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What is already known on this topic? 
• Already known fact 1 Carney Complex is characterized by multiple endocrine and nonendocrine manifestations. 
• Already known fact 2 Variants in the PRKAR1A gene have been strongly associated with Carney Complex. 
 
What this study adds? 
• New information 1 These 3 cases represents three different PRKAR1A gene mutations, each associated with distinct clinical presentations. 
Our study highlight the absence of a consistent genotype-phenotype correlation in Carney Complex 
• New information 2 Although PRKAR1A mutations are significantly associated with PPNAD, this report highlights that other adrenal 
pathologies may also contribute to the clinical spectrum of Carney Complex. 
 
ABSTRACT 
Carney Complex (CNC) is a rare genetic disorder characterized by multiple endocrine and nonendocrine neoplasms, primarily driven by 
mutations in the PRKAR1A gene. This study explores the clinical heterogeneity in CNC patients, with a focus on adrenal and extra adrenal 
involvement and its impact on patient outcomes. We present three pediatric cases with unique clinical manifestations. Case 1: A 12-year-old 
female with ACTH-independent cyclic Cushing syndrome due to primary pigmented nodular adrenocortical disease (PPNAD). The patient’s 
condition progressed, leading to complications such as obesity, depression, and short stature, ultimately requiring bilateral adrenalectomy. 
Case 2: A 9-year-old male presented with an intranasal osteochondromyxoma and a large cell calcifying sertoli cell tumor. In the followup he 
developed hypocortisolism secondary to ACTH deficiency, with further complications including central precocious puberty and a growth 
hormone-secreting pituitary adenoma. Case 3: A 12-year-old female with adrenal insufficiency due to ACTH deficiency, complicated by a 
pituitary adenoma and a recurrent cardiac myxoma. Over time, the patient developed ACTH-independent Cushing syndrome secondary to 
PPNAD, necessitating bilateral adrenalectomy. Multiple fusiform aneurysms were also discovered after the recurrence of atrial myxoma. All 
cases highlight the absence of a consistent genotype-phenotype correlation in CNC, emphasizing the need for individualized management 
strategies. The findings underscore the complexity of diagnosing and treating CNC, particularly in pediatric populations, and call for further 
research into the underlying molecular mechanisms to develop more targeted therapies. 
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INTRODUCTION 
Carney Complex (CNC) ൴s a rare genet൴c d൴sorder character൴zed by mult൴ple endocr൴ne neoplast൴c man൴festat൴ons(1) . The major൴ty of cases 
are autosomal dom൴nant ൴nher൴tance pattern w൴th h൴gh penetrance but heterogeneous express൴on (1). In some ൴nstances, cases ar൴se 
sporad൴cally due to a de novo genet൴c defect (2). Inact൴vat൴ng mutat൴ons ൴n the prote൴n k൴nase A type I-alpha regulatory subun൴t(PRKAR1A) 
gene on chromosome 17q22-24 are found ൴n most cases.  Other gene mutat൴ons such as PDE11A, PRKACA, CTNNB1, PDE8B and ARMC5 
are assoc൴ated w൴th CNC (3) . 
The cl൴n൴cal man൴festat൴ons of CNC vary w൴dely and may ൴nclude mult൴ple endocr൴ne neoplasms such as pr൴mary p൴gmented nodular 
adrenocort൴cal d൴sease (PPNAD), an adrenocort൴cotrop൴n hormone (ACTH)-൴ndependent Cush൴ng's syndrome, growth hormone (GH)-
secret൴ng and prolact൴n (PRL)-secret൴ng p൴tu൴tary adenomas, thyro൴d adenomas or carc൴nomas, test൴cular neoplasms l൴ke large-cell calc൴fy൴ng 
Sertol൴ cell tumours (LCCSCT) and ovar൴an les൴ons ൴nclud൴ng cysts and canc൴nomas. Add൴t൴onally, non-endocr൴ne tumors such as card൴ac 
