
Evidence Table V


SAMe for Treatment of Liver Disease (General)

	ID
	1st Author

Year
	Design

Study Quality

Population

Diagnostic Criteria
	Arm #
	Intervention Component

Dose
	Sample Size
	Outcome Measurements**

Meta-Analysis Data***

	10368
	 QUOTE "(Botero RC, 1991)" 
Botero  

1991

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 2

% Female:
 N/A

% Under 18:
 N/A

% Over 65:
 0
	1
	Placebo

Dose:
 N/A

Route of Admin:
Intravenous

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

n Analyzed:
 11
	Type of Outcome: Transaminases

Follow-ups (In Days): 10, 20, 30, 90

Clinical heterogeneity precludes pooled analysis.

Acute viral hepatitis (A, B, and non A-non B). Transaminases: Decrease in Hepatitis A (p<0.001) at 10, 20 and 30 days and at 3 months for AST (p<0.05) compared to placebo. No differences were seen in Hepatitis B (4 patients) and in non  A-non B group (3 patients).

	
	
	
	2
	SAMe

Dose:
 500 mg

Route of Admin:
Intravenous

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

n Analyzed:
 10
	

	10062
	 QUOTE "(Bresci, 1982)" 
Bresci 

1982

	Study Design:
 CCT

Crossover Study:
 No

Jadad Score:
 0

% Female:
 38

% Under 18:
 0

% Over 65:
 N/A
	1
	Placebo

Dose:
 N/A

Route of Admin:
Intramuscular

Frequency:
 1 Per Day For 30 Days 
	n Entered:
 52

n Analyzed:
 52
	Type of Outcome: Transaminases, Laboratory values,

Follow-ups (In Days): 30

Clinical heterogeneity precludes pooled analysis.

Chronic Liver Disease (chronic persistent and alcoholic hepatitis). Transaminases: Improvement in pre/post levels at 30 days in chronic persistent hepatitis SAMe group (p<0.001); alcoholic hepatitis SAMe (p<0.01 for SGOT; p<0.001 for SGPT and GGT). Alkaline phosphatase: Improvement in pre/post levels at 30 days in chronic persistent hepatitis SAMe group (NS); alcoholic hepatitis SAMe (p<0.02).

	
	
	
	2
	SAMe

Dose:
 100 mg

Route of Admin:
Intramuscular

Frequency:
 1 Per Day For 30 Days 
	n Entered:
 52

n Analyzed:
 52
	

	10135
	 QUOTE "(Di Palma D., 1978)" 
Di Palma  1978

	Study Design:
 CCT

Crossover Study:
 No

Jadad Score:
 0

% Female:
 28

% Under 18:
 70

% Over 65:
 0
	1
	Placebo

Dose:
 N/A

Route of Admin:
N/A

Frequency:
 1 Per Day For N/A 
	n Entered:
 23

n Analyzed:
 23
	Type of Outcome: Laboratory values, Transaminases, Labs-Bilirubin

Follow-ups (In Days): 7, 14, 21, 28, 35

Clinical heterogeneity precludes pooled analysis.

Viral hepatitis. Transaminases (GPT and GOT): Improvement in pre/post scores in both groups (p<0.001) at day 14. Bilirubin: Comparison of pre/post reductions SAMe (p<0.001) vs. placebo (p<0.05) and  (p<0.01) at day 7 and 14 respectively.

	
	
	
	2
	SAMe

Dose:
 Dose variable N/A

Route of Admin:
N/A

Frequency:
 1 Per Day For N/A 
	n Entered:
 23

n Analyzed:
 23
	

	10028
	 QUOTE "(Diaz, 1996)" 
Diaz Belmont

1996

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 2

% Female:
 11

% Under 18:
 0

% Over 65:
 0
	1
	SAMe

Dose:
 200 mg

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 15 Days 
	n Entered:
 23

n Analyzed:
 23
	Type of Outcome: Laboratory values, Labs-Bilirubin, Transaminases, Laboratory values, PGA-Overall, Symptoms

Follow-ups (In Days): 8, 15

Clinical heterogeneity precludes pooled analysis.

Alcoholic hepatitis. Comparison pre/post levels SAMe group bili (p<0.0001), direct biliruben (p<0.0002), albumin (p<0.0055), alkaline phosphatase (p<0.0001) at 15 days.

