UNIDADE ===t
ENDOCRINOLOGIA

Incidentalomas da Supra-renal

Avaliacao Funcional

Inés Sapinho Catarina Coelho

9 de Maio 2013



Clinica sugestiva de hiperfuncao ou malignidade

Diagnostico
HTA _
Crises paroxisticas MEtan efrinas _ _
FEOCROMOCITOMA (cefaleias, palpitaces, fraccionadas urinarias
palidez, tremor, e Plasmaticas

hipersudorese)

Obesidade central,

S. CUSHING Pletora facial, pele fina, | Cortisol livre ur
. . estrias purpuricas >1cm
Clinico / sub-clinico Fragilidade vascular, P. Dexametasona 1mg

Fraqueza muscular prox.

HTA

Hipokaliémia ( < 3.8) Aldosterona pl e ARP

Hiperaldosteronismo 1°

Sintomas efeito de massa, | SDHEA

sintomas do excesso de D
. ) e men I
(Carcinnma Q-R CE, mineralocorticoides, oseamento de acordo

: com clinica
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Avaliacao Laboratorial do Incidentaloma

Table 2. Laboratory Evaluation of the Patient with Adrenal Incidentaloma.

Possible Diagnosis

Subclinical

Pheochromao-

Primary aldo-

Ue

Cushing's
syndrome

Cytoma

steronism

ENDOCRINOLOGIA

Screening Test

Owernight dexamethasone (1 mg) sup-

pression test; abnormal result: serum
cortisol, =5 pg per dediliter (132 nmol
per liter); some clinicians use a higher
dose of dexamethasone [e.g., 3 mg
instead of the standard 1 mg) to re-
duce the possibility of a false positive
result without a change in sensitivity

Measurement of fractionated metaneph-

rines and catecholamines in a 24-hr
urinary specimen; imaging pheno-
type may also suggest pheochromo-
oftoma

Moming measurement of the plasma aldo-

sterone concentration and plasma re-
nin activity,* which can be performed
while the patient is receiving any anti-
hy pertensive drug except spironolac-
tone (Aldactone, Searle), eplerenone
(Inspra, Pfizer), or high-dose
amiloride (Midamor, Merck); the plas-
ma aldosterone concentration and
plasma renin activity ratio of =20 and
a plasma aldostercne concentration
of =15 ng per deciliter are positive re-
sults (but the cutoff for a positive re-

Causes of False Positive Results

Medications that accelerate
hepatic metabolism of
dexamethasone (e.g., anti-
convulsants); noncompli-
ance with dexamethasone
regimen

Any situation (e.g., illness re-
quiring hospitalization) or
medication (e.g., tricyclic
antidepressant) that in-
creases endegenous pro-
duction of catechclamines’

Assay and biologic variability

Confirmatory Tests

Consider the following tests: serum cor-

ticotropin, cortisol in a blood speci-
men and 24-hr urine specimen, mid-
night salivary measurement of corti-
sol, and a formal 2-day high-dose
dexamethasone suppression test
(the result is considered abnormal
when the cortisol level in the 24-hr
urine specimen is greater than the
lower limit of the normal range for
the local laboratory)

Consider iodine-123 metaiodobenzylgua-

nidine scintigraphy, MR, subspecialty
consultation, and surgery

To confirm the diagnosis of primary aldo-

steronism: aldosterone suppression
testing with either a saline infusion
test or 24-hour urinary aldosterone
excretion test while the patient main-
tains a high-sodium diet®

To confirm that the adrenal mass (and not

bilateral adrenal hyperplasia) is the
source of aldosterone excess in pa-
tients with documented primary aldo-

steronism, adrenal venous sampling
should be considered®

Young We. NEJM 2007



Feocromocitoma

European Journal of Endocrinology (2009) 161 355-361 ISSM 0804-4643

CLINICAL STUDY

Frequent incidental discovery of phacochromocytoma: data
from a German cohort of 201 phaeochromocytoma

