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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Teprotumumab for Thyroid-Associated
Ophthalmopathy

Terry J. Smith, M.D., George ). Kahaly, M.D., Ph.D_, Daniel G. Ezra, M.D.,
James C. Fleming, M D., Roger A. Dailey, M.D., Rosa A. Tang, M.D.,
Gerald J. Harris, M.D., Alessandro Antonelli, M.D., Mario Salvi, M.D.,

Robert A, Goidberg, M.D., James W. Gigantelli, M.D., Steven M. Couch, M.D,
Erin M. Shriver, M.D., Brent R. Hayek M.D., Eric M. Hink, M.D.,
Richard M. Woodward, Ph.D., Kathleen Gabriel, R.N., Guido Magni, M.D,, Ph.D,
and Raymond S. Douglas, M.D., Ph.D

Oepareia EKAOYNC YL TNV QVTIMETWTILON TS opOaAponabelac Graves
TIOPOLLEVEL N i.V. XOpYNON YAUKOKOPTIKOELO WV, WOTOCO SeV
QVTOTTOKPLVETAL LLEYAAO TTOCOOTO ALoOEVWV.

Teprotumumab - povokAwvikO avtiowpa évavtl tov IGF-1 R
(iv. kAdOe TpeLc efdopadec yia 24 eBSouadec)

MpwTtoyeveg KATAANKTLKO onpeio : BeAtiwon tou CAS score katd =22 1)
HElwon TNS mpomntwong odBAAUWY KATA TOUAAXLOTOV 2mm

N ENGL ) MED 37618 NEJM.ORG MAY &, 2017



Teprotumumab for Thyroid-Associated

Ophthalmopathy
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» [priyopn avtanokpion : Rén amno tnv 6 eBdopada oto 43% teprotumumab vs 4%

placebo

> 216 24 eBdouadec avranokpiOnkav 69% teprotumumab vs 20% placebo (p<0.001

»>H 1o cuxvn mapevépyela -oxXeT{OMEVN HE TO PAPHAKO ATAV N UREPYAUKaLLIQ

> Mrnopel va €xeL EvOeLén o€ evepyo pETpLla-coBopn odpOaAuonadsia Graves




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Thyroid Hormone Therapy for Older Adults
with Subclinical Hypothyroidism

D.J. Stott, N. Rodondi, P.M. Kearney, . Ford, R.G.). Westendorp, S.P. Mooijaart,
N. Sattar, C.E. Aubert, D. Aujesky, D.C. Bauer, C. Baumgartner, M.R. Blum,
J.P. Browne, S. Byrne, T.-H. Collet, O.M. Dekkers, W.P.). den Elzen, R.S. Du Puy,
G. Ellis, M. Feller, C. Floriani, K. Hendry, C. Hurley, ) W. Jukema, S. Kean,

M. Kelly, D. Krebs, P. Langhorne, G. McCarthy, V. McCarthy, A. McConnachie,
M. McDade, M. Messow, A. O'Flynn, D. O'Riordan, R.K.E. Poortvliet, T.J Quinn,
A. Russell, C. Sinnott, | W.A. Smit, HA. Van Dorland, KA. Walsh, E.K. Walsh,
T. Watt, R. Wilson, and J. Gussekloo, for the TRUST Study Group*

H xopriynon Bupoéivnc otov umokAwiko unobupeoeldLopd o peyaAltepng
nAwiag atopa ivat unto oculAtnon

MNpwTtoyeveg KATAANKTLKO onpeio : aAlayni oto Hypothyroid Symptoms score
kol oto Tiredness score o€ epwtnpatoloylo THYPRO (Thyroid related quality of
Life) petd amo eva xpovo amnod tn S1opBwaon Tou UTTOKALVIKOU
UT[OGUPEOEL&GIJOU N ENGL J MED 376;26 NEJM.ORG JUNE 29, 2017



