
Evidence Table 2. Medical management of uterine fibroids


Evidence Table 2. Medical management of uterine fibroids (continued)


Study
Design and interventions
Patient population
Outcomes reported
Results
Notes/Quality score

Abramovici, Dirnfeld, Auslander,
et al., 1994
Design: Case series (prospective), no controls

Intervention(s):
D-Trp6-LHRH (Decapeptyl®) 3.2 mg IM per month x 3–6 months
(n = 23); 10 patients had myomectomy after treatment; 1 had a hysterectomy

Dates: N/S

Location: Haifa, Israel

Length of followup: N/S
No. of subjects at start: 23

Dropouts: 0

Loss to followup: N/S

No. of subjects at end: N/S

Setting: Outpatient clinic/ physician office

Inclusion criteria: Infertility lasting ( 18 months; no other causes of infertility; normal cycles; normal hormonal profile; fibroid confirmed by ultrasound

Exclusion criteria: None specified

Age: Mean, N/S; range, 
24–44

Race: N/S

Parity: 1/23 had had live child

Baseline uterine size: 10–22 weeks; mean, 590 cc (range, 108.9–1774.6)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
1) Uterine volume

2) Symptomatic relief

3) Pregnancy rate 

4) Side effects/ complications
1)
Uterine volume:
After treatment with Decapeptyl®: Mean volume decrease of 57% (range 22–86%)
(P < 0.01 compared to pretreatment)


% reduction greater with Decapeptyl® + surgery than with Decapeptyl® alone 
(P < 0.05, actual numbers not given)


In 6/7 patients, uterine volume returned to pretreatment within 6 months of stopping therapy.

2)
Symptomatic relief:
Menorrhagia: 6/7 “normal” menses after 3 months of Decapeptyl®; 1/7 hysterectomy (after attempt at myomectomy)


Pelvic discomfort/dyspareunia: 6/6 “disappearance” of symptoms after 3 months

3)
Pregnancy rate:
Decapeptyl® only: 1/12
Decapaptyl® + myomectomy: 5/10 (4 term deliveries, 1 loss at 24 weeks)
(P < 0.05)

4)
Side effects/complications:
Hot flashes: 100%
Vaginal dryness: 10/23
Surgical: 1 hysterectomy after failed attempt at myomectomy
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: +
D) Length of followup: -
E) Loss to followup: -
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: +
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: -
S) Standardized measures: -

Anteby, Yarkoni, and Ever Hadani, 1985
Design: Case series (prospective), no controls

Intervention(s):
Indomethacin 1.5 mg per kg body weight PO per day
(n = 16). Treatment started at initiation of menses and continued throughout maximal bleeding phase (4–5 days per cycle). Patients treated for mean of 10.2 cycles (range, 2–30)

Dates: N/S

Location: Jerusalem, Israel

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 16 with submucous fibroids (of total series of 94)

Dropouts: 0

Loss to followup: N/A 

No. of subjects at end: 16

Setting: Outpatient clinic/physician office

Inclusion criteria: Prolonged distressing menorrhagia

Exclusion criteria: History of GI bleeding; blood dyscrasias; bleeding tendency; pelvic inflammatory disease

Age: Mean, 40; range, 38–48

Race: N/S

Parity: Mean 1.8; range, 0–7

Baseline uterine size: N/S

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
5) Duration of bleeding (days)
1)
Duration of bleeding:
Days of bleeding per menstrual cycle decreased by a mean of 2 days from 6.6 before treatment to 4.6 after treatment (p < 0.001)


14/16 patients had fewer bleeding days after treatment compared to before treatment (p < 0.01)
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: -
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: +
K) Surgical history: +
L) Fibroid/uterine size: -
M) Number of fibroids: -
N) Location of fibroids: +
O) Measurement timing: -
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Note: Patients with fibroids represented a small subgroup of patients in larger series. Incomplete data were reported for this subgroup. 

Ayala, Meza, Cervera, Aguilar,
et al., 1995
Design: Case series (prospective), no controls

Intervention(s): 
Nafarelin (D-Nal-6-GnRH) 400 mcg nasal spray every 12 hours for 3 months
(n = 15)

Dates: N/S

Location: Lomas Virreyes, Mexico

Length of followup: N/A (no posttreatment followup) 
No. of subjects at start: 20

Dropouts: 5 

Loss to followup: N/A

No. of subjects at end: 15

Setting: Outpatient clinic/ physician office

Inclusion criteria: Leiomyomata

Exclusion criteria: None specified

Age: Mean, 35.5

Race: N/S

Parity: N/S

Baseline uterine size: 375.08 ( 283.16 cc

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
6) Uterine size

7) Adverse effects
8) Uterine size:
Decreased from 375.0 cc (( 283.16 cc) to 242.8 cc (65%) over 3 months

9) Adverse effects:

Spotting: 40%

Headache: 60%

Rhinitis: 40%

Hot flashes: 80%

Nausea: 80%

Decreased libido: 80%

No drug-related abnormalities in liver or kidney function tests, complete blood count, or urinalysis. No orthostatic drop in blood pressure or change in pulse
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: -
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: - 

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: +
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: + 
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Benagiano, Morini, Aleandri,
et al., 1990
Design: RCT, method of randomization not described

Intervention(s):
All patients treated for 6 months with buserelin (1.5 mg SC daily for 1 week, then 1.5 mg IN, 3 times per day, for remainder of 6-month period), then randomized to either:

1) Medroxyproges​terone acetate (Provera() for 6 months in tapering dose (200 mg/day for month 1, 100 mg/day for month 2, 50 mg/day for months 3–4, 25 mg/day for months 5–6)
(n = 18 at end); or

2) No medication
(n = 18 at end)

Dates: N/S

Location: Rome, Italy

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 48

Dropouts: 12

Loss to followup: N/A

No. of subjects at end: 36

Setting: Outpatient clinic/ physician office

Inclusion criteria: Fibroid with volume > 33 ml, or uterine volume > 90 ml

Exclusion criteria: None described

Age: N/S

Race: N/S

Parity: N/S

Baseline uterine size: 132 ( 77.2 ml (Provera(); 122 ( 80.3 ml (control)

Baseline fibroid size: 25.6 ( 24.8 ml (Provera(); 23.7 ( 21.6 ml (control)

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
10) Uterine volume

11) Fibroid volume

12) Symptoms
13) Uterine volume:
During a 6-month lead-in period, all patients were treated with GnRH agonist buserelin, resulting in an average reduction of uterine volume of 46.7% (from 262 ( 147 to 127 ( 85.4 ml [range, 350–42]). Fibroid volume was reduced by 51.8% (from 75.1 ( 74.3 to 24.7 ( 23.3 ml [range, 91–0]). The maximum reduction occurred after 4 months of buserelin therapy.

Following buserelin therapy, uterine volume increased in the control group from 122 ( 80.3 to 198 ( 77.2 ml (p < 0.001), and uterine volume increased in the Provera( group from 132 ( 77.2 to 170 ( 96.0 ml (p < 0.01)

14) Fibroid volume:
Fibroid volume increased in the control group from 23.7 ( 21.6 to 47.7 ( 27.5 ml (p < 0.001), but did not change in the Provera( group (25.6 ( 24.8 to 30.6 ( 32.9 ml; p > 0.3)

15) Symptoms:
Irregular bleeding occurred in 10/18 (55.6%) women in the Provera( group, occurring mainly when the progestogen dosage was decrease
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: +
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: +

EXTERNAL VALIDITY
H) Age: -
I) Race: -
J) Pregnancy history: -
K) Surgical history: +
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: +
R) Clinical care: +
S) Standardized measures: -

Note: No statistical comparison of uterine regrowth between Provera( and control groups. Incomplete reporting of adverse effects data. Some data on dropouts included in some analyses.

Bianchi, Costantini, Anserini,
et al., 1989
Design: Case series, controls (matched for age and BMI) used for bone density measurement

Intervention(s):
Buserelin, 3 daily SC injections of 0.5 mg each for first 10 days (during late luteal phase), then 200 mcg IN 4 x per day for 6 months
(n = 18)

Dates: N/S

Location: Genoa, Italy

Length of followup: 6 months
No. of subjects at start: 18

Dropouts: 4

Loss to followup: 0

No. of subjects at end: 14

Setting: Outpatient clinic/ physician office

Inclusion criteria: Uterine fibroids; premenopausal

Exclusion criteria: None described

Age: Mean, 38.5; range, 28–49

Race: N/S

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
16) Fibroid volume

17) Bone density
18) Fibroid volume:
15/18 patients (83.3%) had a > 30% reduction in fibroid volume after 6 months of treatment

19) Bone density:
No statistical difference in bone density measured at proximal and distal forearm at 6 months or 1 year. No difference between cases and 18 controls matched for age and BMI
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: -
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: -
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: +








Broekmans, Hompes, Heitbrink,
et al., 1996
Design: RCT, method of randomization not described

Intervention(s):
All groups received triptorelin 500 mcg SC daily between 6 and 8 pm starting on day 2 of the menstrual cycle for week 1, then 100 mcg daily weeks 2–8. Then randomized to receive either:

20) Triptorelin 100 mcg SC daily for weeks 9 to 26
(n = 9?); or

21) Triptorelin 20 mcg SC daily for weeks 9 to 26
(n = 9?); or

3) Triptorelin 5 mcg SC daily for weeks 9 to 26
(n = 9?)

Dates: N/S

Location: Amsterdam, the Netherlands

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 27

Dropouts: 3

Loss to followup: N/A

No. of subjects at end: 24

Setting: Outpatient clinic/ physician office

Inclusion criteria: Leiomyoma by ultrasound; symptoms attributable to leiomyomata

Exclusion criteria: Endocrine disorders; history of urolithiasis; disease affecting bone metabolism; abnormal serum creatinine

Age: Mean, 34.4 ( 4.9

Race: 62% white; 38% black

Parity: N/S

Baseline uterine size: Median, 931.2 ml

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
22) Uterine volume by MRI

23) Fibroid volume by MRI

24) Adverse effects
25) Uterine volume by MRI:
Uterine volume (median) decreased from baseline 931.2 ml (range, 318 to 2015) during the standard dose treatment period to 692 ml (range, 178.7 to 1700), or 67% of the baseline value (range, 48% to 90%; p = 0.001)


During randomized reduced-dose treatment there was further reduction to 525.1 ml (range, 136 to 1638 ml) or 58% of baseline value. There were no significant differences between the dosage groups, although there was a dose-dependent trend (p = 0.01), with the lowest dose producing the smallest additional decrease

26) Fibroid volume by MRI:
Fibroid volume decreased to 68.9% of the baseline volume (range, 52% to 100%) during the standard dose treatment period and was further reduced to 63.9% (range, 41% to 110%) of the baseline value during randomized reduced-dose treatment. This reduction was not statistically significant, and there was no dose effect

27) Adverse effects:
All women experienced hot flashes during standard-dose treatment; 79% continued having flashes during randomized reduced-dose treatments. Amenorrhea occurred in 50%, 75%, and 63% in the 5-, 20-, and 100-mcg dose groups, respectively. Spotting occurred in 50%, 14%, and 0% in the 5-, 20-, and 100-mcg dose groups, respectively. Intermittent, menstruation-like bleeding occurred in 21% of patients, but was more frequent in the lowest dose group (p = 0.037)
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: -
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: + 

EXTERNAL VALIDITY
H) Age: +
I) Race: +
J) Pregnancy history: +
K) Surgical history: +
L) Fibroid/uterine size: +
M) Number of fibroids: +
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: +
R) Clinical care: +
S) Standardized measures: -

Cagnacci, Paoletti, Soldani,
et al., 1994
Design: Case series, no controls

Intervention(s):
Goserelin depot 3.6 mg SC once per month during follicular phase of menstrual cycle (days 5–7); 22 subjects treated for 6 months, 8 for 1 year

Dates: N/S

Location: Cagliari, Italy

Length of followup: N/S
No. of subjects at start: 30 

Dropouts: 0

Loss to followup: 0

No. of subjects at end: 30

Setting: Outpatient clinic/ physician office

Inclusion criteria: Ultrasound evidence of uterine fibromatosis and fibroids

Exclusion criteria: None specified

Age: N/S

Race: N/S

Parity: N/S

Baseline uterine size: 90 ( 10 cc (group treated for 6 months); 130 ( 20 cc (group treated for 1 year)

Baseline fibroid size: 33 ( 10 cc (group treated for 6 months); 48 ( 12 cc (group treated for 1 year)

Number of fibroids: N/S

Baseline Hgb: N/S

Baseline Hct: 31 ( 3% (group treated for 6 months); 28 ( 2% (group treated for 1 year)
28) Uterine volume

29) Fibroid volume

30) Hematocrit
31) Uterine volume:
Uterine volume decreased by 50% from 180 ( 10 cc to 90 ( 10 cc (p < 0.05) after 6 months of treatment (n = 22)


In 8 subjects who continued treatment for 1 year, maximum shrinkage occurred at 1 year.