Robert Kopetschke, Mario Slisko®, Aylin Kilisli, Ulrich Tuschy”, Henri Wallaschofski®, Martin Fassnacht®,
Manfred Ventz, Felix Beuschlein®, Martin Reincke!, Nicole Reisch! and Marcus Quinkler

Kopetschke R et al. EJE 2009
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Feocromocitoma

Table 3. Sensitivities and Specificities of Biochemical Tests for Diagnosis of Hereditary and
Sporadic Pheochromocytoma®

Sensitivity, %7 Specificity, %I
| I | |
Hereditary Sporadic Hereditary Sporadic
asma
Free metanephrines a7 (74/76) 99 (137/138) 96 (326/339) 82 (249/305)
Catecholamines 69 (52/75) 92 (126/137) 89 (303/339) 72 (220/304)
Urine

Fractionated metanephrines 96 (26/27 97 (76/78 82 (237/288 45 (73/164
Catecholamines 79 (54/68) 91 (97/107) 06 (312/324) 75 (159/211)
Total metanephrines 60 (27/45) 88 (61/69) 97 (91/94) 89 (79/89)
Vanillylmandelic acid 46 (30/65) 77 (66/86) 99 (310/312) 86 (132/153)

ueUMDADE%L Lenders et al, Jama 2002
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Feocromocitoma

e Se valores normais em indiv. assintomatico: exclui o dx
e Se 3-4 x o limite superior do normal estabelece o dx
» Se valores intermédios: repetir doseamentos/outros exames

 Factores de interferéncia:

* Antidepressivos triciclicos
» SituacOes de stress (internamentos)

* Nao é recomendado suspender antihipertensores pelo risco
clinico

e Ndo ha um teste Gold standard.
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Sindrome de Cushing subclinico

e Termo correcto SC “moderado”

e Desafio dx: largo espectro de apresentacoes

Heterogeneidade fenotipica traduz a
variabilidade da secrecao de cortisol

* Nao ha um teste Standard (tal como no SC)

UNIDADE -ssfiemsfiel.
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Sindrome de Cushing subclinico

« P.DEXA 1mg: TESTE UNIVERSAL
Cortisol plasmatico 8-9h: Cut-off nao é consensual:

> 5pg/dl / >1,8 ug/dl (T F+)
< 1,8 pg/dl exclui dx

* Cortisol plasmatico 24h/Cortisol salivar 24h
 ACTH

* UFC 27% dos doseamentos UFC sao incorrectos

Perry LA and Grossman AB. Ann Clin Biochem 1997

P. DEXA 2mg, P. CRH, SDHEA
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Hiperaldosteronismo Primario (HAP)

e Rastreio do HAP em doentes com incidentaloma e HTA

* Doseamento:
1. Aldosterona plasmatica (>15ng/dL)
2. Renina directa / Actividade da renina plasmatica

Manha, 2h apods levantar

Dieta sem restricao de sal (3 dias)
* ApOs correccao da hipokaliémia

Suspender Espironolactona 4 sem.

Suspender outros antihipertensores ?7?
ueuwDADE*;:—T—F—*
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Hiperaldosteronismo Primario (HAP)

TABLE 5. ARR cut-off values, depending on assay and based on whether PAC, PRA, and DRC are
measured in conventional or S| units

PRA PRA DRC® DRC*
[measured in (measured in (measured in (measured in

ng/mL/h) pmol/L/min) mU/L) ng/L)

PAC (as ng/dL) 20 1.6 3.8
30* 2.5 57

40 3.1 7.7

PAC (as pmol/L) 750" &0 21 144
1000 80 122 192

ARR, Aldosierone-renin rafio; PAC, plasmo ddosterone conceniration,; PRA, plosma renin oclivity; DRC, diredt renin concentration; 5, Sysiéme Infernafional.

