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Crude OR (95%CI) P-value Adjusted OR (95%CI) P-value

Non Reference Reference

Opioid 3.229(2.363-4.413) <0.001 1.598(1.062-2.404) 0.0249

NSAID 1.861(1.412-2.453) <0.001 0.747(0.546-1.022) 0.06788

Other 2.317(1.585-3.385) <0.001 1.007(0.594-1.706) 0.97937

Crude Model Adjusted Model

Table2. Logistic model
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		Table2. Logistic model

				Crude Model				Adjusted Model

				Crude OR (95%CI)		P-value		Adjusted OR (95%CI)		P-value

		Non		Reference				Reference

		Opioid		3.229(2.363-4.413)		<0.001		1.598(1.062-2.404)		0.0249

		NSAID		1.861(1.412-2.453)		<0.001		0.747(0.546-1.022)		0.06788

		Other		2.317(1.585-3.385)		<0.001		1.007(0.594-1.706)		0.97937
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Exposure Outcome

Heterogeneity test

Cochran‘s Q (p)

MR Egger


Intercept (p)

Opioid Low hand grip strength 59.426(2e-03) 1e-03(0.836)

Opioid Appendicular lean mass 50.049(4e-03) 1e-03(0.724)

Opioid Usual walking pace 66.496( < 0.001) -1e-03(0.509)

NSAID Low hand grip strength 52.441(6e-02) 3e-03(0.665)

NSAID Appendicular lean mass 73.83( < 0.001) 1e-03(0.799)

NSAID Usual walking pace 68.599(1e-03) 0(0.96)

Table3.Sensitive analysis
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		Table3.Sensitive analysis

		Exposure		Outcome		Heterogeneity test
Cochran‘s Q (p)		MR Egger

Intercept (p)

		Opioid		Low hand grip strength		59.426(2e-03)		1e-03(0.836)

		Opioid		Appendicular lean mass		50.049(4e-03)		1e-03(0.724)

		Opioid		Usual walking pace		66.496( < 0.001)		-1e-03(0.509)

		NSAID		Low hand grip strength		52.441(6e-02)		3e-03(0.665)

		NSAID		Appendicular lean mass		73.83( < 0.001)		1e-03(0.799)

		NSAID		Usual walking pace		68.599(1e-03)		0(0.96)
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Exposure Outcome nSNP

Observed

OR(95% CI)

Observed

P.value

Corrected

OR(95% CI)

Corrected

P.value

Test

Difference

P.value

Difference

Opioid

Low hand

grip strength

35

1.089(1.022 -

1.161)

0.008

1.153(1.016 -

1.309)

0.027 -1.788 0.074

Opioid

Appendicular

lean mass

34

0.887(0.806 -

0.976)

0.014

0.797(0.658 -

0.966)

0.021 2.155 0.031

Opioid

Usual

Walking

Pace

35

0.845(0.789 -

0.906)

0

0.767(0.67 -

0.879)

0 2.783 0.005

NSAID

Low hand

grip strength

39

1.118(1.041 -

1.201)

0.002

1.192(1.051 -

1.352)

0.006 -2.329 0.02

NSAID

Appendicular

lean mass

39

1.004(0.889 -

1.135)

0.945

1.005(0.81 -

1.247)

0.961 -0.021 0.983

NSAID

Usual

Walking

Pace

39

0.944(0.883 -

1.008)

0.084

0.939(0.838 -

1.052)

0.28 0.184 0.854

Table 4. MRlap analysis
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		Table 4. MRlap analysis

		Exposure		Outcome		nSNP		Observed OR(95% CI)		Observed P.value		Corrected OR(95% CI)		Corrected P.value		Test Difference		P.value Difference

		Opioid		Low hand grip strength		35		1.089(1.022 - 1.161)		0.008		1.153(1.016 - 1.309)		0.027		-1.788		0.074

		Opioid		Appendicular lean mass		34		0.887(0.806 - 0.976)		0.014		0.797(0.658 - 0.966)		0.021		2.155		0.031

		Opioid		Usual Walking Pace		35		0.845(0.789 - 0.906)		0		0.767(0.67 - 0.879)		0		2.783		0.005

		NSAID		Low hand grip strength		39		1.118(1.041 - 1.201)		0.002		1.192(1.051 - 1.352)		0.006		-2.329		0.02

		NSAID		Appendicular lean mass		39		1.004(0.889 - 1.135)		0.945		1.005(0.81 - 1.247)		0.961		-0.021		0.983

		NSAID		Usual Walking Pace		39		0.944(0.883 - 1.008)		0.084		0.939(0.838 - 1.052)		0.28		0.184		0.854

								áá
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Variables Total Non-Sarcopenia  Sarcopenia  P-value

   N=12605       N=11401        N=1204             

Age, (years)  40.6 (14.7)   39.5 (14.0)   50.2 (17.4)   <0.001  

Gender, n (%)                                           0.51

    Male 7143 (56.7%)   6472 (56.8%)  671 (55.7%)           

    Female 5462 (43.3%)   4929 (43.2%)  533 (44.3%)           

