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Summary 
Objective: To assess the tolerability to medroxyprogesterone 

acetate (MPA) and norethisterone (NET) prescribed as 
the first-choice progestogen for short-term use in repro
ductive-age women with abnormal uterine bleeding. 

Institution: Baskent University, School of Medicine, 
Department of Obstetrics and Gynecology 

Materials and Methods: Thirty reproductive-age women with 
abnormal uterine bleeding were randomly divided into 
two groups and MPA or NET was prescribed. 
Premenstrual-like symptoms were assessed using Moos 
Menstrual Distress Questionaire before and during the 
progestogen use. Twelve patients in the MPA group and 
seven patients in the NET group returned the question-
aires. 

Results: Progestogen sufferers were 66. 7% in the MPA group 
and 14.3% in the NET group. MPA caused significantly 
more severe premenstrual-like symptoms than NET 
(p=0,039). Symptoms of pain, lack of concentration, be
havioural change, water retention, and negative effect 
were significantly more severe in the MPA group 
(p<0.05). 

Conclusion: We suggest that NET be prefered to MPA as the 
first choice progestogen in the reproductive-age women 
to keep the progeslogenic side effects minimal and conse
quently to maximize compliance. 
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Ö z e t 
Amaç: Anormal uterus kanaması olan reprodüktif çağdaki 

kadınlarda, kısa dönem kullanım için önerilen 
medroksiprogesteron asetat (MPA) ve noretisterona 
(NET) toleransın değerlendirilmesidir. 

Çalışmanın yapıldığı yer: Başkent Üniversitesi, Tıp Fakültesi. 
Kadın Hastalıkları ve Doğum Anabilim Dalı 

Materyal-Metod: Anormal uterus kanaması nedeniyle 
progestogen verilmesi planlanan 30 kadın rastgele şe
kilde iki gruba ayrılarak bir gruba MPA diğerine NET 
uygulandı. Hastalarda oluşan premenstrüel belirtile
re benzer semptomlar Moos Menstrual Distress 
Questionaire ile değerlendirildi. Anketleri, MPA grubun
da 12, NET grubunda 7 kadın tamamladı. 

Bulgular: Şiddetli progestogen yan etkileri MPA grubundaki 
kadınların %66.7'sinde, NET grubundakilerin 
%14.3'ünde saptandı. MPA'ın oluşturduğu semptomlar 
NET'a göre daha şiddetli idi (p=-0.039). Ağrı, kon
santrasyon bozukluğu, davranış değişiklikleri, su tutulu
mu ve negatif etki belirtileri MPA grubunda belirgin 
olarak daha şiddetliydi (p<0.05). 

Sonuç: Reprodüktif çağdaki kadında progestogen yan etki
lerinin en az olmasını ve dolayısı ile önerilen ilaca de
vamın sağlanabilmesi için ilk seçenek olarak NET tercih 
edilmelidir. 

Anahtar Kelimeler: Progestogen intoleransı, 
Medroksiprogesteron asetat, Noretisteron 

T Klin Jinekol Obst 1999, 9:276-280 

Breast tenderness, bloatedness, edema, and ab
dominal cramping are frequent somatic symptoms 
that may be experienced during the luteal phase of 
the menstrual cycle (1). Psychological symptoms 
such as anxiety, irritability, and depression are also 
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common (1). These symptoms may occur as an "ia
trogenic" premenstrual-tension-like syndrome in 
patients using progestogens (2). 

Some patients (about 5%) are intolerant to any 
type of progestogen, however, most who experi
ence premenstrual-tension-like problems with one 
type of progesterone benefit from a shift to another 
type (3). The commertially available progestogens 
are divided into two categories. The C-19-
nortestostcronc derivatives such as norgestrel, 
norethindrone (norethisterone), or norethindrone 
acetate possess some androgenic activity and thus 
are commonly associated with acne and greasy 
skin and hair (4). The C-21 derivatives such as 
medroxyprogesterone acetate are less androgenic, 
however, appear to be more associated with depres
sion and anxiety (4). 

The aim of this study was to assess the tolera-
bility to medroxyprogesterone acetate ( M P A ) and 
norethisterone (NET) prescribed as the first-choice 
progestogen for short-term use in reproductive-age 
women with abnormal uterine bleeding. 

Materials and Methods 

The study included 30 reproductive-age 
women who were recruited from the out-patient 
clinic at Baskent University Hospital. A l l had ab
normal uterine bleeding, and were proven to have 
non-malignant disease by endometrial biopsy. 

