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Chapter 5: Results 

The results of the WHO trial comparing DMPA and NET-EN are shown in the review. (WHO 

multinational 1983). The WHO data on discontinuation rates is published only according to the 

13 centres, with no single rate for the whole study. For this reason the results for the individual 

centres were combined by meta-analysis to give single rates for frequency of discontinuation, 

overall and for each medical reason (see Figures 1-7 and Table 5) There was a non-significant 

difference between the two treatment groups for the frequency of discontinuation at 12 months 

(Risk difference (RD) 0.01; 95%CI -0.04 to 0.07 p=0.62) and at 24 months (RD 0.03; 95% CI -

0.04 to 0.09 p=0.42) (Figure 1). 

Revjew: Depot medroxyprogesterone versus norelh!sterone oenanthate for long-acting progestogenic contraception 
Comparison: 01 DMPA VS NET·EN 
Outcome: 01 Discontinuation risks 

Siudy DMPA NET·EN RD (random) Weighl RD (random) 
or sub-calegory nlN nIN 95%CI % 95%CI 

01 Discontinuation at 12 months 
WHO Alexandria 88 1194 47 /98 10 .24 - 0 . 03 [ -0.15, 0.10) 

WHO Bangkok 4711 13 28 /57 8.05 - 0 . 08 [-0.23 , 0.08) 

WHOlbadan 59 / 168 35 /84 9 . 82 - 0 . 07 [-0.19 , 0.061 

WHO Karachi 12611 95 52 /97 10 . 33 0 .11 [-0 . 01 , 0.23) 

WHO Ljubjana 95/130 38 /63 8 .91 0 . 13 [-0 . 02 , 0.27 ) 

WHO Lusaka 54/72 22 136 6.65 0.14 [-0.05 , 0 . 33) 

WHO Luxemborg 16/48 14/22 4 . 79 - 0. 30 (-0. 5 4, - 0 . 06 ) 

WHO Mamla 83/197 47/100 10. 34 -0.05 (-0. 17 , 0.07) 

WHO Mexico Cily 86/161 43/81 9.4 8 0.00 ( -0.1 3 . 0.14 ) 

WHO Milan 10120 3/7 1. 90 0.07 (-0 .36 . 0.50) 

WHO Salvador 105/200 43/99 10.34 0.09 (-0.03. 0.21 ) 

WHO Sanliago 3 8 /77 14138 6.57 0.13 (-0. 06 , 0.31) 

WHO Utrecht 9/1 2 6 /7 2 . 60 - 0 .11 (-O. 4 6 , 0.25) 

Sublolal (95% CI) 1587 789 100 . 00 0 . 01 {-O . 04 . 0 . 07 J 
TOIaI events: 816 (DMPA). 392 (NET-EN) 
Tesl for helerogeneily: Chi' = 20.81. df = 12 (P = 0.05). I' = 42 .3% 
Test for overall effect: Z = 0.49 (P = 0.62) 

02 discontinuation at 24 months 
WHO Alexandria 117/194 61/98 9.40 - 0.02 (-0 . 14. 0 . 10) 

WHO Bangkok 771113 43/ 57 8 .12 - 0.07 (-0.21. 0 . 07) 

WHO Ibadan 1031168 59/8 4 9.1 5 -0.09 (-0.21. 0 . 03 ) 

WHO Karachi 178 1195 74 /9 7 10.92 0 . 15 (0.06 , 0 . 2 4 ) 

WHO Ljubjana 11 4113 0 51 / 63 9.7 5 0.07 ( - 0 . 0 4, 0 . 18) 

WHO Lusaka 66 /72 30 /3 6 8. 30 0 . 08 [-0.05 , 0 . 22 ) 

WHO Luxemborg 1112 2 18 / 22 3.78 - 0 . 32 (-0.5 8 . - 0.05) 

WHO Manila 137/197 671100 9. 74 0 . 03 (-0 . 09 , 0 . 14) 

WHO Mexico Cily 1281161 61/81 9. 72 0 . 04 [-0.07 . 0.15 ) 

WHO Milan 12/20 6/7 2 . 58 -0 . 2 6 [-0.59 , 0. 08) 

WHO Salvador 138/200 59/99 9 . 53 0 . 0 9 (-0.02, 0. 21 ) 

WHO Sanliago 65/77 21 /38 6.40 0 . 29 [0 .11, 0.47) 

WHO Utrechl 10112 6/7 2 . 61 - 0 . 02 [-0 . 36 . 0.3 1) 

Sublolal (95% CI) 1561 789 100 . 00 0 . 03 1-0.04 , 0 . 09) 

