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Hypophysitis: diagnostic and treatment challenges

Professor Miklés Bodor

ENDOCRINOLOGY

Miklss Bodar
i Department of Medicine, Division of Endocrinclogy

University of Debrecen, Hungary
Hypophysitis:
diagnostic and
treatment challenges
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Hypophysitis Hypophysitis

= The and preval of hypophysitis has d during the
.t isa dlan_aae that leads to the Inllam.matinn of the Isst decade, mainly dus & fthe illness g i
Pﬂ‘f"‘ﬂ: ﬂl"““ andior suprasellar region and may prasent with hormanal modern imaging technigues, and a rise of certain forms like [gG4 hypophysitis
IM : al:dhr y lulntadf‘u of mass effects and can be {IgGaHy), immune checkpoint inhibitor induced itiss (ICIHY) or
primary ta a local or process pituitary-diracted autoi ity among the growing sp af this rare pituitary
condition
+ Asignificant number of hy have an Ly i etiology but + Thedifferential is of the di s often and only a pituitary biopsy

mt.‘.wlll'm ﬂ!asﬁbﬁpeuﬂhe hypephysitis and rule out other causes, however, a

othlr etiologies may be present, like inflammation secondary to sellar tumaors,
maws can be made in most cases without biopsy

‘systamic diseases, infections or drug-induced cases

patiant history linical i are erucial and often signs of

 underying etiol help i ing the di
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Hypophysitis Hypophysitis

* The of y incl daches, certaln degree of anterlor = Surgery may be In few hypophysitises to relieve fect; in these cases
~and/for posterior pitultary dysfuncti I with B! of the pituitary a definite diagnosis can be obtained
gland andjor stalk
* Imagig) fctire nsualty mwnals * Inres : cases therapy and radiation are sometimes also

homoganous enlargamant of the gand
= Careful patient observation is inthe with imaging foll P

necessaryin the management of the disease

= Hormane | py and, in some y cases, high-dose
- glucocorticoids are indicated to reduce mass effect

ial in itis, & disease that

m mmpumd with a wide spectrum of symptoms spreading from an

fatal
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How can we improve the management of our patients with acromegaly
and Cushing'’s disease?

Profesor Marek Bolanowski

Acromegaly treatment ACHOMEGALY
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How can we improve the management of our patients
with acromegaly and Cushing’s disease?

MAR NOWSKI

Mortality of patients with uncontrolled acromegaly is 2x greater Treatment goals in acromegaly

in comparison to general population

Restoration of expected survival
Survival probability according to GH Survival probability according to IGF-1

g u Jenoma growth reduction

g control of complications and accompanying disorders
:. & Erpmiemont

1

a

of modern therapies d more efficacious di
control and elongation of the patients’ survival

it |yarsh

| GH and IGF-l as equipotent factors of mortality prediction

UPDATE UPDATE

Evolution of acromegaly diagnostics and remission criteria Individual choice of somatostatin analogue

Changes in recent guidelines (2023)
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How can we improve the management of our patients with acromegaly
and Cushing'’s disease?
Profesor Marek Bolanowski
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Thyroid (auto)immunity and thyroid cancers

Professor Carmen Georgescu
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THYROID (AUTO)IMMUNITY AND THYROID CANCERS

MEN GEORC
IEGANU UNI

EPARTMENT, IULIU
ROMANIA

o Characterization of the
histological FTC subtype

o “Harthle cell carcinoma® not to

be used

o G n of diffe
high-grade thyroid carcinoma
(DHGTC)

UPDATE

fautoimmune thyroiditis and PTC is prevalent (8-36.4%)
with increased risk of PTC [OR 2.19 , 95%CI 1.32-3.62]

free survival of PTC in patient with AIT than without AIT

ce with total thyroidectomy than lobectomy in Hashimoto Thyroiditis
ENDOCRINOLOGY

~ UPDATE

BI04 Hate O Frwnarss ) ot i

WHO, 2022
o Delineation of FT-UMP and Y
NIFTP

Cancers (TCs) are Not Always Indolent

ic DTC — 30% have radioiod tory di
NIS expression) af even PTC into ATC has been demonstrated in
experiments

‘with about 50% residual or recurrent disease ENDOCRINOLOGY

ATE

(Cancar Traut iy 2015 70773, L Li, Gao  eval, J Clin vese. 3023 13311 -1ssasU P

Overall and “Clinically Relevant” Thyroid Cancer (TC) Incidence Rateu

Sex- and Age-adjusted Incidence Rates 1935-2018 Mayo Clinic
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Thyroid (auto)immunity and thyroid cancers

Professor Carmen Georgescu




Recent Advances in Primary Aldosteronism

Professor Péter Igaz
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RECENT ADVANCES IN PRIMARY ALDOSTERONISM
Prof. Peter Igaz

(Dept. Endocrinology, Semmelweis Univ., Budapest, Hungary)

Ji Primary aldosteronism ]

‘Autonomous overproduction of aldosterone, suppressed
renin resulting in hypertension (hypokalemia) and
l'netabollc alkalosis.

