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PMS & PMDD l Y

* Premenstrual syndrome (PMS) - significant

mood, behavioral, and physical changes that

occur several days to 2 weeks before menses

and abate during the menstrual flow
* Impair work, relationships & social activities

* Premenstrual dysphoric disorder (PMDD) - the

most severe form of PMS

*-Medscape Ob/ Gyn & Wom
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* Prevalence of moderate to severe PMS

appears to be approximately 20% in

reproductive-age women

« PMDD affects about 5% to 8% of the

women

*-Medscape Ob/ Gyn & Wom
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« Exact pathogenesis not known

* Proposed theories:

— Altered progesterone metabolism in the CNS

— Altered reactivity of brain tissue to fluctuations in

gonadal steroid levels

— Role of aldosterone & redistribution of body water



PMS & PMDD - Pathogenesis
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» Altered progesterone metabolism in the
CNS - low levels of allopregnanolone,
an anxiolytic progesterone metabolite in

luteal phase reported in PMS

* Increased levels of anxiogenic

progesterone metabolites may be seen

IN these women



PMS & PMDD - Pathogenesis
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 Altered reactivity of brain tissue to fluctuations

In gonadal steroid levels

 Results In alterations in CNS

neurotransmission

* May be acquired (due to chronic stress) or

Inherited



PMS & PMDD - Pathogenesis
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Role of aldosterone implicated as the

possible cause for PMS — spironolactone, an
aldosterone antagonist decreases bloating &
other PMS symptoms

Redistribution of body water from
Intravascular to extravascular compartment
reported in luteal phase due to changes in

capillary filtration coefficient in PMS



Diagnosis of PMS : ACOG criteria* Lé

« At least one of the following affective and somatic
symptoms during the 5 days before menses in each of
the three prior menstrual cycles

 These symptoms relieved within 4 days of the onset of
menses, without recurrence until at least cycle day 13

Affective Somatic

Depression Breast tenderness
Angry outbursts Abdominal bloating
Irritability Headache

Anxiety Swelling of extremities
Confusion

Social withdrawal

* - ACOG Practice Bulletin, 2000; 15: 1-9



Diagnosis of PMDD : DSM IV criteria*

e 5 (or more) of the symptoms related to mood and

somatic symptoms of depression

* Begin during the last week of the luteal phase &

end In the follicular

phase (menses)

* Present in most cyc

es of the past year

* - American Psychiatric Association, DSM 1V, 1994
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. Markedly depressed mood; hopelessness; self-deprecating

thoughts

Marked anxiety, tension, feeling "keyed up" or "on edge"
Marked affective lability (feeling suddenly sad or
tearful;increased sensitivity to rejection)

Persistent & marked anger, irritability, or increased
Interpersonal conflicts

Decreased interest in usual activities

Difficulty concentrating

Lethargy, easy fatigability, or marked lack of energy
Marked change in appetite, overeating or specific food cravings
Hypersomnia or insomnia

10 Sense of being overwhelmed or out of control
11.Physical symptoms such as breast tenderness or swelling,

headaches, joint or muscle pain, bloating, weight gain

(Symptoms 1,2,3,0r 4 mentioned above must be present)

* - American Psychiatric Association, DSM 1V, 1994




Rasmin in PMS & PMDD

Drospirenone — the only

Antimineralocorticoid Effect of Drospirmu_mc

progestin with
. i ] I Aldosterone
antimineralocorticoid ‘/

action Drospirenone .
/

Thus it counteracts the
estrogen-induced

Aldosterone receptor in Kidney

Increase Iin aldosterone

activity

Decrease In fluid retention & side effects such as
bloating, weight gain, breast tenderness & mood
changes



Rasmin 1 Effect on Body Fluids ¢
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Patients: 38 women with normal menstrual cycles

Treatment: DRSP+EE for 6 cycles

Assessments: Body fluid distribution in follicular &
luteal phases using bioelectrical impedance, body
weight, waist-to-hip ratio, BP, electrolyte levels

Results:

— DRSP+EE prevents the increase in total body water & extracellular
water in the luteal phase

— The changes in body water observed were similar to those seen at
follicular phase

Contraception, 2007; 75: 199 — 203
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« DRSP+EE highly effective in decreasing
the symptoms of PMDD compared to
placebol?

— Symptoms decreased by 37.49% with
DRSP+EE?

— 50% decrease in symptoms occurred in 48%
patients?

1. EurJ Contracept Reprod Health Care, 2002; 7(suppl 3): 27-34
2. Obstet Gynecol, 2005; 106: 492-501
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» Greater Iimprovement in PMS symptoms
vs levonorgestrel+EE after 6 cycles’

— Symptoms of negative affect e.g. anxiety,
Irritability, feeling sad improved better with
DRSP+EE’

— Weight gain was more prevalent in
levonorgestrel group

*Contraception, 2005; 71: 1-7



Cycle Control & Effect on PMS

Patients: 241 women with PMS
Treatment: DRSP+EE for 6 cycles

Assessments: Contraceptive efficacy, cycle
control, Psychological General Well being Index
(PGWBI), PMS symptoms, body weight, ADR

Results:
— Cycle control was excellent

— No incidence of intermenstrual bleeding in
81.1% of the patients at cycle 1 and in 96.3% of
the patients at the end of 6 cycles

Contraception, 2006; 74: 446-50



Cycle Control & Effect on PMS

* Results (contd):
— No effect on BP or body
weight

— PGWABI improved significantly
at cycle 6 compared to
baseline

— 84.2% patients had

Improvement in PMS

— Good tolerability Improvement in PGWBI



Rasmin in PMS & PMDD - Conclusions

PMS IS a common condition In women of
reproductive years

Symptoms related to fluid retention seem
extremely bothersome

Drospirenone Is the only progestin with
antimineralocorticoid action

— Reduces fluid retention & other symptoms - both
somatic & mood related in women with PMS &
PMDD



Rasmin in PMS & PMDD - Conclusions

Decreases symptoms of premenstrual
tension & PMDD

Improves QOL — promotes patient compliance

Clinical efficacy and safety in PMS & PMDD

well documented

Will help enhance patient acceptance &

Improve the OC continuation rate