Tolal events: 1156 (DMPA). 556 (NET-EN) 
Test for heterogeneily: Chi' = 32.58. df = 12 (P = 0.001). I' = 63 2% 
Test for overall effect· Z = 0.80 (P = 0.42) 

-1 -D.5 0 0.5 

NET-EN higher risk DMPA higher risk 

Figure 1: DMPA vs NET-EN: Discontinuation risks 

The reasons for discontinuation at 12 months were similar for both groups regarding accidental 

pregnancy (RD 0.00; 95%CI -O.01to 0.00), bleeding problems (RD 0.01; 95%CI -0.02 to 0.04) 

and other medical reasons (RD -0.01; 95%CI -0.03 to 0.02). However, there was a significant 

difference between the groups for women who discontinued for the reason of amenorrhoea. 

Those on DMPA were 5% more likely to discontinue because of amenorrhoea (RD 0.05; 
14 
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Those on DMPA were 5% more likely to discontinue because of amenorrhoea (RD 0.05; 

95%CI 0.03 to 0.07). If discontinuation was for personal reasons, on average there was a 

statistically significant 4% difference (RD -0.04; 95%CI -0.07 to 0.00) showing that women on 

NET-EN were 4% more inclined to discontinue treatment for personal reasons (Figure 2). 

Discontinuation for selected medical reasons was expressed as rate per women years. There 

were no significant differences between the groups. These results were collectively reported as 

other medical reasons for discontinuation. The selected non-menstrual reasons are recorded in 

Table 5. 

Review: Depot medroxyprogesterone versus norethisterone oenanthate for long-acting progestogenic contraception. 
Comparison: 01 DMPA vs NET-EN 
Outcome: 02 Risk of reason of discontinuation at 12 months 

Study DMPA NET-EN RD (random) Weight RD (random) 
or sub-category nlN nlN 95% CI % 95% CI 

01 Accidental pregnancy .-WHO multinational 211587 3 /789 100 . 00 0.00 [-0.01, O.OO} 

02 Amenorrhoea 
WHO multinational 18911587 54/789 • 100.00 0. 05 [0 .0 3 , 0. 071 

03 Bleeding problems • WHO multinational 23811587 10 7/789 100 .00 0.01 (-0.02 , 0 .04 J 

04 Other medical reasons .-WHO multinational 13811587 73/789 100.00 -0. 01 (-0 . 03 , 0.02J 

05 Personal reasons 
WHO multinational 328/1587 193/789 • 10 0 .00 -0.04 [- 0.07, O.OOJ 

-0.5 -0.25 0 0.25 0 .5 

NET-EN higher risk DMPA higher risk 

Figure 2: DMPA vs NET-EN: Reasons for discontinuation 

Table 5: Selected medical reasons for discontinuation over two years observation 

Other medical reasons DMPA NET-EN 

Rate per 100 Rate per 100 
woman-years woman-years 

Abdominal distension or 1.1 0.6 
discomfort 

- -
Weight gain 2.1 1.6 

Anxiety/depression 0.7 0.9 

Fatigue 0.9 0.9 

Dizziness 1.2 1.6 
-

Headaches 2.3 2.0 
r -
I Decreased libido 0.9 0.6 

Hypertension 0.5 0.7 
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The proportions of women experiencing episodes of bleeding/spotting indicated a significant 

difference of 2% between the groups at 12 months (RD 0.02; 95%CI 0.01 to 0.04) and of 1% 

by 24 months (RD 0.01; 95%CI 0.00 to 0.02) (Figure 3). The weighted mean difference (WMD) 

between the groups in the duration of bleeding and spotting episodes similarly showed no 

significant dissimilarity between the groups at 12 months (RD 0.40; 95%CI -0.43 to 1.23) and 

at 24 months (RD 0.20; 95%CI -0.51to 0.91) (Figure 4). Results for the study of the percentage 

of women with bleeding and/or spotting episodes after 6 months, 12 months, 18 months and 

24 months are recorded under additional tables. Both groups showed a decrease over time in 

the proportion of women who experienced episodes of bleeding/spotting. 

