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Overview

* Diagnosis
e Australian prevalence data
* Who gets a BMD before 70years?
nat’s in a secondary screen?
no gets treatment?
nat treatment options are available?
« MHT vs bone specific therapy
* When should we consider anabolic agents?
 Who is appropriate for denosumab, how to switch from denosumab?
* When to refer to Endocrinology?
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Osteoporosis

Post-menopausal women and men >50years

Postmenopausal women

- T score £-2.5 at hip or spine Estrogen deficiency -

- Minimal trauma fracture at OP site / 1 \

o Hip, spine, forearm, humerus, pelvis Osteocytes Osteoblast Osteoclast
| Apoptosis | Apoptosis | Apoptosis
Oxidative stress T RANKL
. NFkB differentiation
Osteopenia - T scores between -1 and -2.5 | |
| Remodeling Imbalance I II Bone resorption I
Oestrogen is integral to maintaining bone health &
'J"'Aev:\f.fi
o } ’f'«" Bone loss — Low BMD “—
- Oestrogen deficiency = accelerated bone loss et o
. . s Pt .
- Avg. | 10% of bone mass in first 5years post menopause A Osteoporosis



Osteoporosis/osteopenia -

Australian Data g o
Osteoporosis | Vertebral
T 130% 0.8%
1. In 2023 6.2mil Aus over 50 were living with OP Othar
[ 34%
2. 1/3 women >50years will experience a fracture in their
lifetime . Mo fracture
94.0%
3. 1 fracture every 2.7mins in Aus in 2023 ; m_“;ﬂ .
Hip
4. Fractures =2 morbidity and |, QOL Ll
| Wrist
0.4%
-
' afracture — Qetecpenia | Vertsbeal
' every o
2.7 minutes 6.2million  Other
PN ook 1
. Mo fracture

98.0%




Risk Factors with No Fracture

N AT )

Non-modifiable Diseases /Conditions Medications

e ol ol ¢ Earlymenopause ® Glucocorticoids
Parent with hip fracture Hypogonadism > 4 months
Lifestyle : E?]ellac d|s%ase = (prednisone dose

® Falls/poor balance i Prifnuarpa)r[wm earrtarrzlittlfw — >7.5mg/d)

: Low physical activity/immobility * Hype rt}rl]yggi) dispm y ® Excess thyroid

. Low body weight ® Diabetes hormone replacement
Low r'nuscle'mass . ® Chronic liver or moderate/severe kidney disease ® Androgen deprivation

® Protein/calcium malnutrition * Myeloma therapy

® Vitamin Dinsufficiency ® Organ/bone marrow transplant o —

® Smoking/Alcohol > 2 std dnnks/day/ ® HIV Aromatase inhibitors

SN J

+

Use FRAX to check fracture risk
https://www fraxplus.org/calculation-tool/
Calculation tool on menu

(Australia listed under Oceania Region)

N 8 0,
\MOF risk = 10% refer for DXA /

* v v




Who to send for a DXA scan

Family history — parent with hip fracture No rebate
Early menopause 12312
Hypogonadism 12312
Anticipated glucocorticoids >4 months >7.5mg/day 12312
Coeliac disease/malabsorption disorders 12315
Rheumatoid arthritis 12315
Primary hyperparathyroidism 12315
Hyperthyroidism 12315
Chronic kidney or liver disease 12315
Androgen deprivation therapy 12312
Recurrent falls No rebate
Breast cancer on aromatase inhibitors No rebate
Treatment with antiepileptic medications No rebate
Low body weight No rebate
HIV and its treatment No rebate
Major depression/ SSRI treatment No rebate
Type 1 and type 2 diabetes mellitus No rebate
Multiple myeloma/monoclonal gammopathy No rebate

Organ or bone marrow transplant No rebate
(item 12312 applies if treated with glucocorticoids
or if kidney disease present)

DXA is recommended to establish a baseline BMD 12306
for treatment

Refer for spinal X-ray when:

~ Height loss of 3cm or more

— Thoracic kyphosis

— New onset back pain suggestive of fracture

If fracture confirmed, therapy indicated, refer for DXA 12306

Vertebral fracture assessment (VFA), also known as Lateral vertebral
assessment (LVA) is offered with some DXA scans. VFA may be a useful screen
for fractures in people with height loss. MBS rebate not avadlable for VFA.

