
Evidence Table 3. Preoperative gonadotropin-releasing hormone (GnRH) agonists


Evidence Table 3. Preoperative GnRH agonists (continued)


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

Audebert, Madenelat, Querleu, et al., 1994
Design: RCT, method of randomization not described

Intervention(s):

1) GnRH agonist (goserelin) x 3 months, then either:
Hysterectomy
(n = 15; type not specified)
or
Abdominal myomectomy
(n = 10)

2) No GnRH preoperatively (avg. time to surgery 76 days postrandomization), then either:
Hysterectomy
(n = 23; type not specified)
or
Abdominal myomectomy
(n = 8)

Dates: N/S

Location: Bordeaux, France

Length of followup: N/A (on-treatment and in-hospital outcomes only)
No. of subjects at start: 71

Dropouts: 24

Loss to followup: N/A

No. of subjects at end: 47 

Setting: Hospital

Inclusion criteria: Premeno-pausal; age > 25; uterine fibroids confirmed by ultrasound

Exclusion criteria: Pregnancy; serious concomitant illness

Age: Mean, 41

Race: N/S

Parity: N/S

Baseline uterine size: 323.8 ( 167.6 ml (GnRH group); 495.1 ( 345.8 ml (no-GnRH group)

Baseline fibroid size: 166.3 ( 168.1 ml (GnRH group); 238 ( 190.5 ml (no-GnRH group)

Number of fibroids: N/S

Baseline Hgb: 12.2 ( 2.1 (GnRH group); 12.5 ( 1.6 (no-GnRH group)

Baseline Hct: N/S
3) Uterine volume

4) Fibroid volume

5) Hemoglobin

6) Pain/pressure (composite scale)

7) Transfusion rate

8) EBL

GnRH
No GnRH

1)
Uterine volume (ml):

Pretreat:
323.8 ( 167.6
495.1 ( 345.8

Preop:
207.5 ( 147.5
418 ( 230.8

% change
-40
-15

(p-values not reported)

2)
Fibroid volume (ml):

Pretreat:
166.3 ( 168.1
238 ( 190.5

Preop:
96.8 ( 106.8
252.2 ( 200.8

% change
-42
+6

(p-values not reported)

3)
Hemoglobin (g/dl):

Pretreat:
12.2 ( 2.1
12.5 ( 1.6

Preop:* 
12.6 ( 0.3
11.8 ( 0.2

Postop:**
11.5 ( 0.5
10.2 ( 0.4

(*p = 0.023; **p = 0.052)

4)
Pain/pressure score (0–3 scale):

Pretreat:
2 ( 1.3
2 ( 1.1

Preop:
0 ( 0.8
2 ( 1.4

(p-values not reported)

5)
Transfusion: 
0%
22% 

6)
EBL: 

188 cc
289 cc

(p = not significant [p > 0.05])
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: Results not stratified by surgical procedure performed, only by GnRH or no-GnRH preoperatively.



Balasch, Manau, Mimo, et al., 1995
Design: RCT, method of randomization not described

Intervention(s):

9) Triptorelin 3.75 mg IM every 4 weeks x 2 injections, followed by abdominal hysterectomy
(n = 23);

10) Immediate hysterectomy
(n = 27)

Dates: N/S

Location: Barcelona, Spain 

Length of followup: N/A (on-treatment and in-hospital outcomes only) 
No. of subjects at start: 50

Dropouts: 0

Loss to followup: N/A 

No. of subjects at end: 50

Setting: University hospital

Inclusion criteria: Age 37–52; documented fibroids > 12 weeks in size, with symptoms of menorrhagia or pelvic pain

Exclusion criteria: Suspected malignancy, endometriosis, or PID; unstable medical condition

Age: Means: GnRH, 43.4 ( 5.1; immediate surgery, 45.4 ( 3.6

Race: N/S

Parity: GnRH, 1.9 ( 1.7; immediate surgery, 2.0 ( 1.4

Baseline uterine size: GnRH, 512 ( 267 cc; immediate surgery, 583 ( 349 cc

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: GnRH, 11.2 ( 1.5 g/dl; immediate surgery, 12.1 ( 1.1 g/dl

Baseline Hct: GnRH, 34.8 ( 3.5; immediate surgery, 37.5 ( 3.0
11) Uterine volume

12) Type of incision

13) Operating time

14) Mean decrease in hematocrit

15) Need for transfusions

16) Complications

17) Length of stay
18) Uterine volume (cc):
GnRH pretreatment: 512 ( 267
GnRH preoperative: 340 ( 180
Immediate surgery baseline: 583 ( 349
Immediate surgery preop: 589 ( 349

19) Type of incision (% Pfannenstiel):
GnRH: 48%
Surgery: 18% 
(p < 0.05)

20) Mean operating time:
GnRH: 110 ( 17 minutes
Surgery: 107 ( 32 minutes
(not significant [p > 0.05])

21) Mean hematocrit decrease (%):
GnRH: 4.5 ( 2.9
Surgery: 7.8 ( 4.1 
(p < 0.01)

22) Need for transfusions:
GnRH: 0
Surgery: 0

23) Complications:
GnRH: 17% (3 urinary, 1 abdominal wall infection)
Surgery: 40% (2 pelvic hematomas, 1 wound hematoma, 3 abdominal wall, 1 urinary, 1 respiratory, 1 vaginal cuff infections)
(p = 0.07)

24) Length of stay:
GnRH: 7.2 ( 0.6 days
Surgery: 9.6 ( 2.6 days
(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: -

Benagiano, Kivinen, Fadini, et al., 1996
Design: RCT; central randomization scheme

Intervention(s):
Following treatments given prior to total abdominal hysterectomy:

25) GA 3.6 mg monthly plus iron 600 mg/day for 12 weeks
(n = 55 at end of study)

26) GA 3.6 mg monthly for 12 weeks
(n = 64 at end of study) 

27) Iron 600 mg/day for 12 weeks
(n = 60 at end of study)

Dates: N/S

Location: Multiple sites in Italy, Finland, S. Africa, Denmark, Spain, Norway, Scotland, Portugal, N. Ireland, Ireland

Length of followup: N/A (on-treatment and in-hospital outcomes only)


No. of subjects at start: 185

Dropouts: 17

Loss to followup: N/A 

No. of subjects at end: 168

Setting: Hospital

Inclusion criteria: Age > 25 yrs; menorrhagia or metrorrhagia; uterine leiomyomata by manual palpation; Hgb concentration < 12 g/dl; awaiting hysterectomy for leiomyomas

Exclusion criteria: Positive cervical cytology in past 1 year; serious renal, hepatic, hemopoietic, or endocrine disorders; history of drug or ethanol abuse; gynecological malignancy; sex hormone therapy in past month; GnRH agonist therapy within past 6 months; blood transfusion within past 12 weeks

Age: N/S

Race: N/S

Parity: N/S

Baseline uterine size: 400 ( 304 ml (GA + iron); 383 ( 282 ml (GA alone); 457 ( 523 ml (iron alone)

Baseline fibroid size: 153.6 ( 224.2 ml (GA + iron); 113.4 ( 


133.0 ml (GA alone); 109.8 ( 126.6 ml (iron alone)

Number of fibroids: N/S

Baseline Hgb: 10.09 ( 2.04 (GA + iron); 10.05 ( 1.59 (GA alone); 10.91 ( 1.59 (iron alone)

Baseline Hct: N/S
28) Hemoglobin concentration

29) Iron concentration

30) Bleeding

31) Postoperative iron requirement

32) Fibroid volume

33) Uterine volume

34) Pelvic pain

35) Adverse effects

36) Difficulty of surgery
37) Hemoglobin concentration:
Mean hemoglobin concentration increased from entry to preoperative visit by an average of 2.6 g/dl for GA + iron versus GA alone, and 1.6 g/dl for iron alone versus GA alone.  These differences were statistically significant (p < 0.0001).  The increase in mean hemoglobin concentration was significantly greater for GA + iron than for iron alone (1 g/dl; p < 0.0001). 

38) Iron concentration:
Serum iron concentrations did not differ at preop between the two groups treated with iron.

39) Bleeding:
More patients on iron only (37; 65%) than on GA only (4; 7%) or GA + iron (7; 13%) reported heavy vaginal bleeding.  

40) Postoperative iron requirement:
This was greatest for GA alone (33%), compared to 16% and 18% for GA + iron and iron only, respectively (p < 0.001).

41) Fibroid volume:
GA with or without iron treatment resulted in a 44% and 47% reduction in fibroid volume, compared with 7% for iron alone (p < 0.0001).