myxomas, psammomatous melanot൴c schwannomas, breast myxomas, osteochondromyxomas (OMX) may also be observed(2,3) . 
Due to genetic variability, CNC shows diverse phenotypes, requiring comprehensive evaluation with hormonal assays, imaging, genetic 
testing. Diagnosis is confirmed by meeting two major or one major plus one supplemental criterion (Table1) (4–6) . 
The management of CNC requires a multidisciplinary approach due to the diverse clinical manifestations affecting multiple organ systems. 
(4,7) Pediatric patients often present with an earlier onset, more aggressive disease progression and distinct manifestations, making early 
diagnosis and personalized interventions critical for improving long-term outcomes (4,7). This study aims to highlight the clinical 
heterogeneity observed in pediatric CNC patients with PRKAR1A mutations, with a particular emphasis on the spectrum of adrenal 
involvement and its implications for patient outcomes. Written informed consent was obtained from the parents of all three patients for the 
use of their clinical data 
CASE REPORTS 
Case 1 
A 5-year-old female pat൴ent presented to our cl൴n൴c w൴th ൴nterm൴ttent ep൴sodes of unexpla൴ned edema, we൴ght ga൴n and the onset of pubarche ൴n 
the absence of thelarche. Dur൴ng the phys൴cal exam൴nat൴on ൴n the symptomat൴c per൴od, phys൴cal exam൴nat൴on revealed Cush൴ngo൴d features, 
൴nclud൴ng fac൴al plethora and centr൴petal obes൴ty w൴th fat depos൴ts pr൴mar൴ly ൴n the trunk and abdomen. Laboratory tests performed dur൴ng 
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asymptomat൴c per൴ods were normal; however, when symptoms recurred, the tests ൴nd൴cated hypercort൴sol൴sm. Hormonal evaluat൴ons revealed 
s൴gn൴f൴cantly elevated serum cort൴sol levels, along w൴th ൴ncreased m൴dn൴ght plasma cort൴sol and elevated 24-hour ur൴nary free cort൴sol 
excret൴on. Cort൴sol levels rema൴ned unsuppressed after low (1 mg) and h൴gh (2 mg 2 days) doses of dexamethasone supress൴on tests (Table 2). 
The comb൴nat൴on of elevated, non-suppress൴ble cort൴sol levels and d൴ffuse adrenal enlargement observed on MRI conf൴rmed the d൴agnos൴s of 
ACTH-൴ndependent Cush൴ng’s syndrome wh൴ch was cycl൴c regard൴ng to ൴t’s ൴nterm൴tten course.  
The pat൴ent's fam൴ly h൴story, ൴nclud൴ng her mother's d൴agnos൴s of psammomatous melanot൴c schwannomas and breast ductal adenoma, along 
w൴th the pat൴ent's cl൴n൴cal presentat൴on, strongly suggested CNC. Genet൴c analys൴s conf൴rmed th൴s d൴agnos൴s by ൴dent൴fy൴ng a prev൴ously 
reported (8) heterozygous nonsense mutat൴on ൴n the PRKAR1A gene, c.289C>T(p.R297) (p.Arg97) (F൴gure 1). To rule out other CNC-
assoc൴ated comorb൴d൴t൴es, comprehens൴ve screen൴ng, ൴nclud൴ng thyro൴d and pelv൴c ultrasonography, echocard൴ography, and bra൴n-sellar MRI 
was performed, all of wh൴ch revealed no abnormal൴t൴es. 
In the follow൴ng she exper൴enced 4-8 ep൴sodes of th൴s cl൴n൴cal p൴cture annually. By the age of 12, the frequency and sever൴ty of these ep൴sodes 
൴ncreased s൴gn൴f൴cantly, lead൴ng to severe central obes൴ty(BMI: 28.7 kg/m2), short stature (he൴ght:-2.5 SDS), cort൴sol-൴nduced ൴nsul൴n 
res൴stance, osteopen൴a and typ൴cal Cush൴ngo൴d features and depress൴ve symptoms. Progress൴on of symptoms and the൴r ൴mpacts on the pat൴ent’s 
qual൴ty of l൴fe, lead to laparoscop൴c b൴lateral adrenalectomy by the age of 12. These h൴stopatholog൴cal f൴nd൴ngs are cons൴stent w൴th PPNAD, 
further support൴ng the cl൴n൴cal susp൴c൴on of CNC. Hydrocort൴sone and fludrocort൴sone replacement therapy was ൴n൴t൴ated postoperat൴vely.  
Case 2 
The cl൴n൴cal character൴st൴cs of th൴s pat൴ent up to the ൴n൴t൴al d൴agnos൴s of Carney Complex have been prev൴ously reported by Dagdev൴ren et 
al.(7) In br൴ef, the male pat൴ent born to non-consangu൴neous healthy parents w൴th an unremarkable per൴natal h൴story and no fam൴ly h൴story of 