The women were randomly divided into two 
groups. Five mg bid of oral N E T (Primolut-N, 
Schering, Istanbul, Turkey) were prescribed to the 
first group for ten days of each month for three 
months. The other group was on M P A (Farlutal, 
Deva, Istanbul, Turkey) for ten days of each month 
for the same period of time at a dose of 5 mg bid. 

Physical, psychological and behavioural vari
ables were assessed using Moos Menstrual Distress 
Questionaire ( M M D Q ) (3).The questionaire con
sisted of a total of 47 items grouped into eight com
plexes (Table 1). Each item was scored on a scale 
of 0 (none) to 3 (severe). The M M D Q was com
pleted three days before the progestogen treatment 
was started to document the baseline for the pa
tients' complaints and on the 8th day of the 
progestogen treatment to detect the progestogen re
lated symptoms (4). The sum of scores of all 47 
items or grouped items or items alone were then 

calculated producing two scores for each patient 
or each group, one score for the progesterone-used-
period and the other for the baseline. Progesterone 
sufferers were selected if the summed M M D Q 
score for the progesterone-used-period was in
creased by at least 30% as compared with the base
line score (4). The data were then analysed using 
Fisher's exact chi square test. 

Results 

A total of 19 women completed the M M D Q , 
12 in the M P A group and 7 in the N E T group. The 
average age in the M P A and N E T groups were 
45.7±5.9 years (range 32-54 years) and 43.5±4.9 
years (range 36-51 years), respectively, and there 
was no statistical difference between mean age of 
both groups. The mean gravidity and parity were 
2.1+2.1 and 1.0±0.85 for the M P A group , and 
3.0±1.6 and 2.0±1.1 for the N E T group, which 
were statistically similar in both groups. In respect 
to educational level of the patients, nine (75%) 
were university graduates and three (25%) were 
secondary school graduates in the M P A group, and 
those figures were four (57%) and three (43%), re
spectively, in the N E T group, and no difference was 
encountered between the educational levels of the 
two groups. In the M P A group, nine women (75%) 
were married and three (25%) were divorced, while 
corresponding figures for the N E T group were six 
(86%) and one (14%), which were not significantly 
different from each other. 

Progesterone sufferers were 66.7% (8 of 12) in 
the M P A group and 14.3% (1 of 7) in the N E T 
group. Two patients (17%) were totally intolerant 
to M P A and did shift to N E T after the first cycle, 
while none of the N E T users experienced such se
vere symptoms. The patients on M P A suffered pre
menstrual-tension-like symptoms with a rate signif
icantly higher than the patients on N E T (p=0.039). 

When the premenstrual-like-symptoms were 
grouped into complexes as described in Table 1, no 
difference was detected between the drags in caus
ing symptoms of autonomic reactions, arousal, or 
control. On the other hand, patients on M P A expe
rienced significantly more severe symptoms that 
were grouped in pain, concentration, behavioural 
change, water retention, and negative effect (Table 
2). 
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Table 1. Moos Menstrual Distress Questionaire 

( A ) Pain 
Musc le stiffness 
Headaches 
Stomach pains 
Backache 
Tiredness 
Genera! aches and pains 

(B) Concentration 
Diff icul ty sleeping 
Forgetfullness 
Confusion 
Diff icul ty concentrating 
Clumsiness 
Accidents 
Diff icul ty making decisions 
Distractable 

(C) Behavioural change 
Lowered work performance 
Take naps, stay in bed 
Staying at home from work 
A v o i d social activities 
Loss of efficiency 

(D) Autonomic reactions 
Dizziness, faintness 
C o l d sweats 
Feeling sick, vomitt ing 
Hot flushes 
Palpitation 

Considering the classical and well-known 
symptoms of premenstrual syndrom which are list
ed as the diagnostic criteria for Late Luteal Phase 
Dysphoric Disorder in the DSM-II I -R (5), M P A 
users experienced all symptoms associated with 
premenstrual syndrome (Table 3). However, the on
ly symptom significant for the NET users was the 
feeling of weight gain, none of the other items had 
scores that deviated by at least 30% from the base
line scores. 