42) Uterine volume:
GA with or without iron treatment resulted in a 40% and 37% reduction in uterine size, compared with 7% for iron alone.



43) Pelvic pain:
Pelvic pain was reduced from entry to preop for both GA-treated groups compared with iron only (p = 0.0073 and p = 0.0012).  There was no difference between GA + iron and GA alone.

44) Adverse effects:
With GA:
   Hot flashes: 39%
   Headache: 8–16%
With iron:
   Hot flashes: 13%
   Abdominal pain: 15%
   Nausea: 10%

45) Difficulty of surgery:
“Tendency towards easier surgery for the patients who had received goserelin”; 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: +

Notes: Iron treatment improved anemia compared with placebo.  The addition of GA resulted in less blood loss, greater improvement in preop anemia, and reduced operative blood loss and postop iron requirements.

No variance data for posttreatment measures, including Hgb, uterine size, and fibroid size.

No reliability/validity data on symptom score, difficulty-of-surgery score.

Çetin, Vardar, Demir, et al., 1995


Design: RCT, method of randomization not described

Intervention(s):

46) Buserelin 900 mcg IN per day x 3 months, followed by myomectomy
(n = 15)

47) Myomectomy alone      
(n = 15)

Dates: Oct 1991–Sep 1992

Location: Adana, Turkey

Length of followup: N/A (on-treatment and in-hospital outcomes only)


No. of subjects at start: 30 (assuming no dropouts)

Dropouts: N/S

Loss to followup: N/A 

No. of subjects at end: 30

Setting: Hospital; outpatient clinic/physician office

Inclusion criteria: Symptomatic leiomyomas; negative cervical Pap smear; normal endometrial biopsy; no other cause of infertility 

Exclusion criteria: None specified

Age: N/S

Race: N/S

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: 174.3 ( 

25.4 cc (buserelin group); 192.2 ( 32.6 cc (myomectomy-only group)

Number of fibroids: N/S (reported as outcome measure only)

Baseline Hgb: 10.2 ( 0.5 g/dl     (n = 10 buserelin pts)

Baseline Hct: N/S
48) Uterine size

49) Hemoglobin

50) EBL

51) Number of fibroids removed

52) O/R time
53) Uterine size (cc):
Myomectomy alone: 192.2 ( 32.6
Pre-buserelin: 174.3 ( 25.1
Post-buserelin: 82.4 ( 14.6
(P < 0.05 for post- vs. pre-buserelin; P = not significant for myomectomy alone vs. pre-buserelin)

54) Hgb (n = 10 buserelin pts):
Pre-buserelin: 10.2 ( 0.5 g/dl
Post-buserelin: 13.4 ( 0.6 g/dl
(P < 0.05)

55) EBL (cc): 
Myomectomy alone: 292 ( 32
Buserelin: 135 ( 20
(P < 0.05)

56) Mean number of fibroids removed: 
Myomectomy alone: 2.8 ( 2.6
Buserelin: 3.2 ( 2.9

57) O/R time (minutes): 
Myomectomy alone: 102 ( 35
Buserelin: 87 ( 45
(P > 0.05)
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: Baseline myoma size was smaller in buserelin group; therefore difficult to say what is attributable to the medication concerning the myomectomy procedure.

Falsetti, Mazzani, Rubessa,
et al., 1992
Design: Case series (prospective), concomitant controls

Intervention(s):

58) Goserelin depot 3.6 mg SC monthly for 4 months prior to myomectomy
(n = 30)

59) Immediate myomectomy (control)
(n = 35)

Dates: N/S

Location: Brescia, Italy

Length of followup: N/A (on-treatment and in-hospital outcomes only)


No. of subjects at start: 65

Dropouts: 0

Loss to followup: N/A 

No. of subjects at end: 65

Setting: N/S

Inclusion criteria: Symptomatic uterine fibroids; scheduled for myomectomy

Exclusion criteria: None specified

Age: Means, 32.2 (goserelin group); 35.5 (control)

Race: N/S

Parity: N/S

Baseline uterine size: 550 ( 93 cc (goserelin-treated patients)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 9.8 ( 3.1 g/dl (n = 21 goserelin-treated patients)

Baseline Hct: 31.8% (n = 21 goserelin-treated patients)
60) Uterine volume

61) Hemoglobin

62) Hematocrit

63) Blood loss

64) Fever

65) Operative time
66) Uterine volume (goserelin-treated patients only):
Uterine volume decreased from 550 ( 93 cc to 280 ( 85 cc, a 47.6% decrease over 4 months of treatment.

67) Hemoglobin:
In 21 anemic patients treated with goserelin, Hgb increased from 9.8 g/dl to 13.5 g/dl (p < 0.01).

68) Hematocrit:
In 21 anemic patients treated with goserelin, Hct increased from 31.8% to 41% (p < 0.01).

69) Blood loss:
Total intraoperative blood loss was 205 ( 2.7 ml in goserelin-treated patients, compared with 310 ( 40 ml in control patients (p < 0.001).

70) Fever:
Postoperative fever occurred in 10% of goserelin-treated patients and 28.6% of control patients.

71) Operative time:
Operative time was not significantly different between goserelin-treated patients and controls, even controlling for single versus multiple fibroids.
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: Control patients did not get baseline measures of uterine volume, hemoglobin, or hematocrit.  Comparisons between treated and control groups were provided only for perioperative data.

Fedele, Bianchi, Baglioni, et al., 1991

May overlap with patient population described in Fedele, Vercellini, Bianchi, et al., 1990
Design: RCT, method of randomization not described

Intervention(s):

72) Hysterectomy
(n = 15)

73) Myomectomy
(n = 5)

74) Buserelin 400 mcg IN     3 times per day for 6 months, followed by hysterectomy
(n = 17) or
myomectomy
(n = 5)

Dates: N/S

Location: Milan, Italy

Length of followup: At least 1 year
No. of subjects at start: 42

Dropouts: 0

Loss to followup: 0

No. of subjects at end: 42

Setting: N/S

Inclusion criteria: Symptomatic fibroids, confirmed by ultrasound; candidates for surgery

Exclusion criteria: Treatment with sex steroids in previous 6 months

Age: Mean, 45.1; range, 25–53

Race: N/S

Parity: N/S

Baseline uterine size: 465 ( 168 cc (reported for buserelin group only)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 8.7 (reported for 8 buserelin pts only)

Baseline Hct: N/S
75) Uterine size (buserelin arm only)

76) Anemia (buserelin arm only)

77) Pregnancy rate (myomectomy candidates only)

78) Complications/side effects

79) Need for additional treatment
80) Uterine size (buserelin only):


Mean ( SD (cc)
Pretreatment
465 ( 168
3 months
308 ( 93
6 months
273 ( 88 
3 months after 
end of treatment
442 ( 197

81) Anemia (8 patients in buserelin arm only):
Pretreatment: Mean Hgb 9.7
Posttreatment: Mean Hgb 12.1

82) Pregnancy rate (n = 5 buserelin + myomectomy patients, 5 myomectomy-alone patients):
Buserelin: 1/5 (20%), c-section at 34 weeks
Myomectomy: 3/5 (60%), 2 c-sections, 1 vaginal delivery, all at term

83) Complications/side effects:
Myomectomy: None reported
Hysterectomy: 4/15 transfused
Buserelin: 

Hot flashes
95%

Headache
24%

Vaginal dryness
18%

Decreased breast size
18%

Decreased libido
18%

Insomnia
13%

Depression
13%

84) Need for additional treatment:
Buserelin (“hysterectomy candidates”) 
3/15 additional medical treatment
  (hormonal)
8/15 surgical treatment
  (hysterectomy)
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.