Thyroid Hormone Therapy for Older Adults
with Subclinical Hypothyroidism

J O

Levothyroxine

Thyrotropin (miU/liter)

0

Baseline 68wk  12Mo  Extended
Follow-up

332 placebo vs. 368 Levothyroxine
HAwia > 65 etwv (M.H=74.4€tn)

TSH ( 6.4%2) (eUpoc 4.4-19.9)



Table 2. Outcomes at 12 Months and Extended Follow-up.*

Variable Baseline At 12 Mo
Placebo Levothyroxine Placebo Levothyroxine Difference
(N=369) (N=368) (N=320) (N=318) (9526 Cl)
Thyrotropin — miU/liter 6.38+2.01 6.41+2.01 5.48:2.48 3.63x2.11 -1.92 <0.001
(-2.24 t0 -1.59)
Median (IQR) 5.76 5.70 4.90 3.16 - -
(5.10t0 6.94) (5.12106.83) (3.91t0 6.46) (2.45 to 4.22)
Primary outcomes3
Hypothyroid Symptoms 16.9+17.9 17.5+18.8 16.7+17.5 16.6+16.9 0.0 @
score (-2.0t0 2.1)
Tiredness score 25.5x20.3 25.9+£20.6 28.6x19.5 28.7+20.2 0.4 @
(2110 25)
Secondary outcomes
EQ-5D descriptive score 0.847+0.171 0.846+0.187 0.853+0.191 0.833+0.212 -0.025 0.05
(-0.050 to 0.000)
EQ VAS score 76.5x16.3 78.4+15.3 77.4x13.7 77.3x15.6 -1.3 0.18
(-3.2 to 0.6)
Hand-grip strength — kg 27.5x11.3 28.0+10.2 27.1x11.2 27.5x10.5 -0.1 0.84
(-0.9t0 0.7)
Blood pressure — mm Hg
Systolic 140.4+18.9 141.2+18.7 138.4x17.8 138.3+18.7 0.1 0.90
(-2.1t02.4)
Diastolic 7438+11.7 741+11.6 73.5x11.1 72.8+11.4 -0.1 0.93
(-1.5t0 1.3)
Body-mass index 27.7+456 28.1+5.3 27.7+4.6 27.9+5.1 0.0 0.89
(-0.210 0.2)
Waist circumference 97.5+12.8 98.5+13.6 96.8+13.1 98.0+13.2 0.4 0.34
—cm (-0.41t01.3)
Adverse symptom assessment
Hyperthyroid Symptoms 10.5+11.2 10.5+11.2 10.3£11.3 10.5+10.8 0.6 0.35

scoref

(-0.7 t0 1.9)




Table 2. Outcomes at 12 Months and Extended Follow-up.*

Variable Baseline At 12 Mo
Placebo Levothyroxine Placebo Levothyroxine Difference P
(N=369) (N=368) (N=320) (N=318) (95% Cl) Value
Thyrotropin — miU/liter 6.38+2.01 6.41+2.01 5482 48 3.63+2.11 -1.92 <0.001
(-2.24 t0 -1.59)
Median (IQR) 5.76 5.70 4.90 3.16 - —
(5.10t0 6.94) (5.12106.83) (3.91t0 6.46) (2.45 to 4.22)
Primary outcomes
Hypothyroid Symptoms 16.9+17.9 17.5+18.8 16.7<17.5 16.6+16.9 0.0 0.99
score (-2.0to0 2.1)
Tiredness score 25.5+20.3 25.9+20.6 28.6x19.5 28.7+20.2 0.4 0.77
{(=2.1102.95)

Secondary outcomes

EQ-5D descriptive score  0.847:0.171 0.846:0.1837 0.853:0.191 0.833:0.212 -0.025 0.05
(-0.050 to 0.000)

Aev nopatnpnOnKav nopeveEPYELEG OXETL{OMEVEG e Xopriynon Bupoéivng :
KOATILK) LOLpLapuYR, KapOLOKN OVETIAPKELD, VEO KATAYHLOTA, EMOEIVWON TNG