Primary Aldosteronism: The Endocrine Society’s Clinical Aldosteronism 2008

Testes Confirmatorios de HAP

DD do HAP

UNIDADE ===t
ENDOCRINOLOGIA



Carcinoma Adrenocortical (ACC)

* Nao ha um teste (Bg ou citoldgico) pré-operatorio
definitivo
* RISCO de ACC: Imagiologico

e IMPORTANCIA da avaliacio Hormonal Prévia:

* ACC secretor de cortisol: risco de Insuficiéncia adrenal
pOs cirurgia

* QQ marcador hormonal identificado previamente é util
no follow-up pos-operatorio

* Clinica orienta a avaliacao: androstenediona, test,
SDHEA, 178 estradiol (pds-menopausa, homens)

UNIDADE -ssfiemsfiel.
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Follow-up do Incidentaloma

Table & Lang-Aaenm (alow-up of adena nadentabimas,

AR\

Fﬂm Mass =rs Mass =ine
Study [k rmes) (vears frange]] anlarge menl red wedion
Reincke of al 1989 (103) 1.2 (05—4) 011 {07%) 011 {07 11 {07%) i1 [07%)
Vikkaia ef . 1989 73) 2 (08—4.1) 012 (0%) 112 (A7) 012 (0%) 012 %)
Hermsa of al 1991 (20) 2 (01 -5.8) 5158 (3.1%) 41159 (2. 5% 0Vl 58 (076) 0287 [0%)
Jockenhovel of al. 1992 (104) 2.7 (1-8.4) 1718 {5.5%) 218 (11.1%) 018 {07%) 218 [11.1%)
Osella of & 1994 (64) 1.0 2/9 (22.2%) V9 {078 VD (0% 19 {11.1%)
Beneslk of al. 1995 (55) 1.5 (13 —3.4) 1127 (3.7%) V2T {076 27 {07%6) NET [07%)
Countade of al. 1997 {106) 4.6 (1:3-6.3) 035 (07%) /25 (40%) 035 {07%) VAR [0°%)
Baslounis ef &, 1997 (54) a6 (1-5.3) 2080 (3.3%) VB0 {07 080 {07%6) VE0 [0°%)
Bondansli ef 4. 1997 (58] (05-15) 1714 {7.1%) 01 4 {076 014 {07%) V14 [07%)
Terzdo of 4. 1998 (71) 1 1741 {2.4%) MA 041 {07%) 01 §07%)
Barry f 2l 1998 [106) 7(01-11.7) A9 [4.4%) VD1 {07 V224 (07%) 0224 {0%)
Terzdo ef A 1998 (87) =1 053 (07%) V53 {07 053 {07%) V53 [0°%)
Ross ef &, 2000 (67 a2 (07-8.1) 1130 (3.1%) V32 {076 032 (07%) 130 [@3.1%)
Simn ef al. 3000 (107) 7 (2-16.3) A [(19.0°6) 721 (33.3%) o2 (07%) VET {07
Manlero of . 2000 B2) = 14/53 (26.4%) MA 053 {07%) 253 [3.8%)
Gossrubatecher ol al. 2001 [90) 2 (05—-6.5) 10/53 [18.9%) 153 [1.9%) 053 {07%) V53 {07%)
Barzan ef al. 2002 (53) 4.6 (2-12) 19130 {14.4%) 130 (2.7%) 01 30 {076) 10130 [7.7%)
Lit &f . 2002 {108) 2.1 (1-10) 1364 (20.%%) VB4 {076 1764 {1.6%) 4984 [B.2%)
Total TRETI (3.0%) 2HTTY (16%) 11081 (0.09%) 1147 {1.7%)

ENDOCRINOLOGIA

Ue

Hiperactividade enddcrina na evolugao

Barzon L et al. EJE 2003




Follow-up do Incidentaloma

Avaliacao hormonal anualmente durante 5 anos.
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