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Key Points:  39 

Question Can we gain consensus on the dosing of methotrexate in psoriasis patients? 40 

Findings After a systematic review of the literature, 21 proposals were formulated involving 41 

methotrexate dosing in adults, children and vulnerable patients. On 20 of these proposals, consensus 42 

was reached in three eDelphi survey rounds and an online consensus meeting.  43 

Meaning This consensus can be implemented in guideline documents and may be used for further 44 

optimization of methotrexate treatment in psoriasis patients.  45 



3 

 

Abstract 46 

Importance 47 

A clear dosing regimen for methotrexate in psoriasis is lacking and this might lead to a suboptimal 48 

treatment. Since methotrexate is affordable and globally available, a uniform dosing regimen could 49 

optimize the treatment of psoriasis patients around the world.  50 

Objective 51 

Our objective was to reach international consensus among psoriasis experts on a uniform dosing 52 

regimen for methotrexate in adult and pediatric psoriasis patients. We also aimed to identify potential 53 

future research topics.  54 

Design 55 

Between September 2020 and March 2021, a survey study with a modified eDelphi procedure ran over 56 

three rounds. The proposals on which no consensus was reached, were discussed in a conference 57 

meeting (June 2021). Participants voted on 21 proposals with a 9-point scale (1-3 disagree, 4-6 nor 58 

agree/nor disagree, 7-9 agree).  59 

Setting 60 

This survey study was developed and distributed by the Amsterdam University Medical Center and 61 

completed by 180 participants from all over the world of whom 34.5% resided in non-Western 62 

countries.  63 

Participants 64 

Participants were recruited through the Skin Inflammation and Psoriasis International Network and 65 

European Academy of Dermatology and Venereology in June 2020. Apart from being a 66 

dermatologist/dermatology resident, there were no specific criteria for participation in the survey. The 67 

participants worked mainly at a university hospital (58.6%) and were experienced in treating psoriasis 68 

patients with methotrexate (88.7% had >10 years of experience).  69 
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Main outcome(s) and Measure(s) 70 

In a survey with eDelphi procedure we tried to reach consensus on 21 proposals. Consensus was 71 

defined as less than 15% voting disagree (1-3). For the consensus meeting, consensus was defined as 72 

less than 30% voting disagree. 73 

Results 74 

From all participants, 71.7% (180/251) completed all three survey rounds and 58 participants joined 75 

the conference meeting. We achieved consensus on 11 proposals in round 1, on 3 proposals in round 2 76 

and on 2 proposals in round 3. In the consensus meeting, we achieved consensus on 4 items. 77 

Especially for the proposals on folic acid and the dosing methotrexate in subpopulations -like children 78 

and vulnerable patients- more research is needed.  79 

Conclusion and relevance 80 

We reached consensus on 20 out of 21 proposals involving methotrexate dosing in psoriasis patients. 81 

This consensus may be used to harmonize the treatment with MTX in psoriasis patients.  82 
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Introduction 83 

Methotrexate (MTX) -a dihydrofolate reductase inhibitor- is one of the four available classical 84 

systemic treatments for psoriasis and has been widely prescribed for psoriasis for over 60 years.1-3 85 

Effectiveness and safety of MTX are acknowledged in psoriasis guidelines from around the world.4-6 It 86 

is also one of the key disease-modifying antirheumatic drugs (DMARDs) in rheumatology.7 87 

MTX was approved by the Food and Drug Administration (FDA) before dose ranging studies 88 

were performed and therefore a clear dosing regimen is lacking. In the first years of use, Rees et al. 89 

reported a daily dosage of 1.5 – 2 mg which should be administered for 3 – 12 days in a row.8 In 1969, 90 

a weekly oral dosage of 25 mg MTX was described by Roenigk et al.9 Three years later, Weinstein 91 

and Frost reported a three weekly divided dose in which 2.5 - 5 mg of the drug was administered every 92 

36 hours.10  93 

In current practice, uniformity in the dosing regimen is lacking as well; a global survey study, 94 

conducted by Psoriasis International Network (PIN, which is currently named Skin Inflammation and 95 

Psoriasis International Network, SPIN11), showed that starting doses differ from 5 – 22.5 mg/week.12 96 

Comparable questionnaire results were reported from Iran,13 and this issue also arises in guidelines.14 97 

The variability in treatment regimens might contribute to suboptimal treatment with MTX or can lead 98 

to early discontinuation of treatment due to limited efficacy or - in case of over treatment - side effects. 99 

Since MTX is available worldwide and the drug is affordable (around $16.17/week for six 2.5 mg 100 

tablets15), uniformity in the dosing regimen can contribute to global improvement of the treatment of 101 

psoriasis patients. 102 

The objective of this electronic Delphi (‘eDelphi’) study was to reach international consensus 103 

on the dosage of MTX in psoriasis patients and to identify existing knowledge gaps. Items included in 104 

this eDelphi were test dose, start dose, the increase or decrease of the dose, administration form, 105 

maximum dose, administration and the use of folic acid specified for specific populations (adults, 106 

children and vulnerable patients). This consensus may help to uniform MTX dosing in clinical practice 107 

and it can be used to develop a consensus project in other (off-label) dermatoses, e.g. atopic dermatitis 108 

(AD),16 morphea17 and alopecia areata.18  109 
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Materials and methods 110 

The eDelphi consisted of three sequential survey rounds, held in September 2020, November 2020 and 111 

February 2021. After the last survey round, an online consensus meeting was organized in June 2021. 112 

For the reporting of these results, the SQUIRE 2.0 guidelines19 were followed. 113 

 114 

Working group 115 

To determine for which items consensus was required, an international working group (AH, SM, RG, 116 

LI, RW, MH, PS) was formed. Members were selected on their experience with MTX and psoriasis 117 

research. This working group identified 7 items related to dosage of MTX (test dose, start dose, the 118 

increase or decrease of the dose, administration form, maximum dose, administration and the use of 119 

folic acid). They decided to study these items in three different populations; adults, children and ‘frail 120 

patients’ like elderly or patients with impaired kidney function (frail patients was later changed to 121 

‘vulnerable patients’). Hereafter, a literature search using the same search terms as the systematic 122 

review from 2016 from Menting et al.14 was performed. With this literature review, clinical expertise 123 

and outcomes of the PIN survey12, the working group formulated 21 proposals regarding the 7 items. 124 