Background BAH (Bilateral
UPA (Unilateral PA)  adrenal hyperplasia)
Primary Aldosteronism w  (

 (PA):
; '5 -10 % of secondary

*+ Less understood
+ Pharmacological
treatment

* Multiple pathologies
* Surgical treatment

ENDOCRINOLOGY

UPDATE

] Physiological relevance of aldosterone
» The relevance of aldosterone in the evolution began with the
‘appearance of life on drylands
%':jh_'_'mmrast to the sea, continental herbivores consumed much
‘more potassium than sodium.
 grass forage contains 20-40 mg sodium and 4000-15000 mg
ium.
e increases the excretion of potassium and hidrogen
e kidney whereas increases sodium resorption.
d industrial societies, the daily sodiuim ingestion is
000 mg and the intake of potassium is <2515EE§E

Indications for screening primary aldosteronism

-mm
prumlmm t or induced hy
ertension with adrenal incidentaloma

sion and sleep apnea

ascular event (stroke in the young)
.'Mﬂ!_pﬁmnlﬂmhm

n tha L W

of 19 %!) (Yuhang Hu

s mel g
‘Metab, 2020)

ook S omBR

Pathological classification of unilateral adenoma
(HISTALDO)

+ Aldosterone producing adenoma (APA)

+ Aldosterone producing nodule (APN)
~ *Aldosterone producing micronodule (APM)
E + Multiple aldosterone producing nodules
(MAPNs)
erone producing diffuse hyperlasia

ENDOCRINOLOGY
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Recent Advances in Primary Aldosteronism

Professor Péter Igaz

1 can mask milder
1., JCEM, 2016)




The last six years of experience in radioligand therapy of progressive neuroendocrine
neoplasms

Prof. dr hab. n. med. Grzegorz Kaminski

e The last six years of experience
patients with progressive neuroendocrine neoplasms
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UPDATE

Three analysis concerning subgroups
— I —

| 67 pts with GEP - NENs (66 months observation).

10"-1*" October 2024 GDANSK
Thelast six years ofiexperience
|in radioligand'therapy
of progressive neuroendocrine neoplasms

with NENs of unknawn arigin, non-GEP-NENs
months observation)

TMENT {retrospective - B years observation)
ENDOCRINOLOGY

UPDATE

-

A prospective analysis covered 66 months of observation
{01.12.2017 - 30.05.2023)

Tumor primary localization

j.' '. “M'_ ents were treated with RLT in one of Poland' highest-reference
center

pmedum was to give four courses of ['7Lu]Lu-DOTATATE alone
- ["7LulLu-DOTA-TATE + ["¥]Y-DOTA-TATE.

cted by the Declaration of Helsinki and approved by
ies Committee, Protocol Code 154/17; date of approval: 15

ENDOCRINOLOGY ENDOCRINOLOGY
UPDATE UPDATE
Results
"OTHER" TUMOR LOCALIZATION Dﬁécﬂyaﬁerthe last course of RLT:
se stabilization was noted in 70% of patients,
ssion in 20% of patients,
' ' . AP P ﬁm:mssibn in 0.60%, and progression in 9.4% of patients
FC. S G %ﬂcw-ug_tmadian 36 months):

& o & dthedium was in 56% of patients,
ENDOCRINOLOGY NDOCRINOLOGY
UPDATE UPDATE
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The last six years of experience in radioligand therapy of progressive neuroendocrine
neoplasms

Prof. dr hab. n. med. Grzegorz Kaminski
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Lutetium-177 (177Lu)-dotatate - Polish experience after 2 years of reimbursement
under Drug Program B.139. Polish Patient Registry

Prof. dr hab. n. med. Grzegorz Kaminski
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Lutetium-177 (177Lu)-dotatate - Polish experience after 2 years of reimbursement under Drug Program B.139. Polish
Patient Registry

Department of Endocrinalogy and Rox icine - Notlonal Research

INSTYTUT MEDYCSZMNY

WOJsKOWY

HOW PRRT WORKS

The theranastics principle in nuclear medicine

\

I‘ I / F Cell

WOASKOWY INSTYTUT MEDYCZRMY

milestones in RLT in Poland

LRI [111In]-DTPA-octreotide [EEEEEEELE

[*°Y]-DOTA -Tyr3-octreotide JEMTECEIE

EARLY 21st century

FDA approves new treatment for certain
digestive tract cancers

January 2018

March 1, 2023 Polish Drug Program B.139 TREATMENT OF PATIENTS WITH NEUROENDOCRINE TUMORS OF THE
L SYSTEM USING EUTICALS (ICD-10: C25.4, C17.0-C17.9, C18.0-C18.4)

WOUSKOWY INSTYTUT MEDYCZMNY

77 utetium]-DOTAP-Tyr*-octreotate el

Oswiadczenie o odpowiedzialnosci

Na podstawie art. 51 ¢ Kodeksu Etyki Lekarskiej wykladowca oswiadcza, Ze ninigjszy wyklad
jest sponsorowany przez firme farmaceutyczna Novartis Poland sp. z 0.0,

Ponadto, wykladowca oswiadcza, Ze tres¢ wykladu prezentuje jego niezalezne poglady, ma
przyczynié sie do propagowania wiedzy medycznej oraz nie stanowi reklamy produktow
leczniczych w rozumieniu ustawy Prawo farmaceutyczne i przepisow wykonawczych do tej
ustawy.

