AEYTEPOMNAOH AITIA
O2TEOIMNOPQ2H2

NQProz TPOBAz
ENAOKPINOAOIO2

EPTA2THPIO EPEYNAZ NAOHZEQN MYOzZKEAETIKOY
2Y2THMATOZ <O.TAPOOAAIAHZ>

NMANEMIZTHMIO AOGHNQN



MEPINTQ2H 1

[fuvaika 74 etwv Y=157cmkat B=76 Kg
AM?2=30.8 napamnatnoe mpoodata Kol UTECTN
kataypata AP kat AE Katw nBoloxlokwyv
kKAadwv kat AP ttepuya Tou LEpoU ooTtoU Ta
OTtoLal AVTLIMETWTILOONKOV CUVTNPNTLKA.

loTOpLKO Kapkivou Tou Maotou Kot amo 5
£TLOIC AVALOTOAEQ QL pWHATACNC.

Xpovia Bupeoetdittba T4-75.
Mpwnv kamviotpLa (to dtekoPe po 3 etiog)



EPFTA2THPIAKOZ EAEMXO2

Ht=44%

TKE=16

Ca=9.6,P=3,ALB=4,PTH=52.7(10-65),
Kp=0.7,SG0OT=25,SGPT=29
250HD3=33.7,ALP=85(30-117),0C=28(15-46)
Ca 24 wpouv=58mg, TSH=1.060

HAektpodOpnon AEUKWHATWV= XWPLC
dlalitepa evpnpata.



MPOOAEYTIKH MEIQ2zH O2TIKHZ NYKNOTHTAZ

T e AN FAND
TZOXA 15-17
Patient: CH
Birth Date: b /g?gg‘;HO;OULOU, FANI Facility ID:
Height / Weight: 157,0 cm 75462 ety Referring Physician:
Sex / Ethnic: T e Measured: 8/9/2021  8:31:28ny  (13,40)
ite Analyzed: 8/9/2021 8:34:27 np (13,40)
3 Trend: L1-L4
%Change vs Base?neend' S1L4 (BMD) Change vs
8+ S = S 3 Measured Age BMD Previous
- Date (years) (g9/cm?) (%)
G A + 8/9/2021 742 0875 89
4+ A\ — ——\ L\ A\ ] 18/6/2020 72,9 0,961 53
] A S/ 23/12/2019 72,4 0,913 -1,0
] TR 19/6/2019 71,9 0,922 -0,9
0.:3 N " 29/6/2018 71,0 0,930 -2,8
+ & 22/11/2006 59,4 0,903 =
(7 Bt e e i s o S o
59 60 61 62836465666768697071 72737475
Age (years) Statistically 68% of repeat scans fall within 150 (£ 0,010 g/cm? for AP Spine L1-L4)
Image not for diagnosis
T e Trend: Neck
rend:
%Change vs Basehnee e ) Meseured Ao v Pr“ioucshange =
AE—gnr —— 7 Date (years) (g/cm2) (%)
3 f e\ R - A8 Sae | (87972021 742 0638 -8,1
3| CE | 18/6/2020 72,9 0,694 3,0
T e BN e 23/12/2019 72,4 0,674 0,1
s - ) AT 19/6/2019 71,9 0,673 -0,1
P e S\ | 29/6/2018 71,0 0,674 =33
10 = T T |
| 027/11/2006 M0 A R -
-
At
59 60 6162 63 64 65 66 6768 69 70 71 7273 74 75
Age (years) Statistically 68% of repeat scans fall within 1SD (% 0,014 g/cm? for Left Femur Neck)
Image not for diagnosis
Trend: Neck
Trend: Neck (BMD) Change vs

1%

%Change vs Baseline o e BMD
2 S | Date (vears)  (g/cm?) (%)
a5 || 8972021 742 0,668 5,0
TN B ~ | | 18/6/2020 729 0,703 Sz
S = =t 23/12/2019 724 0,719 1,3
e e T N & 19/6/2019 71,9 0,710 3,0
» 8] N/ 29/6/2018 71,0 0,689 4,0
-10 = b
2] \5 22/11/2006 594 0,769 -
-1459606162636465666768&7071 727374 75
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TZOXA 15-17

patient: CHRISAN
Birth Date: THOPOULOU' FANI

26/6/1 Facility ID:
Height / Weight: 15;,{) el 7Z4ézkyears Referring Physician;
Sex / Ethnic: Ry pred’d Measured: 8/9/2021  8:31:28np (13,40
e White
"’ ; S Analyzed: 8/9/2021  8:34:27np (13,40)
:_, "~ . ’ S
o