’
OCTEOMOPWONG
(-1.5t0 1.3)
Body-mass index 27.7+46 28.1+53 27.7+4.6 27.9+5.1 0.0 0.89
(-0.2100.2)
Waist circumference 97.5+12.8 98.5+13.6 96.8+13.1 98.0+13.2 0.4 0.34
—Ccm (—0.4 to 13)

Adverse symptom assessment

Hyperthyroid Symptoms 10.5+11.2 10.5£11.2 10.3£11.3 10.5+10.8 0.6 0.35
scoref (-0.7 t0 1.9)
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Obesity

Original Article
CLINICAL TRIALS AND INVESTIGATIONS

Method-of-Use Study of Naltrexone Sustained Release
(SR)/Bupropion SR on Body Weight in Individuals
with Obesity

Amy Halseth’, Kevin Shan’, Brandon Walsh', K ye Gilder', and Ken F ujioka:

H peAétn autn aéloAoynoe TNV AMOTEAECHATLKOTNTA TOV CUVOUAGHOU
vaAtpefovnc Kol Bounmtponiovng otnv anwAeLa BAPOUC GE TTAXVOAPKOUG
(30-45Kgr/m2)  unépBapouc acBeveic (BMI>27) e mapAyovte(
Kivduvou yla 78 eBdopadeg

Obesity (2017) 25, 338-345. doi:10.1002/0by.21726



3 years of liraglutide versus placebo for type 2 diabetes risk
reduction and weight management in individuals with
prediabetes: a randomised, double-blind trial

Carel W le Roux, Arne Astrup, Ken Fujioka, Frank Greenway, David CW Lau, Luc Van Gaal, Rafael Violante Ortiz, John P H Wilding, Trine V Skjeth,
Linda Shapiro Manning, Xavier Pi-Sunyer, for the SCALE Obesity and Prediabetes NN8022-1839 Study Group™

www.thelancet.com Published online February 22, 2017

v

2254 randomised

|
. .

745 allocated to placeba
747 received placebo
2 did not receive placebo

1505 allocated ta liraglutide 3-0 mg
1501 received liraglutide 3-0 mg
4 did not receive liraglutide 3-0 mg

- .

412 withdrawn
43 adverse events

714 withdrawn

191 adverse events
29 ineffective therapy
73 non-compliance
360 withdrawal criteria (including 8 AE
withdrawals)
60 other
1 missing withdrawal reason

36 ineffective therapy
34 non-compliance
249 withdrawal criteria (induding 3 AE
withdrawals)
50 other
0 missing withdrawal reason

-

.

791 completed 160 weeks

337 completed 160 weeks

Ao TG EAAXLOTEC MEAETEC TTOU afLOAOYNOoaV AMOTEAECHATIKOTNTA KAl aacPAAELa
dapudakov yia tnv mayxvoapkia yio toco peyaio diaotnua (3 xpovia)



3 years of liraglutide versus placebo for type 2 diabetes risk

reduction and weight management in individuals with
prediabetes: a randomised, double-blind trial

A
— Liraglutide3-0mg @ LOCF Off-drug
—— Placebo ® LOCF follow-up
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50 [ Placebo
80
~ 707
)
= 60
£ 45.6*
£ 507
£ 404
=
304 237 24.8*
207 ag 11.0°
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Weight loss category
Odds ratio {95% C1) 32(2639) 31(2-3-41) 407 (2-6-63)
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Re-setting the abnormal circadian cortisol rhythm in adrenal
incidentaloma patients with mild autonomous cortisol secretion

Miguel Debono PhD MD, Robert F Harrison PhD, Rita Chadarevian MD, Carole Gueroult,
Jean-Louis Abitbol MD, John Newell-Price MD, PhD