32) Fibroid volume:
Fibroid volume decreased by 50% from 33 ( 10 cc to 15 ( 2 cc (p < 0.05). By 3 months after withdrawal of treatment, these values had increased to 120 ( 10 cc and 22 ( 6 cc


In 8 subjects who continued treatment for 1 year, maximum shrinkage occurred at 6 months

33) Hematocrit: 
Hematocrit reached maximal values within 3 months and remained at these maximal levels during continued treatment. All patients became amenorrheic within 2 cycles
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: -
D) Length of followup: -
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: -
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Note: Although an RCT is described involving an additional set of patients (n = 20), no results from the randomized comparison are reported.

Caird, West, Lumsden,
et al., 1997
Design: RCT, centrally prepared randomization scheme held in hospital pharmacy

Intervention(s):
All patients received goserelin acetate depot (Zoladex() 3.6 mg SC initiated during days 2–5 of menstrual cycle, then repeated every 28 days through week 48, plus either:

34) MPA 15 mg PO per day, beginning at month 4 
(n = 11 with fibroids); or

35) Placebo
(n = 10 with fibroids)

Dates: N/S

Location: Edinburgh, UK

Length of followup: 1 year following treatment
No. of subjects at start: 24 (21 with fibroids, 3 with menorrhagia)

Dropouts: 4

Loss to followup: 0

No. of subjects at end: 10 completed treatment; 11 provided data for most outcomes

Setting: Outpatient clinic/ physician office

Inclusion criteria: Premenopausal; symptomatic fibroids (confirmed by ultrasound) or menstrual problems; wish to avoid surgical treatment

Exclusion criteria: Conditions affecting bone metabolism; use of any hormonal agent within past 3 months; bone mineral density (Z score) > 1.6 SD below age-matched controls

Age: Mean, 42; range, 29–49

Race: N/S

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
36) Symptoms 

37) Uterine size
38) Symptoms:
Bleeding: Most patients had complete relief of bleeding during treatment (8/11 MPA, 6/10 placebo)


Dysmenorrhea: “Virtually eliminated in both groups”


Hot flashes: The severity of hot flashes was significantly greater in the group treated with placebo compared with those treated with MPA (p < 0.05; weeks 20–40)

39) Uterine size: There was no difference in uterine size between placebo and MPA groups at any time point during treatment or followup
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: +
C) Pt selection criteria: +
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: +

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: +
L) Fibroid/uterine size: -
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Carlson, Miller, and Fowler, 1994
Design: Cohort study

Intervention(s):

40) Hysterectomy
(n = 123)

41) Nonsurgical management (observation alone, 68%; NSAIDs or iron, 18%; hormone therapy, 14%)
(n = 106)

Dates: Jun 1989–Jan 1992

Location: Multiple sites in state of Maine

Length of followup: 1 year
No. of subjects at start: 229 pts with leiomyomas (106 nonsurgical, 123 surgical); part of larger study population of 649

Dropouts: 0

Loss to followup: 0

No. of subjects at end: 229

Setting: Outpatient clinic/ physician office

Inclusion criteria: Uterine size 8 weeks or greater

Exclusion criteria: None specified

Age: Mean, 41 (all 649 pts)

Race: N/S

Parity: 15.5% nulliparous (all 649 pts)

Baseline uterine size: > 10 weeks in 49% of fibroid patients

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: 19% of surgical patients and 7% of nonsurgical patients anemic (229 leiomyoma pts only)
42) Symptoms 

43) QoL

44) Need for further treatment
45) Symptoms:
Bleeding: Nonsurgical patients reported a mean of 6 days of bleeding initially, compared with 10 days for surgically managed patients. At 1 year, mean days of bleeding were 7 compared to 0. Initially, 23% of nonsurgical and 55% of surgical patients rated bleeding a “medium” or “big” problem. At 1 year, 19% and 0% rated bleeding a problem.


Dysmenorrhea: Initially 5 days and 11 days per month for nonsurgical and surgical patients, respectively, mean days of pain averaged 5 and 2 at 1 year. Pain was a problem for 23% and 61% of patients initially, falling to 12% and 9% at 1 year


Global symptom assessment: Initially, 46% and 5% in nonsurgical and surgical groups, respectively, had “positive feelings” about their symptom status. At 1 year these proportions were 67% and 84% (p < 0.001 for comparisons between initial and 1 year)

46) Quality of life: 
Three scales (Mental Health Index, General Health Index, Activity Index) showed similar patterns. Initially, QoL was lower for surgical than nonsurgical patients. There was no change over 1 year in QoL scores for the nonsurgical group. The surgical group showed significant increases in QoL scores over 1 year

47) Need for further treatment:
Approximately 23% of nonsurgical patients underwent hysterectomy in the 12-month followup period
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: +
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: +

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: +
K) Surgical history: +
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: +
R) Clinical care: -
S) Standardized measures: +

Notes: Hysterectomy techniques not described. Heterogeneous nonsurgical management techniques.

Patients with leiomyomas who were managed nonsurgically (in most cases, with observation alone) had no significant change in symptoms or QoL over 1 year. However, these patients had less severe symptoms and better QoL at baseline. Hysterectomy was associated with more improvement in symptoms and QoL than nonsurgical therapy.

Carr, Marshburn, Weatherall, et al., 1993
Design: RCT, method of randomization not described

Intervention(s):
All patients received leuprolide acetate  1 mg SC per day plus either:

48) MPA 20 mg/day, given during first 12 weeks of treatment with leuprolide (placebo given during second 12 weeks)
(n = 8)

49) MPA 20 mg/day, given during second 12 weeks of treatment with leuprolide (placebo given during first 12 weeks) 
(n = 8)

Dates: N/S

Location: Dallas, TX

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 16

Dropouts: 0

Loss to followup: N/A

No. of subjects at end: 16

Setting: Academic medical center, outpatient gynecological clinic

Inclusion criteria: Leiomyomata > 12 weeks in size

Exclusion criteria: None described

Age: Mean, 35.7; range, 29–47

Race: N/S

Parity: N/S

Baseline uterine size: 1190 ± 185 ml (MPA first); 1278 ± 205 ml (placebo first)

Baseline fibroid size: 548 ± 108 ml (MPA first); 345 ± 177 ml (placebo first)

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
50) Uterine volume

51) Fibroid volume
52) Uterine volume: 
22% to 26% decreases in uterine volume at 24 weeks were not statistically different between protocols. At 12 weeks, even though uterine volume with MPA showed virtually no change and without MPA decreased by 27%, the difference in uterine size was not statistically significant between protocols. Within-group changes were different—no decrease in first 12 weeks with MPA versus decrease with placebo; effect related to changes in nonmyoma uterine volume.

53) Fibroid volume: 
Although there was a tendency toward a decline in fibroid volume (about 12%–17%) with both protocols, the changes were not statistically significant.
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: -
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: - 

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: +
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: +
R) Clinical care: +
S) Standardized measures: -

Note: No comments on the effect of MPA on symptoms. Small sample size with no discussion of power in study with negative findings.

Cirkel, Ochs, Schneider, et al., 1992
Design: Case series, no controls

Intervention(s):
Leuprorelin acetate depot 3.75 mg SC on days 1 and 3, then every 4 weeks for 6 months
(n = 114)

Dates: Oct 1988–Oct 1990

Location: Multiple sites in Germany

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 114

Dropouts: 4

Loss to followup: N/A

No. of subjects at end: 110

Setting: Outpatient clinic/

physician office

Inclusion criteria: Fibroids by ultrasound or operation

Exclusion criteria: None described

Age: Mean, 33

Race: N/S

Parity: N/S

Baseline uterine size: 180.97 ( 18.54 cc

Baseline fibroid size: 68.81 ( 10.61 cc

Number of fibroids: N/S

Baseline Hgb: 13 ( 0.1 g/dl

Baseline Hct: N/S
54) Uterine volume

55) Fibroid volume

56) Bleeding

57) Dysmenorrhea

58) Hemoglobin levels

59) Adverse effects
60) Uterine volume:
Decreased with GnRH therapy in 95/110 patients (86%), with average reduction of 67%, from 181 ( 18.5 cc to 104 ( 10.5 cc. After the 16th week of treatment, no further reduction in uterine size was detected.

61) Fibroid volume:
Decreased in 105/110 patients (92%). In 35 patients, the reduction was more than 80%, and average reduction was 56%, from 68.8 ( 10.6 to 31.6 ( 6.3.

62) Bleeding:
At 24 weeks, 8 (7%) patients reported uterine bleeding

63) Dysmenorrhea: 
Reduced from 74 women pretreatment to 6 (5.3%) after 24 weeks

64) Hemoglobin levels: 
Increased from 13 ( 0.1 g/dl initially to 13.4 ( 0.1 g/dl at 24 weeks

65) Adverse effects:
These included hot flashes (82%), sweating (63%), decrease in breast size (46%), sleeplessness (45%), decrease in libido (40%), headache (32%), and mood changes (32%)
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: +
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: - 

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: +
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: + 
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Note: 21% of subjects had previously undergone medical treatment for myomas. This may have biased the study toward a lower incidence of adverse effects and/or greater efficacy. No statistical testing.

Coddington, Brzyski, Hansen,
et al., 1992
Design: Case series, no controls

Intervention(s):
Prior to myomectomy: Leuprolide acetate depot 3.75 mg IM in follicular phase, repeated after 1 month
(n = 27)

Dates: N/S

Location: Norfolk, VA

Length of followup:
1 year postop
No. of subjects at start: 27 (assuming no dropouts and no loss to followup)

Dropouts: N/S

Loss to followup: N/S

No. of subjects at end: 27

Setting: Outpatient clinic/ physician office

Inclusion criteria: Leiomyomas by exam and ultrasound

Exclusion criteria: None specified

Age: Mean, N/S; range, 20–40

Race: N/S

Parity: N/S

Baseline uterine size (mean, with range): 13.6 ( 4.0 weeks (7–30); 474 ( 364 ml (220–1839)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
66) Uterine size by ultrasound

67) Improvement in presenting symptoms

68) Side effects

69) Surgical outcomes

70) Regrowth of fibroids
71) Uterine size (by ultrasound):
Uterine size decreased from 474 ml ( 364 ml pretreatment to 265 ml ( 173 ml after treatment, a decrease of 35% after 1 month and 44% after 2 months

72) Improvement in presenting symptoms: 
All patients reported resolution of initial symptoms. Initial symptoms were menorrhagia (70%), urinary frequency (50%), and tight clothes (50%)

73) Side effects:
Hot flashes: 96%
Insomnia: 73%
Mood swings: 57%
Urinary symptoms: 54%
Dryness of vagina: 27%

74) Surgical outcomes:
EBL: 243 ml (range, 75–800)
Transfusions: 3 (all autologous)

75) Regrowth of fibroids:
At 6 months: 10 (denominator 
uncertain)

At 1 year: 4 (denominator uncertain)
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: -
D) Length of followup: +
E) Loss to followup: -
F) Dropout rates: -
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: -
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Costantini, Anserini, Valenzano, et al., 1990
Design: RCT, method of randomization not described

Intervention(s):

76) Buserelin 500 mcg SC  3 times per day x 10 days, then 200 mcg IN  4 times per day x 6 months
(n = 21)

77) Goserelin 3.6 mg SC every 28 days x 6 months
(n = 21)

Dates: Jan 1987–
Feb 1988

Location: Genoa, Italy

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 42

Dropouts: 0

Loss to followup: N/A

No. of subjects at end: 42

Setting: Outpatient clinic/ physician office

Inclusion criteria: At least one subserous or intramural uterine fibroid ( 5 cm in diameter; premenopausal

Exclusion criteria: None specified

Age: Means, 39.5 (buserelin), 38.1 (goserelin)

Race: N/S

Parity: N/S

Baseline uterine size: 245 (buserelin); 253 (goserelin) 

Baseline fibroid size: 205 (buserelin); 192 (goserelin)

Number of fibroids: 2.2 ( 1.8, range, 1–4 (buserelin); 1.9 ( 1.5, range, 1–4 (goserelin)

Baseline Hgb/Hct: N/S
78) Fibroid volume

79) Uterine volume

80) Bleeding

81) Side effects
82) Fibroid volume:

Number of women
Buserelin
Goserelin
< 30% reduction
5
3
30–60% reduction 
7
10
> 60% reduction
9
8
(p = not significant)

83) Uterine volume:

Number of women
Buserelin
Goserelin
< 30% reduction
4
3
30–60% reduction
7
8
> 60% reduction
10
10
(p = not significant)

84) Bleeding:
All patients were amenorrheic within the second month of treatment, although episodes of spotting were sometimes reported (mostly in the buserelin-treated patients). No p-value reported.

