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Utrogestan 100mg Capsules

Summary of Product Characteristics Updated 17-May-2019 | Besins Healthcare (UK) Ltd

1. Name of the medicinal product
UTROGESTAN 100MG CAPSULES

2. Qualitative and quantitative composition
Each capsule contains 100 mg micronised progesterone.

Excipients with known effect: Soya lecithin
For a full list of excipients, see Section 6.1.

3. Pharmaceutical form
Capsules, soft

White
4. Clinical particulars

4.1 Therapeutic indications

Utrogestan is indicated for adjunctive use with estrogen in post-menopausal women with an intact uterus, as hormone
replacement therapy (HRT).

4.2 Posology and method of administration

Posology

In women receiving estrogen replacement therapy there is an increased risk of endometrial cancer which can be
countered by progesterone administration.

The recommended dose is 200 mg daily at bedtime, for twelve days in the last half of each therapeutic cycle (beginning
on Day 15 of the cycle and ending on Day 26). Withdrawal bleeding may occur in the following week.

Alternatively 100 mg can be given at bedtime from Day 1 to Day 25 of each therapeutic cycle, withdrawal bleeding being
less with this treatment schedule.

Paediatric population

There is no relevant use of Utrogestan in the paediatric population.
Older people

As for adults

Method of Administration:

Oral

Utrogestan 100mg Capsules should not be taken with food and should be taken at bedtime.

Concomitant food ingestion increases the bioavailability of micronized progesterone.
4.3 Contraindications

When used in conjunction with estrogens, Utrogestan should not be used in patients with any of the following conditions:
» Known hypersensitivity to the active substances or to any of the excipients listed in section 6.1

» Known, past or suspected breast cancer

» Known or suspected estrogen-dependent malignant tumours (e.g genital tract carcinoma)

» Undiagnosed genital bleeding

* Previous or current thromboembolism disorders (e.g. deep venous thrombosis, pulmonary embolism) or
thrombophlebitis

* Known thrombophilic disorders

* Acute liver disease, or a history of liver disease as long as liver function tests have failed to return to normal
* Porphyria

* Cerebral haemorrhage

* Breast-feeding (see section 4.6)
4.4 Special warnings and precautions for use
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Warnings:

* For the treatment of postmenopausal symptoms, HRT should only be initiated for symptoms that adversely affect
quality of life. In all cases, a careful appraisal of the risks and benefits should be undertaken at least annually, and HRT
should only be continued as long as the benefit outweighs the risk.

* Evidence regarding the risks associated with HRT in the treatment of premature menopause is limited. Due to the low
level of absolute risk in younger women, however, the balance of benefits and risks for these women may be more
favourable than in older women.

Utrogestan 100 mg Capsules are not suitable:
« in confirmed pregnancy (see section 4.6)

« in the treatment of premature labour, or

* as a contraceptive.

Precautions

Medical examination/follow-up

Before initiating or reinstituting HRT, a complete personal and family medical history should be taken. Physical (including
pelvic and breast) examination should be guided by this and by the contraindications and warnings for use. During
treatment, periodic check-ups are recommended of a frequency and nature adapted to the individual woman. Women
should be advised what changes in their breasts should be reported to their doctor or nurse (see 'Breast cancer' below).
Investigations, including appropriate imaging tools, e.g. mammography, should be carried out in accordance with
currently accepted screening practices, modified to the clinical needs of the individual.

Conditions which need supervision

If any of the following conditions are present, have occurred previously, and/or have been aggravated during pregnancy
or previous hormone treatment, the patient should be closely supervised. It should be taken into account that these
conditions may recur or be aggravated during treatment with Utrogestan 100 mg Capsules, in particular:

 Leiomyoma (uterine fibroids) or endometriosis

* Risk factors for thromboembolic disorders (see below)
* Risk factors for estrogen dependent tumours, e.g. 1st degree heredity for breast cancer
* Hypertension

* Liver disorders (e.g. liver adenoma)

+ Diabetes mellitus with or without vascular involvement
* Cholelithiasis

* Migraine or (severe) headache

* Systemic lupus erythematosus.

* A history of endometrial hyperplasia (see below)

* Epilepsy

* Asthma

+ Otosclerosis

* Depression

* Photosensitivity

Reasons for immediate withdrawal of therapy

Therapy should be discontinued in case a contra-indication is discovered and in the following situations:
+ Jaundice or deterioration in liver function

« Significant increase in blood pressure

* New onset of migraine-type headache

* Pregnancy

» Sudden or gradual, partial or complete loss of vision

* Proptosis or diplopia

* Papilloedema

* Retinal vascular lesions

Endometrial hyperplasia and carcinoma
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In women with an intact uterus the risk of endometrial hyperplasia and carcinoma is increased when estrogens are
administered alone for prolonged periods. The reported increase in endometrial cancer risk among estrogen-only users
varies from 2-to 12-fold greater compared with non-users, depending on the duration of treatment and estrogen dose
(see section 4.8). After stopping treatment risk may remain elevated for at least 10 years.

The addition of progesterone for at least 12 days per month/28 day cycle or continuous combined estrogen-progestogen
therapy in non-hysterectomised women prevents the excess risk associated with estrogen-only HRT.

Breakthrough bleeding and spotting may occur during the first months of treatment. If breakthrough bleeding persists, a
lower dose of Utrogestan for 25 days per cycle could be considered (see section 4.2).

If breakthrough bleeding or spotting appears after some time on therapy, or continues after treatment has been
discontinued, the reason should be investigated, which may include endometrial biopsy to exclude endometrial
malignancy.

Breast cancer

The overall evidence suggests an increased risk of breast cancer in women taking combined estrogen-progestogen and
possibly also estrogen-only HRT, that is dependent on the duration of taking HRT.

Combined estrogen-progestogen therapy

» The randomised placebo-controlled trial the (Women's Health Initiative study (WHI), and epidemiological studies are
consistent in finding an increased risk of breast cancer in women taking combined estrogen-progestogen for HRT that
becomes apparent after about 3 years (see Section 4.8).

The excess risk becomes apparent within a few years of use but returns to baseline within a few (at most five) years
after stopping treatment.

HRT, especially estrogen-progestogen combined treatment, increases the density of mammographic images which may
adversely affect the radiological detection of breast cancer.

Ovarian cancer

Ovarian cancer is much rarer than breast cancer. Epidemiological evidence from a large meta-analysis suggests a
slightly increased risk in women taking estrogen-only or combined estrogen-progestogen HRT, which becomes apparent
within 5 years of use and diminishes over time after stopping. Some other studies, including the WHI trial, suggest that
use of combined HRTs may be associated with a similar or slightly smaller risk (see Section 4.8).

Venous thromboembolism

HRT is associated with a 1.3-3 fold risk of developing venous thromboembolism (VTE), i.e. deep vein thrombosis or
pulmonary embolism. The occurrence of such an event is more likely in the first year of HRT than later (see Section 4.8).

Patients with known thrombophilic states have an increased risk of VTE and HRT may add to this risk. HRT is therefore
contraindicated in these patients (see section 4.3).

Generally recognised risk factors for VTE include, use of estrogens, older age, major surgery, prolonged immobilisation,
obesity (BMI > 30 kg/m2), pregnancy/postpartum period, systemic lupus erythematosus (SLE), and cancer. There is no
consensus about the possible role of varicose veins in VTE.

As in all postoperative patients, prophylactic measures need be considered to prevent VTE following surgery. If
prolonged immobilisation is to follow elective surgery temporarily stopping HRT 4 to 6 weeks earlier is recommended.
Treatment should not be restarted until the woman is completely mobilised.

In women with no personal history of VTE but with a first degree relative with a history of thrombosis at young age,
screening may be offered after careful counselling regarding its limitations (only a proportion of thrombophilic defects are
identified by screening).

If a thrombophilic defect is identified which segregates with thrombosis in family members or if the defect is 'severe' (e.g,
antithrombin, protein S, or protein C deficiencies or a combination of defects) HRT is contraindicated.

Women already on chronic anticoagulant treatment require careful consideration of the benefit-risk of use of HRT.

If VTE develops after initiating therapy, the drug should be discontinued. Patients should be told to contact their doctors
immediately when they are aware of a potential thromboembolic symptom (e.g. painful swelling of a leg, sudden pain in
the chest, dyspnoea).

There is no evidence from randomised controlled trials of protection against myocardial infarction in women with or
without existing CAD who received combined estrogen-progestogen or estrogen-only HRT.

Combined estrogen-progestogen therapy

* The relative risk of CAD during use of combined estrogen+progestogen HRT is slightly increased. As the baseline
absolute risk of CAD is strongly dependent on age, the number of extra cases of CAD due to estrogen+progestogen use
is very low in healthy women close to menopause, but will rise with more advanced age.

Ischaemic stroke
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Combined estrogen-progestogen and estrogen-only therapy are associated with an up to 1.5-fold increase in risk of
ischaemic stroke. The relative risk does not change with age or time since menopause. However, as the baseline risk of
stroke is strongly age-dependent, the overall risk of stroke in women who use HRT will increase with age (see section
4.8).

Other conditions

HRT use does not improve cognitive function. There is some evidence of increased risk of probable dementia in women
who start using continuous combined or estrogen-only HRT after the age of 65.

