AAENQMATA YINODYZEQ2Z

KaAtoag N'pnyopiogc MD FRCP
Kafnyntng NMadoAoyiag - EvOOKpIvOAoyiag

EOvikO kal KatrodioTpliako MNaveTTioTRMIO
AOGnvwv



2. NUEIa TTapouaiaong

AdEVWHATA UTTOPUOEWG
— ['evik@ xapakTnpPIoTIKA

— [NaBoyéveon
MeyaAakpia
[TpoAaKTIiVWUO

Noooc¢ Cushing

NOITTA adEVWPATA
TuxaiwuaTa UTTOPUOEWC




AvaTouia UTTOQUOEWC - UTTOBaAGUOU

T1 MRI weighted images



10-15% TTANOUOHOU AdEVWHATA UTTOPUONG
5 mm (10% kAIvikd onuavTtikd) 10-20% Kpaviakwyv OYKwWV
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AvoooioToxnueia

Mn €1dikoi (yevikoi) deikTec — Xpwpoypavivn A HAEKTPOVIKO HIKPOOKOTTIO
Ei10Ikoi O€iKTEG — XAPAKTNPIOTIKOI ETTINEPOUG Katadeign eKKPITIKWV KUOTIOIWY
KuTttdpou Kal oppovng TToU TTAPAYEl
Ki67 O€ikTn BloAoyIKNG cuuTtTEPIPOPAS (P5S3)




AdEvwpa
Ynoduong

FIPA

YnepnAaoia
Ynoduong

Less commonly used abbreviations

HPGL, Hereditary Paraganglioma

LCCSCT, Large-cell Calcifying Sertoli Cell Tumors
pHPT, Primary Hyperparathyroidism

PPB, Pleoropulmonary Blastoma

SLCT, Sertoli-Leydig Cell Tumor

*mosaic, */- mosaic or germline

MEN1&4

HPGL

Carney
complex

Dicer
syndrome

McCune-
Albright

[EVETIKEC TPOTIOTIOLNOELG KOl VW HATA UTTOPUGEWC

No other tumour

pHPT, adrenal, NET
angiofibroma,
lipoma, meningioma

RCC, GIST,
PGL/phaeochromocytoma

Myxoma,
adrenal tumour,
thyroid tumour,

LCSST, psammomatous
melanotic schwannoma,
osteochondromyxoma

PPB,
goiter/thyroid cc, cystic
nephromas, SLCT

Fibrous dysplasia,
gastrointestinal polyps




Familial and Sporadic Cases of Gigantism and Growth Patterns Due to the Xq26.3
Microduplications

43 patients with gigantism
All onset <3y
Microduplication of Xq26.3
4 genes

GPR101

Trivellin et al 2014)




KAIVIKEG EKONAWOEIC
OOEVWHATWY UTTOPUCEWG

e 2UUTITWMATA ATTO e 2UUTTTWPATA ATTO
UTTEPEKKPION ETTEKTAON TTEPIC
ETTIMEPOUC OPUOVWV 10TOUC
(TTapouaia « ZTTaVIOTEPQ
XAPAKTNPIOTIKWYV OUUTITWHATA aTTo
KAIVIKWV OUVOPONWV) aILopPaYia

e 2UUTITWMOTA ATTO (atroTTANCia
QVETTAPKEIA EKKPIONC AOEVWHATOC)

OpHOVWV » MetaoTdoeic (<0.5%)






* AvaTtrtugn
UOPOKEPAAOU
QTTO OUUTTIEDN
udpaywyou
Sylvious




ENeyyoc omTIkAc ofhrnTeac Ok ofiTnra =
oQOAAPOKIVITIKE EVTAVARAACTIRE

Pinhole
N.B. Refractory error (i.e. inadequate

focussing on the retina, e.g. hyper-
metropia, myopia) can be overcome by
testing reading acuity through a pin-
hole. This concentrates a thin beam of
vision on the macula.

