SUPPORTING INFORMATION TO
ADJUNCT PREDNISONE IN COMMUNITY-ACQUIRED PNEUMONIA: 180-DAY
OUTCOME OF A MULTICENTRE, DOUBLE-BLIND, RANDOMIZED, PLACEBO-

CONTROLLED TRIAL”

Supplemental table S1. Baseline characteristics of per-protocol population

Supplemental table S2. Overview of primary and secondary endpoints per-protocol

Supplemental table S3. Subgroup analyses per-protocol for the primary endpoint
mortality

Supplemental table S4. Subgroup analyses per-protocol for the secondary endpoint
recurrence

Supplemental table S5. Subgroup analyses per-protocol for the secondary endpoint
secondary infection

Supplemental table S6. Overview of disease activity scores of intention-to-treat
population

Supplemental figure F1. Trial flow chart per-protocol

Supplemental figure F2. Kaplan-Meier-curve of time to death per-protocol



Supplemental table S1. Baseline characteristics of per-protocol population

Placebo (n=359) Prednisone (n=355) p-value
General characteristics
Age, median (IQR), y 72 (60, 82) 74 (61, 84) 0.19
Male Gender, No. (%) 225 (62.7%) 217 (61.1%) 0.67
Clinical variables
Days with symptoms, median (IQR), d 4(2,7) 42,7 0.92
Temperature, median (IQR), °C 37.6 (37, 38.3) 37.5 (37, 38.2) 0.75
Systolic blood pressure, median (IQR), mmHg 123.5 (110, 140) 124 (110, 140) 0.73
Heart rate, median (IQR), bpm 82 (71.5, 96) 84 (74, 94) 0.74
Respiratory Rate, median (IQR), bpm 20 (18, 24) 20 (18, 24) 0.79
Sa02, median (IQR), % 94 (92, 96) 95 (92, 96) 0.94
Confusion, No. (%) 25 (7.0%) 21 (5.9%) 0.57
Laboratory values
Procalcitonin, median (IQR), ng/mL 0.4285 (0.168, 2.3) 0.46 (0.17, 2.58) 0.97
C-reactive protein, median (IQR), mg/L 161.5 (73.9, 249.6) 159 (80.1, 245.5) 0.76
Leukocytes, median (IQR), x10%L 11.96 (8.8, 15.6) 12.09 (8.8, 15.58) 0.72
PSI scoret
PSil class |, No. (%) 41 (11.4%) 43 (12.1%) 0.38
PSil class I, No. (%) 66 (18.4%) 65 (18.3%)
PSil class I, No. (%) 84 (23.4%) 62 (17.5%)
PSiI class IV, No. (%) 122 (34.0%) 135 (38.0%)
PSI class V, No. (%) 46 (12.8%) 50 (14.1%)
Total PSI score, median (IQR) ,points 86 (65, 110) 93 (63, 115) 0.23
Comorbidities
Diabetes mellitus, No. (%) 71 (19.8%) 64 (18.0%) 0.55
Insulin treatment, No. (%) 23 (32%) 21 (33%) 0.91
Chronic obstructive pulmonary disease, No. (%) |52 (14.5%) 70 (19.7%) 0.063
Heart failure, No. (%) 57 (15.9%) 72 (20.3%) 0.13
Cerebrovascular disease, No. (%) 29 (8.1%) 32 (9.0%) 0.66
Renal insufficiency, No. (%) 114 (31.8%) 114 (32.1%) 0.94
Neoplasia, No. (%) 21 (5.9%) 27 (7.6%) 0.35
Liver disease, No. (%) 11 (3.1%) 17 (4.8%) 0.24
Antibiotic pretreatment, No. (%) 87 (24.2%) 73 (20.6%) 0.24

Data are median (IQR) or number (%), unless otherwise stated. SaO2=saturation of oxygen.
PSl=pneumonia severity index.

The PSl is a clinical prediction rule to calculate the probability of morbidity and mortality in
patients with community-acquired pneumonia; PSI risk class | corresponds to age <50 years,
and no risk factors (<50 points), risk class Il to <70 points, risk class Il to 71-90 points, risk

class IV to 91-130 points, and risk class V to >130 points.(1)




Supplemental table S2. Overview of primary and secondary endpoints per-protocol

180

Endpoints Placebo Prednisone Adjusted HR or OR P
(n=359) (n=355) (95%ClI)* value
Primary endpoint
Death from any cause — no. (%) 25 (7.0%) 35 (9.9%) HR 1.13 (0.67 - 1.92) 0.645
Secondary endpoints
CAP-related Death 7 (1.9%) 6 (1.7%) OR 0.74 (0.24 — 2.30) 0.605
Re-Hospitalization — no. (%) 55 (15.3%) 67 (18.9%) OR 1.24 (0.84 - 1.85) 0.279
Recurrent pneumonia — no. (%) 12 (3.3%) 29 (8.2%) OR 2.56 (1.28 - 5.11) 0.008
Secondary infections 34 (9.5%) 61 (17.2%) OR 1.97 (1.26 - 3.08) 0.003
Type of infection
- dermatological 1 (3%) 5 (8%)
- urogenital 10 (30%) 8 (14%)
- pulmonary 11 (33%) 18 (31%)
- intestinal 10 (30%) 22 (37%)
- endocardium or foreign body | 1 (3%) 4 (7%)
- both urogenital and 0 (0%) 2 (3%)
pulmonary
New hypertension at day 180 6 (1.7%) 10 (2.8%) OR 1.71 (0.61 - 4.76) 0.304
New insulin dependence at day 1 (0.3%) 8 (2.3%) OR 7.62 (0.94 - 61.63) 0.057

Data are number (%) unless otherwise stated. HR=hazard ratio. OR=0dds ratio.