L15%

L2

L3

L4

Image not for diagnosis

Hip Axis Length Comparison (mm)
- Let=27
N\

30 20 -10 Mean 10 20 30
(Right = 103,5 mm) (Mean = 1032 mm) (Left = 105,9 mm)

Image not for diagnosis

Densitometry Ref: AP Spine L1-L4 (BMD)

Densitometry Ref: DualFemur Neck (BMD)
BMD (g/cm?) YA T-score BMD (g/cm?) YA T-score

b -5 -5
20 30 40 50 60 70 80 90 100 20 30 40 50 60 70 80 90 100
Age (years) Age (years)

1 2,7 3

BMD Young-Adult Age-Matched
Region (g/cm?) (%)  T-score (%)  Z-score
AP Spine L1-L4 0,875 74 -2,5 97 -0,2 ;
DualFemur Neck
Left 0,638 65 -2,8
Right 0,668 68
Mean 0,653 67
Difference 0,030 3

1 - Statistically 68% of repeat scans fall within 15D (% 0,010 g/cm? for AP Spine L1-14);
2 - Italy (ages 20-40) AP Spine Reference Population (v112); Italy (ages 20-40) Femi
3 - AP Spine Matched for Age, Ethnic; DualFemur Matched for Age, Ethnic
7 - DualFemur Total T-score difference is 0,0. Asymmetry is None.

L B VYR S
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AOI'Q
XHMEIOOEPATEIAZ
ANAAOI'A GnRH
XEIP/KHZ EKTOMHZ

XHMEIOOEPAIEIA
Apeaon TOCIKA dpdon
270 OOTIKA KUTTOPO

ANAZTOAEIZ
APQMATAZHZ

AKTINOBOAIA
Katdayuara TTAeupwv




ANA2TOAEIZ APQOMATAZH2

= Post menopausal hormone therapy in ‘
breast cancer relies on aromatase inhibition /

Surrénales

Androgenes

@ Adipocytes
Non steroidal
- Anastrozole (Arimidex*)
I\ Arom atase Létrozole (Femara®)

inhibitors Steroidal

y
Serum E2 yO 1
Ovary O

vl
v' Disappearance of estrogen of ovarian origin. 2z

v Estrogens are produced by peripheral conversion (aromatase) in Breast cancer
adipose tissue, breast cancer...

Exemestane (Aromasine”*)




|
T score >-2 2 Ao TouC
Xwplg aAloug TP AKATW T score <-2
TIOPAYOVTEC KlvOUVOU TLOPAYOVTEG

Journal of Bone Oncology 7 (2017) 1-12




Re-assess indication of therapy (if annual
BMD loss >5%)

Note: * Pre-MP women treated solely with TAM form an exception who need a baseline assessment with risk factors identification and BMD
measurement with DXA. Anti-resorptive therapy is indicated if a Z-score is <-2.0 SD or when a Z-score is between -1.0 and -2.0 and a fragility
fracture is present.

* Sequential treatment with BPs after Dmab discontinuation should be considered in clinical decision making; which has been advised since
recently to mitigate the so called ‘rebound phenomenon’ in bone turnover.

Journal of Bone Oncology 28 (2021) 100355



TI ANNALZE]

Neol KAwikoi mapayovtecg kivduvou:

->2 TITWOELC TO TPONYOUEVO ET0OC
-2.Awapfntnec 12

- Pevpatoeldbnc apBpitida

TBS

VFA

OxL —FRAX

AlFQrH: 1 kAwwoc nopayovtac Kot Tscore <-1
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Table 2
Major trials of antiresorptive agents for prevention of aibl in postmenopausal women with breast cancer.

