
Evidence Table IV


SAMe for Treatment of Cholestasis (Liver Disease)

	ID
	1st Author

Year
	Design

Study Quality

Population

Diagnostic Criteria
	Arm #
	Intervention Component

Dose
	Sample Size
	Outcome Measurements**

Meta-Analysis Data***

	10202
	 QUOTE "(Adachi, 1986)" 
Adachi 

1986

	Study Design:
 CCT

Crossover Study:
 No

Jadad Score:
 0

% Female:
 35

% Under 18:
 0

% Over 65:
 8


	1
	No treatment 
	n Entered:
 N/A

n Analyzed:
 8
	Type of Outcome: Transaminases, Labs-Bilirubin, Laboratory values

Follow-ups (In Days): 7, 14, 21, 28

Bilirubin (Chronic): mg/dl at 14 days

Arm 1 = 13.2 (14.1)

Arm 2 = 11.6 (6.5)

Arm 3 = 13.1 (8.8)

Intrahepatic cholestasis (various causes). Bilirubin: Comparison pre/post level reduced in SAMe (p<0.05) and prednisolone (p<0.01). Transaminases and alkaline phosphatase: No significant result in the three groups.

	
	
	
	2
	SAMe

Dose:
 600 mg

Route of Admin:
Intravenous

Frequency:
 2 Per Day For 3 Weeks 
	n Entered:
 N/A

n Analyzed:
 9
	

	
	
	
	3
	Prednisone

Dose:
 30 mg

Route of Admin:
Oral

Frequency:
 3 Per Day For 7 Days 
	n Entered:
 N/A

n Analyzed:
 6
	

	
	
	
	
	Prednisone

Dose:
 20 mg

Route of Admin:
Oral

Frequency:
 3 Per Day For 7 Days 
	
	

	
	
	
	
	Prednisone

Dose:
 10 mg

Route of Admin:
Oral

Frequency:
 3 Per Day For 7 Days 
	
	

	10378
	Bombardieri

1985
	Study Design:
 CCT

Crossover Study:
 No 

Jadad Score:
 0 

% Female:
 57

% Under 18:
 N/A

% Over 65:
 0


	1
	No treatment 

 
	n Entered:
 12

n Analyzed:
 9
	Type of Outcome:  Labs-Bilirubin 

Follow-ups (In Days):  10, 20

Bilirubin (Chronic): mg % at 20 days

Arm 1 = 1.9 (0.5)

Arm 2 = 1.6 (0.3)

Gilbert’s syndrome. Urinary DGA excretion SAMe vs. Placebo after 20 days treatment (p<0.05). 

	
	
	
	2
	SAMe 

Dose:
 200 mg 

Route of Admin:
Intravenous 

Frequency:
 1 Per Day For 10 Days 
	n Entered:
 14

n Analyzed:
 9
	

	
	
	
	
	SAMe 

Dose:
 400 mg 

Route of Admin:
Oral 

Frequency:
 3 Per Day For 10 Days 
	
	

	10375
	Bray

1991
	Study Design:
 RCT

Crossover Study:
 Yes

Jadad Score:
 2 

% Female:
 100

% Under 18:
 0

% Over 65:
 N/A


	1
	Ursodeoxycholic acid 

Dose:
 0.8 – 1.2 gm 

Route of Admin:
Oral 

Frequency:
 1 Per Day For 8 Weeks 
	n Entered:
 12

n Analyzed:
 8
	Type of Outcome:  Labs-Bilirubin, Transaminases, Laboratory values, Labs-Bilirubin 

Follow-ups (In Days):  60, 150, 240

Exclude from meta-analysis as crossover study.

Primary biliary cirrhosis complicated with intrahepatic cholestasis. Comparison level after 2 months treatment GGT: UDCA vs. SAMe or Rifampicin (no p value given).  Pruritus, Transaminases, Alkaline phosphatase: NS differences among groups. 