These proposals were used for the first eDelphi round.  125 

 126 

Recruitment of the participants 127 

All SPIN members (professionals on chronic inflammatory skin diseases, n=4500) from around the 128 

world were invited to participate.11 We sent an additional e-mail to the national representatives 129 

(n=108) and scientific committee (n=35) of SPIN, asking them to recruit at least 10 psoriasis experts 130 

in their country. The European Academy of Dermatology and Venereology (EADV) promoted the 131 

eDelphi through social media (Twitter). We also asked our working group to share the eDelphi in their 132 

network. Only dermatologists, dermatology residents and researchers (participating in psoriasis 133 

research or guideline development) were allowed to participate. The sample size was not predefined, 134 

but we set the minimum on 100 participants as a representative number of psoriasis experts. 135 

 136 
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eDelphi rounds 1-3 137 

The software chosen for this eDelphi was ‘LimeSurvey’. This questionnaire software fulfills all 138 

privacy requirements from the Amsterdam University Medical Centers from which this eDelphi was 139 

send to the participants.20 It was pretested by an independent data manager and two authors (AH and 140 

PS). The eDelphi ran over three rounds, taking approximately 3 months each. In every round, all 141 

participants received an e-mail with a link to the survey and their personal token. In the survey, they 142 

voted on a proposal using a 9-point scale where 1-3 is disagree, 4-6 nor agree/nor disagree and 7-9 143 

agree. Below every proposal, relevant references could be found. 144 

In the first round of the eDelphi, alternative proposals for consensus could be added by the 145 

participants, preferably supported by evidence. The proposals where no consensus was met, were 146 

slightly adjusted by the working group according to the most frequently send alternative proposals.  147 

In the second round, participants were able to vote on the remaining proposals. They could 148 

also view the distribution of the scores per proposal together with the alternative proposals.  149 

In the third round, participants that disagreed with the proposal could vote on the different 150 

alternatives collected in the first round.  151 

All eDelphi questions were mandatory and participants were encouraged to choose 4-6 (nor 152 

agree/nor disagree) as little as possible. Weekly reminder e-mails were sent to increase the response 153 

rate. 154 

 155 

Consensus meeting 156 

To resolve potentially remaining disagreements and adjust the final proposals for which no consensus 157 

was reached, we organized an online consensus meeting. The consensus meeting was held on June 158 

17th, 2021 through the videoconference setting of ZOOM.21 Participants were asked to register 159 

themselves before this meeting. Due to their different time zones, it was not possible to make this 160 

meeting mandatory for everyone. Participants that could not attend the meeting, had the possibility to 161 

share their opinion through e-mail in advance.  162 
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 During the consensus meeting, the results from the 3 eDelphi rounds were presented by AH. 163 

Then, the 5 remaining proposals for which no consensus was achieved in the 3 eDelphi rounds, were 164 

discussed. For every proposal AH gave an overview of the literature and proposed alternatives, after 165 

which PS and SM lead the discussion with the participants. If needed, the proposals were further 166 

adjusted. Hereafter, participants could vote on these proposals in three categories; disagree, nor 167 

agree/nor disagree and agree.  168 

 169 

Definition of consensus 170 

Consensus was defined as less than 15% scores 1 to 3 (disagree) in the eDelphi rounds. For the 171 

consensus meeting, consensus was defined as less than 30% scores 1 to 3 (disagree). IBM Statistical 172 

Package for the Social Sciences for Windows version 26.0. Armonk, NY: IBM Corp. was used to 173 

analyze the results. 174 

 175 

Ethical considerations 176 

For this project the Medical Ethics Review committee of the Academic Medical Centre in Amsterdam 177 

(reference number W20_300 # 20.335) stated the Medical Research Involving Human Subjects Act 178 

(WMO) did not apply. 179 

 180 

Privacy and data management 181 

Participants gave their consent for use of their personal data when registered through e-mail.  182 

A privacy officer was consulted before the start of the project. A data privacy impact assessment was 183 

written to identify potential privacy risks and take adequate measurement according to the Dutch 184 

Privacy Law (Algemene Verordening Gegevensbescherming, AVG).  185 

Data were pseudonymized collected through tokens. The eDelphi results were password protected. 186 

Only AH and PS could access the online results.  187 
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Results 188 

Participants characteristics and response rates 189 

In total, 251 participants registered themselves for the first round (contact rate 5.6% (251/4500)), of 190 

which 180 participants (71.7%) completed all eDelphi rounds. Participants were working mainly at 191 

university hospitals, were member of an international dermatology society or psoriasis interest group 192 

and had 10 – 20 years of experience in treating psoriasis patients with MTX. Two patients started the 193 

eDelphi by accident, but did not finish the first round and were excluded from further participation. 194 

See also Table 1 for the baseline characteristics. 195 

 196 

 197 

eDelphi rounds 1-3 198 

In total, 21 proposals were included in round 1 (Table 2). Consensus was reached on 11 proposals. On 199 

the 10 proposals that were left, participants added 41 (deduplicated) alternative proposals. These 200 

alternative proposals were summarized below the involving proposals in the next rounds. 201 of the 201 

251 participants (response rate 80.1%) completed round 1.  202 

In the second round, participants voted on the 10 remaining original proposals and consensus 203 

was reached on 3 of them. Of the remaining 201 participants, 190 people (response rate 94.5%) 204 

completed this eDelphi round.  205 

In the third round, 7 original proposals were included, of which consensus was reached on 2 206 

proposals. To collect information for the discussion during the consensus meeting, participants also 207 

voted on alternative proposals. 180 of the 190 participants (response rate 94.7%) completed this last 208 

round. The numbers of consensus per eDelphi round can be found in Figure 1. 209 

 210 

Consensus meeting 211 

The 5 remaining proposals were discussed in a consensus meeting (Table 2). Not all participants could 212 

join the consensus meeting throughout the whole meeting. The maximum number of attendees was 58. 213 

Five proposals were discussed and on consensus was reached 4 proposals.  214 
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Most participants agreed a test dosage in vulnerable patients and children was not needed 215 

when using a low dose MTX. Idiosyncratic hepatotoxicity can be prevented by lowering the starting 216 

dose. Besides, physicians are very careful when treating this population with MTX. 217 

