 Evidence Table 5.  Milk thistle for treatment of liver disease:  Adverse effects (continued)


Evidence Table 5.  Milk thistle for treatment of liver disease:  Adverse effects

Author, Year
Adverse Effect
Study N
Study Design
Milk Thistle Exposure
Questions





Type
Amount
Improved after discontinued?
Rechallenged?
Alternative causes possible?
Dose-response?

Bunout, 199266 
Control:  

Pruritus

Headache

Treatment:  

Pruritus

Headache
11/34

4/34

4/25

3/24
RCT


Placebo

Silymarin (Legalon()
280 mg/d
Yes, in one patient

Not discontinued
No

No
Not given

Not given
Not given

Not given

Ferenci, 198975 
Control: Nausea, epigastric discomfort

Treatment: Nausea, epigastric discomfort
2/83

2/87
RCT
Placebo

Silymarin

(Legalon()
420 mg/d
Yes

Yes
No

No
Not given

Not given
Not given

Not given

Pares, 199868 
Control:  4

Urticaria, pruritus, arthralgia, headache

Treatment:  7

Urticaria, pruritus, arthralgia, headache
Total n: 11/200
RCT
Placebo

Silymarin

(Legalon()
450 mg/d
Yes, 2 patients

in treatment

and 1 patient 

in control
No
Not given
Not given












Vailati, 199385 
Treatment:  Nausea, heartburn

Dyspepsia
Postprandial nausea, 
meteorism
3/20

1/20

2/20
RCT
Silipide(
Silipide(
160 mg/d

240 mg/d

360mg/d
Yes

Yes
No

No
Not given

Not given
Not given

Not given

Not given

Andrade, 199887


Control:
0/31

1/29
RCT
Silymarin
450 mg/d
Not given
Not given
Not given
Not given


Treatment:  Impotence









Marcelli, 199277 
Control: Nausea, dyspepsia, heartburn, skin rash

Treatment: Nausea, heartburn, transient headache
5/34

3/31
RCT
Placebo

Silipide(
240 mg/d
Not discontinued
Not given
Not given
Not given

Allain, 199983 
Control:  Frequency ADE occurredb:

Diarrhea
  5 (10.1%)

Vomiting
  10 (8.2%)

Nausea
  10 (6.3%)

Anorexia
 7 (5.7%)

Irritability
 6 (5.1%)

Insomnia
 
6 (4.4%)

Asthenia
 5 (3.8%)

Malaise
 3 (3.2%)

Bronchitis
 7 (5.1%)

Treatment: Frequency ADE occurredb:

Diarrhea
8 (8.1%)

Vomiting
6 (4.8%)

Nausea           10 (10.5%)

Anorexia
9 (8.2%)

Irritability
5 (4.8%)

Insomnia
5 (4.8%)

Bronchitis
7 (5.6%)
112

110
RCT
Placebo and Tacrine

Silymarin and Tacrine


420 mg/d
Not given

Not given
Not given

Not given
Not given

Not given
Not given

Not given

Studlar, 198590 
Temporary uneasiness of stomach
2/34
Prospective cohort
Silibene( (a silymarin-containing drug)
280 mg/d
Not discontinued
Not given
Not given
Not given



Albrecht,a 199288 
Treatment:  (in 0.8% of patients):

Mild diarrhea

Nausea

Upset stomach

Itching

Exanthem

Headache

Decreased energy and discomfort NOS
4/2,637

3/2,637

2/2,637

2/2,637

1/2,637

1/2,637

7/2,637
Prospective cohort
Silymarin

(Legalon() 70 mg
3.8±1.48 tablets per day 

267.4±103.6 mg

1 to 9 tablets 55.2 percent 1 tablet tid 

28.3 percent 

2 tablets tid
Not given
Not given
Not given
Not given

Marena, 199193 
Gastrointestinal:

Mostly upset stomach

Control:

Silipide(
    6/117

12/232
Cohortc
Placebo

Commercial extract

Silipide(
280 to 420 mg/d
Not given
Not given
Not given
Not given

Grungreiff, 199589 
Frequency ADE occurredb:

Changes in BM
4

Diarrhea
4

Dizziness/circulatory problems
4

Nausea/vomiting
2

Itching
2

Eczemas
2

Indisposition
1

Flatulence
1
16/975

(12 patients reported 1 adverse effect and 4 patients reported 2 adverse effects)
Cohortc
Silymarin
280 to 420 mg/d
Not given
Not given
Not given
Not given

Frerick,a
199091 
Frequency ADE occurredb:

Mild diarrhea
4

Nausea
3

Gastric intolerance
2

Itching
2

Eczema
1

Diffuse headaches
1

Decreased energy/ restlessness
1

No specifics
7
2,169
Cohortc
Silymarin
1,210 patients received 210 mg/d

583 patients received 420 mg/d

376 patients received 70 to 630 mg/d
Not given
Not given
Not given
Not given

Schuppan, 199892 
12 ADEs occurred, but not specifically noted; examples were diarrhea, flatulence, abdominal fullness or pain, nausea, vomiting, and dizziness
20/998
Cohortc
Silymarin
280 to 420 mg/d
Not given
Not given
Not given
Not given

Anonymous, 197298 
Sweating, nausea, colicky abdominal pain, fluid diarrhea, weakness, and collapse
1
Case report
Microgenics Herbals M.T. Vegicaps(
1 capsule
Yes
Yes
Yes, 

due to multiherbal capsule
Not given

Geier, 199094

Anaphylactic shock: facial edema, oral mucosa swelling, marked respiratory distress, bronchospasm, and decrease blood pressure
1
Case report
Silybum marianum tea
Not given
Not given
Not given
Not given
Not given

Mironets, 199095 
Urticaria, fever, laryngeal edema
1
Case report
Carsil(
3 pills per day, no dosage given
Yes, and Tx Prednisone
No
Not given
Not given

Wollemann, 198797 
Rhinoconjunctivitis
1
Case report
Silybum marianum
Contact with seeds
Not given
Yes
Not given
Not given

DeSmet, 199696 
Jaundice, increase LFTs
1
Case report
Multiherbal tablets with unknown amount of milk thistle
6 to 15 tablets per day
Yes
Yes
Yes, due to multiherbal tablet
Not given

a The study by Albrecht is an extension of the study by Frerick and includes the same patients.19

bUnit of reporting was ADE, not patient.

cUnclear if cohort was prospective or retrospective.

ADE = adverse drug effects; BM = bowel movement; LFT = liver function test; NOS = not otherwise specified; RCT = randomized controlled trial; tid = three times daily.
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