4.5 Interaction with other medicinal products and other forms of interaction

Enzyme inducers

Drugs known to induce the hepatic CYP450-3A4 such as barbiturates, anti-epileptic agents (phenytoin, carbamazepine),
rifampicin, phenylbutazone, bromcriptine, spironolactone, griseofulvin, some antibiotics (ampicillins, tetracyclines) and
also herbal products containing St. John's wort, (Hypericum perforatum) may increase metabolism and the elimination of
progesterone.

Enzyme inhibitors

Ketokonazole and other inhibitors of CYP450-3A4 such as ritonavir and nelfinavir may increase bioavailability of
progesterone. The metabolism of progesterone by human liver microsomes was inhibited by ketoconazole (IC50 <0.1

MM).

Immunosuppressants

Progesterone may raise the plasma concentration of ciclosporin.
Antisteroidal drugs

Aminoglutethimide markedly reduces the plasma concentrations of medroxyprogesterone acetate and megestrol,
possibly through a hepatic enzyme-inducing effect.

Anticoagulants

Progesterone may enhance or reduce the anticoagulant effect of coumarins.

Progesterone antagonises the anticoagulant effect of phenindione.

Diabetic medications

An adjustment in anti-diabetic dosage may be required for women being treated concomitantly with progesterone.
Emergency contraceptives

The concomitant use of ulipristal acetate with progesterone may result in reduced efficacy of progesterone.
Diazepam

Progesterone may increase the plasma concentration of diazepam.

Tizanidine

Progesterone may increase the plasma concentration of tizanidine.

Terbinafine

There have been occasional reports of breakthrough bleeding when terbinafine is used concomitantly with progesterone.
Laboratory tests

Progesterone may affect the results of laboratory tests of hepatic and/or endocrine functions.
4.6. Fertility, pregnancy and lactation

Pregnancy
If pregnancy occurs during medication, Utrogestan 100mg Capsules should be withdrawn immediately.

Clinically, data on a large number of exposed pregnancies indicate no adverse effects of progesterone on the foetus. The
results of most epidemiological studies to date relevant to inadvertent foetal exposure to combinations of estrogens +
progesterone indicate no teratogenic or foetotoxic effect.

Prescription of progesterone beyond the first trimester of pregnancy may reveal gravidic cholestasis.
Breast-feeding

Utrogestan 100 mg Capsules is not indicated during breast-feeding (see section 4.3).

Progesterone is distributed into breast milk.

Fertility

https://www.medicines.org.uk/emc/product/352/smpc/print -9- 4/10



2020/6/3 Utrogestan 100mg Capsules - Summary of Product Characteristics (SmPC) - print friendly - (emc)

Not relevant
4.7 Effects on ability to drive and use machines

This medicine may cause drowsiness or dizziness; therefore care should be taken when driving or using machines.
4.8 Undesirable effects

a. Summary of the safety profile

The reporting rate of adverse drug reactions with Utrogestan Oral and Vaginal formulations was calculated as 1.43/1,000
patient year's corresponding to approximately 1.5 spontaneously reported cases in every 1000 patients exposed to
Utrogestan (Periodic Benefit Risk Evaluation Report 01 January 2012 — 31 December 2017).

b. Tabulated list of adverse reactions
Clinical trial data

The table below lists adverse experiences which were reported in > 10% of patients (regardless of relationship to
treatment) who received cyclic micronized Progesterone capsules, 200 mg daily (12 days per calendar month cycle) with
daily 0.625 mg conjugated estrogen, in a multicenter, randomised, double-blind, placebo-controlled clinical trial
(Postmenopausal Estrogen and Progestin Interventions (PEPI) Trial) in 875 postmenopausal women.

Adverse experiences (>10%) reported in an 875 patient placebo-controlled trial in postmenopausal women over a 3-
year period
System Organ Class Preferred Term Micronized Conjugated Placebo
progesterone estrogens 0.625 mg
capsules 200 mg with |(only)
conjugated estrogens
0.625 mg
N=17 =
( 8) (N=175) (N=174)
Gastrointestinal disorders |Abdominal bloating 12 10 5
Abdominal pain 10 13 10
Nervous system disorders |Headache 31 30 27
Dizziness 15 5 9
Psychiatric disorders Depression 19 18 12
Reproductive system and |Breast tenderness 27 16 6
breast disorders
Hot flushes 1" 14 35
Vaginal discharge 10 10 3
Miscellaneous Joint pain 20 22 29
Urinary problems 1" 10 9

Post-Marketing experience

The information given below is based on extensive post marketing experience, primarily from oral administration of
progesterone.

Adverse effects have been ranked under headings of frequency using the following convention: very common (=1/10);
common (21/100; <1/10); uncommon (=1/1,000;<1/100); rare (=1/10,000;<1/1,000); very rare (<1/10,000); frequency not
known (cannot be estimated from the available data).

Frequency Not known

System organ class (cannot be estimated from the
available data)

] ) ) Abdominal pain
Gastrointestinal disorders
Nausea

General disorders and administration site conditions Fatigue
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Nervous system disorders Headache
Somnolence
Dizziness
Reproductive system and breast disorders Vaginal haemorrhage
Skin and subcutaneous tissue disorders Pruritus

c. Description of selected adverse reactions

Somnolence or transient dizziness may occur 1 to 3 hours after intake of the drug. Bedtime dosing and reduction of the
dose may reduce these effects.

The following risks apply in relation to systemic estrogen/progestogen treatment:
Breast cancer risk

* An up to 2-fold increased risk of having breast cancer diagnosed is reported in women taking combined estrogen-
progestogen therapy for more than 5 years.

* Any increased risk in users of estrogen-only therapy is substantially lower than that seen in users of estrogen-
progestogen combinations.

* The level of risk is dependent on the duration of use (see section 4.4).

* Results of the largest randomised placebo-controlled trial (WHI-study) and largest epidemiological study (MWS) are
presented.

Million Women study— Estimated additional risk of breast cancer after 5 years' use

Agerange |Additional cases per 1000 |Risk ratio & Additional cases per 1000 HRT users over 5 years
(years) never-users of HRT over a|95%CI# (95%Cl)
y 5 year period*2

Estrogen only HRT

50-65 9-12 1.2 1-2 (0-3)

Combined estrogen-progestogen

50-65 9-12 1.7 6 (5-7)

#Overall risk ratio. The risk ratio is not constant but will increase with increasing duration on use

Note: Since the background incidence of breast cancer differs by EU country, the number of additional cases of breast
cancer will also change proportionately.

2 *Taken from baseline incidence rates in developed countries

US WHI studies - additional risk of breast cancer after 5 years' use

Age range Incidence per 1000 women in Risk ratio & 95%ClI Additional cases per 1000 HRT users over

o,
(years) placebo arm over 5 years 5 years (95%Cl)

CEE estrogen-only

50-79 21 0.8 (0.7 — 1.0) -4 (-6 - 0)*3

CEE+MPA estrogen & progestogent

50-79 17 1.2(1.0-1.5) +4 (0 - 9)

TWhen the analysis was restricted to women who had not used HRT prior to the study there was no increased risk
apparent during the first 5 years of treatment: after 5 years the risk was higher than in non-users.

3 *WHI study in women with no uterus, which did not show an increase in risk of breast cancer

Endometrial cancer risk

Postmenopausal women with a uterus.

The endometrial cancer risk is about 5 in every 1000 women with a uterus not using HRT.

In women with a uterus, use of estrogen-only HRT is not recommended because it increases the risk of endometrial
cancer (see section 4.4).
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Depending on the duration of estrogen-only use and estrogen dose, the increase in risk of endometrial cancer in
epidemiology studies varied from between 5 and 55 extra cases diagnosed in every 1000 women between the ages of
50 and 65.

Adding progesterone to estrogen-only therapy for at least 12 days per cycle can prevent this increased risk. In the Million
Women Study (MWS) the use of five years of combined (sequential or continuous) HRT did not increase risk of
endometrial cancer (RR of 1.0 (0.8-1.2)).

Ovarian cancer

Use of estrogen-only and combined estrogen-progestogen HRT has been associated with a slightly increased risk of
having ovarian cancer diagnosed (see section 4.4).

A meta-analysis from 52 epidemiological studies reported an increased risk of ovarian cancer in women currently using
HRT compared to women who have never used HRT (HRT (RR 1.43, 95% CI 1.31-1.56). For women aged 50 to 54
years taking 5 years of HRT, this results in about 1 extra case per 2000 users. In women aged 50 to 54 who are not
taking HRT, about 2 women in 2000 will be diagnosed with ovarian cancer over a 5-year period.

Risk of venous thromboembolism

HRT is associated with a 1.3-3-fold increased relative risk of developing venous thromboembolism (VTE), i.e. deep vein
thrombosis or pulmonary embolism. The occurrence of such an event is more likely in the first year of using HT (see
section 4.4). Results of the WHI studies are presented:

WHI Studies - Additional risk of VTE over 5 years' use

Age range Incidence per 1000 women in Risk ratio & 95%ClI Additional cases per 1000 HRT

placebo arm over 5 years users
(years)

Oral estrogen-only*4

50-59 7 1.2 (0.6 —2.4) 1(-3-10)

Oral combined estrogen-progestogen

50-59 4 2.3(1.2-4.3) 5(1-13)

4 *Study in women with no uterus

Risk of coronary artery disease

* The risk of coronary artery disease is slightly increased in users of combined estrogen-progestogen HRT over the age
of 60 (see section 4.4).

