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It has been shown that genetic liability to cannabis use disorder (CUD) is significantly associated 
with genetic liability to schizophrenia (SCZ), even when accounting for ever-smoked tobacco 
regularly, a common risk factor for both CUD and SCZ. Here, we set out to identify genetic loci 
that are pleiotropic for CUD and SCZ using the largest GWAS to date. First, we applied ASSET, 
a cross-disorder method, to identify genome-wide significant loci that are pleiotropic for CUD (N 
cases=42,281) and SCZ (N cases=53,386). We found 95 lead SNPs in 75 genomic risk loci 
showing convergent effects (same direction of effect on both CUD and SCZ) and 79 lead SNPs 
in 69 genomic risk loci demonstrating divergent effects (risk-increasing for one disorder and 
protective for the other). We also used Local Analysis of [co]Variant Association (LAVA), a method 
of computing local bivariate and conditional genetic correlations, to examine local partial genetic 
correlations between CUD and SCZ, conditioning on ever-regular smoking (N cases=311,629). 
We identified two genomic regions (chr18:36056933-37679127 and chr22:40378784-41722787) 
that showed partial genetic correlations between CUD and SCZ after conditioning on tobacco 
smoking. The latter region included genes implicated in cognitive ability and neuroticism (e.g., 
EP300), drinks per week (e.g., RANGAP1), and immunological traits (e.g., RBX1). Genetic liability 
for CUD is correlated with SCZ risk, even after accounting for tobacco use, but there are genomic 
regions and loci of both convergent and divergent effects. Still, this overall shared genetic 
vulnerability may partially account for the frequent comorbidity of SCZ and CUD. 

mailto:emma.c.johnson@wustl.edu



Accessibility Report


		Filename: 

		JohnsonEmma.pdf




		Report created by: 

		VNelson

		Organization: 

		SD Solutions LLC




 [Personal and organization information from the Preferences > Identity dialog.]


Summary


The checker found no problems in this document.


		Needs manual check: 0

		Passed manually: 2

		Failed manually: 0

		Skipped: 2

		Passed: 28

		Failed: 0




Detailed Report


		Document



		Rule Name		Status		Description

		Accessibility permission flag		Passed		Accessibility permission flag must be set

		Image-only PDF		Passed		Document is not image-only PDF

		Tagged PDF		Passed		Document is tagged PDF

		Logical Reading Order		Passed manually		Document structure provides a logical reading order

		Primary language		Passed		Text language is specified

		Title		Passed		Document title is showing in title bar

		Bookmarks		Passed		Bookmarks are present in large documents

		Color contrast		Passed manually		Document has appropriate color contrast

		Page Content



		Rule Name		Status		Description

		Tagged content		Passed		All page content is tagged

		Tagged annotations		Passed		All annotations are tagged

		Tab order		Passed		Tab order is consistent with structure order

		Character encoding		Passed		Reliable character encoding is provided

		Tagged multimedia		Passed		All multimedia objects are tagged

		Screen flicker		Passed		Page will not cause screen flicker

		Scripts		Passed		No inaccessible scripts

		Timed responses		Passed		Page does not require timed responses

		Navigation links		Passed		Navigation links are not repetitive

		Forms



		Rule Name		Status		Description

		Tagged form fields		Passed		All form fields are tagged

		Field descriptions		Passed		All form fields have description

		Alternate Text



		Rule Name		Status		Description

		Figures alternate text		Passed		Figures require alternate text

		Nested alternate text		Passed		Alternate text that will never be read

		Associated with content		Passed		Alternate text must be associated with some content

		Hides annotation		Passed		Alternate text should not hide annotation

		Other elements alternate text		Passed		Other elements that require alternate text

		Tables



		Rule Name		Status		Description

		Rows		Passed		TR must be a child of Table, THead, TBody, or TFoot

		TH and TD		Passed		TH and TD must be children of TR

		Headers		Skipped		Tables should have headers

		Regularity		Passed		Tables must contain the same number of columns in each row and rows in each column

		Summary		Skipped		Tables must have a summary

		Lists



		Rule Name		Status		Description

		List items		Passed		LI must be a child of L

		Lbl and LBody		Passed		Lbl and LBody must be children of LI

		Headings



		Rule Name		Status		Description

		Appropriate nesting		Passed		Appropriate nesting






Back to Top