85) Side effects: 
The incidence of hot flashes, vaginal dryness, decreased libido, weight gain, nausea, depression, and headache were similar between groups. Vaginal bleeding was significantly more common in the buserelin-treated group (p < 0.001).
INTERNAL VALIDITY
A) Random: + 
B) Methods and blinding: -
C) Pt selection criteria: -
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: - 
I) Race: - 
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: +
N) Location of fibroids: +
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: +
R) Clinical care: + 
S) Standardized measures: +

Coutinho, 1990

Also described in Coutinho, 1989
Design: Case series, no controls

Intervention(s):
Gestrinone 5 mg PO 3 times per week for 6 months
(n = 24; 14 patients had treatment extended to 1 year)

Dates: N/S

Location: Salvador, Brazil

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 24

Dropouts: 0

Loss to followup: N/A 

No. of subjects at end: 24 (at 6 months; 14 patients continued to 1 year)

Setting: N/S

Inclusion criteria: Large myomatous uteri > 200 cc

Exclusion criteria: None specified

Age: Mean 33.5; range, 23–44

Race: N/S

Parity: 23/24 patients (96%) nulliparous

Baseline uterine size: 724.9 ( 708 cc

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
86) Uterine size

87) Symptoms

88) Adverse effects
89) Uterine size:
Uterine size decreased from 725 to 451 cc at 6 months (p = 0.007) in 24 patients treated for 6 months. Uterine size decreased from 690 to 329 cc at 1 year in 14 patients treated for 1 year.

90) Symptoms:
All patients reported alleviation of symptoms (pelvic discomfort and pain) at the end of 2 months of treatment.

91) Adverse effects:
Hypertension requiring treatment (2 pts); acne (21 pts); arthralgia (8 pts); myalgia (8 pts); nervousness (6 pts); headache (6 pts); mild hirsutism (6 pts); increased libido (8 pts); hoarseness (8 pts); hair loss (3 pts); no adverse effects (3 pts). No patients discontinued treatment because of adverse effects. 
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: +
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: - 

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: +
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: -
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Coutinho, Boulanger, and Gonçalves, 1986

Also described in Coutinho, 1989
Design: RCT, method of randomization not described

Intervention(s):

92) Gestrinone 5 mg PO 3 times per week for 4–13 months (group A; n = 34)

93) Gestrinone 2.5 mg PO  3 times per week for 4–13 months (group B; n = 36)

94) Gestrinone 2.5 mg intravaginally 3 times per week for 4–13 months (group C; n = 27)

Dates: N/S

Location: Salvador, Bahia, Brazil

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 97

Dropouts: 2

Loss to followup: N/A

No. of subjects at end: 95

Setting: N/S

Inclusion criteria: Uterine leiomyomas diagnosed by bimanual exam palpation and utrasonography; symptoms of bleeding irregularities, dyspareunia, or pelvic discomfort

Exclusion criteria: None specified

Age: Mean, 37.4; range, 18–53

Race: N/S

Parity: 61 nulliparous

Baseline uterine size: 303 cc (group A); 361 cc (group B); 371 cc (group C)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 12.4 

Baseline Hct: 36.9% 
95) Uterine size

96) Symptoms – bleeding

97) Symptoms – pain

98) Adverse effects

99) Hgb/Hct


100) Uterine size:
Uterine size decreased at 4 months by 17% in group A and by 26% in group B, but not in group C (increased by 4.3%) (p < 0.05). Uterine size decreased at 10 months by 23% in group A and 15% in group B, but not in group C (increased 11%) (p < 0.05). There was no significant difference between groups A and B.

101) Symptoms – bleeding:
Among patients who had menorrhagia or metrorrhagia at the beginning of treatment, bleeding ceased in 25/26 (95%) in group A, 28/30 (93%) in group B, and 23/23 (100%) in group C (p = not significant). 

102) Symptoms – pain:
Among patients with chronic (non-coital) pain at the beginning of treatment, 14/15 (93%) in group A, 12/15 (80%) in group B, and 10/11 (91%) in group C had resolution of pain.

103) Adverse effects:
Hypertension requiring treatment (1 pt); acne (40%); arthralgia (14%); nervousness (4 pts); chloasma (5 pts); curling of hair (3 pts); moderate hirsutism (5 pts); increased libido (4 pts); decreased libido (3 pts); hoarseness (6 pts); hair loss (6 pts); no adverse effects (53 pts).

104) Hgb/Hct:
Mean Hgb increased to 13.16.
Mean Hct increased to 38.4%.
(No statistical testing reported)
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: +
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: +
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Note: Both doses of oral gestrinone resulted in decrease in uterine size, but the vaginal administration was not associated with decrease in uterine size. All groups had similar resolution of symptoms.

Coutinho and Gonçalves, 1989

Also described in Coutinho, 1989
Design: RCT, randomization by computer-generated code

Intervention(s):

105) Gestrinone 2.5 mg PO 3 times per week for 6 months (group A; n = 40)

106) Gestrinone 5 mg PO 3 times per week for 6 months (group B; n = 30)

107) Gestrinone 5 mg intravaginally 3 times per week for 6 months (group C; n = 26)

Dates: N/S

Location: Salvador, Bahia, Brazil

Length of followup: Mean, N/S; range, 6 months–2 years
No. of subjects at start: 100

Dropouts: 4

Loss to followup: 7

No. of subjects at end: 89

Setting: N/S

Inclusion criteria: Uterine leiomyoma

Exclusion criteria: None specified

Age: Mean, 37; range, 23–55

Race: N/S

Parity: N/S

Baseline uterine size: 245 ( 203 cc (group A); 367 ( 528 (group B); 248 ( 179 (group C)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
108) Uterine volume

109) Symptoms – bleeding

110) Symptoms – pelvic pain

111) Adverse effects
112) Uterine volume:
Uterine volume decreased at 6 months 18% in group A, 29% in group B, and 29% in group C. No statistically significant difference between groups, but each group decreased significantly from baseline (p < 0.02).

113) Symptoms – bleeding:
At the end of 3 months, 86% of patients in group A, 80% of those in group B, and 76% of group C had ceased to bleed.
(Statistical tests not reported)

114) Symptoms – pelvic pain:
76% of patients in group A, 88% of patients in group B, and 98% of those in group C who complained of pelvic pain at the beginning of the trial were free of pain by the end of the 3rd month.
(Statistical tests not reported)

115) Adverse effects:
Acne and seborrhea (66% A, 72% B, 66% C; p = not significant); myalgia (10.6%); arthralgia (24.2%; difference between groups p = not significant); hirsutism (13.3% to 26.3%); hoarseness (11%); increased libido (16%)
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: +
C) Pt selection criteria: -
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Note: Duration of treatment was not standardized, but determined based on size of uterus by investigators.

No ANOVA or repeated measures analysis.

Large discrepancy in size of groups, despite computer randomization.

D’Addato, Repinto, and Andreoli, 1992
Design: Case series (prospective), no controls

Intervention(s):
Presurgical treatment with GnRH agonist (various medications) for 3 months (n = 9) or 6 months (n = 16)

Dates:
Jan 1988–May 1991

Location: Vercelli, Italy

Length of followup: N/A
(no posttreatment followup)
No. of subjects at start: 25

Dropouts: 1

Loss to followup: N/A

No. of subjects at end: 24

Setting: N/S

Inclusion criteria: Uterine myomas; nonmenopausal

Exclusion criteria: None specified

Age: Mean N/S; range, 23–55

Race: N/S

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
116) Change in uterine size

117) Side effects
118) Change in uterine size: 
Mean decrease, 40%; range,
25%–68%

119) Side effects:
Hot flashes: 100%
Intermittent vaginal bleeding: 35%
Vaginal dryness and dyspareunia: 65%
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: -
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: -
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: -
S) Standardized measures: -

Note: Outcomes not stratified by medication or duration of treatment.

de Aloysio, Altieri, Penacchioni, et al., 1998
Design: RCT, method of randomization not described

Interventions:

120) Tibolone 2.5 mg every day x 12 28-day cycles
(n = 25)

121) Conjugated equine estrogens 0.625 mg + medroxyprogesterone acetate 5 mg (CEE/MPA) every day x 12 28-day cycles
(n = 25)

Dates: N/S

Location: Bologna, Italy

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 50

Dropouts: 3

Loss to followup: N/A

No. of subjects at end: 47

Setting: Outpatient clinic/ physician office

Inclusion criteria: 13–30 months since menopause; 1–4 submucous or intramural asymptomatic fibroids; no coagulation diseases; BMI ( 28; no endometrial pathology; no contraindications to hormone replacement therapy

Exclusion criteria: None specified

Age: Mean, 50.3; range, 46–55 (tibolone); 50.7 (46–56) (CEE/MPA)

Race: N/S

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
122) Incidence of amenorrhea, irregular bleeding, and spotting

123) Change in fibroid size

124) Endometrial thickness


125) Incidence of amenorrhea, irregular bleeding, and spotting:


Tibolone
CEE/MPA

(n = 24)
(n = 23)
Cycles
288
276
Amenorrhea
  cycles/total
75%
65.6% 
 p < 0.02

Bleeding
   cycles/total
22.6%
29.7%
p = not significant

Spotting
  cycles/total
2.4%
4.7%
p = not significant

Bleeding + spotting
  cycles/total
25%
34.4%
p < 0.02

126) Change in fibroid size:
No significant change in fibroid size in either group (by transvaginal ultrasound)

127) Endometrial thickness:
All patients had endometrial thickness < 4 mm at end of treatment (by transvaginal ultrasound)
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: +
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: +

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: -
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: + 
P) Measurement methods: + 
Q) Measurement reliability: +
R) Clinical care: +
S) Standardized measures: + 

de Aloysio, Altieri, Pretolani,
et al., 1995
Design: Case series (prospective), no controls

Intervention(s):
Leuprolide acetate depot 3.75 mg IM every 28 days for 6 cycles 
(n = 34),
then 6 months with no medication (1st cycle). If uterine size increased during this period
(n = 14),
patient offered 6 additional months of treatment (2nd cycle).

Dates: N/S

Location: Bologna, Italy

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 34

Dropouts: 4 during 1st cycle, 4/14 during 2nd cycle

Loss to followup: N/A 

No. of subjects at end: 30 at end of 1st cycle; 12 at end of 2nd cycle (2 new patients added during 2nd cycle)

Setting: ?

Inclusion criteria: Symptomatic fibroids

Exclusion criteria: None specified

Age: Mean, 48.6; range, 45–53

Race: N/S

Parity: ( 3 prior deliveries

Baseline uterine size: 301.9 cc ( 97.0 cc

Baseline fibroid size: 4.8 cm ( 1.5 cm (diameter)

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
128) Uterine volume

129) Largest fibroid diameter

130) Adverse effects

131) Symptoms


132) Uterine volume:
1st cycle: Uterine volume decreased from a mean 301.9 ( 97 ml to 190.8 ( 98.1 ml after 6 months of treatment (p < 0.001), a 36.8% decrease. During 6 months with no treatment, uterine volume increased 17.5% (p = not significant).


2nd cycle: 33.8% reduction in volume (p < 0.005). Regrowth occurred after stopping treatment in 6/12 patients.