Fedele, Vercellini, Bianchi, et al., 1990

May overlap with patient population described in Fedele, Bianchi, Baglioni, et al., 1991
Design: RCT, randomization by “randomization list”

Intervention(s):

85) Buserelin 1200 mg IN per day x 3 months, followed by myomectomy (n = 8)

86) Myomectomy alone (n = 16)

Dates: N/S

Location: Milan, Italy

Length of followup: 6 months
No. of subjects at start: 24

Dropouts: 0

Loss to followup: 0

No. of subjects at end: 24

Setting: Outpatient clinic/ physician office

Inclusion criteria: Symptomatic multiple uterine fibroids

Exclusion criteria: None specified

Age: Mean, 33.6; range, 24–38

Race: N/S

Parity: N/S

Baseline uterine size: 432.5 ( 165.5 ml (buserelin + myomectomy); 485.8 ( 131.8 ml (myomectomy alone)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb/Hct: N/S
87) Uterine volume (buserelin group only)

88) O/R time

89) EBL

90) Febrile morbidity

91) Myoma recurrence at 6 months
92) Uterine volume (before/after buserelin; n = 8):
Before: 432 ( 165 ml
After: 242 ( 83 ml
(p < 0.01)

93) O/R time (minutes):
userelin + myo: 98 (80–127)
Myomectomy alone: 92 (83–124)

94) EBL:
Buserelin + myo: 235 ( 22 ml
Myomectomy alone: 275 ( 35 ml

95) Febrile morbidity:
Buserelin + myo: 25%
Myomectomy alone: 22%

96) Myoma recurrence at 6 months:
Buserelin +myo: 63%
Myomectomy alone: 13%
(p < 0.05)
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, Daly, Juneau-Norcross,
et al., 1992

Followup of study described below in
Friedman, Rein, Harrison-Atlas,
et al., 1989
Design: RCT, method of randomization not described 

Intervention(s):

97) LA 3.75 mg IM every 4 weeks x 12 weeks, followed by myomectomy
(n = 9)

98) Placebo every 4 weeks  x 12 weeks, followed by myomectomy
(n = 9)

Dates: N/S

Location: Boston, MA

Length of followup: Mean,  32.3 months (31.9 for LA group; 32.7 for myomectomy-only group); range, 27–38
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: From original trial report: Age < 42 years; premenopausal (FSH < 30 mIU/ml; not pregnant or lactating; subject or sexual partner sterilized or agree to barrier contraception; one fibroid ( 3 cm in diameter or uterine volume ( 150 cc with multiple fibroids on ultrasound; no uterine calcification on ultrasound; moderate to severe symptoms due to fibroids (menorrhagia, pelvic pressure, pelvic pain, recurrent pregnancy loss); no suspicion of malignancy; no hyperplasia on endometrial biopsy

Exclusion criteria: None specified

Age: Mean, 35.5; range, 31–41

Race: N/S

Parity: N/S

Baseline uterine size: Mean, 678 cc (range, 439–975) (LA group); 654 cc (104–1506) (myomectomy-only group)

Baseline fibroid size: N/S
99) Uterine volume

100) Number of fibroids (median)

101) Fibroid recurrence

102) Fibroid number vs. recurrence

103) Pretreatment volume vs. followup volume

104) Number of myomas resected vs. followup volume

105) Symptoms
106) Uterine volume:
 Pre-LA or any treatment: 678 cc
 Pre-placebo or any treatment: 
 654 cc
 31.9 months posttreatment: 198 cc
 32.7 months posttreatment: 263 cc

107) Number of fibroids (median):
Number of fibroids removed:
 LA + myomectomy: 4
 Placebo + myomectomy: 3
 Number of fibroids at followup:
 LA + myomectomy: 2
 Placebo + myomectomy: 1

108) Fibroid recurrence:
Percentage of patients without fibroids at followup:
 LA + myomectomy: 34%
 Placebo + myomectomy: 44%
(Not statistically different)

109) Fibroid number vs. recurrence:
 > 3 resected: 90%
 ( 3 resected: 25%
   (p = 0.015)

110) Pretreatment volume vs. followup volume:
 R = 0.545 (p = 0.023)

111) Number of myomas resected vs. followup volume:
 R = 0.485 (p = 0.048)

112) Symptoms overall (includes menorrhagia/hypermenorrhea,
pelvic mass, pressure, pain, 
recurrent pregnancy loss):
 LA + myomectomy:
 Resolved: 44%
 Improved: 33%
 Unchanged/worse: 22%
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: This is a long-term followup of a group of women who participated in a previous trial (below).  No statistical tests were reported for the results of one group vs. the other, but there does not appear to be a difference.  The outcomes that had statistical analysis done were case series data.

Small series—may not have had sufficient power to detect a difference in recurrence rates.



Number of fibroids: N/S

Baseline Hgb/Hct: N/S

Placebo + myomectomy:
  Resolved: 44%
  Improved: 33%
  Unchanged/worse: 22%
  (No statistics reported)


Friedman, Rein, Harrison-Atlas, et al., 1989

Followup described above in 
Friedman, Daly, Juneau-Norcross,
et al., 1992
Design: RCT, method of randomization not described

Intervention(s):

113) Leuprolide acetate 3.75 mg IM every 4 weeks x 12 weeks, followed by myomectomy
(n = 9)

114) Placebo every 4 weeks   x 12 weeks, followed by myomectomy
(n = 9)

Dates: N/S

Location: Boston, MA

Length of followup: N/A (on-treatment and in-hospital outcomes only)
No. of subjects at start: 20

Dropouts: 2

Loss to followup: N/A 

No. of subjects at end: 18

Setting: Outpatient clinic/ physician office

Inclusion criteria: Age < 42 yrs; premenopausal (FSH < 30 mIU/ml; not pregnant or lactating; subject or sexual partner sterilized or agree to barrier contraception; one fibroid ( 3 cm in diameter or uterine volume ( 150 cc with multiple fibroids on ultrasound; no uterine calcification on ultrasound; moderate to severe symptoms due to fibroids (menorrhagia, pelvic pressure, pelvic pain, recurrent pregnancy loss); no suspicion of malignancy; no hyperplasia on endometrial biopsy

Exclusion criteria: None specified

Age: Mean, 35.1

Race: N/S

Parity: N/S

Baseline uterine size: 646 ( 59 cc (leuprolide group); 542 ( 88 cc (placebo group)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 12.7 ( 0.3 gm/dl (leuprolide group); 12.9 ( 0.3 gm/dl (placebo group)

Baseline Hct: 37.5 ( 0.7% (leuprolide group); 37.8 ( 0.9% (placebo group)
115) Uterine volume

116) Hemoglobin

117) Hematocrit

118) O/R time

119) EBL

120) Transfusion

121) Postop fever

122) Hospitalization length
123) Uterine volume (cc):
   Leuprolide pre:

 Overall       646 ( 59 

 < 600 cc     501 ( 49

 ( 600 cc     762 ( 60
   Leuprolide post:

 Overall       429 ( 37 cc

 < 600 cc     388 ( 17

 ( 600 cc     462 ( 65
   Placebo pre (overall): 542 ( 88 
   Placebo post (overall): 564 ( 122 

124) Hgb (g/dl):
  Leuprolide pre (overall): 12.7 ( 0.3
  Leuprolide post (overall): 12.2 ( 0.4
  Placebo pre (overall): 12.9 ( 0.3
  Placebo post (overall): 11.5 ( 0.3

125) Hct (%):
  Leuprolide pre (overall): 37.5 ( 0.7
  Leuprolide post (overall): 36.2 ( 1.0
  Placebo pre (overall): 37.8 ( 0.9
  Placebo post (overall): 34.3 ( 0.8

126) O/R time (minutes):
  Leuprolide:

 Overall: 99 ( 7

 < 600 cc: 88 ( 10

 ( 600 cc: 110 ( 8
  Placebo (overall): 87 ( 5

127) EBL (ml):
  Leuprolide:

Overall: 213 ( 44

< 600 cc: 242 ( 89

( 600 cc: 189 ( 44

Placebo:

Overall: 302 ( 43

< 600 cc: 193 ( 58

( 600 cc: 390 ( 20

128) Transfusion:
  Leuprolide: 22%
  Placebo: 22%

129) Postop fever:
   Leuprolide: 44%
   Placebo: 66%

130) Hospitalization length (days):
   Leuprolide: 4.1( 0.4
   Placebo: 4.6 ( 0.5
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: All patients donated autologous blood prior to procedure, therefore Hgb/Hct not very useful.