Important remarks made on the proposals about ‘frail patients’ involved the lack of a clear 218 

definition. It was therefore decided to change it to ‘vulnerable patients’. It was concluded that no 219 

specific maximum dosage in vulnerable patients was needed and this dose could be equal to the 220 

maximum dosage in adults. 221 

The last proposals discussed during the consensus meeting, involved the use of folic acid and 222 

whether the dose should be increased when increasing the dose of MTX. Participants stated the 223 

evidence is controversial and therefore consensus on this proposal was not possible. On the proposal 224 

involving the weekly administration of folic acid, consensus was reached. 225 

For two proposals the definition of frail patients had to be adjusted and the sentence had to be 226 

rewritten in active voice. This was done by the working group after voting. In total, we achieved 227 

consensus on 7 items involving 20 proposals, see Table 2 and Figure 2a and 2b. 228 

 229 

 230 

Future research 231 

The identification of potential future research was one of the aims of this project. Based on the 232 

findings in our systematic literature review, the eDelphi and discussion during the consensus meeting, 233 

we identified a few potential future research topics. We suggest to focus potential future research on 234 

MTX dosing in specific populations e.g. children (different ages) and elderly or patients with an 235 

impaired kidney function. For folic acid different doses (increased with higher dosages of MTX) and 236 

schedules should be studied.   237 
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Discussion 238 

During this project, consensus was reached on 20 out of 21 proposals involving the MTX dosage in 239 

psoriasis patients; in the first round on 10 proposals, in the second round on 3 proposals, in the third 240 

round on 3 proposals and in the consensus meeting on 4 proposals. This consensus may help clinicians 241 

to optimize the treatment of psoriasis patients with MTX around the globe, since MTX is an important 242 

drug, being affordable and globally accessible. This consensus can be implemented in current practice 243 

and guidelines. The identified knowledge gaps can be the basis for future research. 244 

 245 

Consensus 246 

No consensus was achieved on the proposal ‘The dosage of folic acid should be increased when 247 

increasing the dosage of MTX.’ During the consensus meeting it was discussed that there is a lack of 248 

evidence and the available evidence is inconclusive. We therefore could not adjust the proposal in a 249 

manner that consensus was a possibility. 250 

We eventually reached consensus on all items involving children and MTX dosing. However, 251 

most proposals were based on studies from rheumatology due to a lack of evidence in dermatology.  252 

The proposals on ‘frail patients’ sparked the most discussion. The working group decided to 253 

keep the definition broad and added a definition of frail patients to the eDelphi including elderly, renal 254 

dysfunction, liver disorders (e.g. non-alcoholic steatohepatitis), ulcerative colitis, history of hepatitis, 255 

lack of compliance, gastritis, diabetes mellitus, previous malignancies and congestive heart failure. 256 

Many participants however, stated this definition was too broad. During the consensus meeting we 257 

deviated from the protocol and the term frail patients was changed to ‘vulnerable patients’, which only 258 

included elderly patients and patients with impaired kidney function. The participants believed 259 

vulnerable patients was the subpopulation for which special cautions for MTX dosing were needed.  260 

 261 

Strengths and limitations 262 

Firstly, a strength of our consensus is that it is supported by actual RCTs and guidelines, since we 263 

updated the systematic literature review from Menting et al.14 264 
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Secondly, we recruited different participants from all 7 continents in the world. The 265 

participants were mainly academic dermatologists with an experience in treating patients with MTX. 266 

Thirdly, due to frequent reminders, we reached a high total response rate of 71.7% (180/251 267 

participants).  268 

Another strength is the design of this study; the anonymous eDelphi avoided the possibility of 269 

dominance by one of the participants, but during the consensus meeting the proposals could also be 270 

discussed live.  271 

Some limitations remain; for the consensus, we decided to define the percentage of 272 

participants that scored 1-3 (disagree). Other studies have also defined the percentage of scores 6 to 9 273 

(agree) during an eDelphi exercise,22 but we expected a consensus would not be reached with a 274 

predefined percentage for ‘agree’. In retrospect, (see Table 2) setting a minimum of 70% agree did not 275 

change the consensus.  276 

Another limitation is the method of recruitment. We choose to recruit patients among SPIN 277 

and EADV members and decided not to limit our selection to psoriasis experts only. Eventually, it 278 

turned out that most physicians were experienced in treating this population with MTX (90% treated 279 

psoriasis patients with the drug for more than 10 years).  280 

The scope of this survey project is a limitation as well, since we did not include proposals on 281 

the screening and safety monitoring of patients treated with the drug. For example, the use of transient 282 

elastography and measurement of procollagen III N-terminal peptide (PIIINP) for the assessment of 283 

liver fibrosis.23 We decided to focus on the dosing of MTX to prevent the survey being too extensive, 284 

since this could discourage participants to complete the survey rounds.  285 

Lastly, we aimed for a global consensus, but most participants were from Europe. The 286 

overrepresentation of western nationalities may limit the generalizability of this consensus, since MTX 287 

is a very important drug in non-western countries due to less availability of biologics.24 288 

 289 
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Future research 290 

Though, we achieved consensus, more high-quality studies could support our proposals. RCTs or 291 

prospective observational studies focusing on the use of folic acid and dosing in different 292 

subpopulations (children and vulnerable patients) are needed. It should also be defined for which 293 

subpopulation (elderly, impaired kidney function or liver disorders) a specific dosing schedule is 294 

required. We do not think this consensus is translatable to other inflammatory disease. For atopic 295 

dermatitis (AD) we found studies, arguing that the dose MTX for AD should be higher compared to 296 

psoriasis, since the systemic T-cell subsets show a higher activation status in AD than in psoriasis25 297 

and the immunosuppressive effect of MTX is mediated by its ability to induce apoptosis and clonal 298 

deletion of activated T cells26. Therefore, separate consensus should be achieved for other (off-label) 299 

disease, as AD, morphea and alopecia areata. 300 

Other consensus projects can focus on the screening and monitoring of this drug,27 how often and 301 

which tests should be performed, and whether special precautions are needed in children, elderly and 302 

other subpopulations.28  303 

 304 

Group author SPIN MTX consensus survey study group: 305 

Adrián A. Schejtman, Alexander Egeberg, Alireza Firooz, Alur S. Kumar, Amanda Oakley, Amy 306 