T-score equal to or less than -2.5 eligible for one scan 12306
every two years

For men and women over 70 years, MBS rebate 12320
applies (regardless of other risk factors)

Patients with a normal result or mild osteopenia (measured 12320
by a T-score down to -1.5) eligible for one scan every 5 years

Patients with moderate to marked osteopenia (as 12322
measured by a T-score less than -1.5 and above -2.5)
will be eligible for one scan every two years

5120
out of pocket




Secondary screen in everyone With OP, pre-treatment
S —

ALWAYS SOMETIMES
- CRP/ESR
~1mg DST

-E/LFTs — phos, calcium, ALP, protein, eGFR
-Vitamin D

-PTH -Tryptase
-Coeliac serology
-SEPP + SFLC
-TFT

-Testosterone, early morning/fasting (males)

-X-ray thoracolumbar spine




Osteoporosis Risk Assessment, Diagnosis and Management

? RACGP  HEALTHYB::NES

AUSTRALIA

Recommendations for postmenopausal women and men aged >50 years

Minimal Trauma Fracture

Very High Risk

4 N /2 R ) L Td N\ k
® T-score <-3.0 C Hip or Vertebral Ot\er Site Non-modifiable Diseases /Conditions Medications
and ® Aged =70 years ® Early menopause ® Glucocorticoids
® Recent fracture l * II?afrent \IN'th AIpLTISEHE : ?Zglggcogiig:g > 4 months
andv;g?m s o ™ ® F:alless/:)‘(’)sr balance : }F)?heumaaoid arthritirs] . (>F)r7egrr¥1590/$ =
: i DXAtoestablish ! e : G i rimary hyperparathyroidism n ‘
® History of 2 or more ! BMD recommended. | 4 ||:°W Eh)és'ca| ?C;'tV'tY/ immobility * Hyperthyroidism ® Excess thyroid
fragility fractures ! " batriotessantisl ' o LOW o yIW €9 ® Diabetes hormone replacement
and/or \ / a OWIMLSCIE Mass s ® Chronic liver or moderate/severe kidney disease ® Androgen deprivation
® (linical risk factors B e i PTOtelh/ca!CIum m_a]nUt”tlon e Myeloma therapy
5 : ; ¢ Vitamin D insufficiency ® Organ/bone marrow transplant
Corticosteroids N ) ) gan/bone m splan ° A inhibi
o Low BMI Smoking/Alcohol > 2 std drinks/day o HIV romatase inhibitors
o Recurrent falls < T-score<-1.5 ( T-score>-1.5 ) ¢ SN J
and/or 7
® FRAXresult Use FRAX to check fracture risk
© MOF*risk =30%, or https://www fraxplus org/calculation-tool/
© Hip # risk > 4.5% Calculation tool on menu
¢ (Australia listed under Oceania Region)

KMOF* risk = 10% refer for DXA

( T-score<-2.5 >\ ( Low bone density T-score between -1.5and -2.5 >

|
_

I

Check FRAX result
Reported on BMD report or use FRAX tool to calculate

(input BMD result) https:/www fraxplus.org/calculation-tool/

Calculation tool on menu (Australia listed under Oceania Region)

S

MOF* risk =20%, or Hip # risk = 3% Gow risk of fracture )

Treatment not recommended




Basic Measures

=\Vitamin D target >50nmol/L, RDI calcium 1200-1300mg/day
*Alcohol reduction <2 SD/day
sSmoking cessation

sExercise mainly useful for reducing falls risk

= MAY reduce risk of OP fracture — particularly if it includes

progressive resistance training

= Consider ET/PT referral

Protect
Build

AUSTRALIA Support

[ HEALTHYB:“NES




Treatment decisions based on # RISK

="FRAX calculator is better at defining who will benefit from tx compared to isolated T-scores

b f ©) https://frax.shef.ac.uk/FRAX/tool.aspx?country=9 A vy 3T
=Largest benefit ®
g FRAX Fracture Risk Assessment Tool
= T score £2.5 + >70years
Home Calculation Tool v Paper Charts FAQ References CE Mark English