INSTYTUT MEDYCZNY

WOJASKOWY

.

structure of the 177Lu oxodotreotide*

177w oxodotreotide is used in radioisotope
therapy with somatostatin analogues (PRRT)
177Lu oxodotrectide consists of the

radionuclide lutetium bound to a peptide 177Lu = n:’\
emits high-energy electrons and gamma rays - A
(therapy and imaging) new -

The peptide is designed to bind to the ]
somatostatin receptor with high affinity

High affinity for SSTRs allows radiation to be
delivered to the tumor with high specificity’

WOASKOWY INSTYTUT MEDYCZMNY

Qualification criteria for [77Lu]Lu-DOTATATE therapy in the B.139 drug program

well-differentiated neurcendocrine tumor of the pancreas or MIDGUT {G1 or G2, Ki-67<20%);
unresectable or metastatic tumor;

increased expression of somatostatin receptors in all lesions - confirmed by PET/CT with [%4Ga]Ga-DOTATATE
or SPECT/CT with [*™Tc]Tc -HYNIC-TOC (Krenning scale = 2);

disease progression determined according to clinical and/or hormonal criteria and/or RECIST;
performance status 0-2 according to the ECOG or WHO classification;
adequate organ function (kidney, liver and bone marrow);

exclusion of previous radiotherapy involving external beam irradiation covering more than 25% of the bone
marrow;

WOASKOWY INSTYTUT MEDYOZMNY
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Lutetium-177 (177Lu)-dotatate - Polish experience after 2 years of reimbursement
under Drug Program B.139. Polish Patient Registry

Prof. dr hab. n. med. Grzegorz Kaminski

Exclusion criteria

-

. hypersensitivity to the 177Lu oxodotreotide;
2. severe circulatory failure (NYHA grade Ill - IV);
3. pregnancy and breastfeeding;

4. use of interferon, everolimus or other systemic anticancer therapies in the last 4 weeks before

entering the drug program;

wn

. surgical treatment, direct transarterial intrahepatic therapy or chemotherapy during the 12 weeks
preceding participation in the drug program,

WOUSKOWY INSTYTUT MEDYCZMNY

15 centers in 11 (out of 16) Polish voivodeships provide services for Polish Drug Program B.139

.
[ eparsk
| éz[t‘w — —
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I =1 WARSZAWA,
Pozan | [ ez
: FGIERZ |
|_mnz—_| LUBLIN
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GLIWICE

wouskowy

INSTYTUT MEDYCZ

15 centers in 11 (out of 16) Polish voivodeships provide services for Polish Drug Program B.139

GOANSK
| SICZECIN £ - b 2 -
—& T .
BYDGOSICZ | BlaLYSTOK

WARSZAWA ‘

126 patients treated under the Drug Program
25 under emergency access to therapy
(individual consent of the Palish NHS)

59 patients are still undergoing treatment

92 patients completed therapy with good
compliance (73% of patients received 4 doses of
therapy)

LUBLIN
(e i

i =
KJ\TDWIE[
|a‘ E .‘MKOW

WoOuasKOwyY

INSTYTUT MEDYCZNY

modules

— Repository - register
— Expert Meeting - a place for video-
communication of centers
— Statistics - access to partial data
— Forum - exchange of experiences
k centers

WouskED INSTYTUT MEDYCZMNY

e"‘.,‘« Ney,
Polskie Towarzystwo ¥ \ J
Endokrynologiczne 5\ |
Yog L Gr

Liyopo®

“,

E

Construction of a register of RLT patients:

obtaining opinions on the characteristics of patients
included in RLT

obtaining information about the types of progression on the
basis of which patients are qualified for RLT

determining the information necessary to develop a
patient's path from diagnosis of the disease to its treatment
and monitoring of therapeutic effects, allowing for the
development of treatment patterns based on the centers'
own experience

ow Neg, Lo Neg,

LA u"v 5 &' )
) Polskie Towarzystwo ¥, \ J .,% b Polskie Towarzystwo ¥ J %
\5'!\ Endokrynologiczne ‘\ )‘;— . - .,%._‘ Endokrynologiczne -5\ }5

: 1 Led Polish Patient A

Registry [Gonss |
SICZECIN
The platform consists of several main —.—

| waRSZAWA
_ \ 2

THANK YOU

wodsko
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Registry

Scintke pacjents NEN ALT

view rCZNY

INS I Yo

Polish Patient
Registry
6 research centers participate in the Registry
Expert Meetings

December 2023 — Torun
April 2024 - Katowice

October 2024 - on-line




New insights in neuroendocrine tumors therapy
Prof. dr hab. n. med. Beata Kos-Kudta

ENDOCRINOLOGY

New insights

in neuroendocrine

tumors therapy European Neuroendocrine Tumor
Society (ENETS) 2024 Guidance Paper
for Small Intestinal Neuroendocrine
Tumours

10t-1th October 2024 GDANSK IN

Beota Kos-Kudia

Department of Endocrinology and

Neurcendocrine Tumars,
EMETS Center of Excellence, Angela Lamarcal?, Detlef K. Bartsch®, Martyn Caplin®, Beata Kos-Kudla®, Andreas
Medical University of Kiaer® 7 Ania Rinke® ! g st i o
4 jaer®, Stefano Partelli’, Anja Rinke®, Eva Tiensuu Janson®, Christina Thirlwell',
iless; 8, IF
Siesta, Katomice, fekond Marie-Louise F. van Velth 1M Pierre Vulli , Marlanne Pavel*®
endokiin@sum.edu.al
Table 1. Ten major on di tic and peuti ‘ﬁ! Si-NET
> I
Q1  Which features need to be taken into consid on for the r ent of SI-NET? |
Q2 Is there any role of circulating biomarker measurement in Si-NET? *‘-ﬂ::wﬂ
Pationt. gy
Q3 Which is the most suitable diagnostic and staging work-up for patients with small

intestinal NET?
Q4 What is the role of surgery in localized SI-NET?

Qs What is the recommended first-line systemic treatment for advanced disease? ;

Q6 ‘What is the recommended treatment beyond first- line SSA therapy? h = o) - Py
Tmeciatie ncaty

Q7 Which is the role of locoregional and ablative therapies in advanced Si-NET?

Q8 Which is the best therapeutic strategy in patients with Carcinoid Syndrome for
syndrome and tumour control?

