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What is a Bacterial Lysate?



CHES M

1) PMBL (Polyvalent Mechanical Bacterial Lysate) ;

2) PCBL (polyvalent chemical bacterial lysates )

Ismigen® ,

OM-85 (Broncho-Vaxom®) , OM-89 (Uro-Vaxom), Lantigen B, Luivac,
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Bacterial lysate

RTls,

COPD

rhinitis, rhinosinusitis

Urinary tract infections (UTls)



What is a Bacterial Lysate?
* 88

H.influenzae ~ Diplococcus
pneumoniae
Klebsiella Klebsiella PR\ 4 .
pneumonioe ozaenae \ Mechanical or 4 * @ P *
S ° * Chemical Lysis Qy o ;\ ®
o® on? “

Staphylococcus  S. pyogenes

b

aureus Bacterial Pathogen-Associated
Fragments Molecular Patterns
'..’ WG (PAMPs)

Streptococcus Neisseria
viridans catarrhalis

Host-directed immunomodulator.
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Bacterial Lysate: A Multivalent PAMP Complex

Mechanisms of Immune System Modulation and Pathway Activation

The Input:
Composition & Definition

Composition

Bacterial Lysate (BL) is a multivalent
preparation containing antigen-rich
cell fragments and
Pathogen-Associated Molecular
Patterns (PAMPs). [2, 3]

The Process:
PAMP-PRR Interaction

Dendritic Cells (DCs), Macrophages (M)

PAMP-PRR Interaction

Lysate-derived PAMPs bind to specific

pattern recognition receptors (TLR2, TLR4)
on myeloid cells, triggering maturation and
intracellular signaling cascades. [8, 21, 53]

The Output:
Systemic Activation

Innate Immunity

P

—~ @ — %%
o® (5]

NK cells Cytokine Milieu
(IL-1,1L-6, IL-12, TNF-a)
> 5 Adaptive Immunity

/

b
. .

Th1 cells Cytotoxic T cells  B-cells
(CD8+) (IgA, 1gG)

Conclusion

BL functions as a comprehensive "PAMP
Mix," effectively bridging the immune

system to trigger and harmonize both Innate
and Adaptive immune responses. [9, 19, 99]




Gut—Lung Immune Axis:
Mechanism of Action
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OM-85 induces trained immunity and enhances mucosal defense

1. FIRST EXPOSURE (Priming) 2. IMMUNE ACTIVATION & TRAINING 3. SECOND INFECTION (Recall)

= Respiratory pathogens
7 P ryp g
INNATE IMMUNITY & o &% (Bacteria / Viruses)
Macrophaget  Neutrophil 1 NK cell 1 - by
ARy A "o @ Macrophage t  Neutrophil 1 NKcell )
A /,o_’, t)‘;\;\\ ,,—-'?\
¢ l:@’:)
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» Enhanced cytokine production (TNF-a, IL-1B, IL-6) Faster response
‘ * Increased phagocytosis and microbicidal activity P Stronger response
Dendritic cell & Faster and stronger response upon re-exposure ¥
_ \ 4 + B ceII IgA T Respiratory mucosa
- ivati 2 A 3K X
_ NF-iB activation | ADAPTIVE IMMUNITY (MUCOSAL) | 9 i
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S5 (e, H3K4me3 T, H3K27ac 1) « Enhanced IgA productlon and secretion LESS INFECTION
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\\ = J . :Seduced respll)ratt_ory infections
. . . » Fewer exacerbations
Tramed lmmunlty » Better clinical outcomes
L (Enhanced readiness of innate immune cells) k\ =4
>
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() OM-85 activates PRRs on dendritic cells - induces cytokines (IL-12, IFN-y) and epigenetic reprogramming
=h - strengthens innate and mucosal adaptive immunity - reduces respiratory infections

-



OM-85
!

Bacterial components

!
PRRs

TLR2 TLR4 NODZ2

!
NF-kB
!

Cytokine / immune activation; IL-12, TNF-o, IL-6 &
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Trained immunity
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Th1/Th2 rebalancing

\ Elevated
y) IL-13

Elevated fevy
IL-4 a Th2 < (}’ Erysted y

. IgE
Dominance

CD8+
Cytotoxic
activity

OM-85
capsule

Allergic states, chronic airway
inflammation, and heightened
viral susceptibility.