= Low BMD + fragility fracture i

= 10-year risk MOF >20% or hip fracture >3% Calculation Tool

Please answer the questions below to calculate the ten year probability of fracture with BMD.

| I nte rm e d iate b e n efit Country: Australia Name/ID: About the risk factors
® T-score £2.5 + <70years Questionnaire: 10. Secondary osteoporosis ®No Oves Weight Conversion
. o L. Age (between 40 and 90 years) or Date of Birth 11. Alcohol 3 or more units/day ®@No O Yes Pounds " kg
| | - Age: Date of Birth:
10year FISk MOF 15 19%) 9 ieo : " o 12. Femoral neck BMD (g/cm?)

= Still suggest pharmacotherapy Select BMD  ~

2. Sex OmMale O Female

3. Weight (k
eioht (k9) CclilciE Height Conversion

4. Height (cm) Inches w» cm

. . 5. Previous Fracture @ no O Yes
mRISK factors most strongly associated with # ¢ cacrcucsr Ono Oves
. . . . Current Smokin o es
= Increasing age, prior #, propensity to fall . e 00430812
. Glucocorticoids No Yes ) ] .
R on o s i s



Issues with FRAX

**FRAX = better fracture risk assessment than BMD alone especially in those with osteopenia
**FRAX widely validated in large international populations

‘*Tendency to underestimate risk!

s*Doesn’t include falls or some other important risk factors in calculation

**Proposed treatment thresholds based on US health economics data >10years ago

**Lumbar spine not incorporated



Females < 65yrs + T-scores <-2.5

Patient led decision making
- Can use FRAX score as a
decision aid -

}

Recommend treatment

MHT by itself

Bone specific therapy

Bisphosphonates/anabolics

Repeat BMD 2yrs and review
decision based upon FRAX
and trajectory of BMD

Very important to
emphasise plan for
DRUG HOLIDAYS

Combination
Therapy (if other
indications for MHT)

RACGP consensus



A Practitioner’s Toolkit for Managing Menopause

General guide for bone health assessment and management of postmenopausal
women with no minimal trauma fracture aged <65 years

Dual-energy X-ray absorptiometry (DXA) scan of lumbar spine and proximal femur

T score between = -2.5 and <-1.0 T score = -1.0

Tacors s ~3.3 Estimate absolute fracture risk (FRAX) Mo treatment recommended

~

High 10-yea ' risk of fracture Low risk of fracture

T score < 1.8 but > -2.5 T score <= 1.0to > -1.8
Manage as pear local oslaoparasis . , :
guidelings & Consider MHT / tibolone after * Estimate likely bone loss according
righk assassmant 1o years since manopaussd
* Iflikelytohave a T scora £ -1.8in
the next 5 years, consider MHT

K tibolane after risk assessment




Hip Fracture

MHT on bone =

0.03

Cumidative Hazard
(=]
8

s Oestrogen > decreases bone resorption and promotes bone formation
0.011 -

% Effectively prevents loss of BMD and reduces fractures when given post

menopause ™ % & 8 4 &8 & ¥
Time, y
No. at Risk
% No minimum effective dose of E on bone loss is established e i 8B A 18T W oW ve W

+Progestin 8506 8401 8330 8248 8041 5862 3038 1360

00

WHI clinical trials (n =~16 000) !

L)

s CEE + MDP for ~ average 5 year f/up s ’ — i
¢ HR 0.66 for both hip and vertebral fractures 004 ',;;“m,;,;.mm,

¢ Limitation = BMD not a criterion for randomisation i

Cumulative Hazard

0.02
s Meta-analysis of 28studies including 33,426 participants 2 o5
¢ HR 0.74 (C1 0.44-0.91) ALL FRACTURES (similar hip/vertebral) "
o 3 X 3 & B 6 7
Time, y

No. at Risk
Pacebo 8102 8013 7928 7848 7652 5483 2738 997

Estrogen
+Progestn 8506 8403 8333 8255 8045 5880 3090 13585




MHT vs Bisphosphonates

+* 1609 post menopausal women 45-60years 1

+» Alendronate daily (low dose) 2 years followed by placebo vs E+P for 4
years

X/

* BMD increase in both groups

X/

%+ ? Fracture data, low dose alendronate only 2years

** Varying consensus by different societies, Summary by RACGP

%+ Bone specific therapies more appropriate than MHT in post
menopausal women at high risk of fracture

** Combination therapy more effective in raising BMD than either agent
alone in some but not all studies?

** No proven additional fracture benefit from using combination

therapy?

