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S u m m a r y 

A study of t h r e e combined oral contracept ives , 
Norinyl 1/35, Lo-Ovra l and Nor iday 1/50, was 
conduc ted at t he Univers i ty of Ibadan Teaching 
Hospi ta l , I b a d a n , Niger ia , to de t e rmine if there 
were d i f f e rences in con t inua t ion ra tes and rea-
sons for d i scon t inua t ion . Th is report includes 
analysis of 150 w o m e n , all of whom were 
interval pa t i en t s , r andomly al located to one of 
the a b o v e oral con t racep t ives be tween May 
1984 and F e b r u a r y 1985. Fol low-up visits were 
scheduled at 1, 4 and 8 m o n t h s a f t e r admission. 
Significantly m o r e w o m e n in the Norinyl 1/35 
g roup (P < 0 .05) r epor t ed in termenst rual 
b leeding, as well as an increase in the occur-
rence of in t e rmens t rua l b leeding compared to 
w o m e n in t he Lo-Ovra l g roup . T h e r e were no 
o the r d i f fe rences be tween the groups for side-
effects . T h e con t inua t ion ra tes at 8 mon ths 
were 9 0 . 8 % for the Norinyl 1/35 g roup , 94 .4% 
for the Lo-Ovra l g r o u p and 87 .1% for the 
Nor iday 1/50 g roup . T h e cor responding rates 
for those lost t o fo l low-up were 26.0, 40.8 and 
17.7. T h e ra te for total d iscont inuat ions (all dis-
con t inua t ions including w o m e n lost to follow-
up) was 34 .0% for the Norinyl 1/35 group , 
44 .9% for the Lo-Ovra l g r o u p and 29 .4% for 
the Nor iday 1/50 g roup . T h e r e was a significant 
d i f fe rence in lost to fol low-up ra tes be tween the 
Lo-Ovra l g r o u p and the Nor iday 1/50 g roup (P 
< 0.05). T h e r e were n o o the r significant 
d i f fe rences be tween the g roups for life table 
rates (P > 0 .05). T h e r e were no pregnancies 
repor ted dur ing the s tudy per iod . 

Corrcspondcncc: Dr E. O. Otolorin, Department 
of Obstetrics and Gynaecology, University College 
Hospital. PMB 5116, Ibadan, Nigeria. 

R£sum6 

L 'd tude dc trois contracept i fs oraux: Norinyl 1/ 
35, Lo-Ovral et Noriday 1/50, est en t repr i se au 
Cent re l lospi ta l ier de I 'Universi te d ' I b a d a n , 
Nigeria, afin de de te rminer s'il existcs des 
di f ferences de taux de cont inuat ion et des 
raisons de discontinuation. Ce rappor t cont icnt 
( 'analyse dc 150 f emmes , toutes pat ients inter-
vals et qui ont re^u au hasard l 'un de ces t rois 
contracept ifs en t re les mois dc mai 1984 et 
fdvricr 1985. Les visites d ' e x a m e n sont fix£es k 
un , qua t re et huit mois aprds l 'admission. Plus 
dc femmes utilisant le Noril 1/35 (soit P < 0 .05) 
ont signal^ le saigncment in ter -menst ruel et une 
augmenta t ion de ce sa ignement par rappor t & 
cclles utilisant Lo-Ovral . Les f e m m e s ddces 
deux groupes ne signalent que ce rdsultat 
secondairc . Le taux de cont inuat ion aprds 8 
mois sont: Norinyl 1/35 (90.8); Lo Ovral (94.4) . 
Noriday 1/50 (87.1). Les taux des f emmes qui 
ont ccsse leurs visites sont 26.0; 40.8; et 17.7. 
Le taux de discontinuat ions totales (ci-inclus la 
deuxieme categoric ci-dessus men t ionnecs ) est 
ainsi: Norinyl 1/35 (34.0); Lo-Ovral (44.9) et 
Noriday 1/50 (29.4). En t re les groupes utilisant 
Lo-Ovral et Noriday 1/50, il cxiste une differ-
ence significative des f e m m e s qui ont ccsse 
leurs visites (soit P < 0.05). A u c u n e d i f fe rence 
significative n 'a e te discerne en ce qui conce rne 
les stat ist iques suivis de leurs vies. Life table 
rates (soit P > 0.05). II n 'y avait aucun cas de 
grossesse pendant la per iode d ' e t u d e . 