Thl & Treg
Expansion

OM-85 avoids simple immunostimulation; it acts as an immunoregulator, correcting
disease-driven Th2 bias without triggering excessive inflammatory cascades.

A NotebookLM
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ORIGINAL ARTICLE WILEY

Bacterial lysate treatment in allergic disease: A systematic
review and meta-analysis

ChengmeiLi® | HuaZhou | WeiZhang | Datian Che

19 RCTs (12 RCTs for Asthma, 3 for Allergic rhinitis , 4 for Atopic dermatitis)
(18 ; OM 85)
*Main Result

t Allergy Symptom control 24% (vs Placebo RR; 1.24 CI[1.19,1.30])
T Asthma symptom control 22% (vs Placebo RR; 1.22 CI[1.14,1.26])
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Cheng yang (2015)
Yang feng (2017)
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The level of T-cell subgroup in bacterial lysate and control group

CD4+, CD3+Th1,
CD4/CDS8, Th1/Th2

CD8+, Th2



The change of IL-4, IFN-y,
IL-5, IL-2, IL-12 in bacterial
lysate and control group
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Triggers

Bacteria Viruses Pollutants

T

e a. Inflamed COPD airway.‘ ;

Greater airway
inflammation

Systemic Bronchoconstriction,
inflammation oedema, mucus

Expiratory flow

limitation

Cardiovascular Exacerbation , Dynamic
comorbidity symptoms hyperinflation



Pathogens of acute bronchitis

& underlying disease

UK, N=780, Hospitalized Acute respiratory illness

100% -
90% -
80% -

CNo pathogen
detected

Bacteria
detected only

I Virus and
bacteria
detected

WVirus
detected only

J Infect 2014;69:507-515



ORIGINAL ARTICLE | e e e s 2225374
A Multicenter Study to Identify the
Respiratory Pathogens Associated with
Exacerbation of Chronic Obstructive
Pulmonary Disease in Korea

Tuberculosis & Respiratory Diseases




Pathogen classification

Il Bacterial and viral coinfection
Il Multiple viral infection

[ Single viral infection

1 Multiple bacterial infection
] Single bacterial infection

[1 No pathogen detected

100 -

75 4

> o3 55.3% were attributed to
g 50- o ‘ infectious pathogens
o
o
251
449 30.6 45.7
0 1 I I
Total ACO COPD
Group

Figure 1. Percentage of respiratory pathogens in patients with acute
exacerbation of chronic respiratory disease. Respiratory pathogens
were evaluated in total, asthma-COPD overlap (ACO), and chronic
obstructive pulmonary disease (COPD) groups.



Pseudomonas aeruginosa culture

Streptococcus pneumoniae culture
Haemophilus influenzae culture
Moraxella catarrhalis culture

Mycoplasma pneumoniae™
Klebsiella pneumoniae culture
Escherichia coli culture

MRSA culture

Chlamydophila pneumoniae*
MSSA culture

Legionella pneumophila PCR
Stenotrophomonas maltophilia culture
Bordetella pertussis PCR

Group A beta hemolytic Streptococcus culture
Group B beta hemolytic Streptococcus culture
Haemophilus parainfluenzae culture

Bacteria

Influenza A*
Rhinovirus PCR
Influenza B*

RSV PCR
Parainfluenza PCR
Coronavirus PCR
Metapneumovirus PCR
Adenovirus PCR
Enterovirus PCR
Bocavirus PCR

Virus

Number of patients (%)

Microorganism (strain)

0 20 40 60 80 100 120
116 (9.8)
59 (5.0)
22 (1.9)
10 (0.8)
73 (6.2)
51 (4.3)
28 (2.4)
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5 (0.4) W g g2 s 2F
5 (0.4) N HEH T8 AR

4(0.3) B CIEt M2
2(0.2) [ TGRS

2(0.2)

1(0.1)
0
124 (10.5)
103 (8.7)
39 (3.3)
42 (3.5)
38 (3.2)
38 (0.2)
36 (0.0)
13 (1.1)
3(0.3)
3(0.3)



| M) Check for updates

Chronic Bronchial Infection Is Associated with More Rapid Lung
Function Decline in Chronic Obstructive Pulmonary Disease

Miguel Angel Martinez-Garcia'?, Rosa Faner®®, Grace Oscullo', David la Rosa-Carrillo®, Juan Jose Soler-Cataluna®,
Marta Ballester®, Alfonso Muriel”, and Alvar Agusti®*-%?