tumors, f൴rst presented at s൴x years of age w൴th an ൴ntranasal mass that was surg൴cally exc൴sed and ൴n൴t൴ally d൴agnosed as f൴brous dysplas൴a. 
Dur൴ng follow-up, he developed central precoc൴ous puberty requ൴r൴ng GnRH analogue therapy and scrotal ultrasonography revealed b൴lateral 
test൴cular macrocalc൴f൴cat൴ons. At n൴ne years of age, he presented w൴th recurrent nasal obstruct൴on and ൴mag൴ng demonstrated a calc൴f൴ed mass 
extend൴ng ൴nto the spheno൴d s൴nus. At that po൴nt, the pat൴ent was referred to our cl൴n൴c for endocr൴ne evaluat൴on. Endocr൴ne evaluat൴on showed 
ACTH def൴c൴ency assoc൴ated w൴th part൴al empty sella, necess൴tat൴ng hydrocort൴sone replacement. Desp൴te repeated resect൴ons, the nasal les൴on 
exh൴b൴ted amb൴guous h൴stopatholog൴cal and rad൴olog൴c features. B൴opsy of the macrocalc൴f൴ed test൴cular les൴ons conf൴rmed LCCSCT, ra൴s൴ng 
susp൴c൴on for Carney Complex and prompt൴ng reassessment of the nasal mass, wh൴ch was subsequently reclass൴f൴ed as OMX. The 
comb൴nat൴on of LCCSCT, OMX and cutaneous myxomas(Table 2)  establ൴shed the cl൴n൴cal d൴agnos൴s of Carney Complex, wh൴ch was later 
genet൴cally conf൴rmed a prev൴ously reported(9) heterozygous nonsense mutat൴on, c.672G>A (p.Trp224*) ൴n the PRKAR1A gene (F൴gure 1). 
(7) 
Dur൴ng the follow-up, at eleven years of age, he presented w൴th excess൴ve growth. H൴s laboratory evaluat൴on revealed elevated GH (3.82 
ng/ml) and IGF1 (2.19 SDS) levels wh൴ch were not suppressed below 1 μg/L after an oral glucose tolerance test (OGTT). At th൴s po൴nt 
p൴tu൴tary MRI was normal. At th൴rteen years of age, h൴s growth accelerated more (we൴ght: 0.71 SDS), he൴ght: 2.03 SDS, body mass ൴ndex -
0.24 SDS) wh൴ch  assoc൴ated w൴th ൴ncreased GH (11.37 ng/ml) and IGF1(7.1 SDS) levels. GH levels not suppressed after an OGTT second 
t൴mes. S൴nce no adenoma was ൴dent൴f൴ed on p൴tu൴tary MRI at that stage, a conservat൴ve follow-up approach was adopted and treatment w൴th a 
short-act൴ng somatostat൴n analogue was ൴n൴t൴ated. After 2 months, short-act൴ng somatostat൴n analog therapy was changed long act൴ng 
somatostat൴n analog therapy monthly. Hyperprolact൴nem൴a and hypercort൴solem൴a were not detected.  
Desp൴te max൴mum-dose somatostat൴n therapy, GH and IGF-1 levels rema൴ned elevated and growth accelerat൴on pers൴sted (he൴ght: +2.42 
SDS). P൴tu൴tary MRI at th൴s t൴me revealed a 4mm p൴tu൴tary adenoma. Transspheno൴dal resect൴on of the tumor was performed at the age of 16 
years. However, post-surgery, GH and IGF-1 levels rema൴ned elevated, wh൴ch requ൴red cont൴nous of long-act൴ng somatostat൴n analog therapy. 
Case 3 
A 12-year-old female patient was referred to our clinic due to adrenal insufficiency diagnosed during the diagnostic workup for recurrent 
headaches. Her anthropometric measurements (weight: -0.6 SDS, height:+1.01 SDS, BMI:+1.5 SDS)  were normal. Physical examination 
was unremarkable, except for the presence of spotty hyperpigmented skin lesions consistent with lentigines. 
Laboratory evaluation showed a low serum cortisol level associated with a low serum ACTH level (Table 2). ACTH deficiency was 
confirmed by a low-dose ACTH stimulation test. Pituitary MRI revealed 3.5 mm pituitary adenoma. All other pituitary hormone 
concentrations were within normal limits. Hydrocortisone replacement therapy was initiated.  
The patient was the first child of nonconsanguineous parents, with an unremarkable birth history. Her family history was significant for her 
mother's history of Cushing syndrome and central nervous system tumor. 
Her medical history revealed that at the age of four, she presented to the pediatric emergency department with shortness of breath and 