Jaegertype card for near vision, label-
led according to size [N5 (smallest print)} %
—N48 (largest print)]. \

a1 object

48 HA‘B 6 metres (d)

o % DEK

isual acuity is

expressed as: #MTOP
d 12 HLQNR

D 6 SAFZUCW | Snellen’s

- r‘ o~ -
5 GV XAYD wall chart / ,m,o!wy
e.g. L!»\/ : \L;\ e

\ Distances (D) at which LA ey Al
patient is expected to T h 2 | ; R e B 11! oup Bl o
read letters (metres). est each eye separately. = g

Lijeie
Omoijlosi;

1I'|-\. Obhigne “'\-I'\I-\._Ik. 1 T
Iv s I e s Dourpy et esfom g

faE e - TS0
ST T T W
VoG

i 5 Flousa);

lnfierior Recras Superior Cligque Infieri

Lateral

Recrus

Figure 2-4: The actHon and nerve supply ofithe
exiraocular muscles.




KAIVIKEG EKONAWOEIC
OOEVWHATWY UTTOPUCEWG

e 2UUTTTWPATA ATTO * 2UNUTITWMATA ATTO
UTTEPEKKPION ETTEKTAON TTEPIC
ETTIUEPOUC OPUOVWYV I0TOUGC
(TTapouaia  ZTTaVIOTEPQ
XOPAKTNPIOTIKWY OUUTITWHOTA ATTO
KAIVIKWV O-UVE_D(’)IJ(UV) unoppaYia

* 2UUTITWMATA ATTO (atroTTANCia
QVETTAPKEIA EKKPIONC AOEVWHATOC)

OpHOVWV » MetaoTdoeic (<0.5%)



EKKPITIKO adEVWUATA UTTOPUOEWC

NFP A
NFPA {(Null-cell) TsH
(Gonadotroph) 5-10% 1-2%

15% \ h\ /

ACTH N
10-12% =







EtionuioAoyia

ETrirroAaouoG: 38-
40/1.000.000

Emitrrwon: 3/1.000.000
Id10 cuxvoTNTa OE AVOPEG /
YUVAIKEC

Kupiwg otnv 4-5 dekacTia
2. TTOPAdIKI - OIKOYEVNC

o. MEN-1 (20%
OWMATOTPOTTO AdEVWUA)




AiTioAoyia MeyaAakpiag

GHRH excess

Primary GH excess Extrapituitary GH excess

o
{GEH)
S NP

l

GH

{ 1GF-1 H-—J"
a os T

+

Somatic growth Somatic growth Somatic growth
metabolic matabaolic matabolic
dysfunction dysfunction dysfunction

o
central <1%
Hypothalamic tumaor

Pancreatic islet cell tumor <1.%
Lymphoma

Fituitary adenoma 98 %
Densely granulated GH cell
Sparsely granulated

Mixed GH cell and PRL latrogenic

Peripheral 1 %

Mammosomatotroph cell
Acidophil stem cell
Plurihormonal
Silent somatotroph
Pituitary carcinoma
Ectopic

Familial syndromes

Multi-endocrine neoplasia-type |

McCune-Albright syndrome
Familial acromegaly
Camey’s syndrome

From Melmed S. Medical progress: acromegaly. N Engl J Med 2006;355:2558-2573

Bronchial carcinoid,
pancreatic islet cell tumor,
small cell lung cancer,
adrenal adenoma,

medullary thyroid carcinoma,
pheochromocytoma

. Erratum in N Engl J Med 2007;356:879.)




KAIVIKO XOPOKTNPIOTIKO

ZN

YaAakToppola
amvolia oTov UTTVo
Aon

UTTépTOON

OTUTIKEG dlaTapaxég
ZAnIGT

O KapTTidiou cwARva
apOpiTg
KEPAAAAYiEG
Slatapaxég KUKAou
utTEPId pWOia

aAAayn XOPAKTNPICTIKWYV

o

N
o

NN
o

Clemmons et al, JCEM, 2003
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Qidnua kai svomoGHr IUKO aplvoqp aguﬁtrlal;g&ﬁa