Frc-atep surgery.

v ey 8 O i ot
Primary plus resection of

Q9 What are the most recent developments for Si-NET? T Sy P e

Q1io0 What is the recommended follow-up Si-NET?

1 Primary pius sisor heer resectionsAFA, evtl, P,
11, phes resaction parkones mets

Lomarco A. et al. ENETS 2024 Guidance Paper flor Si-NET. | Neuroendocrin, 2024 in press Lamarca A. et al. ENETS 2024 Guidance Paper for Si-NET. 1 Neuroendocrin. 2024;e13423

| _ Not resectable Locally advanced or Metastatic SINET (F and NF}- management with palliative i |
| Setemie - | Locoregional |
I J Neuroendocrinol. 2023:e13343.
3 1 Palllatave resection of https://dol.org/10.1111/jne.13343
Grade 1, IGrad:z 112 Wﬁﬁ::::ﬁ:};@ Grade 3 iy tamoi P Lorg/ i
il F or NF-NET | tumour burden B oLt i
burden, —— Propimlactic surgery remain
| ssTR ' i controversisl
bl 2
i e Everolimis Clinical trial 2 i X :
i PRRT Chematheragy Liver directed therapies | ot 104314 Arm 13343
""""" ipray x - i Novel TKis* TunCp o FOLFCK i liver predominant disaase) |
Watchand | 554 Chemoth Everolmus jselected pts) Goal 1 Local rumoss contl CLINICAL GUIDELINE
Wit = Oareotidef | IEMENE Y PRAT {uskectd i Goal 2: Spmptomatic (carcieokd { S
| loptional) T et | = wredrsme) control |
[ | & S e ik o St | European Neuroendocrine Tumour Society (ENETS) 2023
[ Hign etz . ek proserruntt
, :lwmmcs ncoregional theraples o e | guidance paper for nonfunctioning pancreatic
H - PRAT H 1
Pt | %] i ool ettty neuroendocrine tumours
Mio;owl Furaimus " miioca k. or s husasn
Everalimus ¥ Beata Kos-Kudta® © | Justo P. Castaio® © | Timm Denecke” | Enrique Grande® |
..................... Andreas Kjaer® | Anna Koumarianou® © | Louis de Mestier” © | Stefano Partelli® |

Erhod
Licoregunal thargie
IFNa®

oo PO TR S o tes | ! Burel Perren”® | Stefan Stittner™ | Juan W.Valle'™® | Nicola Fazio®

Selected patients: sgh suie 544 jiow growth]
hamatherazs 12zl grows)
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New insights in neuroendocrine tumors therapy
Prof. dr hab. n. med. Beata Kos-Kudta

Table 1. Ten major tions on of functioni i d
L r
~ How should we define and characterise a NF-Pa n-ﬁ'E"i"pa“tiém' at 6i|:l-1'i'ca'1"ples'e'nmﬁn§

a1l
a2 Which biochemical tests should be performed in a patient with NF-Pan-NET ?
a3 Which is the most suitable imaging work-up for NF-Pan-NET patients ?
a4 What is the e of NF-Pan-NET? « Surgery is strongly recommended for all NF-Pan-NET associated with main pancreatic duct
. . i ditation andlor larger >2em.
as What is the role of PRRT in patients with NF-Pan-NET ?
as What is the role of py and molecul in pati with advanced
NF-Pan-NET ? = A minimally invasive approach for lesions of the body-tail, and for all those that can be
a7 What is the role of chemotherapy in patients with advanced NF-Pan-NET? . should be preferred whenever possible after a careful assessment of possible
Qs In the setting of advanced disease, which is the most suitable first-line systemic therapy? associated risks
Which sequence of treatments should be used?
as Is there a specific work-up in MEN1-associated NF-Pan-NET patients?
aio ‘What is the recommended follow-up in NF-Pan-NET patients?

Kos-Kudia B et al. ENETS 2023 guidance paper for non functioning Pancreatic NETs, | Neuroendocringl, 2023

i
CHOICE OF — LD L
PashET 01 PusNET 02 PanMET 01 PaahEC
REGIMEN T
dpavarn |peatoperaties| b .
Hesacprenet o induction ) ) + indvidually o shules ";(
- \smvepuratral wanlabin
‘ FOLFOX
» ‘ y - Adanam |t peritied| - - Lm-dumm ;::5
l + it yocand 1
and subseguent ned PEE
- ICAPTEM, ST25FU) - CAPTEM
Fukaton 1 secend ard subseuent Excopsnaly AP
s (CAFTEM, STESFUD i the it v aparing i ] -
o progreson. FouFRL
and dyramics FOLFRINGL
Hoffland | et al. ENETS 2023 Guidance Paper far functi PNET. I N rinol. 2023;35(8) Kas-Kudta B et o, Pancretic NET —update of di ie and ic guidelines ... Pol, 2022

ADVANCED G1-G2 NF-Pan-NET

SAI Positive SRI Negative
Asymptamatic
and/or stable/slowly SymgkomatE
srowing i=Ls G 1%
il r L1
550, % | Chemotherapy | alkylating
| Based)h )
| Everalims
Everalimus ar sunitinib
or PRRT * R S - :
Everolmus or Sunitinib | Chematherapy
* or PRRT * {alkylating-basad) ' = - - < .
Chemotherapy —_ : Everalimus or sunitinib Nationwide Multi-specialty Council

{alkylating-based) » of Neur docrine Neopl

*Preferably for Ki-67 < 10%
* PRRT or Che therapy or TAE/other Liver-Directed Thesapy If cytoreductive mtent

- ¥ 2 times a month
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Association of other autoimmune conditions to endocrine autoimmune disorders