Int roduct ion 

Even though oral contracept ives became avail-
able commercia l ly over 30 years ago , they con-
t inue to be s tudied extensively with regard to 
their benef i t s and s ide-effects (1-5). Most in-
vest igators are of the opinion that the incidence 
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and severity of adverse effects of combined oral 
contraceptives are dose-related and that the use 
of the low-dose oral contraceptives decreases 
the risks of rare and possibly fatal adverse 
effects of the high-dose formulations (6-8). 

The introduction of low-dose oral contracep-
tives was, however, observed to have resulted 
in a high rate of spotting and breakthrough 
bleeding, which had the potential of limiting the 
acceptability and continuation rates of the low-
dose formulations [9]. In the light of this a com-
parative study of three combined oral contra-
ceptives (OCs) was conducted at the University 
of Ibadan Teaching Hospital, Ibadan, Nigeria. 
This study was designed to determine if there 
were differences in the continuation rates be-
tween Norinyl 1/35 (Syntex), Lo-Ovral (Wyeth) 
and Noriday 1/50 (Syntex) as well as the fre-
quency of selected symptoms including break-
through bleeding, nausea and headaches, which 
might contribute to discontinuation. The oral 
contraceptives studied were selected so that a 
comparison could be made between the stan-
dard dose pill provided by the choir and two 
low-dose pills with similar oestrogen but du-
ferent progesterone doses 

Subjects and methods 

Oral contraceptives evaluated 

Each of the OCs administered in this study was 
provided in 28-day packs of 21 active steroid 
tablets and 7 inert tablets. Norinyl 1/35, a low-
dose combination OC, has a composition of 
1.0 mg morethindrone and 35 ng ethinyl 
oestradiol. Lo-Ovral, another low-dose com-
bination pill, has a composition of 0.30 mg 
norgcstrcl and 30 ng ethinyl oestradiol. 
Noriday 1/50, a standard-dose combination 
OC, has a composition of 1.0 mg norethindrone 
and 50 jig mcstranol. 

Study procedure 

Women were admitted to the study from May 
1984 to February 1985. A total of 150 women 
were randomly allocated to receive either 
Norinyl 1/35, Lo-Ovral or Noriday 1/50 accord-
ing to pre-printed, sealed envelopes opened at 
the time of admission; 50 women were given 

Norinyl 1/35. 49 women were given Lo-Ovral 
and 51 women were given Noriday 1/50. One 
woman who was allocated to receive Norinyl 
1/35 was accidentally given Noriday 1/50. and 
another who was to receive Lo-Ovral was in-
advertently given Norinyl 1/35. Both women 
continued to use the pills allocated on admis-
sion to the study. All of the women were in-
terval patients ( ^ 4 2 days since last pregnancy 
termination). Four women (8%) in the Norinyl 
1/35 group, one woman (2%) in the Lo-Ovral 
group and one woman (2%) in the Noriday 1/50 
group were breast-feeding at admission. Fol-
low-up visits were scheduled at 1, 4 and 8 
months af ter admission to the study. Data from 
this study were recorded on standard forms by 
the clinic staff and were sent to Family Health 
International (F1II) for processing and analysis. 

Results 

Socio-demographic characteristics 

Selected patient characteristics are presented 
by group in Table 1. There were no significant 
differences between the groups for any charac-
teristic at admission. The mean age in years was 
29.4 for the Norinyl 1/35 group. 29.1 for the Lo-
Ovral group and 29.6 for the Noriday 1/50 
group. The mean education level was 7.9 years 
for the Norinyl 1/35 group, 8.5 years for the Lo-
Ovral group and 7.8 years for the Noriday 1/50 
group. The mean total live births in the Norinyl 
1/35, Lo-Ovral and Noriday 1/50 groups was 
3.5, 3.3 and 3.7, respectively. 

