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DUAVIVE (conjugated estrogens/
bazedoxifene) was evaluated in 
several multicentre, randomised, 
double-blind, placebo-controlled, 
and active-controlled phase III trials 
known as the Selective estrogens, 
Menopause, And Response to 
Therapy (SMART) trials.1–7

CORE CLINICAL DATA

See inside for specifics of these trials 
and publication information

DUAVIVE efficacy was studied in 3 randomised,  

placebo-controlled, phase III clinical trials ranging 

from 12 weeks to 2 years in duration1,3-7

DUAVIVE safety was evaluated in 1585       

postmenopausal women who participated                      

in 5 phase III trials1 
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DUAVIVE Core Clinical Trial specifics and publication information1-7
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Primary endpoint: 
endometrial hyperplasia at  
12 months

Secondary endpoint:  
uterine bleeding

Changes in bone  
mineral density:
Primary: lumbar spine  
Secondary: total hip 

Primary endpoint:  
endometrial hyperplasia at  
12 months

Secondary endpoint:  
uterine bleeding 

Changes in bone density:
Primary: lumbar spine  
Secondary: total hip

Pinkerton JV, Harvey JA, Lindsay R, et al, for the 
SMART-5 Investigators. Effects of bazedoxifene/
conjugated estrogens on the endometrium and 
bone: a randomized trial. J Clin Endocrinol Metab. 
2014;99(2):E189-E198. 

Primary endpoint:  
Change from baseline in 
the frequency and severity 
of moderate and severe hot 
flushes at weeks 4 and 12

Pinkerton JV, Utian WH, Constantine GD, et al. Relief 
of vasomotor symptoms with the tissue-selective 
estrogen complex containing bazedoxifene/conjugated 
estrogens: a randomized, controlled trial. Menopause. 
2009;16(6):1116-1124.
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Results

<1% incidence of endometrial hyperplasia or malignancy1,4

•  12 months — DUAVIVE 0.00% (0/336)      •  24 months — DUAVIVE 0.68% (2/294) 

The systemic exposures of both conjugated estrogens and bazedoxifene were lower in obese 
subjects (BMI ≥30) compared to nonobese subjects. A greater reduction in BZA exposure 
compared to CEs may be associated with decreased protection from endometrial hyperplasia.

Endometrial hyperplasia

Treatment with DUAVIVE was associated with a low incidence of 
bleeding or spotting events that was not significantly different compared 
with placebo5 

Bleeding

*P<.001 vs placebo.  Adjusted mean changes and P-values based on an ANCOVA model with treatment 
and region (US or non-US) as factors and baseline BMD value and years since menopause as covariates 
using the Modified Intention to Treat population with Last Observation Carried Forward. Substudy excludes 
those subjects with missing source documentation.

DUAVIVE is not indicated for the prevention of menopause.

On average, WOMEN ON DUAVIVE GAINED BONE MASS while 
women on placebo lost bone mass of lumbar spine at 24 months2,3

BMD
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1-5 Years Postmenopausal (Substudy II)4
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“In our study, women not only maintained bone but gained bone mass with 
[DUAVIVE], while they lost BMD with placebo in both populations.”3

— R Lindsay, et al.

SMART-1

Endpoints included1-5

Primary

Secondary 

Secondary  
substudy

Incidence of endometrial hyperplasia at 1 year as assessed by 
endometrial biopsy

Incidence of cumulative amenorrhoea at 1 year as recorded by 
daily diary 

BMD change of lumbar spine (primary) and total hip (secondary) 
at 24 months

Study publications 
Pickar JH, Yehl I-T, Bachmann GA, et al. Endometrial effects of a tissue selective estrogen complex  
containing bazedoxifene/conjugated estrogens as a menopausal therapy. Fertil Steril. 2009;92(3):1018-1024.

Archer DF, Lewis V, Carr BR, et al. Bazedoxifene/conjugated estrogens (BZA/CE):  
incidence of uterine bleeding in postmenopausal women. Fertil Steril. 2009;92(3):1039-1044.

Lindsay R, Gallagher C, Kagan R, et al. Efficacy of tissue-selective estrogen complex of bazedoxifene/conjugated 
estrogens for osteoporosis prevention in at-risk postmenopausal women. Fertil Steril. 2009;92(3):1045-1052.