Risk of ischaemic stroke

* The use of estrogen-only and estrogen + progestogen therapy is associated with an up to 1.5 fold increased relative
risk of ischaemic stroke. The risk of haemorrhagic stroke is not increased during use of HRT.

* This relative risk is not dependent on age or on duration of use, but as the baseline risk is strongly age-dependent, the
overall risk of stroke in women who use HRT will increase with age, see section 4.4.

WHI studies combined - Additional risk of ischaemic stroke*5 over 5 years' use

Age range Incidence per 1000 women in Risk ratio & 95%ClI Additional cases per 1000 HRT
placebo arm over 5 years users

(years)

50-59 8 1.3(1.1-1.6) 3(1-5)

5*no differentiation was made between ischaemic and haemorrhagic stroke.

The following adverse reactions have also been reported in association with systemic estrogen/progestogen treatment:
* Rash

* Urticaria

* Chloasma/melasma

* Pyrexia

* Insomnia

* Alopecia

* Irregular menstruation
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* Amenorrhoea

* Breast pain/mastodynia

* Fluid retention/oedema

* Weight changes

» Changes in libido

* Depression

+ Gall bladder disease

*» Probable dementia over the age of 65 (see section 4.4)

« Skin and subcutaneous disorders: erythema multiforme, erythema nodosum, vascular purpura.

Reporting_of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued
monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked to report any
suspected adverse reactions via the website www.mhra.gov.uk/yellowcard or search for MHRA Yellow Card in the
Google Play or Apple App Store.

4.9 Overdose

Symptoms
High doses of progesterone may cause drowsiness, dizziness, somnolence, or fatigue.
Treatment

Treatment of overdosage consists of discontinuation of Utrogestan together with institution of appropriate symptomatic
and supportive care.

5. Pharmacological properties

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Sex hormones and modulators of the genital system;
Progestogens; Pregnen-(4) derivatives

ATC code: GO3DA04

Mechanism of action

Progesterone is a natural progestogen, the main hormone of the corpus luteum and the placenta. It acts on the
endometrium by converting the proliferating phase to the secretory phase. Utrogestan 100mg Capsules have all the
properties of endogenous progesterone, in particular gestagenic, antiestrogenic, slightly anti-androgenic and
antialdosterone effects.

Clinical efficacy and safety

As estrogens promote the growth of the endometrium, unopposed estrogens increase the risk of endometrial hyperplasia
and cancer. The addition of progesterone greatly reduces the estrogen-induced risk of endometrial hyperplasia in non-
hysterectomised women.

5.2 Pharmacokinetic properties

Absorption

Micronised progesterone is absorbed by the digestive tract. Pharmacokinetic studies conducted in healthy volunteers
have shown that after oral administration of 2 capsules (200mg), plasma progesterone levels increased to reach the
Cmax of 13.8ng/ml +/- 2.9ng/ml in 2.2 +/- 1.4 hours. The elimination half-life observed was 16.8+/- 2.3 hours.

Distribution

Progesterone is approximately 96%-99% bound to serum proteins, primarily to serum albumin (50%-54%) and
transcortin (43%-48%).

Elimination

Urinary elimination is observed for 95% in the form of glycuroconjugated metabolites, mainly 3 a, 5 f—pregnanediol
(pregnandiol).

Biotransformation

Progesterone is metabolised primarily by the liver. The main plasma metabolites are 20 a hydroxy- A 4 a- prenolone and
5 a-dihydroprogesterone. Some progesterone metabolites are excreted in the bile and these may be deconjugated and
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further metabolised in the gut via reduction, dehydroxylation and epimerisation. The main plasma and urinary
metabolites are similar to those found during the physiological secretion of the corpus luteum.

Linearity/non-linearity

The pharmacokinetics of micronized progesterone is independent of the dose administered. Although there were some
inter-individuals variations, the same individual pharmacokinetic characteristics were maintained over several months
permitting appropriate individual adaptation of the posology and indicating predictable responses to the drug.

Older people

As per adults above
5.3 Preclinical safety data

Nonclinical data revealed no special hazard for humans based on conventional studies of safety pharmacology, repeated
dose toxicity, genotoxicity, carcinogenic potential, toxicity to reproduction and development.

6. Pharmaceutical particulars

6.1 List of excipients

Sunflower oil, refined
Soya lecithin

Gelatin

Glycerol

Titanium dioxide

Purified water
6.2 Incompatibilities
Not applicable.
6.3 Shelf life
3 years.
6.4 Special precautions for storage
No special precautions for storage.
6.5 Nature and contents of container

The product is supplied in PVC/Aluminium blisters contained in cartons.

Pack size: 30 capsules
6.6 Special precautions for disposal and other handling

Any unused product or waste material should be disposed of in accordance with local requirements.
7. Marketing authorisation holder
Besins Healthcare

Avenue Louise, 287
B-1050 Brussels
Belgium
8. Marketing authorisation number(s)
PL 28397/0003

9. Date of first authorisation/renewal of the authorisation
Date of first authorisation: 10/01/2003

Date of renewal: 27/03/2009

10. Date of revision of the text
4 April 2019

Company Contact Details
Besins Healthcare (UK) Ltd
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Address

Lion Court, 25 Procter Street, Holborn, London,
WC1V 6NY, UK

Telephone
+44 (0) 203 862 0920

Medical Information e-mail
besins@eu.propharmagroup.com
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LUFOWTIMNOIREEN, BOOLNDIEE, MBI LEZZ ERHIEAE. KO/ TR
H TR EORVE RERICENL LT E083B%GE,. BEEMEBICERTLIZE, Uin
FAR 100 mg A TN EFEEHIC, FRCLLFOERDSHER LB LT 2 B8ERH L 2 &
HEETHL

 SEVEMIE (FEBHEE) XX NIBE

o MARFEARMEEEOMBRIKN T (FFisi)

o TR ka b ARGFHEIEREOGERIK T (F] 0 — B O LE)

o R I

o IFBEE (B : APARAE)

o M TRZE DA B4 B 72\ OB IR IF

o JEAE

o FEEIR T (D) 5

c 2HMTY T~ h—FT A

o FENEHEE O (TRRs k)

s TAMA

o e

o HHE{bAE

RSt ]
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o SRR IBUE

BRI FH IEOBEHLERZ LD

OO IV, LTORBICEY T 25581, &E5EEZHIETLHZ L

o FEIESUIAFRSREIR T

o [MJEDPRE 72 b5

o 7 ERIR AL SR OO BT LI AE

o YR

o ZEROD UTFER 72, T HI XL FE R0 B 18

o ARERZE M I

o FLEATENE

o HERE I S 28

B NEEREE & O -5 NIESE

TENIEFRLMEIE, =R e r 2 RPIBEME 5925 & 75 NIEEEHERE & OV 5 NS
DU RTHBEMT 5, = A bl UM HE CTHE SN TW D HERNEEY X7 O,

FERE L LT, {RHH AR b OH&EIZGCT 2 5016 12 fFOHHTH D
(48 HZM) , HHPILE, URAZ13D7R< LS 10 FERIEIN LT 5 TRErER & %,

FEREEEZ T T Wi, 1 A A28 AV A 2702 12 BUL L7 a X 2570 o 0iE
m. Ik e A vy s Fa s A N UBIAAREICL Y, = A ha U B HRT 12
FES BRI Y 27 BB ND,

B EBAG 1 » A LAk fE I ) OSRIE 236 = 5 AT REME N 8 B, RilkE HH 23N Bifee 3~ 5 55
B A 74720 25 HEIOKHAEY ha XA X U ERadT 522N TE S 42 HEH)
ARE M SUI R EHIIAAEESZ LIZS LTOHLHB LS. HAWITEEP % LR L
%6, TOHEHERAET OIVNERD D, T ORMEICITTENFEEEERE A BRI D720 D1
ENBEAERPE ENDILERD D,

L

DK EF U AMS, T A RRA Y Al R NS OREFI LS IZE T X
o7 B HRT 2 L CWALETIIEDO Y 27 ST 5 Z LRI TBY., Zh
< HRT Off AR A3 5,

TR ey Fabs A N UBAEFIEE

o« TR MMET T AR IR TH S Women's Health Initiative (WHI) 35k &k QY& 2R3 R C
IZ. HRT L LCO= A ha Xy - a2 NP UREAERE T, DV 27 HINNK 3 4£1%
WCHBNZRDE VW HAN—FH LT\ G-8IASM) .