Contraceptive practice 

Table 1 also presents a summary of the contra-
ceptive practice of the women prior to admis-
sion to the study. Forty-four women (88.0%) 
in the Norinyl 1/35 group and 41 women in 
both the Lo-Ovral (83.7%) and Noriday 1/50 
(80.4%) groups reported having used no con-
traception in the month prior to admission. The 
predominant method used in all groups prior to 
admission was IUDs — by three women (6.0%) 
in the Norinyl 1/35 group, four women (8.2%) 
in the Lo-Ovral group and six women (11.8%) 
in the Noriday 1/50 group. 
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Table I. Selected socio-dcmographic characteristics 
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Norinyl 1/35 (n=50) Lo-Ovral (w=49) Noriday 1/50 («=51) 
Characteristic (,») (%) („) (o /o ) ( / l ) (« / o ) 

Age (years) 
< 2 0 0 0.0 3 6.1 1 2.0 
2 ( X"2 4 6 12.0 9 18.4 8 15.7 
2 5 - 2 9 16 32.0 12 24.5 16 31.4 
3 0 - 3 4 22 44.0 17 34.7 19 37.3 
3 5 + 6 12.0 8 16.3 7 13.7 
Mean 29.4 29.1 29.6 

Education (years) 
N o n c 9 18.0 7 14.3 II 21.6 
1 - 6 16 32.0 14 28.6 15 29.4 
7 - 1 2 16 32.0 18 36.7 13 25.5 
1 3 + 9 18.0 10 20.4 12 23.5 
Mean 7.9 8 5 7 g 

Total live births 
0 3 6.0 4 8.2 3 5.9 
1 5 10.0 7 14.3 3 5.9 
2 8 16.0 5 10.2 5 9.8 
3 10 20.0 7 14.3 9 17.6 
4 + 24 48.0 26 53.1 31 60.8 
Mean 3.5 3 3 3 7 

Contraceptive method 
used in month prior 
to admission 

None 44 88.0 41 83.7 41 80.4 
1UD 3 6.0 4 8.2 6 11.8 
Orals 3 6.0 2 4.1 3 5.9 
Condoms 0 0.0 2 4.1 0 0.0 
Injectables 0 0.0 0 0.0 1 2.0 

Pre-existing medical conditions and complaints 

N o n e of t he w o m e n r e p o r t e d any pre-exist ing 
medical cond i t ion at admiss ion . 

Regularity of use 

Regular i ty of use da t a were col lected on a 
pat ient s u m m a r y fo l low-up fo rm at 1 , 4 and 8 
mon ths a f t e r beg inn ing ora l con t racep t ive use. 
Fol low-up visit da t a indicated that two w o m e n 
(5 .0%) in the Norinyl 1/35 g roup , o n e w o m a n 
(2 .3%) in the Lo-Ovra l G r o u p a n d th ree 
women ( 6 . 3 % ) in the Nor iday 1/50 g roup 
missed at least o n e pill. T h e r e was no significant 
d i f ference (P > 0.05) be tween the g roups in the 
number of w o m e n w h o missed pills. 

Side-effects 

N o women repor ted serious complicat ions dur-
ing the study per iod . A summary of menst rua l 
complaints repor ted at all fol low-up visits is 
shown in T a b l e 2. A total of 10 w o m e n ( 2 5 . 0 % ) 
in the Norinyl 1/35 g roup , two ( 4 . 5 % ) in the 
Lo-Ovra l g roup and seven (14 .6%) in t he 
Noriday 1/50 g roup repor ted at least o n e m e n -
strual complaint dur ing the study per iod . Signi-
ficantly more (P < 0.05) w o m e n in the Norinyl 
1/35 g roup (17 .5%) repor ted in te rmens t rua l 
b leeding than women in the Lo-Ovra l g roup 
(2 .3%) . 

A summary of typical pill-related p rob l ems 
repor ted at all fol low-up visits is shown in 
Tab le 3. Six w o m e n in the Norinyl 1/35 ( 1 5 . 0 % ) 
and Lo-Ovral ( 1 3 . 6 % ) g roups and th ree ( 6 . 3 % ) 
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Tabic 2. Menstrual complaints since admission 

Complaint 
Norinyl 1/35 (*=40) ' 

(/«) (%) 
Lo-Ovral (w=44) 

(«) (%) 
Noriday 1/50 (n=48) 

(n) (%) 

Intermenstrual bleeding 
None 
Staining/spotting 
Moderate 

Primary other menstrual complaint 
None 
Scanty menses 
Dysmenorrhoea 
Intermenstrual pclvic discomfort 

or cramps 

Total women with 3? 1 
menstrual complaints 10 

8 2 . 5 t 
7.5 

10.0 

92.5 
7.5 
0.0 
0 .0 

25 Of 

43 
0 
1 

42 
0 
I 
1 

97 7+ 
0 . 0 
2.3 

95.4 
0.0 
2.3 
2.3 

4.5+ 

87.5 
2.1 

10.4 

97.9 
2.1 
0.0 
0.0 

14.6 

*n represent oambcr of wo-ncn fallowed up Multiple symptoms may be reported for each woman. 
P < 0 05 Nciinyl 1/3!- v* |̂ > Ov ii . 