Cl=confidence interval. CAP=community-acquired pneumonia.

*Adjusted for PSI*and age

*PSI=pneumonia severity index. The PSl is a clinical prediction rule to calculate the

probability of morbidity and mortality in patients with community-acquired pneumonia; PSI

risk class | corresponds to age <50 years, and no risk factors (<50 points), risk class Il to <70

points, risk class Il to 71-90 points, risk class IV to 91-130 points, and risk class V to >130

points.(1)




Supplemental table S3. Subgroup analyses per-protocol for mortality

Subgroup variables

Placebo (n=359)

Prednisone (n=355)

Cox regression, HR
(95%Cl)

p for
heterogeneity
(interaction)t

Median age

0.350

Age £ 73 years

8/191 (4.2%)

6/174 (3.4%)

0.99 (0.33 - 2.94)

Age > 73 years

17/168 (10.1%)

29/181 (16.0%)

1.33 (0.72 - 2.44)

Initial median CRP 0.617
CRP < 159 mg/L 14/178 (7.9%) 20/177 (11.3%) 1.38 (0.68 - 2.78)
CRP > 159 mg/L 11/178 (6.2%) 14/176 (8.0%) 1.03 (0.46 - 2.34)
History of Chronic Obstructive Pulmonary Disease 0.962
no 21/307 (6.8%) 25/285 (8.8%) 1.25 (0.69 - 2.26)
yes 4/52 (8%) 10/70 (14%) 1.44 (0.42 - 4.90)
Pneumonia severity index# 0.601
PSil class I-lll 4/191 (2.1%) 6/170 (3.5%) 1.81 (0.51 - 6.42)
PSiI class IV-V 21/168 (12.5%) 29/185 (15.7%) 1.12 (0.63 - 1.98)
Blood culture positivit 0.470

Blood culture negative

221315 (7.0%)

30/320 (9.4%)

1.10 (0.62 - 1.93)

Blood culture positive

3144 (T%)

5/35 (14%)

1.18 (0.24 - 5.73)

Data are number (%) unless otherwise stated. HR=hazard ratio. Cl=confidence interval.

*The PSl is a clinical prediction rule to calculate the probability of morbidity and mortality in

patients with community-acquired pneumonia; PSI risk class | corresponds to age <50 years,

and no risk factors (<50 points), risk class Il to <70 points, risk class Il to 71-90 points, risk

class IV to 91-130 points, and risk class V to >130 points.(1)

TCox proportional hazards model including an interaction term of the respective subgroup

variable with treatment group.




Supplemental table S4. Subgroup analyses per-protocol for the secondary endpoint

recurrence
Subgroup Placebo (n=359) | Prednisone (n=355) | Logistic regression, p for
variables OR (95%CI) heterogeneity
(interaction)t
Median age 0.525

Age £ 73 years

8/191 (4.2%)

15/174 (8.6%)

2.25 (0.92 - 5.48)

Age > 73 years

4/168 (2.4%)

14/181 (7.7%)

3.43 (1.10 - 10.69)

Initial median CRP 0.248
CRP < 159 mg/L 3/178 (1.7%) 13/177 (7.3%) 4.52 (1.26 - 16.18)

CRP > 159 mg/L 9/178 (5.1%) 16/176 (9.1%) 1.88 (0.81 - 4.39)

History of Chronic Obstructive Pulmonary Disease 0.964
no 9/307 (2.9%) 20/285 (7.0%) 2.50 (1.12 - 5.59)

yes 3/52 (6%) 9/70 (13%) 2.47 (0.61 — 10.02)

Pneumonia severity index# 0.832
PSlI class I-llI 6/191 (3.1%) 14/170 (8.2%) 2.79 (1.05 - 7.44)

PSlI class IV-V 6/168 (3.6%) 15/185 (8.1%) 2.51 (0.94 - 6.67)

Blood culture positivity 0.015

Blood culture
negative

7/315 (2.2%)

28/320 (8.8%)

4.21 (1.81 - 9.79)

Blood culture
positive

5/44 (11%)

1/35 (3%)

0.14 (0.01 - 1.77)

Data are number (%) unless otherwise stated. OR=0dds ratio. Cl=confidence interval.