W 72 U 27 IBEOHFADONICH SN/ B A, 1B¥EZ2 ik U TEELDN (K 5 4ELIAN)
IZR—=AT A4 A NRD,

HRT, Frlic= A bary - 7a A NS UBAREEIEICED, ~VE7 T 7 40 —HEBOREN
FH U, RO OB R KT RN S S,

SRS

UNBLEITHIE LV BT DI ENTH D, KEBRR A X T T UV ADEFHTET V AND,
TR UEMX IR has s Tal A N UREAFEEIZ LD HRT ThTnizl &
I REINT 5 2 ENRBENTWADA, ZIUIEEAE S ELINICH BN E 220 | PR RRER
WK T35, WHI &R 2 S Teion < SO ERTlx, BEEANZ LD HRT (2fE5 U A7 1X[FH
BENNLLDLDOTNIENZ ERRBEINTWS @G-8 EEM) |

R A2 ZEARSE
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HRT IZFkImA2 ZEARE (VTE) |« 372 b HIRFEFIRIMASE I ZERRIE D 1.3~3 FDFIE Y A
JxES, ZDOX I RELITHRT BE 1 FEROFRFNLIFE LD EZ 0o 48 HEBMR) .

MARMHEZR DS D Z EDNDN->TWAEFEIZVIE DY 27 03Em< . HRTIZL YV ZD U 2708
SHICEEDLAREMELRH D, LI > T HRTIZZ N HDOBEEIIIERETHD W3 THESR) |

VTE 2B L TSR SN TWA U R ZRFIZiE, = A Ma o offff, &, KF,
FEWIEE, I (BMI>30 kg/m2) | &FME ik, 25—V 75~ h—7 2 (SLE) XD
BRI ENH D, VIEIZBITAEIREORGIZ O W Ta o 23 EL TV RN,

TNTOREE LRI, T D VIE PSR 2 RETT 2 M= b 5, FHERFIli I R E
EXEAT O ald. FIRO 4~6 BRHEIATC—FIC HRT Z k¥ 2 Z L HERR S 5, BENE
BT D EDICRDET, IWHEHML TIR LR,

VTE OIFEFEILIRN0 DS, — B I CEERF O MARIE DIFE D & 5 B2, £ OHIRIZHOWTEER
o) TRICAIZ V== T2 EiTHZENTED (A7 U —=2 7 TlE—a ot
PERR OB UVERE SRV

MARPER R OB DR S, FREOIMARIE, XZF0REN [HEE] B 7oF b
vy, FurA S, Fur Ay CORSIE, XTI b0MAEDYE) TH DHYAE HRT 1348
2THD,

BEICRPURE R L 22 T D IS, HRT EHONER T ¢ v b & U A7 ZHEICHRR 5
VNS,

TRIRBALETLIC VTE BB L 235801, ARG 2 i+ 5 2 &, mieZEREMEORER ()
Al D OIS, 22RO DI, FERREEZ &) 12K 2 59 SIS Y ERI RS
HEOHREICIRET D Z b,

HENRER (CAD)

BEfFD CAD OFEALZMbHT, =X haXr - 7aZ A NP USRI 2 s a F o Hjh
® HRT %% F =BT B DHEZE T IHICBT 2 7 o % AU ER N S D= BT o A 1T
fcil/\o

T A baly s Fual AT UEAFIEE

e X b +Fulr A N UEASFIC L D HRT IBEFIZ CAD OF%E U 2 7 130 H
M4 2, X—=2F A FD CAD Dffaxt U 2 7 13RI IBIEL TWA ), =2 b o+
g A N7 ORI K D CAD OEIEBIEE ., PARIZ TR 2o Cldhied T 72 a3,
TR BT S,

R i PR 2R

TAbaFy s Ta AN URESRIMOIT R o A UEMEEIC LY . iAo U R
TIIEKT LS f5HNT 5, MU 27013, FlECrki oMz L > T2 L722v, Ly
L, XR—=R T A UREOR2EHF Y A 7 1 TFEIZR < AKAFT 572, HRT 2T D & MIcBiT 5
AR DRI 2 7 13RS & HIZHNT % 4.8 TEEBMR) |

£ DDt

HRT OfEAIZ X0 FBAREREIXLE L7V, 65 mLARIC R 72 R T = A a7 Bho
HRT % Bits Uiz 4cthid, #EEZRAED Y R 7 N EINTHE VW) ZET UV ARDH 5,
4.5 D EHES & OHAEERENEOMOFMEAELEH

JESE A

SOV B — UERERER . BFICANAIR (2= Ay, IANRTPEY) U770,
Tx= VTR TaE s Y TSF A )T b, TUBFTALE Y —EOBAEY
H (Trer Uy, 7RIV A 27 V) W' A I UF NX Y VT (Hypericum perforatum)
GHE N7 L IFIBRO CYP450-3A4 25835 2 ENHOLNTWAHEANT, Tur AT
7 2 DR VB R R ET DA REMEDR & 5,
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PEE I 2
Fhar =N Y R ELE ORI 4 F eI EDOZ DM CYP450-3A4 BHEAI

TaTATaLDNAFTT XA TN T 4 NS E LR H D5, & MFI /ey — Ab
ka7arF 2o ofREEr Fatb =itk -o THESNZ (IC50<0.1uM)

SESERNH A

TaFAaTa iy a AR Y oM REEZ ERSELRREERD D,
LA T a4 N
TI)INTFIRE, ARex ralf2ATa s i AT VKR A L A o —/Lo i
BEZZLIARTIELD, ZHIEFBCTOMEFEERICL I bOLEX LMD,
DIGEIFTRE

Tu AT a3~ ObuEEEEN 2 IR T S5 AR H D,
FuaFATa T T == D OFEREERICHHTT 5,

HESR TR

Ta g AT EOERT 2 IR, FUERFEO HERENNE LR LD D,
BT

U FYAANEET ATV ETa AT DI D, e AT a r OFEMET
T 5 AR B D,

TN

Ta AT e XY T B RAOMBERIREZ LRSS RN D .

FF=

TaFATa X T =Y O MERIRE S ER SE S AREEN D D,

THETF T

TNEFT 4TS RT sk OPFHEGREOGEH A RITRE ShTn b

VY SN

Ta AT A FFRO SUIN S I RE O BRI ARG R B 2 KT T rREMED & 5
4.6. ZPREE, HIRKR UYL

LR

BIPICHIR L2583, BBy haFf 2% 100mg B 7o a2 fikds 2 b,

BEIREOIZIX, 7 A7 a TR SNTRICBET 22807 — 406, Tl A7m o)
fe IR ﬁi%%%&iéﬁw EWRENTWS, RERBICEP=A Mo+ a AT
VOFRRIEA~ORRIRERICET 245 B £ TOIR LA EOEFRRBROFRIC T, Mk
SRR FMEII R STV euy,

BERRES | =L 7 S 27 0 OFIZE D | B39 ST 2 &b 5,
127

U RS AH 100 mg B AT, RAHPITEICNTHDS W3 EHSHR) |

Ta AT a IR PICBITT 5,

ZNHE

B2 L,

4.7 BB ELEE R OB EIC 3 5 &

AFNZE VRGO FEVWRE D Z ENH D720, HEVED BRSO OBEZ1T 5 BRIZI3E
BAET D,
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4.8 F L RVWEH
a. e 7 7 A4 ILOEL
v hu AL AR OVERIOBIWEH O#WAFRIE, 1.43/1,000 BEHETHH, Zux, 7 ke

TAL R ST BFE 1000 61 2 &I BRENCHRE SA2BIOK 1.5 RIS T 5 (EHIRY
NAT 4 b U R FHIERE 2012451 H 1 H~2017 412 H 31 H) .

b. BIVEM—R%

BRI T — &

AT OFRIT, AR LM 875 Bl & x5 & LTe S sk LM 7 o ¥ SME_EHER T 7 & At FERIR
AR (PR hr s KT a2 4 A (PEPD) &1 (I28\W T, ki b7 m 7 &
T TEN200mg/H BAYA 27 047-0 12 AfH) EMFEERI= A a5 0.625 mg/H D
AP G- 2 52T T2 B8 D 10%8 (R & ORE A2 fb/av) TG S aHEERO
—EThD,

PR ot 875 Bl 2o sct B & L= 3 EM O 7 T B R RIS B W THE S A EFESR (>10%)

B RIR R | EAGE (SR A=A Sl FrEapil it S =iy a it g
> 71 7L 200 mg+|0.625 mg (B 5
FEARIT X bua
0.625 mg
(N=178) (N=175)
(N=174)
H ke JIE 0 i 12 10 5
&I 10 13 10
RS R E FIEbr 31 30 27
FEED £ |15 5 9
e DRI 19 18 12
R B X O ILEER 27 16 6
Ik 1ECY 1 14 35
EaRlAY) 10 10 3
Z DA R 20 22 29
BEIR 11 10 9

TSR T 1 R A
LRI RTIERIT, By a X270 o0& G512 X 2 R SR GE# AR ICE SV T
%y

HEHERIL, LTOBHZHWCCHEEORH LOTIZT 7 0 Lz o CTEBEE (>1/10) |
EHEEE (>1/100, <1/10) . fERAEEE (>1/1,000. <1/100) . £# (>1/10,000, <1/1,000) . #R& T
FiL (<1/10,000) . BEREH (ANFARERT —Z 0 DITHEE T2 |
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BERRSE RERD
(AFFRET—F L OIEHEETE )
N