Gerris, Degueldre, Peters, et al., 1996
Design: RCT, method of randomization not described

Intervention(s):

131) Goserelin acetate (Zoladex®) 3.6 mg SC per month for 3 months, followed by hysterectomy
(n = 123)

132) Hysterectomy alone (n = 124)

Dates: N/S

Location: Multiple sites in Antwerp, Belgium; the Netherlands; Lisbon, Portugal; Malnnö, Sweden; King’s Lynn, UK

Length of followup: N/A (on-treatment and in-hospital outcomes only)
No. of subjects at start: 247

Dropouts: 32

Loss to followup: N/A 

No. of subjects at end: 215 (but analyses carried out on intention-to-treat basis)

Setting: N/S

Inclusion criteria: Premeno-pausal; age > 25 years; uterine fibroids on ultrasound; awaiting hysterectomy; one of the following: symptomatic, Hgb < 12 g/dl; pelvic mass > 12 weeks

Exclusion criteria: Pregnancy; breastfeeding; concomitant illness; sex hormone therapy within last 2 months

Age: Mean, 43.9

Race: N/S

Parity: N/S

Baseline uterine size: 498.7 ( 459.4 cc (goserelin); 447.0 ( 355.9 cc (hysterectomy alone)

Baseline fibroid size: 162.8 ( 207.2 cc (goserelin); 146.5 ( 166.0 (hysterectomy alone)

Number of fibroids: N/S

Baseline Hgb: 12.2 ( 1.6 g/dl (goserelin); 12.5 ( 1.6 g/dl (hysterectomy alone)

Baseline Hct: N/S
Prehysterectomy outcomes:

133) Uterine volume

134) Fibroid volume

135) Total symptom score

136) Dysmenorrhea

137) Menorrhagia

138) Hemoglobin (Hgb)

139) Hematocrit (Hct)

Surgical outcomes:

140) EBL

141) Difficulty of operation

142) Duration of surgery

143) Length of stay
Prehysterectomy outcomes:

144) Uterine volume (cc):
Goserelin pre: 498.7 ( 459.4
Goserelin post: 295.1  ( 257.1
  (p = 0.0001)
Hyst alone pre: 447.0 ( 355.9
Hyst alone post: 457.7 ( 333.2
  (p = not significant)

145) Fibroid volume (cc):
Goserelin pre: 162.8 ( 207.2
Goserelin post: 93.2 ( 160.9
  (p = 0.0001)
Hyst alone pre: 146.5 ( 166.0
Hyst alone post: 156.3 ( 189.7
  (p = not significant)

146) Total symptom score (median):
Goserelin pre: 2 (0–6)
Goserelin post: 0 (0–4)
  (p = 0.0001)
Hyst alone pre: 2 (0–6)
Hyst alone post: 2 (0–6)
  (p = not significant)

147) Dysmenorrhea (%):


Mild
Mod
Severe
   Goserelin pre:
11
30
16
   Goserelin post:
2
2
2
   Hyst alone pre:
21
25
17
   Hyst alone post:
22
22
11

148) Menorrhagia (%):


Mild
Mod
Severe
   Goserelin pre:
15
29
40
   Goserelin post:
4
4
4
   (p < 0.0001)
   Hyst alone pre:
11
25
40
   Hyst alone post:
12
26
32
   (p = not significant)

149) Hgb (change):
Goserelin: 1.07 g/dl
Hysterectomy: 0.33 g/dl
  (p = 0.01)

150) Hct (change):
Goserelin: 0.03%
Hysterectomy: 0.01%
  (p = not significant)

Surgical outcomes:

151) EBL (mean):
Goserelin + hysterectomy: 224.2
Hysterectomy alone: 317
  (p = 0.01)

9)
Difficulty of operation (%):



None
Mild
Mod
Sev
NA
Goserelin 
  + hyst:
50
22
21
7
0
Hyst alone:
39
25
29
4
3
  (p = not significant)

152) Duration of surgery (minutes):
Goserelin + hysterectomy: 70.2
Hysterectomy alone: 73.9
  (p = not significant)

153) Length of stay (days):
Goserelin + hysterectomy: 6.84
Hysterectomy alone: 7.32
  (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: -

Note: Symptom scores for pretreatment included only 22 goserelin patients vs. 121 hysterectomy-alone patients.  Validity/reliability of symptom scale not reported.

Golan, Bukovsky, Pansky, et al., 1993
Design: RCT, method of randomization not described

Intervention(s):

154) D-Trp-6-LHRH 3.2 mg  IM every month for 2 months, followed by myomectomy or TAH
(n = 29)

155) No treatment (control) for 2 months, followed by myomectomy or TAH
(n = 24)

Dates: N/S

Location: Zerifin, Israel

Length of followup: N/A (on-treatment and in-hospital outcomes only)
No. of subjects at start: 53

Dropouts: 0

Loss to followup: N/A 

No. of subjects at end: 53 

Setting: Hospital

Inclusion criteria: Symptoms related to fibroids; uterine size
( 12 weeks

Exclusion criteria: None specified

Age: Mean, 37

Race: N/S

Parity: N/S

Baseline uterine size: 560 cc (410–680) (D-Trp-6-LHRH group); 528 cc (425–770) (control group)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 11.1 ( 1.8 (D-Trp-6-LHRH + TAH); 11.5 ( 1.6 (D-Trp-6-LHRH + myomectomy); 10.9 ( 1.4 (control + TAH); 11.0 ( 1.6 (control + myomectomy)

Baseline Hct: N/S
Outcomes related to treatment with D-Trp-6-LHRH:

156) Uterine volume

157) Hgb

Outcomes related to surgery:

158) O/R time

159) EBL

160) Transfusion

161) Length of stay

162) Postop fever

163) Wound infection
All p-values reported below are for between-treatment (D-Trp-6-LHRH vs. no treatment) and within surgery-type comparisons

Outcomes related to treatment with D-Trp-6-LHRH:

1)
Uterine volume (cc):

D-Trp-6-LHRH:

  Pre: 560 (410–680) 

  Post: 380 (300–400) 

Control:

  Pre: 528 (425–770) 

  Post: 496 (370–600) 

2)
Hgb (g/dl):

D-Trp-6-LHRH:

  TAH group:

     Pre: 11.1 ( 1.8

     Post: 12.3 ( 2.1

  Myomectomy group: 

     Pre: 11.5 ( 1.6

     Post: 12.0 ( 1.9

Control: 

  TAH group:

     Pre: 10.9 ( 1.4

     Post: 10.8 ( 1.0

  Myomectomy Group: 

     Pre: 11.0 ( 1.6

     Post: 10.9 ( 1.3

(p = not significant)

Outcomes related to surgery:

3)
O/R time (minutes):

  D-Trp-6-LHRH:

    TAH group: 49 ( 9

    Myomectomy group: 80 ( 42

  Control:

    TAH group: 70 ( 34

    Myomectomy group: 96 ( 46

(p < 0.05)

4)
EBL (ml):

  D-Trp-6-LHRH:

    TAH group: 208 ( 64

    Myomectomy group: 320 ( 88

Control:

    TAH group: 309 ( 81

    Myomectomy group: 476 ( 86

(p < 0.05)

5)
Transfusion (%):

  D-Trp-6-LHRH:

    TAH group: 6%

    Myomectomy group: 50%

  Control:

    TAH group: 20%

    Myomectomy group: 56%

(p < 0.05)

6)
Length of stay (days):

  D-Trp-6-LHRH:

    TAH group: 6.3

    Myomectomy group: 7.9

  Control:

    TAH group: 6.0

    Myomectomy group: 7.3

(p = not significant)

7)
Postop fever:

  D-Trp-6-LHRH:

    TAH group: 0

    Myomectomy group: 33%

  Control:

    TAH group: 20%

    Myomectomy Group: 44%

(p = not significant)

8)
Wound infection:

  D-Trp-6-LHRH:

    TAH group: 6%

    Myomectomy group: 8%

  Control:

    TAH group: 0

    Myomectomy group: 0

(p = not 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: -

Hutchins, 1992


Design: Cohort study

Intervention(s):

164) LA for 6–10 weeks, followed by myomectomy
(n = 48)

165) Myomectomy alone (n = 19)

Dates: Apr 1988–Dec 1989

Location: Philadelphia, PA

Length of followup: N/A (in-hospital outcomes only)
No. of subjects at start: 67 (assuming no dropouts)

Dropouts: N/S

Loss to followup: N/A 

No. of subjects at end: 67

Setting: Hospital; outpatient clinic/ physician office

Inclusion criteria: ( 16-week size uterus; scheduled for myomectomy for uterine fibroids

Exclusion criteria: None specified

Age: Mean, 36.7

Race: N/S

Parity: N/S

Baseline uterine size: 19.7 weeks (LA + myomectomy); 15.8 weeks (myomectomy alone) (p = 0.003)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 12.5 g/dl (LA + myomectomy); 12.74 g/dl (myomectomy alone)

Baseline Hct: N/S
166) EBL

167) Transfusion

168) Length of stay

169) Postoperative infection

170) Hgb
1)
EBL:

LA + myomectomy: 300.4 cc

Myomectomy alone: 257.4 cc

2)
Transfusion: 

LA + myomectomy: 4%

Myomectomy alone: 0%

3)
Length of stay: 

LA + myomectomy: 4.9 days

Myomectomy alone: 4.7 days

4)
Postoperative infection: 

LA + myomectomy: 14%

Myomectomy alone: 5%

5)
Hgb (mean):

LA + myomectomy:

  Pre: 12.54 g/dl

  Post: 9.51 g/dl


Myomectomy alone:

  Pre: 12.74 g/dl

  Post: 10.48 g/dl

P < 0.05 between LA + myomectomy and myomectomy alone for posttreatment values
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 were allowed to choose LA or not.  Baseline uterine size in LA group was significantly larger and size unclear at time of procedure itself.  Also, almost twice as many fibroids were removed in LA + myomectomy group than in myomectomy-alone group.  In general, the control group was inappropriate, and no meaningful comparisons can be made. 