Mean change in bone mineral density, percent

Spine

Hip

Total body

e

I---.---.._—_.___“___|
—_
—

T
2

1
L

Study year




Bisphosphonates L

Ostetiblast T
= - ) ~
|

o o
P inhibition of \
osteoclast function

= PO risedronate / PO alendronate / IV zoledronic acid

= Oral - GI SE (gastric irritation, oesophageal erosions, gastric ulcers) wf
of

‘:ﬁ__,.:' ' .‘ ,

= Needs to be taken properly for absorption

= |V zoledronic acid
= 1/3 acute phase reaction ~50% with first infusion, PO 4mg dexamethasone pre and 2 days post infusion
= AFF 3.2-50 cases / 100,000 person-yrs
= MON!J risk 1-100 / 100,000 person-yrs
= AFF HR increases based upon tx duration

= 3months vs 5years HR 8.86, 5years vs >8years HR 43.51, Asian race higher risk vs Caucasians



HORIZON trial

= Placebo-controlled trial ~4000 PM women
= 5mg IV zol annually x 3 vs placebo
= Mean age 73years, followed for 36months

= 30% <70years, 70% T <-2.5, 35% no prior #,
~13% on MHT

»70% reduction in vertebral #

=40% reduction in hip #
=BMD increase ~6% at both TH/LS

A Morphometric Vertebral Fracture

Relative risk, 0.30
P<0.001

10.9%

|| Placebo M Zoledronic acid
154
=
iy
@
s Relative risk, 0.29
38 1 P<0.001
29 7.7%
= g Relative risk, 0.40
2k - P<0.001
€ 3.7%
2
& 1.5%
0
0-1 0-2
Year

3.3%

B Hip Fracture

No. at Risk

Zoledronic acid 3875 3807 3674 3553 3494 3387 3le6l

Placebo

Cumulative Incidence (%)

3 .
Hazard ratio, 0.59 (95% Cl, 0.42-0.83)
P=0.002 -

N
1

Placebo ...

—

Zoledronic acid

(=]

T T

0 6 12 18 24 30 36
Month

3861 3806 3694 3577 3499 3397 3144

C Nonvertebral Fracture

Cumulative Incidence (%)

No. at Risk
Zoledronic acid
Placebo

124

P=0.001

3875 376l
3861 3759

Hazard ratio, 0.75 (95% CI, 0.64-0.87) .

Placebo .-

Zoledronic acid

12 18 24 30 36
Month

3586 3428 3335 3201 2956
3589 3423 3299 3151 2892




Meta-analysis of alendronate for the treatment of PM women

Risk Ratios and Summary Estimates with 95% CI for
Non-Vertebral Fractures for Dose of 10mg or Greater of

Relative Risk with 95% CI for Vertebral Fractures for Doses

of 5mg or Greater of Alendronate

Alendronate
Favours alendronate Favours control
Favours Alendronate Favours Control Prevention Trials P
Prevention Trials McClung 0.34 (0.04 to 3.25) 1000
McClung 0.79 (0.28 to 2.24) —ap—t (1 =267) Hoskings 1.01 (0.02 to 50.71 i
Padled Prevention Estimate 0.45(0.06 to 3.15) 4n = 1355}
AFssiment Thats =219 Treatment Trials
Adami 0.36 (0.07 to 1.80) ' =
Chesnut 0.43 (0.11 to 1.65) * (n=125) Bone 0.68 ( 0.21 10 2.18) et = 184)
= Chesnul 0.25 (0.03 to 2.34) n = 157}
erman —r
Lib OSER GIRS B2F X 0u85) _If"m i:?ﬁ Liberman (USA) 0.52 { 0.24 to 1.15) {n = 478)
Liberman (in%} 0.65 (0.32 to 1.34) Liberman (Int) 0.52 ( 0.20 to 1.34) n=516)
Pols 0.47 {0.26 to 0.83) ==} (n = 1908) Black 0.53 (0.41 to 0.68) et i = 2027)
Rosen 0.35 (0.15 to 0.77) ——a— | (n =420) Cummings 0.51 ( 0.31 o 0.84) Feln=aa2) o
Adami 0.51 (0.01 to 25.47) “ +
Pooled Treatment Estimate 0.49 {0.36 to 0.67) =i | (n=3458) Pooled Treatment Estimate 0,53 (0.43 to 0.65) s |,‘_Em5i
Pooled Estimate 0.51 (0,38 to 0.69) ==t V(0 =3723) Pooled Estimate  0.52 {0.43 to 0.65) bl d(n = 9380)