Foulkes, Andrea Machado Coelho Ramos, Anne-Claire Fougerousse, Antoanela Čarija, Ayse Akman-307 

Karakaş, Barbara Horváth, Béata Fábos, Benjamin Hidalgo Matlock, Birgitta Wilson Claréus, Carla 308 

Castro, Carlos Ferrándiz, Carolina Cortés Correa, Carolina Marchesi, Catherine Goujon, Cesar 309 

Gonzalez, César Maldonado-García, Chih-ho Hong, Christopher E.M. Griffiths, Christian 310 

Vestergaard, Christina Mariela Echeverría, Claudia de la Cruz, Curdin Conrad, Dániel Törőcsik, 311 

Daniela Ledić Drvar, Deepak Balak, Denis Jullien, Diebrecht Appelen, Dong Hyun Kim,  312 

Elke M.G.J. de Jong, Emad El Gamal, Emmanuel Laffitte, Emmanuel Mahé, Enikö Sonkoly, Erika 313 

Páez Colombo, Eva Vilarrasa, Fabienne Willaert, Farah D. Novoa Boza, Farhad Handjani, Fernando 314 

Valenzuela, Francisco Vílchez-Márquez, Gabriela Otero Gonzalez, Gáspár Krisztián, Giovanni 315 

Damiani, Gordana Krnjević-Pezić, Graciela Maria Pellerano, Gregorio Carretero, Hamish J. A. 316 



14 

 

Hunter, Hassan Riad, Hazel H. Oon, Hugo P.J. Boonen, Iftin Osman Moussa, Ignacio García-Doval, 317 

Ildíko Csányi, Ines Brajac, Irina Turchin, Ivan Grozdev, Jeffrey M. Weinberg, Jenny Nicolopoulos, 318 

Jillian Wells, Jo L.W. Lambert, John R. Ingram, Jörg Christoph Prinz, José Alexandre de Souza 319 

Sittart, Jose Luis Sanchez Carazo, Josephine Pa-Fan Hsiao, Juan Raul Castro Ayarza, Julia-Tatjana 320 

Maul, Juul M. P. A. van den Reek, Katarina Trčko, Kirk Barber, Kristian Reich, Kurt Aaron Gebauer, 321 

Kuzma Khobzei, Lara V. Maul, Larisa Prpić Massari, Laurence Fardet, Laurence le Cleach, Laurent 322 

Misery, Laxmisha Chandrashekar, Lidia Irinel Muresanu, Lidian Lecluse, Lone Skov, Ma. Lorna F. 323 

Frez, Lucija Tomić Babić, Lluís Puig, Luis Antonio Castro Gomez, M. Ramam, Maha Dutil, Mahira 324 

Hamdy El Sayed, Malgorzata Olszewska, Mandy Elvira Schram, Manuel Dario Franco, Mar Llamas-325 

Velasco, Margarida Gonçalo, Margarita M. Velásquez-Lopera, Maria Eugenia Abad, Maria de Fátima 326 

Santos Paim de Oliveira, Marieke Seyger, Marija Kaštelan, Marius Rademaker, Mariusz Sikora, Mark 327 

Lebwohl, Marni C. Wiseman, Marta Ferran, Martijn van Doorn, Maryam Daneshpazhooh, Matilda 328 

Bylaitė-Bucinskiene, Melinda J. Gooderham, Melita Vukšić Polić, Menno A. de Rie, Min Zheng, 329 

Minerva Gómez-Flores, Montse Salleras i Redonnet, Nanette B. Silverberg, Nejib Doss, Nikhil 330 

Yawalkar, Olivier Chosidow, Omid Zargari, Pablo de la Cueva, Pablo Fernandez-Peñas, Paola J. 331 

Cárdenas Rojas, Paolo Gisondi, Parbeer Grewal, Paul Sator, Paula Carolina Luna, Paulo Antonio 332 

Oldani Félix, Paulo Varela, Péter Holló, Petra Cetkovska, Piergiacomo Calzavara-Pinton, Pierre-333 

Dominique Ghislain, Raquel Ruiz Araujo, Ricardo Romiti, Róbert Kui, Romana Čeović, Ronald 334 

Vender, Rosario Fátima Lafuente Urrez, Rubén del-Río, Sandra Gulin, Sanjeev Handa, Satveer K. 335 

Mahil, Seetharam Anjaneyulu Kolalapudi, Servando E. Marrón, Seyyede Zeinab Azimi, Sherief R. 336 

Janmohamed, Sidney Augusto Cruz Costa, Siew Eng Choon, Slavomir Urbancek, Olusola Ayanlowo, 337 

Susana M. Margasin, Tak-Wah Wong, Tarja Mälkönen, Tatiana Hurtová, Tatiana Riveros Reciné, 338 

Theis Huldt-Nystrøm, Tiago Torres, Tong-Yun Liu, Tsira Leonidze, Vinod Kumar Sharma, Warren 339 

Weightman, Wayne P. Gulliver, Wendelien R. Veldkamp 340 

 341 

  342 



15 

 

Acknowledgements 343 

We thank Miranda Roskam-Mul, IR, data manager from the Clinical Research Unit at the Amsterdam 344 

UMC, the Netherlands for building this survey in LimeSurvey and the Manchester National Institute 345 

for Health Research Biomedical Research Centre, the United Kingdom for the supporting of RBW. 346 

Funding sources: no funding 347 

Data integrity: Astrid van Huizen and Phyllis Spuls had full access to all the data in the study and 348 

take responsibility for the integrity of the data and the accuracy of the data analysis. 349 

Data analysis: Astrid van Huizen 350 

Conflicts of interest: 351 

AH was involved as sub-investigator in clinical trials and observational studies for Abbvie, Janssen, 352 

LeoPharma, Lilly, Sanofi and UCB. 353 

SM has no conflicts of interest. 354 

RG has served as a consultant and/or paid speaker for and/or participated in clinical trials sponsored 355 

by: Abbvie/Abbott, Amgen, Bristol-Myers Squibb, Eli Lilly, EGIS, Janssen Cilag, Leo Pharma,  , 356 

