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Renin-angiotensin system

Drop in blood pressure .
Drop in fluid volume liver

' Y

angiotensinogen
< Renin release from kidney

- Angiotensin Il also acts

directly on blood vessels,
* stimulating vasoconstrnction
Renin acts on angiotensinogen to form angiotensin . (narrowing).
ACE (angiotensin-converting
enzyme) release from lungs
sy
ACE acts on angiotensin | to form angiotensin Il. &Naﬂl

I HEG

Angiotensin Il acts on the

adrenal gland to stimulate release of Aldosterone acts on the Kidneys
aldosterone. = to stimulate reabsomtion of

salt (NaCl) and water (H»0).

i Encyciopaadia Britannica, Inc.
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A Cushing's syndrome suspected

l

Overnight 1 mg DST

'
. ;

amcortisol =1.8 ugidL amt cortisol 1.8 pg/dl—s Normal

'

24-hour urine frea cortisol

'
. '

MNormal Elevated
Repeat if high Endocrinology

index of suspicion consultation
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and/or
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Distupted Circadian Hhﬁhﬂ I-_I""m" Results ki xamethasone CRH I'lst

and/or \ /
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Cushing's syndrome established

'
ACTH-IRMA
'
# :
< § pg/mL > 10 pg/mL
' '
CT adrenals MRI pituitary
' o
' ' ' '
Unilateral mass Bilateral enlargement IPSS Normal
l
CRH test
' .
' ' ' l
Peak ACTH Peak ACTH  IPSP<18 IPS/P =20
<10 pgimL > 20 pg/mL l
I
4 B
Adrenal surgery Ectopic ACTH Pituitary surgery «—
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Primary aldosteronism

Papilloedema (very rare) .
Positive
Chvostek’s sign

ECG changes,
hypokalaemia

Hypertension Adrenal tumour,
very rarely palpable

Polvuria, 3

glycosuria

puscle weakness
or paralysis

Dedema (rare)
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Table 5. Medications With Minimal Effects on Plasma Aldosterone Levels That Can Control Hypertension During
Case Finding and Confirmatory Testing for PA

Drug Class Usual Dose Comments

Verapamil slow- Non-dihydropyridine slow-release  90-120 maq twice dailly  Use singly or in combination with the
release antagonist calcium channel other agents listed in this table

Hydralazine Vasodilator 10-12.5 mg twice daily, ~Commence verapamil slow-release first to

Increasing as required prevent reflex tachycardia.
Commencement at low doses reduces
risk of side effects (including headaches,
flushing, and palpitations)

Prazosin a-Adrenergic blocker 0.5-1 mg two or three  Monitor for postural hypotension
hydrochloride times daily, increasing
as required
Doxazosin mesylate  a-Adrenergic blocker 1-2 mg once daily, Monitor for postural hypotension
Increasing as required
Terazosin a-Adrenergic blocker 1-2 mg once dalily, Monitor for postural hypotension
hydrochloride Increasing as required

[Adapted from J. W. Funder et al: Case detection, diagnosis, and treatment of patients with primary aldosteronism: an Endocrine Society Clinical
Practice Guideline. J Clin Endocrinol Metab. 2008,93:3266-3281 (3), with permission. © Endocrine Society.]




Table 6. ARR Cutoff Values, Depending on Assay anc
Based on Whether PAC, PRA, and DRC Are Measured in

Conventional or Systéme International (SI) Units

PRA, PRA, DRC, DRC,
ng/mL/h  pmol/L/min  mU/L* ng/L®
PAC (asng/dl) 20 1.6 2.4 3.8
30" 2.5 3.7 5.7
40 3. 4.9 1.7
PAC (as pmol/l) 7507 60 0 144

1000 80 122 192







CHOLESTEROL
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Table 14-5. Clinical manifestations of the various types of congenital adrenal hyperplasia.

P450c17 P450c11 P450c21
3p-Hydroxysteroid (17~ (11- (21a-
StAR2 Dehydrogenase Hydroxylase) Hydroxylase) | Hydroxylase)
Enzymatic Defect Type VI Type IV Type V Type Il Types Il and |
Chromosomal XA XY K L4 XX Xy XX XY XX Xy
External genitalia Female Female | Female | Ambig- Female | Female or | Ambig- | Male | Ambig- | Male
(+ clitori- | uous ambig- uous uous
megaly) uous
Postnatal virilization | Puberty, | Sexual = Mild to - + +
secondary | infan- moderate |  (Sexual infantilism
amenor- | tilism at at puberty)
rhea puberty
Addisonian crises . - - - + in 80% (type Il)
Hypertension - - + + -

= el
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Skin pigmentation

Evidence of asthma

Hypoadrenalism

Dirovwsiness, confusion, coma

— = Papilloedema

5 Buccal pigmentation

= Croitre
(Schmidt’s svndrome)

treated with steroids

Scars of previous

Tachycardia

ay " i Reduced heart size
\“-\-_,_-F'"

Hypotension with
postural drop

adrenalectomy

Figmented scars
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Loss of pubic hair
1N WO men
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Hypothyroidism
associated
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MMuscle weakness
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Adrenocortical
insufficiency
suspected

Rapid ACTH
stimulation test

l Adrenal atrophy excluded,
Abnormal Normal —= decreased ACTH reserve
not excluded
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OpLoUOC

» WHO 2004

- NeomAaopata tTou YpwuodLvikoU LoTou TwV
eriivedppldiwv => Patoypwpokutwporta (PCCs)