.01 a.1 1 10

Fic. 3. Risk ratios for nonvertebral fractures with alendronate (10 mg and greater).

0.001 0.01 0.1 1 10

Fig. 2. RR for vertebral fractures with alendronate (5 mg and greater).

Mean age ~67.8years
Mean FN T-score -2.6
~30% prior vertebral fracture

~ 50% reduction in both vertebral and non vertebral fractures




Denosumab

Preosteoclast

P
—3dD
J

RANK

Denosumab siy

RANKL

000

Differentiation

W@f y

~ Osteoclast

Osteoblast

%enosumfb -
1) Binds to RANKL and

: " neutralizes its activity

bt B 2) Reduces osteoclast activity
Bon'é and bone resorpt:on " 4

~t

FREEDOM trial

=8000 post menopausal women 60-90years
"BMD <-2.5
=Placebo vs 60mg denosumab 6monthly

=Followed for 36months

A New Vertebral Fracture
[ Placebo [l Denosumab

RR, 0.32 RR, 0.39 RR, 0.22 RR, 0.35
89 P<0.001 H P<0.001 P<0.001 P<0.001
1

Crude Incidence (%)

0-36 0-12 >12-24 >24-36

"68% reduction in vertebral #

=40% reduction in hip #

"BMD increase “6% TH, 9.2% LS

A Lumbar Spine
124

104
a Denosumab
S
)
£
)
o
©
=
(¥
-
e
U
[

Placebo
—2 1 T T T T T T
0 6 12 18 24 30 36
Month
B Total Hip

124

10+

Denosumab

Percent Change in BMD




o~ Placebo ~e~ DMAb —e- Observation

FREEDOM Extension il i

22 All on DMAD Treatment Observation

* 10years of denosumab exposure

14 4

104

* AFF 1 per 10,000 person-years
MRONJ 4.6 per 10,000 person-years
Can we extrapolate this safety data long-term ??

Percentage Change (LSM £ 95% Cl)
[+

Reserved for those >70yrs in most cases

0 05 1 15 2 3 4 5 B 7 8 9
* DO NOT MISS OR DELAY A DOSE scidis
1d i I i ithi Total Hip
* Rapid increase in [3TM starting within weeks only b — o
returning to baseline by 12-24months Alon DMAD Treatment _ Observation
A CTX (Bone :t:::rggionl B P1NP (Bone:::mation[ %
120 4 Placebo 4 Denosumab 120 a4 Placebo 154 Denosumab =
jo | PR 1 3
a 80 3 e 50 -
|§ 60 § o0 7 2
o i n Y " 6
i 2t H g
= 60 E :2 i ] 232 g
gaﬁ . oo §|‘;3 :,0 e

Study Month Study Month




| No treatment [Risedronate l | Zoledronic acid |

Stopping denosumab?