Kiltz, Rutgers, Phillips, et al., 1994
Design: Nonrandomized concurrent cohort comparison

Intervention(s):

171) Leuprolide acetate 7.5 mg IM every 30 days for 3 months
(n = 9)

172) Leuprolide acetate 3.75 mg IM every 30 days for 3 months
(n = 10)

173) Control (no treatment)
(n = 9)

Dates: N/S

Location: Los Angeles, CA

Length of followup: N/A (on-treatment and in-hospital outcomes only)
No. of subjects at start: 28

Dropouts: N/A

Loss to followup: N/A

No. of subjects at end: 28

Setting: University medical center

Inclusion criteria: Uterine leiomyomata requiring myomectomy

Exclusion criteria: None specified

Age: Means, 30 (7.5-mg group), 28 (3.75-mg group), 31 (controls)

Race: N/S

Parity: 0.1 ( 0.1 (7.5-mg group); 0.2 ( 0.1 (3.75-mg group); 0.2 ( 0.2 (controls)

Baseline uterine size: 7.5-mg group: 16 ( 0.8 weeks, 840 ( 105 ml.  3.75-mg group: 15 ( 1.1 weeks, 963 ( 264 ml.  Controls: 17 ( 1.5 weeks; 1342 ( 258 ml.

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: N/S

Baseline Hct: 38.3% ( 0.7% (7.5-mg group); 36.5% ( 1.4% (3.75-mg group); 35% ( 1.8% (controls)
174) Uterine size

175) Hematocrit

176) Blood loss at myomectomy

177) Transfusions
178) Uterine volume:
Decreased in both leuprolide-treated groups by 34.5% ( 8.5% and 34.6% ( 0.6% for the 3.75- and 7.5-mg dose groups, respectively.  There was no significant difference between these groups.

179) Hematocrit (% decrease):
Leuprolide acetate 7.5 mg: 11.5%
Leuprolide acetate 3.75 mg: 13%
No treatment: 9.5%

180) Blood loss at myomectomy:
There were no significant differences in average estimated blood loss among the three groups.

181) Transfusions:
3 control patients, 2 of those treated with 3.5 mg leuprolide, and 1 treated with 7.5 mg leuprolide required blood transfusions.
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: 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: -

Lumsden, West, Thomas, et al., 1994


Design: RCT, method of randomization not described

Intervention(s):

182) Prehysterectomy goserelin 3.6 mg per month x 3 months (n = 35)

183) No prehysterectomy goserelin (placebo injections) (n = 36)

Dates: N/S

Location: Glasgow, UK

Length of followup: N/A (on-treatment and in-hospital outcomes only)


No. of subjects at start: 71

Dropouts: 6 

Loss to followup: N/A 

No. of subjects at end: 65

Setting: Hospital

Inclusion criteria: Symptomatic uterine fibroids; scheduled for hysterectomy; no contraindication to treatment with GnRH agonist

Exclusion criteria: Pregnancy

Age: Mean, 43.5

Race: N/S

Parity: N/S

Baseline uterine size: 295 cc (goserelin group); 444 cc (placebo group)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 12.8 ( 1.6 g/dl (goserelin group); 12.8 ( 1.5 g/dl (placebo group)

Baseline Hct: N/S
184) Uterine volume

185) Preoperative Hgb

186) Postoperative Hgb

187) Estimated blood loss

188) Pelvic pain

189) Pelvic pressure

190) Difficulty of operation

191) Duration of operation

192) Length of stay

193) Type of incision

194) Complications
Prehysterectomy goserelin

195) Uterine volume:
Pretreatment: 295 cc (115–1310)
Posttreatment: 229 cc (77–1392)
Percent decrease: 24.4%

196) Preoperative Hgb:
Pretreatment: 12.8 ( 1.6
Posttreatment: 13.6 ( 1.2

197) Postoperative Hgb:
11.8 ( 1.4

198) Estimated blood loss:
187 cc (60–600)

199) Pelvic pain (scale 0–3):
Pretreatment: 2 (0–3)
Posttreatment: 0 (0–3)

200) Pelvic pressure (scale 0–3):
Pretreatment: 1 (0–3)
Posttreatment: 0 (0–3)

201) Difficulty of operation:
None        26%
Mild          34%
Moderate  40%
Severe      0%

202) Duration of operation: 61 ( 16 minutes

203) Length of stay: 8.6 ( 1.8 days

204) Type of incision:
Vertical: 31%
Transverse: 69%

205) Complications:
Fever, 26%; wound infection, 17%; UTI, 26%

No prehysterectomy goserelin (placebo)
206) Uterine volume:
Pretreatment: 444 cc (97–1235)
Posttreatment: 530 cc (127–1626)
3% increase

207) Preoperative Hgb:
Pretreatment: 12.8 ( 1.5
Posttreatment: 12.7 ( 1.5

208) Postoperative Hgb: 11.4 ( 1.7

209) Estimated blood loss:
307.5 cc (118–1000)

210) Pelvic pain (scale 0–3):
Pretreatment: 2 (0–3)
Posttreatment: 2 (0–3)

211) Pelvic pressure (scale 0–3):
Pretreatment: 1 (0–3)
Posttreatment: 1 (0–3)

212) Difficulty of operation:
None        15%
Mild          29%
Moderate  38%
Severe      18%

213) Duration of operation: 68 ( 208 minutes

214) Length of stay: 8.7 ( 1.8  days

215) Type of incision:
Vertical: 56%
Transverse: 44%

216) Complications: Fever, 32%; wound infection, 18%; UTI, 15%
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: -

Narayan, Rajat, and Goswamy, 1994


Design: Case series (prospective), concomitant controls

Intervention(s):

217) Goserelin 3.6 mg SC every month x 3 months
(n = 11)

218) Hysteroscopic myomectomy
(n = 3)

219) Goserelin + hysteroscopic myomectomy
(n = 13)

Dates: N/S

Location: London, UK

Length of followup: N/S
No. of subjects at start: 100 (27 with submucous fibroids, 73 controls with normal uterine cavity) (assuming no dropouts)

Dropouts: N/S

Loss to followup: N/S

No. of subjects at end: 100 

Setting: Private fertility and in vitro fertilization center

Inclusion criteria: Infertility after failed in vitro fertilization attempt

Exclusion criteria: None specified

Age: Mean, 35.1

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


220) Pregnancy rate with advanced reproductive techniques (in vitro fertilization, intrauterine insemination, and/or embryo transfer)
221) Pregnancy rates:
Goserelin only: 55%
Hysteroscopic myomectomy: 67%
Goserelin + hysteroscopic myomectomy: 46%
Control: 26%
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: Technique of patient selection for various advanced reproductive technologies not described.

Parazzini, Bortolotti, Chiantera, et al., 1999
Design: RCT, method of randomization not described

Interventions:

222) TAH with bilateral oophorectomy
(n = 13)

223) Goserelin 3.6 mg every 28 days x 4 months, followed by up to two additional 3-month courses as needed for bleeding
(n = 59)

Dates: Jun 1993–Nov 1994

Location: Milan, Naples, and Sondalo, Italy

Length of followup: No followup of TAH patients; 3-year followup of patients in goserelin group
No. of subjects at start: 72

Dropouts: 0

Loss to followup: 13 (TAH patients not followed up)

No. of subjects at end: 59

Setting: N/S

Inclusion criteria: Premeno-pausal; age > 45; one or more uterine fibroids > 10 cm in diameter; symptomatic menorrhagia ( 3 months; Hgb ( 9 g/dl; candidate for hysterectomy

Exclusion criteria: Previous treatment with GnRH agonist; bone mineral density less than 10th percentile for age group; concomitant illness of the genital system requiring surgery

Age: Mean (with range): 51 (48–56) (TAH group); 50 (45–56) (goserelin group)

Race: N/S

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size (diameter): 8 ( 8 cm (TAH group); 6 ( 3 cm (goserelin group)

Number of fibroids: Mean (with range): 2 (1–3) (TAH group); 3 (1–9) (goserelin group)

