,41,47,50,61 12.6 4.2 83.2

eDelphi round 3a

1. When initiating treatment with MTX in adults, start with a dosage
of 15 mg/week.

4,6,14,25,26,31,47,62,63 14.4 2.2 83.3

2. In case of inefficacy or insufficient effect according to the treatment
goals, it is preferred to switch the MTX route of administration from
oral to subcutaneous.

6,27,28,30,64 10 3.3 86.7

Consensus meetingb

1. A test dosage is not needed in vulnerable patients. 4 16 2 82

2. The maximum dosage for vulnerable patients is the same as in adults
(25 mg/week).c

(Expert opinion) 26 7 67

3. When initiating treatment with MTX in children, a test dosage
is not needed.

65-67 5 2 93

4. The dosage of folic acid should be increased when increasing
the dosage of MTX.d

4,68 93 2 5

5. Folic acid should be administered once a week. 4,6,14,37,39,41,47,50,61 14 7 79

Abbreviations: eDelphi, electronic Delphi, MTX, methotrexate.
a For the eDelphi round, consensus was defined as <15% disagree.
b For the consensus meeting, consensus was defined as <30% disagree.
c Adjusted to passive voice after the consensus meeting, some subpopulations

were changed to vulnerable patients.
d For this proposal no consensus was reached. Adjusted to passive voice after

the consensus meeting.
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completed all eDelphi rounds. Participants were working mainly at
university hospitals, were members of an international dermatol-
ogy society or psoriasis interest group, and had 10 to 20 years of ex-
perience in treating patients with psoriasis with MTX. Two patients
participated in the eDelphi study incidentally but did not finish the
first round and were excluded from further participation. Baseline
characteristics are presented in Table 1.

eDelphi Rounds 1 to 3
In total, 21 proposals were included in round 1 (Table 24,6,14,22-68).
Consensus was reached on 11 proposals (52.4%). On the remaining
10 proposals, participants added 41 (deduplicated) alternative pro-
posals. These alternative proposals were summarized beneath the
involving proposals in the next rounds. A total of 201 of the 251 par-
ticipants (response rate, 80.1%) completed round 1.

During the second round, participants voted on the 10 remain-
ing original proposals, and consensus was reached on 3 of them. Of
the remaining 201 participants, 190 people (response rate, 94.5%)
completed this eDelphi round.

During the third round, 7 original proposals were included, of
which consensus was reached on 2 proposals. To collect informa-
tion for the discussion during the consensus meeting, participants
also voted on alternative proposals. A total of 180 of the 190 par-
ticipants (response rate, 94.7%) completed this last round. The num-
bers of consensus per eDelphi round can be found in Figure 1.

Consensus Meeting
The 5 remaining proposals were discussed in a consensus meeting
(Table 2). Not all participants could join the consensus meeting
throughout the entire meeting. The maximum number of attend-
ees was 58. Five proposals were discussed, and consensus was
reached on 4 proposals.

Most participants agreed that a test dosage for vulnerable pa-
tients and children was not needed when administering treatment
with low-dose MTX. Idiosyncratic hepatotoxicity could be pre-
vented by lowering the initial dose. Physicians generally are very care-
ful when treating this population with MTX.

Remarks made on the proposals about patients with frailty con-
cerned a lack of a clear definition of this population. Therefore, this
description was changed to vulnerable patients. It was concluded
that no specific maximum dosage in vulnerable patients was needed
and this dose could be equal to the maximum dosage in adults.

The last proposals discussed during the consensus meeting in-
volved the use of folic acid and whether the dose should be in-
creased when increasing the dose of MTX. Participants stated that
the evidence is controversial; therefore, consensus on this pro-
posal was not possible. Consensus was reached on the proposal in-
volving the weekly administration of folic acid.

For 2 proposals, the definition of patients with frailty had to be
adjusted, and the sentence had to be rewritten in active voice. This
was done by the working group after voting. In total, we achieved
consensus on 7 items involving 20 proposals (Table 2; Figure 2).