-~ 0.08+ T
g 0.064 X < s ' ’ ; e
[swo] Foog K fo] [ |
g 0.024 [.. 3 X
3 0.00+ ! ANFS s Nas < :
-0.02~
. . - ‘ Denosumab treatment is generally not P T
1. Young patient with low risk of prom— & &
A recommended ' ‘;P"
- 0.08~
2. Denosumab treatment for short B
) osuma aunen $ Switch to oral BPs for 12-24 months or o
duration [i.e. upto 25 yearsjand  |_, administer  zoledronate for 1-2 years g o voe
low fracture risk depending on re-evaluation of BTMs and BMD 3 e /\{'
0.00+4 ¢
002~
; i
Continue denosumab for up to 10 years My
3. Denosumab treatment for long Al s ; ; o*” o
duration [Le. more’ than 2.5 [Individualized decision after that timepoint]
years] and/ or high fracture risk
Switch to zoledronate: 0 0 0
= Stopping =2 3-5 fold higher risk for
Begin 6 months after last denosumab injection 3 3
and measure BTMs 3 and 6 months later. vertebral, major OP; hlp #
Consider repeated infusion of zoledronate in .
case of persistently increased BTMs = Longer duration of denosumab = more
In case BTMs are not available administer bone IOSS espeCia”y at Iumbar Spine
zoledronate 6 and 12 months after last
denosumab injection

If zoledronate is not an option due to availability,

s i fou e If young = don’t start

evaluation of BTMs and BMD




Romosozumab |
(Evenity) |

I'HEE'E.-"I.SEE

HUME FURMA

OR

=8 EVERNITY® &8 Alendronate ®--® EVEMNITY"-to-Alendronate

20

EVENITY® (n=1.750)
Alendronate (n=1,757)"

=
=2}

(=Y
P

e

-9

CHANGE FROM BASELINE (%)

=]

24M 36M

At 12 Months

8.7%

Difference in BMD

Lumbar spine

=8 EVENITY"® &= Alendronate @--® EVENITY®-to-Alendronate

20 EVENITY®(n=1,826)
Alendronate (n=1,829)
16
12
® 4.9% ... 60% ... 6.0%
0
. 24M 36M
At 12 Months
3.2 Femneck

Difference in BMD

by increasiing
asbsollastic sctivity,
as demenstrated by
incraases in FLHP, a
b Todfaatios

® Alendronate (n=2,047)

® EVENITY"-to-

Alendronate (n=2,046)

PRIMARY ENDPOINT KEY SECONDARY ENDPOINTS

markar)? g
1 e U 0 0

E Relative Risk Relative Risk Relative Risk

J Reduction 10.6% Reduction Reduction
DECREASES < .
BOMNE RESORFTION 10 8.0%  ARR=40% 8.7%  ArR=1.9% ARR = 1.2%
by decreasing O - P < 0.001t P =0.04
osteoclastic activity, L Mot included
as demonstrated by % 4.1% in the testing
decreases in sCTH, H 5 - 3,204 procedure to

= - control for
3 bone resorption O 2.0% muttiple
marker)- = .. comparisons

0
NEW VERTEBRAL NONVERTEBRAL HIP
FRACTURES FRACTURES® FRACTURES

At 24 months

At primary analysis
(median 33 months)

At primary analysis
(median 33 months)



Romo is most effective when used as
1%t line therapy

Lumbar Spine Total Hip

-
L5
]
-
L3}
]

-
o
|
-
o
1

15}
1

3
1
Mean Percentage Change
in Total Hip BMD (%)

Mean Percentage Change
in Lumbar Spine BMD (%)

o—
ROMO ROMO ROMO ROMO ROMO ROMO
denovo™  after ALN'® after DMAB™ de novo™  after ALN'® after DMAB™

o
|

Figure 3. Mean percentage change from baseline to 12 months in bone mineral density (BMD) at the lumbar spine (left) and total hip (right) in women
who received romosozumab (ROMO) after (i) no recent bone-targeted treatment (de novo); (i) alendronate (ALN); and (iii) denosumab (DMAB). FRAME

study (ref. 75), STRUCTURE study (ref. 16), Phase |l Extension Study (ref. 43).




ROMOSOZUMAB

Source General Schedule
Body System MUSCULO-SKELETAL SYSTEM > DRUGS FOR TREATMENT OF BONE DISEASES > DRUGS AFFECTING BONE STRUCTURE AND MINERALIZATION
* Note

* & Authority Required
Severe established osteoporosis
Treatment Phase: Initial treatment - First-line therapy
Clinical criteria:

« Patient must not have received PBS-subsidised treatment with any of: (i) anti-resorptive therapy, (ii) teriparatide, (iii) romosozumab,
AND
« Patient must be at very high risk of fracture,

AND

« Patient must have a Bone Mineral Density (BMD) T-score of -2.5 or less,

Cl: prior history of Ml or stroke

AND

« Patient must have had a symptomatic fracture due to minimal trauma,

AND

= Patient must have had at least 1 hip or symptomatic vertebral fracture in the previous 24 months; OR

= Patient must have had at least 2 fractures including 1 symptomatic new fracture in the previous 24 months,
AND

= The treatment must be the sole PBS-subsidised therapy for this condition,

AND

= The treatment must not exceed a lifetime maximum of 12 months of PBS and non-PBS-subsidised therapy.