<. • '»r<iplainL«. sincc admission 

Norinyl 1/35 (n = 40)* Lo-Ovral («=44) Noriday 1/50 (n=48) 
Complaint («) (%) («) (%) (/,) (%) 

Nausea 
None 
Sometimes 
Often 

Headaches 
None 
Sometimes 
Often 

Dizziness 
None 
Sometimes 
Often 

Vaginal discharge 
None 
Sometimes 
Often 

Other complaints 
Weight loss 
Fatigue 
Depression 

Total women with >1 complaints 

39 97.5 43 
1 2.5 1 
0 0.0 0 

37 92.5 40 
3 7.5 3 
0 0.0 I 

38 95.0 43 
2 5.0 l 
0 0.0 () 

39 97.5 44 
1 2.5 0 
0 0.0 0 

1 2.5 0 
1 2.5 0 
0 0.0 I 

6 15.0 6 

97.7 48 100.0 
2.3 0 0.0 
0.0 0 0.0 

90.9 45 93.7 
6.8 2 4.2 
2.3 1 2.1 

97.7 48 100.0 
2.3 0 0.0 
0.0 0 0.0 

100.0 48 100.0 
0.0 0 0.0 
0.0 0 0.0 

0.0 0 0.0 
0.0 0 0.0 
2.3 0 0.0 

13 6 3 6.3 

*n represents number of women followed-up. Multiple symptoms may be reported for each woman 
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m the Nor iday 1/50 g r o u p r epo r t ed at least o n e 
compla in t a t a fo l low-up visit. T h e r e were no 
significant d i f f e r ences ( P > 0 .05) be tween the 
g roups for any c o m p l a i n t . H c a d a c h c was the 
most f r e q u e n t l y r e p o r t e d compla in t in all 
g roups . O n e w o m a n in the Nor inyl 1/35 g r o u p 
repor t ed a c o m b i n a t i o n of weight loss and 
fa t igue. O n e w o m a n in the Lo-Ovra l g r o u p 
r epo r t ed d e p r e s s i o n . 

A s u m m a r y of c h a n g e s in o t h e r compla in t s 
since admiss ion is p r e s e n t e d in T a b l e 4. A signi-
ficantly h igher p e r c e n t a g e of w o m e n ( P < 0 .05) 
in t he Nor inyl 1/35 g r o u p ( 1 7 . 5 % ) r e p o r t e d an 
increase in t he o c c u r r e n c e of i n t e rmens t rua l 
b leed ing c o m p a r e d t o the Lo-Ovra l g r o u p 
( 2 . 3 % ) . T h e r e w e r e n o o t h e r significant dif-
f e r ences b e t w e e n the g r o u p s for c h a n g e s in 
compla in t s . 

Discontinuation rates and reasons 

A s u m m a r y of all r easons for d i scont inua t ion is 
p r e s e n t e d in T a b l e 5. A total of five women 
( 1 2 . 5 % ) in t he Norinyl 1/35 g r o u p , two ( 4 . 5 % ) 
in the Lo-Ovra l g roup and six ( 1 2 . 5 % ) in the 
Nor iday 1/50 g r o u p d i scon t inued du r ing the 
8 - m o n t h s tudy pe r iod . I r regular use was the 
p r imary reason for d i scont inua t ion in all 
g roups . T h e r e were no pregnanc ies r epor t ed 
dur ing the s tudy per iod . 

E igh t -month gross cumula t ive con t inua t ion 
and event rates a rc p resen ted in T a b l e 6. Eight-
m o n t h cont inua t ion ra tes were 9 0 . 8 % for the 
Norinyl 1/35 g roup , 94 .4% for the Lo-Ovra l 
g roup and 87 .1% for the Nor iday 1/50 g roup . 
T h e r e was no significant d i f fe rence (P > 0.05) 
be tween the groups for con t inua t ion ra tes . 