Ta tuyolwpata twv enwvedppLdiwv eivat apketa ocuyxva ¢ptavovrac nococto 10%
otnv nAkio twv 70 eTwv

20pudpwva pe kamnoleg oelpeC 30-50% autwv £XOUV AUTOVOUN EKKPLON KOPTL{OANG
= UTtoKAWLKO Cushing (petafoAkég SratapoxEg TnG unepkopT{oAatpiog)

Zuxva auta odnyouvtal oto XELPOUPYELD

J Clin Endocrinol Metab, September 2017, 102(9):3461-3469



Resetting the Abnormal Circadian Cortisol
Rhythm in Adrenal Incidentaloma Patients With
Mild Autonomous Cortisol Secretion

Patients with adrenal
incidentalomas and
autonomous cortisol secretion
(AI/ACS)
n=6

Patients with adrenal
incidentalomas and no
autonomous cortisol secretion
(AI/NoACS)
n=6

Healthy subjects with no
adrenal incidentaloma
(HC)
n=6

-

L

-

Phasel: Baseline Analysis

Hourly serum cortisol (18:00h — 18:00h), Hourly salivary cortisone (18:00h — 23:00h; 08:00h -18:00h); Hourly IL-6

(18:00h — 18:00h)

J Clin Endocrinol Metab, September 2017, 102(9):3461-3469

182022 0 2 4 6 8 10121416

Interim Analysis: Data analysis to identify dose and time of administration of metyrapone

Phase2: Intervention Study (AI/ACS - 6 subjects)

Hourly serum cortisol (18:00h — 18:00h), Hourly salivary cortisone (18:00h —~ 23:00h; 08:00h -18:00h); Hourly IL-6

(18:00h - 18:00h)

Interim Analysis: Data analysis to identify dose and time of administration of metyrapone

N

Phase2: Intervention Study (AI/ACS - 6 subjects)

Hourly serum cortisol (18:00h -~ 18:00h), Hourly salivary cortisone (18:00h — 23:00h; 08:00h -18:00h); Hourly IL-6

(18:00h - 18:00h)
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Adrenal insufficiency is seen in more than
one-third of patients during ongoing
low-dose prednisolone treatment for
rheumatoid arthritis

Stina Willemoes Borresen'?, Marianne Klose’, Bo Baslund??3,

Ase Krogh Rasmussen’?, Linda Hilsted??, Lennart Friis-Hansen®, Henning Locht®,
Annette Hansen’/, Merete Lund Hetland?®, Magnus Christian Lydolph® and

Ulla Feldt-Rasmussen'?

European Journal of
Endocrinology
(2017) 177, 287-295

H pakpoxpovia xopaynon YAUKOKOPTIKOELWO WV — mou yivetal cuviBwg oe
QUTOAVOOO VOO UOTA- YWWPLIOE OTL UTTOPEL VOL TIPOKAAECEL KOATOLGTOAN TOU
Y-Y-E aéova.

O@ewpouvtayv OPWCE OTL UTO cUHPaivel og OOELC PLeYAAUTEPEG ATTO QLUTEG
TIOU avTtlotolyouv otn doon urnokataotaon ( > 5- 7.5 mg prezolon)

42 acBeveic mou eAapBavav yio TouAdxtotov 6 pivec 5mg npedviloAovng
urtoBAnBnoav o Synachten test £xovtag Stakoet yia 48 wpeg TNV aywyn)




Adrenal insufficiency is seen in more than
one-third of patients during ongoing
low-dose prednisolone treatment for
rheumatoid arthritis

Stina Willemoes Borresen'?, Marianne Klose?, Bo Baslund??3,

Ase Krogh Rasmussen’?, Linda Hilsted??, Lennart Friis-Hansen®, Henning Locht®,
Annette Hansen’/, Merete Lund Hetland?®, Magnus Christian Lydolph® and

Ulla Feldt-Rasmussen'?

