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Abstract

AN ASSESSMENT OF THE SIDE EFFEéTS OF SWITCHING
FROM ONE ORAL CONTRACEPTIVE TO ANOTHER

David A. Edelman
Robert Kothenbeutel
Mary Jo Levinski
Prem P. Talwar
Side effects associated with three oral contraceptives were evalu-
ated in a study in which women were switched to Norlestrin 1 from either
Ovral (64 subjects) or Norinyl 1/50 (26 subjects). In the cycle prior
to crossover, breast discomfort was more frequent among Norinyl users
than among Ovral users. The prevalence of all other reported side
effects was not significantly different for Norinyl and Ovral. The
crossover to Norlestrin did not significantly change the numbers of
pat;ents reporting side effects. By the end of the third Norlestrin

cycle, rates of all side effects were similar for women who were switch-

ed from either Ovral or Norinyl.



I.  INTRODUCTIGN

Although oral éontrééepiiveé'aré*télativély\safe'add'higﬁlj effec-
tive for most women, miﬁdt"side’efféct;'océdr with varying frequency'’
especially during the inftfal months of use® 1. Breakthrough bleeding
cr spotting, nausea, and headaches are the reasons frequently given for

discontinuing usé of these agents.

Some investigators have reported that rates of ‘side effects ia-
crease when women are switched from one brand of ‘oral contraceptives to -
another!? 12, However, in two double-blind, crossover studies® 11 in
which‘ﬁubjéctszﬁeré switched from one type of oral ‘contraceptive to
anotlier, there was no significant increase in the proportions of women
with side &Ffects when the two oral contraceptives hontaihed.cg@?gfabiE'
doses of estrogen and progestagen. Whether'cﬂéhié; in iﬁteé‘bf‘iiaé s
effects are true responses to a change in the dose or type of estrogen
or progestagen, or whether they are a psychological response to fﬁé”t

R ARy S S I U T SR I S JIT o o
change 'in medication has ‘not been adequately evaluated.

'r%hé‘ﬁéégéné”ééhdy'ﬁas'undéré%kéh‘ﬁo assess the effects: of ‘switching
from eithir Ovral¥ ‘ér Norinyl 1/50%% to Norléstrin 1%#%, Tt was dnttl-’
ated becéﬁgémof'fépégfs"fiﬁﬁ‘thé Philippines! of ‘an incréase in side
‘ effgcts following a change from either Ovral or Norinyi'fd‘hbrléétriﬁz

Pt

*Wyeth brand of dl-norgestrel, 0.50 mg, and g;hinylestrpéibL 0.05 mg per
tablet. o Sl T TAL AT .
**Syntex brand of norethindrone, 1.0 mg, and Mestranol, 0.05 mg, per. tablet.
*kkParke-Davis brand 'of norethindrone acetate, 1.0 mg, and ethinylestradiol,
. 0.05 mg per tablet, , ' ~ ‘




II. MATERIALS AND METHODS

Ninety women who attended the Planned Parenthood Clinic of Seattle
volunteered ,to participate in. the study to evaluate the €€§9°t§ of |
switéhing'fgqm either Norinyl (26 subjects) or Ovral (64 subjects)_to
Norlestrin. After admission.to the study, current users of Norinyl or,
Ovral . were contipueq on qhgee further cycles qf,thg;r qra; qgntrgcep-
tive; subjects who were not currentlylusing an,0C were gaaigned to
either Norinyl or OQral. All subjects were requested to return to the
élinic.gfte;rth:eg cycles,’ At the second clinic visit, all subjects

were given a thrgefpyq}g,supply of quleg;riq.n

Throughout the study period a nurse (MJL) contacted all subjects
every, 10 to 15 days and, using a phecklist:pf 15 side effects commonly
assqqi@@gd”v}th oral‘copgrpcept;ves,'questioned each one about specific

side effects and their duration.

supjects

.Of the 64 Ovra;Apgq~g§f30;£ny}'usggs,‘]Q,Q@faqq‘]6?9z‘Fegggggively
Qege usin§ thgse contraceptives before they were admitted to the study.
Di%&ﬁ%ng@gpswbx‘agg,spqs;fy!qurital,stgtqq, and race were similar for
the two groups of women. When women from.both groups were combined,

most wegﬁilegs than 25 yeprs’ofhaggﬂ(83:33),isingle,&Z3.3%),,whitg
(83.3;), and nulliparous (85.5%)..

