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1. GENERICNAME
Conjugated Estrogens Tablets US P

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 0.3 mg or 0,625 mg of conjugated es:

List of Exclpients

Conjugaied Estrogens 0.3 mg Tablets:
Lactose Monofrydrats (Sgray Dried)
Mcrocrystafline Celiulose

Hypromeliose 2208, K100M (100 000 cps
Magnesium Stearate

Puritved Water

Sucrpss

Hydraxypropyl Cetiuicse

Hypromefiose 2910, EE (Ecps)
Hypromeliose, 2910, E15(15 cps)

estrogens US P

Polyethylene Giycol 400

Camauba Wax

Colour:

Opadry® Green 15821511 contains: HPMC 231 0/Hypromedicse. 3 cP HPMC 2910/ Hypromeliose
2910. 6 cP Quincling Yellow Al Lace (E104), MacogolPEG 400, FDAC Blue #/2/1ndigo

Carmine Aluminiam Lake (E132), Titamsam Dioxide, Polysorbate 80
Opacode” WE NS-7B8-18011, white brandng inkc Punfied Water, Thanum Dioxde, Isopropyl
Alcohol, Propylens Glycol, and Hypromeficse 2610 3 cP. Appraxmately 0.2 mg trace solids
Conjugaled Estrogens 0.625 mg Tablets: -
Lactose Hydrate
Microcrystaliine Celiciose
Hypromeliose, 2310, E6 (6cps)
Magnesium Stearate
Puntied Water
Vihite Saft Sugar
Hydroxyprogyl Cetulose
Hypromedicse, 2910, E6 (Bcps)
Hypromellose 2910 E15(15¢ps)
Polyettvyiene Glyco! 400
Camauba Wax
Colour:
Opadry”™, Marcon, 03816083 contans HPMC 2910V Mypromelioss, £ cP. Tranmem Diaxide, FOAC
Red # 40VAllura Red Alumnum Lake (E125), PEG 400/ Macrogal, and FOAC Biue #2/Indigo
Carmine Aluminum Lake (E132)
Opacoce® WB NS-78-18011. whnte brancing ink comtans: Punified Water Tdanum Dignge
Isoprogyl Aicohal, Propylene Giycal, ang Hypromefiose 2910, 3 cP Approxmately 0.2mg trace
sofics
All strengths/presentanons mentioned in this cocument might not be avarable in the market

3. DOSAGE FORM AND STRENGTH
Dosage Form: Coated tabiet
Strength: 0.3mg and 0 £25mg

4. CLINICAL PARTICULARS

4.1, Therapeulic indication

*  Treatment of maderate 10 severe vasomator Symploms assocated with the menogause

= Treaiment ol vuivar and vaginal atroghy. When prescribing solely for the (reatment of
symptoms of vulvar and vaginal atropiy, topscal vegenal progducts should be consicered

*  Prevention o! posi-menopiusal gsteoporosis. Prevention of post-mencpausal
osteopoross in women 31 nek of feture fracturss

=  Maggement of posl-mencpausal cstecporass Mamagement of post-mencpausal
osleoporosss in women a1 nsk of future fractures. Therapy should $1an as <oon is possible
after the onsel of menopause

«  Treaimenl of hypoestrogensm dus fo hypogonacism castration, of prmary ovarian falure

4.2 Posology and method of 2dministralice

Comugated estrogens is an estrogen anty HAT for oral use

Posology

Adults

Conjupated estropens 0.625-1.25 mg dally is the uscal starting dose for women without 2 uterus
Confinuous administration is recommended

For initation and continuation of treatment of postmencpausal symptoms. the lowes! effsctive
dose lor the shortest duration (see also section 4 4) should be used Patients should be re-
evalualed periodically 1o determine if treximent for symploms s sTHl nacescary

Yasometor symptoms
0. 625-1 25 mg caily depending on the response of the indradual

Atrophic vagndis, kraurosts yulvae, atroph prethotis.
0 £25-1.25 mq dadly depending on the response of the individual

Prophyiaxs of postmenopausal osieQporosis

When prescribing solely for the prevention ol posimenopausal osteoporosis, therapy should only be

considered for wamen at significant risk of csteoporosts and non-estrogen medications should be

carefully considered

The minimum effectrve dose is 0.625 mg or most patients (see section 3.1)

Concomitant progestogen use for women with 3 ulerus

Unless there Is a previous diagnesis of endometniosis, it Is not recommended (o add a progestogen in

hysterectomesed women (see seclion 4.4)

Commencing ireatment advice

For most postmenopausal women, therapy may be commenced al any convenienl ime

In women who are not Laking hormone replacement therapy or women who swilch from a continuous

combined hormone replacement therapy product, treatment may be staried on any convenlént day, In

women transfernng from a sequential hormone replacement therapy regimen, treatment should begin

the cay following completion of the prior regimen

Before therapy commences, it is recommended that the patient is fully informed of all the likely

benefits and potental nsks. She should have a full physical and gynaecological examination with

special emphass on biood pressure, breasts, abdomen and pelvic organs, and an endometrial

assessmerl camed out f appropriale Follow-up examinations are recommended every 6 to

12 months

rorgosen tablet:

It 2 tablet &= forgotien. it should be taken as soon as the pallent remembers, therapy should then be

continued as belore. It more than one tablet has been forgotten anly the most recent tablet should be

taken

Missed pdls may

Eiderly

There are no special desage requirements for elderly patients, but as with all medicines, the lowest

effective dose should be used

FPasguatnc population

Conjugatad estrogens is not recommended for use in children

Salety and effectiveness in pasdatric patients have nol been established. Estrogen treatment ol

prepubertal piris induces premature breast development and vaginal cornification, and may Induce

uterine biesding

Since large and repeated doses of estrogen ovecan exiended time period have been shown 10

accelerate epiphyseal closure, hormonal therapy should not be started before epiphyseal closure has
occurmed in order not to compromise final growth