Future Research
The identification of potential future research was one of the aims of
this project. Based on the findings in our systematic literature re-
view, the eDelphi study, and discussion during the consensus meet-
ing, we identified a few potential future research topics. We suggest

focusing potential future research on MTX dosing in specific popula-
tions (eg, children of different ages)and elderly or patients with an im-
paired kidney function). For folic acid, different doses (increased with
higher dosages of MTX) and schedules should be studied.

Discussion
During this project, consensus was reached on 20 of 21 proposals
involving MTX dosage in patients with psoriasis; 10 proposals dur-
ing the first round, 3 during the second, and 3 during the third, with
4 reaching consensus during the consensus meeting. This consen-
sus may help clinicians to optimize treatment for patients with pso-
riasis with MTX worldwide because MTX is an important drug, being
affordable and globally accessible. This consensus can be used in cur-
rent practice and guidelines. The identified knowledge gaps can
potentially be the basis for future research.

Consensus
No consensus was achieved on the proposal of an increased dosage
of folic acid when increasing the dosage of MTX. During the consen-
sus meeting, it was discussed that there was a lack of evidence and
the available evidence was inconclusive. Therefore, we could not ad-
just the proposal in a manner that consensus was a possibility.

We eventually reached consensus on all items involving chil-
dren and MTX dosing. However, most proposals were based on stud-
ies from rheumatology because of a lack of evidence in dermatology.

The proposals on patients with frailty sparked the most discus-
sion. The working group decided to keep the definition broad and
added a definition of patients with frailty to the eDelphi study that

Figure 1. Consensus per Electronic Delphi (eDelphi) Round

eDelphi round 1

eDelphi round 2

21 Proposals 11 Consensus

eDelphi round 3

7 Proposals 2 Consensus

Consensus meeting

5 Proposals 4 Consensus

10 Proposals 3 Consensus

Number of proposals on which participants could vote and on which consensus
was reached.
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included elderly individuals and individuals with kidney renal dys-
function, liver disorders (eg, nonalcoholic steatohepatitis), ulcer-
ative colitis, history of hepatitis, lack of compliance, gastritis, dia-
betes, previous cancer, and congestive heart failure. However, many
participants stated that this definition was too broad. During the con-
sensus meeting, we deviated from the protocol and the term
patients with frailty was changed to vulnerable patients, which only
included elderly patients and patients with impaired kidney func-
tion. The participants believed vulnerable patients were the sub-
population for whom special cautions for MTX dosing were needed.

Strengths and Limitations
A strength of the consensus study was that it was supported by ran-
domized clinical trials and guidelines because we updated the sys-
tematic literature review from Menting et al.14 Second, we re-
cruited different participants from all 7 continents. The participants
were mainly academic dermatologists with an experience in treat-
ing patients with MTX. Third, because of frequent reminders, we
reached a high total response rate of 71.7% (180 of 251 partici-
pants). Another strength is the design of this study; the anony-
mous eDelphi study avoided the possibility of dominance by any of

Figure 2. Proposals and Voting Percentages in the Survey and Consensus Meeting

Voting, %

Proposals and voting percentages in the surveyA Neither agree nor disagree AgreeDisagree

1000 10 20 30 40 50 60 70 9080

Voting, %

Proposals and voting percentages in the consensus meetingB

1000 10 20 30 40 50 60 70 9080

1. The MTX dose can be decreased to the lowest effective dose according to treatment goals.

2. Folic acid should be supplemented in all patients.

3. MTX should be administered, if needed with increased dosage, at least 3-4 mo
before the effect can be assessed, according to treatment goals.

4. In case of gastrointestinal adverse events, it is preferred to switch the MTX
route of administration from oral to subcutaneous.