pleuritic chest pain. Transthoracic echocardiography demonstrated a large intracardiac myxoma  measuring 49 × 29 mm located in the right 
atrium.  She subsequently underwent surgical resection of the myxoma. 
Based on her clinical findings, medical and family history, CNC was suspected. Genetic analysis was performed, revealing a novel 
heterozygous mutation, c.249_250dup (p.Pro84LeufsTer46) in the PRKAR1A gene (Figure 1).  
At 13.5 years of age, wh൴le rece൴v൴ng hydrocort൴sone therapy, the pat൴ent developed a cush൴ngo൴d appearance. Desp൴te d൴scont൴nuat൴on of 
hydrocort൴sone, cl൴n൴cal features of hypercort൴sol൴sm pers൴sted. She exper൴enced progress൴ve we൴ght ga൴n accompan൴ed by ൴mpa൴red l൴near 
growth. Her anthropometr൴c measurements at that t൴me ൴nd൴cated a we൴ght SDS of +1.81, he൴ght SDS of –1.08 and BMI SDS of +2.38. 
Phys൴cal exam൴nat൴on revealed purple str൴ae on the abdomen and acanthos൴s n൴gr൴cans ൴n the sk൴n folds. Hormonal tests ൴nd൴cated elevated 
serum cort൴sol levels w൴th low ACTH levels, d൴srupted d൴urnal rhythm, and ൴ncreased 24-hour ur൴nary free cort൴sol excret൴on. Cort൴sol levels 
rema൴ned unsuppressed after low (1 mg) and h൴gh (2 mg 2 days) doses of dexamethasone supress൴on tests w൴th elevated m൴dn൴ght plasma 
cort൴sol. Diffuse bilateral adrenal enlargement observed on MRI, a diagnosis of ACTH-independent Cushing’s syndrome was established. 
The patient underwent bilateral total adrenalectomy via a traditional thoracoabdominal surgical approach. Histopathological examination 
confirmed the diagnosis of PPNAD. Postoperatively, hydrocortisone and fludrocortisone replacement therapy was initiated. 
In the follow up patient developed central hypothyroidism secondary to the pituitary adenoma, and LT4 treatment was started six months 
later. At 15 years of age, routine echocardiography revealed a recurrent cardiac myxoma in the left atrium, necessitating repeat sternotomy 
and resection.  Two months after myxoma resection, she presented with left arm and leg paresthesia and generelized seizure. Cranial MRI 
revealed multiple intraparenchymal cerebral hemorrhagic foci and cerebral digital subtraction angiography (DSA) demonstrated multiple 
fusiform aneurysms of several cerebral arteries. Endovascular embolization was performed for oncotic aneurysms located at the superior 
trunk frontal segment of the left middle cerebral artery (MCA) and at the distal cortical branch of the right posterior cerebral artery (PCA), 
along with their respective parent arteries.  
DISCUSSION 
This study presents three different patients with CNC with various PRKAR1A gene mutations, each with unique clinical manifestations and 
management challenges, thereby highlighting the complexity of the syndrome.  
Indeed, as observed in our cases, CNC-related clinical features typically develop progressively over time (5). De novo mutations have been 
reported and the phenotype can vary significantly even among family members with the same genetic mutation. In our study, cases 1 and 3 
had a family history of CNC, while case 2 was found to have a de novo mutation.  
Adrenal Manifestations 
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One of the most common endocrine abnormalities in CNC is PPNAD, a rare form of ACTH-independent Cushing’s syndrome(10). It is 
reported in the literature that PPNAD is observed in approximately 90% of CNC patients (2,9,11). Although PRKAR1A mutations are 
significantly associated with PPNAD, other adrenal pathologies also play a critical role in the clinical heterogeneity of CNC.  
In the presented cases , various adrenal pathologies were identified. In Case 1, PPNAD was identified as the underlying cause of cyclic 
Cushing syndrome, consistent with existing literature. Conversely, in Case 2, adrenal insufficiency developed as a result of ACTH 
