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Two injectable depot progestogens, viz Depot Medroxy Progesterone Acetate
(DEPOT PROVERA, Upjohn) and Norethisterone Enanthate, (NORISTERAT,
Schering AG) are at present being tried as contraceptives in Bangladesh on
a limited scale. Because of the ease of administration (one injection at
intervals of 10 to 12 weeks), the injectable con1raceptives may be preferred
to the oral pills by the clients. Irregularities of menstrual cycle like amenorrhoea,
irregular bleeding and spotting are the main side effects of the injectables (Ali et al
1976; Khan et a11976). The effects of norethisterone enanthate on certain body
functions were reported by Ali et al (1976). These workers observed that the
body weight, blood pressure, fasting blood sugar, serum cholesterol, blood' cell
count and haemoglobin level did not change appreciably following two injections
of the drug in doses of 200 mg. intramuscularly.

In the present study, we report the effects of four injections of norethisterone
enanthate over a period of more than one year. The functional parameters studied
are body waight, blood pressure, platelet count, fasting blood sugar, serum choles-
terol and total plasma protein.

MATERIALS AND METHODS

During the period from October 1977 to December 1978,one hundred and fourty
three healthy Bengali women (aging between 18 and 40 years) registered them-
selves voluntarily as the clients for long aC1ing injectable contraceptive in the
department of Physiology, Mymensingh Medical College. They were given
norethisterol1e enanthate, in doses of 200 mg. by deep intramuscular injection
into the gluteal region. The time schedule of the injections was like this :-

First injection within the 5th day of the menstrual cycle;
Second injecton within 10 weeks after the 1st. injection;
Third and subsequent injections at intervals of 12 weeks.

In all women, the functional parameters were determined every time before
giving each of the injections. The fasting blood sugar and serum cholesterol
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levels were determined according to the methods followed by Ali et al (1976). The

platelet count was done by the method described by Khaleque (1973) and the
total plasma prot€,in VIlas determined by Copper Sulphate-Specific Gravity method
as descri bed by Ose,r (1965) .

RESULTS

Table 1 shows the age distribution of the subjects. 377 percent and 32'2

percent of our subjects belonged to the age groups of 21 to 25 years and 26 to
30 years respectively. In table II, the clients are grouped by numbers of living
children. 48'9 percent of the clients had 3 to 4 living children when they came for

the injection.

TABLE-I

Age (years) "distribution of subjects.

-,"--------

Number of subjects
Percentage

18-20

22
15.4

21-25 26-30 31-35

54 46 18
37.7 32.2 12.6

36-40

3
2.1

Total

143
100

TABLE-II

Grouping of clients by number of livir.g children

Number of children
Number of subjects.
Percentage

1-2
38
26.5

3-4
70
48.9

5-6
16
11.2

7-8
15
10.5

78
4

2.9

TOTAL
143
100

Table III gives the previous family planning methods practised by our subjects.
It is seen that 51'8 percent of the women used to have oral pills for varying periods

(a few months to a few years) before registering themselves for the injectable con-
traceptives; 46,1 percent of the subject did not use any contraceptive measures
previously; and only 3 subjects (2.1 percent) had I.U.D.

TAB LE-III

Family planning methods practiced before

Family planning method

Number of subjects

Percentage

Oral Pill

74
51.8

I.U.D.

3
2.1

None

66
46.1

64

TOTAL

143
100
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CONTINUING INJECTIONS:

Of the 143 subjects 109 received the injections regularly upto 31.12.78.
The details are as follows.

8 subjects had six injections.
12 subjects had five injections.
20 subjects had four injections.
25 subjects had three injections.

20 subjects had two injections.
24 subjects had one injection.

DROP-OUTS:

34 subjects stopped coming for the injections after having one or more

injections as detailed below :-
22 subjects did not turn up after the first injection.
8 subjects stopped coming after the second injection.

4 subjects failed to turn up after the third injection.
The reason of the 'drop-out' after the first injection could not be ascertained as

we failed to follow up the clients. The reasons of the 'driop-out' after the second

and third injections appeared to be menstrual disorders like amenorrhoea, irregu-

lar bleeding and spotting. One subject became pregnant after the first injection.