Method of adminstrytion

For Oral us2 only

Tablets should be taken whole: da not divide, crush, chew, or dissolve tablets in mouth

4.1 Contraindications

cause breakthrougn bleeding in women with a uterus

1 Hypersensitavity Lo conjugated estrogen or (o any of the excipients listed in section 2

2  Known suspected of history ol breast cancer

4. Known or suspecied pstrogen-cdependent malignant tumours (e.g.endometrial cancer),

4 Undagnosed genital bleeding

S.  Untreated encometnal hyperplasia

E. Prenious or current venous thromboembolism (deep venous thrombosis, pulmonary
embolsm)

7. Known thrombophllic disorders (e.g. protein C. protein S, or antithrombin deficiency, see
sectiond 4)

8. Active or racent arteral thromboembolic disease (e g . angina, myocardial infarction)

9 Acute liver disease or history of lver disease where the liver function tests have failed 1o return
to normal

10. Porphyra

4.4 Special warnings and precactions lor use

. For the treatment of postmenopausal symploms, HRT should only be initiated for symptoms that
adversely affect the qualmy of Me_ In all cases, 2 careful appraisal of the nsks and benefits should
be undertaken a1 least annually and HAT should only be continued as long as the benefit
outweighs e rnzk

»  Evidence regarcing the nsks associated with HRT in the treatment of premature menopause is
bmited. Due 1o the low level of absolute risk in younger women, however, the balance of benelits
and nsks for these women may be more {avourable than in plder women

Medical amingtionpfigw-1D

Betore initiating or reinsttuting HAT, a complete personal and family medical history should be taken

Physical (incleding peic and breast) examinalion should be guided by this and by lhe

contraindications and wamings for use. During treatment, periodic check-ups are recommended of

frequency and nature adapted 1o the individual women Women should be advised what changes in

their breasts should be reported 1o their doctor of nurse (see ‘Breast Cancer” below) Investigations,

inciuding appropriaie imaging tools, e g mammography, should be carmed out in accordance with

currently accepied screening practices, madified 10 the chinical nesds of the individual.

Conditions which need supervision
If any of the following conditions are present, have ccourred previously, and/or have been aggravated
during pregnancy or previous hormone freatment, the patient should be closely supervised. It should
be taken into account that these conddions may recur of be aggravated during treatment with
cun;ugattﬂ esirogens. in particutar
Lelomyoma (utering fibroids ) or endomeLnosss
. Risk tactors for thromboembolic disorders (S22 below)
- Risk tactors for estrogen dependent tumours (e g. first degree heredity for breast cancer)
. Hypenension
- Lwerdisorders (e g. lver adenoma)
- Dabates melitus with or withoy! vascular invohvement
»  Cholelthiasis
- Migraine or (severs) headaches

Syslemic lupus erythematosus (SLE)

A history of endometrial hyperplasia (see below)
Epllepsy

Acthma

Olosclerosis

Reasons forimmediate withdrawal of therapy

Therapy should be discontinued In case a contraindication Is discovered and In the foliowlng

situations

Jaundice or daterioration In liver function
significant increase in blood pressure

- New onsel ol migraine-type headache
Pregnancy

Endometrial hyperplasia and carcinoma

. In women with an intact uterus the risk of endometrial hyperplasia and carcinoma Is increased
when estrogens are administered alone lor prolonged periods. The reported Increase In
endometrial cancer risk among estrogen-only users vanes from 2-1o 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 af least 10 years

= The addition of a progestogen cyclically for at least 12 days per month/28 day cycle or
continuous combined estrogen-progestogen therapy In non-hyslereclomised women prevents
Ihe excess nsk assocated with astrogen- only HRT

*  For oral doses of estradiol >2 mg, conjugated equine estrogens >0,625 mg and paiches
>50 pip/day the endometrial safety of added progestogen has not been demonstrated.

*  Breakthrough bleeding and spotting may occur during the first months of treatment. If
breakthrough bleeding or spotting appears after some time on therapy, or continues after
ireatment has been discontinued, the reason should be investigated, which may Include
endometrial bopsy to exclude endometrial malignancy

*  Unopposed estrogen stimulation may lead to pre-malignant or malignant transformation in the
residual foci ol endometriosis. Therefore, the addition of progestogens to estrogen replacement
therapy is should be considered in women who have undergone hystereclomy because of
endometrigsis, if they are known to have residual endometriosis

Breast cancer »

The overall evidence shows an increased risk of breast cancer in women taking combined estrogen-

progestogen or estrogen-only HRT, that is dependenton the duration of taking HRT.

The WHI trial found no Increase in the risk of breast cancer in rysterectomised women using estrogen-

only HRT. Observational studies have mostly reported a small Increasa In risk of having breast cancer

diagnosed that is lower than that found In users of estrogen-progestogen combinations (see section

48).

Resulls from a large meta-analysis showed that after stopping treatment, the excess risk will decrease

with time and the time needed 1o return lo baseliné depends on the duration of prior HRT use. When

HAT was taken for more than 5 years, the nskmay persist for 10 years or more,

HRT, especally estrogen-progestogen combined treatment, increases the density of mammographic

Images which may adversely alfect the radiological delection ol breasl cancer

Qvanan cancer

Ovanan cancer s 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

5years of use and diminishes over time after stopping

Some other studies, including the WHI trial, suggest that the use of combined HRTs may be assoclated

with a similar or shightly smaller risk (see section 4.8)

Yenous thrombeembolism

B Hormone replacement therapy (HRT) is associated with a 1.3-3 fold risk of developing venous
thramboembalism (VTE), |.e. deep vein thrombosis or pulmonary embolism, The occurrence of
such an evenlt is more likely in the first year of HAT use than later (see section 4.8).

