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Study on the Relationship between Adverse Reaction of Opioid Constipation and Gene Polymorphism
YANG lJing"*’, ZHANG Xinyu’, ZHENG Lei’, GUAN Yuyao’, CHANG Wenlai’, LIN Zhongkun’, ZHANG
Yahui', FU Zheng' (1. Shandong Medical College, Jinan, 250031; 2. Pharmaceutical Department of Shandong
Provincial Third Hospital, Jinan, 250031; 3. Ocean University of China, Qingdao, 266000; 4. Pharmaceutical
Department of Shandong Provincial Hospital, Jinan, 250000)

ABSTRACT  Objective To investigate the effect of gene polymorphism on adverse reactions (ADR) of constipation induced by
opioids. Methods We first conducted evidence-based medical data analysis on the research of genes related to opioid adverse
reactions, and selected target genes; Then 50 patients with severe constipation and 50 patients with cancer pain without adverse drug
reactions after taking opioid drugs were included as the test group and the control group for 1:1 matched case study; The target gene
was detected by polymerase chain reaction (PCR) or in situ hybridization and correlation analysis was performed. Finally, combined
with the clinical data of patients such as age, sex, dosage and duration of medication, we used multivariate logistic regression
analysis to explore the relevant predictive factors affecting the occurrence of opioid constipation adverse reactions. Results CYP2D6,
CYP3A5*3, ABCBI and OPRM1 were selected as target genes for detection; SNPStats genetic model analysis showed that CYP3A5*
3 (058rs776746, A>G), OPRM1 (047rs1799971, A>G) polymorphisms were associated with opioid induced constipation, among
which CYP345*3 (058rs776746) GG, AG, OPRMI (047rs1799971) AA, AG were risk factors for opioid induced constipation. At
the same time, combined with clinical data, logistic regression analysis showed that the duration of drug use, CYP345*3 and
OPRM1 gene polymorphisms could all be used as predictors of constipation in patients using opioids. Conclusion CYP3A45*3
(058rs776746, A>G), OPRM1 (047rs1799971, A>G) polymorphisms are associated with opioid induced constipation, which is

expected to become a clinical predictor of adverse drug reactions of opioids, and more attention should be paid to the occurrence of

severe constipation in patients who have been taking opioids
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