- E&wemvedpldlaka: XpwpadLvika KUTTapo
oL UTTAONTLKOU KOl LN XPWHAPLVIKOC LOTOC TOU
nopaocvunodntikol => NapayayyAiwporta (PGLs)




EuBpuoAoyikn npogAevon

» 41-5" geBdopada => veupofAaocTtika KUTTAPA
LLETOLVOLOTEVOUV OTNV VEUPLKN akpoAodia yLa va
oxnuatioBel n ocupumadntkn aAvoda

» 2€ 2° XpOVO T KUTTOPO LETAVAOTEUOUV OTOV
ETUVEPPLOLAKO LUEANO

» Ta XpwpadVIKA KUTTOpO oxnuatidouv ta
OUMTTOONTIKA YOyYALaL KoL To tapayayyAtwpota. To
LeyaAUTEPO €WETVEPPLOLAKO CUUTTAEYUOL
XPWHADLWVIKWY KUTTAPpWV £val To opyavo Zuckerkandl







OpLopoc KokonOeLac
» MNapouvoiot METAZTAZEQN (kata WHO)

» Fevetkn petaAlaén: SDHB

» RX?, local recurence?, PASS>3?

Ayala-Ramirez M, et al. J Clin Endocrinol Metab 2011
Eisenhofer G et «l. Eur J Cancer




FEVETIKOC EAEYXOC

Gene Syndrome Locus [lInheritance Biochemical Common PHEO/PGL Malignant
SDHA - S5p15 M phenotype sites potential
Unknown HNPGL/TAPGL 0-14 %
SDHB PGLA4 1p36.13 AD MN,NMN, TAPGL/HNPGL/adrenal |43 %
MTY, NS
SDHC PGL3 1q21 AD MN, NMN, HNPGL/TAPGL/adrenal Low
NS
SDHD PGLI 11g23  ADPI MN,NMN, HNPGL/TAPGL/adrenal 5%
MTY, NS
SDHAF2 PGL2 11q13.1 ADPI Unknown Unknown
VHL VHL 3p25-26 AD NMN Low (<5 %)
NF1 NF1 17q11.2 AD MN, NMN 11 %
RET MEN 10gl12 AD MN, NMN Low (<1-5 %)
MAX - 14q23.3 ADPI NMN and 10-25 %
MN
TMEM127 - 2ql12 AD MN and Adrenal/TAPGL/HNPGL Rare (4 %)
NMN
HIF2A Pacak- 2p21- Somatic NMN TAPGL/adrenal Unknown
Zhuang  pl6 Germline*
H-RAS NA 11p15.5  Somatic Unknown Adrenal Unknown
K-RAS NA 12p12.1 Somatic Unknown Adrenal Unknown
IDH1 NA 2933.3  Somatic Unknown Unknown (HNPGL?) Unknown 2015->
KIF1Bp NA 1p36.2  Germline Unknown Unknown (Adrenal?) Unknown
PHD2EGLN1 NA 1g42.1  Germline  Unknown  Unknown (TAPGL?) Unknown MDH?2
FFF&Iee q NA 1g43 Germline Unknown Adrenal/TAPGL Unknown/
potentially high
gypdrome  na 3p21.1  Germline  Unknown  Unknown (TAPGL?) Unknown

R T~ Ty



[EvvNTLKOC EAEYXOC

OAot o1 aoOeveig ne PGLs nmpémer va edeyxovrai yia
YOVLé’LaKJ] perallaln tns succinate dehydrogenase (SDH)

eV 0001 eUPavi{oUV LIETAOTAON IIPEIIEL va eAgyyovTal yia
uerallaén oro yovidoro SDHB

- 50% (patoxpprKuuopm:wv + IOPAYAYYAL@UAT®V
0@PELAOVTAL OF YEVETLKEG a}x}xayeg

- 80% twv KAnpovopoupevav etvalt SDHx xat VHL

- 30% TV «@ALVOUEVIK®OVY» OIIOPAOLKWV 0@PELAOVTAL
0€ YEVETIKES aAAaYEg

Korpershoek E . Et al, 2007 Endocrine-Related Cancer




Genes

- CLUSTER 1 (angiogenic cluster , hypoxic
pathway) : via hypoxia (, HIFa)

VHL, SDHx, FH, PHD?2 I

- CLUSTER 2 (kinase signalling cluster): via m-
TOR pathway

RET, NF-1, TMEM 127, MAX, K-RAS, H-RAS
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DISEASE STATUS

If tumor
resectable

—

If locally
unresectable®

If distant
metastases

If tumor asymptomatic
without significant
radiographic
progression(RECIST)

MEDICAL TREATMENT

Alpha blockade
+ alpha-methyltyrosine
+ beta blockade
(pre-operatively)

Alpha blockade —
+ alpha-methyltyrosine

+ beta blockade
(pre-operatively)

Alpha blockade
+ alpha methyltyrosine
+ beta blockade
(pre-operatively)

—2

—>

THERAPEUTIC OPTIONS

Resection
(laparoscopic
preffered when
safe and feasible)

If possible
cytoreductive (R2)
resection

and/or

Local radiotherapy

If possible
cyvtoreductive (R2)
resection

and/or

131-MIBG ( if positive MIBG
scan with dosimetry) ** or
SSR analogs if positive
receptors

or

Systemic
chemotherapy
(CVD) or TMZ ***

or

Clinical trial §

Wait and see strategy
Active radiological
surveillance (at 3, 6
months, 1 year)
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