. tients with known thrombophilic states have an increased risk of VTE and HRT may add lo 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 (Body Mass Index>30 kg/ m’) pregnancy/postparium period,
systemic lupus erythematosus (SLE) and cancer. There is no consensus about the possible role
of vancose veins in VTE

As In all postoperative palients, prophylactic measures need be considered to prevent VTE follawing

surgery. I prolonged immobilisation is 1o follow elective surgery temporarily stopping HAT 4 1o

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
thrombasis al young age, scresning may be offered after careful counselling regarding its
limitations (only a proportion of thrombophillic defects are Identified by screening).

If a thrombophilic defect s identified which segregates with thrombosts in family members or if
the delect 1s ‘'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 HAT

s I VTE develops after initizting therapy, the drug should be discontinued. Patients should be told
1o contact their doctor immediately when they are aware of polential thromboembolic symptoms
(e.g. painful swelling of a leg, sudden pain In the chest, dyspnoea).

Corpnaryanery disease (CAD)

There is no evidence from randomised controlled trials of protection against myocardial infarction in

women with or without existing CAD wha recerved combined estrogens-progesterone or estrogen-

only HRT :

Randomised controlled data found no increased risk of CAD In hysterectomised women using

estrogen-onty therapy

[schaamic stroke

Combined estrogen-progesiogen and eslrogen-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 ol siroka is sirongly ape-dependent, the overall nsk ol
siroka In'women who use HAT will Increase with age (see section4,8)

In the WHI estrogen-alone substudy, a statistically significant Increased risk of stroke was reported in

women 50 lo 79 years of age receiving daily CE (0,625 mg) compared lo women receiving placebo (45

versus 33 per 10,000 women-years). The Increase in risk was demonstraied in year one and persisted.

Subgroup analyses ol women 50 lo 59 years of age suggest no increased risk of stroke for those

women recetving CE (0.625 mg) versus those receiving placebo (18 versus 21 per 10,000 women-

years)

Other conditions

»  Estrogens may cause fluld retention and therefore patients with cardiac or renal dysfunction
should be carefully observed Patients with terminal renal insufficiency should be closely
observed, since It Is axpected that the level of circulating active Ingredients In conjugated
estrogens Is increased

«  The use of estrogens may Influence the laboratory results of certain endocrine tests and liver
eNzZymes

Estrogens Increasa thyroid binding globulin (TBG), leading to Increased circulating total thyroid

hormone, as measured by protein-bound lodine (PBI), T4 levels (by column or by radio-

immunoassay) or T3 levels (by radio-immunoassay). T3 resin uptake is decreased, refiacting the

elevaled TBG. Free T4 and Iree T3 concentrations are usually unaltered. Patients depandent on thyroid

hormone replacement therapy may require increased doses in order to maintain their fre thyroid

hormone levels Inan acceptable range.

Other binding proteins may be elevated in serum, Le. corticoid binding globulin (CBG), sax-hormone-

binding globulin (SHBG), leading lo increased circulaling corticosteroids and sex steroids,

respectively, Free or biological active hormone concentrations are usualty unchanged. Other plasma

proteins may be Increased (angiotensinogen/renin substrate, alpha-l-antitrypsin, ceruloplasmin).

= A two- to four-fold Increase In the risk of galibladder disease requiring surgery in women
receiving HRT has been reported.

*  Aworsening of glucosa {olerance may occur in patients taking estrogens and therefore diabetic
patients should be carefully observed while receiving hormone replacement therapy.

= Eslrogens should be used with caution In patienls with disease that can predispose fo severs
hypocalcaemia. J

*  Women with pre-existing hypertrighyceridemia should be followed closely dunng estrogen
replacement or hormone replacement therapy, since rare cases of large (ncreases of plasma
triglycerides |eading to pancreatitis have I:dn-_r_gn reported with estrogen therapy in this condition.

= HAT use does not Improve cognitiva function. There Is some evidence of increased risk of
probable dementia In women who start using continuous combined or estrogen only HAT after
the age of B5.

=  Laboratory monitoring
Estrogen administration should be guided by clinical response rather than by hormone levels
(e.g.,estradiol, FSH):

*  This product conlains lactose monohydrate and sucrose. Patients with rare hereditary problems
of galactose intolerance, fructose intolerance, the Lapp lactase deficiency, glucose-galactosa
malabsorption or sucrase-isomaltase insufficiency should not take this medicine.

4.5 Drugsinleraclions

The metabolism of estrogens may be Increasad by concomitant use ol substances known to induce
drug-metabolising enzymes. specifically cytochrome P450 3A4 (CYP3A4) enzymes. Therelors,
inducers of Inhibitors of CYP3A4 may attect estregen drug metabollsm. Inducers of CYP3A4, such as
SL John's Wont (Mypericum perforatum) preparalions, phenobarbital, phenytoin, carbamazepine,
rifampicin, rifabutin, nevirapine, efavirenz and dexamethasone, may reduce plasma concentrations of
estrogens, possibly resulting In a decrease in therapeutic effects and/or changes in the uterine
bleeding profile. Inhibitors of CYP3A4, such as cimetidine, erythromycin, clamthromycin,
ketoconazole, Itraconazole, ritonavir, nelfinavir and grapefruit juice, may increase plasma
concentrations of estrogens and may result in side etfects.