Novartis, Pfizer, GlaxoSmithKlineUCB, TEVA and Sanofi-Genzyme. 357 

LI has no conflicts of interest. 358 

GK has no conflicts of interest.  359 

MM has no conflicts of interest. 360 

RBW received research grants from AbbVie, Almirall, Amgen, Celgene, Janssen, Lilly, Leo, Medac, 361 

Novartis, Pfizer & UCB and has received consulting fees from 362 

AbbVie, Almirall, Amgen, Arena, Astellas, Avillion, Boehringer Ingelheim, Bristol Myers Squibb, 363 

Celgene, DiCE, GSK, Janssen, Lilly, Leo, Medac, Novartis, Pfizer, Sanofi, Sun Pharma, UCB & 364 

UNION. 365 

PS has done consultancies in the past for Sanofi 111017 and AbbVie 041217 (unpaid), received a 366 

departmental independent research grants for TREAT NL registry Pharma since December 2019 for 367 

the TREAT NL registry, is involved in performing clinical trials with many pharmaceutical industries 368 

that manufacture drugs used for the treatment of e.g. psoriasis and atopic dermatitis, for which 369 

financial compensation is paid to the department/hospital and, is Chief Investigator (CI) of the 370 



16 

 

systemic and phototherapy atopic eczema registry (TREAT NL) for adults and children and one of the 371 

main investigator of the SECURE-AD registry. 372 

  373 



17 

 

References 374 

1. Gubner R, August S, Ginsberg V. Therapeutic suppression of tissue reactivity. II. Effect of 375 

aminopterin in rheumatoid arthritis and psoriasis. Am J Med Sci. 1951;221(2):176-82. 376 

2. Edmundson WF, Guy WB. Treatment of psoriasis with folic acid antagonists. AMA Arch 377 

Derm. 1958;78(2):200-3. 378 

3. Said S, Jeffes EW, Weinstein GD. Methotrexate. Clin Dermatol. 1997;15(5):781-97. 379 

4. Van Der Kraaij GE, Spuls Ph I, Balak DMW, et al. Update richtlijn psoriasis 2017. [Dutch]. 380 

Nederlands Tijdschrift voor Dermatologie en Venereologie. 2017;27(4):170-3. 381 

5. Menter A, Gelfand JM, Connor C, et al. Joint American Academy of Dermatology-National 382 

Psoriasis Foundation guidelines of care for the management of psoriasis with systemic nonbiologic 383 

therapies. J Am Acad Dermatol. 2020;82(6):1445-86. 384 

6. Mrowietz U, Nast A. The EuroGuiDerm Guideline for the systemic treatment of psoriasis 385 

vulgaris - 1.4 Methotrexate (MTX) https://www.edf.one/dam/jcr:04c2fd28-be9b-48ac-89de-386 

0d52f1b2d573/8_Methotrexate_Aug_2020.pdf European Dermatology Forum; 2020 [ 387 

7. Coates LC, Gossec L, Ramiro S, et al. New GRAPPA and EULAR recommendations for the 388 

management of psoriatic arthritis. Rheumatology (Oxford). 2017;56(8):1251-3. 389 

8. Rees RB, Bennett JH, Bostick WL. Aminopterin for psoriasis. AMA Arch Derm. 390 

1955;72(2):133-43. 391 

9. Roenigk HH, Jr., Fowler-Bergfeld W, Curtis GH. Methotrexate for psoriasis in weekly oral 392 

doses. Arch Dermatol. 1969;99(1):86-93. 393 

10. Weinstein GD, Frost P. Methotrexate for psoriasis. A new therapeutic schedule. Arch 394 

Dermatol. 1971;103(1):33-8. 395 

11. SPIN website https://www.spindermatology.org/2021 [Website from SPIN (Skin 396 

Inflammation and Psoriasis International Network)]. 397 

12. Gyulai R, Bagot M, Griffiths CE, et al. Current practice of methotrexate use for psoriasis: 398 

results of a worldwide survey among dermatologists. J Eur Acad Dermatol Venereol. 2015;29(2):224-399 

31. 400 

13. Zargari O, Hejazi S, Shahidi-Dadras M, et al. Considerable variation among Iranian 401 

dermatologists in the dosing and monitoring of methotrexate for treating psoriasis. Int J Dermatol. 402 

2014;53(3):385-9. 403 

14. Menting SP, Dekker PM, Limpens J, et al. Methotrexate Dosing Regimen for Plaque-type 404 

Psoriasis: A Systematic Review of the Use of Test-dose, Start-dose, Dosing Scheme, Dose 405 

Adjustments, Maximum Dose and Folic Acid Supplementation. Acta Derm Venereol. 2016;96(1):23-406 

8. 407 

15. Methotrexate Prices, Coupons and Patient Assistance Programs https://www.drugs.com/price-408 

guide/methotrexate2021 [ 409 

16. Schram ME, Roekevisch E, Leeflang MM, et al. A randomized trial of methotrexate versus 410 

azathioprine for severe atopic eczema. J Allergy Clin Immunol. 2011;128(2):353-9. 411 

17. Zulian F, Martini G, Vallongo C, et al. Methotrexate treatment in juvenile localized 412 

scleroderma: a randomized, double-blind, placebo-controlled trial. Arthritis Rheum. 2011;63(7):1998-413 

2006. 414 

18. Hammerschmidt M, Brenner FM. Efficacy and safety of methotrexate in alopecia areata. An 415 

Bras Dermatol. 2014;89(5):729-34. 416 

19. Ogrinc G, Davies L, Goodman D, et al. SQUIRE 2.0 (Standards for QUality Improvement 417 

Reporting Excellence): revised publication guidelines from a detailed consensus process. BMJ Qual 418 

Saf. 2016;25(12):986-92. 419 

20. LimeSurvey website https://www.limesurvey.org/: LimeSurvey; 2021 [ 420 

21. ZOOM website https://zoom.us/2021 [ 421 

22. Schlessinger DI, Iyengar S, Yanes AF, et al. Development of a core outcome set for clinical 422 

trials in basal cell carcinoma: study protocol for a systematic review of the literature and identification 423 

of a core outcome set using a Delphi survey. Trials. 2017;18(1):490. 424 

23. Frankowski M, Świerkot J, Gomułkiewicz M, et al. Usefulness of noninvasive diagnostic 425 

procedures for assessment of methotrexate hepatotoxicity in patients with rheumatoid arthritis. 426 