Antiresorptive agent (Trial) N BMD data, Dose Treatment duration  Follow-up, Mean BMD increase from baseline, %
n months
LS TH
Zoledronate 1,065 1,065 4 mg g6bmo 5yr 36" 4.39 1.9
(ZO-EAST) [69]
Zoledronate 602 602 4 mg gébmo 5yr 61 6.19 2.57
(Z-FAST) [81]
Zoledronate 558 395 4 mg gbmo 5yr 24 4,94 1.22
(NO3CC) [82]
Zoledronate 527 527 4 mg gbmo 5yr 36 5.98 NR
(E-ZO-FAST) [83]
Denosumab 252 252 60mg gbmo 2 yr 24 6.2° 3.7
(HALT-BC) [84] 3420 3420 60mg g bmo 3 yr 36 10,2 7,92
Denosumab Fracture reduction:
(ABCSG-18) [92,93] OR 0.53 (CI 0.333-0.85,
p=0.009)
Risedronate 154 111 35mg/wk 2yr 24 2.2 1.8
(SABRE) [85]
Risedronate [86] 87 87 35mg/wk 2yr 24 0.4 0.9
Clodronate [87] 61 61 1,600mg/day 3yr 60 -1.0 -0.1
Risedronate (IBIS II- Stratum II) [88] 260 150 35mg/wk 3yr 36 1.1 0.7
1410 903 35mg/wk 3yr 36 1,1% 0,7%
Risedronate 213 132 35mg/wk 2yr 24 5,7% 1,6%
(IBIS 1) [106]
Risedronate
(ARBI) [106]
Ibandronate 131 50 150 mg/mo 5yr 60 5.01% 1.19%
(ARIBON) [89]
Risedronate [90] 118 11 35mg/wk 1yr 12 4.1 1.8
Alendronate 303 303 70 mg/wk 3yr 36 15.6 (osteoporosic) 5.6 (osteoporotic)
(BATMAN)[109]. 6.3 (osteopenic) 6.3 (osteopenic)

Abbreviations: Al, aromatase inhibitor; AIBL, aromatase inhibitor-associated bone loss; BMD, bone mineral density; LS, lumbar spine; mo, months; NR, not reported; TH, total hip; yr,
years.

* Number of patients randomized to bisphosphonate vs placebo and evaluable for BMD at the reported timepoint;

" BMD data available for 36 months’ follow-up; disease recurrence outcomes available for 48 months’ follow-up.

¢ Estimates based on published graph.



Table 2
Major studies and updates from January 2017 to May 2020 regarding bone loss and fracture prevention of antiresorptive agents in women with EBC.

Study Population Intervention, n FU, Dose, route of Mean BMD/T-score change from Fracture data
at study M administration baseline, %
entry, N LS TH or FN
Bisphosphonates Wilson et al, Stage II-1II ZOL = 1681 34 4 mg, Q4W x6; - - S5y rate: 3.8% vs. 5.9%;
2018, BC vs. 4 mg, Q3M x8; Time to first fracture:
AZURE trial [50] Adj Al Controls = 1678 4 mg, Q6M x5. HR 0.69, 95% Cl = 0.53-
(55.5%) v 0.90, p = 0.005
Median age:
NA
N = 33589
Santa-Maria et al, Post-MP ZOL + L (ZAP 12 4 mg, Q6M. T-score: +0.23, T-score: +0.12, -
2018, ZAP trial Stage O-III trial) = 59 v 95% Cl = 0.13- 95% CI = 0-0.23,
[101] BC vs. 0.33, p < 0.001 p = 0.046 (12 M)
Adj Al L (ELPh (12 M)
Median age: trial) = 203
59y
N =262
Sestak et al, 2019, Post-MP Risedronate = 68 60 35 mg, Q1W. T-score: T-score: No difference in rate
IBIS-1I Bone Osteopenic Vs, Oral —0,4% vs. —2.5% vs. (20 vs. 18; RR = 0.91
substudy [102] At high risk Placebo = 59 —4.2% —3.8%, p=02 (046 vs. 1.81)
of BC p < 0.0001
Median age:
NA
N =127
Livi et al, 2019, Post-MP [bandronate = 89 63 150 mg, Q4W. T-score: +0.35 T-score: +0.28 vs. -
BONADIUV trial Osteopenic Vs, Oral vs. —0.24, —0.09, p = 0.0002
[99] HR + BC Placebo = 82 p < 0.0001 (24 M)
Adj Al (24 M)
Median age:
GOy
N=171
Monda et al, Post-MP Risedronate = 42 24 35 mg, Q1W. T-score: +6.86% T-score: +2.8% vs. Fractures: O vs. 3
2017 [103] Osteopenic Vs, Oral Vs. —3.5% (short FU and
HR + EBC No —4.8%, p < 0.0001 relatively young age)
Adj Al treatment = 42 p < 0.0001
Mean age:
56y
N =284
Denosumab Nakatsukasa Post-MP Dmab = 93 24 60 mg, QGM. BMD: +7.0, 95% BMD: +3.4% Any symptomatic
et al, 2019 Osteoporotic  (nonrandomized) Subcutaneous Cl=5.9-8.0 to + 3.6% (24 M) clinical fractures
[65.67] HR + [-IIIA (24 M) (24 M)
BC
Adj Al
Mean age:
65y
N =103