	
	
	
	2
	Placebo

Dose:
N/A

Route of Admin:
N/A

Frequency:
 N/A 
	n Entered:
 22

n Analyzed:
 22
	

	10173
	 QUOTE "(Gentile S, 1990)" 
Gentile 

1990

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 1

% Female:
 N/A

% Under 18:
 0

% Over 65:
 N/A
	1
	Placebo

Dose:
 N/A

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 10 Days 
	n Entered:
 18

n Analyzed:
 N/A 
	Type of Outcome: Transaminases, Labs-Bilirubin, Laboratory values

Follow-ups (In Days): 10

Clinical heterogeneity precludes pooled analysis.

Chronic liver disease with cirrhosis. Comparison pre/post levels after 10 days Transaminases and Alkaline Phosphatase: SAMe (p<0.01) and placebo (NS). Bilirubin (Area Under the Curve) for Child’s Class A, B, C: SAMe (p<0.01) and placebo (NS).

	
	
	
	2
	SAMe

Dose:
 1200 mg

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 10 Days 
	n Entered:
 22

n Analyzed:
 N/A 
	

	10157
	 QUOTE "(Ideo, 1975)" 
Ideo

1975

	Study Design:
 CCT

Crossover Study:
 No

Jadad Score:
 2

% Female:
 N/A

% Under 18:
 0

% Over 65:
 3


	1
	L-methionine

Dose:
 5 mg

Route of Admin:
Intravenous

Frequency:
 4 Per Day For 30 Days 
	n Entered:
 15

n Analyzed:
 15
	Type of Outcome: Laboratory values, Transaminases, Labs-Bilirubin

Follow-ups (In Days): 30

Clinical heterogeneity precludes pooled analysis.

Chronic hepatitis with cirrhosis. Improvements noted in pre/post levels for Bilirubin, Transaminases and Total Albumin. p values not given.

	
	
	
	
	ATP

Dose:
 17 mg

Route of Admin:
Intravenous

Frequency:
 4 Per Day For 30 Days 
	
	

	
	
	
	
	L-methionine

Dose:
 5 mg

Route of Admin:
Intramuscular

Frequency:
 4 Per Day For 30 Days 
	
	

	
	
	
	
	ATP

Dose:
 17 mg

Route of Admin:
Intramuscular

Frequency:
 4 Per Day For 30 Days 
	
	

	
	
	
	2
	SAMe

Dose:
 15 mg

Route of Admin:
Intravenous

Frequency:
 4 Per Day For 30 Days 
	n Entered:
 15

n Analyzed:
 15
	

	
	
	
	
	SAMe

Dose:
 15 mg

Route of Admin:
Intramuscular

Frequency:
 4 Per Day For 30 Days 
	
	

	10060
	 QUOTE "(Jorge, 1985)" 
Jorge

1985

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 1

% Female:
 60

% Under 18:
 33

% Over 65:
 0


	1
	SAMe

Dose:
 200 mg

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 15 Days 
	n Entered:
 15

n Analyzed:
 15
	Type of Outcome: Laboratory values, Symptoms, Laboratory values, Transaminases

Follow-ups (In Days): 7, 14, 21, 30

Clinical heterogeneity precludes pooled analysis.

Acute viral hepatitis (adults and children). Transaminases: Comparison of the rate of change in AST: SAMe vs. placebo (p<0.01) after 30 days. Improvements noted in PT, Alkaline phosphatase; Bilirubin after 30 days: No p values given.

	
	
	
	
	SAMe

Dose:
 200 mg

Route of Admin:
Intramuscular

Frequency:
 1 Per Day For 15 Days 
	
	

	
	
	
	
	SAMe

Dose:
 100 mg

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 15 Days 
	
	

	
	
	
	
	SAMe

Dose:
 100 mg

Route of Admin:
Intramuscular

Frequency:
 1 Per Day For 15 Days 
	
	

	
	
	
	2
	Customary care

 
	n Entered:
 15

n Analyzed:
 15
	

	10156
	 QUOTE "(Labo G, 1975)" 
Labo 

1975

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 3

% Female:
 N/A

% Under 18:
 0

% Over 65:
 N/A


	1
	Placebo

Dose:
 N/A

Route of Admin:
Intravenous

Frequency:
 2 Per Day For 30 Days 
	n Entered:
 25

n Analyzed:
 25
	Type of Outcome: Transaminases, Labs-Bilirubin, Laboratory values

Follow-ups (In Days): 30

Clinical heterogeneity precludes pooled analysis.

Chronic liver disease with cirrhosis. Comparison of improvement in levels in SAMe and B12 vs. B12 only at 30 days. Bilirubin (p<0.005); Albumin (p<0.05); Alkaline phosphatase (p<0.02) and Prothrombin time (p<0.005).