0¢£0C Kal XovOpoITivng 4 oTO XOPIO

— AuU¢non pey€éBoucg akpwyv (dakTUAidIa, HEYEOOC UTTOBNUATWYV)
2 unypaTéppola - e@idpwan (60-80%)
[MpOBOAN HETWTTIAIWY OYKWHATWY, UTTEPOPPUWY TOEWV
Apaiwaon 0d0VTwY, TTPOYVABIoUOG, aTEANG OUYKAEION
ApBpoTtrabeia, OoTteoapBpitida

TOOTIKAG TTUKVOTNTAG (PAOIWOEC KAl OTTOYYWOEC 0OTOUV - OXI O€
uTTOYOVadIoUO)

YT1repaoBeoTiaipia, UTTEPACBECTIOUPIO KAl UTTEPPWO@ATIAMIa >
dlatapaypEvos ueTaBoAiopog vit.D (**MEN1**)




MeyaAakpia = OUOUOPPIKA XOPAKTNPIOTIKA




MeyaAakpia & 2uvoonpPOTNTEC

13/11/023:32:37 pm

62/62 fps
<>

Colao et al. Endocr Rev 2004
Chanson et al. Best Pract Res Endocrinol Metab 2009
Giustina et al. Nat Rev Endocrinol 2013



AIAINQ2TIKA KPITHPIA

1. Tuxaia iy GH < 0,4 pg/L kai @uoioAoyiko IGF-I
2. GH<1 ug/L oto OGTT ka1 @uoioAoyiko IGF-I|

3. Méon niyn GH < 2.5 pg/L yeTd@ 24wpn
METPNON/TTAPATETAMEVH aipoAnYia (3 ARWEIG
IAPKEIA 2 WPWV)

4. § GH & IGF-I

Cortina Consensus JCEM 2000, 2009, 2010



MakpoadEVWHA UTTOPUONG

20-JUN-36
10:47:19
HD




Mikpoadevwua YITOQUOEWG

T1 akouAouBia MRI utropUoEwG PETA

T1 akouhouBia MRI uTToQUOEWGS XWPIC »OPIYNGN GKIaYDAPIKOU

Xoprynon okiaypa@ikou




NoonpdoTtnTta-BvntoTnTa JEYOAQKPIAC

1E1 B Conditions assoclated with acromegaly =
= _ « Kapdloayyelaka

Estimated

Associated condition™ frequency, % =
s Irespency ETTEICO0IA

Arthropathy?# 74108

o gliier

proimald o Pt AEE, ZKA, N

E{:;E;}j?;?;;f;11@1.u .+ Madrioeig

fotis i QVATTVEUOTIKOU

o MeTaBOAIKEC TTABAOEIC
* AVETTAPKEIEC OPUOVWIV
* EKQUAIOTIKEC TTABNOEIC

« Kakonoeleg
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prolactinemia®
Hyperlipidemiat?
Central sleep apnea®®
Hypopituitarism®
Mitralfacrtic valve abnormalities®"
Carpal tunnel syndrome*®
Colonic polyps#®
Gallstones?

Heart failure'™
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]
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o O 0 N Y o O O
AR JE ;
o T T
= MO

01 = =k b = N3 B3

*Murnbers indicate refarance number.




Emidopaon tiywv GH, IGF1 empiwon acBevwyv
UE JEYOAKAAKPIO

Survival curves for acromegalic patients
according to last measured serum IGF- level
following treatment (Holdaway et al, 2003)

1 5 .
GH <1ugl
|IGF 8D score <2
NZ papulatian )

G g e p=0.001

Survival in acromegaly according fo last known serum
GH level following treatment. [Holdaway et al, 2003]

=
o

=
(=1

IGF 5D score =2

=
o

=
=]
2
0
o
b
o

Proportion Surviving

" 5 5 10 15 20 28 30
Time {years) Time (Years)

SMR (16 studies) 1.72 (Cl:1.62-1.83)
Metanalysis 32% 1 otroiadiTrote OvnroéTnTa
GH < 2.5 ng/ml SMR 1.1 vs. 1.9 (GH>2.5)

Normal IGF1 SMR 1.1 vs. 2.5 (1 IGF1)
GH vs. IGF1 JCEM 94: 1509-1517, 2009

(Holdaway et al, JCEM 2004)




