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Introduction 

Adrenocortical insufficiency (primary or secondary) is one of the life-threatening 

conditions requiring early diagnosis and treatment. Isolated ACTH deficiency (IAD)1, 

although rare, presents as persistent hypoglycaemia, prolonged cholestatic jaundice 

and seizures and families frequently have a history of neonatal death. Couture et al1 

reported TBX 19 mutation in 60 percent of IAD cases in case series of 91 patients, 

representing other pathogenic mutations for the deficiency. Although IAD, commonly 

manifest in neonatal and infantile age but delayed diagnosis hinders early appropriate 

intervention. We report 4 cases of TBX 19 mutation with their early age of 

manifestation and time of diagnosis with their outcome. Early detection of TBX19 

mutations is crucial to ensure rapid management at birth and avoid neonatal mortality. 

The TBX19 gene (formerly known as TPIT) codes for a T-box transcription factor found 

in pro-opiomelanocortin (POMC) expressing pituitary cells 2. TBX19 is required for the 

terminal differentiation of these cells and the expression of the POMC gene. TBX19 is 

located on chromosome 1q24.2 and its main transcript is composed of 8 exons (NM 

005149.3)3. 

Abstract:  

Objective: The objective of this case series is to highlight the workup of adrenal 

insufficiency as cause of hypoglycaemia with recurrent seizures. Case series: We 

report 4 cases of IAD presenting at 5-month, 27-month, 4 month and 6 months of age 

with lethargy, hypoglycaemia and recurrent seizures. All patients had documented 

cortisol deficiency and TBX-19 mutation. All were treated with oral steroids along with 

resolution of symptoms and catch-up growth. Conclusion: IAD Isolated ACTH 

deficiency (IAD) is a rare cause of adrenocortical insufficiency, characterized by low 

ACTH and cortisol levels, which causes early and severe secondary adrenal 

insufficiency without other pituitary defects. High suspicion with genetic diagnosis 

with timely treatment with steroids is the key to improve morbidity and mortality. 
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Details of demographics and investigations are described in table-1 and anthropometric 

parameters at first visit and 1 year follow up are given in table-2.  

 

Case 1 

A 5 days old girl presented with lethargy and hypoglycaemia which was noticed first on 

day 3rd of life.  Baby was born term (birth weight 2.8 kg) with unremarkable antenatal 

or natal events with negative septic screen; she had no dysmorphism, no organomegaly 

and normal genitals. Critical sample was sent which was suggestive of hypocortisolemia 

with a low ACTH (Table-1). Clinical exome confirmed homozygous mutation in TBX-19. 

Baby is growing well on oral hydrocortisone (10 mg/m2/ day) with no hypoglycaemia till 

date. 

 

Case 2  

2 years 3 months old girl, first born of a non-consanguineous marriage with birth 

weight of 3 kg was referred for recurrent seizure episodes (at 6 months, 1 years and 2.3 

years). She had unremarkable birth and family history with normal general 

examination. She was started on 2 anti-epileptic medications with normal EEG and 

MRI Brain. She was not growing well (Table-2), blood sugars were not documented in 

the first 2episodes and hypoglycaemia were documented in the 3rd episode of seizure at 

2.3 years of age.Critical sample was suggestive of low cortisol levels and ACTH levels. 

Free T4 andProlactin was normal. Iv hydrocortisone was administered and genetic test 

confirmed TBx-19 mutation. She was gradually shifted to oral hydrocortisone with 

normal growth velocity on follow-up and no further seizure episode. 