5. Folic acid should be dosed in 4-6 mg (depending on availability) when
prescribing <15 mg MTX.

6. The maximum weekly dose of MTX in adults is 25 mg/wk.

7. For MTX, there is no maximum treatment duration unless there are safety concerns.

8. Usually, MTX is administered in a single weekly dose.

9. When administering MTX in children, a dosage of around 10 mg/m2/wk is prescribed.

10. The maximum weekly dose of MTX in children is 15 mg/m2/wk.

11. When starting MTX in vulnerable patients, start with a dosage of 7.5-10 mg/wk.

12. When starting MTX in adults, no test dosage is needed.

13. Usually, MTX is administered orally.

14. Folic acid should be administered 24 h after MTX intake.

15. When starting MTX in adults, start with a dosage of 15 mg/wk.

16. In case of inefficacy or insufficient effect, according to the treatment goals,
it is preferred to switch the MTX route of administration from oral to subcutaneous.

17. A test dosage is not needed in vulnerable patients.

18. The maximum dosage for vulnerable patients is the same as in adults (25 mg/wk).

19. When administering MTX in children, a test dosage is not needed.

20. The dosage of folic acid should be increased when increasing the dosage of MTX.

21. Folic acid should be administered once a wk.

17. A test dosage is not needed in vulnerable patients.

18. The maximum dosage for vulnerable patients is the same as in adults (25 mg/wk).

19. When administering MTX in children, a test dosage is not needed.

20. The dosage of folic acid should be increased when increasing the dosage of MTX.

21. Folic acid should be administered once a wk.

Percentage of those who voted disagree, neither agree nor disagree, and agree during the eDelphi rounds. Black vertical dashed line indicates cutoff for consensus,
defined as less than 15% (A) and less than 30% (B) voting disagree. MTX indicates methotrexate.
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the participants, but during the consensus meeting the proposals
could also be discussed live.

Some limitations remain; for the consensus, we decided to de-
fine the percentage of participants that scored 1-3 (disagree). Other
studies have also defined the percentage of scores 6 to 9 (agree)
during an eDelphi exercise,69 but we expected a consensus would
not be reached with a predefined percentage for agree. In retro-
spect, (see Table 2) setting a minimum of 70% agree did not change
the consensus.

Another limitation is the method of recruitment. We choose to
recruit patients among SPIN and European Academy of Dermatol-
ogy and Venereology members and decided not to limit our selec-
tion to psoriasis experts only. Eventually, it turned out that most phy-
sicians were experienced in treating this population with MTX (90%
treated patients with psoriasis with the drug for more than 10 years).

The scope of this survey project is a limitation as well, because
we did not include proposals on the screening and safety monitor-
ing of patients treated with the drug. An example of the screening
is the use of transient elastography and measurement of procolla-
gen III N-terminal peptide for assessing liver fibrosis.70 We decided
to focus on the dosing of MTX to prevent the survey being too ex-
tensive, because this could discourage participants from complet-
ing the survey rounds.

Lastly, we aimed for a global consensus, but most participants
were from Europe. The overrepresentation of Western nationali-
ties may have limited the generalizability of this consensus,

because MTX is an important drug in non-Western countries be-
cause of less availability of biologics.71

Conclusions
Although we achieved consensus in this eDelphi survey study,
more high-quality studies could support our proposals. Random-
ized clinical trials or prospective observational studies focusing on
the use of folic acid and dosing in different subpopulations (chil-
dren and vulnerable patients) are needed. It should also be
defined for which subpopulation (elderly patients or those with
impaired kidney function or liver disorders) a specific dosing
schedule is required. We do not think this consensus is translat-
able to other inflammatory disease. For AD, we found studies
arguing that the dose MTX for AD should be higher compared with
psoriasis because the systemic T-cell subsets show a higher activa-
tion status in AD than in psoriasis72 and the immunosuppressive
effect of MTX is mediated by its ability to induce apoptosis and
clonal deletion of activated T cells.73 Therefore, separate consen-
sus should be achieved for other (off-label) disease, such as AD,
morphea, and alopecia areata. Other consensus projects can focus
on the screening and monitoring of this drug,74 how often and
which tests should be performed, and whether special precau-
tions are needed in children, elderly individuals, and other
subpopulations.75
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