7° KPHTO-KYMNPIAKO XYMINOZXIIO PEYMATOAOrIIAL

H PEYMATOAOrIIA THMEPA
NMPAKTIKA NMPOBAHMATA THE KAOHMEPINHE KAINIKHE NMPA=HX

AlakoTi paKpoXpoviag aywync He Sipwaodovika oe

aoBevelc pe ooteonopwon: Mote Kol o€ Tolouc a.cBOevelc

NikoAaoc Kouykag
PeupatoAoyLkn KAWLKN
[MAINH



Meplypappa

Elocaywyn-xapaktnplotikd SLpwodovIKwV
AoPAAELO-TIOPEVEPYELEC

“Drug holiday”

— [oTe Kal yla moco dltaotnua

— 2€ MolouC aoBevelg
— Emavevapén Beparmelog

2UUTEPACHOTO



KAwvIKN Teputtwon

66 stwv, risedronate 35 mg/eBdonada kot Ca-vitamin D 1000
IU/nuEpa yla 7 £Tn £MeLta oo KATOYUO OTOV KAPTo o€ NALKio
59 eTwv

[MoAu KaAr) CUUHOPPWON GTNV AVTLOCTEOTIOPWTLKI Aywyn

AY UTIO SLOLPNTLKA, LN KOTVIOTPLO, XWPLS KATAVAAWGCN AAKOOA
KOLL XWPLC OLKOYEVELAKO LOTOPLKO KATOAYUATWV



KAwLKN Tteputtwon

Apxwkry DEXA
— Lumbar spine T score -2.8
— Femoral Neck T score -2.5
NEa DEXA
— Lumbar spine T score -2.5
— Femoral Neck T score -2.4
— BMD BeAtiwpévn>5%
Xwplic véa kataypata

ErmtiBupia acBevouc yla
Slakorn




Alpwodovika

e [pwtng ypauung Beparmeia
e [epimou 4 k. aoBeveic otic HMA to 2008
e 40-70% pEelwon TOU KIVOUVOU VEWV OTIOVOUALKWY KOTOY LATWV

o 77-96% pelwon tou Kivduvou TToANATIAWY OTIOVOUALKWV
KOTALY LATWV

e 40-50% peiwon tou KivdUVoU KATOYUATWY TOU LoXLoU
e “Cost-effective” Beparmeia

McClung MR, et al: Am J Med 2013; 126: 13-20;
Pham An, et al. ] Am Geriat Soc 2011;59:1642-9



Mnyaviopoc dpaonc

MEeLWVOUV TN 00TLKN
anoppodpnon HECW
QVOLOTOANC TNG
dpaotnpLotTnToc TV
OOTEOKAQOTWYV Kall
ETUTAXUVONC TNC
QTIOTITWONG TOUC

Emtifpadbuvouv TNV 0oTIKN
OVOLKOTOLOKEU ) LE OUVETIELAL
Vv avénon tng BMD kat tn
Helwaon tou Kwvduvou

KOTALY LATWV
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Mnyaviopoc dpaonc

MopATETAEVN TIOPOLLOVH) OTOV OKEAETO
1. ZoAevdpoviko o&u

2. AAegbdpovarn

3. |Bavdpovatn

4. Plogbpovatn

MpokaAoUv peiwon Kot otouc BloxnUkoUc OelKTEC OOTIKAC
VKO TAOKEUNC(UEYLOTO amOTEAECUA OE 3-6 UNVEC
Bepareiac)



AoPaAeLa- TOPEVEPYELEC

AodaAnc Bepameia-enintwon 2AE <1:1000,dyvwoTto To pioko
peta ta 10etn

Avoaveéia amno to nentiko(olwcodayitida)
YrniooBeotlatpio

— Vitamin D, urtomapaBupeocldLopoc Kol xpovia VEPpPLKN
VOOOC

“Flu-like” symptoms



AopaAeLa- TIOPEVEPYELEC

e (OoTeEOVEKPWON KATW yvaBou
— 2mavia eTtAokn:1 otoug
10,000 €wc¢ 1 otouc 100,000
aoBeveic-€tn Bepareiag.
— Kupilwg otouc oykoAoyLkou¢
aoBeveic(pueyaAutepn
doooloyia ~ x10 kat i.v)