25 :
'Sé ) To 39% &ev andvtnoe oto
' “
— ; Synacthen (ota 30’ <
- . '
g " ; 15ug/dl)
g ! e
= |(rmmmmmmrrr - - e
@ 10 < e | , ,
@ 2 R Ot acBeveig autol Ba
<Q 3 7 7
51 . B P . TPETEL va Aapavouv
o SO Ce e e , , ’
. [ SRl B S e odnyteg avénong 66ong
0 200 400 600 KOPTL{OVNG OE KATOOTAOELG
30 min P=cortisol (nmol/l)
stress
Figure 2

ACTH levels marked on the y-axis and P-cortisol 30 min after
250 ug Synacthen injection on the x-axis. The ACTH reference
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Thiazide Treatment in Primary Hyperparathyroidism—
A New Indication for an Old Medication?

Gloria Tsvetov,'” Dania Hirsch,'? llan Shimon,"* Carlos Benbassat, '~
Hiba Masri-iraqi,’ Alexander Gorshtein,'* Dana Herzberg,' Tzppy Shochat,?
llana Shraga-Slutzky,' and Talia Diker-Cohen'

> H udpoxAwpoBsLalidn £xeL £vdelen otnv avtlpetwnion tne Wlonadoug
umnepaoBeotiouplog

» AfloAoynon amoteAsopatikotntac Kot aodaAelog otov A'mabn
uTtepmopaOupeoeldLoUO

» Avadpouikn HeAETn (62 atoua)

J Clin Endocrinol Metab, April 2017, 102(4):1270-1276



Thiazide Treatment in Primary Hyperparathyroidism—
A New Indication for an Old Medication?

Gloria Tsvetov,'” Dania Hirsch,'? llan Shimon,'? Carlos Benbassat, '~
Hiba Masri-iraqi,’ Alexander Gorshtein,'* Dana Herzberg,' Tzppy Shochat,?
llana Shraga-Slutzky," and Talia Diker-Cohen'

Table 2. Effect of Hydrochlorothiazide on Biochemical Parameters in Patients With PHPT

Absolute Difference

Parameter Off HCTZ Tx On HCTZ Tx Mean 95% Cl P Value
Urine Ca, mg/24 h 427 + 176 251+ 114 177 =120 148 to 207 =0.001
Wean serum La, mgadL .y x4 o x 1.2 bl £ 1.2 —UL mud gl
dl 1.1 +065 11 +05 00 +0n/ —01in0 (152
PTH, pa/dL 115 + 57 74 + 36 44 + A8 31 to 56 =<0.001
Vitamin 25(0H) D3, nmol/L B4 + 12 B9 + 15 —5+14 -9 to -2 0.002
Serum P, mg/dL 29 +05 34+ 33 -05+33 -1.3t003 020
Serum Cr, mg/dL 0.7 + 0.2 08 + 0.2 —0.05 + 01 —0.08 to —0.01 0.007

= Mewwvel tnv acBeotioupia (kivbuvog veppoAlBiaonc)
= Aev ipokaetl avénon tou acBeotiov opou
" Mewwvel tnv mapabopuovn

=) tevn mapakoAovOnon ylati o kamoloug aocBeveic (8%) avénoe to aoPEoTLo
0pov (6-12 prveg peta) J Clin Endocrinol Metab, April 2017, 102(4):1270-1276
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OPMONIKH YNOKATA2TAzH



ORIGINAL ARTICLE MAYO
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Q) crosami Eighteen Months of Treatment With
Subcutaneous Abaloparatide Followed by

6 Months of Treatment With Alendronate in
Postmenopausal Women With Osteoporosis:

Results of the ACTIVExtend Tnial

Felicia Cosman, MD; Paul D. Miller, MD; Gregory C. Williams, PhD;