Ann Am Thorac Soc Vol 19, No 11, pp 1842-1847, Nov 2022



Characteristics of COPD patients stratified by repeated
microbiologic status

No PPM PPM isolation CBIl by any PPM isolation At least 1 PA

isolation (n=87) (Not CBl) (n=48) PPM (n=66) ') (Not PA) (n=46) isolation (n=68)

Age, yr 69.1 = 9.5 71+ 84 71.4+85 70.3 9.1 1577
Male, % 86.2% 91.7% 95.5% 93% 94%
Body mass index, kg/m® 279 438 27.7*53 26.2+48 27.7 5.3 26544
Cumulative smoking exposure, 57.7 =254 62.1 = 24.1 63.6 = 37 59 = 34.8 65.6 = 30.2
pack-years
Current smokers 12.6% 22.9% 7.6% 21.7% 8.8%
Dyspnea mMRC 1.44 =1 1.56 = 0.9 1.80+0.8 1.61 =0.9 1.76 £0.9
Daily sputum production, (%) 37.9% 52.1% 62.1% 78.2% 82.3%
Bronchiectasis, (%) 43% 58% 83% 58% 88%
Charison Index 2514 2115 2515 23*1.5 23+15
FEV,/FVC, % 57114 47.7 = 12.2 48.8 13 48.7 =13.5 46.8 -12.6
Post-bronchodilator FEV,, 9% ref. 51127 47.3 125 429 +13.9 477 128 429 +13.7
Treatment with, (%)
Inhaled corticosteroids T4.7% 70.8% 68.2% 70.7% 69.1%
Long-acting bronchodilator 86.2% 95.8% 87.9% 89% 93%
Macrolides 8% 25% 31.8% 9%, 43°%,
Chronic oral or inhaled 0% 22.9% 28.8% 2%, 44%,
antibiotics
Annual exacerbation rate (during 1.38 1.2 1.71x14 259 +1.7 1.63+1.2 26+1.8

iollow-up)

PPM; Potentially pathogenic microorganism
CBI ; Chronic bronchial infection
PA ; Pseudomonas aeruginosa



FEV1 Changes

55 -
65 -

50 50 -

ﬁ 21.2 mliyr — - 21.2 milyr — _
b p = ﬂ_q-g —
“‘E _ e - 1 — FI =0.07
= 45 1 % 23.9 mllyr 5 45 - ——_
; —® 30.3 mliyr
e | RS
& — —_ p<0.001 — p=0.001
o 40 = p=0.002 40 - — ~ p=0.0086
17
o : )
O
48.5 ml’ T
35 9 | —m— Never PPM isolation 57.1 mlfyr = - 35 1 | —m— Mever PPM isolation ! —
—8— PPM isolation {no CBI) —a— |solation PPM (no PA)
—a— CBI 1| —&— PA isolation
ED T T T H T T T T T H T T T ' S'G' T T T T T N T T T T T N T
Year0 Year1 Year2 Yeard Yeard Year5 Year6 Year0 Year1 Year2 Year3 Yeard4 Year5 YearB
Number of lung ng
function test 2m 181 168 134 108 a0 49 t 201 191 168 134 108 80 49

Deaths, n 7 12 14 17 18 16 15 7 12 14 17 18 16 15
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OM-85

Ismigen

Lantigen B

21 strains of 8 bacteria Fewer exacerbations, improvement in respiratory
H. influenzae, Diplococcus Pneumoniae  symptoms, and reduced antibiotic use.