133) Largest fibroid diameter:
1st cycle: Largest fibroid diameter decreased from 4.8 ( 1.5 cm to 3.9 ( 0.6 cm after 6 months treatment (p < 0.05), a 17.7% decrease. During 6 months with no treatment, largest fibroid diameter increased 7.4% (p = not significant).


2nd cycle: Decrease in largest fibroid diameter of 15% (p = not significant).

134) Adverse effects:
All women had hot flashes, severe in 23.6%. Other side effects included insomnia (17.6%), nausea (11.8%), dizziness (8.8%), and vaginal dryness (8.8%).

135) Symptoms:
Amenorrhea occurred in 85.3% of women throughout the treatment period.
INTERNAL VALIDITY
A) Random: - 
B) Methods and blinding: N/A
C) Pt selection criteria: +
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: - 

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: +
K) Surgical history: +
L) Fibroid/uterine size: +
M) Number of fibroids: +
N) Location of fibroids: +
O) Measurement timing: +
P) Measurement methods: + 
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

De Leo,
la Marca, and Morgante, 1999
Design: Case series (prospective), no controls

Intervention(s):
Danazol 400 mg PO per day for 4 months
(n = 20)

Dates: N/S

Location: Siena, Italy

Length of followup: 6 months
No. of subjects at start: 20

Dropouts: 0

Loss to followup: 0

No. of subjects at end: 20

Setting: Outpatient clinic/ physician office

Inclusion criteria: Uterine fibromyomas

Exclusion criteria: None specified

Age: Mean, N/S; range, 34–42

Race: N/S

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: 400 ml

Number of fibroids: N/S

Baseline Hgb: 10.5 ( 0.7 g/dl

Baseline Hct: 33.2 ( 1.6%
136) Fibroid volume

137) Hemoglobin

138) Hematocrit
139) Fibroid volume:
Fibroid volume decreased from 400 ml pretreatment to 310 ml, or 76.4% of the pretreatment volume, during 4 months of treatment (p < 0.01). Three and 6 months after the end of treatment uterine volume increased slightly, but not to pretreatment values.

140) Hemoglobin:
Hemoglobin increased significantly during treatment from 10.5 ( 0.7 g/dl to 11.9 ( 0.5 g/dl.

141) Hematocrit 
Hematocrit increased from 33.2 ( 1.6% to 38.3 ( 0.7% during treatment.
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: -
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: -
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: +

De Leo, Morgante, Lanzetta,
et al., 1997
Design: Case series (prospective), historical controls

Intervention(s):

142) Prospective series: Goserelin or triptorelin, dose N/S, every 28 days for 6 months, followed by danazol 100 mg PO every day for 6 months
(n = 21)

143) Historical controls: GnRH agonist treatment, as above, but no follow-on danazol
(n = 12)

Dates: Treatment group, N/S; controls, Nov 1993–Jun 1994

Location: Milan, Italy

Length of followup:
No posttreatment followup for patients taking danazol (series); 6 months of posttreatment followup for controls
No. of subjects at start: 21 cases, 12 historical controls

Dropouts: N/S

Loss to followup: N/S

No. of subjects at end: N/S

Setting: University clinic

Inclusion criteria: Uterine leiomyomata (17 symptomatic, 4 asymptomatic)

Exclusion criteria: Hormonal medication in past 3 months; prior use of a GnRH agonist

Age: Danazol: Mean, 37.64 (range, 31–45); controls: Mean, 38.26

Race: N/S

Parity: N/S

Baseline uterine size: Approximately 400 ml (both groups)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
144) Uterine size

145) Adverse effects
146) Uterine size: 
Regrowth in uterine volume after discontinuation of GnRH agonist was 31.2% less in patients treated with danazol than in historical untreated controls (p < 0.001)

147) Adverse effects:
With GnRH agonist:

Vasomotor symptoms: 75%

Vaginal dryness: 30%

Headache: 48%
With danazol:

No adverse effects reported
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: -
D) Length of followup: +
E) Loss to followup: -
F) Dropout rates: -
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Note: Most (17/21) women were symptomatic.

Donnez, Schrurs, Gillerot,
et al., 1989
Design: Case series (prospective), no controls

Intervention(s):
Buserelin implant 6.6 mg SC at end of luteal phase
(n = 20)

Dates: N/S

Location: Brussels, Belgium

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 20

Dropouts: 0

Loss to followup: N/A

No. of subjects at end: 20

Setting: Outpatient clinic/ physician office

Inclusion criteria: Symptomatic uterine fibroids

Exclusion criteria: None specified

Age: Mean, 35; range, 25–42

Race: N/S

Parity: N/S

Baseline uterine size: 12 ( 5.4 cm2 (uterine cavity size)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
148) Uterine cavity area (by hysterosalping-ography)

149) Hemoglobin

150) Adverse effects
151) Uterine cavity area:
Uterine cavity area decreased from 12 ( 5.4 cm2 to 7.8 ( 3.3 cm2 at 8 weeks, a decrease to 65% of pretreatment value.

152) Hemoglobin:
In 9 patients who complained of menorrhagia, Hgb increased from 10.4 ( 0.6 g/dl to 13.6 ( 0.5 gm/dl 
(p < 0.05) at 8 weeks. 

153) Adverse effects:
Hot flashes: 19/20 (95%)
Vaginal dryness: 12/20 (60%)
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: -
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: +
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Fedele, Bianchi, Raffaelli,
et al., 2000
Design: RCT, randomization by computer-generated list

Interventions:

154) Transdermal estradiol  50 mcg per day + medroxyprogesterone acetate 10 mg per day (E/MPA) for 12 days per month x 1 year   
(n = 20)

155) Tibolone 2.5 mg per day x 1 year
(n = 18)

Dates: N/S

Location: Milan, Italy

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 38

Dropouts: 1

Loss to followup: N/A

No. of subjects at end: 37

Setting: Outpatient clinic/ physician office

Inclusion criteria: Postmenopausal women with uterine fibroids who, when premenopausal, received medical treatment for myoma-associated menorrhagia; no GnRH treatment in previous 6 months; FSH ( 50; one or more uterine myomas > 3 cm in diameter on ultrasound

Exclusion criteria: Hormonal treatment in previous 3 months

Age: E/MPA, 50.2 ( 2.3; tibolone, 50.6 ( 2.7

Race: N/S

Parity: N/S

Baseline uterine size: E/MPA, 103 ( 46 cc; tibolone, 97 ( 42 cc

Baseline fibroid size (largest myoma): E/MPA, 26.8 ( 12.5 cc; tibolone, 28.1 +14.1 cc

Number of fibroids:  E/MPA, 1.75 ( 0.8; tibolone, 1.62 ( 0.8

Baseline Hgb/Hct: N/S
156) Bleeding pattern

157) Vasomotor symptoms

158) Side effects

159) Volume of uterus

160) Number of myomas

161) Volume of largest myoma

162) Endometrium width


E/MPA
Tibolone
163) Bleeding pattern:

Amenorrhea

-
83%

Normal

80%
-

Spotting/scant
20%
17%

164) Vasomotor symptoms:
“Almost complete relief from vasomotor symptoms was obtained in all patients of both groups”

165) Side effects:

Mastodynia
30%
-

Bloating
20%
15%

Headache
15%
15

166) Volume of uterus (cc):

Baseline
103 ( 46
97 ( 42

Month 6
119 ( 56
101 ( 45

Month 12
125 ( 60
102 ( 49

167) Number of myomas:

Baseline
1.75 ( 0.8
1.62 ( 0.8

Month 6
1.95 ( 0.9
1.70 ( 0.9

Month 12
2.15 ( 0.9
1.67 ( 0.9

168) Volume of largest myoma (cc):
 Baseline
26.8 ( 12.5
28.1 ( 14.1
 Month 6
32.5 ( 14.2
30.2 ( 12.8
 Month 12
35.8 ( 0.2
30.6 ( 16.2

169) Endometrium width (mm):

Baseline
2.6 ( 0.8
2.4 ( 0.8

Month 6
3.3 ( 0.7
2.7 ( 0.7

Month 12
3.3 ( 0.7
2.2 ( 0.6

No significant differences between groups for outcomes 4 through 7.
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: + 
C) Pt selection criteria: +
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: - 

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: - 
K) Surgical history: - 
L) Fibroid/uterine size: + 
M) Number of fibroids: +
N) Location of fibroids: -
O) Measurement timing: + 
P) Measurement methods: + 
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: - 

Felberbaum, Germer, Ludwig,
et al., 1998
Design: RCT, method of randomization not described

Intervention(s):

170) Cetrorelix 60 mg IM x 2
(n = 10)

171) Cetrorelix 60 mg IM x 1, then 30 mg IM x 1
(n = 10)

Dates: Aug 1995–?

Location: Lübeck, Germany

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 20

Dropouts: 4

Loss to followup: N/A

No. of subjects at end: 16

Setting: Outpatient clinic/ physician office

Inclusion criteria: Premenopausal; symptomatic fibroids; surgery planned

Exclusion criteria: None specified

Age: Mean, 34.5; range, 23–45

Race: 95% white; 5% black

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
172) Uterine volume

173) Fibroid volume

174) Adverse effects
175) Uterine volume, % change:
Cetrorelix 60 mg x 2: 30.4 ( 15.2%
Cetrorelix 60 mg, 30 mg: 20.5 ( 20%

176) Fibroid volume, % change:
Cetrorelix 60 mg x 2: 27.1 ( 7.6%
Cetrorelix 60 mg, 30 mg: 26.1 ( 9.9%

177) Adverse effects:
Hot flashes: 50%
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: -
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: +
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: -
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: -
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: +

Note: After cetrorelix therapy, all patients underwent surgical procedure: 1 vaginal hysterectomy, 6 abdominal myomectomy, 6 laparoscopic myomectomy, 3 laparoscopic and hysteroscopic ablations, and 3 hysteroscopic myomectomies.

No statistical tests described.

Friedman, Barbieri, Benacerraf, et al., 1987
Design: RCT, method of randomization not described

Intervention(s):

178) Leuprolide 0.8 mg IN, twice each day for 24 weeks
(n = 7)

179) Leuprolide 0.5 mg SC daily for 24 weeks
(n = 7)

Treatment initiated (for both groups) during early follicular phase

Dates: N/S

Location: Boston, MA

Length of followup: 4 months posttreatment
No. of subjects at start: 14

Dropouts: 4

Loss to followup: 0

No. of subjects at end: 10

Setting: Outpatient clinic/ physician office

Inclusion criteria: Leiomyomata uteri (at least one ( 2.5 cm in diameter) or uterus twice normal volume with multiple fibroids; premenopausal (FSH < 30 mIU/ml)

Exclusion criteria: Pregnant or desirous of future pregnancy; distal radius bone mineral density ( 1 SD below mean; hyperplasia or neoplasia on endometrial biopsy; suspicion of ovarian or cervical malignancy on physical exam or ultrasound; increase in uterine size of more than 3 gestational weeks over preceding 6 months

Age: Mean, 41.2; range, 32–53

Race: N/S

Parity: N/S
180) Uterine volume

181) Resolution of presenting symptoms

182) Bleeding

183) Adverse symptoms
184) Uterine volume (cc):


SC
IN
N
7
7
Pretreatment
368
579
3 months
202
520.6
6 months
172.3
635.7
4 months posttreatment
296.3
789

185) Resolution of presenting symptoms:
Patients presented with pelvic pain, mass or menorrhagia. All SC patients had resolution of presenting symptoms, while only 1/7 IN patients experienced relief.

186) Bleeding:
All patients treated with SC leuprolide were amenorrheic after 4 weeks of therapy and did not experience vaginal bleeding throughout the duration of therapy. Three of 7 patients in the IN group experienced amenorrhea after 4 weeks of therapy, while the remaining 4 patients had intermittent and irregular vaginal bleeding throughout the treatment period.