— JUOXETLON UE KOKN
OTOMOLTLKH) UYLELVA,
nponynBeioec 0SoVTLATPLKEC
NMPAEELC, KATIVIOUQ, 2A Kol
XPNON KOPTLKOOTEPOELOWV




AopaAeLa- TIOPEVEPYELEC

e ATUTIOl KOTAYUOTO Lnplaiiou

— 1.78/100,000 acBeveic-£1n
Beparmelog < 2 Ypovia
aywyng

— 113/ 100,000 aoBeveic-€tn
Bepareiag 8-10 ypovia
aywyng

— JUOYXETION ME EAAXLOTO N Kol
kKaOoAou
TpaU U, opdOTEPOTIAEU PO

— Mo ouyvo £metta amo xpnon
KOPTLKOOTEPOELOWV Kol PPI




MolkpOXpOVLEC TIOPEVEPYELEC OXETI(OUEVEC LLE TN

ANYn Sipwodpovikwy

Adverse event

Incidence

Risk Factors

Recommendation

Osteonecrosis of the
Jaw

=1/ 100,000 person-years

Poor oral hygiene,
diabetes,
glucocorticoid use and
chemotherapy

Hold bisphosphonates 3
months prior to
intervention and resume
once healing is
documented by dentist

Atypical Femur
Fractures

2a110/100,000 person-
years

Cumulative duration of
bisphosphonates use
(> Syears), use of
glucocorticoids, proton
pump inhibitors

Use bisphosphonates
OMLY in patients at
moderate or high risk of
fractures

Consider drug holiday
Inquire about pain in groin
or thigh

Esophageal cancer

Lack of data to establish link

Barrett' s esophagus,
severe GERD

Awvoid oral
bisphosphonates in
patients with risk factors

Atrial fibrillation

After revision from FDA, there
is not enough evidence to
support association

No need to consider this
potential adverse event
when prescribing anti-
osteoporosis medication

Papaioannou A et al Canadian Medical Association Journal 2010;182(17):1864-1873.
Shane E et al J Bone Miner Res. May 28 2013,
Koshla S et al . J.Bone Miner.Res. 2007;22:1479-1491.




Drug Holiday

XpOVLO VOO LO-OVAYKN YO LLAKPOXPOVLA Qywyn

2TIAVLEC AAAQ cOBapEC aveMBUUNTEC EVEPYELEC TWV
SlpwodovIKwY

Mopatewopevn Spacn oTo 00TA KOl LLETA TNV
amooupon



Drug Holiday

e Asdopeva amo HEAETEC yia aodaAeLa KoL
NOPATEWVOUEVN dpaon HETA TN SLOLKOTN
— AAebpovatn(FLEX Study)
— ZoAevdpoviko o&U(HORIZON-PFT)
— Puoebpovatn(VERT-NA)

e Xwplc dedbopeva yia IBavdépovatn



Drug Holiday

DrUG WITH MORPHOMETRIC CLINICAL
DURATION VERTEBRAL VERTEBRAL HIP FRACTURE
ON & OFF FRACTURE FRACTURE
Alendronate - .

Mo significant MNo sign
(5 years on J-but 4 but T compared _ ificant
B5yearsoff  above _hove :::lrt below JM:E from S drﬁere:;:flsﬁmn
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Figure 2. Study results showing impact of discontinuation on BMD, biochemical bone tumover markers, and fractures.

1 Watz NE, Chines &, ClryndiWF, ef. al. Fracture rick remam: redoced one year afier discontwmation of reedronate. Osteapars bt (200F) 19:365-372
2 Elack DM, RS IR, Boanen 5, et 2l The ﬁeﬂdimmﬁmdﬂeﬁmmﬂ tregtmient = osteoparosis: 2 randomized ex tension to the HORIZONFvetal Fractre Trul

(PFT). | Bane Miner Res. 2012;27:243 5+.




Drug Holiday

Rusk of clinical vertebral fracture and number needed to treat to prevent one clinical vertebral tracture for 3
years in FLEX study. Adapted from reference [29]

Femoral neck BMD T score at start of extension trial Number needed to treat

Women with NO previous vertebral fracture at start of FLEX study

Less than or equal to 2.5 4
Greater than -2 5 and = -2.0 63
Greater than —2.0 102

Women WITH prevalent vertebral fracture at start of FLEX study

Less than or equal to 2.5 17
Greater than —2.5 and < -2.0 17
Greater than —2.0 51

Black DM, N Engl J Med. 2012; 366:2051-3.