	
	
	
	
	Vitamin B12

Dose:
 10000 µg

Route of Admin:
Intravenous

Frequency:
 2 Per Day For 30 Days 
	
	

	
	
	
	2
	SAMe

Dose:
 75 mg

Route of Admin:
Intravenous

Frequency:
 2 Per Day For 30 Days 
	n Entered:
 28

n Analyzed:
 28
	

	
	
	
	
	Vitamin B12

Dose:
 10000 µg

Route of Admin:
Intravenous

Frequency:
 2 Per Day For 30 Days 
	
	

	10167
	 QUOTE "(Loguercio C, 1993)" 
Loguercio  1993

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 1

% Female:
 0

% Under 18:
 0

% Over 65:
 0
	1
	Placebo

Dose:
 N/A

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 15 Days 
	n Entered:
 10

n Analyzed:
 10
	Type of Outcome: Laboratory values

Follow-ups (In Days): 15

Clinical heterogeneity precludes pooled analysis.

Alcoholic liver disease with cirrhosis (Child’s class A). Comparison of decrease in RBC cysteine after 15 days: Pre/post levels SAMe (p<0.01) or vs. placebo (p<0.01). Increase in RBC glutathione after 15 days: Pre/post levels SAMe (NS) or vs. placebo (p<0.01).

	
	
	
	2
	SAMe

Dose:
 2 gm

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 15 Days 
	n Entered:
 10

n Analyzed:
 10
	

	10243
	 QUOTE "(Marchesini G, 1992)" 
Marchesini 1992

	Study Design:
 CCT

Crossover Study:
 No

Jadad Score:
 0

% Female:
 38

% Under 18:
 0

% Over 65:
 0


	1
	Placebo

Dose:
 N/A

Route of Admin:
Intravenous

Frequency:
 2 Per Day For 3 Days 
	n Entered:
 8

n Analyzed:
 N/A 
	Type of Outcome: Laboratory values

Follow-ups (In Days): 1, 2, 3, 30

Clinical heterogeneity precludes pooled analysis.

Chronic Liver Disease with cirrhosis (Childs class B or C): In patients given SAMe, levels of taurine and cystine were increased (p<0.05), while levels of methionine, neutral amino acids, and polyamines were unchanged following the treatment period.

	
	
	
	
	Placebo

Dose:
 N/A

Route of Admin:
Oral

Frequency:
 3 Per Day For 30 Days 
	
	

	
	
	
	2
	SAMe

Dose:
 600 µg

Route of Admin:
Intravenous

Frequency:
 2 Per Day For 3 Days 
	n Entered:
 8

n Analyzed:
 N/A 
	

	
	
	
	
	SAMe

Dose:
 400 µg

Route of Admin:
Oral

Frequency:
 3 Per Day For 30 Days 
	
	

	10066
	 QUOTE "(Mascio, 1981)" 
Mascio 

1981

	Study Design:
 CCT

Crossover Study:
 No

Jadad Score:
 0

% Female:
 34

% Under 18:
 N/A

% Over 65:
 N/A
	1
	Phosphatidylcholine

Dose:
 1 gm

Route of Admin:
Intravenous

Frequency:
 2 Per Day For 30 Days 
	n Entered:
 34

n Analyzed:
 34
	Type of Outcome: Liver biopsy, Laboratory values

Follow-ups (In Days): 30

Clinical heterogeneity precludes pooled analysis.

Chronic liver disease (various types). Chronic hepatitis: Improvement in pre/post scores in SAMe group after 30 days: Albumin (p<0.02), Prothrombin time (p<0.05), and Biopsy score (p<0.001). Cirrhosis: Improvement in pre/post scores in SAMe group: Albumin (NS), Prothrombin time (NS) and Biopsy score (p<0.001).

	
	
	
	2
	SAMe

Dose:
 250 mg

Route of Admin:
Intravenous

Frequency:
 2 Per Day For 30 Days 
	n Entered:
 34

n Analyzed:
 34
	

	10027
	 QUOTE "(Mato, 1999)" 
Mato

1999

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 5

% Female:
 14

% Under 18:
 0

% Over 65:
 N/A
	1
	Placebo

Dose:
 N/A

Route of Admin:
Oral

Frequency:
 3 Per Day For 104 Weeks 
	n Entered:
 61

n Analyzed:
 46
	Type of Outcome: Mortality, Transaminases, Labs-Bilirubin, Laboratory values, Liver transplant

Follow-ups (In Days): 180, 270, 360, 450, 540, 630, 720

Clinical heterogeneity precludes pooled analysis.