Table 4. Changes in complaints since admission 

Norinyl 1/35 («=40)* Lo-Ovral (n=44) Noriday 1/50 («=48) 
Changes in complaints ( « ) (%) ( « ) (%) ( " ) (%) 

Intermenstrual bleeding 
Never reported 33 82.5 43 97.7 42 87.5 
No change 0 0.0 0 0.0 0 0.0 
Decrease 0 0.0 0 0.0 0 0.0 
Increase 7 17.5t 1 2.3t 6 12 5 

Nausea 
Never reported 39 97.5 43 97.7 48 100.0 
No change 0 0.0 0 0.0 0 0.0 
Decrease 0 0.0 0 0.0 0 0.0 
Increase 1 2.5 1 2.3 0 0.0 

Head achcs 
Never reported 37 92.5 40 90.0 45 93.7 
No change 1 2.5 0 0.0 0 0.0 
Decrease 0 0.0 0 0.0 0 0.0 
Increase 2 5.0 4 9.1 3 6.3 

Dizziness 
Never reported 38 95.0 43 97.7 48 100.0 
No change 0 0.0 0 0.0 0 0.0 
Decrease 0 0.0 0 0.0 0 0.0 
Increase 2 5.0 1 2.3 0 0.0 

Vaginal discharge 
Never reported 39 97.5 44 100.0 47 97.9 
No change 0 0.0 0 0.0 0 0.0 
Decrease 0 0.0 0 0.0 1 2.1 
Increase 1 2.5 0 0.0 0 0.0 

'n represents the number of women followed-up. 
t P < 0.05. Norinyl 1/35 vs. Lo-Ovral. 
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Table 5. Primary reasons for discontinuation within 8 months after admission 

Reason 
Norinyl 1/35 (w=40)' 

(«) (%) 
Lo-Ovral (w = 44) 

(/») (%) 
Noriday 1/50 («=48) 

(/») (%) 

Side-cffects 
Headaches 
Combination of weight 

loss and fatigue 

Other personal 
Irregular use 
Husband objects 
Desires chsngc 

Method-unrelated 
Moving/travel 

lotal terminations 

0 . 0 

2 5 

5 0 
2.5 
0.0 

0 0 

10 0 

2.3 

0 0 

2.3 
0 . 0 
0 . 0 

0 . 0 

4.5 

2 .1 

0 .0 

4.2 
0.0 
4.2 

2.1 

12.5 

•/i rcprcv:ni s the nurr.Nr o.' v>Oir.cr. f j i w d up. 

6 Ot< tvimulauvc life table rates 

Tcnnination reason Nonnyl 1/35 (n-40)* Lo-Ovral (/* =44) Noriday 1/50 (/»=48) 