Drug Holiday

Table 2  Recommendations for Drug Holiday from Bisphosphonates

Patient Category

Recommendation

Comment

High-risk:
T-score still =—2.5 at the hip,
previous fracture of the hip or spine
or ongoing high-dose glucocorticoid
therapy.

Moderate risk:
Hip bone mineral density value is
now >—2.5 (T-score), and no prior
hip or spine fracture,

Low risk:
Did not meet current treatment
criteria at the time of treatment
initiation.

Drug holiday not justified.

Consider drug holiday after 3-5 years of
alendronate, risedronate, or
zoledronic acid therapy.

No information about ibandronate and
drug holidays.

Discontinue therapy

Re-assess the need for therapy at
reqular intervals.

These patients should not be forced to
take a drug holiday—decision
should be an individual, informed
choice with discussion of the
potential benefits and risks.

Re-start when indications for therapy
are met.

McClung et al



MapakoAovOnon

Kataypoto Kol TTTwWOoELG

AgiKTeEC OOTIKOU peTaBOALoOU
— Serum C-telopeptide (CTX)
— Urinary N-telopeptide (NTX)

BMD kaBe £10¢
FRAX



Ertavevapén Bepameiac

Erti epdavionc ooTEOMOPWTIKOU KATAYUOTOC

Taxela enmdeivwon tng BMD(>3-4% otnv 22 Kol >4-
5% 01O LoXil0) N o€ emimeda PO TN AYWYNC
Av&non Twv OeKTWV 00TLKOU METABOALCHOU(NTX
>40nmol)

Avaloya pe tnv nponynBeioa Bepamela



Ertavevapén Bepameiac

2UVEXLON SLPWODOVIKWY

AMN\ayn og aAAn taén(Denosumab) N oe avaBoAiko
nopayovio(tepropatidn)

2 NUOVTLKO POAO N TPOTiNoN Tou acBevoug Kal n
ouUMOpdwon otn Beparmeia



KAwLKN Tteputtwon

Apxikn DEXA
— Lumbar spine T score -2.8
— Femoral Neck T score -2.5
NEa DEXA
— Lumbar spine T score -2.5
— Femoral Neck T score -2.4
— BMD BeAtiwpevn>5%
e Xwplic VEa KaTAYHOTA

e EmBupia acbevouc yia dtakomn

EdiktA n dtakomn yua 2-3 £Tn,HE TR OLA
e€€taon Kot UTTOAOYLOMO TOU KlvéUvou
KOTALY LOLTOG




KAwvIKN Teputtwon

e OotOO0O0, TL O cuvEBaLve av
— loTtopLko oTtoVvOUALKOU 1 KATAYHOTOC LoYlou;

— XATI pe xpovia Xprion ELOTIVEOLEVWV KoLl
KOT €TILKACN QIO TOU OTOMOTOC
KOPTIKOOTEPOELOWV;

— Ca paotoU Kol TPwLLN ELnvonauon;
— OETLKO LOTOPLKO KOTAYUOATWY OE EVAV YOVEQ,



Patient is on oral
bisphosphonsle x 5 years,
ar
N Zoledranic Acid = 3
VEars

T score <-3
Continoe therapy

DEMA srans every 1-32
WEars

Ma history of vertebhral
fracture

T score >-3.5:

Consider drug holiday

DEXA scanyd every 1-2
YEars
And possibly bone
turnover marker
maniforing

Hdevelops new frecture
or BMAD decreases:

Resume hisphosphonate

Ro and Cooper, Curr Osteoporos Rep

History of vertebral
fracture, or s=caondary

oslEaporasds,

or glucocorticoid therapy

T score >-2.0

Consider drug ho liday

DEMA scant every 1-2
YIS
And possibly bhone
LuFAOVEr S ker
monitoring

Hdevelops new fracture

ar BMD decre ases:

Resume hisphasph onste

T ecare<-2.0
Continae therapy

DEMA scant: every 1-3
SEOFs




JUMTTEPACLOTO

Aodalnc Bepareia pe eAAXLOTEC COPAPEC
QVETILOUUNTEC EVEPYELEC

Yuvexwopevn dpaon Kat mapa tn OLaKoT)

2e aoBeveic pe LKPO N HETPLO KIVOUVO KOTAYUATWY
n npoowptvn dtakormn tng Bepamneiac(Drug Holiday)
elvall epLKTn

EvhuEpwon twv acBevwv Kol otevr) mapakolouBnon