Professor Emese Mezd&si
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Paolish-Romanian-Hungarian Scientific Symposium M | e
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Association "ot 'i!.l'to'immlﬁe conditions to
endocrine autoimmune disorders

Heterogeneous multifactorial disease group
Involves multiple endocrine and non-endocrine
organs
APS |: Mutation of the autoimmune regulator gene
(AIRE), early onset
APS II: Addison's disease + autoimmune thyroid
ype 1 diabetes mellitus

/pe 1 diabetes and/or autoimmune thyroid
disease with other autoimmune diseases, excluding
Addison's disease/hypoparathyroidism
APS IV: Not fitting into the above categories

16

ion: Between April 2007
ds were reviewed,

multiple autoimmune dis:

ma

nd autoimmun:

Age Distribution in APS Patients

APS presents two peaks at ages 20 and 40.

In men, the disease starts 7-8 years earlier

Age distribution

d autoimmunity.

ENDOCRINOLOGY

UPDATE

ENDOCRINOLOGY




Association of other autoimmune conditions to endocrine autoimmune disorders

Professor Emese Mezd&si

in 113 combinatio
quent combinations compri

mmaon D | iy piread pevot tiame AT i oo’ el vl .
together f the -
paTJEI’“S " i i " m
/as more commaon as } .
irst than as th cond - -
manifestation = ™
¥ DLOGY
| = -_ - - - -
= v \
= . s B
Patients diagnosed with HT or GD had high prevalence of gastroint
and 40.8% respectively), Il as systemic (31.9% and )
in the latter phases. In contrast, following T1D, AD, and CeD the endocrine s i
was predominantly involved in the later manifestations ( %, 65.8%, and 74. ; 2
Subsequent organ "
system involvement )
and disease
progression
following the most - -5
frequent initial
manifestations
—

Visualization of the APS cohort in a dimensionally reduced space using
the UMAP projection

Hashimato's thyraiditis Graves' disease

UMAF 2
UMAP 2

ILOGY ENDOCRINOLOGY

UMAR 1 UMAP L P
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Osteosarcopenia - approaching the musculoskeletal frailty

Professor lonela Pascanu
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Osteosarcopenia - Approaching the Musculoskeletal Frailty

[ [r—
S e

Sooepe | St [ [
o | v [ e | v [ o [

- ool i e | S vy | oty |
bt U B S R e
Dherers | Trsrowgrot e e 13 -

5. | .| s o0 e et e gt (e
v e T e’ e

R [ T —

<78 | maymms 57
i

- iy
&= ALk TS
[ ) B T
2 e <1y
- ALy b 55 gt
=i

e

(ALY By b (8}
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Management of
osteosarcopenia
- current status

Osteosarcopenia

definition &

Sarcopenia

assessment in

women with

postmenopausal
)5

ENDOCRINOLOGY

UPDATE

SARC-F

SARC-F = 5-point sarcopenia self-questionnaire, has high specificity but low
sensitivity, making it the most accurate in detecting those with sarcopenia

Quwstion Seaving
Difculty In Bting and carrying 10 pounds? Hane = 0

Somet = |
A ot of uable — 3
Mone = 0

A THANALA TN A1 AR TS TION (0TI A B (R RETIORN AR
Difficulty walking acrons a mom? —

Soma — |
& ot or unable -~ 3 - P
Dttty tranddeing from a chair or bed?  None ~ 0
pma = |
A lot or unable - 3
Difficalty chmbing a Rigee of 10 staind Mo
Some.

EEvabsation of the Hungarian-language SARC-1
marcaprRia- sereening questisnnaine]

Tiomes have yous Galken in the pant year?  None - 0
St

& lon or wnabie — 1

SARCH score =4 best predicns the need oo futher, more comprehensive
wvsluation o sabim evidence ol saoperia

ENDOCRINOLOGY

UPDATE

* translation and cross-cultural adaptation of the original
SarQol questionnaire in Ro + the validation process,

* SarCol questi ine in R ian = equivalent to the
English SarQol questionnaire.

ENDOCRINOLOGY

UPDATE
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Since 2020 OP Guidelines Provide Common
Understanding of Fracture Risk...

O Fu within past 12 maonths'4 O Age: postmenopausal’™

Age: postmenopausal’ 4 +

O Muttiple Fra! 28 O Priar Fxor'? B Na prior Fai

O Fxwhila on OP Ta'! O Tecore s-2.5 or'? O Tscone > — 1.0 and FRAX

O Fx while on medication O Tscore -1.010 - 25 probalulity <20% MOF and
harmful i bone! and FRAX probabi <3 hip™

O Very low T-score <-3.014 220% ar23% hip'?

O FRAX probability >30%
WIOF, >4 5% hip'4

Ostecsarcopenia is a new syndrome
{2017) describing the co-existence
of low bene density and sarcopenia

* Hazardous duet”

" Geriatric giant of the XX century”

2oporosis and

Sarcopenia

Denosumat M of 4 RCTs, fHect  Re
of derosurnab on BMD seperted significant
impravemnent in BMD 2t lumbar spine, hip, and
radius.™

talls i the O traatmant
group o the FREEDOM Study, No evidence of
effect on muscle function.™

Improves muscle strangth and insulin sensitivity
in asteaporotic humans.™

oldar men
testosterone lavels and muscle weakness can
improve muscle mass, strength and physical
perfarmance &

Law growth hormena Lewats wih age contribute
to decrease in lean body mass and increase.
adipose tissue ™

Testostercne
sping bene density in men."

of TRET: wriad
concluded that growth hormone may nol improve
bene density but decrease Iracture Fisk in wornen
wilh age related hone oss. ™