OEPATEYTIKOI 2TOXOIl MEI'AANAKPIA

Biochemical
control

Improve
signs and
symptoms

Manage
co-morbidities

Control
tumour mass
while
preserving
function

Restore life

expectancy

Melmed S et al. J Clin Endocrinol Metab 2009;94:1509-1517;
Giustina A et al. J Clin Endocrinol Metab 2010;95:3141-3148



AIAZOHNOEIAIKH NMPOzZMNEAAzZH

AY=HZH ENAOKPANIAZ NIEZHZ

PEEP - VALSAVA

YNO®DYZH “\
AIANOI NPOZNEAA /
E®INNIC




PappakeuTiKny OcpaTreia

AywvVIOTEG VTOTTAMIVNG
— Bromocryptine (tbl Parlodel
25-5-10mgq)
— Cabergoline (tbl Dostinex 0,5
-1-2-4mq)
AvaAoya cwpaTOOTATIVNG

— Octreotide (inj Sandostatin
LAR 10,20,30 mg)

— Lanreotide (inj Somatuline
autogel LAR 60,90,120 mg)

— Pasireotide

— Short acting SSA'’s
(octreotide)

AvtaywvioTég uttTodoxéwv GH
— Pegvisomant (inj Somavert
10,15,20 mg/vial)

2. UVOUOQOMOI BepaTTEiV




AxTivoBepartreio. ZUpBaTiki — oTEPEOTAKTIKNA (2/3 emAoyn)

Bpadeia dpaaon (5-10 £mn)
EAaTTwaon peyéBouc oykou <40%
Aywyr Ew¢ 0paaTIKOTNTA

Y1rotpotrh Tou dykou 2-18%

YTopuaiaks avemrpkela 28.8-92% EE

BAGRN oTTIKAC 050U 1-5%

Eyke@alikr BAGRN 5% o

NEoi oykol ?
140 aoBeveig ROV e s
6.8+0.8 (1 1 9) g-m e i b - et e il

11 a06. GH <5 g/l
2 006. « |GF-| emiTeda arkan A, et al., JCE&M 1997:82:3187-3191



KpiTnpla iaong NEYOAOKPIOG

FIGLURE 1:
ORGANS AFFECTED IM PATIENTS WITH MEM SYMNDRAOMES

Ko

Expararmsion
Prautary Glana " cdhepaads on

DepIoBIKOS QNEKOVIOTIKOS EAevX0S MRI® 42% . \

B i LTy

Tuxaiatipn GH2 1 pa/L kai nadir GH perd e : . | ]
H Hy : [apaxoAoUBNon Kol GpaaTikn Paratwroa Glancs . —1™] Parathyro Glands

ano OGTT=0.4 pg/L ; : 95% s W 2-25%
8 ﬂL"I‘LsE’"CIEI'"'E':IIE'J"I'-I AVTETANIoN OUVUNGoXoUDaS \.
Evepyn vogos Pl R e Yodnpatnias

Thyroid
Glsnd

A\paoTik aveIpeTcnion /i akkayn \| N S ( =
- |

KAIVIKD EVEDYN V0003 S e ey
BepanEUTIKNS aywyns

MepioGik6s AN MyOTEPD OUXVOS VO T TN Adrenw
ANEIKOVIOTIKOS Ehgyxos MRF

Kayia akhayn omv napolioa Bepaneutikn

aywyh- £EETaoTE 10 evBeEXOpEvo Pefians

e Goans SRL

Tuxaia oA GH< 1 pg/L f nadir GH perd
ano OGTT<0.4 pg/L
Kavovikd yia v nkikia kai To pUAo
enineda IGF-1

AVEVEDYR VOOOS

Giustina et al, (2010). A consensus on criteria for cure on acromegaly. J Clin Endocrinol
Metab. 95, 3141-48.