Interference with Laboratory and Other Diagnostic Tests

Laboratory lestinteractions

Increased platelet count decreased levels of antithrombin |11, and Iincreased plasminogen antigen and
activity,

Estrogens Increase thyroid-binding globulin (TBG) leading to increased circulating total thyroid
hormone, as measured by protein-bound iodine (PBI), T, levels by column or by radioimmunoassay or
T, levels by radioimmunoassay. T, resin uptake Is decreased, refiecting the elevated TBG. Free T, and
{ree T, concentrations are unaliered.

Other binding proteins may be elevated in serum, le, corticosterold binding globulin (CBG), sex
hormone-binding globulin (SHBG) Jeading 1o Increased circulating corticosteroid and sex steroids,
respectively. Free or biologically active hormona concentrations may be decreased.

Increased plasma HDL and HOL, cholesterol subfraction concentrations. reduced LDL cholesterol
concentrations, increased triglyceride levels.

Impaired glucose lolerance.
The response 1o meryrapone may be reduced.

4.6 Uselnspecial populations

Pregnancy:
Con|ugaled estrogens is not indicated for use during pregnancy.

It pregnancy occurs during medication with conjugated estrogens, treatment should be withdrawn
immediately. The results ol most epidemiological studies 1o date, relevant 1o inadvertent foetal
Exposure to estrogens, indicate no teratogenic of foetotaxic etfects.

reas|-leedi
Conjugated estrogens is not indicated duning lactation.

4.7 EMecisonability lodrive and use machines

No studies on the effect of ability lo drive or use machines have been performed.

4.8 Undesirable alfecls
See also sectiond .4

Adverse drug reactions (ADBs)

The adverse reactions listed in the table are based on post-marketing spontaneous rzparting rates,

clinical trials and class-effects.

Musculo- Arthralgias,
skeletal, Leg cramps
connective
tissue and
bone
disorders
Reprod- Breakthrough | Change in Dysmenorrhoea;| Endometnal
uctive bieeding/ menstrual fiow; Galactorrhoea, | hyperplasia
system & | spotting; Change in cervical | Increased size
breast Breast pain, | ectropion and of uterine
disorders  |lendemess, | secretion leiomyomata
enlargement.
Discharge
General Oedema
disorders
and admin-
istration site
conditions
Investigations | Changes in Increases m
weight blood pressure
(increase or
gecrease);
Increased
Iniglycerides
Breas cancer nsk

*  Anup to 2-fold increased nsk of having breas! cancer dagnosed s reported in women

taking combinad estrogen-progestogen therapy for more than 5 years.

. Themmndnskmmummrwy:w:mmmﬂmmmd

esirogen-progestogen combinations.

s Thelevel of nsk rs dependent on the duration of use (se2 section 4 4).
*  Absolute nsk estimatons based on resufts of the larpest randomsed placebo-controlled

tral (WHI-study) and the largest meta-analyss of prospective epidemiological studies are
presemnted,

Largesi meta-analysis of prospective epidemialogical studies — Estimated additional risk ol
Rreast cancer after 5ysars” use In women with BMI27 (kn/m’)

Age at start HRT |Incidence per 1000 never-uses Risk ratio 1 Mdmuna\m.:ﬂ
(years) of HRT over a S ymar period par 1000 HRT
(50-54 years)* users after 5 years
Estrogen only HRT
50 133 12 23
' Combined estrogen-progestogen
50 133 16 8.0
*Taken from basaline incidence rates in Englandin 2015 in women with BMI 27 (kg/m’)
Nota: Sincs the background incidence of breast ancer differs by EU country, the number of
addiional cases of breast cancer will also change proporhonately

Estimated additional risk ol breas! cancer Bler 10 years' gsé In women with BMI
27 (kg/m’)

Age at start HRT | Incidance per 1000 never-uses Risk ratio Adcitional cases
(years) of HRT over 3 10 year pencd per 1000 HRT
(S0-59 years)® users after 10 years
Estrogen only HRT
50 256 | 13 7.1
Combined estrogen-progestogen
50 2686 18 208

*Taken from bassline incidence rates in Englandin 2015 in wamen with BMI 27 (ig/'m’)
Note: Since the background incidence of breast ancer ciffers by EU country, the number of
addmonal cases of breast cancar will aiso changt proportionately.

US WHI studies - additional risk of breast cancer sfter S years' pse

System Common | Uncommon Rare Very Rare
Organ (>1/100, (>1/1,000, (>1/10,000, (<1/10,000),
Class <1/10) <1/100) <1/1,000) isolated
reports
Infections and Vaginitis, including
infestations vaginal candidiasis
Neoplasms Breast cancer, | Endometrial
benign and Fibrocystic cancer,
malignant breasl changes;| Enlargement
(including Ovarian cancer; | of hepatic
cysts Growth haemangiomas
and polyps) polentiation of
benign
meningioma
Immune Anaphylactic/
system anaphylactoid
disorders reactions,
including
urticaria and
angioedema
Metabolism Glucose Exacerbation
and nutrition Intolerance ol porphyna;
disorders Hypocalcagmia
(n patients
with diseasa
that can
predisposa to
Severs
hypocalcaemia)
Psychiatric | Depression | Changes in libido; | Irritability
disorders Mood disturbances;
Dementia
Nervous Dizziness; Stroke; Exacerbation
system Headache; Exacerbation of chorea
disorders Migraine; Anxiety | of epilepsy;
Eye Intolerance to Retinal
disorders contact lenses vascular
thrombosis
Cardiac Myocardial
disorders Infarction
Vascular Venous thrombosis | Pulmonary
disorders emboksm;
Superficial
thrombophlebitis
Respiratory, Exacerbation
thoracic and of asthma
mediastinal
disorders
Gastro- Nausea; Bloating; | Vomiting;
intestinal Abdominal pain | Pancreatitis;
disorders Ischaemic
colits
Hepato- Gallbladder disease Cholestatic
biliary jaundice
disorders
Skin and Alopecia Chioasma/ Erythema
subcuta- melasma; multiforme,
neous tissue Hirsutism, Erythema
disorders Prurtus; Rash nodosum

