Endocrine Manifestations of Langerhans Cell Histiocytosis
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Introduction

Langerhans cell histiocytosis (LCH) is a rare granulomatous and proliferative disease. Clinical presentation and aggressiveness are
very heterogeneous, extending from very benign to disseminated forms, that causes significant mortality. Indeed, LCH aggregates In
one entity a group of diseases characterized by clonal proliferation and/or accumulation of cells phenotypically similar to cutaneous
Langerhans cells (surface markers and ultrastructure). Multisystem forms frequently have hypothalamo—pituitary axis involvement.

Clinical Case 1 Clinical Case 2

A 15-year-old Caucasian woman presented with a 14-month A 37-year-old Caucasian man presented with a 6-month history
history of headaches, secondary amenorrhea. She reported of otalgy, otorrhea, weight loss, and brown maculo-papular skin
polyuria and polydipsia in the last 2 years. rash. He reported polyuria, and polydipsia in the previous 5

years. Recently he noted vision impairment. A mass In the
temporal bone was found. Imaging studies revealed osteolytic

Analyte Result Reference | . . .
nsulin Tolerance Test TRH Test
Glucose 85 co109mga lesions In the temporal bone and a 2 cm suprasellar mass.
Creatinine” 0.9 0.66-1.09 mg/dL ) _ Time TSH FT4 FT3
Na* 144 136146 mmol/L '[lme Glucose ACTH Cortisol GH (minutes) (pUI/mL) (Ng/I%) (pa/%)
(minutes) | (mg/dL)  (pg/mL)  (ug/dl)  (HUIL) s .
K* 4.1 3.5-5.1 mmol/L 0 1.1 0.6 297 Hypothalamo-Pituitary Axis
Dsmﬂlﬂ"t}’* 287 260-302 mDSMFkg 0 87 43 18 0.3 20 7.8
IGF-1 341 183-996 ng/mL 60 8.4
PRL 66 < 20 ng/mL 15 41 27 16 0.3
TSH 1.1 0.4-4 pUl/mL 30 18 33 15 0.4 GnRH Test
FT3 297 230-530 pg/%
FT4 0.6 0.78-1.94 ng/% 45 55 99 21 0-3 Time LH FSH
FSH <0.07 pU/mL 60 70 67 22 0.2 (minutes) f (uUlimL) — (UlmL)
LH <0.07 uU/mL 90 81 30 15 0.2 0 <0.07 <0.07
E2 14 pg/mL 20 0.4 0.9
Progesterone 0.9 ng/mL 120 90 26 11 0.2 60 0.5 28
* - Serum analytes
Analyte Result Reference TRH Test GnRH Test
Glucose 77 60-109 mg/dL . -
Creatinine” 0.8 0.66-1.09 mg/dL Time TSH FT4 FT3 Time LH FSH
g - ] ™ Na* 137 136146 MMOLL (minutes) (HUVmML) (Ng/%) (Pg/%) (minutes) (HUI/mL) (UUI/mL)
Pituitary transcranial surgery K+ 45 3.5.5.1 mmol/L 0 1.8 0.6 148 ;ﬂ *:0'3-11 flﬂ-ﬁﬁ
AT e e - ity 20 7.9 . .
oo j;-a' };'; After surgery: panhypopituitarism %SE ?lahw 22?52 EEE?;BT HD;:LHQ 60 6.9 60 0.1 1.0
. . w - Levothyroxine 50 pg id
Imaging: hypothalamic mass of 10 mm %’e Pl _ Ethinylestradiol 0,03 mg gestodene 0.075 mg id PRL 38 <18 ng/mL
...' R - Desmopressin 0.1 mg/mL id TSH 18 0.4-4 pUl/mL
A, N, - Hydrocortisone 5 mg id FT3 148 230-530 pg/% ACTH Stimulation Test
. " - = . FT4 0.6 0.78-1.94 ng/%
Histology: inconclusive = e <15uUlmL Time Cortisol ACTH
I'\-,_ _/'f" LH <0.1 <0 uUIi’mL (minutes) (Hg/dL) (pg/mL)
Total Testosterone <0.1 2 7-11 ng/mL 0 3.2 15
Free Testosterone 0.8 13-40 pg/mL 60 16
* - Serum analytes
9 monts after surgery... _ L _
Temporal Bone Histology: Langerhans Cell Histiocytosis
i e £ . - -
_ _ o0 jﬁ 0 _ _ w3 Prednisolone/Methotrexate/Vimblastine
MRI: hypothalamic residue of 14x12.8 mm e’ £, Adjuvant radiotherapy (54Gy) ¥ % Endocrine substitutive Rx Comblete Remission
i " %‘:;‘ﬂf - Desmopressin 0.1 mg id P
oy o -L ine 100 pg id ' . .
> - T:!w _ ;‘;",ﬂﬁﬁﬂﬁe mrﬁgiﬁmg + 5mg ‘ Permanent endocrine deficits
. ' “ - Testosterone 250 mg each 3 weeks

3 years after surgery...

Clinical Case 3

Patient reported a 16-month history of vulvar ulceration, to

which she had been submitted to three surgical excision A 60-year-old Caucasian woman presented with 6-month
procedures In the previous year. history of jaw pain and weight loss. Secondary evaluation
- revealed polyostotic Langerhans cell histiocytosis and the
( Vulvar Histology: Langerhans Cell Histiocytosis patient was treated with zoledronic acid. Three years later she
*” complained of headaches, polyuria and polydipsia. MRI
Hypothalamo-Pituitary Axis revealed pituitary stalk enlargement.
Analyte Reference BmTcHMDP Scintigraphy
Glucose 80 60-109 mg/dL
Creatinine”® 0.75 0.66-1.09 mg/dL
Na* 140 136-146 mmol/L
Osmoaiiy T Z0 3 moSHig ACTH Stimulation Test
IGF-1 135 81-225 ng/mlL ime ortiso
i m—T mnies | ooy ot
FT3 924 1.8-4.2 pgimL 0 3.2 15
FT4 0.7 0.8-1.9 ng/dL 60 16
FSH 2.5 pUI/mL
- LH 1.3 uuUmL
& vy e Vul dioth (10 Gy) E2 20 pg/mL
";j #"E!‘ Pl:eziri;zlt:nﬁe!ﬁ:tﬁitrexatiwimbIastine *Piﬂs?:rsl}renm.::zmes 24 ng/mL
o J;;,.i Endocrine substit_utive R:F Complete Remission ) .
:J F:f ftfﬁ:ﬁiﬁggzifgﬁf ﬂg gestodene 0.075 mg id Permanent endocrine deficits ri':i;ﬁnﬁ??; Prednis-:_ﬂlnneN imbI?Eti"E
) ‘!., - Desmopressin 0.1 mg/mL id ﬂ,f‘ Endocrine substitutive Rx
. - Hydrocortisone 5 mg id - ,‘:;;.?- vﬁ{ ~ Desmopressin 0.1 mg id
N i dEoo - Levothyroxine 100 pg id )

Conclusion

« All cases described had hypothalamo-pituitary axis involvement with pituitary failure. The dominant manifestation was diabetes
Insipidus.

* |f not treated promptly LCH may have a considerable morbi-mortality with permanent endocrine failures, that require proper
hormonal substitution. Relapses may occur and appropriate follow-up is recommended.
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