T _—

— % - AR K OB B O R E 0 55

AR R P BHYE
AR
FEEMESD F

EHERE L OAEREE i HH i,

B2 Je OV T A b o % O FEIE

c. FEEDEIWER DR

EIRC— @ IEDOFEED T VAIRAE 1~3 B TR Z L0355, BHEMRS KOS5 &
DIWEIZE Y, 26 OIERARBINT 5 ARt & 5,

TA Ty TarFA N OREERGIEHLTUTOY A7 RNEZ LD

B 27

SHEEHZ AT A Nu sy T a SR NS UEBGHEEEZ ST TS TR, g LRl S
MDY AT PEKT2BIENT 52 EAHEShTng,

s TR hu S UBMEEOERFICB TS AL, = A aFy - Ta SR NS URE
KO FAF IR T 7R 0 K0,

« V27 DL~V AHIMICKFET 2 G4 HSR)

o I KBUBLOBENEAAL 7 T ARG RERER (WHI 3RER) & O KEEL O 2A03 R (MWS) O
RE3Rt,

Million Women study-5 RO % OHBOHEEMY R 7

AF fhp 4 DH | 5 4ERD HRT 265 LT[ U A 7 b K OV 5 45 HRT %4 L 72 1000 %1
(%) 1000 & 7= » DIBAESI*2 | 95% Cl# 7= 0 OBAER] (95% CI)
TR hr B HRT
50-65 9-12 1.2 1-2 (0-3)
TR huaby - a2 N UBREH
50-65 9-12 1.7 6 (5-7)

HERH)72 ) A7 e, U A7 HiE—E TlERny, RN E L 251250 THmT 5%
HFE DO HIFARIZEU EEIC LW B 5720, HIEOBIEFIE S HF] L TE{bT 5,

N =
HE

%2 IEEEIZ F51T SN — R T HEDIETIMEE ) 5 M
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KE WHI RER-5 EFERAZOIEOEMY R 7

A i 8 P
)

I REEICEBITS 5 RO
21000 Bl 72 ) DFEHAR

U X7 EY
95% CI

5 4[] HRT ZfEH L7 1000 f3 &
720 OBIVER] (95% CI)

CEE = X hu " Bl

50-79 21 0.8(0.7—1.0) |-4(-6—0)*3
CEE+MPA =X hu U EOTu R Moy
50-79 17 12(1.0-1.5) |[+4(0-9)

TRABRATIZ HRT Z A L T\ e o o MEICHIT 2 [RE L 72356, A0 5 FEROIREHICY
A7 OEINIRD LIS, SHEZLOV A7 IZIEERAEFE LY mhoTe,

*3 FEPLLDKPEFNGEE L WHI 758 Tl HApp Y X2 DR X 57000 7=

TENRRY 27
TE 2 A5 AR
FEHNBSED U A 71X, HRT 2 L THRWFEZAT 5 %M 1000 MK 5 ATH D,

FEEETALMETIZ, =X M B HRT OFIZFERNEEO Y 27 28NS 57~
OHEE X N2 (4.4 TEHBHR) |

TR bua MR RO 2 b e A HEICS U T, ERRRRRIC BT D E R U
A7 OEENNE, 50 5025 65 5% £ TO &M 1000 A4720 5 FIH D 55 BIOHEINTH - 7=,

TR ha S UBMREIC T e S AT s E YA 7040 12 HELUL BT AZ LT, 2o
U 27 ¥N% T C& %, Million Women Study (MWS) (23T, SEMOHFH (B L
%) HRT O T, FENBEREO U A 7138 L 7e2->7- [RR1.0 (0.8-1.2) ],

DB

TR AU EME TR ha s s Fa s 2 M URRAHENC L D HRT O I L0 | JHEE
ERWEND Y R BROTNTEINT D2 ERMLNTWND (44 THSH) |

52 MEDPEFHIERER D A 2 7 F U 3 2Tl HRT ROt & g U<, HRT Zf#FEH LT
HEMEICBWTIIEIED Y 2 7 NMEIN9 25 Z & AE &7z (RR 1.43, 95% CI 1.31-1.56) .
HRT % 5 4EfHEH LTV 5 50 105 54 o2t CTld, Z O SI36E HZE 2000 15720 9 1
BIEEIN4 %, HRT %517 TRV 50 0D 54 & DAt Tl 5 &MC 2000 B12K) 2 B2 PR
Bmltairansd,

HARMARZERIED Y R

HRT 2 XV, #IRMAeFERIE (VTE) . 720 HIREE IR MARE X ZERIE & RIE T D FH
XTU A7 D 1.3~3 {8014 5,

O XD RERIT. HT Bl 1 F RSB T S REME & (44 HS M) , WHI RERORKGR
LU TFICRT
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WHI REr-5 £ OFERIZIBIT 5 VIE DBIY X7

EwmamE 77 e RBCBTS 5 Eo | U 2 7 & O HRT #FHF 1000 #ldH7-0 OB
(%) 2t 1000 &7 0 OFHE | 95% CI JiE 151

BOxT R buF B4

50-59 7 12(0.6-24) |1(-3-10)

BOxT X baby . FaZFz N U EEH

50-59 4 23(12-43) [5(1-13)

Y FEDOROLIEZRE LR

HERERDY X7

 HENRIERD U 271X, 60l Lo A v - T a2 N URESFNC X D HRT [ H#E
THOTNTHEINT 5 (44 HZH)

EBfHERZEF DY X7

e TR M UHMBIER RN A hu o+ s A N UBERBEIC LY | RN ZR TR O FF
xFU A7 I3 RRKT 15 fFI288 09 5, HRT OfF IS HIMPERMZER O U 27 BN 5 Z &1
AN

o ZOFERY A7 TR FBIRNRFE L2V, XR—=Z2 T A ) A7 [TEIZHRSARIFEL
TWA 728, HRT 2T 2 &2 BT AP ORAEEI72 ) A7 13F & & I 5 &
FZZ2oND (44HZW)

WHI B D HFE-5 4EH ORI R1T 5 i HEdEE 5 DBy 2 -

e fin #1 TR REECBITD S FERDO| U A 7 b K OV HRT £ 7 1000 $157= 0 BN
(%) 2P 1000 7~ © DFEHR [ 95% CI JiE 151

50-59 8 1.3(1.1-1.6) |3(1-5)

X5 B M & A RS AT X L 22 0o 72,

TAbMuFy/Tas A N OEGEREGICEE L TUTORIER bHE S THD
< W5

« T B

. FER

« RHRIE

« B BAE

« AHLRIA

« MR

- LA

« TR IR
- fREZ L

« U B R—DZAL
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* 9O

- HFERRE

* 65 L EOHEEFTBHE (4.4 HSR)

o B2JE K OV T AR S T, FEEIMERLBE, A PSR

BIYEH D& DR

I AREOBEWEH OB WOREITEETH L, ZICky, EXEHOXRXT 4> U R
I NG U ADGRIIRE =S U TN ARE L 72 D, EEEEE X, D LVWEEHEZ Y = 7
4 & www.mhra.gov.uk/yellowcard T#i57 572>, Google Play X% Apple App Store T MHRA
Yellow Card Z 18575 Z & D3RO HiL D,

49 BEEE

HER

FHEO v r A7 v %, GIRIRE, FEED F v, BIRSUIE T 25| i Z 3 ettt d
%=y
b2y 4

WG OWBEIL, WY e HERIE R ORRIEOFER L L b2, U ke T RAY ok eh
=425z kfd%)éo

5 FKBFH ReitE

5.1 AR

SRWFRIERE © MRV v R OV R DO FRER 1

TaFARNF . LT Ry (4) HER

ATC =— K : GO3DA04

TERRSF

7D€X?m/i BRR ORI O EEARAE L T ORROT B A N T, H
YW L CHENBICERT 5, v ke 242 100mg B 7, NREZ v %7

XTH/@¢“T®ﬁ@\ﬁ [2 P AL AR, B A N S AR BEOHT KRS

TER R OHT Vv RAT a U EREAT 5,

W R A Zh it e OVZE e

T A Ma I FERREOBEZRET 5720, HiiShen=x b a7 o3 NS GEE

FOFERNBERED Y 27 Z8INESE5, FaFf2T7o 0B, FERfbiizsid Tunzn

LTHEIZBT A=A a5 FERBED U A7 2 K& b 385,

5.2 B RRZERIRFE

WX
MR 7 v 7 A7 v T EE D D WWéMé TR SRS C FEH L 7= S EhResBR <X
2 71 7% 1 (200 mg) Df% A5G- (21 ¢7E527H/ﬁF#LﬂL&%HAﬁWTme

U3mgmwamgm)Kébtoﬁ%éﬂt%%¥ﬁ%@umw&3%%?%oto

gAKiil]

TS AT B K 96%-99%A MIEE KA L, BICmiFT L7 2 (50%-54%) ROk
YAIANT Y (43%-48%) ITHEAT D,

PEitt

RHPHEMIE, £ 30,537 L 7> A —/L (pregnanediol, pregnandiol) 73 & DB AHY)
DIET 95%ad D HiL D,

ARl

-10 -
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T AT a X EICFE TR SIS, ERmBEPAEIL 200- RS -Ada-T L/ 1
VR ONS0-Ye RaaFATarChh, Salr AT a U AREY O —ERIEREA F s HEE S,
B ENAEAe S, BL, WAL O E A U{EEZN L TBNTE LIRSS L& 2
S5, MAEF K ORFOEENRBHIL, BEROEEVGWIHIRD LD H O L LT
60