 

Case 3  

A 4 months old girl was referred to endocrine unit with excessive weight gain. She 

had history of hypoglycaemic seizure at 25th DOL, was admitted in NICU, was 

diagnosed as congenital adrenal hyperplasia and started on oral steroids @ 20 

mg/m2/day. No electrolyte abnormality was documented during NICU stay and 17 

hydroxy progesterone was borderline elevated (12 ng/ml) with a low cortisol (4.3 

mcg/dl). At 4 months (at time of referral), her weight gain was excessive with faltering 

in length gain and examination showed signs of steroid toxicity. With history of low 

cortisol with hypoglycaemia, steroids were not stopped but the dose was gradually 

tapered off to 10 mg/m 2 /day and genetic test was sent. It confirmed the diagnosis of 

TBX-19 mutation. Hydrocortisone was continued at 10 mg/m 2 /dayand catch-up 

growth (length and head circumference) was documented during follow-up. 

 

Case4 

A 6 months boy (3rd born of a third-degree consanguineous marriage) was referred 

toendocrine unit with history of recurrent seizures (7thday of life, 1month and 5 months 

of age). Low sugar (25 mg/dl) was documented with first seizure episode and was 
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attributed to poor feeding butcritical sample was not sent. He was started on 

antiepileptics since EEG showed multiple discharges. Parents had history of 2 sibling 

deaths (at 2nd month and 1st month with lethargy and seizures). He was under care of 

neurology unit with a possible diagnosis of genetic epilepsy since there was no response 

to 3 antiepileptics. Genetic test was sent to confirm the diagnosis which confirmed a 

mutation in TBX-19 gene. Cortisol and ACTH sample was sent before starting steroids 

which were low but had normal free T4 and Prolactin. He is growing well with no 

further seizure episodes, gradually antiepileptics were tapered off and been continued 

on oral hydrocortisone at 10 mg/m2/day. 

 

Discussion  

Adrenal insufficiency (primary or secondary) present with constellation of symptoms 

like anorexia, nausea, fatigue or weakness, prolonged neonatal jaundice, hypoglycaemia 

or electrolyte imbalance. Hypoglycaemia and recurrent seizures were main presentation 

of the children that are reported in the study. Hypoglycaemia and hypocortisolemia 

should be ruled out in all cases of seizures presenting early in life.  

 All our cases presented early although the diagnosis was delayed in 2nd and 4th case till 

2.3 years and 6 months respectively. Similarly, the age of presentation was in early 

(infancy) 4,5,6 though the diagnosis was delayed to 4.8-year and 2.7 years in the cases 

reported by Abali et al7 and Weijing et al8. Hypoglycaemic seizures were present in all 

our cases as also been reported by Unal et al9, Kardalen et al10. Adrenal insufficiency 

presenting as recurrent chest infections and neonatal cholestasis was noted in Vieira et 

al11 and Alsaleem et al12 repsectively. 

Other associated features were also reported in various reports, like fast growth and 

thyroid function derangement were reported by Weijing et al8. Chiari malformation, 

low BMD and microcephaly with dysmorphism were reported in 2 siblings by Kardelen 

et al10. Developmental delay was reported in one of the 2 siblings by Unal et al9 which 

might be attributed to hypoglycaemic insult. None of our patients had any other 

associated factors. The presence of other features reported in various studies might be a 

co-incidence rather than direct association to the primary condition.  

All our patients exhibit homozygous deletion in TBX-19 gene (Exon 3,8,2 respectively). 

Charnay et al5 reported 4 patients with homozygous deletion in the same region of the 

gene; compound heterozygous mutations were reported by Akcan et al4 and Vieira et 

al11. Couture et al1 with the largest series had reported most cases with homozygous 

mutation but one of their cases was symptomatic with heterozygous mutation by 

genomic sequencing; they decoded the gene by Q-PCR to find a large heterozygous 

deletion in the gene consistent with mother and grandfather mutations. It should be 

kept in mind in symptomatic patients with heterozygous mutation that a large 

mutation might have been missed and can be evaluated by family gene sequencing. 

