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Key Messages
• We found 3 non-randomized studies about the clinical effectiveness of raltitrexed in 

patients with complete dihydopyrimidine dehydrogenase deficiency.

• We found 4 non-randomized studies about the safety of raltitrexed in patients with 
complete dihydropyrimidine dehydrogenase deficiency.

Research Questions
1. What is the clinical effectiveness of raltitrexed in patients with complete dihydropyrimidine 

dehydrogenase deficiency?

2. What is the safety of raltitrexed in patients with complete dihydropyrimidine 
dehydrogenase deficiency?

Methods

Literature Search Methods
A limited literature search was conducted by an information specialist on key resources 
including MEDLINE, Embase, the Cochrane Library, the University of York Centre for Reviews 
and Dissemination (CRD) databases, the websites of Canadian and major international health 
technology agencies, as well as a focused internet search. The search strategy comprised 
both controlled vocabulary, such as the National Library of Medicine’s MeSH (Medical Subject 
Headings), and keywords. The main search concepts were raltitrexed and dihydropyrimidine 
dehydrogenase deficiency. No filters were applied to limit the retrieval by study type. 
Comments, newspaper articles, editorials, letters, and conference abstracts were excluded. 
Where possible, retrieval was limited to the human population. The search was completed on 
August 30, 2022, and was limited to English-language documents published since January 1, 
2012. Internet links were provided, where available.

Selection Criteria
One reviewer screened literature search results (titles and abstracts) and selected 
publications according to the inclusion criteria presented in Table 1. Full texts of study 
publications were not reviewed.

Table 1: Selection Criteria

Criteria Description

Population Patients with complete dihydropyrimidine dehydrogenase deficiency or at risk of severe fluoropyrimidine 
(including 5-FU and capecitabine) toxicity/intolerance.

Intervention Raltitrexed

Comparator Q1 and Q2: No comparator, 5-FU, capecitabine
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Criteria Description

Outcomes Q1: Effectiveness (e.g., progressive free survival, overall survival, objective response rate, duration of response, 
health-related quality of life)

Q2: Safety (e.g., adverse events, serious adverse events, withdrawal due to adverse events, death)

Study designs Health technology assessments, systematic reviews, randomized controlled trials, non-randomized studies

5-FU = 5-fluorouracil; Q = question.

Results
Three non-randomized studies1-3 were identified regarding the clinical effectiveness of 
raltitrexed in patients with complete dihydropyrimidine dehydrogenase deficiency. Four 
non-randomized studies1-4 were identified regarding the safety of raltitrexed in patients 
with complete dihydropyrimidine dehydrogenase deficiency. No relevant health technology 
assessments, systematic reviews, or randomized controlled trials were identified.

Additional references of potential interest that did not meet the inclusion criteria are provided 
in Appendix 1.
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