Rheumatol Int. 2021. 427 

https://www.edf.one/dam/jcr:04c2fd28-be9b-48ac-89de-0d52f1b2d573/8_Methotrexate_Aug_2020.pdf
https://www.edf.one/dam/jcr:04c2fd28-be9b-48ac-89de-0d52f1b2d573/8_Methotrexate_Aug_2020.pdf
https://www.spindermatology.org/2021
https://www.drugs.com/price-guide/methotrexate2021
https://www.drugs.com/price-guide/methotrexate2021
https://www.limesurvey.org/
https://zoom.us/2021


18 

 

24. Al Hammadi A, Al-Sheikh A, Ammoury A, et al. Experience and challenges for biologic use 428 

in the treatment of moderate-to-severe psoriasis in Africa and the Middle East region. The Journal of 429 

dermatological treatment. 2017;28(2):129-35. 430 

25. Czarnowicki T, Malajian D, Shemer A, et al. Skin-homing and systemic T-cell subsets show 431 

higher activation in atopic dermatitis versus psoriasis. J Allergy Clin Immunol. 2015;136(1):208-11. 432 

26. Genestier L, Paillot R, Fournel S, et al. Immunosuppressive properties of methotrexate: 433 

apoptosis and clonal deletion of activated peripheral T cells. J Clin Invest. 1998;102(2):322-8. 434 

27. Clary DD, Reid AT, Kiani R, et al. Methotrexate Hepatotoxicity Monitoring Guidelines in 435 

Psoriasis and Rheumatoid Arthritis: Is There a Consensus? S D Med. 2021;74(8):363-6. 436 

28. van Huizen AM, Vermeulen FM, Bik C, et al. On which evidence can we rely when 437 

prescribing off-label methotrexate in dermatological practice? - a systematic review with GRADE 438 

approach. The Journal of dermatological treatment. 2021:1-20. 439 

29. Mahil SW, N. , Dand N. Psoriasis treat to target: defining outcomes in psoriasis using data 440 

from a real-world, population-based cohort study (the British Association of Dermatologists Biologics 441 

and Immunomodulators Register, BADBIR). The British journal of dermatology 2020;182:1158-66. 442 

30. Mrowietz U, Kragballe K, Nast A, et al. Strategies for improving the quality of care in 443 

psoriasis with the use of treatment goals - A report on an implementation meeting. J Eur Acad 444 

Dermatol Venereol. 2011;25(SUPPL. 3):1-13. 445 

31. The EuroGuiDerm Guideline for the systemic treatment of psoriasis vulgaris - VII. Disease 446 

severity and treatment goals https://www.edf.one/dam/jcr:99d22233-88de-4dbe-8ee5-447 

c0062a3ed8cc/2_Disease_severity_treatment_goals_Aug_2020.pdf: European Dermatology Forum; 448 

2020 [ 449 

32. Ranjan N, Sharma NL, Shanker V, et al. Methotrexate versus hydroxycarbamide 450 

(hydroxyurea) as a weekly dose to treat moderate-to-severe chronic plaque psoriasis: a comparative 451 

study. The Journal of dermatological treatment. 2007;18(5):295-300. 452 

33. Mahbub MS, Khondker L, Khan SI, et al. Comparative efficacy of hydroxyurea and 453 

methotrexate in treating psoriasis. Mymensingh Medical Journal: MMJ. 2013;22(1):116-30. 454 

34. Paul C, Gallini A, Maza A, et al. Evidence-based recommendations on conventional systemic 455 

treatments in psoriasis: systematic review and expert opinion of a panel of dermatologists. J Eur Acad 456 

Dermatol Venereol. 2011;25 Suppl 2:2-11. 457 

35. Raaby L, Zachariae C, Ostensen M, et al. Methotrexate Use and Monitoring in Patients with 458 

Psoriasis: A Consensus Report Based on a Danish Expert Meeting. Acta Derm Venereol. 459 

2017;97(4):426-32. 460 

36. Menter A, Cordoro KM, Davis DMR, et al. Joint American Academy of Dermatology-461 

National Psoriasis Foundation guidelines of care for the management and treatment of psoriasis in 462 

pediatric patients. J Am Acad Dermatol. 2020;82(1):161-201. 463 

37. Warren RB, Weatherhead SC, Smith CH, et al. British Association of Dermatologists' 464 

guidelines for the safe and effective prescribing of methotrexate for skin disease 2016. Br J Dermatol. 465 

2016;175(1):23-44. 466 

38. Rademaker M, Gupta M, Andrews M, et al. The Australasian Psoriasis Collaboration view on 467 

methotrexate for psoriasis in the Australasian setting. Australas J Dermatol. 2017;58(3):166-70. 468 

39. Karamata VV, Gandhi AM, Patel PP, et al. A study of the use of drugs in patients suffering 469 

from psoriasis and their impact on quality of life. Indian J Pharmacol. 2017;49(1):84-8. 470 

40. Roenigk HH, Jr., Auerbach R, Maibach H, et al. Methotrexate in psoriasis: consensus 471 

conference. J Am Acad Dermatol. 1998;38(3):478-85. 472 

41. Stiff KM, Glines KR, Porter CL, et al. Current pharmacological treatment guidelines for 473 

psoriasis and psoriatic arthritis. Expert Rev Clin Pharmacol. 2018;11(12):1209-18. 474 

42. Smith CH, Jabbar-Lopez ZK, Yiu ZZ, et al. British Association of Dermatologists guidelines 475 

for biologic therapy for psoriasis 2017. Br J Dermatol. 2017. 476 

43. Yousefzadeh H, Azad FJ, Banihashemi M, et al. Clinical efficacy and quality of life under 477 

micronutrients in combination with methotrexate therapy in chronic plaque of psoriatic patients. 478 

Dermatologica Sinica. 2017;35(4):187-94. 479 

44. Lindqvist T, Salah LA, Gillstedt M, et al. Methotrexate Management in Psoriasis: Are We 480 

Following the Guidelines? Acta Derm Venereol. 2018;98(4):449-51. 481 

https://www.edf.one/dam/jcr:99d22233-88de-4dbe-8ee5-c0062a3ed8cc/2_Disease_severity_treatment_goals_Aug_2020.pdf
https://www.edf.one/dam/jcr:99d22233-88de-4dbe-8ee5-c0062a3ed8cc/2_Disease_severity_treatment_goals_Aug_2020.pdf