Gary Hattersley, PhD; Ming-yi Hu, PhD; lvo Valter, MD; Lonaine A. Fitzpatrnick, MD;
Bente Juel Riis, MD; Claus Christiansen, MD; John P. Bilezikian, MD;

and Dennis Black, PhD

Abaloparatide :> Alendronate Endpoint FDA/EMA
80ug. QD PO ) Reduction in new We expect to file the
vertebral fractures in results in 2015 for
abaloparatide-treated approval.
patients, followed by
alendronate at EOT vs,
Placebo Alendronate placebo-treated patients,
QD PO followed by alendronate

| 6 Months >

[la TNV a&loAoynon TG AmOTEAECUATIKOTNTAC KoL TNC AoPAAELOC TNS AYWYNC
e aprtadonapatidn akoAovBolpevng anod aywyn He alevépovatn
oxedldotnke napataon tng peAétng ACTIVE.

Mayo Clin Proc. m February 2017:92(2):200-210 = http://dx.doi.org/10.1014/j. mayocp.2016.10.009


https://www.google.gr/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=0ahUKEwic6fSP1OLZAhUCqaQKHZs3CdIQjRwIBg&url=https%3A%2F%2Fwww.sec.gov%2FArchives%2Fedgar%2Fdata%2F1428522%2F000104746914005588%2Fa2220482zex-99_1.htm&psig=AOvVaw2QVnENEaowQtN-fBTjnNia&ust=1520797588793124

@) oo Eighteen Months of Treatment With
Subcutaneous Abaloparatide Followed by
6 Months of Treatment With Alendronate In

Postmenopausal Women With Osteoporosis:
Results of the ACTIVExtend Tnial

ACTIVE ACTIVExtend ACTIVE + ACTiVExtend
8. I18mo &émo 25 mo

NN

N

Patients with =1 nonvertebral
fractures (%)
W

Patients with new morphometric
vertebral fractures (%)

PBO (n=7I1) B PBO/ALN (n=568) E PBO (n=821) PRBOJALN (n=581)
B ABL-SC (n=690) B ABL-SC/ALN (n=544) B ABL-SC (n=824) B ABL-SC/ALN (n=558)
A *P<00I vs PBO Retative risk (1 3:95% O, 004-041:P<001 vs PBO/ALN =] *P<05 vs PBO. 'Hazard ratio, 048 95% O 026-089: logrank P= 02 vs PBOJALN.

» H duadoyikn Beparmeia pe avaBoALko Kol oVTLOOTEOKAQOTLKO AP AYoVTa
LELWVEL ONMUAVTIKA TOV KIVOUVO KOTAYHOTOG O oXéon UE tn Beparmeia povo
LLE AVTLOOTEOKAQLOTLKO TtaLpAyovta

Mayo Clin Proc. m February 2017:92(2):200-210 = http://dx.doi.org/10.1016/j.mayocp.2016.10.009



Oseopores Int (2017) 2817231732 @ o
LronNace
DOIL 101007/ 0019801739161

ORIGINAL ARTICLE

Observations following discontinuation of long-term
denosumab therapy

M. R. McClung'” - R. B. Wagman® - P. D. Miller* - A. Wang” - E. M. Lewiecki®

 Meta tn dtakorr) tou denosumab mou €xeL apeL Eykplon yia 10etn
xoprnynon ocuviotatol n xopnynon dtdwodovikwy yla va amodeuyBei n
ILEYAAN OOTLKN OMTWAELO KOl 0 AvENUEVOC KivOuvoc oTtovOUALKWV
KOTOYUATWY TIOU Ttapatnpeitol

Osteoporos Int (2017) 28:1723-1732



Menopausal hormone therapy and risk of melanoma : do estrogens
and progestins have a different role?