Baseline Hgb: 11 ( 2 g/dl (TAH group); 11 ( 1 g/dl (goserelin group)

Baseline Hct: N/S
224) Cumulative hysterectomy rate in goserelin group
225) Cumulative hysterectomy rate in goserelin group (n = 59):*


Year
Cumulative rate

1
21%  

2
32%

3
39%  95% CI, 26–62)

* Indications for hysterectomy included persistent abnormal uterine bleeding, bone mineral density < 10%, or patient desire (distribution not reported).
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: -

Perino, Chian-chiano, Petronio, et al., 1993


Design: Case series (prospective), concomitant controls

Intervention(s):

226) Hysteroscopic myomectomy with GnRH preoperatively
(n = 33)

227) Hysteroscopic myomectomy without GnRH preoperatively
(n = 25)

Dates: Jan 1988–Dec 1990

Location: Palermo, Italy

Length of followup: 1 year
No. of subjects at start: 58 with fibroids (of larger series of 208)

Dropouts: 0

Loss to followup: 0

No. of subjects at end: 58

Setting: Hospital

Inclusion criteria: Submucous fibroids ( 3 cm; infertility or menstrual disorder

Exclusion criteria: Uterus > 12 weeks in size

Age: Mean, 35.6; range, 32–40

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
228) Operative time

229) Intraoperative bleeding

230) Operative failure (defined as fibroid not completely removed or continued menstrual abnormality at 1 year postop)
231) Operative time (minutes): 
With preop GnRH: 24.9 ( 6.7
No preop GnRH: 38.4 ( 8.8
(p < 0.001)

232) Intraoperative bleeding: 
With preop GnRH:
   Severe
0
   Moderate
2
   Light
31
No preop GnRH:
   Severe
0
   Moderate
8
   Light
17
(P < 0.01)

233) Operative failure:
With preop GnRH: 3%
No preop GnRH: 20%
(P < 0.05)
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: -

Stovall, Muneyyirci-Delale, Summitt, et al., 1995


Design: RCT, method of randomization not described

Intervention(s):
Presurgical treatment as follows:

234) Lupron 7.5 mg every 28 days x 3 months
(n = 99)

235) Lupron 3.75 mg every 28 days x 3 months
(n = 89)

236) Placebo every 28 days x 3 months
(n = 77)

All patients received oral iron and calcium. 

Dates: Jan 1992–Oct 1993

Location: N/S 

Length of followup: 6 months after surgery
No. of subjects at start: 309

Dropouts: 44 (excluded post-randomization)

Loss to followup: 0

No. of subjects at end: 265

Setting: Hospital

Inclusion criteria: Hgb ( 10.2 g/dl and/or Hct < 30%; fibroids; bleeding x 3 months; not pregnant or lactating; no malignancy; pelvic exam and ultrasound or MRI

Exclusion criteria: None specified

Age: Mean, 39; range 23–52

Race: N/S

Parity: N/S

Baseline uterine size: N/S

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 8.2 (both lupron groups); 8.0 (placebo group)

Baseline Hct: 28 (7.5-mg group); 28.1 (3.75-mg group); 27.6 (placebo group)


237) Response to therapy (defined as posttreatment Hgb ( 12 or Hct ( 36%)

238) Uterine size

239) Fibroid volume

240) Hgb/Hct

241) Decrease in bleeding

242) Pelvic pain

243) Adverse events

244) Type of surgery
245) Response to therapy: 
74% of both lupron groups responded to therapy versus 46% in placebo group (no actual numbers given).

246) Uterine size (n = 179):
Statistically significant decreases in uterine size from baseline to surgery in lupron 7.5-mg (31%) and 3.75-mg (39%) groups.  No change in placebo (actual numbers not given)

247) Fibroid volume:
In lupron 7.5 group, decreased 23%; in lupron 3.75 group, decreased 27%; and in placebo, increased 8%

248) Hgb/Hct:
Pretreatment Hgb/Hct: 
   Lupron 7.5 mg: 8.2/28
   Lupron 3.75 mg: 8.2/28.1
   Placebo: 8.0/27.6

Posttreatment Hgb/Hct: 
   Lupron 7.5 mg: 12.7/39.1
   Lupron 3.75 mg: 12.6/39.1
   Placebo: 11.5/35.7

249) Decrease in bleeding:
Bleeding decreased 98 to 15% in lupron groups  (p < 0.001), compared to placebo decrease of 96 to 64%

250) Pelvic pain:
Decreased 70 to 38% in lupron groups. No change in placebo group

251) Adverse events:
Lupron 7.5 mg, 8/99 transfused; lupron 3.75 mg, 2/89 (2%); and placebo, 10/77 (13%)
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: +

Patients were stratified by Hct ( 28% vs. > 28%, but were not analyzed this way.

P-values given, but means not often reported. 





252) Type of surgery:
Hysterectomy, 62.8%;
myomectomy, 36.7%; one endometrial ablation


Stovall, Summit, Washburn, et al., 1994

Preliminary results for first 50 patients reported in Stovall, Ling, Henry, et al., 1991


Design: RCT, randomization by computer-generated random number table

Intervention(s):

253) Pretreatment GnRH (lupron 0.5 mg SC x 8 weeks or leuprolide 3.75 mg every month x 2 months) 

254) Immediate surgery

Randomized groups were:
Group 1A: Uterus 14–18 weeks with immediate TAH
(n = 45)

Group 1B: Uterus 14–18 weeks with preop GnRH
(n = 45)

Group 2A: Uterus > 18 weeks with immediate TAH
(n = 30)

Group 2B: Uterus > 18 weeks with preop GnRH
(n = 30)

Ferrous sulfate 325 mg 
3 times per day from randomization to surgery if Hgb < 11.0 mg/dl

Dates: N/S

Location: Winston-Salem, NC and Memphis, TN

Length of followup: N/S (through postop convalescence period)
No. of subjects at start: 150

Dropouts: 0

Loss to followup: 0

No. of subjects at end: 150

Setting: Hospital

Inclusion criteria: FSH < 30 mIU/ml; negative urine pregnancy test; absence of calcification on ultrasound; uterus > 14 weeks by exam; symptoms of bleeding, pain, pressure; benign endometrial histology; normal exam; no ovarian pathology on exam or ultrasound

Exclusion criteria: None specified

Age: Group 1A: Mean, 41.4 (range, 30–51); group 1B: 40.9 (29–51); group 2A: 40.7 (30–50); group 2B: 41.2 (31–49)

Race: N/S

Parity: Group 1A: Mean, 2.7 ( 2.0; group 1B: 2.5 ( 2.0; group 2A: 2.4 ( 1.8; group 2B: 2.5 ( 1.6

Baseline uterine size: Group 1A: 15.9 ( 1.4 weeks, 920.2 ( 360 ml; group 1B: 15.8 ( 1.3 weeks, 975.4 ( 400 ml; group 2A: 22.3 ( 2.1 weeks, 2479 ( 362; group 2B: 23.1 ( 2.2 weeks, 2398 ( 486 ml

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb (g/dl): Group 1A, 11.1 ( 2.8; group 1B, 10.5 ( 2.5; group 2A, 11.2 ( 3.1; group 2B, 11.4 ( 3.5

Baseline Hct (%): Group 1A, 33.7 ( 4.9; group 1B, 33.9 ( 5.8; group 2A, 33.7 ( 3.8; group 2B, 34.1 ( 4.0=
255) Uterine size

256) Length of stay

257) Transfusions

258) EBL

259) Fever

260) Incision type

261) Convalescence period
1) Uterine size:
Pretreatment (mean weeks):
   1A: 15.9 ( 1.4 
   1B: 15.8 ( 1.3
P = not significant)
   2A: 22.3 ( 2.1
   2B: 23.1 ( 2.2
(P = not significant)

Pretreatment (mean ml):
   1A: 920.2 ( 360
   1B: 975.4 ( 400
(P = not significant)
   2A: 2479 ( 362
   2B: 2398 ( 486
(P = not significant)

Posttreatment (mean weeks):
   1A: 15.9 ( 1.4
   1B: 11.7 ( 1.7
(P = 0.0001)
   2A: 22.3 ( 2.1
   2B: 19.6 ( 1.9
(P = 0.001)

Posttreatment (mean ml):
   1A: 920.2 ( 360
   1B: 570 ( 280
(P = 0.0001)
   2A: 2879 ( 362
   2B: 1175 ( 391
(P = 0.001)

Operative weight (in grams):
   1A: 710 ( 210
   1B: 405 ( 165
(P = 0.01)
   2A: 1976
   2B: 1250
(P = 0.01)