Inclusion criteria1-5  

Women with an intact uterus:

•  Aged 40-75 years (mean 56 yrs)
•  Postmenopausal as indicated by serum FSH ≥30 mIU/mL, 17ß-estradiol  ≤50 pg/mL or  

185.5 pmol/L, and last natural menstrual cycle at least 12 months before screening
•  Acceptable endometrial biopsy  at screening
•  BMI ≤32.2 kg/m2

*Women were permitted to take calcium and vitamin D supplements3. Risk factors for osteoporosis include: 
family history of osteoporosis, early menopause (≤40 years), currently smoking, history of excessive 
alcohol use, low-calcium diet, inactive lifestyle, thin and/or small frame (weight < 50 kg and/or BMI ≤  
18 kg/m2, Caucasian or Asian).1  

‡T-score is the number of standard deviations above or below the bone density of an average healthy 
30-year-old of the same sex. T-score of -1.0 and above is normal; between -1.0 and -2.5 is osteopenia;  
-2.5 or below is osteoporosis.8

Substudy I (>5 years postmenopausal):

BMD T-score  range at lumbar spine or 
total hip between -1 to -2.5 (inclusive), 
plus ≥1 additional osteoporosis risk factor†

•  Mean baseline lumbar spine T-score‡: 
DUAVIVE -1.43, placebo -1.52

Substudy II (1-5 years postmenopausal):

≥1 additional osteoporosis risk factor†

•  Mean baseline lumbar spine T-score‡: 
DUAVIVE -0.81, placebo -0.94

Affect on Bone Mineral Density

A multicentre, double-blind, randomised, placebo- and active-controlled, 24-month 
study of the effects of DUAVIVE (conjugated estrogens/bazedoxifene) (0.45 mg/20 mg 
tablets) on endometrial hyperplasia and bone mineral density.



Results 

<1% incidence of endometrial hyperplasia1, 6

• 12 months — DUAVIVE 0.30% (1/335)

Endometrial hyperplasia

*P<.001 vs placebo 
Adjusted mean changes and P-values based on an ANCOVA model with treatment and region (US or 
non-US) as factors and baseline BMD value and years since menopause as covariates using the Modified 
Intention to Treat population with Last Observation Carried Forward. Substudy excludes those subject 
with missing source documentation.

DUAVIVE is not indicated for the prevention of osteoporosis.

SMART-5

Study publication 

Pinkerton JV, Harvey JA, Lindsay R, et al, for the SMART-5 Investigators. Effects of 
bazedoxifene/conjugated estrogens on the endometrium and bone: A randomised 
trial. J Clin Endocrinol Metab. 2014;99(2):E189-E198.

Inclusion criteria 1,2,6 

Women with an intact uterus:

• Aged 40-65 years (mean 54 yrs)
• Postmenopausal with at least 12 months of spontaneous amenorrhoea or 

6 months of FSH level >40 mIU/mL seeking treatment for menopause symptoms
• Acceptable endometrial biopsy  at screening
• BMI ≤34 kg/m2

Affects on bone mineral density:

• Last natural menstrual cycle ≤5 years before screening
• 2 evaluable BMD lumbar spine and total hip scans that differed by 

<5% and <7.5%, respectively
• Mean baseline T-score: DUAVIVE -0.9, placebo -1.0

Endpoints included 1,2,6

Primary

Secondary 

Secondary

Incidence of endometrial hyperplasia at 1 year as assessed by 
endometrial biopsy

Incidence of cumulative amenorrhoea at 1 year as recorded by 
daily diary  

BMD change of lumbar spine and total hip at 12 months

*Women were permitted to take calcium and vitamin D supplements.1

A multicentre double-blind, randomised, placebo- and active-controlled, 
12-month study of the effects of DUAVIVE (conjugated estrogens/bazedoxifene) 
(0.45 mg/20 mg tablets) on endometrial hyperplasia and bone mineral density.