	
	
	
	2
	Rifampicin 

Dose:
 0.3 gm 

Route of Admin:
Oral 

Frequency:
 1 Per Day For 8 Weeks 
	n Entered:
 12

n Analyzed:
 8
	

	
	
	
	3
	SAMe 

Dose:
 2.4 gm 

Route of Admin:
Oral 

Frequency:
 1 Per Day For 8 Weeks 
	n Entered:
 12

n Analyzed:
 8
	

	10190
	 QUOTE "(Cacciatore, 1989)" 
Cacciatore 1989

	Study Design:
 CCT

Crossover Study:
 No

Jadad Score:
 0

% Female:
 44

% Under 18:
 N/A

% Over 65:
 N/A
	1
	Placebo

Dose:
 N/A

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 1 Weeks 
	n Entered:
 18

n Analyzed:
 18
	Type of Outcome: Pruritus

Follow-ups (In Days): 7, 14, 21

Exclude from meta-analysis as crossover study.

Chronic liver disease (various causes). Pruritus: Comparison of reduction in scores SAMe vs. placebo (p<0.05) at 1 wk and (p<0.01) at 2 wks.

	
	
	
	2
	SAMe

Dose:
 800 mg

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 2 Weeks 
	n Entered:
 18

n Analyzed:
 18
	

	10194
	 QUOTE "(Fiaccadori, 1988)" 
Fiaccadori 1988

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 3

% Female:
 N/A

% Under 18:
 N/A

% Over 65:
 N/A
	1
	Placebo

Dose:
 N/A

Route of Admin:
Oral

Frequency:
 1 Per Day For 2 Weeks 
	n Entered:
 35

n Analyzed:
 33
	Type of Outcome: Transaminases, Labs-Bilirubin

Follow-ups (In Days): 14

Insufficient statistics for meta-analysis.

Chronic liver disease with cholestasis. Comparison of percentage of change pre/post levels after 2 weeks of treatment SAMe vs. Placebo: Bilirubin and Alkaline phosphatase (p<0.05). Comparison of decrease in pre/post levels after 2 weeks of treatment SAMe: Transaminases (p<0.01).

	
	
	
	2
	SAMe

Dose:
 1600 mg

Route of Admin:
Oral

Frequency:
 1 Per Day For 2 Weeks 
	n Entered:
 34

n Analyzed:
 34
	

	10199
	 QUOTE "(Frezza, 1987)" 
Frezza 

1987

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 2

% Female:
 N/A

% Under 18:
 N/A

% Over 65:
 N/A
	1
	Placebo

Dose:
 N/A

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 2 Weeks 
	n Entered:
 179

n Analyzed:
 62 
	Type of Outcome: Laboratory values, Transaminases, Pruritus, Labs-Bilirubin

Follow-ups (In Days): N/A

Pruritus (Chronic): Number of people who resolved pruritus at 14 days

Arm 1 = 19.22 of 62 pts “decreased”

Arm 2 = 69.99 of 81 pts “decreased”

Chronic Liver Disease with cholestasis. Comparison of changes in pre/post treatment levels after 2 weeks SAMe vs. placebo: Pruritus (p<0.01); Bilirubin (p<0.001); Transaminases (p<0.001) and Alkaline phosphatase (p<0.001).

	
	
	
	2
	SAMe

Dose:
 800 µg

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 2 Weeks 
	n Entered:
 186

n Analyzed:
 18 
	

	10053
	 QUOTE "(Frezza, 1990)" 
Frezza

1990

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 4

% Female:
 56

% Under 18:
 0

% Over 65:
 N/A


	1
	Placebo

Dose:
 N/A

Route of Admin:
Oral

Frequency:
 2 Per Day For 2 Weeks 
	n Entered:
 110

n Analyzed:
 101
	Type of Outcome: Fatigue, Transaminases, Pruritus, Face Scale, Labs-Bilirubin

Follow-ups (In Days): 7, 14, 44

Bilirubin (Chronic): mu_mol/l at 14 days

Arm 1 = 4.1 (2.0)

Arm 2 = 2.7 (2.1)

Pruritus (Chronic): Number of people who resolved pruritus at 14 days

Arm 1 = 14 of 42 pts ">50% decrease"

Arm 2 = 30 of 39 pts ">50% decrease"

Chronic Liver Disease with cholestasis. Comparison pre/post treatment levels after 2 wks SAMe vs. placebo Bilirubin (p<0.01); Alkaline phosphatase (p<0.01); ALT (p<0.05); AST and GGT (NS); Pruritus  (p<0.01).