Botteri E., Stoer NC., Sakshaug S. et al.
Int J Cancer 2017; 141(9):1763-1770

* H oxéon petalv Oepamneiog opOVIKAC UTTOKATAOTOONG OTNV ELULNVOTIOUON
(OOY) Kkal Kivéuvou peAavwportog sival apdLlAeyopevn.

e Jempoortikn neAetn otn NopBnyia o 684 696 yuvaikeg 45-79 eTtwv
EKTLUNONKE 0 KivOUVOC LEAAVWLATOC OE OXEON LE TN XPON OPUOVLIKAC
uTtoKATACTAONC , TO £60¢ KaL TNV 060 xopnynon¢ (median follow up : 4.8
£n).

 To amoteAéopata TNG LEAETNC £6eL€av OTL N Alywyn HOVO UE oLoTpoyova
oxetiletal pe avénon Kwwvduvou peAavwpatoc aveéaptnta ano tnv 0do
xopnynong (per os , eVOOKOATILKQ).

e AvrtiBeta n aywyn LE MPOYECTEPOVN OUVOEDNKE LE pelwon Tou Kivduvou
HEAOQVWHATOC, EVW 0 CUVOUAOUOC OLOTPOYOVWV KL TIPOYECTEPOVNC SEV
ouVOEDNKE LE OTATLOTLKA ONUAVTLKN METABOAN TOU KIvOUVOU.



RESEARCH ARTICLE

Postmenopausal hormone therapy and risk of
stroke: A pooled analysis of data from
population-based cohort studies

German D. Carrasquilla’, Paolo Frumento', Anita Berglund', Christer Borgfeldt?,

Matteo Bottai', Chiara Chiavenna', Mats Eliasson®, Gunnar Engstrém®, Géran Hallmans®,
Jan-Hakan Jansson®, Patrik K. Magnusson’, Peter M. Nilsson*, Nancy L. Pedersen’,
Alicja Wolk', Karin Leander'*

PLOS Medicine | hitps://doi.org/10.1371/journal.pmed.1002445 November 17,2017

= [IpOKELTOL YLl LEAETN TTAPATAPNONG OTNV Oomoila cuveAEynoav MAnpodopiec amno
TLEVTE TIPOOTITLIKEG LEAETEC 0TN Zoundia ouvoAlka o 88 914 yuVallKeG .

» Ta anoteAéopata tng LEAETNC £6eL€av peiwon tou KwvdUvou AEE otav n évapén
TNC OPHOVLKNAC UTTOKOTAOTOONG TOLV HEXPL KL TLEVTE XPOVLA Ao TNV
EMMNVOTIOLON KoL avénon Tou Kvduvou og oPLun evapén tng aywync.

= Houn Evapén opUOVLKNG UTTOKATAOTOONC TOCO LE CUIEUYUEVO OLOTPOYOVA WG
LovoBepareiac, 000 Kal e cUVOUAOUO OLOTPOYOVWY TIPOYECTEPOVNC CUVOEETAL UE
avénuevo kivbuvo AEE (oto cuvbuaoud =2 atpoppayikov AEE)
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Effect of monthly high-dose vitamin D supplementation on hY ®
falls and non-vertebral fractures: secondary and post-hoc
outcomes from the randomised, double-blind,
placebo-controlled ViDA trial

Lancet Diabetes Endocrinol 2017
Published Online

Kay-Tee Khaw, Alistair W Stewart, Debbie Waayer, Carlene M M Lawes, Les Toop, Carlos A Camargo Jr, Robert Scragg April 28,2017

5110 participants

Interpretation High-dose bolus vitamin D supplementation of 100000 IU colecalciferol monthly over 2-5-4-2 years
did not prevent falls or fractures in this healthy, ambulatory, adult population. Further research is needed to ascertain
the effects of daily vitamin D dosing, with or without calcium.