K. pneumoniae, K. ozaenae,

S. aureus, S. pyogenes, Streptococcus 14 RCTs Tmeta analylsis

viridans,, Neisseria catarrhalis

S. aureus, S. pyogenes, Fewer exacerbations, improvement in respiratory
S. viridans, S. pneumonia (6 serotypes)  symptoms, and reduced antibiotic use
K. pneumoniae, K. ozaenae, H.

influenzae serotype B, Moraxella 2 RCTs
catharralis
S. aureus, Reduced episodes of recurrent RTls

K. pneumoniae, S. pneumoniae,
S. pyogenes, M. catarrhalis
H. influenzae
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Study

Collet et al.

Li et al.

Soler et al.

Tang et al.

Meta-analysis

7

Year

1997

2004

2007

2015

2022

Ok
=

381

273

428

13 RCTs

Population

COPD

COPD / CB

Mild COPD

Stable COPD

COPD

Design

DB-RCT

Prospective

DB-RCT

DB-RCT

Meta-analysis

Key outcomes

| Exacerbation | Hospitalization

| Exacerbation | Antibiotic use

} Infection | Exacerbation

|l Recurrent exacerbation

| Exacerbation | Antibiotic use



Eur Respir J, 1994, 7, 446-452 Copyright ©ERS Journals Ltd 1994
DOI: 10.1183/09031936.94.07030446 European Respiratory Journal
Printed in UK - all rights reserved ISSN 0903 - 1936

Oral immunization with bacterial extracts for protection against
acute bronchitis in elderly institutionalized
patients with chronic bronchitis

B. Orcel, B. Delclaux, M. Baud, J.Ph. Derenne



180 + p<0.05
156 28%

90 1

Infectious episodes n

(F%)
o
1

NN

p<0.01
133 40%

o|0| L= circulating immunoglobulin
conc. Hat= BESHK| It

NS

NN\

0

32
23 /
%
Total acute infections of the Acute bronchitis eumonia and
lower respiratory tract bronchapneumonia

Fig. 1. — Number of infectious episodes of the lower respiratory tract.[]: placebo (n=143); 2: OM-85 BV (n=147). ~s: nonsignificant.



JOURNAL ARTICLE

Effects of an Immunostimulating Agent on Acute Exacerbations and
Hospitalizations in Patients with Chronic Obstructive Pulmonary Disease

J.P.COLLET ™ S. SHAPIRO, P. ERNST, P. RENZI, T. DUCRUET, A. ROBINSON the PARI-IS Study Steering Committee and Research
Group

American Journal of Respiratory and Critical Care Medicine, Volume 156, Issue 6, December 1997, Pages 1719-1724, https://doi-org-

- Aotz Qlot YR Y= LA ; 55% vs. placebo (p = .037)
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Oral Purified Bacterial Extracts in
Chronic Bronchitis and COPD*

Systematic Review (CHEST 2004: 126:1645-1655)

Clauddia Steurer-Stey, MD; Lucas M. Bachmann, MD, PhD: jﬂhr:mi Steurer, MD:
and Martin R. Trameér, MD, DPhil

13702 ME = RCTE QUALITY 71 =& 39310 A}
XE2EZ 67 &7t L3 Y Bt

Study Oualitv Score'  Treatment (n/N)* Control (n/N) * Favors treatment

Collet 1997 6 85/191 83/190

Orcel 1993 4 51/147 24/143 _._

Germouty 1986 2 11/30 29/30 -

Favors control

l |
5 g

1

91

Relative Risk

Relative Risk
(95% CI)

1.02 (0.81,1.28)

0.67 (0.51,0.88)

0.38 (0.24,0.61)
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Oral Purified Bacterial Extracts in
Chronic Bronchitis and COPD*

Systematic Review (CHEST 2004: 126:1645-1655)

Clauddia Steurer-Stey, MD; Lucas M. Bachmann, MD, PhD: jﬂhr:mi Steurer, MD:
and Martin R. Trameér, MD, DPhil

13 RCTs, N=1971

OM-85, Luivac, SL-04

Ol 2 RR; 0.83 (Cl 0.55~1.25),
s 7

§ H
3t S4& Z+A RR: 0.57 (Cl 0.49~0.66)
=) -2.7 days (Cl -3.5~-1.8)

r
N
5 F



Randomized Controlled Trial > Respiration. 2007;74(1):26-32. doi: 10.1159/000093933.
Epub 2006 Jun 12.