187) Adverse symptoms:
The most commonly encountered side effect was hot flashes, experienced by all women in the SC group and 4/7 in the IN group.
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: +
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: - 

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: + 
P) Measurement methods: +
Q) Measurement reliability: +
R) Clinical care: +
S) Standardized measures: +



Baseline uterine size: SC group: 12.9 weeks (range, 5–22); 368.1 ( 60.1 cc; IN group: 14.0 weeks (range, 7–20); 579.1 ( 210.0 cc

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S











Friedman, Barbieri, Doubilet,
et al., 1988
Design: RCT, method of randomization not described

Intervention(s):

188) Leuprolide acetate 0.5 mg SC + MPA 20 mg PO daily for 24 weeks
(n = 9)

189) Leuprolide acetate 0.5 mg SC + placebo daily for 24 weeks
(n = 7)

Treatment initiated (for both groups) during early follicular phase

Dates: N/S

Location: Boston, MA

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 16

Dropouts: 0

Loss to followup: N/A 

No. of subjects at end: 16

Setting: Outpatient clinic/ physician office

Inclusion criteria: Leiomyomata uteri (at least one ( 2.5 cm in diameter) or uterus twice normal volume with multiple fibroids; premenopausal (FSH < 30 mIU/ml)

Exclusion criteria: Pregnant or desirous of future pregnancy; distal radius bone mineral density ( 1 SD below mean; hyperplasia or neoplasia on endometrial biopsy; suspicion of ovarian or cervical malignancy on physical exam or ultrasound; increase in uterine size of more than 3 gestational weeks over preceding 6 months 

Age: Mean, 38.5

Race: N/S

Parity: N/S

Baseline uterine size: 811 ( 174 cc (MPA); 601 ( 62 cc (placebo)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 11.4 g/dl (MPA); 12.7 g/dl (placebo)

Baseline Hct: 33.5% (MPA); 36.3% (placebo)
190) Uterine volume

191) Hgb

192) Hct

193) Adverse symptoms
194) Uterine volume:
There was no significant decrease in uterine volume from baseline for the MPA group; in the placebo group, uterine size decreased significantly from baseline at all time points. No significant difference between groups. 


MPA
Placebo
Baseline
811
601
8 weeks
N/S
388
12 weeks
N/S
307
24 weeks
688
294

2)
Hgb (g/dl):


MPA
Placebo
Baseline
11.4
12.7
24 weeks
13.3
14.1

3)
Hct (%):


MPA
Placebo
Baseline
33.5
36.3
24 weeks
39.1
40.7

195) Adverse symptoms:
The most commonly experienced side effects were hot flashes, experienced by 11% of patients on MPA and 86% of patients on placebo (p < 0.01). Vaginal spotting occurred in 44% of patients on MPA, but no patients on placebo (p = 0.08).
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: +
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: +
R) Clinical care: +
S) Standardized measures: +

Friedman, Daly, Juneau-Norcross,
et al., 1994

and 

Friedman, Daly, Juneau-Norcross,
et al., 1993
Design: RCT, method of randomization not described

Intervention(s):
Both groups received leuprolide acetate depot 3.75 mg every 4 weeks for 2 years. After 3 months of this therapy, patients were randomized to receive either:

196) Oestropipate 0.75 mg daily + norethindrone 0.7 mg on days 1–14 each month for 21 months   (E-P group; n = 26); or

197) Norethindrone 10 mg daily for 21 months
(P group; n = 25)

Dates: N/S

Location: Boston, MA

Length of followup: 6 months posttreatment
No. of subjects at start: 51

Dropouts: 19

Loss to followup: 5

No. of subjects at end: 27

Setting: Outpatient clinic/ physician office

Inclusion criteria: Premenopausal (FSH < 30 mIU/ml); at least one fibroid ( 3 cm in diameter or uterus twice normal size with multiple fibroids

Exclusion criteria: Pregnant, lactating, or desirous of future pregnancy; uterine size increase of 3 gestational weeks in previous 6 months

Age: Mean, 42.5

Race: N/S

Parity: N/S

Baseline uterine size: 898 ( 103 cc (E-P group); 738 ( 96 cc (P group)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 11.7 ( 0.6 g/dl (E-P group); 11.2 ( 0.7 g/dl (P group)

Baseline Hct: 36.0 ( 1.3% (E-P group); 34.3 ( 2.8% (P group)
198) Uterine volume

199) Hgb

200) Hct
201) Uterine volume (cc):
During add-back treatment with estrogen-progestin, mean uterine volume did not change significantly. During add-back treatment with progestin, uterine volume increased significantly. After GnRH and add-back treatment was completed, uterine volume returned to baseline levels in both groups.


E-P
P
Baseline
745
683
3 months
416
440
Add-back
  1 year
404
591
2 years
414
647
Posttreatment
  30 months
803
767

202) Hgb:
Both treatment groups had significant and parallel increases in mean Hgb concentrations over time.

203) Hct:
Both treatment groups had significant and parallel increases in mean Hct over time.
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: +
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: - 

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: +

Friedman, Harrison-Atlas, Barbieri,
et al., 1989
Design: RCT, method of randomization not described

Intervention(s):

204) Leuprolide acetate 3.75 mg IM every 4 weeks x 24 weeks
(n = 18)

205) Placebo
(n = 20)

Dates: N/S

Location: Boston, MA

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 38

Dropouts: 5

Loss to followup: N/A

No. of subjects at end: 33

Setting: Outpatient clinic/ physician office

Inclusion criteria: Premenopausal, with FSH < 30 mIU/ml; not pregnant or lactating; one member of couple sterilized or agree to barrier contraception; 1 fibroid 3 cm in diameter, or uterus twice normal size with fibroids on ultrasound; uterus known to have been enlarged for 6 months, with no growth > 3 gestational weeks in 6 months; no suspicion of cancer

Exclusion criteria: None specified

Age: Mean, 40.5

Race: N/S

Parity: N/S

Baseline uterine size: 505 ( 93 cc (leuprolide); 426 ( 43 cc (placebo)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 12.3 ( 0.4 g/dl (leuprolide); 12.3 ( 0.3 g/dl (placebo) 

Baseline Hct: 36.3 ( 1% (leuprolide); 36.3 ( 0.8% (placebo) 
206) Uterine volume

207) Hct

208) Hgb
209) Uterine volume (cc):
Leuprolide pre: 505 ( 93 
Leuprolide post: 307 ( 57 
Placebo pre: 426 ( 43 
Placebo post: 429 ( 52

210) Hct:
Leuprolide pre: 36.3 ( 1%
Leuprolide post: 38.1 ( 0.9%
Placebo pre: 36.3 ( 0.8%
Placebo post: 33.9 ( 1.6%

211) Hgb (g/dl):
Leuprolide pre: 12.3 ( 0.4
Leuprolide post: 13.0 ( 0.3
Placebo pre: 12.3 ( 0.3
Placebo post: 11.3 ( 0.6
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: +
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -








Friedman, Hoffman, Comite,
et al., 1991
Design: RCT, method of randomization not described

Intervention(s):

212) Leuprolide acetate 3.75 mg IM every 4 weeks x 24 weeks
(n = 63)

213) Placebo
(n = 65)

Dates: N/S

Location: Boston, MA

Length of followup: 24 weeks (unclear whether mean or median)
No. of subjects at start: 128

Dropouts: 35

Loss to followup: 1

No. of subjects at end: 92 

Setting: Outpatient clinic/ physician office

Inclusion criteria: Premenopausal; age ( 21 yrs; regular cycles; not pregnant or lactating; enlarged uterus on ultrasound or MRI, or ( 1 myoma > 3 cm in diameter; no gynecological malignancy; no calcification of pelvic masses; no previous treatment with GnRH analog; no medical/surgical treatment of fibroids in past 3 months; baseline bone density not more than 2 SDs below mean for age-matched controls

Exclusion criteria: None specified

Age: Mean, 36.4

Race: N/S

Parity: N/S

Baseline uterine size: 507 cc

Baseline fibroid size: 176 cc

Number of fibroids: N/S

Baseline Hgb: 12.6 g/dl

Baseline Hct: 37.5%
214) Uterine volume

215) Fibroid volume (largest)

216) Hct

217) Hgb

218) Symptoms

219) Side effects
220) Uterine volume:
Leuprolide pre: 522 ( 52 cc
Leuprolide post: 44.6% reduction
Placebo pre: 452 ( 51 cc
Placebo post: 5% increase

221) Fibroid volume (largest):
Leuprolide pre: 143 ( 43 cc
Leuprolide post: 40.1% reduction
Placebo pre: 206 ( 42 cc
Placebo post: No change

222) Hct: 
Leuprolide pre: 37.8 ( 0.5%
Leuprolide post: 38.6 ( 0.5%
Placebo pre: 37.3 ( 0.5%
Placebo post: 36.7 ( 0.5%

223) Hgb (g/dl):
Leuprolide pre: 12.6 ( 0.2
Leuprolide post: 13.1 ( 0.2
Placebo pre: 12.6 ( 0.3
Placebo post: 12.3 ( 0.2

224) Symptoms (%) (R = resolve, I = improve, N = no change, W = worse):



R
I
N
W
Bloating:

Leuprolide
60
9.5
19
12

Placebo
27
29
39
11
Menorrhagia:

Leuprolide
97
0
3
0

Placebo
47
14
22
8
Pelvic pressure:

Leuprolide
67
26
7.5
0

Placebo
42
13
38.8
65
Pelvic pain:

Leuprolide
83
16
16
0

Placebo
65
13
17
4
Constipation:

Leuprolide
61
17
17
14

Placebo
44
19
38
0
Urinary frequency:

Leuprolide
78
17
6
0

Placebo
36
3
26
14
Dyspareunia:

Leuprolide
69
0
19
13

Placebo
56
6
28
11
Menometrorrhagia:

Leuprolide
0
0
0
0

Placebo
80
20
0
0

225) Side effects:


Leuprolide
Placebo
Vasomotor flushes:
83%
8%
P < 0.0001
Vaginitis:
17%
0%
P < 0.0005
Arthralgia/myalgia:
14%
0%
P < 0.005
Asthenia:
16%
5%
P < 0.05
Peripheral edema:
11%
2%
P < 0.05
Insomnia:
10%
0%
P < 0.05
Nausea:
10%
2%
P < 0.05
Headache:
29%
20%
Depression:
11%
3%

Emotional lability/

nervousness:
8%
2%
Decreased libido:
3%
0%
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: +
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: -
S) Standardized measures: -

Golan, Bukovsky, Schneider, et al., 1989
Design: Case series, no controls

Intervention(s): 
D-Trp-6-LHRH 3.2 mg IM every month x 6 months
(n = 26)

Dates: N/S

Location: Zerifin, Israel

Length of followup: 3 months after end of treatment
No. of subjects at start: 26

Dropouts: 2

Loss to followup: 1

No. of subjects at end: 23

Setting: N/S

Inclusion criteria: Clinically or ultrasonographically diagnosed fibroids; symptoms from fibroids; referral for hysterectomy or myomectomy

Exclusion criteria: None specified

Age: Mean, 37.8; range, 22–52

Race: N/S

Parity: N/S

Baseline uterine size: 604 ( 298 ml

Baseline fibroid size: 258 ( 124 ml

Number of fibroids: N/S

Baseline Hgb: N/S

Baseline Hct: 63%
226) Uterine volume

227) Fibroid volume
228) Uterine volume:
Pretreat: 604 ( 298 ml
Posttreat (6 months): 289 ( 159 ml
Followup: 434 ( 166 ml

229) Fibroid volume:
Pretreat: 258 ( 124 ml
Posttreat (6 months): 95 ( 66 ml
Followup: 175 ( 94 ml
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: +
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Note: “Clinical impression of diminished blood loss and decreased need for transfusion” with treatment.