Review: Depot medroxyprogesterone versus norethisterone oenanthate for long·acting progestogenic contraception . 
Comparison: 01 DMPA vs NET-EN 
Outcome: 03 Proportion of women with bleeding I spotting 

Study DMPA 
or sutrcategory n/N 

01 Bleeding I spotting at 12 months 
WHO multinational 73/1587 

02 Bleeding I spotting at 24 months 
WHO multinational 20/ 1075 

NET-EN 
nlN 

19 /789 

5/543 

RD (random) 
95%CI 

• 
• -0.5 -0.25 0 0.25 

NET-EN higher risk DMPA higher risk 

Weight 
% 

100 .00 

100.00 

0.5 

RD (random) 
95% CI 

0.02 [0 . 01 , 0 . 04J 

0.01 [0 . 00, 0. 02 J 

Figure 3: DMPA vs NET-EN: Proportion of women with bleeding or spotting 

Review: Depot medroxyprogesterone versus norelhisterone oenanthate for long-acting progestogenic contraception. 
Comparison: 01 DMPA vs NET·EN 
Outcome: 04 Duration of bleeding and spot1ing epIsodes 

Siudy OMPA NET·EN WMD (random) Weight WMD (random) 
or su~category N Mean (SD) N Mean (SD) 95%CI % 95%CI 

01 durallon of bleeding and spotting episodes at 12 months 
WHOmullinalional 76 . 6 . 50(6 . 29) 396 6.1 0 (5 . 92) - ....... 100 .00 O .• 0 1-0 . 43, 1. 23 ) 

02 Duration of bleeding and spotting episodes al 24 months 
WHO multinational 390 4. 90 (5 . 92) 21' 4.70(2.93) - ~ 100 .00 0. 20 (-0 . 51, 0 . 9) ) 

-4 ·2 0 

NET ·EN higher DMPA higher 

Figure 4: DMPA vs NET-EN: Duration of bleeding or spotting 
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The analysis of amenorrhoea (Figure 5) showed a highly significant difference between groups 

at both 12 and 24 months. Amenorrhoea was defined in the study as lasting more than 90 

days. The risk of discontinuation for amenorrhoea was on average 27% higher in women on 

DMPA than those on NET-EN at 12 months (RD 0.27; 95%CI 0.21to 0.32) and 21% higher at 

24 months (RD 0.21; 95%CI 0.14 to 0.29). 

Review: Depot medroxyprogesterone versus norethisterone oenanthate for long-aaing progestogenic contraception. 
Comparison: 01 DMPA vs NET-EN 
Outcome: 05 Risk of amenormoea 

Study DMPA NET·EN RD (random) Weight RD (random) 
or sub-category n1N n/N 95%CI % 95%CI 

01 Amenormoea at 12 months 
WHD multinational 457 /844 124/453 • 100 .00 0.27 10.21, 0.3 21 

02 Amenormoea at 24 months 
WHO multinational 283/ 457 98 /2 41 --- 100 .00 0. 21 [0. 14, 0 . 29 1 

-0 .5 -0.25 0 0.25 0.5 

NET-EN higher risk DMPA higher risk 

Figure 5: DMPA vs NET-EN: Risk of amenorrhoea 

The results for mean changes in body weight (Figure 6) showed that on average at 12 

months, the DMPA group gained 0.2 kilograms more than the NET-EN group, but this was not 

statistically significant (WMD 020; 95% CI -0.63 to 1.03)_ By 24 months results showed equal 

increases in body weight in women in the two groups, resulting in no difference between 

groups (WMD 0.00; 95%CI -1.39 to 1.39). Mean changes in blood pressure (Figure 7) did not 

differ significantly between the groups. There was a difference of 0.8 mm Hg for systolic blood 

pressure (WMD 0.80; 95%CI -1.16 to 2.76) and 0.2 mm Hg for diastolic blood pressure (WMD 

-0.20; 95%CI-1.61 to 1.21) 

Review: Oepot medroxyprogestarone versus norethlslerone oenanthate for long-acting progestogenic contraception . 
Comparison: 01 OMPA vs NET·EN 
Outcome: 06 Mean increase In body weight 

Study OMPA NET-EN WMO (random) Weight WMO (random) 

or sub-category N Mean (SO) N Mean (SO) 95%CI % 95%CI 

1.90(8 . 29) 398 1. 70(5. 98) - ~ 100.00 0.20 [-0 .63, 1. 03J 
01 Increase In weight at 12 months 

WHO muttinational 764 

02 Increase in weight at 24 months 
WHO mul(inational 39 0 3. 30(9 . 87 ) 21 , 3. 30(7 .311 1 00 . 00 0.0 0 1-1.3 9, 1. 39 J 

.4 -2 0 4 

NET-EN higher OMPA higher 

Figure 6_' DMPA vs NET-EN_' Changes in body weight 
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Review 
Comparison: 

Depot medroxyprogesterone versus norethlsterone oenanthate tor long-acting progestogenic contraception. 
01 OMPA vs NET-EN 

Outcome: 07 Mean change in blood pressure 
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01 Decrease in systolic blood pressure 
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Figure 7: DMPA vs NET-EN: Changes in blood pressure 
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