deficiency, which was attributed to empty sella syndrome. Although ACTH deficiency-related hypocortisolism has been documented in 
CNC, it remains a relatively rare manifestation of the syndrome (4). In Case 3, adrenal insufficiency initially presented due to a pituitary 
adenoma but subsequently progressed to ACTH-independent Cushing syndrome secondary to PPNAD. All baseline screening tests for 
hypercortisolism were performed sequentially because Case 3 had a known pituitary microadenoma, raising the possibility of pituitary-
dependent Cushing disease in addition to PRKAR1A-related adrenal pathology. However, despite this suspicion, the biochemical findings 
were consistent with ACTH-independent hypercortisolism.Our approach to PPNAD management follows literature-based indications, with 
bilateral adrenalectomy as the standard treatment. Currently, there are no established protocols for the medical management of 
hypercortisolism in PPNAD, and data remain scarce; however, medical therapy with metyrapone has been attempted in a few reported 
cases(12). These cases highlight the unpredictable nature of CNC's clinical course and the dynamic presentation of adrenal pathologies.  
Extra-Adrenal Clinical Manifestations 
Beyond adrenal pathology, our study identified a variety of additional clinical manifestations associated with CNC. Previous studies have 
demonstrated that CNC-related tumors frequently involve the heart, testicles, skin, thyroid, and central nervous system. Clinical work-up for 
all the manifestations of CNC should be performed at least once a year in all patients (2,4,9,13,14). 
Cardiac  
Among extra-adrenal tumors, cardiac myxomas represent one of the most life-threatening manifestations of CNC. These tumors tend to be 
multifocal, recurrent, and may arise at a younger age compared to sporadic cases (9,15,16). 
In our study, Case 3 developed a recurrent cardiac myxoma, which was first identified during early childhood in right atrium and later 
required a repeat sternotomy for resection in the left atrium in adolescence. This is consistent with previous reports indicating that CNC-
related cardiac myxomas exhibit recurrence (16) and should be removed surgically, warranting long-term echocardiographic monitoring even 
after successful surgical resection (16) . 
Unlike sporadic myxomas, which predominantly affect the left atrium, CNC-associated myxomas can occur in all four cardiac chambers, 
often presenting with cardiac complications such as embolization, arrhythmias, or heart failure symptoms (13–18) .  
Testis 
The diagnosis of LCCSCT in the second case raised suspicion for Carney Complex, leading to a re-evaluation of the biopsy specimen, which 
revealed features consistent with osteochondromyxoma (OMX), a known component of Carney Complex. As noted in the literature (19) , 
LCCSCT is a common testicular tumor in CNC, typically benign but capable of causing hormonal activity (4). Annual testicular ultrasound 
screening is recommended for early detection, particularly in patients presenting with precocious puberty, testicular enlargement. 
Pituitary and Cranial  
Pituitary tumors, particularly GH-secreting adenomas, are well-recognized but less common features of CNC, occurring in approximately 10-
12% of affected individuals (4). GH-secreting adenomas in CNC patients are typically diagnosed at an earlier age than in sporadic cases and 
may exhibit aggressive growth patterns with incomplete surgical remission (4) . This aligns with our findings in Case 2, in whom elevated 
GH and IGF-1 levels were detected biochemically before the adenoma became radiologically evident, leading to the initiation of medical 