BMI (kg/m2)  28.2 (6.43)   27.7 (6.13)   32.7 (7.43)   <0.001  

Education level, n (%)                                            <0.001  

Middle school or lower 3242 (25.7%)   2678 (23.5%)  564 (46.8%)           

High school 2960 (23.5%)   2676 (23.5%)  284 (23.6%)           

College or more 6403 (50.8%)   6047 (53.0%)  356 (29.6%)           

Marital status, n (%)                                            <0.001  

    Never Married 3059 (24.3%)   2888 (25.3%)  171 (14.2%)           

    Married 6371 (50.5%)   5655 (49.6%)  716 (59.5%)           

    Other 3175 (25.2%)   2858 (25.1%)  317 (26.3%)           

PIR   2.46 (1.61)   2.51 (1.62)   1.95 (1.40)   <0.001  

Drinking status, n (%)                                            <0.001  

    No 3485 (27.6%)   3051 (26.8%)  434 (36.0%)           

    Yes 9120 (72.4%)   8350 (73.2%)  770 (64.0%)           

Smoking status, n (%)                                           0.904

    No 6999 (55.5%)   6328 (55.5%)  671 (55.7%)           

    Yes 5606 (44.5%)   5073 (44.5%)  533 (44.3%)           

Diabetes mellitus, n (%)                                            <0.001  

    No 12130 (96.2%) 11041 (96.8%)  1089 (90.4%)          

    Yes  475 (3.77%)   360 (3.16%)   115 (9.55%)           

Hypertension, n (%)                                            <0.001  

    No 10623 (84.3%)  9716 (85.2%)  907 (75.3%)           

    Yes 1982 (15.7%)   1685 (14.8%)  297 (24.7%)           

Prescription medications use, n (%)                                            <0.001  

    Non 11017 (87.4%) 10090 (88.5%)  927 (77.0%)           

    Opioid  545 (4.32%)   451 (3.96%)    94 (7.81%)           

    NSAID  642 (5.09%)   535 (4.69%)   107 (8.89%)           

    Other  401 (3.18%)   325 (2.85%)    76 (6.31%)           

Table 1. Characteristics of participants
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		Table 1. Characteristics of participants

		Variables		Total		Non-Sarcopenia		 Sarcopenia 		P-value

				   N=12605   		   N=11401    		   N=1204   		         

		Age, (years)		 40.6 (14.7) 		 39.5 (14.0)  		50.2 (17.4) 		 <0.001  

		Gender, n (%)		             		              		            		0.51

		    Male		7143 (56.7%) 		 6472 (56.8%) 		671 (55.7%) 		         

		    Female		5462 (43.3%) 		 4929 (43.2%) 		533 (44.3%) 		         

		BMI (kg/m2)		 28.2 (6.43) 		 27.7 (6.13)  		32.7 (7.43) 		 <0.001  

		Education level, n (%)		             		              		            		 <0.001  

		Middle school or lower		3242 (25.7%) 		 2678 (23.5%) 		564 (46.8%) 		         

		High school		2960 (23.5%) 		 2676 (23.5%) 		284 (23.6%) 		         

		College or more		6403 (50.8%) 		 6047 (53.0%) 		356 (29.6%) 		         

		Marital status, n (%)		             		              		            		 <0.001  

		    Never Married		3059 (24.3%) 		 2888 (25.3%) 		171 (14.2%) 		         

		    Married		6371 (50.5%) 		 5655 (49.6%) 		716 (59.5%) 		         

		    Other		3175 (25.2%) 		 2858 (25.1%) 		317 (26.3%) 		         

		PIR 		 2.46 (1.61) 		 2.51 (1.62)  		1.95 (1.40) 		 <0.001  

		Drinking status, n (%)		             		              		            		 <0.001  

		    No		3485 (27.6%) 		 3051 (26.8%) 		434 (36.0%) 		         

		    Yes		9120 (72.4%) 		 8350 (73.2%) 		770 (64.0%) 		         

		Smoking status, n (%)		             		              		            		0.904

		    No		6999 (55.5%) 		 6328 (55.5%) 		671 (55.7%) 		         

		    Yes		5606 (44.5%) 		 5073 (44.5%) 		533 (44.3%) 		         

		Diabetes mellitus, n (%)		             		              		            		 <0.001  

		    No		12130 (96.2%)		11041 (96.8%) 		1089 (90.4%)		         

		    Yes		 475 (3.77%) 		 360 (3.16%)  		115 (9.55%) 		         

		Hypertension, n (%)		             		              		            		 <0.001  

		    No		10623 (84.3%)		 9716 (85.2%) 		907 (75.3%) 		         

		    Yes		1982 (15.7%) 		 1685 (14.8%) 		297 (24.7%) 		         

		Prescription medications use, n (%)		             		              		            		 <0.001  

		    Non		11017 (87.4%)		10090 (88.5%) 		927 (77.0%) 		         

		    Opioid		 545 (4.32%) 		 451 (3.96%)  		 94 (7.81%) 		         

		    NSAID		 642 (5.09%) 		 535 (4.69%)  		107 (8.89%) 		         

		    Other		 401 (3.18%) 		 325 (2.85%)  		 76 (6.31%) 		         






