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The exposure history is critical but difficult to obtain
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Pathology determines outcomes in chronic HP
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Antigen avoidance is first-line therapy

23 patients with Bird Fancier’s Lung (mostly down comforters)
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The impact of steroids on acute HP

* 36 patients with acute Farmer’s Lung in a randomized, double-blind, placebo trial
--20 received prednisolone (40 mg tapered over 8 weeks); 16 received placebo
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Kokkarinen etal. Am Rev Respir Dis 1992; 145:3-5.
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Steroids may be beneficial in cHP

1129 patients with ILD
hospitalized from 2005 to 2019 in our center _

Baseline characteristics:

944 excluded

* 621 ILD not diagnosed as fibrotic HP

—— + 278 suspected of fibrotic HP without
pathological examination or inhalation test oo .

- 45 acute HP Antifibrotics

[ 185 patients with fibrotic HP

R 13% pred group; 22% non-pred group (NS)

* 31 without insufficient data
* 7 with PDN treatment before the diagnosis
+ 3 with subsequent chemotherapy for cancer

144 pationts with Fbrotic FP Immunosuppression
il 46% in the pred group (mostly CsA, TAC)

107 PDN-treated patients | (37 PDN-untreated patients Ofy . h d
after the diagnosis over observation period -
(PDN gm:p) (non-PDN group) 0 In t e n 0 n p re g ro u p

|

1 : 1 propensity score matching

Entire cohort

i i
30 Matched patients 30 Matched patients
in PDN group in non-PDN group

Matched cohort
Fig. 1 Patient recruitment flow diagram detailing the inclusion
and exclusion of patients and the reasons for exclusion. The bold
lines represent the patient groups included in further analysis. HP
hypersensitivity pneumonitis; ILD interstitial lung disease; PDN
prednisclone
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Steroids may be beneficial in cHP

a Entire cohort b Matched cohort | For the Entire cohort:
- PDN = . .
100ty , . . TR group (n = 30) PDN group was sicker at baseline
L, ==non-PDN group(n=3 '
. S . T FVC 58% vs 71% (p<0.001)
S i <. DLCO 45% vs 56% (p=0.005)
w B0 i = '..l——ﬂ———i—‘—i————l . .
| ! E i PDN group had more fibrosis
£ SN oo 2 -+ non-PDN group (n = 30) Traction bronchiectasis 93% vs 78% (P=0.03)
= - group (n = = .
% 2 ? a0 Honeycombing 58% vs 38% (p=0.055)
P =0.040 (HR, 1.878; 95%Cl, 1.029-3.426) P = 0.032 (HR, 0.250; 95%CI, 0.071-0.886)
% 10 20 30 40 50 60 % 10 20 30 40 50 &0
observation period (month) observation period (month) For the Matched cohort:
Number at risk Number at risk . . . . .
tmu-::]f;fr:_' group: 37 36 32 24 17 10 g PDN Eraup: 30 30 29 27 23 20 18 |V|OSt patlents d|d not have extensive f|brOS|S
group:107 - 85 72 55 40 a2 28 non-POM group: 30 29 25 18 13 10 7

Fig. 2 Kaplan-Meier curves for survival in the entire cohort and the matched cohort. Solid and dotted lines represent the PDM group and the
non-POM group, respectively. a In the entire cohort, the survival rate was significantly worse in the PDN group, with P=0.040 (hazard ratio [HR],
1.878; 95% confidence interval [CI], 1.029-3.426). The median survival periods were 37 months (95% Cl 26-55 months) and NR, respectively. b In the
matched cohort, the survival rate was better in the PDN group, with P=0.032 (HR, 0.250; 95% Cl, 0.071-0.886). The median survival durations were
MR and &0 months, respectively. Cf confidence interval; HR hazard ratio; NR not reached; PDN prednisolone; 50 standard deviation

Propensity score based on the following: Age, sex, smoking history, %FVC, %FEV1,
presence of honeycombing, traction bronchiectasis and mosaic attenuation on CT

Project
" Ejima et al. BMC Pulm Med (2021) 21:243 ECHO®



ik

Steroid-sparing agents may be beneficial

Retrospective evaluation of 70 patients with chronic HP
51 received MMF
19 received AZA
(84% were receiving concurrent prednisone)
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Morisset et al. CHEST 2017; 151(3):619-625

FVC 10% improvement in 13% of patients
DLCO 10% improvement in 20% of patients
Ave prednisone (mg/d) 12.3 = 3.75
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Adverse events

Steroid-sparing agents are better tolerated than steroids in HP
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" Adegunsoye et al. ERJ Open Res 2017; 3:00016-2017
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131 chronic HP patients
71% received immunosuppression

Same outcome: prednisone/AZA/MMF

Treatment related AEs (vs prednisone):

- 54% less w/ AZA
- 66% less w/ MMF



Rituximab for chronic HP

Retrospective study of 20 cHP patients progressing despite antigen avoidance
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i Figure 3: Difference in the dose of corticosteraids 6 manths before and after the introduction
Figure 1: relative change in FVC (% of predicted value), 6 months before and afier the Figure 2: relative change in DLCO (% of predicted value) in & patients (for whom a DLCO of riuximab (n = 20). The median values are represented by the bold lines. * and **: p
introduction of rituximab (n = 20The median value is represented by the bold line. ** and value was available at the initiation of vituximab), 6 months before and after the imroduction <0.05 and <0.01 respectively.
*=**. p <0.01 and <0.001, respectively. of rituximab. The median value is represented by the bold line.
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Telomere length impacts treatment outcomes
in chronic HP

B. 100% 1 1
D e 189 patients with HP
thoes L  Stratified by leukocyte telomere length
< 75% _ .
. L 75%-
o = Q2-Q4 ~-MMF
2 = .
c > Q1 -MMF
3 c
@ 50% 2 50%-
¥ 2 Log rank P=0.023
0% 1 Log rank P=0-003 o 0% 1. ' I ' |
0 12 24 36 48 0 12 24 36 48
Time (Months) Time (Months)
Q1 47 26 5 3 2 Q1, - MMF 21 13 0 0 0
3 4 19 18 14 Q2-Q4, - MMF 51 31 19 10 9
Q4 46 37 22 19 14

" Adegunsoye et al. Eur RespirJ. 2021 March ; 57(3):




Nintedanib has been used to treat fibrotic HP (INBUILD trial)

@ Hypersensitivity pneumonitis

@ Auvtoimmune interstitial lung
diseases

3 Idiopathic non-specific
interstitial pneumonia

[ undlassifiable 1IP

O other interstitial lung diseases

n analysed Difference Treatment by
(95% Cl) subgroup by
time interaction

Mintedanib  Placebo

Hypersensitivity pnewmonitis 84 89 —-—:— 731(-8-6t0154-8) p=0-41
Autoimmune interstitial lung diseases 82 a8 — 104.0 (211 to 186.9)

iNSIP 64 61 _._._ 1416 (46-0t0 237-2)
Unclassifiable 1P 64 50 B U S 683 (31.4101681)

Other interstitial lung diseases 38 43 — . 1971 {77-6 to 316-7)

All patients 332 33 —+— 107-0 (654 to 148.5)
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Summary

HP can be challenging to treat and frequently presents with a progressive
fibrotic phenotype

When identifiable, avoidance of the implicated organic antigen is critical

The use of immunosuppression may improve outcomes for select patients
with an inflammatory component of disease

Antifibrotic therapy may play a role in patients with progressively fibrotic disease
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