Improved growth velocity was noticed in all of our patients, notably in our 3rd case as 

she was on a higher dose of steroids while physiological replacement doses are 
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recommended in cases of secondary adrenal insufficiency. She had a catch-up growth 

after decreasing the dose of steroid to physiological replacement doses. Improvement in 

weight z-scores was also documented in all cases except the 3rd case where a catch down 

weight was noticed in the patient after decreasing steroid dose. No further symptoms 

were noticed in follow up in various reports4,10 (Akcan, Vieira)  

 

Conclusion: Isolated ACTH deficiency should be kept in mind with symptomatic 

hypoglycaemia especially in the early onset presentation.    

Acknowledgement: None 

Author’s Contribution: Concept and design- AM,SS; Data acquisition, analysis and 

interpretation- AM,SS,GM; Drafting the article- SS, GM; Critical revision of concept 

and design- AM, GM; Approved final version of article- AM,SS,GM. 

 

Conflict of interest: None 

 

References: 

1. Couture C, Saveanu A, Barlier A, Carel JC, Fassnacht M, Flu¨ck CE, et al. 

Phenotypic homogeneity and genotypic variability in a large series of congenital 

isolated ACTH-deficiency patients with TPIT gene mutations. J Clin Endocrinol 

Metab (2012) 97: E486–495.  

2. Lamolet B, Pulichino AM, Lamonerie T, Gauthier Y, Brue T, Engelbert A, et al. A 

pituitary cell-restricted T box factor, tpit, activates POMC transcription in 

cooperation with pitx homeoproteins. Cell (2001) 104:849–59.  

3. Pulichino A-M, Vallette-Kasic S, Couture C, Gauthier Y, Brue T, David M, et al. 

Human and mouse TPIT gene mutations cause early onset pituitary ACTH 

deficiency. Genes Dev (2003) 17:711–6.  

4. Akcan N, Serakıncı N, Turkgenc B, Bundak R, Bahceciler N, Temel SG. A Novel 
TBX19 Gene Mutation in a Case of Congenital Isolated Adrenocorticotropic 

Hormone Deficiency Presenting with Recurrent Respiratory Tract Infections. 

Front. Endocrinol.2017; 8:64. 

5. Charnay T, Mougel G, Amouroux C, Gueorguieva I, Joubert F, Pertuit M, 

Reynaud R, Barlier  A, Brue T and Saveanu A. A novel TBX19 gene mutation in 

patients with isolated ACTH deficiency from distinct families with a common 

geographical origin. Front. Endocrinol.2023; 13:1080649. 

6. Metherell LA, Savage MO, Dattani M, Walker J, Clayton PE, Farooqi IS, Clark AJ. 

TPIT mutations are associated with early-onset, but not late-onset isolated 

ACTH deficiency. Eur J Endocrinol. 2004 Oct;151(4):463-5. 

7. Abali ZY, Yesil G, Kirkgoz T, Kaygusuz SB, Eltan M, Turan S, Bereket A, Guran T. 

Evaluation of growth and puberty in a child with a novel TBX19 gene mutation 

and review of the literature. Hormones (Athens). 2019 Jun;18(2):229-236. 



Scope 
Volume 15 Number 01 March 2025 

 

1504 www.scope-journal.com 

 

8. Weijing K, Liping Z, Tiantian Z, Pei Z, Yan M. A case of congenital isolated 

adrenocorticotropic hormone deficiency caused by two novel mutations in the 

TBX19 gene. Front Endocrinol (Lausanne) (2019) 10:251. 

9. Unal E, Yildiram R, Taş FF, Tekin S, Sen A, Haspolat YK. A rare cause of 
neonatal hypoglycemia in two siblings: TBX19 gene mutation. Hormones 

(Athens). 2018 Jun;17(2):269-273. 

10. Kardelen Al AD, Poyrazoğlu Ş, Aslanger A, Yeşil G, Ceylaner S, Baş F, 
Darendeliler F. A Rare Cause of Adrenal Insufficiency - Isolated ACTH 

Deficiency Due to TBX19 Mutation: Long-Term Follow-Up of Two Cases and 

Review of the Literature. Horm Res Paediatr. 2019;92(6):395-403. 