Alcoholic liver cirrhosis (Childs class A, B and C). Mortality/liver transplantation over a 2 yr follow-up period: All study participants: SAMe vs. placebo (p=0.077); Childs Class A and B only: SAMe vs. placebo (p=0.025).

	
	
	
	2
	SAMe

Dose:
 400 mg

Route of Admin:
Oral

Frequency:
 3 Per Day For 104 Weeks 
	n Entered:
 62

n Analyzed:
 53
	

	10065
	 QUOTE "(Micali, 1983)" 
Micali

1983

	Study Design:
 CCT

Crossover Study:
 No

Jadad Score:
 1

% Female:
 22

% Under 18:
 0

% Over 65:
 N/A
	1
	Placebo

Dose:
 N/A

Route of Admin:
Oral

Frequency:
 3 Per Day For 4 Weeks 
	n Entered:
 25

n Analyzed:
 25
	Type of Outcome: Laboratory values, Liver biopsy

Follow-ups (In Days): 30

Clinical heterogeneity precludes pooled analysis.

Chronic liver disease (various causes). Steatosis: Improvement in biopsy results after 30 days: SAMe vs. placebo (p<0.01). Laboratory results improvement after 30 days SAMe vs. placebo: Transaminases (p<0.01); Prothrombin activity (p<0.01).

	
	
	
	2
	SAMe

Dose:
 300 mg

Route of Admin:
Oral

Frequency:
 3 Per Day For 4 Weeks 
	n Entered:
 25

n Analyzed:
 25
	

	10155
	 QUOTE "(Miglio F, 1975)" 
Miglio  

1975

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 2

% Female:
 N/A

% Under 18:
 N/A

% Over 65:
 N/A


	1
	Vitamin B12

Dose:
 1000 µg

Route of Admin:
Oral

Frequency:
 6 Per Day For 30 Days 
	n Entered:
 20

n Analyzed:
 20
	Type of Outcome: Laboratory values, Transaminases, Labs-Bilirubin

Follow-ups (In Days): 30, 60

Clinical heterogeneity precludes pooled analysis.

Chronic hepatitis (various causes). Comparison of improvements in pre/post scores after 30 days treatment: SAMe and Vit B12: Total protein (p<0.02); Albumin (p<0.001); Transaminases (p<0.005); and Bilirubin (total (p<0.01) and indirect (p<0.005)). Vitamin B12 alone: All parameters (NS).

	
	
	
	2
	SAMe

Dose:
 30 mg

Route of Admin:
Oral

Frequency:
 6 Per Day For 30 Days 
	n Entered:
 20

n Analyzed:
 20
	

	
	
	
	
	Vitamin B12

Dose:
 1000 µg

Route of Admin:
Oral

Frequency:
 6 Per Day For 30 Days 
	
	

	10153
	 QUOTE "(Musso A, 1980)" 
Musso  

1980

	Study Design:
 CCT

Crossover Study:
 No

Jadad Score:
 0

% Female:
 59

% Under 18:
 100

% Over 65:
 0


	1
	Milk thistle

Dose:
 12 mg/kg

Route of Admin:
N/A

Frequency:
 1 Per Day For 30 Days 
	n Entered:
 10

n Analyzed:
 10
	Type of Outcome: Transaminases, Labs-Bilirubin, Laboratory values

Follow-ups (In Days): 5, 10, 20, 30

Clinical heterogeneity precludes pooled analysis.

Acute viral hepatitis (Pediatric patients).  No improvement in Milk thistle/SAMe group compared to the milk thistle group.

	
	
	
	2
	Milk thistle

Dose:
 12 mg/kg

Route of Admin:
N/A

Frequency:
 1 Per Day For 30 Days 
	n Entered:
 7

n Analyzed:
 7
	

	
	
	
	
	SAMe

Dose:
 5 mg/kg

Route of Admin:
N/A

Frequency:
 1 Per Day For 30 Days 
	
	

	10067
	 QUOTE "(Pecoraro, 1979)" 
Pecoraro 1979

	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 Until symptoms resolve 
	n Entered:
 40

n Analyzed:
 40
	Type of Outcome: Symptoms, Transaminases, Laboratory values, Labs-Bilirubin

Follow-ups (In Days): 10, 20, 25

Clinical heterogeneity precludes pooled analysis.

Acute viral hepatitis. Comparison of percentage of group which normalized values after 25 days SAMe vs. placebo: Bilirubin (p<0.01); SGOT (p<0.001); SGPT (p<0.001).