Discussion 

The effect common to all progestogens is that 
of inducing a secretory phase in the estrogen-
primed endometrium. However, depending on their 
derivation, progestogens may have androgenic 
and/or estrogenic or antiandrogenic and/or anties
trogenic effects. Progestogens may also have min-
eralocorticoid and glucocorticoid type effets. There 
is no general agreement among physicians about 
the first choice progesterone to prescribe in the pre
menopausal patient so that the patient would suffer 

(E) Water retention 
Gain in weight 
Sk in disorders 
Painful or swollen breasts 
Feel ing swollen or bloated 

(F) Negative effect 
C r y i n g spells 
Loneliness 
Anx ie ty 
Restlessness 
Irritability 
M o o d swings 
Depression 
Tension 

(G) Arousal 
Feel ing affectionate 
Orderliness 
Excitement 
Feel ing of wel l -being 
Burst of energy or activity 
Change in eating habits 

(H) Control 
Feeling of suffocation 
Chest pain 
R ing ing in the ears 
Numbness, t ingling 
B l i n d spots, fuzzy vis ion 

Table 2. The rate of affected patiets by medrox
yprogesterone acetate or norethisterone on eight 
symptom complexes 

Symptom Complex M P A N E T P 

Pain 7/12 0/7 0.016 
Concentration 8/12 1/7 0.039 
Behavioural change 9/12 1 ,'7 0.017 
Autonomic reactions 5/12 1/7 0.238 
Water retention 11/12 2/7 0.009 
Negative effect 8/12 1/7 0.038 
Arousa l 5/12 2/7 0.474 
Control 4/12 1/7 0.366 

minimum or no side effects due to these medica
tions. 

The nor-testosterone derived C I 9 progesto
gens lead to unfavorable lipid changes. In post
menopausal women treated with 5 mg of norethis
terone per day, it has been demonstrated that a sig
nificant drop in high-density lipoprotein concentra-
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tion ( H D L 2 and H D L 3 ) occurs (6-8). Furthermore, 
the C I 9 progestogens can oppose the increases in 
H D L induced by estrogens, but do not suppress the 
levels below baseline if the estrogen dose is ade
quate (9, 10). In contrast, the C21 progestogens ap
pear to have no significant effects on lipoprotein 
metabolism when used in moderate and low 
dosages (11). However, recent data from 
Postmenopausal Estrogen Progestin Intervention 
and Nurses Health Study have shown that the addi
tion of progestogen does not attenuate the im
proved lipid pattern and consequently the cardio
vascular benefits of estrogens (12,13). No studies 
exist to detenmne the changes in the lipid levels of 
premenopausal patients who are on progestogens 
alone. However, no long term adverse effects of 
progestogens on serum lipids should develop in re
productive-age patients, since H D L levels are not 
suppressed to levels below baseline if the estrogen 
levels are adequate (9,10). 

Androgenic effects such as acne, greasy skin 
and darkening of facial hair tend to occur mainly 
with the 19-nortestosterone derivatives, which have 
strong binding affinity for the androgen receptor. 
Meanwhile, M P A has mild androgenic effects, as 

their binding of the androgen receptor is a little 
higher than that of progesterone (14). However, 
none of the patients in our series have complained 
of androgenic effects either in the N E T group or the 
M P A group. 

Progesterone receptors are found in the cau
date, cerebellum, cortex, habenula, hippocampus, 
hypothalamus, olfactory lobe, lamina terminalis, 
area postrema (15). L i m b i c system functions, 
which suserve emotion and behaviour, can there
fore be influenced by circulating reproductive 
steroids such as progesterone and progestogens. 
There are reports relating negative mood changes 
during hormonal replacement therapy to the addi
tion of progestogens in sequential therapy, the 
symptoms occur soon after progestogens are com
menced and last for a couple of days after progesto
gens are ceased (2,16,17). However, it has been re
ported that not all progestogens cause adverse ef
fects wi th similar severity, 19-nortestosterone 
progestogens, for example, have been found to 
cause only mild adverse effects (18). In our series, 
patients on N E T experienced no significant mood 
changes, while patients on M P A suffered these 
symptoms. 

Most of the physical symptoms associated with 
progestogen intolerance, such as edema, weight 
gain, bloating and migraine, may be due to the min-
eraiocorticoid-like effect of progestogens. The 
progestogens produce these effects by competing 
for the mineralocorticoid receptor. This effect can 
lead to retention of sodium and fluid gain during 
the progestogenic phase (14). M P A caused severe 
symptoms due to fluid retention in our series. These 
symptoms were so severe in two patients (17%) 
that they urged to shift to N E T at the end of the first 
cycle of M P A use. Meanwhile, N E T caused mild 
symptoms due to fluid retention. 

As demonstrated in Table 3, N E T caused sig
nificantly less symptoms than M P A in regard to 
premenstrual-like-symptoms. Therefore, N E T may 
be prefered to M P A as the first choice progestogen 
for the reproductive-age patient to deal with less 
progestogenic side effects, consequently to im
prove compliance with the progestogen regimen 
prescribed. 
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