Side-effccts 
1 month 
4 months 
8 months 

Other personal 
1 month 
4 months 
8 months 

Method-unrelated 
1 month 
4 months 
8 months 

Continuation 
1 month 
4 months 
8 months 

Lost to follow-up 
1 month 
4 months 
8 months 

Total discontinuations 
1 month 
4 months 
8 months 

0 0 ± 0.0 
2.7 ± 2.7 
2.7 ± 2.7 

6.7 ± 3.7 
6.7 ± 3.7 
6.7 ± 3.7 

0.0 ± 0.0 
0.0 ± 0.0 
0.0 ± 0.0 

93.3 
90.8 
90.8 

20.0 
20.0 
26.0 

22.0 
26.0 
34.0 

0.0 ± 0.0 
2.6 ± 2.6 
2.6 ± 2.6 

0.0 ± 0.0 
0.0 ± 0 0 
3.1 ± 3.1 

0.0 ± 0.0 
0.0 ± 0.0 
0.0 ± 0.0 

100.0 
97.4 
97.4 

10.2 
20.4 
40.8+ 

10.2 
20.4 
44.9 

0.0 ± 0.0 
0.0 ± 0.0 
2.6 ± 2.6 

6.3 ± 3.5 
6.3 ± 3.5 
8.6 ± 4.1 

2 . 2 ± 2 .1 
2.2 ± 2.1 
2.2 ± 2.1 

91.7 
91.7 
87.1 

5.9 
11.8 
17.7+ 

7.8 
19.6 
29.4 

*n represents the number of women followed-up. 
t P < 0.05, Lo-Ovral vs. Noriday 1/50. 
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Eight-month lost to fol low-up ra tes were 26 .0% 
40.8% and 17.7% for the Norinyl 1/35, Lo-
Ovral and Nor iday 1/50 g roups respectively. 
There was a significant d i f f e rence ( P < 0.05) in 
the lost to fo l low-up ra tes in the Lo-Ovral 
group c o m p a r e d to the Nor iday 1/50 g roup . T h e 
cor responding ra te for total d iscont inuat ions 
(all d iscont inuat ions including w o m e n lost to 
follow-up) was 34 .0% for the Norinyl 1/35 
group, 44 .9% for the Lo-Ovra l g roup and 
29.4% for the Nor iday 1/50 g roup , but the dif-
ferences be tween ra tes were not significant 
(P > 0.05). 

Discussion 

In this s tudy the clinical pe r fo rmance of two 
low-dose oral con t racep t ives (Norinyl 1/35 and 
Lo-Ovral ) was c o m p a r e d with a 50 ng formula-
tion (Nor iday 1/50). O n the whole , all th ree 
oral con t racep t ives were very well tolerated and 
highly ef fec t ive — no pregnancies were re-
por ted dur ing the per iod . 

T h e r e were n o statistically significant differ-
ences be tween the g r o u p s with regard to side-
ef fec ts , except in respect of the number of 
w o m e n repor t ing in te rmens t rua l bleeding. Sig-
nificantly m o r e (P < 0.05) women in the 
Norinyl 1/35 g r o u p repor t ed in termenst rual 
bleeding, as well as an increase in the occur-
rence of in te rmens t rua l b leeding compared to 
women in the Lo-Ovra l g roup . This observat ion 
is particularly impor tan t as b r eak th rough bleed-
ing/spotting is the most f r equen t medical reason 
for w o m e n d iscont inuing oral contracept ive 
use. 

T h e aet iology of b r e a k t h r o u g h bleeding and/ 
or spot t ing is thought to be the fai lure of the 
synthet ic sex s teroids in the pill to provide 
adequa te s t imulus to the e n d o m e t r i u m and its 
vessels following mens t rua t ion , or to mainta in 
the e n d o m e t r i u m and vessels until the end of 
the active pill cycle (10). In genera l , bleeding 
which s tar ts in the early part of the menstrual 
cycle (days 1 -9) is thought to be due to oestro-
gen deficiency while b leeding which starts in the 
latter half of the pill cycle (days 10-21) is due to 
proges terone deficiency [ 10]. Bleeding may also 
be the result of d rug interact ion. 

T h e two low-dose pills in this s tudy conta ined 
similar doses of oes t rogen (30 ng and 35 ng of 
ethinyl oes t radiol respectively) but d i f ferent 

p roges te rones (1 .0 mg nore th indronc and 0.30 
mg norgestrel respectively). Even though the 
study did not d i f ferent ia te be tween early and 
late cycle in termenstrual b leeding it may be that 
the observed d i f ference in the incidence of 
intermenstrual bleeding a m o n g women taking 
Norinyl 1/35 and those taking Lo-Ovral may be 
due to the di f ferences in the p rogres tc rone 
componen t . 

The fact that there was no d i f fe rence in the 
continuat ion rates at 8 mon ths for the three oral 
contracept ives shows that the d i f ference in the 
observed incidence of in termenstrual bleeding 
among women using the low-dose formula t ions 
did not consti tute a ma jo r reason for discon-
t inuat ion. 

In conclusion, the results of this compara t ive 
study have demons t ra ted the reliable contra-
ceptive efficacy of Norinyl 1/35, Lo-Ovral and 
Noriday 1/50. In addi t ion, the three oral con-
traceptives were well-tolerated and showed 
good cycle control . Given the fact that the cur-
rent t rend in con temporary contracept ive 
management is to prescribe effective pills with 
the lowest hormonal contents , one would like 
to recommend that the low-dose oral contra-
ceptive pills should be the drugs of choice, 
particularly for women just s tar t ing on oral 
contracept ion. 
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