TRTTE ey s i sy
s ise impr i miass and strangth in mice *
rata™ Antimysstatin antibodses incrassed Lean

mass and may improve funclional measures
of muscie power ¥

ch Dwwcporm_ (023) 1721 T i I

ic burden of is in R i

D) Crigonic - Al Gaasparik - | Pascanu * D Girigone - C Willems < N Norom - NC Flarvey * T Jacobson - H kshansson - M Losmn

pidemiology and P

sCorE

1,071,000

INDIVIDUALS WITH OSTECPOROSES IN 2019

Tabde 5. Predictors for probable
Frubable

Predctars
Age (rean}
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Coexistence of papillary thyroid carcinoma with hyperparathyroidism.
Experience of a tertiary endocrinology center

Professor Cristina Preda
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Coexistence of papillary thyroid carcinoma with
hyperparathyroidism. Experience of a tertiary endocrinology
center
CRISTINA PREDA, LAURA TEODORIU, DUMITRU BRANISTEANU, 10ANA ARMASU,
MARIA-CHRISTINA UNGUREANU, LETITIA LEUS AN, DELIA CIOBANU, ALEXANDRU

GRI

UNIVEREITY OF MEDICINE AND PHARMACY

The link between papillary thyroid carcinoma
‘and hyperparathyroidism

+ The incidence of differentiated thyroid cancer has increased globally in the last 10-
faster than that of any other cancer type. The rising incidence has been
. hhmiu,yomqaduls andorlldrm The possible explanation might be
- achiew in diag [l but also lifestyle changes and
al influences may toareal i

-mdpnpllmmmum:m)hpanem with
Mﬁmmmmzmmum

factors for PTC in HPT: the tumor promoting effect of PTH,
mwwmmimwmmﬂmd

ENDOCRINOLOGY
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The frequency of thyroid cancer among patients
with PHPT or SHPT, who underwent both

parathyroidectomy and thyroid surgery

Paruihyrokderions
T emm

MEN st WPTIT

pr—
bperparatiy e | .

o .
il

Farathy ety Prsthyrbiotossy
oy 3

o4 caie ) 4 s
A pmceemstant Lot
theprid smrgery hyrud wargery
Themm 1 e
[ Thsraid mabgrancy [ Thyrid matigaancy | Thyraid malignanes |
e | 9w

|| awieteme
Lo
-
egiguer |

“@_ﬁqmnmkwg BMC Surgery {2019)

ENDOCRINOLOGY

The link between papillary thyroid carcinoma
-and hyperparathyroidism

+ The of
baquuowmd

with thyroid carcinoma in particular has

b these d has been established,
and require special exploration,

and thyroid cancer,

or Coi I'I'lefiwwepef
the molecular pathways or shared genetic factors contributing to
: remains an open area for exploration.

ENDOCRINOLOGY

e

e e b et M
Ecemno et el | Cin. Wed 3034, 13, 147.

Coexistent PTC diagnosed in surgically treated
patients for PHPT versus SHPT: same incidence,
different characteristics

+ The aim of the study was to evaluate the rate of thyroid cancer in patients cperated
hdﬂwmmﬂwm hyperparathyroidism (SHPT).

K Nldm uur mpaeﬁw study included PHPT and SHPT patients submitted to

ict and, thyroid surgery, for a period of

! performed in 217 patients: 140 (64.5%) for PHET
%IWSH’T Concomitant thyroid surgery was performed in 75
PHPT (63.6%), and 18 papillary thyroid carcinomas (PTC) were found.
from all cases with PHPT and 25.3% from PHPT cases with
surgery. Thirty one of operated SHPT patients (40.3%) also
surgery and 9 PTC cases were diagnosed (11.7% of all SHPT
b of patients with concomitant thyroid surgery). ENDOCRINOLOGY

Vabicescu C, Ciobanu D, Covie A, Grigorovici A BMC Surgary (3018) 19:34 U_P_D_Aw_j:g

Comparison of parathyroid and concomitant
‘thyroid disease in patients with PHPT versus
SHPT

20CRINOLOGY
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Thyroid medullary carcinoma - etiopathogenesis, clinical picture, diagnosis,

treatment and prognosis
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Thyroid medullary carcinoma - ethiopathogenesis, clinical
picture, diagnosis; treatment and prognosis

Epidemiology of MTC

= MTC accounts for less than 5% (2 - 4%) of thyroid cancers. According to current
‘SEER (Surveilance, Epidemiclogy, and End Results) data, medullary thyroid
 carcinoma aceounts for 1 - 2% of thyrold cancers in the United States, which is
ch r than previously cited, primarily due to the significant increase in the
ipillary thyraid carcinoma (PTC) over the last several

ENDOCRINOLOGY

UPDATE

In MEN 2A and FMTC, mutations are typically located within the cysteine-rich region in
extracellular domain
9% of MEN 2 mutation are present in a single cadon, cadon 634
in contrast in FMTC they are more evenly distributed along the cysteine-rich region
28, the vast majority of germline mutations occur in the intracellar tyrosine
i RET, i 28

0% of patiens. Almost all of those affect codon 918, although they have
d in & few other gene regions
ENDOCRINOLOGY