Ape range Incidence per 1000 women i Risk ratio & Addaional cases
(yrs) placebo arm over 5 years 95%Cl per 1000 HAT usars
over S years (35%C1)
CEE estrogen-only
50-79 21 0.8 (0.7-1.0) ~4(6-0)"
CEE+MPA estrogen & progestogen’
50-79 17 12(1.0-15) +4(0-9)




"*WHI study In women with no uterus, which did not show an increase in risk of
broasl cancer

{Wnen the anatyuis was resticted 1o women who had nol used HAT prior (o the study there was fo ncTeased
rik apparent dunmg the frtd 5 years of trealment 3f1es 5 years the sk was hagher than in fon-Giers

Endometrial cancer risk

Postmenopausal women with a yierug

The endemetrial 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 i3 not recommended because i increases the
risk ol endometrial cancer (see section 4 4)

Depending on Lhe duration of estrogen-only use and estrogen dosa, Ihe increase In risk of
endometrial cancer in epidemiciogy studies varied from between 5 and 55 exira cases diagnosed
In every 1000 women bebween the ages of 50 and 85

Adding a progestogen 1o estrogen-only therapy for at least 12 days per cycle can prevent this
increased nsk In the Milkon Women Study the use of hve years of combined (sequential of
conlinuous) HRT did not increase risk of endometrial cancer (RR of 1.0(0.8-1.2))

Ovarian cancer

Use ol estrogen-only or combined estrogen-progestogen HAT has been associated witha slightly
increased risk of having ovarian cancer dagnosed (see section 4 4)

A meta-analysis from 52 epidermological studies reported an increased nsk of ovarian cancer in
women currently using HRT compared to women who have never used HRT (KR 1.43, 85% Ci
1.31-1.56) For wemen aged 50 to 54 years taking 5 years of HRT, this resufts in about |1 extra case
per 2000 users In women aged 50 to 54 who are not taking HAT, about 2 women in 2000 will be
diagnased with ovarian cancer gver a S-year period

Risk of venous thromboembolism

HAT Is associated with a 13-3-loid increased relative risk of developing venous
thromboembolism (VTE), i ¢ deep ven thrombosis or pulmonary embolism. The occurrence of
such an event is more likely in the first year of using HT (see section 4.4) Resuits of the WHI
studies are presented

WHI Studles - Additional risk gf VTE gversysary_ yse

Age range (years) |Incidence per 1000 women in | Riskratio and | Adational cases per
placebo arm over 5 years 85%Cl 1000 HRT users
Oral estrogen-only *
50-59 7 12(06-24) 1(2-10)

|| Oral combsmed estrogen-progestogen
\iisosln | . 23(12-43) 5(1-13)

* Study i women with no ulerus

Rusk ol coronary anery Sisease

The risk o coronary artery cisease s siightty increased in users of combinad estrogen-
progesiogen HAT over the age of 60 (see section 4 4)

Risk of ischaemic strobe

The usa of estrogen-only and estrogen + progestogen (herapy Is associated with an up 1 1.5 fold
incressed relative rak of achaemc girobe The nsk of haemorrhagic stroke i nol increased
during use ot HRT

This relative risk s not dependent on age o on duration of use, but as the basaline risk is strongly

dge-dependent. the averall N1k of stroke m women who use HRT will increzse with age, see
sectiond 4 y

WHI studies combined - Additional rish of |schasmic stroke” over 5 years' use

Age range (years) | Incidenca per 1000 women in | Risk ratio and | Adaitional cases
placedo am over 5 years 85% Cl per 1000 HRT
USErs ovel 5 years
50-59 B8 13(1.1-16) 3(1-5)

* No differentiation was made between schasmic and haemormhagic stroke
Other adverse reactions reporied in Eszociation with estrogen/progestogen treatment including
tonjugated estrogens
*  Estrogen-dependen! neoplasms benign and malignant, e.g. endometrial hyperplasia
endometnal cancer
*  Venous thromboembolsm. (8 deep lag or pelvic venous thrombosss and pulmonary
embolism, i more frequent among hormane replacement therapy users than among
non-users (see tections 4.3 and 4 4)
¢ Retinal vascular thrombaosis
*  Myocardial infarction and siroks
. Increases in blood pressure
. Chaolestatic jaundica
*  Enlargement of hepatic haemangicmas
* Skin and subcutanecus disorders erythema mufiforme, erythema nodosum
vascular purpura
*  Probable dementia (see section 4 4)
*  [xacerbation ol choraa
*  [Exacerbation of porphyria
*  Exacerbation of hypocalcaema

Reporting ol suspected adverse reactions
Reporting suspecied adverse reactions after authonsation of the medicinal product Is Important. It
allows continued monitoring of tha benefitrisk balance of the medicinal product. Healthcare

professionals are asked to repori any suspecied adverse reactions

4.9 Dverdose

Numerous reports of ingestion of large doses of estrogen containing oral contraceptives by young
children Indicate thal acute senous ill effects do not occur, Overdosage of estrogens may causa nausea
and vomiting, and withdrawal bleeding may occur in lemales. There is no specific antidote and further
Ireatment should be symptomatic

5. PHARMACOLOGICAL PROPERTIES

5.1 Mechanism el action

Endogenous estrogens are largely responsible for the development and maintenance of the female
reproductive system and secondary sexual charactenstics. Although circulating estrogens exist in a
gynamic equillbnum ol metabalic interconversions, estradiol is the principal Intracellular human
estrogen and is substantially more potent than its metabolites, estrone and estriol, at the receptor
level

The primary source of estrogen in normally cycling adult women Is the ovarian follicle, which secretes
70 to 500 mcg of estradiol daily, depending on the phase of the menstrual cycle. After menopause,
most endogenous estrogen is produced by conversion of androstenedione, which Is secreted by the
adrenal cortex. o estrone in the peripheral tissues. Thus, estrone and the sulfate-conjugated form,
estrone sultate, are the most abundant circulating estrogens In posimenopausal women.

