
Evidence Table III


SAMe for Treatment of Cholestasis of Pregnancy

	ID
	1st Author

Year
	Design

Study Quality

Population

Diagnostic Criteria
	Arm #
	Intervention Component

Dose
	Sample Size
	Outcome Measurements**

Meta-Analysis Data***

	10032
	 QUOTE "(Floreani, 1996)" 
Floreani 1996

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 0

% Female:
 100

% Under 18:
 0

% Over 65:
 0

Biopsy:
 No 
	1
	Ursodeoxycholic acid

Dose:
 450 mg

Route of Admin:
Oral

Frequency:
 1 Per Day Until Delivery
	n Entered:
 10

n Analyzed:
 10
	Type of Outcome: Labs-Bilirubin, Transaminases, Pruritus, Outcome of pregnancy

Follow-ups (In Days): 3, 7, 15, and 5 days post-delivery

Bilirubin: Total bile salts  µmol/l at 15 days

Arm 1 = 3.90 (3.10)

Arm 2 = 11.00 (10.01*)

Pruritus: UDCA 10 patients pruritus disappeared within 3 days vs. SAMe no regression of pruritus until after pregnancy.

	
	
	
	2
	SAMe

Dose:
 1000 mg

Route of Admin:
Intramuscular

Frequency:
 1 Per Day Until Delivery
	n Entered:
 10

n Analyzed:
 10
	

	10151
	 QUOTE "(Frezza M, 1984)" 
Frezza  

1984

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 2

% Female:
 100

% Under 18:
 0

% Over 65:
 0

Biopsy:
 No 
	1
	Placebo

Dose:
 N/A

Route of Admin:
Intravenous

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

n Analyzed:
 6
	Type of Outcome: Transaminases, Labs-Bilirubin, Pruritus

Follow-ups (In Days): 10, 20

Bilirubin: mg/dl at 20 days

Arm 1 = 2.40 (1.22)

Arm 2 = 1.80 (0.98)

Arm 3 = 0.80 (0.49)

Pruritus: 0 - 4 scale at 20 days

Arm 1 = 3.00 (1.96)

Arm 2 = 2.80 (1.71)

Arm 3 = 1.00 (1.96) 

Clinical response only noted in high dose SAMe group. SAMe group had significantly elevated alkaline phosphatase (p<0.01) at 10 and 20 days compared to the other groups.

	
	
	
	2
	SAMe

Dose:
 200 mg

Route of Admin:
Intravenous

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

n Analyzed:
 6
	

	
	
	
	3
	SAMe

Dose:
 800 mg

Route of Admin:
Intravenous

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

n Analyzed:
 6
	

	10201
	 QUOTE "(Frezza, 1987)" 
Frezza

1987

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 1

% Female:
 100

% Under 18:
 N/A

% Over 65:
 0

Biopsy:
 No 
	1
	Placebo

Dose:
 N/A

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 18 Days 
	n Entered:
 15

n Analyzed:
 15 
	Type of Outcome: Transaminases, Labs-Bilirubin, Pruritus, Outcome of pregnancy

Follow-ups (In Days): 18

Bilirubin: Total bile acids at mean time 18 days

Arm 1 = 40.00 (19.36)

Arm 2 = 11.00 (7.75)

Same patient population as Frezza 1990 but different outcome reported.

	
	
	
	2
	SAMe

Dose:
 800 mg

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 18 Days 
	n Entered:
 15

n Analyzed:
 15 
	

	10047
	 QUOTE "(Frezza, 1990)" 
Frezza

1990

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 0

% Female:
 100

% Under 18:
 0

% Over 65:
 0

Biopsy:
 No 
	1
	Placebo

Dose:
 N/A

Route of Admin:
Intravenous

Frequency:
 1 Per Day Until Delivery
	n Entered:
 15

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

Follow-ups (In Days): 1 day post-delivery

Pruritus: 10cm analogue scale at 18 days

Arm 1 = 6.40 (5.81)

Arm 2 = 2.50 (3.87)

Same patient population as Frezza 1987 but different outcome reported.

	
	
	
	2
	SAMe

Dose:
 800 mg

Route of Admin:
Intravenous

Frequency:
 1 Per Day Until Delivery
	n Entered:
 15

n Analyzed:
 15
	

	10150
	 QUOTE "(Lafuenti G, 1988)" 
Lafuenti  1988

	Study Design:
 CCT

Crossover Study:
 No

Jadad Score:
 0

% Female:
 100

% Under 18:
 N/A

% Over 65:
 0

Biopsy:
 No 
	1
	Placebo

Dose:
 N/A

Route of Admin:
N/A

Frequency:
 N/A 
	n Entered:
 19

n Analyzed:
 19
	Type of Outcome: Transaminases, Labs-Bilirubin, Laboratory values, Pruritus

Follow-ups (In Days): Follow-ups measured until delivery

Bilirubin: mg/dl at implied at delivery

Arm 1 = 3.99 (2.01)

Arm 2 = 1.65 (0.79)

Arm 3 = 1.75 (0.77)

Pruritus: 0 - 4 scale at implied at delivery

Arm 1 = 3.40 (1.79)

Arm 2 = 1.10 (1.17)

Arm 3 = 1.40 (0.98) 

Baseline bilirubin: Higher in Placebo vs SAMe (600mg/d) (p=0.01) and vs. SAMe (1800mg/d) (p=0.0001). There was a decrease in premature birth in SAMe treated group (p=0.01).