“[DUAVIVE] showed low rates of endometrial hyperplasia with 
positive effects on BMD...and an overall favourable safety/tolerability 
profile in postmenopausal women over 12 months of treatment.”6

— JV Pinkerton, et al.
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+1.07%*

>5 Years Postmenopausal (Substudy I)4,12
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1-5 Years Postmenopausal (Substudy II)4,12

Bleeding

Reduced incidence of breakthrough bleeding compared to CE/MPA6

BMD

On average, WOMEN ON DUAVIVE GAINED BONE MASS while women 
on placebo lost bone mass of lumbar spine and total hip at 12 months1,2,4,8



Results

At week 12, the average daily number of moderate to severe hot 
flushes was reduced2,7‡

Reduction in frequency of daily hot flushes

Significant decreases in number and severity of hot flushes was 
observed as early as week 3 and maintained through to week 12 
(p<0.001)7

Reduction in severity score

‡Based on mathematical means,  
not statistically analysed. 

WEEK 12

BASELINE 10.3

2.8

DUAVIVE (n=122) PLACEBO (n=63)

10.5

5.4

Significant reduction versus placebo in the average daily severity 
of hot flushes7

“Significant improvements in both frequency and severity of 
moderate and severe hot flushes were observed...”7

— JV Pinkerton, et al.

SMART-2
A multicentre, double-blind, randomised, placebo-controlled, 12-week study of 
DUAVIVE (conjugated estrogens/bazedoxifene) (0.45 mg/ 
20 mg tablets) for the treatment of vasomotor symptoms associated with 
menopause in postmenopausal women with a uterus.

Women with an intact uterus:

• Aged 40-65 years (mean 53 yrs)
• Postmenopausal with at least 12 months of spontaneous amenorrhoea or 6 months

of spontaneous amenorrhoea with serum FSH level >40 mIU/mL
• Seeking treatment for hot flushes
• Reported ≥7 moderate to severe hot flushes/day, or ≥50/week
• BMI ≤34 kg/m2

Inclusion criteria1, 2, 7

Study publication 

Pinkerton JV, Utian WH, Constantine GD, et al. Relief of vasomotor symptoms with the 
tissue-selective estrogen complex containing bazedoxifene/conjugated estrogens: a 
randomised, controlled trial. Menopause. 2009;16(6):1116-1124.

Endpoints included1, 2, 7

Change from baseline to weeks 4 and 12 in:

Primary                  Average daily number of moderate to severe hot flushes

Primary                  Average daily severity score of moderate to severe hot flushes

Adjusted Mean Change from Baseline in Average 
Daily Frequency and Severity of Hot Flushes7

Adapted from Pinkerton,  
JV et al. Menopause 2009
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Safety and Tolerability

Adverse Reactions Observed with DUAVIVE1

The safety and tolerability of DUAVIVE (conjugated estrogens/bazedoxifene) (0.45 
mg/20 mg tablets) were evaluated in 5 phase III trials ranging from 12 weeks to 24 
months in duration1, 2 

Venous thromboembolism (VTE*)

Stroke

Coronary Artery Disease (CAD)

The effect of treatment with DUAVIVE on the risk of CAD is unknown7

DUAVIVE is contraindicated in women with active or past history of arterial thromboembolic 
disease (e.g. myocardial infarction, stroke)

There is no evidence from randomised controlled trials of protection against myocardial 
infarction in women with or without existing CAD who received estrogen-only therapy. 
Randomised controlled data found no increased risk of CAD in hysterectomised women using 
estrogen-only therapy

Estrogen therapy should not be used for the prevention of cardiovascular disease

In clinical trials of up to 2 years duration in postmenopausal women with DUAVIVE, cases of  
VTE have been reported7

SERMs (including BZD) and estrogens individually increase the risk of VTE 

Hormone therapy is associated with a 1.3-3 fold risk of developing VTE. The occurrence of such 
an event is more likely in the first year of MHT than later

Patients with known thrombophilic states have an increased risk of VTE and hormone therapy 
may add to this risk. DUAVIVE is contraindicated in these patients. If VTE develops after initiating 
therapy, or is suspected, DUAVIVE should be discontinued immediately. 