EAR IR

MR 77 7 7 AT v o OIEYENRRITHR G- =K LRV, ERREER A LN D D,
7 AR DTz o TREIRN O BB EERHEN R U Th o722 &b, EIRNTOmEY) 72 B
WHRETH Y | I xIT D OSN TRIATRETH 5 2 RS,
EE
EFERRA & [FER
53 FBRERE 2T —4
%%®ﬁ PESEPRERER . B G-, BREMERRER, D AJRIERER, AR A TR
ICHES IR T — & Tl b MR 2 FBI 2 faRE L= b o iz,
6. BUAIZH R
6.1 HMFD—&
B~ U U R
KELVVF o
€7F
7V ta—)L
3 A
FEHLK
6.2 BEL e R
ML,
6.3 AZNHIM
34F
6.4 (RE LRI ER
TR BRI Z2ERIE R0,
6.5 KERDHE R ONEY)
LT, I— RIS A2 PVC/ T = 287 ) 22 —TCiis S n %,
YA X 30 BT RV
6.6 BEEER O DMOER Y HFVIZET 285 e R
FAf T OBLE T FETEI L. MUK D BRIC e - THEHET B = &,
7. BUBHIRGEREE

Besins Healthcare

Avenue Louise, 287
B-1050 Brussels
Belgium

8. BUEIRTEARE S
PL 28397/0003

S11 -
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9. FIEIAFRE /AREHH
AL E 200341 H 10 A
THH 200943 H 27 A

10. ACHETH
201944 H 4 H
B S DFEM
Besins Healthcare (UK) Ltd
E7T WWW
Lion Court, 25 Procter Street, Holborn, London, http://www .besinshealthcare.co.uk
WCI1V 6NY, UK
BERAE RIELBE R
BERE +44 (0)1748 828 789

+44 (0) 203 862 0920

ERERETA—NV

besins@eu.propharmagroup.com
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C.C.D.S. version 2.0

Micronized Progesterone soft capsules
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_Q- FujiPharma

20XX 4F XX A E8GET (G5 1R
KRR LT B
WA= Y. = Ny e %
BTk IR TF

AT :36 17 Ij)(j®7371z)b100mg

F-menoe capsules 100mg

PE i T
) VERE — RIS OILEIC KRR 5 2

BARERERN BES
8724717

ARES

RS

2. B (ROBEFICIFRELLZNIE)
2.1 ARFNOE A R BUE DBEE RO 52 B
2.2 ZWRHEEOHSRHMOHLEBE FRE LONTBZNNHD, 1[8.1 ]
2.3 EEOIFHEEEREEFOHLEFE[9.3.1 ]
2.4 FIFWOREFER XT3 H LB DB T 28 EN 01355, 1[8.1,9.1.6, 15.1.1 & ]
2.5 AJfaE OBERE T8V D3 H 5 B UERSE(L T 28 Ehnd 5, 1[15.1.5 B ]

15.1.2, 15.1.3 B:1#]
2.7 Wi odH s BE ERSELT2RF NS5, 1[11.1.1 ZH]
2.8 FNTAVAEDBE UEIRDEALTIRENAHD, ]

2.6 BIRSUTFRIRD MARZERIED 2V T O AR PRIk 9 D BE SUIBEEREDH 2 BE DERNEL T DB N1 HD, 1[11.1.1,

3. fERL- R
3.1 #ARK
B EN AV A=
=y
(1 HF ) 100me
WAl 2DV, KELvTF
I RN . .
(7 LA E) YIFo IRV BT

3.2 HF QMK

aRP:ii PHEDERROED 7 /L AT, WA ORI ST EETEY Thd,

O

[IERES 9.0mm

Raa BE 360mg
ARl —F

(PTP > —h) FJ70

4. HEEXIIFNE
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AHNL, TEORWEFITITEEG LWL,

6. AiZRUA=E
IR LEHEDOHFHIZBNT, L TFTOWT AN ERIRTD,

AR ECHI O GG R LT ur 2Tar LT 100mg 2 1 B 1 BESENICRAOKET5,
AL ECHI OB S HER AL BBELT IIARLELHI O S 15 HENS 28 HAE T sy 2A7ur LT 200mg &

LA 1 ESREACROEETS, 2ha | AL, 2ol ek 4,

7. RERUVABICEEY SR

BRICERER G LIZGE . Con KOVAUC 8 EF7-T2L0OWE DR DD, BHEOELRET 5720 % ORMITETHZE, [16.2 S]]

8. BEEAEARNER

8.1 B HANTIRE, FIRFRFDOMZ . JEHRZ I I AR (= NIRHIEE e OB R Lo+ ENBEOEL &) &

1T, 5B RIEHANILUE IR I NS Im ABHRZ 1T 8, [2.2, 2.4, 9.1.6, 15.1.1 ]




8.2 AENZINT, JRAAR/LE L FI L RV L FE BIIOF A LI oM T, FLIIC2R DR D3RV AR FERIE (HRT) R FESERED
L L TRikARY Z DERME A IR AR N2 010> TR DL DME D H DD T, ARIDMEHICHI=>TUT, BEFITK
LARFIDYRY LR T 4y MW TH e AEATH LB I E R NROFE AL E D | iERERIE A Z1TD70 28, [15.1.1 2

8.3 AFIDRMICIY, MBIENDHOLDNDIENH LD T, DOIIREEIR ARERDL DN ST 52T k228, Fo, BEITHL
TUE WO IDZRIEIR - IRIEAFRD OB A TEDIZE A FE ISR T 28, HOPCOBMA 5L, [9.1.7, 11.1.1 ]
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DT,

8.5 fHIRIREERCFEEIMED VAR ISR T ZENHHOT, BB EOERS | G OB O BRI BT E 20 B3I
R AL i R N

9. HEDEREEIHEFICHIIEE
9.1 EHE-BMEREOHIEE
9.1.1 TANAXIIZOBREROHIESE
Il BB A VBRI ERNC LR RE I B R RIE T BENNH D,
912 5O/ XIFIZFTOEEEDHIEE
HERCBIZEL EROE(LEZBD TG AT E AP IL T2 EE 7528, BIBERVERERICIVRBIC AL RIT T BE
nrsHa,
913 HER.WMEXEIZTOBREROHIESE
IEREIC B E METBENAHD,
9.1.4 DEEEEZEOHIEE
IR 5 ST BTN RHD,
9.1.5 ERFDEE
PEIRIEDEAL T DEBENDHD,
916 IEREREAINRVESE . AEEHTOHIEE. AREDBEXFEIABLUNM ARICEENALNT-EE
JERZBLSE DR ENRHD, [2.4, 8.1 BE]
9.1.7 MBI EREABARREDEE
MiEEEE e LS, DI RORBITEH OERIENELRDIENHD, [8.3, 11.1.1 &[]
9.2 BHHEREEERSE
REIT R %5 ST BE NN B D,
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931 EEDHKEREETOHIEE
B LW e, (EA S h B2 055, [2.3 2]
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RN A OES  N T R AR
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R OVR RIFHFUR
AFER R QLR PR RIETE MM (33.5%)  LEAR | TEHER)—7, LEEW.,
Pk, Ko, SLET. AME | KRMESEIR R LR R, T EARY
& FENE — 7 TEBE G MRS
W, LI
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B2 B OVE T AR R FHPESE  IIB, TLLX—MERE | IFEE
JED RLBE, U RRIRMER RS
K. EMZ, ANEER, B
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14, BALDFE

141 EFRFHEOEE
PTP @ZED AL PTP & —IOHVH L TR 328918853528, PTP 2 —hORAERIZEIY  BEVELA TN B R B~ AL . B2
BHEBILU THHRIAR EOEERAIHEL IR T 220382,

15. ZDMDEFE
15.1 ERER{E AICE OER
15.1.1 HRT LELEDBIE M

(1) KENC BT D% 25 B e UT- BEVE2A AL B R B (Women” s Health Initiative (WHI) 30ER) Oft B fE AR b/« B AR
NVEVELA AR GRETIE, ILBISRBAERMEN 7T e R I L TR BICHE D (=R 1.24) LOBERH D U, WATLT
TN EREE I TR O R, fiAA o 2ha s Bl 5 R Tl FB IR ERIEN T 7 e R & G L ik L TR B2
T2 (N —FEE:0.80) LD 1305 P, [2.4, 8.1, 8.2 B E]

(2) TEIZIB T D 7 A (Million Women Study (MWS) ) DR, IRREA/LE L FILTERALELFIEZ L TODEMETIL, FFEIT2R
DfERRES HRT AR i L CA BIZ &</ (2.00 fi%5) . ZofEiitix, PPN BN 21206 - TEiad (1 R 1.45
f5, 1~4 5174 15, 5~9 4E:2.17 fi5. 10 ELA 112,31 %) EOHMENH B Y, [2.4, 8.1, 8.2 BH]