[TpoAakTivwpata (1 PRL)

Mabijoac vrogioens : ~ ®dappaxa | Ngvpoyeveic madioag
- [poraxnviga Oavoderaliveg | Bhafec [ku{mmmr TOLOUATOS
GH-abévoopa SCEERE _ Aldomepiodin BArdfec vonaion pueion
ACTH-adéviopa ~ Tpuwxiaxa avakarafirnkd Epethopoc niov pastiov

LIVBPOp0 KEVOU TOLPKIKOD MAOI Awigopa aitia
£QUERIOV i : |
Asppoxvtrapud vroguoinda tbmm.,i:nwl Kiman
Nahjonc YroOakipov _ Peoeprivn Yzolupeoeibiopde
_ Kpmaogapirryicopa MeOuivtona Xpovia veppiki averGpeia
Mrpvrpriopa Meroxl.oxpapuion | Kippwon

Avoryepjiviopa = ApoZexivi <l ~ Vevboxinon

Mi1)-Aeatovprd adevipata Koxaiv) Exivemolaxt) avenapxeia
UROQPUOBI;

* AJLOL OYKOL RAPA-VROPUOIKT)S Bepamapiin Exzom napaywy PRL
xEPOS -

Lapxoibuon AVUOTOLEIS RPUTEACHV

I CH (Langerhans cell hlulu'u.,'hlmn}

Aam‘cﬂiﬂuu VEUPALOVIOY

Aryevaxes Phiafes
Avarroqu pionpou vRoPHODHS

PR Y e e




[TpoAakTivwpata (1 PRL)

e EruumoAaopoc : anod 6-10/100.000 €wc 50/100.000
* 40% twv AbEVWUATWY TNE UTIOPUONC
® JUXVOTEPO OE€ YUVOLKEC QVOTTAPAYWYLKNG NALKLOC

e 90% pLkpoadevwpOTO
10% poKpoOdEVWHATO —CUXVOTEPA OE AVOPEC



Mikpoaodevwpa pe ekkpion PRL

A, Normal male 8. Apulsatile
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PRL > 250 ug/L mms 1TPOACKTIVWHO (PRLOMAa)

MakpoTtrpoAakTivwuarta (>10 mm) niyég PRL >
250-500 ug/L (cuoxétion pEyeBOC OYKOU TIMEC
PRL)

Tiyec PRL pakpo > pIkpo - TTPOAGKTIVWHOTA

Tipec > 94 ug/L diagopoTtroiouv PRLoma atro
NFPA, evw oappaka PRL 100 pg/L

Ewc¢ 200 ug/L (metoclopramide, risperidone,
phenothiazines).

EvTOoc 3 NUEPWYV aATTO OIOKOTIH PAPUAKWY
emritreda PRL @uaioAoyika

JCEM 2011 96:273-288




PRL > 250 pg/l = evdeiktiko adsvwpatog (Endocrine Society guidelines 2011)
PRL > 500 pg/l = 8LoyvwoTiKO HOKPOTIPOAXKTIVWLOTOG

r=0.86
p<0.001
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100 L0 10D 1000 O3 i)
PRL levels (ug/l)

Figure 1 Results of the correlation analysis between maximal
diameter of the prolactinoma and prolactin levels at baseline.

AM Colao et al, Eur J Endocrinology,200




O¢epaneia prolactinomas

OEPATIEVTIKEC ETILAOYEC

e 1. Aywviotég viontapivne (DAs): gold standard smihoyn toco ylo
LLLKPO- 000 KOLL YLO. LAKPO-TIPOAQKTLVW LLOLTAL.

e 2. Xewpoupywkn (TTS) : oe avBektikad otouc DAs adsvwpata

e 3. AKtwvoOepaneia : pTwyA AMOTEAECUATA-UOVO OF
Hakpoadevwpata aviektikd o DAs Kol XELPOUpPYELO

Diagnosis and treatment of hyperprolactinemia: an Endocrine Society Clinical Practice
Guideline

JCEM 2011



100 26 -69% UTIOTPOTIN PETA 2 £TN BepaTreia

Basal PRL & péyebog dykou
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Lack of Recurrence after W khd rawal (35)

25— AIQKOTTI) O€ YUVAIKEG JE
MIKPOOOEVWMATA META EPUNVOTTOUCT
m Megative MRI
O Pasitive MR P0.001
0
0 10 20 0 40 50 €0