Adj, adjuvant; Al, aromatase inhibitor; BC, breast cancer; BMD, bone mineral density; Dmab, denosumab; FN, femoral neck; FU, follow-up; HR, Hazard ratio; HR+, hormone-
receptor positive tumours; IV, intravenous; LS, lumbar spine; M, month(s); NA, no available; Q, every; RR, relative risk; TH, total hip; W, week; y, years; ZOL, zoledronic acid.



MEPINTQ2H 2

e [uvaika 64 etwv Y=156cm,B=55Kg AM2=22.6

* [IpOCEPYETAL VIOl EAEYXO OOTEOTIOPWONG

* EXEL UTTOOTEL LEPLKI TIAYKPEATEKTOUN TIPO 6
eTloic AOoyw kaAonBouc veommAACHUOTOC TOU
NOyKPeATOC Kot AapBavel creon 1x1.



AGE NIKOY, ®QTEINH
Jounvia yévvnong: 4/1/1957 64,2 years
yo¢G / Bapog: 156,0 ek. 55,0 kg
sex / Ethnic: Fuvaika Asgukn

AvayvmpioTiko acBevi): 7646
IaTpog nou oag
MeTpnOcioa:

Analyzed:

15/4/2021
15/4/2021

10:50:22 np  (14,10)
10:57:23 nu  (14,10)

MO onovUAIKr) OTHAN MUKVOTNTA 0OTGWV

.
*
-

E

Densitometry Ref: L1-L4 (BMD)

BMD (g/cm?)

1,42
1,30
1,18
1,06
0,94
0,82
0,70

0,58
20

30 40

50 60
HAia (€tn)

70 80

T-score YA

Mepioxn

1
BMD

(g/cm?)

2
Neapog evijAikag NMpoocapuoyn

(%)

T-score

(%)

Z-score

L1-L4

0,929

79

=2,1

101

0,1

3




/NG
-POHUNVia YEvvno
oG / Bapoc:
vex / Ethnic:

MIKOY, OQTEINH
NG 4/1/1957 64,2 years
156,0 k.
luvaika

55,0 kg
Aeukn

AvayvwpioTiké aoBevn: 7646
IaTpog nou oag
MeTpnOcioa:

Analyzed:

15/4/2021
15/4/2021

10:50:22 np (14,1
10:57:23 np (14,1

YMIMAHPQMATIKA ANOTEAEZMATA: Mo onov3uAikn oTiAn

BMD

2
Mpooappoynn O

Neapog oTiki pada  Emipdveia MAdrog Yyo
' 9 z cm?) (ex.) (ex.)
Ep1oXn (g/cm?) (%) T-score (%) Z-score (9) (

5 2,89

L1 0,815 72 -2.6 94 -0,4 8,3 10,2 4
0,7 11,0 10,8 39 :

L2 1,018 85 -1,5 109 ] ; ; poo o

1,092 91 -0,9 116 1,3 13,4 12,2 4,2 3,35

7 0,800 67 =33 85 -1t 11,2 14,0 12 22

. 0,919 7940 =2,08 810280, 19,3 22 2t B

L].'Lz ’ 3 84 _1,6 108 0,6 32,7 ’ 3/9 12,04

L1-L3 0,98 79 21 101 0,1 43,9 47,3 4:0 580

L1-L4 0,929 b 1'2 113 10 24,4 23,1 410 9.14
AL o 35,6 37,1 , /

3 4 £ 102 0,2 ’ 6,34

L2 0,936 781 2

L3-L4
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ac: \ NIKOY, OQTEINH
popnvia YEvvnong: 4/1/1957 64,2 years
p0¢6 / Bapog: 156,0 k. 55,0 kg

