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The aim of this work ir to mnuas our Enowledge up

to dete pe rerards the long sotine Injecteble contre-

ceptives.

It weas weinly dirceted to evalnste the effect of
injectable conireceptive (depot-medroxypropeaterone
acetate (DMPA : Depot-provers) and nore-thleterone
enanthetce (HipT-3l: Noriceet) on the cervixz and ite mucus

in parcus lasdies comporing them with different groups

L)

using other methods of contraception.

In this egindy, the changes 1o the cervicel mucus
include smount,viccacity, cplnnbarkict, cryetallization
phenomens and the chrornyes in the exiernel og of the cervix.
Thie work slsp include the effect of thece epleroides hormo-

nali controception on the secretory immunoglebulin “A™ (Igh)

in the cervicel murcuse.
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INTRODUCTION

The presence of a wide wariety of fertility
control methods provides dlfferent alternatives to cope

with the diversiity in human cusiomg and preferences.

The choice of a contraceptive is governed by many
factors, such as ppecific famlly needs, eavailability of
a method and its benefit/risk ratio, as well as cultural,
socioeconomic, and psychological badkgrounds (Toppozada,

Hafez, 1982).

In the continuing gearch for better methods of
family plannings, long-acting progeatine offer both promise
and problems. Progestins, which are synthetic hormones
that act like the natural female hormone progesterone, can
be adminigtered in at leant five different ways %o prevent

pregnancy for extended pericds of time., They make pesmible:

Injectabls contraceptives,
- Hormone-releasing IUDs,

Implants placed under the sgkin,

Vaginal rings, and

Once-a-month oral Pilla,

The effectiveness of some progestins csn be prolonged

by incorporating them in zn injectable sclution or a carrier
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effective for one month to five years or more (Liskin,et al

19833,

Injectable hormonal contracepiion with the two long-
acting steroid preparations, depto-medroxy—prcgestérone
acetate (DMPA:; Depot-provora} and norethisterons enantate
(NET-EN: Norigest) provides asn effective means of fertility
regulation and is becoming widely used in family planning

programmes {(WHO,1982).

Injectable hormonal contraceptives, when properly
uged, are among the moat effective methods of contraception

available today. (WHO, Geneva, 1982).

More research 1s needed on the effects and physiolo-
glical consequences of the long-term use of these drugs on
carbehydrate and lipid metabolism., In addition, well
controlled gtudies are needed to examine the riek of neoplasi:
among women using the compounds and to asses the later
development of infants who are exposed to IMPA or NET-EN in
utero or through breast milk {Saxena, et al 1977).

Baped on the extensive.epidemiulogical bBiochemical,
and clinical data available to date, DMPA and NET-EN appear
to be acceptable methods of fertility reguwlation. Clinical
evidence from more than 15 years of uge shows neo additional
and possibily fewer adverse slde-effects than are found with

t nal metheds of contraception (WHO, Geneva, 1982).
C%n[%FaﬁLtllt?%nrl'?-,&mnghar%sSUnlversﬁly cep (WHO, Geneva, 1982)



& number of advantages of the use of injectable
contrageption in different settings have been put forward

and some of thege are ag follows:

(1) Highly effective contraceptives, equal to or
better than combined cral contraceptives especially in terms

of "uge-effectivenesa™,

{ii) Long acting following & single injection.

(i1i) Simple to administer.

(iv) Preedom from "fear of forgetting" which may
occur with the Pilli- and so acceptability has been high,
especially in the rural areas. (Mahran 1982),

{(v) Independent of coitus,

{vi) No estrogen side effects or complications.

(vii) Minimal gastrointestinal disturbance - and no
real health hazards have been recorded.

{(viii) In many counteries injections are equated
with safe and "Powerful" medieine and are highly acceptable.

{(ix) Continuation rates of use are high.

(x} The effect on milk production with injection
administered post-natally waa favorable in all but one
atudy (Cair&¢§§i¥%r§%%3}.