Treatment criteria:

= Must be treated by a consultant physician.




Evenity Co-Pay Program

Patient enrolment REOPENED (February 2025)

We are pleased to announce the relaunch of the EVENITY® Co-Pay Program. Patients enrolled after February 2025 will pay for
two doses of EVENITY® and then receive one dose of EVENITY® at no cost for the 12 months of treatment.

Patients must meet the following criteria to be eligible for the EVENITY® Co-Pay Program:
» TGA Indication: EVENITY® (romosozumab) is indicated for the treatment of osteoporosis in postmenopausal women at
high risk of fracture as well as treatment to increase bone mass in men with osteoporosis at high risk of fracture.!
» Does not qualify for reimbursement on the Pharmaceutical Benefits Scheme (PBS).
e Living in Australia.
* 18 years of age or over.

$406.13" 540613t $406.13" $406.13" | §0.00* | $406.13" S$40613" $406.13" 5406.13' | $0.00*




How long to treat + monitoring?

(dRomosuzumab, monthly subcut for 12months + 12months of consolidation

Teriparatide, daily subcut for 18months + consolidation

PO bisphosphonates, 5-10years and then consider drug holiday if no further #, T score >-2.5
1V zoledronic acid, annual infusion 3yrs, then consider drug holiday

(dDenosumab only start if prepared to be lifelong

BMD every 2years, once post Use same machine wherever Baseline BTM pre-PO bisphos,
commencement of Dmab to possible to improve once 3-6months post start to
ensure improvement comparability of results

assess compliance and efficacy



Why do we need to consider a drug holiday?

D AFFs According to Time since Bisphosphonate Discontinuation

v"\ 7 o
= 6-
23 45
s 5+ (AFF=200)
€ 2
| -
c o
. 8 37 1.8
, ! s (AFF=46)
f a
: = 1+ 0
(AFF=1)
C AFFs According to Cumulative Bisphosphonate Exposure B AFFs According to Race or Ethnic Group 0

15- Not yet used >3 to 15
o . 2 g Months since Discontinuation of Bisphosphonate
59 - = B
EE I 25 £ 2 11 1.2 0.9
3 o o6  (AFF=50) 2 0p  (AFF=94) (AFF=46) 5
(AFF=4) (AFF=35) FF=2)
0-

Black

White

Hispanic  Other or
Unknown

<0.25 0.25to<3  3to<5 5to <@

Years of Bisphosphonate Use




Taking a drug holiday

When to restart treatment?

= Reassess BMD 2yearly (1year off risedronate)

= Restart treatment
= >5% decline in BMD

" T-score < 2.5
= Further minimal trauma fracture




When to refer?

"Anyone who qualifies for an anabolic agent under the PBS

= Even if they don’t qualify but prepared to pay $3600 for 12months of treatment

*Minimal trauma fracture in patient with a normal BMD
=Recurrent fractures or continued bone loss on therapy
=Complications of therapy

"Pre-menopausal osteoporosis or in men <50yrs

=Condition that complicates management — CKD IV/V, hyperparathyroidism, malabsorption



Summary

1. Osteoporosis is under-diagnosed, the best time to intervene is BEFORE fracture

2. Osteopenia in women within 10years of menopause should be offered MHT if no

contraindications
3. Bone-specific therapy offered to those with diagnosis of OP or high fracture risk
4. Denosumab should be reserved for those >70years in most cases

5. Romosozumab should be considered as first line for osteoporosis especially if

meeting PBS criteria
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Dr Laura Careless

Liberty Women’s Wellness, Springfield

info@libertywomenswellnhess.com.au

Ph: 3472 6107

Questions ??
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