Women 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)

The effect of treatment with DUAVIVE on the risk of stroke is unknown7

DUAVIVE is contraindicated in women with active or past history of arterial thromboembolic 
disease (e.g. myocardial infarction, stroke)

Estrogen-only therapy is 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 hormone 
therapy will increase with age

The effect of DUAVIVE on the risk of stroke is unknown

Estrogen therapy should not be used for the prevention of cardiovascular disease

* VTE = deep vein thrombosis, pulmonary embolism, and retinal vein thrombosis.
CAD = coronary artery disease
SERM = selective estrogen receptor modulator
BZD = bazedoxifene

System organ 
class

FREQUENCY OF OCCURRENCE OF ADVERSE REACTIONS

Very common Common Uncommon Rare

Infections and 
infestations

Vulvovaginal 
candidiasis

Vascular 
disorders

Venous thromboembolic 
events (including, 
pulmonary embolism, 
retinal vein thrombosis, 
deep vein thrombosis 
and thrombophlebitis)

Gastrointestinal 
disorders

Abdominal pain
Constipation; 
diarrhoea; 
nausea

Hepatobiliary 
disorders

Cholecystitis

Musculoskeletal 
and connective 
tissue disorders

Muscle spasms

Investigations
Blood 
triglycerides 
increased

The most commonly reported adverse event was abdominal pain, 
occurring in more than 10% of patients in clinical trials1 
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DUAVIVE®

Conjugated Estrogens/Bazedoxifene 
0.45 mg/20 mg Modified-Release Tablets 
INDICATIONS 
Treatment of estrogen deficiency symptoms in postmenopausal women with a uterus (with at least 12 months 
since the last menses) for whom treatment with progestin-containing therapy is not appropriate. 
The experience treating women older than 65 years is limited. 
CONTRAINDICATIONS 
Hypersensitivity to conjugated estrogens, bazedoxifene or excipients; known, suspected or history of breast cancer, 
estrogen-dependent malignant tumours; undiagnosed genital bleeding; untreated endometrial hyperplasia; 
active or history of VTE, arterial thromboembolic disease; thrombophilic disorders; impaired liver function; 
porphyria; not to be taken by women of childbearing potential. See Data Sheet for details.  
PRECAUTIONS 
Not to be given with concomitant progestins, additional estrogens or other SERMs. 
Full medical examination before initiation and follow up, especially of breast health; conditions requiring 
supervision: leiomyoma or endometriosis, risk factors for thromboembolic disorders or estrogen-dependent 
tumours, hypertension, coronary artery disease and stroke, liver disorders (liver function), diabetes mellitus, 
cholelithiasis, migraine, systemic lupus erythematosus, endometrial hyperplasia history, epilepsy, asthma, 
otosclerosis; risk of endometrial hyperplasia and carcinoma; risk of VTE; cholecystitis reported; monitor 
patients with hypertriglyceridaemia; may cause fluid retention; estrogens increase thyroid binding globulin; 
use in pregnancy Category D; minor influence on ability to drive and use machines. See Data Sheet for details. 
ADVERSE EFFECTS 
Abdominal pain; vulvovaginal candidiasis; constipation; diarrhoea; nausea; muscle spasms; blood trigylcerides 
increased; VTE; breast tenderness; hot flushes. See Data Sheet for details.  
DOSAGE AND ADMINISTRATION 
Recommended: CE 0.45 mg/bazedoxifene 20 mg taken as a single oral tablet, once daily. Use DUAVIVE for 
the shortest duration consistent with treatment goals and risks for the individual woman. Postmenopausal 
women should be re-evaluated periodically as clinically appropriate to determine if treatment is still necessary. 
MEDICINES CLASSIFICATION 
Prescription Medicine; DUAVIVE is an unfunded medicine – a prescription charge will apply. Before prescribing, 
review Data Sheet available from Medsafe (www.medsafe.govt.nz) or Pfizer New Zealand Limited (www.pfizer.co.nz) 
or call 0800 736 363. 

Pfizer New Zealand Limited, Level 1, Suite 1.4, Building B, 8 Nugent St,  
Grafton, Auckland 1023. V11116. PP-DUA-NZL-0003 TAPS NA 8659  
01/17 PZR0198. 
DUAVIVE® is a Registered Trademark. © Pfizer 2017.
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