AvayvwpioTiké aoBevn: 7646
IaTpog nou oag

i Mer ioa: o
- e
R e nUKV6T et Densitometry Ref: Augévag (BMD)

BMD (g/cm?) T-score YA

1,22 2

1,10 1

0,98 0

0,86 =1

0,74 2

0,62 -3

0,50 -4

R s 9 5 6 70 8 90 100

HAia (€Tn)
1 2 3
BMD Neapog evijAikag  Mpooappoyn
Mepioxn (9/em?) (%)  T-score (%)  Z-score
Auxévac 0,634 65 -2,9 81




EPFTA2THPIAKOZ EAEMXO2

Ht=38,TKE=22

20=90,5G0T=38<34 GPT=31,KR=0.9,
Ca=9.5,P=3,ALB=4,250HD3=32.9,PTH=338,
ALP=110(30-129),0C=9.3,Ca24=220,TSH=3.05
HAektpodopnon mpwtevwv :MovokAwVLIKN
aLxpn.



* AwpatoAoyoc-OoteopveAikn Bloyia:

* MovokAwvVLiKN- yopomnaBeio adleukpivioTnc
onuaotLoc.

o A/a 22 = EKPUALOTIKEC aAAowwoelc OM22,
Xwpic aAAa, Wdlaitepa evpnuota



= Normal B plasma cells secrete
immunoglobulin

=Serum monoclonal protein (< 3 g/dL) % Increased rick oEfractures
=Bone marrow plasma cell infiltration (£10%) = Changes in bone density
=No end-organ damage

= Osteolytic bone lesions

= Increased risk of fractures
= Spinal cord compression

= Bone-related pain

A 4

Fig. 1 Bone changes in MGUS and myeloma. The diagnostic criteria of MGUS and myeloma are illustrated alongside the reported changes within the
bone microenvironment

=Serum monoclonal protein (23 g/dL)
= Bone marrow plasma cell infiltration (2 10%)
= End-organ damage




MovokAwvikn- yapanadesia
OLlOLEVKPLVLOTNC ONMOLGLOC
ErtumoAaopoc >50 etwv 3-4% (pe tn xpnon
NAEKTPOPOPNONC MPWTIEIVWY TOU 0pOoU)
5.3% >70€e1n
8.3%>80 €1n
1.5 popec peyoAutepn otouc avdpec.

O kivéuvoc petatponncg (MMV-MW-
Aepdoumnepndaotikn vooo, apuAoldboon)eival
~1% TO XPOVO.



* Metaél twv aoBevwv mou eEsTAOTNKAV OE EVAL
Latpelo ooteomopwonc MGUS eixe to 3.6%pe
OO0TEOTIOPWON KoL TO 2% LE OOTEOTIEVLAL.

* Apketec peAetec amo HMA-EYPQIMH avadEpouv
OTL OXETL(ETAL HE AVENUEVO KIVOUVO KOTAYUATWVY
kKUpLa aéovikoU oKeAETOU.

* Mua rtpoorttikn peAetn 210 aocBsvwv pe MGUS
XWPLC LOTOPLKO 0OOTEOTIOPWONC N KATOYLATWV
avakaAue otL to 18.4% eixe katayupata
omtovOUAWV.



DXA
Aeiktec ootikNC avakatoaokeunc (PINP, CTx)

DKK-1,RANGL/OPG

HRpQCT (avedelée dlatapaxec otnv doun Ko
TLC EpPBLOpUNXAVIKEC LOLOTNTEC TOU OKEAETOU
Twv aoBevwv pe MovokAwvikn yopamaBela
adLlEVKPLVLOTNC onuaocilac).



2Y2TAZEI2

e Test everyone above the age of 50 with fragility fracture
and osteoporosis

 How to test for monoclonal gammopathies:
» (i) Full blood count and erythrocyte sedimentation rate.

» (ii) Serum and urine protein electrophoresis: useful to
detect and quantify M-protein.

» (iii) Immunofixation: more sensitive than SPEP to detectand
type M-protein (only used if indicated from other initial
testing such as SPEP or FLC ratio).

