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Recent global study found that
drug-resistant bacterial

infections were associated with
almost 5 million deaths in 2019.

(The Lancet, Jan 2022)

Do recoveries die, or are they killed?
The Pinstriped greens take on Big Oil

EconomiSt Boss of the UN: worst job in the world

Win or lose, dark days for Cameron

- How gangs suck El Salvador dry

When the drugs don't work

The rise of antibiotic resistance




THE DISCOVERY

Our body’s bicarbonate
buffer system enhances the
action of many antibiotics
and our innate iImmune
system.

This bicarbonatfe effect can
be exploited to develop

next generation antibiotics.

HCO3- + H+ < —
Bicarbonate

3

H,CO,

N
L,

Bicarbonate

O

medilXx



Example

AZITHROMYCIN IS

Potency against MRSA
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Significantly improves the efficacy of macrolide antibiofics. %
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Bicarbonate overcomes drug resistance in pathogens. 8 g 1 8X
> 2 150 more effective than
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Active against many of the most problematic pathogens. g (3) azithromycin alone
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Composition and Use

Bicarbonate +

Azithromycin
A strong patent
portfolio around the
use of bicarbonate
Granted

for synergistic
antiblotic action.

U.S. Patent Application No. 62/713,231
U.S. Patent No: 10,940,163 B2

Composition and Use

Bicarbonate +
Bioactives

Granted

U.S. Patent Application No. 15/887,469
U.S. Patent No: unpublished



PRIORITIZING TARGET INDICATIONS

v  LIMITED GENERIC COMPETITION
v INTELLECTUAL PROPERTY

v LOCAL THERAPY
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OUR FIRST INDICATION:
DIABETIC FOOT ULCER INFECTION

422M

diabetic patients worldwide 857
O

114M

foot ulcers

S7M

iInfections

$4.6B

market

L of diabetic amputations

>70%

|ﬂ||ﬂ||ﬂ| S year mortality rate,
29 only to lung cancer.

a major health burden

a significant market gap

are a result of foot ulcers.

Despite the immense need

no therapies are approved

The International Working Group on
Diabetic Foot has issued a call for
validated topical antibiotics.




SYNMEDIX IS POISED TO DELIVER

BCX - BICARBONATE + AZITHROMYCIN
TOPICAL FORMULATION

\)}&> POTENT EFFICACY REDUCE SIDE EFFECTS
CONTROL OF BACTERIAL GROWTH PROMOTES HEALING. PREVENT DEPLETION OF MICROFLORA AND SIDE EFFECTS.
@;:.;) ACCELERATED APPROVAL W REDUCE TREATMENT COST
D 505 (B) (2) REGULATORY PATHWAY H D AVOID COMPLICATION, AMPUTATION AND LONG TERM CARE.
PREMIUM PRICING . | MARKET EXCLUSIVITY
FIRST-IN-CLASS THERAPY, FIRST REIMBURSED OPTION \ 5 VG
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OTHER INDICATIONS...

PRIORITIZING WHERE TOPICAL
THERAPIES COULD BE GAME-CHANGING

= Venous leg ulcers (52.9B market)

= Burn care ($4.2B market)

= Blast wounds

* Lung infections ($35.6B market)

medilXx



Al DESIGN OF NOVEL
DRUGS OPTIMIZED
TO LEVERAGE THE
BICARBONATE EFFECT

Training Dato
L Hundreds of millions of
. S TN compounds
X T

McMaster's chemical file
diverse synthefic
compounds

$

Deep Neurdl
Network

¥

Novel compounds enhanced by bicarbonate
Hundreds of compounds
NEXT GENERATION ANTIBACTERIAL DRUGS
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f we don’'t change course,
more than 10 million people

will die annually from OUR MISSION IS TO
infection, more than PREVENT THIS FROM
currently die from all HAPPENING

cancels.

(O’Neil Report on AMR, 2014)
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Connections/Partnerships...

McMaster scientists
HHS clinicians

What has the Hamilton MILO
Health Ecosystem done Gowlings
for use
Funding...
SOPHIE

McMaster Seed Fund

medilXx



In vitro Susceptibility Testing according to CLSI Guidelines z

Table 1. MIC,, and MIC,, Values for Azithromycin in the Absence and Presence of Bicarbonate against MRSA (n = 100), S.
pneumoniae (n = 21), and P. aeruginosa (n = 92)

MRSA S. pneumoniae P. aeruginosa
MIC;, (ug/mL)  MICy, (ug/mL)  MICy, (ug/mL)  MICy, (ug/mL)  MICs, (ug/mL)  MICy, (ug/mL)
azithromycin 128 >256 16 >256 64 256
azithromycin + 25 mM bicarbonate 4 4 0.125 4 2 4
azithromycin + S0 mM bicarbonate 1 2 0.0313 0.25 1 2
azithromycin + 100 mM bicarbonate 0.5 1 0.00319 0.0625 0.125 1

Bicarbonate enhances the efficacy and spectrum of many existing antibiotics, including Azithromycin
Azithromycin-bicarbonate is effective against key pathogens & drug-resistant bacteria. Pathogens tested (all susceptible):
» Escherichia coli

* Burkholderia cenocepacia

* Acinetobacter baumannii

 Pseudomonas aeruginosa

« Enterococcus faecalis

* Klebsiella pneumonia

« Staphylococcus aureus

« Streptococcus pneumoniae
-Farha, M. A et al., Bicarbonate Alters Bacterial Susceptibility to Antibiotics by Targeting the Proton

Motive Force. ACS Infect Dis 2018, 4 (3), 382-390.

-Farha, M. A et al., Overcoming Acquired and Native Macrolide Resi%a@\ﬁh Fﬁar@n&_ ié\(i@

Infect Dis 2020, 6 (10), 2709-2718.



Lung infections

Cystic Fibrosis presenis a unique opportunity..

= CFTR mutation: bicarbonate

secretion is impaired

= Confirmed as the cause of
aggregated/viscous mucus

= Favorable effects with inhaled
bicarbonate (ongoing trials)

» Safe and tolerable

* Increasing evidence that
Azithromycin benefits CF patients
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