	
	
	
	2
	SAMe

Dose:
 Dose variable mg

Route of Admin:
Intravenous

Frequency:
 1 Per Day Until

                                Symptoms Resolve 
	n Entered:
 40

n Analyzed:
 40
	

	10176
	 QUOTE "(Persico M, 1990)" 
Persico  1990

	Study Design:
 CCT

Crossover Study:
 No

Jadad Score:
 0

% Female:
 33

% Under 18:
 N/A

% Over 65:
 N/A
	1
	Placebo

Dose:
 N/A

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 10 Days 
	n Entered:
 18

n Analyzed:
 N/A 
	Type of Outcome: Transaminases, Labs-Bilirubin

Follow-ups (In Days): 10

Clinical heterogeneity precludes pooled analysis.

Cirrhosis (Childs class A, B and C). Comparison of improvement pre/post levels after 10 days: SAMe: Transaminases and Alkalline phosphatase (p<0.001) and Placebo: all values (NS).

	
	
	
	2
	SAMe

Dose:
 1200 mg

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 10 Days 
	n Entered:
 30

n Analyzed:
 N/A 
	

	10400
	Trespi

1997
	Study Design:
 RCT

Crossover Study:
 No 

Jadad Score:
 1 

% Female:
 17

% Under 18:
 N/A

% Over 65:
 N/A


	1
	TUDCA 

Dose:
 500 mg 

Route of Admin:
Oral 

Frequency:
 1 Per Day For 24 Weeks 
	n Entered:
 N/A 

n Analyzed:
 57
	Type of Outcome:  Labs-Bilirubin, Transaminases, Laboratory values 

Follow-ups (In Days):  180

Alcoholic liver disease.  Best results were obtained with TUDCA + SAMe.

 

	
	
	
	2
	Ursodeoxycholic acid 

Dose:
 600 mg 

Route of Admin:
Oral 

Frequency:
 1 Per Day For 24 Weeks 
	n Entered:
 N/A 

n Analyzed:
 51
	

	
	
	
	3
	TUDCA 

Dose:
 500 mg 

Route of Admin:
Oral 

Frequency:
 1 Per Day For 24 Weeks 
	n Entered:
 N/A 

n Analyzed:
 51
	

	
	
	
	
	SAMe 

Dose:
 1500 mg 

Route of Admin:
Oral 

Frequency:
 1 Per Day For 24 Weeks 
	
	

	
	
	
	4
	Ursodeoxycholic acid 

Dose:
 600 mg 

Route of Admin:
Oral 

Frequency:
 1 Per Day For 24 Weeks 
	n Entered:
 N/A 

n Analyzed:
 51
	

	
	
	
	
	SAMe 

Dose:
 1500 mg 

Route of Admin:
Oral 

Frequency:
 1 Per Day For 24 Weeks 
	
	

	10149
	 QUOTE "(Vendemiale G, 1989)" 
Vendemiale 1989

	Study Design:
 CCT

Crossover Study:
 No

Jadad Score:
 0

% Female:
 15

% Under 18:
 0

% Over 65:
 0


	1
	No treatment

 
	n Entered:
 15

n Analyzed:
 N/A 
	Type of Outcome: Glutathione

Follow-ups (In Days): 180

Clinical heterogeneity precludes pooled analysis.

Chronic liver disease (alcoholic and non-alcoholic). Comparison pre/post increases in Total glutathione after 6 months (Alcholic and Non alcoholic liver disease): Placebo (NS); SAMe (p<0.05).

	
	
	
	2
	Placebo

Dose:
 N/A

Route of Admin:
Oral

Frequency:
 3 Per Day For 24 Weeks 
	n Entered:
 8

n Analyzed:
 N/A 
	

	
	
	
	3
	SAMe

Dose:
 400 mg

Route of Admin:
Oral

Frequency:
 3 Per Day For 24 Weeks 
	n Entered:
 16

n Analyzed:
 N/A 
	

	10163
	 QUOTE "(Wong T, 1998)" 
Wong  

1998

	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:
N/A

Frequency:
  For 14 Days 
	n Entered:
 5

n Analyzed:
 5
	Type of Outcome: Laboratory values, Mortality,

Follow-ups (In Days): 1, 3, 7, 14

Clinical heterogeneity precludes pooled analysis.

Liver transplantation (orthotopic). Comparison of normalization of Prothrombin times following transplantation over the first 3 post-operative days: SAMe vs. placebo (p=0.014). Survival after 3 months was similar in both groups.

	
	
	
	2
	SAMe

Dose:
 N/A

Route of Admin:
N/A

Frequency:
 For 14 Days 
	n Entered:
 9

n Analyzed:
 9
	


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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