» (iv) Serum FLCs and ratio: the most sensitive methodology
for the indication of monoclonality in a patient,historically
first used in the detection of light chain myeloma.



2Y2TAZEI2

What to do if a monoclonal gammopathy is
confirmed.

when to refer to a haematologist:

When a monoclonal protein is identified it is
Important to exclude

symptomatic myeloma requiring treatment,

Waldenstrom’s macroglobulinaemia in case of IgM
paraprotein,

AL amyloidosis and

low grade lymphomas associated with
paraproteinaemia



ANTIMETQMIZH A TO 2KEAETO

* AoBeotio-D
o AvtikatapfoAka (kuplwc AD)



EYXAPI2ZTQ



AgBevn¢: ,

latpdg Mov oag cuvéotnos: (un KaBoplouévo)

Hpepopnvia 15/9/1949 HAwio: 72,0 years Avayvwplotiko 2662958

yévvnonge aoBevn):

Yo 15007 k. B&poc: 61,0 KA Metpn@sioa: 29/9/2021 11:38:08 Tt (17 [SP 1)
yEVOG: Nvaika DuAn: Agvkn Analyzed: 29/9/2021 11:38:17 i (17 [SP 1))

M0 omovéUAIKN oTHAN MUKVOTNTX OOTWV

142

1,30
1,18

MO omovoévAkn otAn: L1-L4 (BMD)

BMD (g/cm?)

Kavovika

T-score YA

1,06 -__.
m
0,94 1L.ow Bone Mass

0,82
0,70
0,58 OoTeomoOpPWan
20 30 40 50 60 70 80 90 100
J HAwia (€Tn)
USA (Combined NHANES/Lunar)
Ootikn tukvopetpio: USA (Combined NHANES/Lunar)
BMD YA YA nH NnH
Meploxn (g/cm?) (%) T-score (%) Z-score
L1-L4 0,959 81 -1,8 98 -0,1

poopileTal yia Siayvwomn

IXOANIA:




MEPINTQ2H 3

[f'uvaika 58 etwv Y=165cm,B=57Kg,AM2=20.9
NPOCEPYETAL YL EAgyX0 OOTEOTIOPWONG

On OMzz 02-04=0,853 T=-2.9
(02-03=0,777 T=-3.5)

Avyxévog AP=0,614 T=-3.1
JUvolo AP=0,647 T=-2.9.
Eppnvonavon ota 52,2 mawdla

Olwdnc BpoyxoknAn xwpic aAAa tpoBAnpata
UYEiLaC.



EPFTA2THPIAKOZ EAEMXO2

* Ca=9.8,P=3.2,ALB=4,ALP=230<250,0C=39(15-
45)

* 250HD3=6.9,PTH=90,Ca24wpou=230mg
* Ht=38,TKE=15,KR=0.8



* Vit D 25.000 -1 ¢popa tnv eBdouada yLa
2UNVEC .



* Ca=10.2,P=2.9,ALB=3.9,PTH=124,ALP=87(46-
116),250HD3=28,TSH=2.94.



* Y/Z TPAXHAQY: urtonxo popdwpa 1 ek otnv
nieploxn tou AP katw mapaBupeoetdolc
adeva .



MEPINTQ2H 4

3. luvaika 66 €TWV PE HETEUUNVOTIOUOLOK OOTEOTOPWON UMoBAaAAetal amod 8-etiag oe
aywyn pe eBdopadiaio didpwodoviko (ta mpwta 4 xpovia pe adevdpovatn Kal T
enopeva 4 pe ploedpovarn). Mpo PNVOC OPOUCIACE ATPAUMATIKO OTIOVOUALKO KATayHO
otov ©12. H ootk mukvotnta tng XX dev mapouotalel PetafoAn Tnv teAsutaia
Tpletia (otaBepod T-score=-2,9). H ootk mukvotnta Tou OALKoU Loxiou elval o€
enineda ooteomeviag, onuelwvovtag otadlakry mtwon otnv tpletia (amd T-score=-1,6
oe T-score=-1,9).

 MNolwa eival n BepameuTikn TPOCEYYLON;



* KALVLKO EPYOLOTNPLOKOC EAEYXOC VLA
deutepomnadn altia: apvnNTIKOC

* KaAn nmpoonAwon otnv aywyn