UPDATE

AgraeaiM. ot @ Cin Endocringd 2013, 99 (31 364 - 365

Definition of medullary thyroid carcinoma

1a (MTC} is a rare type of thyroid malignancy

- Medull ry thyroid c
and a member of the neur
parafollicular cells (C cells), derived from the neural crest, which produce a
MGMTCW marker ~calcitonin and some other peptides,

r ﬁ‘élﬁtirypn'icanwen (CEA), ACTH, CRH, chromaogranin 4,

ine type of tumor. MTC arises from

, Neurotensin, serotonin, prostaglandins, kinins, VIF and GRP

ENDOCRINOLOGY

Etiology of MTC

Up to 25% of MTCs occur as part of a hereditary syndrome and 75% are sporadic.
: MTC oecrs in MEN syndromes type 2 (formerly 2A) and 3 (farmerly 2B), and
familial MTC, which is now considered a subset of MENZ. These are all autosomal

Iromes caused by pathogenic germline variants in the RET proto-
Similar somatic RET alterations are also found in around 60% of sporadic
| inder of dic MTC are driven by somatic mutations in RAS,

ENDOCRINOLOGY

UPDATE

Clinical characteristics patients with MTC

MTCs sither sparadic ar hereditary may present as:
mast commonly a5 a thyraid lump
‘a5 & mass from metastatic disease {cenvical ymph nodes or distatnt metastases)

o levated calci diarrhea, flushing)

ia or adenomas 20 - 30%)
ENDOCRINOLOGY

UPDATE
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Management of adrenal incidentaloma - update

Profesor Renata Swigtkowska-Stodulska
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Management of aHrenal incidentalomas

Recommendations - radiological imaging

R12
recommended to establish whether the adrenal mass is benign or malignant at the time of initial

a5t CT should be perdormed as the first radiological imaging and it should answer if the

pical for benign lesions.
ENDOCRINOLOGY

UPDATE

R.2.3-R.2.6.

cnsider proceeding
swiftly to surgery?

2023 - Guidelines update

Esrogean Jarsal of Endocricolgy, 603, 189, 61662
hitpe o s/ 10 10MG mendnradiil

Advarce sceuss peblcation 15 June 203

Clavical Practice Guidelive.

European Society of Endocrinology clinical practice
guidelines on the management of adrenal incidentalomas,
in collaboration with the European Network for the Study
of Adrenal Tumors

Martin F: ht, '+ @ Sty T: kis,” M Terzolo,"® Antoine Tabarin,*®

Anju Sahdev,® John Newell-Price,”® Iris Pelsma,*® Ljiljana Marina,'” Kerstin Lorenz,"'®
Irina Bancos,"*® Wiebke Arit,"'*® and Olaf M. Dekkers™'*

ENDOCRINOLOGY

UPDATE

Recommendations - multidisciplinary expert team (MDT)

ENDOCRINOLOGY

UPDATE

fooslE =

Recommendations - hormonal work-up

should undergo a careful incuding &

R0 recommended that all patisnts with adrenal inc
clinical examination for symptoms and signs of adranal hormane escass

are ded dergo 1 mg

to exclude auronomous cortiso! secreton. (EEHEHO}.

& poct clinical canditian with limited Iife expectancy, this test may not be warrante<.

of 50 nmal
comisol secreton (BEH00}

ENDOCRINOLOGY

UPDATE
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Aggressive pituitary tumours and carcinomas
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Aggressive pituitary tumours and carcinomas

MIKLC MD, PHD

Prevalence of pituitary tumours

Expected cases/million

Clinically significant cases 830
- Patients requiring surgical intervention 380
Carcinoma 1

ENDOCRINOLOGY

UPDATE

Endocring Reviews, 43, 1003-1037, 2022

Ki-67 index of aggressive pituitary adenomas and carcinomas
2nd ESE survey

* 1stESE survey 2nd ESE survey
74 +23 patients 81 107 + 43 patients
first surgery last surgery

g
i
. 394 .
® &1 =
B el -
. 178, 265-276. 2018

Burrnan B JCEM, 108 @Kﬁ
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Aggressive pituitary tumours and carcinomas

% Endo-ERN

Prof. Miklés Tath, MD, PhD

‘Department of Internal Medicine and Oncology
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ENDOCRINOLOGY

High risk histological subtypes
WHO 2022

Silent corticatroph tumours
Lactotroph tumours (espacially in males and densely granulated ones)
‘Sparsely granulated ph tumaurs
;_Gmning‘.; cell tumours
e PIT-1 plurit
\Aﬂdoplﬂlﬁt!maaﬂ tumaours
Null cell tumours.

ENDOCRINOLOGY

UPDATE

=

Aggressive pituitary tumours
European guideline

end the diagnosis of an aggressive tumour be considered in patients with

£ radiologically invasive tumaur
2.ur y rapid tumour growth rate

= ﬁﬂhﬁyrﬁa@lﬂt turnour growth despite optimal standard therapies

i, Eur J Endocrinal, 178, G1-G24, 2018 ENDOCRINOLOGY

UPDATE




Aggressive pituitary tumours and carcinomas
Professor Miklds Toth

n of aggressive behaviour
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Hypogonadism and male health

Professor Zsuzsanna Valkusz
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Hypogonadism and male health ENDOCRINOLOGY

UPDATE

PHD

Testosteron substitution form and results

HEAT (Hypogonadism in the Aging Male: Efficacy of Testosterone)

RESULTS: Tota! Testastesss
HEAT study luded that therapy
in older men with hypogonadism is effective in b i
sexual function, meod, muscle mass, and metabolic health,
with relatively manageable side effects.

ongoing for and prostate
health for men
therapy

Study of 1,493 hypogonadal men (aversge age, 49.2113.9 years),

s o Patients received up to five testosterone undecanoate injections over 9 to
12 months. Erectile function, libido, vitality, mood, and ability to
concentrate were assessed by physician interview. Physical and circulatory
parameters as well as hematocrit, glucose controd, and lipid profiles were
recorded. No cases of prostate Ca observed Overall mean PSA Jevels
increased from 1.1£0.9 ng/mL to 1.341.2 ng/mL and remained stable

