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Today’s Menu
 AVP deficiency – Diabetes insipidus

 Oxytocin deficiency

 Osmotic Demyelination syndrome (hypoNa)

 Acromegaly – Paltusotine

 Immune checkpoint inhibitors hypophysitis

 Hypogonadism (TRAVERSE trial) 



Diabetes insipidus
Change in nomenclature

Patient testimonials :
 confusion with sugar diabetes
 healthcare community 

unawareness



Diabetes insipidus
Change in nomenclature



AVP deficiency
Desmopressin escape



AVP deficiency
Differential diagnosis

Christ-Crain et al, Nature Rev Primer 2019
Christ-Crain et al, Journal of Internal Medicine 2021

Arginine-stimulated copeptin : cut-off at 3.8 pmol/l
93% diagnostic accuracy (sensitivity 92%, specificity 93%)

Hypertonic saline-stimulated copeptin : cut-off at 4.9 pmol/l
97% diagnostic accuracy (sensitivity 93%, specificity 100%)



Diabetes insipidus
Differential diagnosis



Diabetes insipidus
Key messages



AVP deficiency Diabetes insipidus
Key messages

 New disease name to integrate in daily practice

 Convincing evidence to suggest desmopressine escape strategy 
as a mean to reduce risk of dilutional hyponatremia

 Stepwise diagnostic exploration: need to refer complex cases 
with borderline copeptin results in arginine stimulation for 
hypertonic saline testing



Oxytocine deficiency 
in patients with AVP deficiency

Meyer-Lindenberg et al, Nat Rev Neurosci 2011



Oxytocine deficiency 
in patients with AVP deficiency



Oxytocine deficiency 
MDMA provocation test



Oxytocine deficiency 
MDMA provocation test



Oxytocine deficiency 
Key messages

 MDMA provocation test is able tor detect oxytocin deficiency in patients 
with AVP deficiency (diabetes insipidus)

 Oxytocin deficiency is associated with relevant psychopathologic findings 
and could account in part for the decreased quality of life in patients with 
AVP deficiency



Hyponatremia/SIADH 
Osmotic demyelination syndrome

Verbalis et al, Am J Med 2013



Hyponatremia/SIDAH 
Osmotic demyelination syndrome

George et al, Clin J Am Soc Nephrol 2018



Hyponatremia/SIDAH 
Osmotic demyelination syndrome

 89% of patients had Na ≥ 120 mmol/l
 ODS incidence 2.5% in patients with Na < 110 mmol/l
 Ascertainment of ODS only by MRI is not sufficiently 

sensitive to detect all cases



Hyponatremia/SIADH
Key messages

 Osmotic demyelination syndrome occurs very rarely in the
absence of high risk factors (hypokalemia, malnutrition, liver
cirrhosis, alcohol excess)

 Most experts still suggest caution in patients with chronic
hyponatremia & baseline Na levels < 120 mmol/l (correction
limit for first 24h: 10-12 mM without risk factors, 8 mM with
any risk factor)



Acromegaly 
New drug in development



Acromegaly 
Paltusotine, ACROBAT Advance



Acromegaly 
Paltusotine, phase III



Acromegaly 
Paltusotine, phase III



Acromegaly 
Paltusotine, phase III



Acromegaly
Key messages

 Once-daily oral Paltusotine maintained IGF-1 and GH levels to
levels comparable to prior injected SRLs up to 2 years

 Oral Paltusotine was well-tolerated and most subjects preferred
this formulation over injected SRLs

? No data as a first-line therapy (instead of injected SRLs)
? No head-to-head comparison with injected SRLs



Hypophysitis 
Immune checkpoint inhibitors

Hattersley et al, Clin Med (Lond). 2021



Hypophysitis 
Immune checkpoint inhibitors

Yuen KCL et al, Endocr Practice. 2022



Hypophysitis 
Immune checkpoint inhibitors

Low threshold for 
testing of adrenal axes 
if the clinical status 
changes (new-onset 
headache, visual 
changes, anorexia, and 
malaise or fatigue)

Other guidelines
Before each ICI dose 
(especially CTLA-4 
inhibitors) for 6-9 
months



Hypophysitis 
Immune checkpoint inhibitors

≈ 80 nmol/l ≈ 80-420 nmol/l



Hypophysitis 
Immune checkpoint inhibitors



Testosterone replacement
Traverse Trial (CV safety)

FDA alert for all testosterone 
prescriptions in 2014

1) 2)



TRAVERSE Trial - Design



TRAVERSE Trial – Intervention & outcomes



TRAVERSE Trial



TRAVERSE Trial – Main results

Low retention in both groups
 Discontinuation rate of 60% higher than in standard 

CV safety trials but similar to previous trials of 
testosterone and studies on chronic diseases 
(obesity, menopause, pain) 



TRAVERSE Trial – Adverse events 



TRAVERSE trial
Key messages

 Testosterone gel therapy for a mean duration of 22 months did
not increase CV events as compared to placebo in middle-aged
and older men with hypogonadism (clinical symptoms and low
testosterone)

 No increase in prostatic cancer, low overall incidence of
adverse events

? Low retention of participants
? Relatively short follow-up



Thank you for your attention
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