15.1.2 HRT EE IR MR B D EIRE

KENZBT D WHI SREROFE R, fi AT AN 7 B IERVE VLA RGBTl m BRI DR B O fERMEN 7 7 e R e G L b

LU CREVWEANCSHY, FHCARARIEA | 45 T RICERD (NP =R 1.81) Lo ERDHS ¥, WATL I Tz B 1kt

THREBROFE R, fEAT Ay B G5 Tl BRI IR RO ERRIEN T T v R G REL Ll L T B 221720 (N —F

[:0.91) EDBERDHB Y, [2.6 BR]

15.1.3 HRT &LINZEh D fEfR

KENZHIFD WHI RBROFE R fE A B AR 7« SRRV B A A B G-I, e (R L TINMEZE) O fERRIEN T TR & 5

BEL LB CHBICE D (NP =R 1.31) Eo@ERDHS O, WATL T ThN T ERHE ST BRofE R, AR oA as

LB SR TR, IS T (EE L OINAEZE) OERPEN T TR SR L R L T <R (N —RE: 1.37) LORERHD

20, [2.6 ]

15.1.4 HRT LERENAE D fEIR T

KENCHITD 65 mLh ORI Lotk a %t G UT- IV 2L G AR B (WHI Memory Study (WHIMS) ) OFE SR fE AR = Ak - #iK

FILVEVELG R GRECIL, TN~ —Z S iR EEDERIEN 7T e R GREE LR L CHEICE 2D (NP —FR:2.05) 0

WERHD Y, WATL U TN E A TR B O R, faA o AR 7V Bl 51 ClL, 7Y A~ — 2 G Lo JAED

fERRPEN 7 TR Fe GREL LU TR E TR0, BV HLI (NP =R :1.49) EOMERSH S Y,

15.1.5 HRT LINEEDEIR T

(1) KEIZERTD WHI iBROFE R fE AT o A ka4« R U BLA AT 5B T SN DGR 7T e R 5L
P U CHE TRV, mWERAAZL NI (=R 1.58) LOBERHS 1V, [2.5 B ]

(2) BRRaARVE % R R A U 7= PRI LARE O 2ot Cid, IRBUBIZ /2 2 /MDY HRT R FERERED otk & bk L TRk d b Dy
FAEORE RPN ESN TS IV [2.5 ]



15.1.6 HRT SfEEXREDEIKRME
KENCBITS WHI RBROFE B fE AT = 207 BV VRS FIBE GO T BRI RIS T IR Gt L It
BLCEEICEL2D (NP =R 1.59) EOMENRH S, WATL THrb e T EfHE T 5RO £, fiAT oAb Bl
HEECIL, IR RICRAERMEN T 7R & GREL L CHEICE D (O —R I 1.67) LOWE N HS 1,

16. FEWENRE
16.1 MAERE
16.1.1 BiEikxE

fat B BARRA% Al i 12 BT ASHI 200me ZAE A I B AR O 88 5- L2 L X DM BN RE T A—FZLL FOEBYTHY ., Migh 7 us =z
T O PR A SRR 2213, 2.2970.96 R C R a3 FP S IR R ISR L, S =N, 13.23£2.68 B TdhoTz P,
HA[A] £ 5RO I B RE T A—H

Cmax (ng/mL) AUCy - (ng+hr/mL) ey (H1) ti/2 (hr)
34.121+16.68 229.80+74.72 2.29+£0.96 13.23£2.68
SR R

16.1.2 REHKS

PR A% o PE 10 FIICAH] 100mg % 200mg ZAEAREC 1 B 1 [ 7 HERER DG L, Cu LN AUC W10 100mg %5
HEL 200mg & G-HECH BARFEMEZ /R LT, A 100mg X3 200mg % 1 H 1 [RIKER AREG L& ORYBIRE T A—X TN FOLE

VThs Y,
S5 (18] 100me/ B X% 200mg/ H) O EIHE T A—H
Be 5B (mg) B0 Cunax (ng/mL) AUCq(ng+hr/mL) | tu(hr) t12 (hr)
100 1EH 17.21£8.50 79.04227.08 2.80+1.81 8.67+2.42
7 HH 13.60£4.60 92.30£17.71 2.70%+1.89 16.56+=6.34
200 1 HH 26.89+14.67 136.74+45.87 1.90+1.10 7.7040.93
7 HH 31.12+13.31 188.67+=73.14 2.10+0.99 15.60+=2.55
L fiE A AR 72
16.2 BRI

TEREPRR B il N2 12 LT, AF 200mg A B Ry R OVRAR T HLEIRE 4 5 L7 L& AUC KU Co (THERIFR G-I LR R ET
EAFAEARINT L F o KO 1o (T EFORBEEZT RN EARESNT Y, [T. 5]
i fe T R O R DY BIRE T A—F

F 5544 Chax (ng/mL) AUCy- (ng+hr/mL) tmax (hr) t1/2 (hr)

BT 34.12+16.68 229.80£74.72 2.29740.96 13.2342.68

B 81.91+78.00 329.72+175.23 3.082.02 12.59+2.21
L fiE AR (R 7

16.3 2%

in vitro FRIZE\W T, ENILTEE A ~OFS G RIS 9T%E MESILTND 17,

16.4 {5t

FITHIRIZB O TEE NS, (SRRCEHEDIITV 7T /ar T V7o o4 —Tho, ZLIFELIZT Ve AR &L
A RIEENS P,

16.5 HEft
VO3 7 0 ATt A e MR R 5 U721, TR AR B U= BE DK 50%. REIF T4 30%, K 13% 3kl S 7= 19,

17. BRERALHE
171 BSERUVEREHEICET 555
17.1.1 ERE DA
FEEATHEELEE LN 349 Hlic, AN YA —/L 0.5mg X 1.0mg B O & 5-O0FH T ¢, A#I1%Z 1 A28 A)D 1~28 A H
£T1 H 1A 100mg ZHEE AT O &5 (R 5-45) . 0T 1 (28 H) » 15~28 HEET 1 A 1 [ 200mg ZtEmNC 52 #
R N 5 (AR 535) L,
ZORER, B5- 12 A5 52 BIZI W THE NIEEEFRE 1 L38O b7,
RIVE S BB 1T 54.2% (189/349 f5) Tho7-, TAeRIVEMIL, RIEF-5 HifiiAs 33.5% (117/349 B1) . FERPIEDS 4.6%(16/349 B1) |
SRR 3.2% (11/349 1) . THEEE . FREITED FHS 2.9%(10/349 1) | AEESRER  (HELAS 2.3% (8/349 B1)) | &/ ib A3 2.0% (7/349 f51)
Tholo, 0B, RIEE M OE 5RO FIVE AR BB 1 TR A% 515 7T 18.2%(31/170 1) | JE#IRY# 5-957T 48.0%(86/179 1)
ThoTm, F7-. BERBIVENE L TR PHITEMIRZ 0.3% (1/349 41)) . FLIREEM: N RS 0.3% (1/349 #]) OIBRZ DB 2,

18. ZEhEE

18.1 YRR

Ty AT AR, FENRE LGS BT 27 n S AT R BRI L T AN S U B R OB BT 228 KDY
FE NI E I TR BT 27 0 AT 0 S RIS G U CRkE RS A B R 1 O RE A 2 I35 2 812 kY, =AM 7 U A5 (K
DNHIAEIB A KB B N T~ D RE A 2 L, BRI B L AT I R OB iEl+ 5L & 2 bn 5,

18.2 FEWREFEING/EMA

IIHESH~T AR\ T, AT et 5 HREIKER T 5352 T b sl BN E RO BiEE Lz 20, v
PFITB T, HEIXUE 2 BRXKERRANEGICE- T, =2ha sk s 75 i oz Lz 2,
IEAH~ T RZRBWT, TS ATrAL, 3 R TG T 226 T AN AL D 15 BB K OV IR E B oD 3
FEEMHILIZ 2, IR\ T, 40 B BIER AN 5§52 T AN AL D 15 N IRBHEE O RIEZ Il Lz 2,
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19. BURSIZETHELEHME
—fx4 : ms AT (Progesterone)
{24 : Pregn—4—ene—-3,20—dione
&

O

4543 1 CyHyOs

ST 314.46

PR - AROKBR U REOR R THS,
AZ =)V T H 7 — L (99.5) IZRRVEIT 09, AKIZIZEAETET e\,
RS ERRDOLID,

Bl : 128~133°C

20. MFEWEDEE
SR BRE R I L CTERAF T D2 L,

22. @ %
30 7/ [10 7L (PTP) X3]

23. FEXM
1) Chlebowski RT, et al.:JAMA. 2003;289:3243-3253
2) Anderson GL, et al.:JAMA. 2004;291:1701-1712
3) Stefanick ML, et al.:JAMA. 2006;295:1647-1657
4) Beral V, et al.:Lancet. 2003;362:419-427
5) Manson JE, et al.:New Engl ] Med. 2003;349:523-534
6) Wassertheil-Smoller S, et al.:JAMA. 2003;289:2673-2684
7) Hendrix SL, et al.:Circulation. 2006;113:2425-2434
8) Shumaker SA, et al.:JAMA. 2003;289:2651-2662
9)Shumaker SA, et al.:JAMA. 2004;291:2947-2958
10) Anderson GL, et al.:JAMA. 2003;290:1739-1748
11) Rodriguez C, et al.:JAMA. 2001;285:1460-1465
12) Lacey JV Jr, et al.:JAMA. 2002;288:334-341
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15) fRER PAR % 2ot 12 361 D3 B RE R (IR i G- X OB O (20XX 4 XX A XX A7GE, CTD2.7.6.1)
16) fERRPARE R M2 1T D3 B e AR (R Fx5-) (20XX 4 XX H XX HZ&RE, CTD2.7.6.2)
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FSN-011-01 1.8 HwACE (8