Double-blind study of OM-85 in patients with
chronic bronchitis or mild chronic obstructive
pulmonary disease

M Solér 1, R Miitterlein, G Cozma; Swiss-German OM-85 Study Group
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Clinical Efficacy of OM-85 in Chronic Bronchitis and Mild COPD (Soler et al., 2007)

Total Acute Exacerbations (AEs) per patient

Month 1: OM-85 (7mg)
daily for 30 days 1 0.86

-29% Reduction
(p=0.03)
Double-blind,
multi-centre RCT
Month 2:
N=273 adult Treatment gap

outpatients (>40 yrs) Placeb ' OM-8
acebo -85

Condition: Chronic “)
bronchitis or mild W Current/Past Smokers Subgroup:
: -40% reduction in acute

COPD
Months 3, 4, and 5: .
‘IRD 10-day courses exacerbations (p<0.01)

] v Safety Profile: No serious adverse
& events; well tolerated.

M Gemini Notebook



Lung (2015) 193:513-519 f ,
DOIL 10.1007/s00408-015-9737-3 CrossMark

Efficacy and Safety of OM-85 in Patients with Chronic Bronchitis
and/or Chronic Obstructive Pulmonary Disease

Hao Tang' - Zheng Fang' - Gabriela P. Saborio® - Qingyu Xiu'
MIZEAL 2255, M| SFAL

sponsor &t
(Study Design & Regimen)
? oxto| Hi& 9! o|ok = s 370 Y RI= Eof tkAl full analysis set (FAS),
h (Randomized & Placebo-Controlled) oo 5 (3- Month Reglmen) per protocol set (PPS),
- and safety set (SS).

0jE 107t 583 37HE 95 HAl
(10 days/month for 3 consecutive months)

= 428F 2| 2tXt £0{ (N=428)



8 a4 41
(Key Efficacy Results)

g 1275 34 o8 L E 2L

£¥) (12-Week Reduction in Acute Exacerbations)

Respiratory Primary Efficacy Enpoint

~450/0 31.2%

o 2 T2
(Lower Recurrence Rate)

17.0%

OM-852  9lo2
(PPS) A (PPS)
[ p=0.0013 (PPS) |

FAS Z1}: OM-85 23.4% vs 9|2 33.3%, p=0.0311

Respiratory

§ 22FNX| |X == FI| oY
£3) (Long-Term Sustained Benefit to 22 Weeks)
Secondary Efficacy Enpoint

36.1%

26.3%

OM-85
(PPS)

/\
| p=0.0384 (PPS) |

full analysis set (FAS),
per protocol set (PPS),
and safety set (SS).



: o - SYSTEMATIC REVIEW
& frontiers | Frontiers in Medicine Sublished: 09 Jun

doi: 10.3389/fmed.2022.877124

Check for
updates

A Meta-Analysis on the Efficacy and
Safety of Bacterial Lysates in Chronic
Obstructive Pulmonary Disease

Yongkang Huang', Yongjian Pei't, Yajuan Qian't, Zhen Yao', Chen Chen’, Juan Du?,
Minhua Shi' and Tong Zhou

' Department of Respiratory and Critical Care Medicine, The Second Affiliated Hospital of Soochow University, Suzhou,
China, ? Department of Respiratory and Critical Care Medicine, The First Affiliated Hospital of Soochow University, Suzhou,
China



Bacterial Lysates in COPD: Exacerbation Rate (Meta-Analysis)

RR = 0.83 (95% Cl: 0.72-0.96)

Overall - J @ |

RR = 0.87 (95% CI: 0.77-0.98)

OM-85 Subgroup - | @ l

RR = 0.70 (95% CI: 0.41-1.20)

Ismigen Subgroup - l @

;

0.4 0.6 0.8 1.0 1.2
Relative Risk (RR) for Exacerbation Rate (95% Cl)



Pulmonary Pharmacolegy & Therapeutics 25 (2012) 62 —68

- |
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Contants lists available at SciVerse SclianceDiract