. The mean concentration of 25(OH)D in blood was 63 l-lmol/l-_ (SD 24) at baseline,

60 = vitaminD =
B Plaebo r/fﬁ:p Vitamin D Placebo Hazard ratio (95%Cl) p value
] HR0.09,95% (1042+107; p-082 7 7 All falls (n=2638) 1312/2539(52%) 1326/2517(53%)  0.99 (0-92-1.07) 082
3: N 25(0H)D <50 nmolfL* 307/602(51%)  316/645(49%) 1,07 (0-91-1.25) 045
2 Fall in last 4 weeks 110/145 (76%) 109/157 (69%) 1:18(0.89-1.56) 025
§ Physically active and 405/300 (51%)  412/823 (51%) 1.01 (0-88-1-16) 092
’:‘ vigorous activity >2 hiweek
£ y Non-vertebral fracture (n=292)  156/2558 (6%)  136/2550 (5%) 119 (0-94-1.50) 015
f 25(0H)D <50 nmol/L* 34/612 (6%) 38/658 (6%) 094 (058-1.52) 080
0 . . . . Dataare rumber of participants (%) seporting a fall or having a fracture during followsup, by study group and by
’ ' G 3 g subgroups (defined on the bass of baschne measurements). Hazard ratios are refative to placebo and are adjusted for
i s s - o & sex, age, ethnic origin, history of recent fall, basefine physical activity, and baseline 25(OH)D concentration.
Maccho 257 1696 1278 657 9 25{0H D=2 5-hydronyvitamin D. *Deseasonalised.
: Cox ional hazards model of falls recorded during follow-
an:nd:-pil m::::onmolmkipam havinga fal during u;gww,mupwa‘g represents the 95% CL Tabile 2: Secondary and post-hoc outcomes

HR=hazard ratio.
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Higher glucocorticoid replacement doses are
associated with increased mortality in
patients with pituitary adenoma

Hazard ratio for mortality >
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Hazard ratio with 95% confidence intervals for mortality in
patients with non-functioning pituitary adenoma (NFPA) and
secondary adrenal insufficiency. Treatment groups were based
on absolute (A) and weight-adjusted (B) hydrocortisone
equivalent (HCeq) replacement doses and were compared to
NFPA patients without secondary adrenal insufficiency.

The analysis was adjusted for age at start of study, gender
and radiotherapy.



M Elbornsson and others GH improves quality of life 176:2 99-109

Clinical Study

Seven years of growth hormone (GH)
replacement improves quality of life in
hypopituitary patients with adult-onset

GH deficiency
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Seven years of growth hormone (GH)
replacement improves quality of life in
hypopituitary patients with adult-onset
GH deficiency
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» MeyaAutepo 0peNOC OTLC YUVALKEG KoL 0€ OOOUC Y0V XELPOTEPN ToLOTNTA LWNC

»H peyoAutepn dtadopd mapatnpnOnKe KOTA TOV TPWTO XPOVO Kal pailveTol oTl
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A C J Strasburger and others Phase 2 study of MOD-4023 in 176:3 283-294
Clinical Study GHD adults

Open Access

MOD-4023, a long-acting carboxy-terminal
peptide-modified human growth hormone:
results of a Phase 2 study in growth

hormone-deficient adults .
uropean Journal of
Endocrinology
Christian J Strasburger!, Peter Vanuga?, Juraj Payer3, Marija Pfeifer?, (2017) 176, 283-294

Vera Popovic®, Laszlé Bajnok®, Miklés Goth’, Véra Olsovska®, L'udmila Trejbalova®,
Janos Vadasz'%, Eyal Fima'!, Ronit Koren'!, Leanne Amitzi'!, Martin Bidlingmaier'?,
Oren Hershkovitz'', Gili Hart'' and Beverly M K Biller™

Design: 54 adults with GHD currently treated with daily GH were normalized and randomized into 4 weekly dosing
cohorts of MOD-4023 at 18.5%, 37%, 55.5% or 123.4% of individual cumulative weekly molar hGH dose. The study
included 2 stages: Stage A assessed the effectiveness and PK/PD profiles of the 4 dosing regimens of MOD-4023.
Stage B was an extension period of once-weekly MOD-4023 administration (61.7% molar hGH content) to collect
further safety data and confirm the results from Stage A.
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