therapy with a somatostatin analogue. After a GH-secreting pituitary adenoma was later identified on MRI, the patient underwent 
transsphenoidal resection due to inadequate biochemical control. However, GH levels remained elevated postoperatively, necessitating long-
acting somatostatin analog therapy. Given the high recurrence rate and incomplete response to surgery, CNC patients with GH-secreting 
adenomas require lifelong IGF-1 monitoring, serial MRI evaluations, and necessiates adjunctive somatostatin analogs or dopamine agonists 
(20). 
Case 3 developed central hypothyroidism secondary to a pituitary adenoma, requiring levothyroxine replacement therapy. While 
hypothyroidism is less frequently reported in CNC, its occurrence underscores the importance of regular thyroid function assessment, 
particularly in patients with concomitant pituitary involvement. 
Case 3 presents multiple fusiform intracranial aneurysms. Their association with CNC may result from several mechanisms: a coincidental 
finding (though unlikely due to rarity), a delayed complication of cardiac myxoma caused by tumor emboli weakening vessel walls, or part 
of the Carney complex spectrum, similar to other connective tissue disorders(21–23). 
Skin lesion 
Cutaneous findings, especially spotty pigmentation (lentigines) and blue nevi, are early(2,10) and consistent features of CNC, often 
appearing on the face, lips, conjunctiva providing an important diagnostic clue(4) 
Cases 2 and 3 exhibited characteristic lentigines, supporting their diagnosis of CNC. While these lesions are benign, their presence should 
prompt a thorough systemic evaluation, particularly in patients with a family history of CNC. 
Thyroid 
Although the presented cases did not show any evidence of primary thyroid disorder, thyroid abnormalities are increasingly recognized in 
CNC patients (24)  Thyroid nodules in CNC may range from benign to thyroid carcinoma, emphasizing the need for routine thyroid function 
testing and ultrasound surveillance (24).  
CONCLUSION 
In conclusion, the diverse and unpredictable nature of CNC presents significant challenges in clinical management. The lack of a consistent 
correlation between genotype and phenotype necessitates an individualized approach in the clinical management of CNC(10). Furthermore, 
advancing our understanding of the molecular mechanisms underlying CNC(25) could lead to the development of targeted therapeutic 
strategies, thereby improving the management of the diverse endocrine pathologies associated with this condition. 
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Table 1: D൴agnost൴c cr൴ter൴a and Supplemental cr൴ter൴a of Carney Complex 
Diagnostic criteria: 
Major criteria 
1. Spotty skin pigmentation with a typical distribution (lips, conjunctiva and inner or outer canthi, and vaginal and penile mucosa)  
2. Myxoma (cutaneous and mucosal)  
3. Cardiac myxoma 
4. Breast myxomatosis or fat-suppressed magnetic resonance imaging findings suggestive of this diagnosis  
5. PPNAD or paradoxical positive response of urinary glucocorticosteroids to dexamethasone administration during Liddle’s test  
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6. Acromegaly due to GH-producing adenoma 
7. LCCSCT or characteristic calcification on testicular ultrasonography  
8. Thyroid carcinoma or multiple, hypoechoic nodules on thyroid ultrasonography, in a young patient  
9. Psammomatous melanotic schwannoma 
10. Blue nevus, epithelioid blue nevus (multiple) 
11. Breast ductal adenoma (multiple) 
12. Osteochondromyxoma 
Supplemental criteria:  
1. Affected first-degree relative  
2. Inactivating mutation of the PRKAR1A gene  