Follow-up after withdrawal (mo)




‘TLODOOT) KUNOEAY, E PORIKTIVOLOTD

Meyedos dyxov [ponpyotpe ApiBpoc aeOeviy Aidykeen) pe
[ Uepansia mmm':npmu (%)
Mukpouoevija ) 363 | (4%
Maxpoudévapa (- 8 22 {Eﬁ M)
. M[Ilfm{lﬁf'\'{l}]lﬂ H] 6] %)
Ao Molitch ME, Prtwitray, 2002: .‘:‘*-iﬁ} VIR|

Oepartreia SIOKOTTTETAI OE HIKPOADEVWHATA
Makpoadevwpuara 6000 kuRoeig ue bromocriptine TTapakoAouOnon 9 £€Tn

85 Kunoeig TTpooTITIKA cabergoline (stop 5 eBdopada)
MakpoadevwpaATA N ATTOVTWVTO QOPHUAKEUTIKI) aywyr XEIPOUPYIKN e§aipeon




Aldyvwon ocuvopouou
Cushing

KAIVIKA CUMTITWMOTO KOl ONMEI

Bioxnuikn empepaiwon

EvTOotrion €0Tiag TTOBOAOYIKNG TTAPAYWYNS
(AVAY

ACTH (CRH) (ACTH e¢apTtwuevo o. Cushing)
vs. (Mn ACTH - e€apTtwpuevo o. Cushing)
[TAnBuouIakeC yeAETEC oTnNV EupwTrn avedeicav
ouxvotnta 2-3/1000000/eT10¢

‘EAeyxoc¢ yia Cushing’s syndrome o€ high-risk
TTANBUOPOUC avedeice uPnAn ocuyxvoTnTa occult
Cushing’s syndrome



AlTIOAovia

« ACTH-dependent CS
— Adévwua utrdépuoewcg (Cushing’s disease)
— Ektommto ACTH syndrome
— EkTtommro CRH syndrome
« ACTH-independent CS
— Emveppidiakd adEvwua
— Emveppidiakd kapkivwua

— ACTH-avecaptnTn pakpoolwdng utreptrhacia (AIMAH) (aberrant expression
of ectopic and eutopic membrane receptors)

— Primary pigmented nodular adrenocortical disease (PPNAD) (isolated or with
Carney complex)

— McCune Albright syndrome (activating mutation of G.)



KAIVIKA XOpaKTNPIOTIKA

TABLE 1. Overlapping conditions and clinical features of Cushing’s syndrome=*

Symptoms Signs Overlapping conditions

Features that best discriminate Cushing’s syndrome; most do not have a high sensitivity

Easy bruising

Facial plethora

Proximal myopathy (or proximal muscle weakness)

Striae (especially if reddish purple and =1 cm wide)

In children, weight gain with decreasing growth velocity

Cushing’s syndrome features in the general population that are common and/or less discriminatory

Depression Dorsocervical fat pad (“buffale hump”) Hypertension®

Fatigue Facial fullness Incidental adrenal mass

Weight gain Obaesity Vertebral osteoporosis®

Back pain Supraclavicular fullness Polycystic ovary syndrome

Changes in appetite Thin skin® Type 2 diabetes®

Decreased concentration Peripheral edema Hypokalemia

Decreased libido Acne Kidney stones

Impaired memory Hirsutism or female balding Unwsual infections
(especially short term)

Insomnia Poor skin healing

Irritability

Menstrual abnormalities

In children, slow growth In children, abnormal genital virilization

In children, short stature

In children, pseudoprecocious puberty or delayed puberty

@ Faatures are listed in random order

b Cushing’s syndrome is more lkely if onset of the Feature is at a younger oge.



KAIvikn d1ayvwon ocuvdpouou Cushing
2UUTTTWHATA Kal onueia e uwnAn €10ikotnta (0. Cushing vs. Pseudo-Cushing)

Consensus Statement;
JCEM 2003, 88 (12): 5593-5602



[Tolol TTpETTEl VO EAEYXOVTAI 7

Testing yia Cushing’s syndrome, PeTQ
QTTOKAEIOUO TNG XPNONG ECWYEVWV
YAUKOKOPTIKOEIOWY CUCTNVETAI :

— AoBeveic ye ATUTTa XOPAKTNPIOTIKA €I0IKA 0€ veapn NAIKia
(ooTEOTTOPWON, UTTEPTAOT, 2A2).