19 

 

45. Armstrong AW, Aldredge L, Yamauchi PS. Managing patients with psoriasis in the busy 482 

clinic: Practical tips for health care practitioners. J Cutan Med Surg. 2016;20(3):196-206. 483 

46. Drach M, Papageorgiou K, Maul JT, et al. Effectiveness of methotrexate in moderate to severe 484 

psoriasis patients: real-world registry data from the Swiss Dermatology Network for Targeted 485 

Therapies (SDNTT). Archives of Dermatological Research. 2019;08:08. 486 

47. Kalb RE, Strober B, Weinstein G, et al. Methotrexate and psoriasis: 2009 National Psoriasis 487 

Foundation Consensus Conference. J Am Acad Dermatol. 2009;60(5):824-37. 488 

48. Mijuskovic ZP, Kandolf-Sekulovic L, Tiodorovic D, et al. Serbian association of 489 

dermatovenereologists' guidelines for the diagnosis and treatment of psoriasis. Serbian Journal of 490 

Dermatology and Venereology. 2016;8(2):61-78. 491 

49. Salim A, Tan E, Ilchyshyn A, et al. Folic acid supplementation during treatment of psoriasis 492 

with methotrexate: a randomized, double-blind, placebo-controlled trial. Br J Dermatol. 493 

2006;154(6):1169-74. 494 

50. Attwa EM, Elkot RA, Abdelshafey AS, et al. Subcutaneous methotrexate versus oral form for 495 

the treatment and prophylaxis of chronic plaque psoriasis. Dermatol Ther. 2019:e13051. 496 

51. National Clinical Guideline C. National Institute for Health and Clinical Excellence: 497 

Guidance.  Psoriasis: Assessment and Management of Psoriasis. London: Royal College of Physicians 498 

(UK) 499 

Copyright (c) National Clinical Guideline Centre - October 2012.; 2012. 500 

52. Saurat JH, Langley RG, Reich K, et al. Relationship between methotrexate dosing and clinical 501 

response in patients with moderate to severe psoriasis: subanalysis of the CHAMPION study. Br J 502 

Dermatol. 2011;165(2):399-406. 503 

53. Mrowietz U, de Jong EM, Kragballe K, et al. A consensus report on appropriate treatment 504 

optimization and transitioning in the management of moderate-to-severe plaque psoriasis. J Eur Acad 505 

Dermatol Venereol. 2014;28(4):438-53. 506 

54. Nast A, Amelunxen L, Augustin M, et al. S3 Guideline for the treatment of psoriasis vulgaris, 507 

update - Short version part 1 - Systemic treatment. J. 2018;16(5):645-69. 508 

55. Reich K, Augustin M, Thaci D, et al. A 24-week multicentre, randomised, open-label, parallel-509 

group study comparing the efficacy and safety of ixekizumab to fumaric acid esters and methotrexate 510 

in patients with moderate-to-severe plaque psoriasis naive to systemic treatment. Br J Dermatol. 511 

2019;03:03. 512 

56. Warren RB, Mrowietz U, von Kiedrowski R, et al. An intensified dosing schedule of 513 

subcutaneous methotrexate in patients with moderate to severe plaque-type psoriasis (METOP): a 52 514 

week, multicentre, randomised, double-blind, placebo-controlled, phase 3 trial. Lancet. 515 

2017;389(10068):528-37. 516 

57. Kolios AGA, Yawalkar N, Anliker M, et al. Swiss S1 Guidelines on the Systemic Treatment 517 

of Psoriasis Vulgaris. Dermatology. 2016;232(4):385-406. 518 

58. Chakravarty K, McDonald H, Pullar T, et al. BSR/BHPR guideline for disease-modifying anti-519 

rheumatic drug (DMARD) therapy in consultation with the British Association of Dermatologists. 520 

Rheumatology (Oxford). 2008;47(6):924-5. 521 

59.  Surveillance report 2017 – Psoriasis: assessment and management (2012) NICE guideline 522 

CG153. London: National Institute for Health and Care Excellence (UK) 523 

Copyright © NICE 2017.; 2017. 524 

60. Noor SM, Ayub N, Paracha MM. Efficacy and safety of methotrexate versus acitretin in 525 

chronic plaque psoriasis. Journal of Postgraduate Medical Institute. 2017;31(1):4-7. 526 

61. Tichy M, Zapletalova J. Experience with the systemic treatment of severe forms of psoriasis. 527 

Biomedical Papers of the Medical Faculty of Palacky University in Olomouc, Czech Republic. 528 

2012;156(1):29-40. 529 

62. Yan K, Zhang Y, Han L, et al. Safety and Efficacy of Methotrexate for Chinese Adults With 530 

Psoriasis With and Without Psoriatic Arthritis. JAMA dermatology. 2019;30:30. 531 

63. Yesudian PD, Leman J, Balasubramaniam P, et al. Effectiveness of Subcutaneous 532 

Methotrexate in Chronic Plaque Psoriasis. Journal of Drugs in Dermatology: JDD. 2016;15(3):345-9. 533 

64. Nederlandse_Vereniging_voor_Kindergeneeskunde. Richtlijn medicamenteuze behandeling 534 

van kinderen met juveniele idiopathische artritis. 2017. 535 



20 

 

65. Fortina AB, Bardazzi F, Berti S, et al. Treatment of severe psoriasis in children: 536 

recommendations of an Italian expert group. Eur J Pediatr. 2017;176(10):1339-54. 537 

66. Kumar B, Saraswat A, Kaur I. Short-term methotrexate therapy in psoriasis: A study of 197 538 

patients. Int J Dermatol. 2002;41(7):444-8. 539 

67. Hroch M, Chladek J, Simkova M, et al. A pilot study of pharmacokinetically guided dosing of 540 

oral methotrexate in the initial phase of psoriasis treatment. J Eur Acad Dermatol Venereol. 541 

2008;22(1):19-24. 542 

68. Chladek J, Simkova M, Vaneckova J, et al. Assessment of methotrexate hepatotoxicity in 543 

psoriasis patients: a prospective evaluation of four serum fibrosis markers. J Eur Acad Dermatol 544 