*The PSl is a clinical prediction rule to calculate the probability of morbidity and mortality in

patients with community-acquired pneumonia; PSI risk class | corresponds to age <50 years,

and no risk factors (<50 points), risk class Il to <70 points, risk class Il to 71-90 points, risk

class IV to 91-130 points, and risk class V to >130 points. (1)

TLogistic regression including an interaction term of the respective subgroup variable with

treatment group.




Supplemental table S5. Subgroup analyses per-protocol for the secondary endpoint

secondary infection

Subgroup Placebo Prednisone Logistic regression, p for
variables (n=359) (n=355) OR (95%Cil) heterogeneity

(interaction)t
Median age 0.405

Age £ 73 years

14/191 (7.3%)

28/174 (16.1%)

2.44 (1.24 - 4.82)

Age > 73 years

20/168

33/181 (18.2%)

1.68 (0.92 - 3.07)

(11.9%)
Initial median CRP 0.099
CRP <159 mg/L | 17/178 (9.6%) | 40/177 (22.6%) 2.76 (1.50 - 5.10)
CRP > 159 17/178 (9.6%) | 21/176 (11.9%) 1.27 (0.65 - 2.51)
mg/L
History of Chronic Obstructive Pulmonary Disease 0.282
no 29/307 (9.4%) | 43/285 (15.1%) 1.70 (1.03 - 2.81)
yes 5/52 (10%) 18/70 (26%) 3.11 (1.05 - 9.19)
Pneumonia severity index* 0.505
PSlI class I-llI 15/191 (7.9%) | 28/170 (16.5%) 2.33 (1.20 - 4.53)
PSlI class IV-V 19/168 33/185 (17.8%) 1.69 (0.92 - 3.11)
(11.3%)
Blood culture positivity 0.673

Blood culture
negative

28/315 (8.9%)

51/320 (15.9%)

1.94 (1.19 - 3.17)

Blood culture

6/44 (14%)

positive

10/35 (29%)

2.20 (0.69 - 7.07)

Data are number (%) unless otherwise stated. OR=0dds ratio. Cl=confidence interval.

*The PSl is a clinical prediction rule to calculate the probability of morbidity and mortality in

patients with community-acquired pneumonia; PSI risk class | corresponds to age <50 years,

and no risk factors (<50 points), risk class Il to <70 points, risk class Il to 71-90 points, risk

class IV to 91-130 points, and risk class V to >130 points. (1)

TLogistic regression including an interaction term of the respective subgroup variable with

treatment group.




Supplemental Table S6. Overview of disease activity scores of intention-to-treat

population
CAP score* Placebo (n=366) Prednisone (n=361) | p - value
CAP score* at day 5, median (IQR) 58.3 (40.2 - 74.0) 57.7 (40.8 - 76.3) 0.526
points
CAP score* at day 30, median 84.3 (71.9 - 88.8) 81.1 (67.5 - 88.2) 0.095
(IQR), points
CAP score* at day 180, median 88.2 (80.5 - 94.1) 88.2 (78.1 - 94.1) 0.171
(IQR), points

Data are median (IQR) unless otherwise stated. CAP = Community-acquired Pneumonia.
*The CAP score is a disease-specific activity score for CAP. It ranges from 0 to 100, 0

marking the worst, 100 the best score.(2)



2911 patients were assessed for eligibility

1504 patients did not meet eligibility criteria, of which:

- 241 informed consent not possible (dementia, disability)
—————>| - 508 with immunosuppression

- 667 with indication for steroids

- 88 with gastrointestinal bleeding within the past 3 months

—)| 605 patients were eligible, but declined to participate

W

802 patients underwent randomization

I Prednisone: 402 I

| Placebo: 400

—ﬂ 10 blinded post-randomization exclusion}

| 8 blinded post-randomization exclusion ](—

I Patients in intention-to-treat-analysis: 392 I

v

I Patients in intention-to-treat-analysis: 392

30 protocol violators:

- i.c. withdrawn for study medication (18)
- application mistakes (6)

27 protocol violators:

- i.c. withdrawn for study medication (12)

- application mistakes (8)

- Study medication stopped due to <
active glucocorticoid indication (4)

- potential adverse event (3)

> Study medication stopped due to
active glucocorticoid indication (1)
- potential adverse event (5)
v
I 362 Patients treated per protocol I

Informed consent withdrawn for study
medication at 30 days (1)
Lost to follow-up at 180 days (6)

v

I 355 Patients complete follow-up at 180 days I

Supplemental figure F1. Trial flow chart per-protocol

v

I 365 Patients treated per protocol

A 4

Lost to follow-up at 30 days (3)
Too many missing data for further analysis (1)

v

| Lost to follow-up at 180 days (2) |

I 359 Patients complete follow-up at 180 days I

The difference between study flow chart of STEP analysis 30 days and 180 days is due to

new information and change of diagnosis during hospitalisation (one patient suffered of

diverticulitis instead of pneumonia).
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Number at risk
Placebo group 359 348 346 345 344 342 341 337 337 336
Prednisone group 395 346 339 335 330 327 327 327 325 323

Supplemental figure F2. Kaplan-Meier-curve of time to death per-protocol
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