— AobBeveic pe TTOANATTAG Kal ETTIOEIVOUUEVA EVOEIKTIKA
oupTrTwuara/onueia Cushing’s syndrome (uuotraéela,
TTANBWPA, EPUBPEC YPANUWOEIC, HWAWTTES)

— [Maidia 1Tou eugaviouv EAATTWON AVATITUENG (UWPOUC) Kal
augnon ToOU CWUATIKOU TOUuG BApouc.

— AoBeveic ue adrenal incidentaloma (Al)



Screening

* [a mpwTtnG Ypauung testing, Endocrine Society Guidelines
recommends one of the following tests:

— 24h-UFC (TOuAaxioTov 2 JETPNOEIG)

— Late-night salivary cortisol (duo peTprOEIQ)
— 1-mg overnight DST

— Longer low-dose DST (2 mg/d for 48 h)

* The purpose of these tests is to demonstrate the excess of
cortisol secretion and the impairment of physiological
feedback of the HPA axis.



Aveupeon aitiag o. Cushing

ACTH sapTtwpevo =85%
Nooog Cushing 70%
Ectopic ACTH 11%

ACTH unknown source 4%

Mn ACTH egaptwpevo = 15%
Adévwpa etTivepidiwv 10%
Kapkivwua emveppidiwv 5%

Makpoolwdn¢ urrepmAagia <2%

Mikpoolwdn¢ urrepmAacia
(PPAND)<2%

McCune Albright

YmrokAivikd Cushing (un ACTH
eEQPTWUEVO)

Lancet 2006, 367: 1605-1617

ACTH - xapnAn emiveppidiaké CS

-upnAn ECS
YtrokaAiaipia (+aAkdAworn) — miéavoe ECS
(vpnAa emTiTreda KopTICOANG)

HDDST (2mg 6 hrs 48hrs)

80% CD karaoTéAAouv KopTI{O6An <50%
BaoIKEG TIMNEG

10% ECS £mideIKvUOUV KATAOTOANR

CRH test
(uTrepatTra@vTnOoN- ABEVWHA UTTOQUOEWG, CS)

LDDST (2+24h, 2+48h)

KafeTnplaocuog Guew KATwTEPWV AlIBOEIdWYV
KOATTWYV (+/- CRH)

KAMMIA AOKIMAZIA AEN EXEI 100%
AIArNQZTIKH AKPIBEIA



ACTH NMAAZMATOZ AIAOOPIKH AIAINQZzH
o. Cushing

CUSHING'S ADREMAL
DISEASE TUMOUR ACTH
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ECTOPIC

18 81

2300-0100

* 30% emkaAugn peragu CD ka1 ECS

« ACTH > 15 pg/ml (CD / ECS)

« ACTH < 5 pg/ml (ETiveppidia)

« ACTH 5-15 pg/ml CRH test amravrnon
ACTH o¢ aofBeveig pe CD ka1 xaunAa
emitreda ACTH

* OPIAKES TTEPITTTWOEIS



Anatomy of Venous Drainage of
Pituitary Gland through the Inferior
Petrosal Sinuses
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KaBeTnpIaOHOG AUPOTEPWY KATWTEPWYV AIOOEIOWYV KOATTWYV
(BIPSS): Kevtpikn) TTpog TreEPIPePIKN oxéon (Aoyog) ACTH

Before CEH After CRH

246 CD, 20 ECS
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Maximum IP5:P plasma ACTH ratio

Cushing's Ectopic i Cushing's Ectopic
dizease ACTH disease ACTH

secretion secretion NEJM 1991, 325: 897-905




Mn Acitoupyika adsvwuarta (NFPA)
duoikni TTopeia NFPA

TABLE 3, Incidence of adverse svents n untreated patients with Pl per 100 PYs’

