Predictors of response to steroid therapy in primary anterior or pan-hypophysitis
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* |ndication of steroids in primary autoimmune hypophysitis is not well defined (1).

* Recent literature suggests that, in primary hypophysitis, steroids are preferred only for mass symptoms or visual deficits (2).
* We aimed to find predictors of response at 1 year after steroid therapy.

Factors Hormonal Outcome Radiological Outcome
Responders | Non-Responders P Responders | Non-Responders P
Inclusion : Patients with anterior | Exclusion: Patients with isolated Symptoms
or pan-hypophysitis defined as | infundibuloneurohypophysitis or h
Gutenberg score <0 (3) secondary causes of hypophysitis Symptom onset (mont S)
<6/ 10 (83%) 2 (17%) 0.0029% 11 (92) 1 (8%) 0.0077#
_\ / >6 0 (0%) 4 (100%) 1 (25%) 3 (75%)
: Gender
Male| 2 (20%) 2 (33%) 0.551 3 (25%) 1(25%) 1
“Improvement” (defined as improvement in “Stable” or Female| 8 (80%) 4 (67%) 9 (75%) 3 (75%)
at least one radiological or hormonal “Worsened Headache
parameter without worsening of any other) Yes| 8 (80%) 4 (67%) 0.551 O (75%) 3 (75%) 1
\ Y Nol 2 (20%) 2 (33%) 3 (25%) 1 (25%)
v Visual Field Deficit
Yes| 3(30%) 2 (33%) 0.8892 4 (33%) 1 (25%) 0.7555
Nol 7 (70%) 4 (67%) 8 (67%) 3 (75%)
remained stable or worsened. & : 5 Hypogonadism
regression analysis.
Yes| 4 (40%) 2 (33%) 0.7/897 4 (33%) 2 (50%) 0.551
N=23 (17 Females with Mean Age 38 yrs Nol 6 (60%) 4 (67%) 8 (67%) 2 (50%)
Group A (Steroid Treated) : N =16 Hypothyroidism
10 patients received IV. methylprednisolone (1gm/day for 3 days) Yes| 6 (60%) 3 (50%) 0.6963 7 (58%) 2 (50%) 07711
followed by oral prednisolone (1mg/kg for 6 weeks and tapered) No| 4 (40%) 3 (50%) 5 (42%) 2 (50%)
and 6 patients received oral steroids only. ¥ tisol
Group B (Observed Only): N=7 ypocortisolism
: : : : : Yes| 7 (70%) 4 (67%) 0.8892 10 (83%) 1(25%) 0.0293*
 13/16 patients improved in Group A and (2/7) patients in No| 3 (30%) 2 (33%) 2 (17%) 3 (75%)
Group B (P=0.014). (Fig 1) . .
* In Group A, 62.5% (10/16) and 75% (12/16) patients showed || ' Radiological Parameters
hormonal and radiological improvement, respectively; | |Pituitary Height
whereas 37.5% (6/16) and 25% (4/16) remained hormonally <lcm| 4 (40%) 4 (67%) 0.3017 6 (50%) 2 (50%) 1
and radiologically stable, respectively. >Icm| 6 (60%) 2 (33%) 6 (50%) 2 (50%)
* No patient worsened. Pituitary Volume
On both univariate and logistic regression analysis, <2cm3| 7 (70%) 1(17%) 0.0389% 6 (50%) 2 (50%) 1
Predictors of hormonal improvement were >2cm3| 3 (30%) 5 (83%) 6 (50%) 2 (50%)
1. Symptom onset <6 months (83.3% vs 0%, P=0.0029) Stalk thickened
2. Pituitary volume sz.cm3.(70% vs 16.6%, P=0.0389) Yes| 5 (50%) 0 (0%) 0.0367# 3 (25%) 0 (0%) 0.2673
3. Absence of stalk thickening (50% vs 0%, P=0.0367) No| 5 (50%) 6 (100%) 9 (75%) 4 (100%)
(0) (o) (o) (o)
Predictors of radiological improvement were Extra/Parasellar extension
1. Symptom onset <6 months (91% vs. 25%, P=0.0077) Yes| 3 (30%) 4 (67%) 0.1523 5 (42%) 2 (50%) 0.7711
2. Presence of central hypocortisolism (83.3% vs 25%, P=0.0293) No, 7 (70%) 2 (33%) 7 (58%) 2 (50%)
Group A (Steroids) HVpOphVSltls type
2 Pan-| 3 (30%) 2 (33%) 0.8892 3 (25%) 2 (50%) 0.3502
T — Anterior| 7 (70%) 4 (67%) 9 (75%) 2 (50%)
1 16 Route of steroid administration
: m— IV| 6 (75%) 4 (67%) 0.7327 | 8 (67%) 2 (50%) 0.551
: 62.5% Orall 2 (25%) 2 (33%) 4 (33%) 2 (50%)
e 37?ry Table 1. Predictors of outcome in patients receiving steroid therapy. # P<0.05 significant
4 .D/0 _
2 0% 2|5‘T: 0% sroup 8 Fig 2. Subgroup Analysis of Group
0 ' | B with predictors of response
Improved Stable Worsened Improvedr Ej;table Worsened Hormonal Outcome Radiological Outcome from Group A
Total Hormonal C}L,lt[:c:rmZsmxmﬂES Radiological Outcomes J, ] I ] _ BOth patients WhO improved
28.6% Improved || 71.4% Stable 71.4% Stable | | 28.6% Worsened hormonally had preserved cortisol
Group B (Observed Only) No. of patients 2/7 5/7 5/7 2/7 axis and pituitary volume <2cm3.
8 Duration of symptoms <6 1/2 2/5 2/5 1/2 - Both patients with radiological
7 months _ worsening had central
K 7 C?”fra' Hypocort'so"sr: 0/2 >/5 3/5 2/2 hypocortisolism, pituitary volume
E : . - Pituitary Volume >2cm 0/2 2/5 0/5 2/2 s2¢cm3 and stalk thickening.
%4 71.4% 71.4% Stalk thickening 2/2 3/5 3/5 2/2
‘% 3 Discussion: This study presents four predictors of improvement for patients receiving steroid therapy.
" s —  Symptom onset <6 months would correspond to ongoing inflammation before fibrosis sets in.
1 2|3-5|% 0% 0% ZT-6|% * The presence of central hypocortisolism may be a worse outcome predictor, affirming the theory that
0 > > cortisol may itself reduce inflammation in the pituitary (4).
mproved  Stable  Worsened Improved  Stable — Worsened e Gta|k thickness and the pituitary volume reflect degree of inflammation in the pituitary. These findings
fotal Hormona OUtCDmthI_WS Radiological Outcomes are in agreement with a study by Chiloiro et al. who demonstrated pituitary stalk thickening and
) volume as predictors of response with steroid therapy (1).
Fig 1. Outcomes of patients in our study * There was no significant difference between oral and intravenous steroids in our study.

Conclusion: Steroids should be strongly considered for those with duration of symptoms <6 months, presence of central hypocortisolism, thickened pituitary stalk and a
pituitary volume >2cm3.
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