MENSTRUAL PATTERN:

The menstrual pattern of the subjects before receiving injection is given in table

IV. In 98.6 percent of subjects, the age of menarchy was between 12 and 14

years. 99.7 percent of the subjects had the menstrual cycle of 28 to 30 days.
The duration of the menstrual bleeding varied from 4 to 7 days in 93 percent.

Number of

subjects.

Percentage 1.4 98.6 99.7 0.3 12.6 86 1.4

65

TABLE IV

Pattern of menstruaI cycle

Menarchy (years) Cycle length (days) Duration of
bleeding (days)-

<12 12-14 >14 28 28-30 > 30 4 4-7 >7

2 141 nil nil 142 1 18 . 123 2



BMRC. BULLETIN Dec. 1918

The menstrual pattern following the injections of noristerat was studied in 125

subjects who turned up for at least the second injection. There was no disturbance

in the normal pattern of menstruation in 35 women; the remaining 90 subjects

(72 percent) reported different types of disturbances in their menstrual cycle (mostly

after the first injection). The menstrual disturbances were (table V.) (i) irregular
bleeding, (ii) spotting, (iii) scanty periods, (iv) amenorrhoea and (v) excessive
bleeding. The commonest menstrual disorder was amenorrhoea which occured

in 39 subjects (31.2 percent).

Pattern of Amenorrhoea - Amenorrhoea developed after first injection
in 24 subjects, after second injection in 10 subjects and after third injection in
five subjects. Of the 24 subjects who reported amenorrhoea after the first

injection, 21 had their period by four to eight weeks and in the remaining
three, the amenorrhoea continued ~or 12 weeks. Those subjects who developed

amenorrhoea after the second injection had either scanty or irregular bleeding
after the first injection and the amenorrhoea persisted for 8 to 12 weeks. Amenorr-

hoea after the third injection was not common; it occured in 5 subjects only and

was of 4 to 8 weeks duration. Amenorrhoea, however, did not persist after the
third injection in any of those 34 subjects who developed it after the first and
second injections. Although amenorrhoea was the commonest menstrual

disorder, it did not last for more than 8 to 12 we'eks. Similarly other
disturbances of the menstrual cycle also did not persist after the third

injection.

TABLE V

The incidence of menstrua! disorders in 125 subjects after one or more Injections
of Norethisterone Enanthate.

SUBJECTSMenstrua I

disorders

NUMBER o F

Amenorrhoea

Irregular bleeding
Spotting

Scanty bleeding

Excess bleeding
No disorder

After 1st. Inj.
24
23
10

9
nil

Total
39
29
11
9
2

35

After 2nd. Inj.
10
6
1

nil
nil

After 3rd. Inj.
5

nil

nil

nil

2

Percentage
31.2
23.2

8.8
7.2
1.6

28'0
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LACTATION:

Eighty four out of 143 subjects (58.7 percent) of the present series were
lactating mothers. The age of their breast-fed babies ranged frem two months

to two years. None of the mothe,rs reported any decrease of milk output or any
adverse effect on their babies' health following the injections. The age distribu-

tion of the babies is given in table VI.

OTHER SYMPTOMS:

Complaints other than menstrual troubles were reported by a small percentage

of the subjects. These complaints were benign in nature and consisted of headache,
dizziness, vulval pruritis, leucorrhoea and burning sensations ir the limbs. One
subject reported loss of libido and ascribed this to the injections. The pruritis
was, however, intractable in two subjects and in three women the leucorrhoea
was troublesome.

BIOMEDICAL EFFECTS:

The effects of norethisterone enanthate on different functional parameters are

shown in Table-VII. Although the results incHcated an apparent increase in body

weight, blood sugar level, platelet count and a small decrease in total plasma
protein level, none of these changes were statistically significant (Table-VII).
Similarly arterial blood pressure and serum cholesterol level remained almost

unchanged after one year of the therapy.

TABLE VII

The effect of Norethisterone Enanthate on different functional parameters
(M ~ SD.) before and one year after the therapy

Functiona I
para meters

Body weight (Ibs.)
Blood Pressure (mmHg.)

Systolic
Diastolic

Fasting Blood Sugar(mg%)
Serum Cholesterol (mg%)
Platelet Count (million/cmm)
Total Plasma Protein{gm%). . .