Gregoriou, Vitoratos, Papadias,
et al., 1997
Design: RCT, method of randomization not described

Intervention(s):

230) Tibolone 2.5 mg daily for 1 year
(n = 20);

231) No treatment
(n = 20)

Dates: N/S

Location: Athens, Greece

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 40

Dropouts: 0

Loss to followup: N/A 

No. of subjects at end: 40

Setting: Outpatient clinic/ physician office

Inclusion criteria: Postmenopausal (no menses in previous 1 year); at least one fibroid > 20 mm in diameter

Exclusion criteria: Contra-indication to hormone replacement therapy

Age: N/S

Race: N/S

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: 102.6 cc (tibolone group); 118.4 cc (no-treatment group)

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
232) Fibroid volume

233) Adverse effects 
234) Fibroid volume:
Fibroid volume showed no statistically significant change in either group. Tibolone-treated patients had initial volume of 102.6 cc and final volume of 98.2 cc, while control patients began at 118.4 cc and finished at 117.5 cc

235) Adverse effects:
3/20 (15%) tibolone-treated patients complained of spotting
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: +
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: -
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: - 
R) Clinical care: +
S) Standardized measures: -

Hackenberg, Gesenhues, Deichert,
et al., 1992
Design: Case series (prospective), no controls

Intervention(s):
Goserelin acetate depot 3.6 mg SC monthly for 3 months
(n = 27); started during mid-luteal phase

Dates: N/S

Location: Marburg, Germany

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 27

Dropouts: 0

Loss to followup: N/A 

No. of subjects at end: 27

Setting: Outpatient clinic/ physician office

Inclusion criteria: Symptomatic uterine fibroids

Exclusion criteria: None specified

Age: Mean, 34; range, 19–40

Race: N/S

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: 97 ml (range, 5–267 ml)

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
236) Fibroid volume

237) Prediction of regression of more than 50% after 3 months based on response at 1 month
238) Fibroid volume (by transvaginal ultrasound):
Fibroid volume decreased by more than 50% in 15/27 patients (56%); decreased by 11–50% in 7 (26%) patients; showed no significant decrease in 5 (18%). There was no statistically significant correlation between initial fibroid volume and extent of response.

239) Prediction of regression of more than 50% after 3 months, based on 1-month response:
In a retrospective analysis, the investigators determined that a reduction in fibroid volume of at least 35% after 1 month of treatment was predictive of an ultimate reduction of at least 50% at 3 months. Sensitivity, 86%; specificity, 77%. 
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: -
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: - 
K) Surgical history: -
L) Fibroid/uterine size: + 
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: + 
Q) Measurement reliability: +
R) Clinical care: +
S) Standardized measures: -

Notes: Ultrasound fibroid size compared with surgical specimens demonstrated fair agreement in 4 specimens.

Predictive model was not validated, and cut point selection was suggested by the data distribution. The performance of the prediction in these data certainly overestimates its accuracy if used prospectively.

Kuhlmann, Gartner, Schindler,
et al., 1997
Design: Case series (retrospective), no controls

Intervention(s):

240) GnRH agonists (variety of preparations used) x 6 months
(n = 20)

241) GnRH agonists (variety of preparations used) x 6 months, followed by myomectomy
(n = 41)

Dates: 1987–1993

Location: Essen, Germany

Length of followup: N/S
No. of subjects at start: 61 

Dropouts: N/A

Loss to followup: N/S

No. of subjects at end: N/S

Setting: N/S

Inclusion criteria: Series included all patients treated for fibroids with GnRH agonist for 6 months; all patients sterile

Exclusion criteria: None specified

Age: Mean, 33.3; range, 28–42

Race: N/S

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
242) Fibroid volume reduction

243) Side effects

244) Pregnancy rates

245) Abortion rates
246) Fibroid volume reduction (%):
Fibroids alone (n = 23): 47%
Fibroids + endometriosis (n = 38): 54%

247) Side effects:
Hot flashes: 59%
Headache: 40%
Insomnia: 20%
Vaginal dryness: 16%

248) Pregnancy rates:
Fibroids alone:

GnRH alone: 4%

GnRH + myomectomy: 26%
Fibroids + endometriosis:

GnRH alone: 34%

GnRH + myomectomy: 13%

249) Abortion rate (% of pregnancies):
Fibroids alone: 14%
Fibroids + endometriosis: 17%
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: +
D) Length of followup: -
E) Loss to followup: -
F) Dropout rates: N/A
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: -
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: -
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: -
S) Standardized measures: +

Note: Retrospective study with what appear to be posthoc analyses between patients with fibroids alone vs. those with concurrent endometriosis. One of the main outcomes is pregnancy, but 56% of the pregnancies were treated with some assisted reproductive technology. 

Maheux and Lemay, 1992
Design: Nonrandomized concurrent cohort comparison

Intervention(s):
Goserelin depot 3.6 mg SC every 28 days beginning during days 2–5 of the cycle x 1 year (n = 20).
After month 3, low-dose HRT (conjugated equine estrogen 0.3 mg and MPA 5 mg) was given either cyclically or continuously.

Dates: May 1987–
Jun 1990

Location: Quebec, Canada

Length of followup: 3 months
No. of subjects at start: 20

Dropouts: 2

Loss to followup: 0

No. of subjects at end: 18

Setting: Outpatient clinic/ physician office

Inclusion criteria: Age 39–51; symptomatic uterine leiomyoma; normal ovulatory cycles; normal endometrial biopsy

Exclusion criteria: Menopausal; pregnant or breast-feeding; hormonal therapy in previous 6 months; history of thromboembolism; obesity

Age: Mean, 45.4; range, 39–51

Race: N/S

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: 215.8 ( 73 cc

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
250) Fibroid volume

251) Bleeding

252) Hemoglobin

253) Side effects

254) Pelvic pain/pressure
255) Fibroid volume:
Fibroid volume decreased during the first 3 months (p < 0.001) to 46.5% of pretreatment values. After addition of HRT, mean fibroid volume did not change significantly between months 3 and 12. Three months after treatment ended, fibroid volume increased to pretreatment values (108.7% baseline; p = not significant).

256) Bleeding:
Better control of bleeding was observed with continuous versus cyclical HRT.

257) Hemoglobin:
In 5 anemic patients, Hgb increased from 10.5 ( 1.1 g/l to 12.6 ( 0.8 g/l at 1 year.

258) Side effects:
All patients had hot flashes, severe in 6 patients. Hot flashes decreased with HRT and were less severe in patients receiving continuous HRT. 

259) Pelvic pain and pressure:
These symptoms “almost completely disappeared during treatment.”
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: +
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Murphy, Morales, Kettel, et al., 1995
Design: Case series (prospective), no controls

Intervention(s):
RU486 in following doses:

260) 50 mg per day x 12 weeks
(n = 10)

261) 25 mg per day x 12 weeks
(n = 11)

262) 5 mg per day x 12 weeks 
(n = 9)

Dates: N/S

Location: San Diego, CA

Length of followup: N/A (no posttreatment outcomes)
No. of subjects at start: 30 

Dropouts: 0

Loss to followup: N/A 

No. of subjects at end: 30

Setting: Outpatient clinic/ physician office (university)

Inclusion criteria: Normal cycling; age 18–45; symptomatic fibroids

Exclusion criteria: None specified

Age: N/S

Race: N/S

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
263) Uterine volume decrease (estimated from graph)

264) Amenorrhea
265) Uterine volume decrease: 
50 mg per day: 50%
25 mg per day: 55%
5 mg per day: 25%
(All p < 0.05)

266) Amenorrhea: 100% in all groups
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: +
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: +

EXTERNAL VALIDITY
H) Age: -
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -








Nakamura, Yoshimura, Yamada,
et al., 1991
Design: Case series (prospective), no controls

Intervention(s):
Buserelin acetate 300 mcg intranasally 3 times per day x 16 weeks
(n = 25)

Dates: N/S

Location: Tokyo, Japan

Length of followup: 3–6 months
No. of subjects at start: 25
(8 of whom had no menses posttreatment; 17 of whom resumed menses within 12 weeks posttreatment)

Dropouts: 0

Loss to followup: 0

No. of subjects at end: 25

Setting: Outpatient clinic/ physician office

Inclusion criteria: Regular menstrual cycles; symptomatic fibroids (pain, menorrhagia, dysmenorrhea, pressure); normal Pap smear; normal endometrial biopsy; no history of major abdominal or pelvic surgery

Exclusion criteria: None specified

Age: Mean, 48.0; range, 36–54

Race: N/S

Parity: N/S

Baseline uterine size: 312 ( 48 cc (no-menses group); 311 ( 41 cc (menses group)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 9.5 ( 0.9 mg/dl (both groups)

Baseline Hct: N/S
267) Bleeding posttreatment (> 3-month followup)

268) Dysmenorrhea

269) Pelvic pressure

270) Hgb

271) Uterine volume
272) Bleeding posttreatment:
Amenorrhea: 24%
Improved: 68%
Severe bleeding episode: 8%

273) Dysmenorrhea:
Resolved: 100%

274) Pelvic pressure:
Resolved: 100%

275) Hgb (mg/dl):
No-menses group (includes the severe bleed):

Pretreatment: 9.5 ( 0.9

Posttreatment: 12.6 ( 0.7

3-month followup: No significant


change (p < 0.02 vs. post-


treatment value)

Group with resumption of menses:

Pretreatment: 9.5 ( 0.9

Posttreatment: 13.0 ( 0.6


(p < 0.001)

3-month followup: 11.8 (p < 0.05


vs. pretreatment value)

276) Uterine volume (cc):
No-menses group (includes the severe bleed):

Pretreatment: 312 ( 48

Posttreatment: 166 ( 45


(p < 0.02)

Group with resumption of menses:

Pretreatment: 311 ( 41

Posttreatment: 219 ( 63


(p = not significant)
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: +
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: +

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: +
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: -
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: -
S) Standardized measures: -

Note: Described as a “randomized retrospective study,” but is in fact a case series. The authors reported some results dividing between women who entered menopause directly after treatment versus those who resumed menses. The reason for doing this is unclear.

Palomba, Affinito,
Di Carlo,
et al., 1999
Design: Case series (prospective), no controls

Interventions:
Leuprolide acetate
3.75 mg IM every
28 days, plus tibolone 2.5 mg PO daily, for
2 years
(n = 25)

Dates: N/S

Location: Naples, Italy

Length of followup: 6 months
No. of subjects at start: 25

Dropouts: 3

Loss to followup: 4

No. of subjects at end: 18

Setting: Outpatient clinic/ physician office

Inclusion criteria: Symptomatic uterine leiomyomas

Exclusion criteria: More than 4 myomas; submucosal fibroids by hysteroscopy; calcific or hypoechoic fibroids

Age: Mean, 47.7; range, 41–52

Race: N/S

Parity: N/S

Baseline uterine size: 987.1 ( 105.4 cc

Baseline fibroid size: 295.8 ( 59.1 cc

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
277) Uterine volume

278) Fibroid volume

279) Symptoms
280) Uterine volume:
Uterine size decreased from baseline (987.1 ( 105.4 cc) to 6 months (421.6 ( 94.3 cc) (p < 0.01). Between 6 months and 2 years (475.8 ( 106.5 cc), uterine volume did not change significantly. During 6 months after treatment, uterine volume increased significantly (757.2 ( 221.5 cc) from treatment volumes but remained significantly less than baseline volume.

281) Fibroid volume:
Fibroid size decreased from baseline (295.8 ( 94.3 cc) to 6 months (131.7 ( 29.7 cc) (p < 0.01). Between 6 months and 2 years (159.2 ( 45.3 cc), fibroid volume did not change significantly. During 6 months after treatment, fibroid volume increased significantly (232.7 ( 80.1 cc) from treatment volumes but remained significantly less than baseline volume.