ENDOCRINOLOGY

UPDATE

Testosteron and diabetes mellitus Optimized Testosteron level

T4DM study: results — co-primary outcome measures
+ TTh + lifestyle intervention significantly reduced the prevalence of T2D MortslRy o8 :'_';i'i‘::’nnn e
vs lifestyle intervention alone in men with low testosterone levels (2001-2010)

Men with T2D*
after 2 years

- 21.1%_

Reduction in T2D prevalence g T T T T
with TTh vs placebo ¥ e =5 0 @
g:‘;:lﬂ‘t?:\.ﬁ:qﬁm :-I-’J o007 Testosterone (nmolll)

ENDOCRINOLOGY rNDOCRINOLOGY
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s ik T Tt 1851704
[

ent therapy
en: a focus

CV Death, non-fatal Ml, non-fatal Stroke
Safety Set Population

100 159 Wazard ratio, 0,96 [35% 1, 078-1.17)
P<0.001 for noninferiority

= No difference in incidence of high-grade prostate cancer:
- 5 of 2596 [0.19%] in the TTh group
- 3 of 2602 [0.12%] in the placebo group
* No difference in (TTh vs placebo):
- Incidences of any prostate cancer (12 vs 11)
- Acute urinary retention (20 vs 16)
- Invasive surgical procedures (23 vs 12)
- Prostate biopsy (16 vs 14)
- New pharmacologic treatment (101 vs 87)

No. at Risk
Placchs 2602 2507 2121 2085 1IN 15 LY s 1

Testosterone 2596 1504 233 2120 1829 1605 1180 653 39 TRt ke g, 233 S

Benefits

= Largest testosterone RCT ever T

= Designed to specifically address CV risk =
and prostate cancer

= No increased CV risk
= No increased PCa risk

= Demonstrated clear sexual and other
benefits
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X-linked hypophosphatemia - a rare cause of short stature

Professor Mihaela Vlad
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X-Linked Hypophosphatemic Rickets
A - Short Stature

Persistent

hypophasphatemia
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X-linked hypophosphatemia - a rare cause of short stature

Professor Mihaela Vlad

Physical examination

FEPO4 = [PO, {Urine) * Creatinine (Serum]] / [PO, (Serum * Creatinine (Urinej] * 00 |

URlCabke of short stature;can be easily
can be diagnosed even in
short stature  should be

XLH that can also be
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Thyroid cancer and toxic adenoma

Professor loana Zosin
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Introduction

» Thyroid carcinoma c with hyperthyraidism
occurrence, as low TSH levels can suppress the development and growth of
thyroid carcinoma cells.

+ Thyroid nodules (TN} are common in clinical practice and approx. 95 % are
‘benign. Thyroid cancer (TC) is usually diagnosed in a clinically euthyroid nodule
with “cold” scintigraphic appearance

. ly hyp ioning nodules, rep ing approx. 5-10 % of all TN,

Ill generally benign. However, an increasing number of thyroid hot nodules has

been reported to awn a malignancy risk. Different studies showed that

'lw_pﬂ'ﬂlﬂ:tlnrﬂng thyroid carcinomas may present as autonomous functioning

thyreid nodules (AFTN) or a5 functioning lesions in metastatic foci.

an uncommaon

A | o

E

Hot Nodule in the RTL, Harboring a Thyroid

Carcinoma (Il)

ENDOC RINOLOGY
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RTL nodule Doppler
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THYROID CANCER AND TOXIC ADENOMA

Prof. Dr. IOANA ZOSIN
University of Medicine and Pharmacy
ictor Babes"” Timisoara/ROMANIA

ENDOCRINOLOGY

UPDATE

Hot Nodule Harboring a Thyroid Carcinoma
First Case
(U}

The first reported case, a 68-year-old male, presented thyrotoxicosis and a nodular

goiter. He issued from a geographical area with former iodine deficiency,

* Thyroid funiction tests (TFT) revealed clinical thyrotoxicasis. Thyraid
ultrasonography (USG) wisualized a single nodule (hypoechoic, mainly solid) in
the right thyroid lobe (RTL).

* Thyraid scintigraphy highlighted an abrormal high uptake of radiciodine in the
nodule, with uptake suppression in the rest of gland, suggestive for a toxic

adenoma.
+ Therar | attitude was rep d by right thyroid lobectomy after drug
uthyrotd: The histological evaluation emphasized a papillary

thyroid carcinoma, follicular variant {PTCFV). The patient underwent total
idectomy, No ablative radici therapy was necessary, There wera not

W distant metastases by means of radioactive whole-bady scan UDOC RINOLOGY

UPDATE

Prevalence of Toxic Adenoma Associated
with Thyroid Carcinoma

* The data regarding the prevalence of i dular thyroid carcinoma in patients
il i ion of a solitary hyperfunctioning nodule are scarce and
heterogencus.

* A summarization of 14 studies {1967-2008) found a prevalence of malignancy in
hot nodules of 3.1 %, More recent surveys, reported increased prevalences: 12 %,
19 % and even 22 % The differences between studies are related to selection of
patients for the aperation, type of operation, histological examination,
geographical differences, etc,

» The main histological subtypes of thyroid cancers associated with autonomous
adenomas are: papillary thyreid carcinomas (57%), follicular thyroid carcinomas
(36.4 %) and Hurthle cell {7.8 %). Medullary and anaplastic cancers
wre also reported.

ENDOCRINOLOGY
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