 
 

Table2: A Comprehens൴ve Overv൴ew of PRKAR1A Gene Var൴ants ൴n Carney Complex and The൴r Cl൴n൴cal and Laboratory Features 
 Case 1 Case 2 Case 3 
Heterozygous mutat൴on 
൴n the PRKAR1A gene 

c.289C>T (p.R297) 
(p.Arg97) 
(prev൴ously reported) 

c.672G>A (p.Trp224*) 
(prev൴ously reported) 

c.249_250dup (p.Pro84LeufsTer46) 
(novel) 

Fam൴ly h൴story Her mother's h൴story of 
psammomatous melanot൴c 
schwannomas and breast 
ductal adenoma 

Absent 
De novo mutat൴on 

Her mother's h൴story of Cush൴ng syndrome 
and CNS tumor. 

Consaqu൴ty nonconsangu൴neous parents nonconsangu൴neous parents nonconsangu൴neous  
parents 

Adrenal patolog൴es ACTH-൴ndependent cycl൴c 
Cush൴ng’s syndrome 
Pr൴mary p൴gmented nodular 
adrenocort൴cal d൴sease 
(PPNAD) 

Seconder adrenal ൴nsuff൴c൴ency 
due to part൴al empty sella 

Seconder adrenal 
൴nsuff൴c൴ency due 
to p൴tuatry 
adenom 

ACTH-൴ndependent 
Cush൴ng’s syndrome 
Pr൴mary p൴gmented 
nodular 
adrenocort൴cal 
d൴sease (PPNAD) 

Basal serum cort൴sol 
level 

34.71 mcgr/dl 8 mcgr/dl 8,6 mcgr/dl 16,56 mcgr/dl 

Serum ACTH level 1 pg/ml 1 pg/ml 3 pg/ml 1,47 pg/ml 
24-hour ur൴nary free 
cort൴sol excret൴on 

198 and 167 μg/day (>70 
μg/m2/day) 

  221 μg/day and 254 
μg/day  
(>70 μg/m2/day ) 

1 mg dexamethasone 
suppress൴on test 

16.41 μg/dL   12,57μg/dL 

2-day 2 mg 
dexamethasone 
suppress൴on test 

29 mcgr/dl   28 mcgr/dl 

Low dose ACTH 
st൴mulat൴on test 

 13.4 µg/dL 8.45  µg/dL  

Spotty p൴gmented sk൴n 
les൴ons cons൴stent w൴th 
lent൴g൴nes. 

absent present present 

Endocr൴ne and non 
endocr൴ne other 
patolog൴es 

 İntranasal 
osteochondromyxoma (OMX) 

Reccurent card൴ac myxoma 

Central precocious puberty  Pituitary adenoma. 
Large cell calc൴fy൴ng Sertol൴ 
cell tumor (LCCSCT) 

Central hypothyro൴d൴sm 

Growth hormone-secreting 
pituitary adenoma. 

 
 
 
 
F൴gure 1: PRKAR1A DNA analys൴s.  Electropherogram show൴ng the PRKAR1A var൴ant found ൴n the DNA extracted from the pat൴ent’s blood. 
A. Case 1, B. Case 2, C. Case 3  
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