Before treatment After treatment

99.90 ~ 12.84 103.48 ~ 13.00

110.83 ~ 12.92 111.17 ~ 7.49
72.17 ~ 6.06 71.30 :!: 6.09
94.67 ~ 14.25 98.26:t 9.92

187.97 ~ 34.26 189.43 ~ 22.73
0.216 ~ 0.59 0.218 ~ 0.54
7.68 ~ 0.84 7.47 ~ 1.29

Significance of
the difference

t p
1.195 N.S.

TABLE VI
Age distribution (months) of the breast-fed babies. --

2-6 7-12 13-18 18-24 TOTAL

Number of babies 18 28 21 17 84

Percentage 21.4 33.3 25.0 20.3 100

0.1"95 N.S.
N.S.

1.291 N.S.
0.222 N.S.
0.119 N.S.
0.055 NS

67



BMRC. BULLETIN Dec., 1978

DISCUSSION

In the present study, norethisterone enanthate, when given in doses of 200 mg.
at 10 to 12 weeks intervals, was found to be almost 100 percent effective as an
injectable contraceptive. This is in agreement with the findings of other workers
(Chinnatamby 1971; EI-Mahgoub and Karim 1972; Rice-Wray et aI1972; Ali et al
1976). Zanartu and Novarro (1968) observed a pregnancy rate of 2.3 percent,
when the drug was given in doses of 200 mg. at intervals of 3 months. Kha n
et al (1976) found a pregnancy rate of about 2.0 percent due to methodfailure.
The higher rate of pregrnancy observed by these workers might possibly be due
to 12 weeks interval between the first and the second injection.

The crude 'drop-out' rate in the present series was 23.4 percent and most of
the drop-outs occured after the first injection. EI-Mahgoub and Karim (1972)
reported a crude drop-out rate of about 25 percent. The reasons for the diseonti-
nuation of norethisterone enanthate therapy appeared to be menstrual disturbances
mainly in the form of amenorrhoea, irregular bleeding, spotting and scanty bleeding.
Similar observations were also made by other workers (Chinnatamby 1977; EI-
Mahgoub and Karim 1972; Ali et al 1976 and Khan et al 1976). Chinnatamby
stated that there was complete disruption of the menstrual cycle with a totally
unpredictable pattern of bleeding including amenorrhoea, hypomenorrhoea and
spotting which steadily diminished with time. EI-Mahgoub and Karim (1972)
identified amenorrhoea as the major menstrual irregularity and further noted that

the cycle control became more favourable after the first year of the therapy. Our
results a Iso show that the menstrua Idisturba nces usua Ily did not persist after second
or third injection. These observations may be of help in the motivation of clients
for injecta ble contraceptives.

In the present study 58.7 percent of the subjects were lactating mothers with
breast-fed babies ageing between two months and two years and in none of them
there was any apparent ill effect of the drug on milk output. Ali et al (1976)
reported similar result in 32 subjects. These findings are in agreement with those
of Chinnatamby (1971) who observed less suppression of lactation with injec-
table steroids than with oral therapy. Karim et al (1971), reported no ill effect
of the drug on lactation. These observations on the effect of norethisterone

enanthate on lactation are of i'!lportance in view of the fact that the babies of
the women of rural Bangladesh are mostly breast-fed.

Like the earlier report (Ali et a(1976), the present study shows that norethis-
terone enanthate, when given for about one year, does not significantly affect the
bodY functions. This is in agreement with the observations of EI-Mahgoub and
Karim (1972) who did not find significant changes in blood pressure, body weight
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and in glucose tolerance and liver function tests. We, however, observed some
increase in body weight, fasting blood sugar and platelet count and a small decrease
in total plasma protein level in a few Subjects. Chinnatamby (1972) reported
changes in body weight by 11 to 20 Ibs in a few women. These results, thus,
suggest that more study need be done to find the long-term effects of injectable
steroid contraceptives on body functions.

SUMMARY

One hundred and fortythree healthy Bengali women have received norethis-
terone enE!nthate, as injectable contraceptive in doses of 200 mg. intramus-
cularly at intervals of 10 to 12 weeks. The drug have been found to be alinost
100 percent effective in the control of fertility. Menstrual disturbance, e.g.
amenorrhoea, irregular bleeding and spotting, appeared to be the main complaints
of the clients during the initial period of the therapy; but these did not persist long.
There was no ill effect of the drug on lactation. No significant change in body
weight. blood pressure, platelet count. fasting blcod sugar, serum cholesterol and
total plasma protein level was observed following administration of norethisterone
enanthate over one year.
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