282) Symptoms:
There was a statistically significant reduction in intensity for all myoma-related symptoms at 6th month of treatment (p < 0.01); this reduction persisted during the entire course of treatment. At followup, there was a significant increase in intensity of myoma-related symptoms compared with during treatment.
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: -
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: +
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -








Palomba, Affinito, Tommaselli, et al., 1998
Design: RCT, method of randomization not described

Intervention(s):

283) Leuprolide acetate (LA) 3.75 mg IM every 28 days plus placebo every day x 6 months
(n = 25)

284) LA 3.75 mg IM every 28 days plus tibolone 2.5 mg every day x 6 months 
(n = 25)

Dates: N/S

Location: Naples, Italy

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 50

Dropouts: 1

Loss to followup: N/A

No. of subjects at end: 49

Setting: N/S

Inclusion criteria: Symptomatic fibroids

Exclusion criteria: History of pathologic fractures, renal disease, metabolic disease, endocrine disease, or smoking; use of drugs affecting bone or lipid metabolism; liver disease; ischemic heart disease; alterations in lipid metabolism; diabetes; acute or recent thrombosis; carcinoma of breast or endometrium; previous medical or surgical treatment for fibroids; BMI > 27 kg/m2

Age: Mean, 44.5; range, 38–51

Race: N/S

Parity: N/S

Baseline uterine size: 995.8 ( 170.4 cc (LA + placebo); 976 ( 114.9 cc (LA + tibolone)

Baseline fibroid size: 307.6 ( 64.5 cc (LA + placebo); 295.8 ( 58.7 cc (LA + tibolone)

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
285) Uterine volume

286) Fibroid volume

287) Symptoms
1)
Uterine volume (cc):

LA + placebo:


Pretreatment: 995.8 ( 170.4


Posttreatment: 386.4 ( 94.6

LA + tibolone:


Pretreatment: 976 ( 114.9


Posttreatment: 414.8 ( 98.1

(p = not significant)

2)
Fibroid volume (cc):

LA + placebo:


Pretreatment: 307.6 ( 64.5


Posttreatment: 132.8 ( 34.3

LA + tibolone:


Pretreatment: 295.8 ( 58.7


Posttreatment: 138.7 ( 29.7

(p = not significant)

3)
Symptoms:
Menorrhagia:

LA + placebo (n = 25):


Complete relief: 100%


Partial relief: 0% 

LA + tibolone (n = 24):


Complete relief: 92%


Partial relief: 8%

(p = not significant)

Pelvic pressure:

LA + placebo (n = 24):


Complete relief: 94%


Partial relief: 6%

LA + tibolone (n = 22):


Complete relief: 90%


Partial relief: 10%

(p = not significant)

Pelvic pain:

LA + placebo (n = 17):


Complete relief: 89%


Partial relief: 11%

LA + tibolone (n = 16):


Complete relief: 87.5%



Partial relief: 12.5%

(p =not significant)

Urinary frequency:

LA + placebo (n = 19):


Complete relief: 84%


Partial relief: 16%

LA + tibolone (n = 17):


Complete relief: 94%


Partial relief: 6%

(p =not significant)

Constipation:

LA + placebo (n = 14):


 Complete relief: 100%


Partial relief: 0%

LA + tibolone (n = 13):


Complete relief: 100%


Partial relief: 0%

(p =not significant)

Number of hot flashes:

LA + placebo: 4.5/day

LA + tibolone: 1.5/day

(p < 0.01)
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: -
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: -
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: -
S) Standardized measures: -

Rendina and Patrono, 1976
Design: RCT, method of randomization not described

Intervention(s):

288) “Lysometra” 2.5 ml/day x 20 days/month for maximum of 3 months 
(n = 29)

289) Methylandrostendiol 5 mg/day x 20 days/month for maximum of 3 months
(n = 29)

Dates: N/S

Location: Rome, Italy

Length of followup: N/A (no posttreatment outcomes)
No. of subjects at start: 58 with fibroids (of total study population of 200) (assuming no dropouts)

Dropouts: N/S

Loss to followup: N/A

No. of subjects at end: 58

Setting: N/S

Inclusion criteria: Menorrhagia with uterine fibroids

Exclusion criteria: None specified

Age: N/S

Race: N/S

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
290) Menstrual bleeding
1)
Menstrual bleeding:

Lysometra:

Complete relief: 65%

Partial relief: 28%

No relief: 7%


Methylandrostendiol:

Complete relief: 51%

Partial relief: 38%

No relief: 10%
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: -
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: -
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: -
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: -
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Note: “Lysometra” described only as a biologic preparation. 

Sakamoto, Yoshino, Shirahata,
et al., 1992
Design: Case series (prospective), no controls

Intervention(s):
Kuei-chin-fu-ling-wan, Chinese herbal medication (referred to by Japanese abbreviation KBG), 1.5 g per day x 12 or more weeks

Dates: 1985–1989

Location: Tokyo, Japan

Length of followup: N/S
No. of subjects at start: 110

Dropouts: N/S

Loss to followup: N/S

No. of subjects at end: N/S

Setting: N/S

Inclusion criteria: Premenopausal; symptomatic fibroids

Exclusion criteria: > 10-cm diameter uterus

Age: Mean, 43.2; range, 27–52

Race: 100% Asian

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
291) Hypermenorrhea

292) Dysmenorrhea

293) Anemia improvement

294) Fibroid size

295) Need for additional treatment


296) Hypermenorrhea (57% of patients):
Improved: 95%
“Reduced to normal”: 46%

297) Dysmenorrhea (46% of patients):
Improved: 94%
“Extinguished”: 51%

298) Anemia (13% of patients):
Improved: 43%
Improved with study treatment + 
iron: 57%

299) Fibroid size:
Complete resolution: 19%
Decreased: 43%
No change: 34%
Increased: 4%

300) Need for additional treatment:
15/110 (14%) underwent
hysterectomy
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: +
D) Length of followup: -
E) Loss to followup: -
F) Dropout rates: -
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: +
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: -
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Schlaff, Zerhouni, Huth, et al., 1989
Design: RCT, method of randomization not described

Intervention(s):

301) Leuprolide acetate   3.75 mg per month x 6 months
(n = 5)

302) Placebo x 6 months
(n = 6)

Dates: N/S

Location: Baltimore, MD

Length of followup: 6 months
No. of subjects at start: 11

Dropouts: 0

Loss to followup: 0

No. of subjects at end: 11

Setting: Academic medical center

Inclusion criteria: Symptomatic fibroids; regular monthly menstrual cycles

Exclusion criteria: Bone density below mean for age

Age: Mean, 36.7

Race: N/S

Parity: N/S

Baseline uterine size: 654 ( 195 cc (leuprolide); 457 ( 106 cc (placebo)

Baseline fibroid size: 402 ( 157 cc (leuprolide); 267 ( 82 cc (placebo)

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
303) Uterine size

304) Fibroid size

305) Symptoms

306) Side effects/ complications
1)
Uterine size (cc):

Placebo:

Pretreatment: 457 ( 106 (mean ( 


SEM); range, 136–924 

Posttreatment: 656 ( 208


Leuprolide:

Pretreatment: 645 ( 195; range, 


266–1383

Posttreatment: 467 ( 182

P < 0.02 compared with placebo

2)
Fibroid size (cc):

Placebo:

Pretreatment: 267 ( 82; range,


28–626

Posttreatment: 417 ( 169 


Leuprolide:

Pretreatment: 402 ( 157; range,


89–1020

Posttreatment: 334 ( 166 

P = 0.06 compared with placebo

3)
Symptoms:
Pain: 10/11 resolved at end of treatment; 7/11 persistent response 6 months after cessation


Bleeding: 7/7 resolved; 3/7 persistent response


Pelvic pressure: 6/8 resolved; 3/8 persistent response


Constipation: 4/6 resolved; 3/6 persistent response
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: +
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Note: Sample size issues not discussed.






Dyspareunia: 4/5 resolved; 2/5 persistent response

4)
Side effects/complications:
“All” had hot flashes


“Less frequently” reported: Vaginal dryness, fatigue, tenderness at injection site


Scialli and Jestila, 1995
Design: RCT, randomization by random numbers table (inadequate concealment)

Intervention(s):
All subjects received LA 3.75 mg per month x 6 months. Then randomized to receive either:

307) MPA 5 mg per day x 6 months
(n = 21); or

308) Placebo x 6 months
(n = 20)

Dates: N/S

Location: Washington, DC

Length of followup: N/A (no posttreatment outcomes)
No. of subjects at start: 41

Dropouts: 20

Loss to followup: N/A

No. of subjects at end: 21

Setting: Outpatient clinic/ physician office (university)

Inclusion criteria: Abnormal bleeding secondary to fibroids; bleeding > 7 days per month, resulting in anemia or interfering with attendance at work or other customary activities; sonographic confirmation of fibroids

Exclusion criteria: Endometrial abnormality

Age: Mean, 38.3

Race: N/S

Parity: N/S

Baseline uterine size: 539 ( 174 cc (MPA); 344 ( 63 cc (placebo)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 10.8 ( 0.7 g/dl (MPA); 11.9 ( 0.4 g/dl (placebo)

Baseline Hct: N/S
309) Uterine size

310) Hemoglobin

311) Symptoms (prospectively measured by menstrual calendar)

312) Side effects/ complications
313) Uterine size (cc):
LA + MPA:
Pretreatment: 538 ( 174
After LA: 171 ( 41*
After MPA: 473 ( 213
*p < 0.05 compared to pretreatment


LA + placebo:
Pretreatment: 344 ( 63
After LA: 226 ( 66
After placebo: 510 ( 144
P = not significant

314) Hemoglobin (g/dl):
LA + MPA:
Pretreatment: 12.0 ( 0.3
After LA: 13.0 ( 0.2*
After MPA: 12.8 ( 0.2
*p < 0.05 compared to pretreatment


LA + placebo:
Pretreatment: 10.3 ( 0.8
After LA: 12.4 ( 0.4*
After placebo: 11.2 ( 0.6**
*p < 0.05 compared to pretreatment
**p < 0.05 compared to after LA

315) Symptoms:
( 7 days/month bleeding or subjective improvement:
LA + MPA: 8/21
LA + placebo: 11/20

316) Side effects/complications:
7/41 dropped out during LA treatment
3 hot flashes
1 joint pain
1 thyroid enlargement
2 nonmedical reasons
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: +
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: -
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Note: Statistical procedures well described; sample size considerations not discussed. High dropout rate due to bleeding; however, this was accounted for in the intention-to-treat analysis.

Serra, Panetta, Colosimo,
et al., 1992
Design: Case series (prospective), no controls

Intervention(s):
Leuprolide acetate 3.75 mg per month x 4 months
(n = 110) 

Dates: N/S

Location: Multiple sites in Italy

Length of followup: Mean, 8 months; range, 6 months–1 year
No. of subjects at start: 110

Dropouts: 3

Loss to followup: None through 16 weeks; 25 through long-term followup

No. of subjects at end: 107 at 16 weeks; 82 at long-term followup

Setting: N/S

Inclusion criteria: Premenopausal; symptomatic fibroids, confirmed by ultrasound; no possibility of ovarian, uterine, or cervical malignancy on physical or radiographic examination

Exclusion criteria: Calcification; prior treatment with GnRH; any other medical/surgical treatment in prior 3 months; pregnant or lactating

Age: Mean, 42.1

Race: N/S

Parity: N/S

Baseline uterine size: 294.5 cc (multiple fibroids); 82.9 cc (single fibroids)
317) Uterine size

318) Symptoms

319) Need for surgery

320) Side effects/ complications
Results reported separately for patients with single (n = 89) and multiple (n = 88) fibroids; not mutually exclusive groups.

321) Uterine size:
Single fibroid:

Pretreatment: 82.9 cc

Posttreatment: Mean reduction in


volume, 42.6

P < 0.001


Multiple fibroids:

Pretreatment: 294.5 cc

Posttreatment: 164.1 cc

P < 0.001


Reduction to normal size (< 120 cc) related to pretreatment size:

Size
 % reduced to "Normal"

121–225 cc (n = 50)
70%

236–384 cc (n = 29)
28%

401–3063 cc (n = 8)
8%

322) Symptoms:
End of 4 months (n = 100):

Resolved: 34%

Improved: 60%

No change: 5.6%


8 months–1 year posttreatment
(n = 82):

Asymptomatic: 64.5%

Recurred: 24.3%

Pregnant: 2.4%

Menopausal: 1.2%

Lost to followup: 7.3%

323) Need for surgery:
End of 4 months (n = 100):

9/100 (8.4%)
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: +
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Note: Detailed data provided on subgroups.



Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S


8 months–1 year post treatment (n = 82):

22/76 (26.8%) 

324) Side effects/complications:
"Most" had hot flashes


Ueki, Okamoto, Tsurunaga, et al., 1995
Design: Case series (prospective), concomitant controls

Intervention(s):

325) Danazol 400 mg PO daily x 4–6 months
(n = 164)

326) Buserelin 900 mcg IN daily x 4–6 months    
(n = 83)

Dates: N/S

Location: Osaka, Japan

Length of followup: N/A (no posttreatment followup)
No. of subjects at start: 247?