2) Length of stay (days):
   1A: 4.7
   1B: 2.1
(P = 0.001)
   2A: 5.7
   2B: 5.6
(P = not significant)

3) Transfusions:
Preop:
   1A: 2/45 patients (4%)
   1B: 0/45
(P = not significant)
   2A: 3/30 (10%)
   2B: None
(P = not significant)

Intra- or postop:
   1A: 1 pt
   1B: None
(P = not significant)
   2A: 1 pt
   2B: None
(P = not significant)

4) EBL (ml):
   1A: 576 ( 110
   1B: 428 ( 92
(p = 0.001)
   2A: 612 ( 130
   2B: 590 ( 115
(P = not significant)

5) Fever:
   1A: 7 pts
   1B: 5 pts
(P = not significant)
   2A: 4 pts
   2B: 5 pts
(P = not significant)

6) Incision type: 
Vaginal hysterectomy (no. of pts):
   1A: 6/45 (13.3%)
   1B: 36/45 (80%)
   2A: 0%
   2B: 2/30 (6.6%)
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: +





7) Recovery (days):
   1A: 28.2 ( 3.9 
   1B: 19.2 ( 5.8
(P < 0.001)
   2A: 36.2 ( 6.5
   2B: 37.6 ( 7.1
(P = not significant)


Sudik, Husch, Steller, et al., 1996


Design: Case series (retrospective), no controls

Intervention(s):
Myomectomy with (n = 33) or 
without  (n = 34)
pretreatment with GnRH (Zoladex( or leuproreline, “usually” for 3 months)

Type of myomectomy: 60/67 (89.5%) had abdominal procedures, 7/67 (10.5%) had laparoscopic or hysteroscopic

Dates: 1985–1993

Location: Marburg, Germany

Length of followup: At least 6 months (through June 1994)
No. of subjects at start: 67

Dropouts: N/A

Loss to followup: 0

No. of subjects at end: 67

Setting: Hospital

Inclusion criteria: Had myomectomy and desired pregnancy (unexplained infertility)

Exclusion criteria: None specified

Age: Mean, 34

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


262) Total pregnancy rate

263) Pregnancy rate related to GnRH

264) Myoma recurrence

265) Number/size of fibroids removed related to pregnancy rate

266) Pregnancy outcomes
267) Total pregnancy rate: 
39/67 = 58.2%. 24/39 (61.5%) conceived in first year, and 33/39 (85%) conceived within 3 years

268) Pregnancy rate related to GnRH:
No significant difference in pregnancy rates between those treated/not treated with GnRH

269) Myoma recurrence by ultrasound examination:
31/67 (46.3%).  No statistical difference in pregnancy rates between those with/without (36/67) recurrences; 18/31 (58.1%) with recurrent myomas conceived, 21/36 (58.3%) without recurrent fibroids conceived

270) Number/size of fibroids and pregnancy rates:
Pregnancy rates lower if > 5 fibroids removed (n = 13, 2/13 pregnant = 15.4%).  If 1–5 fibroids removed (n = 37) 65.5% got pregnant (37/54). Size of fibroid impacted pregnancy rates.  If volume < 100 ml, 20/43 (46.5%) conceived; if volume > 100 ml, 19/24 (79.2%) conceived

271) Pregnancy outcomes:
Delivery occurred in 31/51 (60.8%) of conceptions.  Spontaneous abortion = 15/51, ectopic pregnancy = 3/51, legal abortion = 2/15
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: -

Vercellini, Bocciolone, Colombo, et al., 1993


Design: Case series, with concomitant controls

Intervention(s):

272) Presurgical treatment with goserelin (Zoladex() 3.6 mg SC every 28 days for a total of 6 months, plus iron for 6 months
(n = 41)

273) Controls received no GnRH treatment and had immediate surgery
(n = 92)

Dates: N/S

Location: Milan, Italy

Length of followup: N/A (on-treatment and in-hospital outcomes only)
No. of subjects at start: 133

Dropouts: 0

Loss to followup: N/A 

No. of subjects at end: 130

Setting: Hospital (university)

Inclusion criteria: Anemic women requiring hysterectomy for myoma-associated menorrhagia; moderate-severe iron deficiency anemia

Exclusion criteria: Known pelvic inflammatory disease or endometriosis; urinary stress incontinence; moderate-severe prolapse; adnexal abnormalities at pelvic exam and ultrasound scan; atypia at endometrial biopsy; clotting disorders; unstable general condition

Age: Mean, 45.7

Race: N/S

Parity: N/S

Baseline uterine size: 528 ( 267 ml (goserelin); 555 ( 327 ml (controls)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 8.5 (goserelin); 8.4 (controls)

Baseline Hct: 28 (goserelin); 27.2 (controls) 
274) Type of hysterectomy

275) Transfusions

276) Operating time

277) EBL

278) Complications

279) Length of stay

280) Uterine size

281) Hct/Hgb

282) Incision type
283) Type of hysterectomy:
Goserelin: TAH 22/41 = 54%, VH 19/41 = 46% (uterus greater than 12 weeks size considered contraindication to VH)
Controls: TAH 74/92 = 80%, VH 18/92 = 20%
(p = 0.001)

284) Transfusions:
Goserelin: None
Controls: 47/92 (51%)

285) O/R time (minutes):
Not significant.  In treatment group, TAH = 102 ( 27, VH = 83 ( 19.  In controls, TAH = 104 ( 29, VH = 77 ( 16

286) EBL (ml):
TAH: Goserelin: 186 ( 97

    Controls: 351 ( 267

    (p < 0.001)

VH: Goserelin: 132 (  53

  Controls: 264 (  179

  (p < 0.01)

287) Complications:
1 cystotomy in controls
Infectious complications: Goserelin, 3/41, controls 14/92

288) Length of stay (days):
Goserelin TAH 6.6 ( 1.8, control TAH 7.4 ( 1.3 (p = not significant)
Goserelin VH 5.5 ( 0.6, control VH 7.0 ( 2.5 (p < 0.05)

289) Uterine size:
Pretreatment goserelin: 528 ( 267 ml Posttreatment (preop) goserelin: 251 ( 122 ml (median)
Controls preop: 555 ( 327 ml
Postop weights not recorded

290) Hct/Hgb:
Pretreatment Hct/Hgb: 8.5/28; controls 8.4/27.2 preop
Posttreatment Hct/Hgb: 13.3/40.1 after goserelin and iron

291) Incision type: 
Goserelin: 50% transverse, 50% midline
Controls: 45.9% transverse, 54.1% midline
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: -

Vercellini, Crosignani, Mangioni, et al., 1998


Design: RCT, computer-generated randomization, distributed via sealed envelope

Intervention(s):
Prior to hysterectomy:

292) Preoperative GnRH  (triptorelin depot [Decapeptyl(] 3.75 mg every 28 days x 3)
(n = 60)

293) No preoperative GnRH
(n = 63)

Dates: May 1995–Oct 1997

Location: Milan and Voghera, Italy

Length of followup: 60 days postop
No. of subjects at start: 127

Dropouts: 4

Loss to followup: 0

No. of subjects at end: 123

Setting: Hospital

Inclusion criteria: Premeno-pausal (FSH < 30 mIU/ml); symptomatic fibroids (menor-rhagia, pressure) requiring hysterectomy; uterine volume 12–16 weeks; uterine volume, 380–680 ml; no adnexal tumors

Exclusion criteria: Uncertain about children; use of GnRH in last 6 months; prior pelvic surgery (except c-section); known pelvic inflammatory disease or endometriosis; stress incontinence; moderate/severe prolapse; clotting disorder; unstable general condition

Age: Mean, 46; range, 43–48.5

Race: N/S

Parity: N/S

Baseline uterine size (median, with range): GnRH group: 14 weeks (12–14), 417 ml (361–513); no-GnRH group: 13 weeks (12–14), 422 ml (374–530)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 11.1 (GnRH group); 11.4 (no-GnRH group)

Baseline Hct: 34.3 (GnRH group); 35.7 (no-GnRH group)
294) Type of hysterectomy

295) Uterine size

296) Preoperative Hgb/Hct

297) Morcellation at VH

298) Patient satisfaction

299) Transfusions

300) EBL

301) Postoperative complications

302) Length of stay
303) Type of hysterectomy (vaginal [VH] vs. total abdominal [TAH]): 
At baseline, VH recommended for 7/60 women randomized to GnRH (12%) and 53/60 (88%) for TAH.  VH initially indicated for 10/63 in surgery arm (16%).  After GnRH, 25/53 previously recommended for TAH underwent VH. In GnRH group, 32/60 had VH (53%) (p < 0.0001), and 28/60 had TAH.  In immediate surgery group, 10/63 had VH, 53/63 had TAH. 