11. Vieira IH, Mourinho Bala N, Ramos F, Dinis I, Cardoso R, Caetano JS, Rodrigues 

D, Paiva I, Mirante A. A serious and unusual presentation of congenital isolated 

ACTH deficiency due to TBX19 mutation, beyond the neonatal period. 

Endocrinol Diabetes Metab Case Rep. 2022 Sep 1;2022:22-0277. 

12. Alsaleem M, Saadeh L, Misra A, Madani S. Neonatal isolated ACTH deficiency 

(IAD): a potentially life-threatening but treatable cause of neonatal cholestasis. 

BMJ Case Rep. 2016 Aug 17;2016:bcr2016215032. 

 

TABLE-1: Demographics and Investigations: 

 Case-1 Case-2 Case-3 Case-4 

Age at 

presentation  

5th DOL 6 months 25th DOL 7th DOL 

Age at 

diagnosis 

7th DOL 2.3 years 4 months  6 months 

Gender Female Female Female Male 

Presentation  Lethargy and 

hypoglycaemia 

Recurrent 

seizures  

Hypoglycaemia 

seizure  

Recurrent 

seizures 

Seizures No Yes  Yes Yes 

Consanguinity  No No No Yes 

H/O sibling 

death  

No No Yes Yes 

                                                          Investigations  

 

S.Cortisol 

N- > 18 mcg/dl 

with 

hypoglycaemia  

2.3 mcg/dl 

    (Low) 

1.8 mcg/dl  

(Low) 

4.3 mcg/dl  

(Low) 

2.6 mcg/dl  

(Low) 

ACTH 

N- 15-72 pg/ml 

5.1 pg/ml 

     (Low) 

8.1 pg/ml  

(Low) 

NA 4.8 pg/ml  

(Low) 

S.Insulin 

N- <2 IU/L 

0.4 IU/L 

(Normal) 

NA NA NA 
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with 

hypoglycaemia  

Growth 

Hormone  

11 ng/ml 

(Normal) 

NA NA NA 

S. Ammonia 12 mcg/l 

(Normal) 

43 mcg/l 

(normal) 

NA  34 mcg/l 

(Normal) 

Free T4 1.2 ng /dl  

(Normal) 

1.18 ng/dl 

(Normal) 

1.3 ng/dl 

(Normal) 

1.1 ng/dl 

(Normal) 

TSH 4.8 IU/L 

(Normal) 

2.9 IU/L 

(Normal) 

1.2 IU/L 

(Normal) 

4.1 IU/L 

(Normal) 

Prolactin       NA 16 ng/ml 

(Normal) 

  NA 22 ng/ml  

(Normal) 

Genetic test 

(Next 

generation 

whole exome 

sequencing) 

Homozygous 

mutation TBX-19 

(Exon 3;  

c.586 G>C) 

(p.Ala196Pro) 

 

Homozygous 

mutation TBX-

19 (Exon 3; 

c.524G>T 

(p.Gly175Val) 

 

Homozygous 

mutation TBX-

19 (Exon 8; 

c.1060C>T) 

(p.Pro354Ser) 

 

Homozygous 

mutation 

TBX-19 

(Exon 2;  

c.377C>T) 

(p.Pro126Leu) 

 

 

TABLE-2: Anthropometry at first visit and follow up after 1 year: 

           Weight (SD)          Height (SD) Head circumference 

(SD) 

 First visit Follow up  First visit Follow up First visit Follow up 

Case-1 -1.3 SD -1.2 SD 0.09 SD 0.08 SD   1.2 SD  1.0 SD 

Case-2  0.2 SD -0.4 SD -1.5 SD -1.0 SD  -0.9 SD -0.7 SD 

Case-3  1.5 SD -1.3 SD -3.5 SD -0.7 SD  -3.2 SD -2.0 SD 

Case-4 -3.2 SD -0.6 SD -1.8 SD -0.8 SD  -1.7 SD -0.6 SD 

 

 

 

 

 

 

 

 

 

 

 

 

 