Estrogens acl through binding 1o nuclear receptors in estrogen-responsive tissues, To dale, two
estrogen receplors have been identified. These vary in proportion from tissue to lissue. Circulating
estrogens modulate the pituitary sacretion of the gonadotropins, luteinizing hormone (LH) and follicle
stimulating hormone (FSH), through a negative leedback mechanism. Estrogens act 1o reduce the
glevated levels of these gonadolropins seen in postmenopausal women

5.2 Pharmacodynamicproperies
Pharmacotherapeutic group. Progestogens and estrogens
ATC Code GO3C AST

Conjugated Estrogens

The active ingredients are primarily the sullate esters of estrone, equilin sutfate and 17a/[)-estradiol
These subsiiute lor the loss of estrogen production in menopausal women, and alleviate menopausal
symptoms. Estrogens prevent bone loss following menopause or ovariectomy.

Clirucal efficacy and safety

Eflects on estrogen-deticency (vasomolor) Symploms

In the first year of the Heaith and Osteoporosis, Progestin and Estrogen (HOPE) Study, a total of 2,805
post-menopausal women (average age 53.3 + 4 9 years) were randomly assigned 1o one ol eight
treatment groups, receiving either placebo or conjugated estrogens, with or without
medraryprogesterone acetale. Efficacy for vasomolor symploms was assessed dunng the first 12
weeks of treatment in a subsel of symptomatic women (n = 241) who had al least seven moderale-lo-
severe hot fushes daily, or al least 50 moderate-1o-severe hol llushes during the week before
randomization. With conjugaled estrogen (0.3 mg, 0.45 mg, and (.625 mg tablets), the decrease ol
both the frequency and severity of moderate-to-severe vasomolor symploms was shown (o be
statstically improved compared with placebo al weeks 4 and 12

Table 1 shows the observed mean number of hot llushes in the CE 0.3 mg, 0.45 mg, and 0.625 mg and
placebo (reatment groups over the initial 12-week period

TABLE 1. SUMMARY TABULATION OF THE NUMBER OF HOT FLUSHES PER DAY MEAN
VALUES AND COMPARISONS BETWEEN THE CE TREATMENT GROUPS AND THE PLACEBO
GROUP; PATIENTS WITH AT LEAST 7 MODERATE TO SEVERE FLUSHES PER DAY OR AT
LEAST 50 PER WEEK AT BASELINE, EFFICACY EVALUABLE (EE) POPULATION
{u."::m:‘mg No. of Hot Flushes/Day -
Time period Baseline Observed Mean p-Values
(Week) Mean = SD Mean £ SO Chango £ SE' vs. Placebo’
0625 mg CE
4 (n=2T7) 1229+ 389 1952277 -10.34 £ 0.90 <0.001
12 (n=26) 1203 3.73 0.45 2 0.95 -11.58 £ 0.88 <0.001
0.45 mg CE
4 [n=32) 1225504 504531 -7.21 2 0,83 <0.001
12 (n=30) 12492511 2331339 -10.16 = 0.82 <0.001
0l mg CE
4 (n=30) 1377478 4B65:3T1 -912 £ 0.85 <0.001
12 (n=29) 13E3 486 2202273 -11.63 £ 0.83 <0.001
Pacebo
4 (n«28) 1169 £ 3.87 78912528 -380+ 088 =
12 (n=25) 1161378 527 + 497 -6341089

* Standard errors based on assumption of equal varances

Prevention ol 0sleoporosis

At presant there is no established screening programme lor determining women at risk of developing
osteoporotic fracture. Epldemiological studies suggest a number of Individual risk lactors which
contribute to the development ol posimenopausal osteoporosis. These include early menopause,
lamily history ol osleoporosis: thin, small frame; clgarette use; recenl prolonged systemic
corlicoslerold use

Estrogen deficiency al menopause Is assoclated with an Increasing bone turnaver and decline in bona
mass. The ellect of estrogens on the bone mineral density Is dose-dependent. Protection appears o be
ellective lor as lonp as trealmenl Is continued. Altar disconlinuation ol HRT bone mass (& lost al 4 rate
similar o that in unireated women

Evidenca Irom the WHI trial and meta-analysed Irials shows that current use of HAT, alone or in
combination wilh a progestogen = given lo predominantly healthy women = reduces the risk of hip,
vertebral and olther osteoporotic Iractures. HRT may also help pravent lraclures In womean with low
bone density and/or established osteoporosis, but the evidence for that s limited