Pulmonary Pharmacology & Therapeutics

journal homepage: www.elsaevier.com/locate/ypupt

Polyvalent mechanical bacterial lysate for the prevention of recurrent respiratory
infections: A meta-analysis

Mario Cazzola®"*, Sreedhar Anapurapu®, Clive P. Page®

? Department of Infermal Medicine, Unit of Respinetory Clinical Pharmacolegy, University of Rome Tor Vergoia', Kome, [taly
& Department of Pulmonary Rehabilitation, San Roffaele Msana Hospital, IRCCS, Rome, Italy
" Departmient of Blometrics, SPRIM Advanced Life Sciences, Milar, Italy
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Study Design & Methodology

Cohort Profile Methodology Parameters
e / Prospective, multicenter, single-arm observational
N — 3 23 study across 4 South Korean university hospitals.
nlemle . «/ Primary Endpoints: Symptom & HRQoL changes
] Mean age: /3.3 years (CAT, SGRQ, mMRC).
& Gender: 83.9% Male « Secondary Endpoints: Acute Exacerbation (AE)

frequency & Safety profile.

3 Months Active Treatment: 3 Months Observation:
OM-85 (7mg) once daily fasting Active monitoring off-drug
Y

J

6-Month Total Study Period

M Gemini Notebook



Efficacy Results: Significant Symptom Relief in High-Burden
Patients

Overall Cohort The High-Burden Subgroup (Baseline CAT = 10, n=126)
Context

CAT score significantly CAT Reduction SGRQ% Reduction
decreased at 3& 6 O O

months (p=0.001), but
true clinical impact was

localized.
MCID

threshold = 4

MCID
-3.2]1 + 3.85 threshold =2 2

MCID (Minimal Clinically Important Difference)

-10.42 +14.87

Highly significant time-by-group interaction (p < 0.001)
indicating greater benefit in highly symptomatic patients.



Table 5. Adverse drug reactions in all chronic obstructive pulmonary disease patients who received OM-85 for 3 months

System Adverse drug reactions Severity Number
Respiratory Pneumonia Moderate 3
Dyspnea Moderate to severe 4
Gastrointestinal Epigastric pain Mild 2
Constipation Mild 1
Enterocolitis Moderate 1
Cardiovascular Hypertension Mild 2
Palpitation Mild 1
Uremic pericarditis Moderate 1
Neurological Dizziness Mild 1
Tingling sense in legs Mild 1
Skin Urticaria Moderate 1
ltching sense Moderate 1
Kidney Acute kidney injury Severe 1
Others Decreased appetite Mild 1
General weakness Mild 1

Metastatic adenocarcinoma Severe 1
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RESPIRATORY INFECTIONS

Clinical and Immunological Benefits of OM-85 Bacterial Lysate
in Patients with Allergic Rhinitis, Asthma, and COPD
and Recurrent Respiratory Infections

Ana M. Koatz! - Noemi A. Coe? - Alberto Ciceran® - Adriana J. Alter®



Fig. 1 Summary of the study
plan
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Clinical Efficacy of OM-85: Reduction in Respiratory Tract

Infections (RTIs)
Open-label, prospective, sequential study (n=84) evaluating OM-85 prophylaxis against Standard Optimized Care (SOC).

Part A: Overall Patient Cohort (Total RTls) Part B: RTI Reduction by Underlying Condition
2008 (Pre-study): 266 total cases. 2009 (Standard Optimized Care) ®2010 (OM-85 + SOC)
|
74% reduction [50% reduction]
v | v
I

45% further reduction

69 [33% reduction] [33% reduction]
p<0.05 ‘ l
"K1 ° =
2009 (SOC only) 2010 (OM-85 + SOC) COPD Rhinitis Asthma

Conclusion: OM-85 significantly reduces RTI frequency across multiple underlying respiratory conditions.
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Clinical Efficacy of OM-85: Reduction in Exacerbations

The addition of OM-85 to Standard Optimized Care (SOC) drove a 36.4% reduction in total exacerbations
(from 55 to 35, p < 0.05), with the most pronounced absolute clinical benefit observed in the COPD cohort.