1.82 MENXEFHR. RERVAERVERLOIE L ZTOREEB
1.8.21 ZEEXRITHE

1.8.21.1 EXIEHR (F)

4. REXIFFNR

SRR T e OISR IR S k9 2 BRI AS L8 U F 8 5 D - B PRI BIE 0D S8 JiE 11

1.8.2.1.2 FEHEMH

ARIBICIBIT DARNT AFFFET A RT 4 2 2017 FEEUIC LA SN TS L 91T, HRTIZ
BT B EEARLE KOO BEIE., IR AE CHIBE ST L D 75 B OB T 5 P
BEOY A7 BRI 2N L3 TnD (AARERIR AR S - AARKHESRES. RLVE
VRIFIFRIET A K74 2.2017),

AHID HRT HaATHIZ 1T 2 15 AIEEAE OIHIZ R IL. ENTTHEEAT 5 HARNEEY
B2 Lotk 2 kP G20 FEE L 72 55 T AHRRER 2 FP L R Uy VBN R RABRIC K o R 225 L LT
M L 72,
1.8.2.1.21 ENRE Il #HEER

[ENES T FHRRER Tl HRRBE A 3 T TICARHIBE 2 BUBEE CRRE L. B ARA~OARFF 5-RED -
B NI AEE FE BRI DU Tl B 72 A BRI 2 3% 8 L CL ARHIER 55 015 NIBTHE I AE 36 Bl 3
DIEHEXE O LIRS Z OFFARFMEEZBZ 202 & 27T 5 2 L2k 0 AR OA R 2 RGeS
HTHA L Lz,

AR F P B Rg 0D - PN IBTHE FEE 8 B3R 0D FFA BRI B AR B AR IR 55 ST IR B R ¥ B % kb 42
ICEMES NI A oA FOa ey FENBIARRRRR (EREHEIE)». AATFEHES
HERE. 2008, 16:220-231.) W NZHFADOEEH A K74 > ThHRINEHRKMTE NHAERLEZR
DA RTA BB 20%ERE LTc, MMNEHES T NAERLEESTA R AT
X, \&5% 1 F M TOE NBEEEE R BLER O Wl 95%EHEX M O R 2.0% U FThHH Z &
iR CE UL, TEABEEEER OMEIRIT o Th D LRli ST\ 5, [ENE I AHR
BRCIEL. 7 E NIBEFEE R BL ORI C & 2 AFI# G- 12 WA 5 52 BI85 NIEHEFRE
FERO BT B 0.0% (0318 f) 1. T DEIE DR 95%(EFEXH1% 0.00-1.15%TH 1 |
95%(EHEX M D LRNFHFNCED - AKAETH D 2.0%% FlRl-72Z Lnd . AREIOF 5= N IEHEEE
F OIS FIIAI T HRT OB & L TAS VDR TV AHEEEA Ked e 27ra i
HE LR ERRRES LT,

LZEMIZE L T, kbE<EH LZAWEMIZIREFE M GEBEK 33.5%) ThHho7n, &
TERECHILCED DI o Tz, FIRICEST-HEFRIT IR T 12 42 16 3B L7273,
2BILL BB L= F TR OATH Y | FRHCEP L TRBAL-FERII o T, KEHEOHK
BB DR A SE T L, ARMICKE elBEIX R0 o 72,
1.8.21.22 BHEEKRERERRUERIKER

AN IRERBR IZ ) T b B NWIRHEIIE OB BLRITITE T OERDNH D b OO, BRAFIZ &
% 15 PNIEHEEE I R 2R S vz, (Moyer 1993 [F8B15R 0.0% (0/157 #51) 1. (Foidart 1994
(B 0.0% (0/26 f51) ], (Lane 1983 [FEHL=R 8/3% (3/36 #5) ], (PEPI 1996 [FEHL=K 5.0%
(6/120 f51) ], (Lorrain 1989 [Z&H13 0.0% (0/17 f51) ], (Dupont 1991 [FEHLZE 0.0% (0/32 i) 1,
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FSN-011-01 1.8 HwACE (8

£ AANTHFL 100 EHELLETER - BEESH TR Y, ARRFORE N D bAK OFH
PERIfFCE LB 6ND,

1.8.2.1.2.3 4k
PLE XV ARAID HRT a1 TR IS 1T 5 75 PNISEESFEIE O A RIE S v, ZhEe « 2%
FRETAZENE YL THD EHIW LT,

1.8.22 HERUVHRE

18221 HRERUAE ()

6. iR UHAE

i AR LE U H EDHFRICBWT, UTOWTFhNEZRIRT 5,

c PRV R EBIEE b S u A AT L LT 100mg & 1 B 1 [EEEERTICR O & 59
%)O
PR CAIOREHGEAZ 1T HE E LT, MR LE Ao 1SHEND 28 HE E
T A7mr e LT200mg # 1 B 1 EEEANCRARLEST 2, Zhta 1 EBE L, itz
DJE M A KT,

1.8.22.2 FHZXTEEH

WEAMT I D AR D T5 I 2ot 0 AR HIRE TS K QWP B R BAEIRIT I 1T 2 AR /V-E A FEIEE
1% (HRT) OBh (7= NBEHEAEOIH]) | 12\ T, JPlaR T Al O &G5O0 T
T, FAIR A TIEAAZ 1A 28 H) ®»1~28 HHE T 1 H 1 [E 100 mg % BtERTIZRE D
e L, AEEETIZ LAY Q8 H) @ 15~28 HEET1 H 110200 mg Z @t = AMc T#
B 5 I ST\ 5,

WM I 2 B AEER  (Simon study) & [ENE [ FHERAGRER CHEMTRENFEIL T b 2
ERHER SN E G, ZOWIMNIBIT AL - HE% o TEM LIZEFEXIHRE LEEEN
55 AR IC VT, - NIEEFE O IR IIAFE T HRT Ol e L UAS HnbhTnd
HEliE A R o7 a s A7 a Al bE RN EBRRGETE 72,

PLbms . RFNOHESERE - HEE, TEERREE R OYRERR RIS 2 IR A L& Al
P G- E D - NIEHEIEE O FEEMH]) (2B W T, TIRaA VR RO GEA NS 7 e 7 AT
7L T100mg 2 1 B 1 EEERNCRAKR ST 5, IR LVE Ao SEBEZ 1 A
HELT, IMlALVECHIOESE1ISAENG 28 HEE T e /A7 10 LT200mg % 1 H
1 ERERNICRANEE T 5, Tz LEE L, DB ZOEMZ#EVIRT, ] LRETHZ &N
Y] &I LT,

1.823 HALDIE () LXTEEH

i EoEE (%) A E B

2. BE (ROEBFICFEELAEWNI L) 2.1 ARIOFHR S THLT 0T
2.1 BRI ORIk UIBBUE OBETERE D & % B AT 0 ATEIMIIZ KT LT
2.2 DWRIEEOMER NN DS 5 EE DFKRZRONTE PEOBEREDH 5 EE TN T

TNRH 5,1 [8.1 ZH] X AFNOBEEIZ L0 IEBUE 2
2.3 HEOFHREREDH 5 BF [9.3.1 ] L ZFRIREMEDY B D T2 DRRE L
2.4 FUEOBERE TRV H 5 8F DERPET 28 |7,

Znnd 5] [8.1, 9.1.6, 15.1.1 Z] 22 R EROBTBENDH S
2.5 e OBERE SUTEe WD & 2 BFE DERNE LT [72080E LT,

S 11 -
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1.8 A CGE (%)

LERENWNRH D, ] [15.1.5 ]

2.6 EhIR LR O AR FEARIE & 5\ T EE O e Mk
ROBE IO H 5 BE DERNEAT 2BZN
N5, [11.1.1, 15.1.2, 15.1.3 ]

2.7 o & % BE UERBEAT 2B8EZ0R1H 5, ]
[11.1.1 4]

2.8 K7 4 VAEDORE UERPELT 2BZNNH
%]

23 fEANER I N2 BENNH
HIORE LT,

24 SERDEATEIBENRH D
72O E LT,

25 JERDBEALT DBENLH D
72D E LT,

2.6 AFIMER & OBFEM: X S H
TILZR WA, A LT A O ik
EE[E « BIARICRET AN

Fifi 2 D IMASTELENHRE STV D
7O E LT,

2.7 SERPEATHBENRH D
7O E LT,

2.8 SERDEATHIBENRH D
72O E LT,

5 BEEXIIHRICEET 5FE
AENL., FEORONBEIIZESG LN L&,

A DI MEII AR D 5% 5
ERBRNT EE, FhEEXIIN R
TN R TR & LB 2R
E LT,

7. AERUVUAEICEET 3 IE
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