Elfectonbone mineral density

Health and Osteoporosis, Progestin and Estrogen (HOPE) Study

The HOPE study was a double-blind, randomized, placebo/active-drug-controlled, multicenter study
of healthy postmenopausal women with an Intact ulerus. Subjects (mean age 53.3 £ 4 9 years) were
2.3 2 0.9 years on average since menopause and took one 600 mg tablet of elemental caleium
(Callrate™) dally, Subjects were not given Vitamin D supplements. They were treated with conjugaled
estropen 0625 mg. 045 mg, 03 mg, or placebo. Prevention of bone loss was assessed by
measurement ol bone mineral density (BMD), primarily at the anteroposterior lumbar spine (L2 to L4)
Secondarily, BMD measurements of the lotal body, lemaral neck, and trochanter were also analyzed
Serum osteocalcin, urinary calcium, and N telopeptide were used as bone turnover markers (BTM) at
cycles6,13,19,and 26

Intent-to-freal subjects
All active lreatment groups showed significant differences from placeba In each of the four BMD

endpoints al cycles 6, 13, 19,and 26. The percent changes from baseline 1o final evaluation ara shown
inTable 2

age, a non-significant trend towards reduced risk for CHD and overall mortality compared with
placebo in women who Initiated hormone therapy closer to menopause than those initiating therapy

mara distant lrom menopause
Table 3 describes the primary results of the Estrogen-alone substudy stratified by age at baseline

TADLE 3. WOMEN'S HEALTH INITIATIVE ESTROGEN-ALONE SUBSTUDY RESULTS
STRATIFIED BY AGE AT BASELINE

AGE
Endpoinl 5050 years 60-69 years 70-79 yoars
CE Placaho CE Placebo CE Placebo
(N=1637) (N=1673) (N=2387) (N=2465) (N=1286) (N=1291)
CHO"™
Number of cases 21 34 06 106 B4 77
Absolute risk (N)' 17 27 58 62 08 83
Hazard ratio (95% CI) 0,63 (0.36-1.09) 094 (D71-124) 113 (0821 54)
Slroke’
Number of cases 18 21 B4 54 66 52
Absolute risk (N)* 15 17 51 31 76 59
Hazard ratio (95% CI) 089 (D.47-169) 162 (115-2.27) 1 21 (0.84-175)
ovT
Number of cases 16 10 39 29 30 20
Absqlute risk (N)' 13 8 23 17 M 22
Hazard ratio® (95% Cl) 1,64 (0.74-3.60) 302 (151-6 06) 454 (222-9.31)
VTE "
Number of cases 20 15 54 43 37 28
Absolule risk (N)' 16 12 32 25 42 a1
Hazard ratio® (95% Cl) 137 (0.70-2.68) 282 (159-501) 377 (207-6.89)
Pulmonary Embolism’
Number of cases 12 8 28 17 12 14
Absaolute risk (N)° 10 6 17 10 14 16
Hazard ratio® (95% CI)  1.54 (0.63-3.77) 2.80 (128-6.16) 2 36 (0 96-5.80)
Invasive Breast Cancer
Number of cases 25 35 42 60 27 29
Absolute risk (N)° 21 29 26 36 J2 34

Harard ratio (95% Cl)

072 (043-121)

0.72 (0.49-1.07)

0.94 (0.56-1 60)

TABLE 2. PERCENT CHANGE IN BONE MINERAL DENSITY: COMPARISON BETWEEN CE AND

PLACEBO GROUPS IN THE INTENT-TO-TREAT POPULATION, LOCF.

Reglon Evaluated No. of Subjects Baseline Change from p-Values

Treatment Group * |I-*f-;'ﬂ‘l Baseline (%) vs. Placebo

Mean + SD Adjusted Mean + SE

L;la L, BMD
0,625 8) 117+ 015 2324035 <0001
045 )l 1134015 208+04 <0,001
03 87 1.14 +0.15 124 £ 034 <0.001
Placebo 85 1144014 2460235

Total body BMD
0.625 B 115+ 008 0661017 <0.001
0.45 o 114+0.08 071£016 <0001
03 BT 114+ 007 037 £0.16 <0.001
Placebo B5 113+008 1,52+ 016

Femoral Neck BMD
0.625 B4 091 +014 174 £ 043 <0001
045 a1 089+013 1951041 <0,001
03 87 086+0.11 057 £042 <0 001
Placebo 85 085+014 -181£043

Femoral lrochanter BMD
0625 B4 078+0.13 378 £ 057 <0001
045 81 0.76+012 3461054 <0 001
03 87 075+0.10 319+055 0.003
Placebo 85 075+012 0932056

* Identified by dosage (mg) of CE or placabo.

BMD = Bone mineral density; L, to L, = anteropostenor jumbar spine; LOCF = Las| observabon camed

forward; SD = Standard oeviation, SE = Slandard eqor

Colorectal Cancer

The bone turnover markers serum osteocalcin and urinary N-lelopeptide significantly decreased (p
<0.001) in all aclive-treatment groups al cycles 6, 13, 19, and 26 compared with the placebo group.
Larger mean decreases from baseline were seen with the active groups than with tha placebo group.
Significant ditferences from placebo were seen less frequently In urine calcium

WHI Estrogen-Alons Substudy
Timing of the initiation of estrogen therapy relative (o the starl of menopause may affect Lhe overall risk
benefil profile. The WHI estrogen-alone substudy stratified by age showed in women 50-39 years ol

Number of cases 8 14 26 31 27 13
Absolute risk (N)' T 12 16 19 32 15
Hazard ratio (95% Cl) 0.59 (0.25-1 41) 0.88 (0.52-1 48) 209 (108-404)
Hip Fraclure'

Number ol cases 5 1 9 20 32 52
Absolute risk (N)* 4 1 5 12 37 58
Hazard ratio (95% Cl) 502 (0.59-43.02) 0.47 (0.22-1 D4) 064 (041-099)
Tolal Fractures®

Number of cases 153 173 220 348 167 240
Absoluta risk (N)* 126 139 132 201 191 269
Hazard ratio (95% CI)  0.90(0.72-1.12) 0.63 (0.53-0.75) 0.70 (0 57-0.85)
Overall Morality'