{x1i} Regular 1 to 6 monthly contract with health
peraonnel may allow detection and ifreatment of other problems,

(Praser et =l,1981, Mahran, 1882}.
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History of uge

The first aystemic contraceptives developed in the
migd 19508 were short-acting progesterones administered
orally. 1In 1853, it wes discovered that esterifying e
progestagon sleoohoel crested a drug which had long-lasting
effects when injected (Tyler et al, 1970). Junkmenn and
his associates later synthesized esters .of the progestercne,
norethistercne-including norethisterons enanthate, Medroxy
progenterons acetate was developed by the UpJjohn Compsny st
about the same time (Babock et al, 1958), Schering AG
bagan clinicesl trials on norethiatarone_enanthate"ﬂorigast"

in 195%7).

The first cliniecal (trial) use of medroxy progesterone
acetate was in clinical trials sponsored by the Upjohn Company
as g itreatment of threatened or habitual ebortion and endo-
metriozgia, In 1960 the U.S, Food and Drug Administration
approved 1t for these uses, on the basis cof 1ts safety - but

without good date on its effectiveness (Praser et al, 1981).

Medroxy progesterone acetats has been unged since the
19508 for the treatment of a variety of conditicn= including
endomteriosis,threatened sborticn, precocious puberty,
acromegaly, endometrisl carcinoma, renal cancer, breaat
cancer, and premature labour; doses of up to several grams

have been administered withoui{ apparent adverse effects,
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In the early 1960s, it was noted that in women
receiving DMPA for premature labour, the return of ferti-
lity following delivery was markedly delayed, and clipieal
triale of DMPA ms a contraceptive agent were begun in 1963,
Adminietered in a microcrystalline gsuspensicn dy intra-
muscilar injection DMPA exerts its contraceptive effect
primarily by suppressicn of ovalation, However, it alao
has an indirect effect on the endometrium aqd’d;rect action
on the fallepian tubes and on the producticen of cervieal
micus, all of which mey play 2 role in reducinz fertility
(WHO, Geneva, 1982),

After initial clinleal trialme, a standard contra-
ceptive regimen of 150 mg every 3 months was establighed,
but esince the late 1960, regimens of 200 mg to 500 mg every

gix months have alsc been gtudied,

Upjohn first applied to the FDA in 1967 for permi-
gsion to market Depo-provera as & contraceptive in the U.S.A.
At first gquestions sbout reversibility and relationship to
breast cancer in hesgle dogs, znd more recently questions
about cervical carcinoma-in-situ in humans and endometrial
cancer in Rhepus monekya have delayed in a decision on
marketing by the FDa, TIn 1978 the FDA finally decided to
refuse marketing'approval for DMPA 33 a contraceptive in
the US4 {U,S3. FDAllgTB), but the controversy and the expert

hearings continue,
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Northisterone enantate (NET-EN)} hes been in use sa
a contraceptive since 1966, although it has been used less
extensively than DMPA, although the two .drugs were synihesized
at about the same time (Babock et al, 1958)., (NET-EN) is
administered as an oily preparation {of 200 mg of ths long
chain ester of wDorethisterpne)} by intramuscular injection,
gnd hasg a mechanism of contraceptive action that appears to
include inhibiticon of ovulation, premature luteolysia when
ovulation occurs, and progestogenic effectz on the cervical
mueug. Effects on tubal funeciion and the endometriwm may

algso be involved in reducing fertility. (WHC, Geneva,1982),

Beth stercids have 8 progestogenic effect on cerviecal
mucus although the high efficacy of DMPA, given at 150 mg
every 3 months, is almost certainly due entirely to suppre-

asion of ovulation for the treatment period (WHQ, Geneva,bl982),

Doubts that have been expressed regarding the safety
and appropriateness of an injectable hormonal contraceptive
for widespread use are related to thelr possible carcinogeni-
city, impairement of future reprocductive funciion, adverae
metabolic affects potential teratogeniciiy and other
poegible mdverse effects on the progeny {as a result of exposure
to the steroid hormones either in uterc or via breast milk).

At 8 special meeting convened 1in 1978, the Toxicology
Review Panel of the WHO Special Programme, together with
other expert scienilsts and representétives of six nationsal
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