304) Uterine size (median, with range):
GnRH group: Pretreatment, 14 weeks (12–14), 417 (361–513) ml; posttreatment, 11 weeks (10–12), 251 (212–352) ml, 270 (199–330) g
Immediate surgery group: Baseline, 13 weeks (12–14), 422 (374–530) ml.  At surgery, 396 (302–515) g

305) Preoperative Hgb/Hct: 
GnRH group: Pretreatment = 11.1/34.3, posttreatment = 13.2/39.4
Immediate surgery group: 11.4/35.7

306) Morcellation at VH: 
21/32 (66%) in GnRH group, 6/10 (60%) in controls

307) Patient satisfaction:
No between-group difference in patient satisfaction survey (60 day followup)

308) Transfusions: 
None in either group

309) EBL:
GnRH: 200 ml; surgery group: 
225 ml

310) Postop complications:
GnRH: 7/60; immediate surgery: 3/63

311) Length of stay:
GnRH = 5 days; surgery = 6 days
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: -

Vollen-hoven, McCloud, Shekleton, et al., 1993


Design: Case series, no controls

Intervention(s):
GnRH agonist ( abdominal myomectomy.  

All patients (n = 20) received one of the following:

312) Buserelin 200 mcg 6 times per day x 6 months
(n = 3)

313) Buserelin 200 mcg SC pump per day x 6 months
(n = 9)

314) Buserelin 200 mcg SC per day x 4 months

315) Goserelin 3.6 mg IM per month x 4 months
(n = 3) 

316) Leuprolide 1 mg per day x 6 months
(n = 1) (n’s given here as reported in article; do not add up correctly)

13/20 pts (65%) also under-went myomectomy, 11 while on GnRH therapy, and 2 within 6 months of completing GnRH therapy.

Dates: N/S

Location: Melbourne, Australia

Length of followup: 1 year
No. of subjects at start: 20

Dropouts: 1

Loss to followup: 0

No. of subjects at end: 19

Setting: N/S

Inclusion criteria: Willing to do 3 hours of weight-bearing exercise per week; infertility; intake of at least 1500 mg of calcium per day 

Exclusion criteria: Smoking; other causes of infertility

Age: Mean, 34; range, 27–42

Race: 100% white

Parity: 20%

Baseline uterine size: N/S

Baseline fibroid size: Mean, 243.9 ml; range, 12–807 ml

Number of fibroids: Mean, 2.85; range, 1–6

Baseline Hgb/Hct: N/S


317) Pregnancy rate

318) Complications/ adverse effects
319) Pregnancy rate:
GnRH alone: 1/7 (14%)
GnRH + myomectomy: 6/12 (50%)

320) Complications/adverse effects:
Hot flashes: 100%
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: -

Ylikorkala, Tiitinen, Hulkko, et al., 1995


Design: RCT, method of randomization not described

Intervention(s):
Prior to hysterectomy:

321) Nafarelin 200 mcg IN twice per day x 3 months
(n = 125)

322) Placebo nasal spray twice per day x 3 months
(n = 63)

Dates: N/S

Location: Helsinki, Finland

Length of followup: N/A (on-treatment and in-hospital outcomes only)
No. of subjects at start: 188

Dropouts: 22 (5 withdrew; 17 excluded from analysis)

Loss to followup: N/A 

No. of subjects at end: 166

Setting: Hospital

Inclusion criteria: Scheduled for hysterectomy

Exclusion criteria: Anemia

Age: Mean, 43.5

Race: N/S

Parity: 9% nulliparous (nafarelin group); 15% nulliparous (placebo group)

Baseline uterine size: 301( 204 ml (nafarelin group); 336 ( 264 ml (placebo group)

Baseline fibroid size: N/S

Number of fibroids: N/S

Baseline Hgb: 130.5 ( 10.6 g/l (nafarelin group); 131.9 ( 12.2 g/l (placebo group)

Baseline Hct: N/S
323) Uterine weight

324) Change in uterine size

325) Change in fibroid size

326) Change in Hgb

327) Change in bleeding pattern

328) EBL

329) O/R time

330) Hot flashes
331) Uterine weight (posttreatment): 
Nafarelin: 255.5 ( 12.6 g 
Placebo: 346.2 ( 35.7 g 
(p = 0.029)

332) Change in uterine size: 
Nafarelin group decreased by 23.7% in 3 months

333) Change in fibroid size: 
Decrease 31.4% in nafarelin group 
(p ( 0.005)

334) Change in Hgb:
Increased 5.5 (  0.9 in nafarelin group. No change in placebo group.

335) Change in bleeding pattern:
Pretreatment, 91 nafarelin and 48 placebo patients reported severe menstrual blood loss.  In nafarelin group, 55% were amenorrheic by 3 months. 

336) EBL:
Nafarelin: 309.6 ( 22.8 ml 
Placebo: 309.1 ( 22.8 ml
(No significant difference)

337) O/R time:
Nafarelin: 75.6 ( 2.5 minutes
Placebo: 74.2 ( 3.3 minutes
(No significant difference)

338) Hot flashes: 61% in nafarelin, and 35% in placebo
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: -

Zullo, Pellicano, De Stefano, et al., 1997
and
Zullo, Pellicano, De Stefano, et al., 1998
and 
Zullo, Pellicano, Di Carlo, et al., 1998
Design: RCT, computer-generated randomization

Interventions:

339) LA 3.75 mg SC every 28 days x 2 months, followed by laparoscopic myomectomy
(n = 35)

340) No pretreatment before laparoscopic myomectomy
(n = 32)

Dates: Sep 1994–Jul 1996

Location: Naples and Catanzaro, Italy

Length of followup: N/A (on-treatment and in-hospital outcomes only)
No. of subjects at start: 74

Dropouts: 7

Loss to followup: N/A

No. of subjects at end: 67

Setting: Hospital

Inclusion criteria: Uterine fibroids; symptoms of increased vaginal bleeding, pelvic pain, or pelvic pressure; main myoma not pedunculated and < 500 cc and

> 4 cc on ultrasound; ( 4 myomas; absence of submucosal fibroids on hysteroscopy; absence of ultrasound-documented calcification in the main myoma; absence of hyperplasia; normal Pap smear; negative urine pregnancy test; infertility > 3 years or recurrent abortions

Exclusion criteria: None specified

Age: Mean, 36.8 (LA group); 37.7 (controls)

Race: N/S

Parity: 1.4 ( 0.7 (LA group); 1.5 ( 0.5 (controls)

Baseline uterine size: 473 ( 88 cc (LA group); 458 ( 92 cc (controls)

Baseline fibroid size: 62.8 ( 27.7 cc (LA group); 58.5 ( 31.0 cc (controls)

Number of fibroids: 2.1 ( 0.4 (LA group); 1.9 ( 0.5 (controls)

Baseline Hgb: 13.1 ( 0.8 g/dl (LA group); 12.7 ( 1.0 g/dl (controls)

Baseline Hct: N/S
341) Uterine size 

342) Resistive index of uterine arteries

343) Largest diameter of fibroid 

344) EBL

345) O/R time

346) Blood loss

347) Hemoglobin
348) Uterine size:
LA: 473 ( 88 cc pretreatment and 396 ( 79 cc posttreatment (presurgery).
Controls: 458 ( 92 cc
(P < 0.001, LA presurgery vs. controls)

349) Resistive index:
In LA group: 0.66 ( 0.07 pre- and 0.79  ( 0.08 posttherapy.  Change is significant, but no difference between two groups at baseline.  Baseline in controls: 0.63 ( 0.08.

350) Largest diameter of fibroid:
LA group: 4.9 ( 2.1 pretreatment to  4.3 ( 2.3 posttreatment. 
Controls: baseline 4.8 ( 2.6
(p< 0.001, LA pre- to posttreatment)

351) EBL:
LA group: 171.8 ( 70.9
Controls: 232.1 ( 68.1
(p < 0.01)

352) O/R time:
LA group: 98.5 ( 26.1
Controls: 113.3 + 35.1
(p < 0.05)

353) Blood loss:
Blood loss was significantly lower in the leuprolide-treated group (171.8 ( 70.9 ml) than in the control group (232.1 ( 68.1 ml) (p < 0.01).

354) Hemoglobin:
Postoperative hemoglobin was significantly higher in the leuprolide-treated patients than in control patients (p < 0.05).
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: -
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