Venereol. 2013;27(8):1007-14. 545 

69. Barker J, Hoffmann M, Wozel G, et al. Efficacy and safety of infliximab vs. methotrexate in 546 

patients with moderate-to-severe plaque psoriasis: results of an open-label, active-controlled, 547 

randomized trial (RESTORE1). Br J Dermatol. 2011;165(5):1109-17. 548 

70. Heydendael VM, Spuls PI, Opmeer BC, et al. Methotrexate versus cyclosporine in moderate-549 

to-severe chronic plaque psoriasis. N Engl J Med. 2003;349(7):658-65. 550 

71. Haustein UF, Rytter M. Methotrexate in psoriasis: 26 years' experience with low-dose long-551 

term treatment. J Eur Acad Dermatol Venereol. 2000;14(5):382-8. 552 

72. Ferrara G, Mastrangelo G, Barone P, et al. Methotrexate in juvenile idiopathic arthritis: advice 553 

and recommendations from the MARAJIA expert consensus meeting. Pediatr Rheumatol Online J. 554 

2018;16(1):46. 555 

73. Papp K, Thaci D, Marcoux D, et al. Efficacy and safety of adalimumab every other week 556 

versus methotrexate once weekly in children and adolescents with severe chronic plaque psoriasis: a 557 

randomised, double-blind, phase 3 trial. Lancet. 2017;390(10089):40-9. 558 

74. Tangtatco JAA, Lara-Corrales I. Update in the management of pediatric psoriasis. Curr Opin 559 

Pediatr. 2017;29(4):434-42. 560 

75. Visser K, Katchamart W, Loza E, et al. Multinational evidence-based recommendations for 561 

the use of methotrexate in rheumatic disorders with a focus on rheumatoid arthritis: integrating 562 

systematic literature research and expert opinion of a broad international panel of rheumatologists in 563 

the 3E Initiative. Ann Rheum Dis. 2009;68(7):1086-93. 564 

  565 



21 

 

Tables and figures 566 

Figure legends 567 

Figure 1. Consensus per eDelphi round 568 

Number of proposals on which participants could vote and on which consensus is reached. 569 

Figure 2A. Proposals and voting percentages in the survey  570 

Percentage disagree, nor agree/nor disagree and agree during the eDelphi rounds.  571 

Black vertical line: cut-off for consensus, defined as <15% disagree. 572 

Figure 2B. Proposals and voting percentages in the consensus meeting  573 

Percentage disagree, nor agree/nor disagree and agree during the consensus meeting.  574 

Black vertical line: cut-off for consensus, defined as <30% disagree. 575 

Tables 576 

Table 1. Baseline characteristics 577 

 Participants 

completed first 

round n=201 (%) 

Participants 

completed three 

rounds n=180 (%) 

Participants in 

consensus 

meeting n=58 (%) 

Age (years)    

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

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

Current position    

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

Non-university hospital 12   (6.0) 7   (3.9) 3   (5.2) 

Private practice 26   (12.9) 23 (12.8) 5   (8.6) 
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Combination of two or three 

above 

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 (years) 

   

<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 (no/yes) 

   

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) 

a Oceania involves Australia and New Zealand 578 

 579 

  580 
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Table 2. Proposals and voting percentages in eDelphi round 1, round 2, round 3 and consensus 581 

meeting 582 

eDelphi round 1a 

Proposal 

 

References 

Disagree 

(%)  

Nor agree/nor disagree 

(%) 

Agree 

(%)  

1. The MTX dose can be decreased 

to the lowest effective dose 

according to treatment goals. 

29-31 

3.5 2.5 94 

2. Folic acid should be 

supplemented in all patients. 

4,6,14,32-50 

3.5 2.5 94 

3. MTX should be tried, if needed 

with increased dosage, at least 3-4 

months before the effect can be 

assessed, according to treatment 

goals. 

6,29,31,37,51,52 

5 5 90 

4. In case of gastrointestinal adverse 

events it is preferred to switch the 

MTX route of administration from 

oral to subcutaneous. 

4,36,37,53 

5 3.5 91.5 

5. Folic acid should be dosed in 4-6 

mg (depending on availability) 

when prescribing <15mg MTX. 

4,6,34,38,44,46,50,54-57 

8.4 5.5 86.1 

6. The maximum weekly dose of 

MTX in adults is 25 mg/week. 

14,34-37,51,58,59 

9 4.4 86.6 

7. For MTX there is no maximum 

treatment duration unless there are 

safety concerns. 

37 

9.5 3.4 87.1 

8. Usually, MTX is administered in 

a single weekly dose. 

4,6,32,34-38,41,43,56,60-63 

10.4 2.5 87.1 

9. When starting MTX in children, a 

dosage of around 10 mg/m2/week is 

prescribed. 

4,37,64,65 

10.9 9.5 79.6 

10. The maximum weekly dose of 

MTX in children is 15mg/m2/week. 

4,37,64,65 

13.9 12 74.1 

11. When starting MTX in 

vulnerable patients, start with a 

dosage of 7.5-10mg/week. 

4 

14.9 5 80.1 

eDelphi round 2a 

1. When starting MTX in adults, no 

test dosage is needed.  

4,14,38 

11.1 2.6 86.3 

2. Usually, MTX is administered 

orally. 

32-35,43,62,66,67 

14.7 6.8 78.5 

3. Folic acid should be administered 

24 hours after MTX intake. 

4,6,14,44,46,48,54,57,68 

12.6 4.2 83.2 

eDelphi round 3a 

1. When starting MTX in adults, 

start with a dosage of 15 mg/week. 

4,6,14,32,33,38,54,69,70 

14.4 2.2 83.3 
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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. 

6,34,35,37,71 

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 starting MTX in children, a 

test dosage is not needed. 

72-74 

5 2 93 

4. The dosage of folic acid should 

be increased when increasing the 

dosage of MTX.d 

4,75 

93 2 5 

5. Folic acid should be administered 

once a week. 

4,6,14,44,46,48,54,57,68 

14 7 79 

a For the eDelphi round consensus was defined as <15% disagree. 583 

b For the consensus meeting consensus was defined as <30% disagree. 584 

c Adjusted to passive voice after the consensus meeting, some subpopulations is changed to vulnerable 585 

patients.  586 

 587 