Definitions and Criteria’

./ Breakehrough bleeding was defined as bleeding requiring the use of

sanitary pads or tampons during the period of drug ingéﬁéion.“bdﬁﬁqfisbns
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http:Distributions,.by

of the frequency and duratfons of side effects reported by 'subjécts s~

whii; Léﬂiﬁé eithef'ﬁe;iﬂyl or Ovral and %ﬁileltﬁkihngerlestriﬁ'ﬁéreat
analyzed déi;g”steﬁdaed statistical tehtb'(t-téséé}'ehiééquhge"teet'ofe
homogeneity) and by the methods of Grizzle, et al8 Only the signifi-

.‘”t

cance levels (p-values) of the ‘tests are presented.
III. RESULTS

Siae‘Effects of Ovral and Norinyl

”Tﬁe ﬁfoportions of Ovral and Norinyl users with  specific side -
effgete during the cycle preceding the crossover to'Norlestrin'are’~
preseeted in Table I. Breast discomfort occurred more frequently .
(p<.05) among Norinyl users. The mean duration’of breast discomfort was: .
not“;iéﬁif{eentli-&ifferent’(p>.10) for the two groups of subjects.

There were ne'eigeifieant differences (p>.10) between the two groups of - '

subjects 1n the rates for all other side effects listed.

Side Effects After Crossover to Norlestrin

The proportions of suﬁ3eé¥sﬂaféh speEific side effects were gener-

ally lower for the first Norlestrin cycle than for the last Ovral cycle
befefe'éreésééer (féﬁléé f'aﬁ&‘II)‘; Thefé‘wgfe@ne signiftcant differ-

ences (p> 10) between ‘the reported ‘rates of ‘any side effects as a conge=:

e

quence of changing from ovral or No*inyl ‘to Norlestrin,

The crossover from Norinyl to Norlestrin was associated with no .

significant changes (p> 10) in the’ proportions 'of: patiente«with specificf

side effects (Tables T and’ 11).’



»»»»»

When the“women hsd completed the third Norlestrin cycle, the pro-

n

portions ;0f ; women with side effects (Table II) were similar (p> 10) for

.
[

women -who, switched. from Ovral and npmen_yho»sqitched from Norinyl.

During the three Norlestrin cycles, only one woman ga previons‘ {
Ovral user) discontinued use of Norlestrin. The reason’for discontinn-'
iné was persistent episodes of breakthrough bleeding. Although the
reported rates of breakthrough bleeding during the cycle prior to cross-
over to Norlestrin were not significsntly different among Ovrsl and
Norinyl users, there did.appear .to be some differences in the Retterns
of breakthrough.bleeding both before and afternthe'crossover (?ignre 1).
However, the number of»subjects,inkthis study was too small to assess
the:statistical significance of these differences. During the first!
Norlestrin cycle,‘breskthroggh bleeding was more frequently reported by
women who were.switched, from Ovral. However, by the conpletion biithe

third Norlestrin cycle, patterns of breakthrough bleeding were similar

for women switched from either Ovral or Norinyl.
IV.  DISCUSSION

.-.Based on_the results of this small study of 90 subjects, there is
- et . . Ty P ey et

no;clinically significant increase in the occurrence of side effects

t

after subjects were switched from either Qvral or Norinyl. to Norlestrin,

[T TR

Althqugh the proportions of both Ovral and Norinyl users who reported

' gide effects after. switching.to. Norlestrin increased, these increases

LR

were‘notvstatistically significant .(p>.10). By completion of the third

Norlestrin cycle, the rates of side effects, were similar for both groups~

of women who were switched to Norlestrin.