Dropouts: N/S

Loss to followup: N/A 

No. of subjects at end: N/S

Setting: Outpatient clinic/ physician office

Inclusion criteria: Uterine leiomyomas diagnosed by ultrasonography

Exclusion criteria: None specified

Age: Danazol group: mean, 41.9; range, 24–53. Buserelin group: mean, 42.5; range, 29–54

Race: N/S (likely 100% Asian)

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
327) Fibroid volume
328) Fibroid volume:
Fibroid volume decreased by 27.4% in danazol-treated patients and 51.7% in buserelin-treated patients; 6.7% of danazol-treated patients and 76.1% of buserelin-treated patients had at least a 10% reduction in fibroid size
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: - 
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: -
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: -
M) Number of fibroids: -
N) Location of fibroids: - 
O) Measurement timing: -
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: - 

van Leusden, 1992
Design: Case series (prospective), no controls

Intervention(s):
Triptorelin 3.75 mg monthly x 3–6 months

Dates: N/S

Location: Arnhem, The Netherlands

Length of followup: 42 months+
No. of subjects at start: 28 (22 premenopausal, 6 peri-menopausal)

Dropouts: 0

Loss to followup: 0

No. of subjects at end: 28

Setting: N/S

Inclusion criteria: Intramural fibroids; symptomatic fibroids

Exclusion criteria: None specified

Age: Mean, 41; range, 28–54

Race: N/S

Parity: N/S

Baseline uterine size: 588 ( 561 cc (perimenopausal pts); 444 ( 357.5 cc (premenopausal pts)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 7.4 ( 0.76 g/dl (reported for premenopausal pts only)

Baseline Hct: N/S
329) Uterine size

330) Hemoglobin

331) Need for additional treatment
332) Uterine size (cc):
Premenopausal (n = 22):
Pretreatment: 444 ( 375
Posttreatment: 158 ( 111
P < 0.05


Perimenopausal (n = 6):
Pretreatment:  588 ( 561
Posttreatment: 125 ( 76
P = 0.0001

333) Hemoglobin (premenopausal only):
Pretreatment: 7.4 ( 0.36 g/dl
Posttreatment: 8.7 ( 5.3 g/dl
P < 0.05

334) Need for additional treatment:
Premenopausal:
12/22 within 1 year

(11 hysterectomies,

1 myomectomy);
1/10 between 2 and 3.5 years

(1 hysterectomy)


Postmenopausal:

0/6 within 3 years
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: +
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: +
Q) Measurement reliability: +
R) Clinical care: -
S) Standardized measures: -

Vavalà, Lanzone, Monaco,
et al., 1997
Design: Case series, concomitant controls

Interventions:

335) LA depot 3.75 mg SC each month for 3 consecutive months each year for 3 years. Treatment was started 4 months after surgery
(n = 25)

336) Control patients did not accept the above-described treatment after surgery
(n = 40)

Dates: N/S

Location: Rome, Italy

Length of followup: Up to 40 months (mean N/S)
No. of subjects at start: 65 (assuming no dropouts and no loss to followup)

Dropouts: N/S

Loss to followup: N/S

No. of subjects at end: 65

Setting: Outpatient clinic/ physician office

Inclusion criteria: Premenopausal patients with uterine myomas; at least 1 myoma ( 2 cm in diameter; age < 40

Exclusion criteria: None specified

Age: Means, 34 (LA group), 35 (controls)

Race: N/S

Parity: N/S

Baseline uterine size: Approximately 70 cc (LA group); approximately 72 cc (controls)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
337) Recurrence of myoma ( 2 cm in diameter

338) Uterine volume
339) Recurrence of myoma ( 2 cm in diameter:
1 of 25 leuprolide-treated patients (4%) and 9 of 40 control patients (22.5%) had recurrent myomas over the 40-month followup period (p < 0.05). 

340) Uterine volume:
Patients in the leuprolide-treated group showed a significantly reduced uterine volume (51.7 ( 7 cc) at followup compared with untreated patients (85 ( 17 cc) (p < 0.001). 
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: -
D) Length of followup: +
E) Loss to followup: -
F) Dropout rates: -
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: +
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: -
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: -
S) Standardized measures: - 

Vollenhoven, Shekleton, McDonald,
et al., 1990
Design: Case series (prospective), no controls

Intervention(s):

341) Buserelin, 200 mcg IN  6 times per day
(n = 21)

342) Buserelin, 200 mcg per day by SC pump
(n = 19)

Dates: N/S

Location: Melbourne, Australia

Length of followup: 2 weeks to 37 months (mean, 9.6 months)
No. of subjects at start: 40

Dropouts: 4

Loss to followup: 0

No. of subjects at end: 36

Setting: Outpatient clinic/ physician office

Inclusion criteria: Symptomatic fibroids

Exclusion criteria: Smoker

Age: Mean, 36.6; range, 19–53

Race: N/S

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
343) Uterine size

344) Symptom relief

345) Pregnancy

346) Side effects/ complications

347) Need for subsequent surgery
Most results were presented in aggregate for both treatment regimens (no significant difference in shrinkage between regimens).

348) Uterine size:
IN: 49.4 ( 6.1% of original volume
(p < 0.0001)
SC: 45.6 ( 5.5% of original volume
(p < 0.0001)
No difference between regimens


Fibroid shrinkage significantly greater for women with larger fibroids

349) Symptom relief:
"All" patients reported subjective improvement in symptoms

350) Pregnancy:
Total infertile: 17


Pregnancies within 6 months of treatment in patients with no myomectomy: 3
In patients with myomectomy: 3 

351) Side effects/complications:
Hot flashes: 100%
Mood changes: 32.5%
Vaginal dryness: 27.5%
Vaginal bleeding: 22.5%
Joint pain: 22.5%
Anorgasmia: 12.5%
Transfusions: 5%

352) Need for further surgery:
9/40 (22.5%) had myomectomy
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: +
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: -
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: -
S) Standardized measures: -

Note: Sample size issues not discussed.

Watanabe, Nakamura, Matsuguchi, et al., 1992
Design: RCT, randomization “by random sampling number”

Intervention(s):

353) LA 1.88 mg SC every month x 6 months

354) LA 3.75 mg SC every month x 6 months

Dates: N/S

Location: Fukuoka, Japan

Length of followup: 0–1 year
No. of subjects at start: 41

Dropouts: 2

Loss to followup: 0

No. of subjects at end: 39

Setting: Hospital-based OB/GYN clinic

Inclusion criteria: Fibroids presenting as enlarged uterus, hypermenorrhea (83%), dysmenorrhea (22%), and/or infertility; 15% of pts had urinary frequency

Exclusion criteria: Cervical or endometrial neoplasia

Age: Mean, 42.1

Race: 100% Asian

Parity: Prior conception: 65% (1.88-mg group); 76% (3.75-mg group)

Baseline uterine size: 553 ( 499 cc (1.88-mg group); 452 ( 224 cc (3.75-mg group)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
355) Uterine size

356) Symptom relief

357) Side effects/ complications
358) Uterine size (cc):
1.88-mg dose (n = 20):
Pretreatment: 553 ( 499
Posttreatment: 295 ( 351
51.5% reduction in volume
p < 0.05 compared with

pretreatment


3.75-mg dose (n = 21):

Pretreatment: 452 ( 224

Posttreatment: 371 ( 314

47.4% reduction in volume

p < 0.05 compared with


pretreatment


Not significant compared with 1.88 mg dose

359) Symptom relief:
1.88 mg (n = 20):
Partial relief: 4/20 (20%)
  persistent spotting
Amenorrhea: 16/20


3.75 mg (n = 21):

Partial relief: 4/21 (19%) 


persistent spotting

Amenorrhea: 16/21


No statistical testing reported

360) Side effects/complications:

1.88 mg
3.75 mg
Hot flashes
100%
76%
Joint changes
60%
57%
Headache
50%
38%
Insomnia
20%
29%
Injection site
5%
14%
Vertigo
15%
0%
Breast pain
0%
10%
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: +
C) Pt selection criteria: +
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: +
J) Pregnancy history: +
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: +
O) Measurement timing: +
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: ?
S) Standardized measures: -

Note: Sample size issues not discussed.

West, Lumsden, Hillier, et al., 1992
Design: Nonrandomized concurrent case series (prospective)

Intervention(s):

361) Goserelin 3.6 mg per month + medroxy-progesterone acetate (MPA) 15 mg per day for 6 months (COMBINED)
(n = 10)

362) Goserelin 3.6 mg per month x 3 months, followed by goserelin + MPA 15 mg per day x 3 months (SEQUENTIAL)
(n = 10)

Dates: N/S

Location: Edinburgh, UK

Length of followup: 2 years
No. of subjects at start: 20

Dropouts: 1

Loss to followup: 0

No. of subjects at end: 19

Setting: Academic hospital-based OB/GYN clinic

Inclusion criteria: Premenopausal; symptomatic fibroids, confirmed by ultrasound

Exclusion criteria: Ovarian neoplasia

Age: Mean, N/S; range, 30–51

Race: N/S

Parity: N/S

Baseline uterine size: 527 cc (range, 150–1499)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
363) Uterine size

364) Patient impression of improvement

365) Side effects/ complications

366) Need for subsequent surgery
367) Uterine size:
COMBINED: Mean reduction to 82% of pretreatment size (range 36–133%)
SEQUENTIAL: Mean reduction to 77% of pretreatment size (range 36–135%)

368) Patient impression:
COMBINED: 8/9 improved, 1/9 no change
SEQUENTIAL: 9/10 improved, 1/10 no change

369) Side effects/complications:
COMBINED: 70% vasomotor symptoms; 2 with increased libido
SEQUENTIAL: 1/10 with decreased libido; 100% vasomotor symptoms, significantly reduced by addition of MPA (p = 0.007)

370) Need for subsequent surgery (all hysterectomies):
COMBINED: 2/9 first 1 year, 1/7 next 1 year
SEQUENTIAL: 0/10 first 1 year, 3/10 next 1 year
INTERNAL VALIDITY
A) Random: -
B) Methods and blinding: N/A
C) Pt selection criteria: +
D) Length of followup: +
E) Loss to followup: +
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: -
K) Surgical history: -
L) Fibroid/uterine size: +
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: +
P) Measurement methods: -
Q) Measurement reliability: -
R) Clinical care: +
S) Standardized measures: -

Note: Sample size considerations not discussed.

Ylikorkala and Pekonen, 1986
Design: RCT, method of randomization not described

Intervention(s):

371) Naproxen 500 mg twice per day x 5 days during menses

372) Placebo twice per day x 5 days during menses

Subjects randomly assigned to 2 months of one drug followed by 2 months of the other

Dates: N/S

Location: Helsinki, Finland

Length of followup: N/A (no posttreatment followup)
No. of subjects at start:
11 pts with fibroids (of total study population of 25)

Dropouts: 0

Loss to followup: N/A

No. of subjects at end: 11

Setting: N/S

Inclusion criteria: Regular menses every 26–30 days; no hormonal therapy in last 
6 months; 2 menstrual periods with mean blood loss > 80 cc

Exclusion criteria: None specified

Age: Mean, 41.7; range, 36–48

Race: N/S

Parity: 9/11 pts had had prior pregnancy; 2 no pregnancy

Baseline uterine size: N/S

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 12.4 ( 0.2 g/dl

Baseline Hct: N/S
373) Mean blood loss, measured by weight of used pads/tampons

374) Subject assessment of improvement

375) Side effects/ complications

376) Hemoglobin
Study included women with normal anatomy; results reported here only for patients with fibroids (n = 11).

377) Mean blood loss (ml):
Pretreatment: Mean, 239.3 ( 38.4;
range, 83–494
Naproxen: Mean, 195.6 ( 32.3; range, 37–435
Placebo: Mean, 220.6 ( 47.2; range, 101–664

Differences not statistically significant

378) Subject assessment of improvement:
Preferred naproxen: 45%
Preferred placebo: 36%
No difference: 18%

379) Side effects/complications:
3 patients with dyspepsia or headache (all placebo)

380) Hemoglobin (g/dl):
Pretreatment: 12.4 ( 0.2
Naproxen: 12.7 ( 0.3
Placebo: 12.3 ( 0.2
INTERNAL VALIDITY
A) Random: +
B) Methods and blinding: -
C) Pt selection criteria: +
D) Length of followup: N/A
E) Loss to followup: N/A
F) Dropout rates: +
G) Statistical issues: -

EXTERNAL VALIDITY
H) Age: +
I) Race: -
J) Pregnancy history: +
K) Surgical history: -
L) Fibroid/uterine size: -
M) Number of fibroids: -
N) Location of fibroids: -
O) Measurement timing: -
P) Measurement methods: +
Q) Measurement reliability: -
R) Clinical care: -
S) Standardized measures: -

Note: Sample size considerations not discussed.
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