	
	
	
	
	H2 Blockers 
	
	

	
	
	
	2
	SAMe

Dose:
 800 mg

Route of Admin:
Oral

Frequency:
 2 Per Day For 2 Weeks 
	n Entered:
 110

n Analyzed:
 108
	

	
	
	
	
	H2 Blockers 
	
	

	10171
	 QUOTE "(Manzillo G, 1992)" 
Manzillo  1992

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 2

% Female:
 39

% Under 18:
 N/A

% Over 65:
 N/A
	1
	Placebo

Dose:
 N/A

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 2 Weeks 
	n Entered:
 N/A

n Analyzed:
 108
	Type of Outcome: Labs-Bilirubin, Transaminases, Pruritus

Follow-ups (In Days): 14

Bilirubin (Chronic): µmol/L at 14 days

Arm 1 = 27.4 (17.5)

Arm 2 = 24.3 (16.1)

Bilirubin (Acute):
 µmol/L at 14 days

Arm 1 = 31.5 (27.6)

Arm 2 = 21.3 (13.2)

Pruritus (Acute & Chronic): Number of people who resolved pruritus at 14 days

Arm 1 = 16 of 42 pts "relieved"

Arm 2 = 54 of 63 pts "relieved"

Intrahepatic cholestasis complicating either acute or chronic liver disease. Comparison SAMe vs. placebo: Chronic and Acute liver disease: Bilirubin and Transaminases: (p<0.05 and p<0.01 respectively); Pruritus: (p<0.001 both).

	
	
	
	2
	SAMe

Dose:
 800 mg

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 2 Weeks 
	n Entered:
 N/A

n Analyzed:
 119
	

	10185
	 QUOTE "(O'donohue, 1996)" 
O'Donohue 1996

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 2

% Female:
 82

% Under 18:
 N/A

% Over 65:
 N/A
	1
	No treatment

 
	n Entered:
 9

n Analyzed:
 4
	Type of Outcome: Mortality, Transaminases, Labs-Bilirubin, Laboratory values

Follow-ups (In Days): 4, 10

Insufficient statistics for meta-analysis.

Intrahepatic cholestasis following acute liver failure (various causes). Comparison decreases in mean bilirubin SAMe vs. no treatment (p<0.02 at 4 days; NS at 10 days). Survival: Longer in SAMe vs. no treatment (p<0.08).

	
	
	
	2
	SAMe

Dose:
 400 mg

Route of Admin:
Intravenous

Frequency:
 2 Per Day For 5 Days 
	n Entered:
 8

n Analyzed:
 5
	

	10136
	 QUOTE "(Qin B, 2000)" 
Qin 

2000

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 1

% Female:
 N/A

% Under 18:
 N/A

% Over 65:
 N/A
	1
	Phosphate/Placebo

Dose:
 N/A

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 4 Weeks 
	n Entered:
 55

n Analyzed:
 55 
	Type of Outcome: Transaminases, Fatigue, Pruritus, Laboratory values

Follow-ups (In Days): 14, 28

Bilirubin (Chronic): mu_mol/l at 14 days

Arm 1 = 90.2 (30.2)

Arm 2 = 40.7 (24.2)

Bilirubin (Acute):
 mu_mol/l at 14 days

Arm 1 = 122.5 (46.3)

Arm 2 = 68.3 (25.6)

Pruritus (Chronic): Number of people who resolved pruritus at 14 days

Arm 1 = 16 of 32 pts "effective" 

Arm 2 = 28 of 32 pts "effective"

Viral hepatitis complicated by intrahepatic cholestasis. Comparison of improvement after 4 weeks of treatment SAMe vs. potassium phosphate/placebo: Albumin, Bilirubin, Alkaline phosphatase, Transaminases and Pruritus (p<0.05).

	
	
	
	2
	SAMe

Dose:
 1000 mg

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 4 Weeks 
	n Entered:
 55

n Analyzed:
 55 
	


N/A = Not available or Not Applicable.
NOS =  Not otherwise specified.


* Imputed standard deviation. 
       ** See Appendix H for abbreviations for Outcomes Measurements.
***Mean (Standard Deviation) reported.
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