40

35

30

25

20

15

10

Number of exacerbations

Total Exacerbation Reduction:

38

55 to 35 (36.4%, p < 0.05)

COPD Exacerbation Reduction:
38 to 25 (34.2% reduction)

1

6

2009 (SOC only)
Il 2010 (OM-85 + SOC)

4

s

COPD Rhinitis

Asthma
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Immunological Impact: Elevation of IgA Levels

Sequential 10-day cycles of OM-85 administration trigger a cascading systemic and mucosal immune
response, characterized by highly significant elevations in both Serum and Secretory IgA levels.

Serum IgA Levels (Systemic Response) Secretory IgA Levels (Mucosal Response)
150
p < 0.001 p <0.001
300
, 200 ¢ o
35 5
E £
50
100
25
0 0
Day0 Day10 Day20 Day30 Day40 Day50 Day60 Day70 Day0 Day10 Day20 Day30 Day40 Day50 Day60 Day70
10-Day OM-85 Treatment Cycles 10-Day OM-85 Treatment Cycles

e Group A (OM-85+ SOC) === Group B (SOC Only)
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Table 3 Adverse events in the safety set

Adverse events  Placebo (n = 213) OM-85 (n = 215) P value

(%)
Common cold 5.63 5.58 NS
Nausea 2.35 5.58 NS
Abdominal pain 1.41 3.26 NS
Headache 4.69 2.79 NS
Dizziness 4.23 1.86 NS
Total 27.7 279 NS

Data were compared using of Fisher’s exact test
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Expert consensus on the role of OM-85 in the management of recurrent respiratory
infections: A Delphi study

Susanna Esposito?, Michele Cassano®, Renato Cutrera®, Francesco Menzella?, Alfonso Varricchio®, and Marzio Uberti’

aPediatric Clinic, Department of Medicine and Surgery, University of Parma, Parma, Italy; ®Otolaryngology Clinic, Department of Clinical and
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Primarie (SIMG), Torino, Italy
% agreement (scores Mean score

4 +5) (SD)
18. OM-85 exerts a modulation effect which induces a pre-activation of the immune system, warranting an early protection 92 4.2 (0.6)
against infectious agents, as well as a control of the inflammatory state, through the balanced release of anti-inflammatory
cytokines and factors.
19. OM-85 is the most studied immunomodulating agent for infection prevention. 92 4.3 (0.6)
20. OM-85 was shown to be effective in reducing the number of recurrent respiratory tract infections in smokers and in patients 88 43 (0.7)
with COPD and chronic rhinosinusitis.
22. Orally administered OM-85 (10 d/month for 3 months) is effective in reducing the risk of new infections in children with 88 4.3 (0.8)

recurrent respiratory infections aged 1-13 y, with a good safety and tolerability profile.
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Table | Summary of Diseases That OM-85 is Applied to Combat

Types of Diseases

Detailed Information

Respiratory diseases related to the indications described in OM-85
package insert

57t M85

Acute bronchitis

Asthma

Chronic bronchitis

Chronic obstructive pulmonary disease
Chronic rhinosinusitis

Emphysema

Post-influenza bacterial super-infection
Recurrent respiratory infections

Viral respiratory infections

Off-label respiratory diseases

Acute respiratory syndrome coronavirus 2 (SARS-CoV-2) infection
Allergic rhinitis

Lung cancer

Pulmonary Fibrosis

Pulmonary tuberculosis

Off-label non-respiratory diseases

Atopic dermatitis

Nephrotic syndrome




Summary

1. Bacterial lysate 2t ?

-- bacterial mechanical or chemical lysate
stimulate and train immune system
iImmunomodulatory effect, Th1/Th2 rebalancing

2. COPD AE and infection

3. Evidence in COPD
| severity and acute exacerbation rate



Pharmacoeconomic Value

Cost of OM-85
Intervention

-

The ROI Equation

- Colombia: Pediatric RRI prevention
yields higher QALYs at lower annual
cost ($843 vs $1167).

- Mexico: Net savings of $86.89 per
child due to reduced absenteeism
and medication.

A NotebookLM
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