Number of cases H 48 129 131 134 113
Absoluta risk (N)° 28 38 77 75 153 127
Hazard ratio (95% Cl) 071 (0.46-111) 1.02 (0.80-130) 120 (0,83-1.55)

* CHD defined as myocardial infarction or coronary death

" Dased on adjudicated data over amean duration ol therapy ol 7 1 years
Absolule risk Is per 10,000 person-years

* VTE hazard ralios compared with women aged 50-59 laking placebo

5.3 Pharmacokinelic propariies

Absorption

Conjugaled estrogens ara saluble in water and are well-absorbed from the gastrointestinal tract atter
releasa Irom the drug formulation. The conjugaled estrogens tablet releases conjugated estrogens
slowly over several hours. Maximum plasma concentrations are achieved approximately 6-10 hours
lollowing adminisiration. The estrogens are generally eliminated in near-paraliel fashion, with hali-
lives ranging from 10-20 hours, when corrected lof endogenous concentrations as needed

The pharmacokinetic profile of unconjugated and conjugated estrogens followmng a dose of 1 =
0.625mg Is provided in Tabla 1

Table 1- Pharmacokinelic paramelers for confugaled esirogens
Pharmacokinetic profile of unconjugated estrogens following a 1 x 0.625 mg

Conugated Estrogens 0 625mg
PH. Parameler G e L, AUC
Anthmebc Mean {pg/mL) (h) (h) (pg WmL )"
("SCV)
gstrona 87 (33) 96 (33) 50 7 (35) S55T (54)
baseline-adjusted estrone B4 (42) a6 (33) 202 (40) 1723 (52)
equiin 31 (38) 79(32) 129 (112) 602 (54)
Pharmacokinetic profile for conjupated estrogens lollowing a dose of 1 x 0 625mg
Conjugaled Estrogens 0.625mg
PK Parameter cH = I, AUC
Arithmetc Mean (ng/mL) ) M) (ng himl )*
(%CV)
Ictal estrone 2.7 (43) 8.9(25 26.7 (33) 75 152)
basekne-adusted lotal 25 (45) 6.9 (25) 14,8 (35) 48 (43)
esirong
lotal aquiin 18 (56) 56 (45) 114 (31) 27 (56)
Distnbution

The distribution of exogenous estrogens |s similar 10 thal of endogenous estrogens. Estrogens are
widely distributed in the body and are generally found in higher concentrabion in the sax hormone
target organs Estrogens circulate in the blood largely bound to s&x harmone binding globulin (SHBG)
and albumin

Blotranstormation

Exogenous estrogens are metabolised in the same manner as endogenous estrogens. Circulating
estrogens 2wusl in a dynamic equilibrium of metabalic inlerconversions These translormations take
place mamly In the liver Estradiol is converted reyersibly Lo estrone, and both can be converted to
estriol. which is the major unnary metabolite. Estrogens also underpo enterohepahc recrculation via
sulfate and glucuronide conjugation in the [iver, bilary secretion of conjugales into the intestine, and
hydrolysis in the gut followed by reabsorption. In post-menopausal wamen a significant proportion of
the circulating estrogens exists as sullate conjugales, especially estrone sulfate, which sarves as a
circulating reservoir for the farmation of more active estrogens

Elimination
Estradiol estrone and estriol are excreted in the urine along with glucuronide and sultate conjugates.

special Populations
No pharmacokinetic studies were conducted in special populations. Including patents with renal or
hepaltic impalrment.

6. NONCLINICAL PROPERTIES

6.1 Animallaxicology or pharmacalogy
Long-term continuous administration of natural and synthetic estrogens in certain animal species
Increases the frequency of cartmomas of the breast, cervix, vagina and liver

7. DESCRIPTION

Conjugated Estrogens are a mixiure of estrogens oblained exclusively from natural sources, occurring
as the sodium sahts of water soluble estrogen sulphates. This is predorminanify estrone and equilin as
5a/ts of their sulphate esters

8. PHARMACEUTICAL PARTICULARS
8.1 Incampalibilities
Not applicable.

8.2 Shell-lile
Refer the outer carton for the date of expiry The date of expiry is the last day of the month.

8.3 Packaging Information
One blister pack ol 28 tablats percarton.

All strangths / pack presentations mentianed in this document might not be available in the market

B.4 Storage and handling Instructions
Store below 30'C

Keep out of reach of chisdren,

Instructions for Use and Handling
No special requirements.

8.  PATIENT COUNSELLING INFORMATION
Vaginal bleeding Inform postmenopausal women of the importance of reporting vaginal bieeding
lo their healthcare provider as soon as possible

Possibie Serious Adverse Reactions With Estrogens. Inform postmenopausal women of possible
serous adverse reactions of estrogen therapy including Cardovascular Disorders Malignant
Neoplasms, and Probable Dementia

Possible Less Serious But Comman Adverse Reactions With Estrogens. Inform postmenopausal
women of possibie less senious bul common adverse reactions of estrogen therapy such as
headache breast pan and lendermess, nausza and vomiting

10. DETAILS OF MANUFACTURER

M/s. Plizer ireland Pharmaceuticals, Limtle Connell Co Kildare. Newbndge Iretand

11, DETAILS OF PERMISSION OR LICENSE NUMBER WITH DATE

For 03mg Tablets Import & markating Permission No ImporU7029/06 daled
ZANov 2006

For 0.625mg Tablets. Import License No. F--T716-30184

12. DATE OF REVISION

This package insert was tast revised i Nay 2022

Piease refer to the current Package insert for updated information LPOPAM052022
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