Incdence (100 PYs) h *  Follow-up 3-15 €1n

and 5% (1 : leerau:tlu:»n

001 ¢ T MEYEODOUC HOKPOOdEVWUATO
" (12.5% per 100 PYs), oupTtrayeic
oykoug (5.7% per 100 PYs) oe¢
oxéon ME piIkpoadevwuarta (3.3%
per 100 PYs) kal KuoTIKOUG
oykoug (0.05% per PYs)

* NEa evOokpIivoAoyIKa eAAgippaTa
2.4% per 100 PYs

e 2YXETIKA  OTAvia  ATroTTAngia
uttopuong kal emoegivwon OIT

(MaKpPO > HIKPO)

JCEM 2011 96 (4): 905-912
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KAIVIKG onuEia aVETTAPKEIAC UTTOPUOCIAKWYV
OpPHOVWYV

e Bone ags
Chronological age

«— Father's centile height

- er's centile hveight




OPIZMOI

()¢ TUXaiwPa UTTOPUOEWC opileTal W Uia BAAGRN
TTOU QAVOKOAUTTITETAI TUuXaia Kata TN OIEVEPYEID

QTTEIKOVIOTIKOU eENEYXOU aTTouaia OuUVvoOWYV
OUUTITWHATWY

E€ oOplopoU O QIELKOVIOTIKOC €Aeyxoc Oev  €)el
SlevepynBel yLa cUMMTWHATA TTOU UITOPEL va. cuvdEovTall
He adévwpa  Onmwe OamwAewl opaocnc n onuela
UTTEPEKKPLONC N AVETTAPKELOC OPUOVWV UTIOPUCEWC AN
ylol EKTIUNONC OCUUMTWHATWY ONMwC KebaAaAylec n
Tpavpa N AANEC VEUPOAOYLIKEC TTAONOELC






OPIZMOI

2.TOV OPIOPO TTEPIAAUBavovTal TOoOo
KUOTIKEC 000 Kal BAGBEC TTOU TTAnPOUYV Ta
OKTIVOAOYIKA KPITPIO AdEVWHATOC.

Microincidentalomas® : <1cm
Macroincidentalomas™: >1cm *by convention

Copyright ® The McGraw-Hill Companies, Inc. Permission required for reproduction or display.
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Anterior pituitary chiasm L » ; e T
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Pars intermedia ————=———= - ‘ Posterior pituitary

Pars distalis |7 g — Infundibular stalk
= &% ! Parsnervosa

Hypophyseal fossa
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AlTIA

Aev xelpoupyouvtal = OeV UTTAPXEI TTABOAOYOQVATOMIKNA
eceTaon

— 29 Tuxaiwpara_mou ¥eipoupynBnkav:_— AvoooioToxnuikd (20): h
* 23 adevwara - 50% negative
« 4 kUoTeic Rathke - 20% plurihormonal
e 2 KOOAVIONCOUVVIOUOTO - 15% gonadotroph (+)
pPavIopapuyyiwy - 10% GH (4) y

[TevIKA €QITTTTIOKOI OYKOI: 91% adevwuata - 9% un
UTTOUOIOKOI

KUOTIKA «TUXQIWMATO» TTIBAVOTATA AVTIOTOIXOUV O€ KUOTEIC
Rathke N Kpavio@apuyyiwpaTa

Mn KUOTIKA «Tuxalwuata» —»> 1mlavoTara UTTopuaoiokd
adsvwpuaTa

Ala@popikn dIAyvwaon wWoTOOO Eival EUPEIA KAl UTTOPEI va
TTEPIAQUBAVEI KOl OTTAVIOTEPOUG OYKOUG TOU EPITTTTIOU.



EMNTAHMIOAOI A
* NekpoTouIkEC peEAETEC: 10,6%

 Micro-incidentalomas
» CT 2 4-20%
> MRI > 10-38 %
e Macro-incidentalomas ¥ fa
> CT - 0,16 % i
> MRI =2 0,2 %

2UYKEVTPWTIKG oToixeia atrd 10 peAéTes 1 160 amd 353 tuxaiwpara (45%) Arav
Makpoadevwuarta ! (biased?)
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