	
	
	
	2
	SAMe

Dose:
 1800 mg

Route of Admin:
Oral

Frequency:
 1 Per Day For N/A Days 
	n Entered:
 10

n Analyzed:
 10
	

	
	
	
	3
	SAMe

Dose:
 600 mg

Route of Admin:
Oral

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

n Analyzed:
 7
	

	10138
	 QUOTE "(Nicastri, 1998)" 
Nicastri 1998

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 3

% Female:
 100

% Under 18:
 0

% Over 65:
 0

Biopsy:
 No 
	1
	Placebo

Dose:
 N/A

Route of Admin:
Oral

Frequency:
 2 Per Day For 20 Days 
	n Entered:
 8

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

Follow-ups (In Days): 30

Bilirubin: mg/dl at 20 days

Arm 1 = 1.80 (0.74*)

Arm 2 = 0.90 (0.74*)

Arm 3 = 1.00 (0.74*)

Arm 4 = 0.80 (0.74*)

Pruritus: Pruritus score 0 - 4 scale at 20 days

Arm 1 = 1.70 (1.00*)

Arm 2 = 1.50 (1.00*)

Arm 3 = 2.00 (1.00*)

Arm 4 = 1.20 (1.00*)

Pruritus Score: Comparision UDCA + SAMe vs UDCA (p<0.0003); UDCA + SAMe vs. SAMe (NS). 

Bilirubin: Comparision UDCA + SAMe vs UDCA (p<0.0021); UDCA + SAMe vs. SAMe (NS).

	
	
	
	2
	SAMe

Dose:
 400 mg

Route of Admin:
Intravenous

Frequency:
 2 Per Day For 20 Days 
	n Entered:
 8

n Analyzed:
 8
	

	
	
	
	3
	Ursodeoxycholic acid

Dose:
 300 mg

Route of Admin:
Oral

Frequency:
 2 Per Day For 20 Days 
	n Entered:
 8

n Analyzed:
 8
	

	
	
	
	4
	SAMe

Dose:
 400 mg

Route of Admin:
Intravenous

Frequency:
 2 Per Day For 20 Days 
	n Entered:
 8

n Analyzed:
 8
	

	
	
	
	
	Ursodeoxycholic acid

Dose:
 300 mg

Route of Admin:
Oral

Frequency:
 2 Per Day For 20 Days 
	
	

	10045
	 QUOTE "(Ribalta, 1991)" 
Ribalta 

1991

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 3

% Female:
 100

% Under 18:
 0

% Over 65:
 0

Biopsy:
 No 
	1
	Placebo

Dose:
 100 mg

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 20 Days 
	n Entered:
 10

n Analyzed:
 9
	Type of Outcome: Transaminases, Pruritus, Labs-Bilirubin, Outcome of pregnancy

Follow-ups (In Days): 5, 10, 15, 20

Bilirubin: mg/dl at 20 days

Arm 1 = 1.37 (1.14)

Arm 2 = 0.70 (0.60)

Pruritus: Severity of pruritus 0 - 4 scale at 20 days

Arm 1 = 3.30 (0.30)

Arm 2 = 2.80 (0.20) 

7 out of 9 patients had a past history of recurrent cholestasis of pregnancy.

	
	
	
	2
	SAMe

Dose:
 800 mg

Route of Admin:
Intravenous

Frequency:
 1 Per Day For 20 Days 
	n Entered:
 10

n Analyzed:
 9
	

	10172
	 QUOTE "(Roncaglia N, 2000)" 
Roncaglia

2000

	Study Design:
 RCT

Crossover Study:
 No

Jadad Score:
 2

% Female:
 100

% Under 18:
 N/A

% Over 65:
 0

Biopsy:
 No 
	1
	Ursodeoxycholic acid

Dose:
 300 mg

Route of Admin:
Oral

Frequency:
 2 Per Day Until Delivery
	n Entered:
 N/A

n Analyzed:
 14
	Type of Outcome: Pruritus, Laboratory values, Labs-Bilirubin, Transaminases

Follow-ups (In Days): 10 days post-delivery

Bilirubin: mg/dl at 10 days

Arm 1 = 0.50 (0.20)

Arm 2 = 0.90 (0.40)

Pruritus: Pruritus score with scale not reported at 10 days

Arm 1 = 1.10 (0.38*)

Arm 2 = 0.50 (0.38*)

Patients receiving UCDA had significantly lower serum levels of bile acids (p=0.02), bilirubin (p=0.001), and SGPT (p=0.03), but higher pruritus scores (p=0.02) than those receiving SAMe at baseline.

	
	
	
	2
	SAMe

Dose:
 500 mg

Route of Admin:
Oral

Frequency:
 2 Per Day Until Delivery
	n Entered:
 N/A

n Analyzed:
 8
	


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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