-4-



Ovral and Norlestrin 1 contain the same estrogen (athinylestradiol,
0.05 mg per tablet) and Norinyl 1/50 contains 0. 05 mg ‘Gestranol’ per o
tablet. Goldzieher“ 6 7 has shown that these two estiogens ‘are approx- -
imately eqdipotent. The three orhl’coﬁtrdcépfivés’cdﬁféin different <"
progestins: Ovral, dl~norgestrel; Norinyl 1/50, noréthindrone; Nor- '
lestrin 1, norethindrone acetate. Based on the occurrence of systemic
side effects and on other criteria for assessing the rglative potency of
progestins, dl-norgestrel is the most potent and norethindrone and
norgthindrone acetate are About equipdtentz. However, the alleged
ﬁtoggstin—aseociated side effects such as fatigue, decreased libido, and
incréased appetite and the advantage of diminisked breakthough bleediné
associated with higher progestational potency were not apparent in this
study. The observed differences in the levels of side effects may be
due to‘factora other than the relative potency of the steroids contained
in eac# of the three oral contracepfives evaluated,

Géperally. the reported levels of gide effects were higher than in
other studies3 5 2 11, This certainly reflects the method used for
obtaining information on side effects; all subjects were contacted every
10 to 15 days and "probed" about whether specific side effects had

occurred., "Probed" investigations usually yield much higher levels of

side effec;s.

Since this study is based on side effects reported:by‘dnly 90 women -
attending the Seattle Planned Parenthood Clinic, 'the results,may not be
applicable to other populations, especially those in deveioping nations.

Différenges‘iq the nutritional status, health, and pé&cho;ogical maﬁéup ‘
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of d;fiq;gg&,ppgplat}onsfp;ﬁklikq1y to have a direct bearing on subjec-,
tive phenomena such as side effects. Additional studies in various

populations will be required to evaluate the incidence of side effects
(I By L. tiel ol Voo b,

assoclated with different steroidal contraceptives and the effects of

switching. from one agent to another.
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TITLES AND LEGENDS,
Tables I and II: Titles on tables.
Figure 1: Title: Percent of Women With Breakthrough hleeding by Day

of Contraceptive Cycle.

‘Legend: ‘Nome _



TABLE |

PROPORTION OF SUBJECTS WITH SIDE EFFECTS FOR
- OVRAL AND NORINYL 1/50 USERS IN

CONTRACEPTIVE CYCLE BEFORE CROSSOVER TO NORLESTRIN *

Ovral Noriny! 1/50
(N=64) |- (N=26)"
Side Effects % ., | %o
Breakthrough bleeding 281 « 15.4
Nausea 6.3 7.7
Vomiting 6.3 38
Headaches 234 . 36.9
Breast discomfort 125 385
Abdominal bloating 28.1 23.1
Fatigue 14.1 23.1
Depression 234 115,
Appetite {
Increased 109 7.7
Decreased 4.7 7.7
Acne o
Increased 25.0 ' 23.1.
Decreased 10.9 ~ 1.7
Libido : .
Increased 10.9 11.6
Decreased 16 00
Vaginal discharge 25.0 . 269,




Coe ' TABLE I
PROPORTION OF SUBJECTS WITH SIDE EFFECTS AND -
AVERAGE DURATION OF SIDE EFFECTS FOR OVRAL AND NORINYL 1/50 USERS.
AFTER CROSSOVER TO NORLESTRIN 1

Norlestrin Cycle | Norlestrin Cycle
After Crossover After Crossover
From Ovral ‘From Norinyl 1/50°
- Side Effects 1 3 1 3

Breakthrough bleeding 234 15.9 11.5 154
Nausea 172 | 143 | 192 | 164
Vomiting 7.8 63 | 00 3.9
Headaches 203 203 | 19.2 -| 269
Breast discomfort 9.4 1722 | 2307 7
Abdominal bloating 25,0 203 | 308 '| 269
Fatigue 14.1 20.3 . 1.5 19.2!
Depression 15.6 127 | 77| 115
Appetite ,
"Increased 14.1 78 | 7.7. 38

Decreased 94 125 38 . 38
Acne ' ‘

Increased 25.0 109 30.8. 154

Decreased 15.6 4.7 38 0.0
Libido ' -

Increased 7.8 63 |. 38. .0.0..

Decreased < 1.8 7.8 3.8 3.8
Vaginal discharge 31.3 18.§ 26.9 “15.4
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