Exploring The Role of Linezolid in

Combating Antibiotic Resistance . ClNEZQLID
T solution for infusion 2mg / mL

Percentage (%) of antibiotic to Enterococcus faecium in 2021
re3|stance to MRSA in 2021

94.8

57.2

Composition: Each Tml contains 2mg of Linezolid

« Malaysia’s 1st Generic
Linezolid Infusion

Adapted from National Antibiotic Resistance Surveillance Report 2021, Ministry of Health Malaysia.

« Approved in 2022

Cinezolid
Solution For
Infusion 2mg/mL

Content : Each mL contains 2mg of Linezolid (Linezolid 600mg in 300ml)

« Manufactured in South Korea

e Linezolid:
Lowest Antibiotic Resistance for MRSA'

MAL22026007AZ

Susceptible * Enterococcus faecium ) _
Microorganism ol o
« Staphylococcus aureus / . . : :
- Streptococcus agalactiae
» Streptococcus pneumoniae

- Streptococcus pyogenes
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*The per-protocol population consisted of patients with MRSA-caused nosocomial pneumonia who met eligibility criteria, received at least 5 days of treatment (or at least 2 days in case of treatment failure),

Comparison of

Linezolid vs Vancomycin

Based on per-protocol group analysis*

Success in
Clinical Treatment 2

Linezolid showed clinical efficacy
superior to vancomycin at both times

End of Treatment (EOT)

100 — 95% C1,4.9-22.0
2& 80—
cC o
22
38 60—
58
C —
o® 83.3%
g€ 40— NEVEEY)
Qo
o
g€ 20—
2
0
M Linezolid M Vancomycin
PP at EOT
End of Study (EOS)
100 —
2& 80— 95% C1.5-21.6
5¢ p=.042
88 60—
5 8
5w
28 40—
§% 57.6%
ISERN (95/165)
S
0

M Linezolid M Vancomycin
PP at EOS

hand observed outcomes at each visit and did not have a failed treatment.
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9 Success in
Microbiological Treatment 2

Linezolid achieved a higher
microbiologic success compared to
vancomycin at both times

End of Treatment (EOT)
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b: No microbiologic data,
but confirmed clinical cure.

a: Microbilogic data available,
confirmed microbiologic eradication.

Based on modified intent-to-treat (miITT)

population analysis**

6 Lower Nephrotoxicity

Rate 2

In terms of nephrotoxicity, the side
effect rate of Linezolid is half that of
Vancomycin
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** The modified intent-to-treat (mITT) population consisted of all randomized patients who
received 21 dose of study drug with a diagnosis of nosocomial pneumonia caused by MRSA.

O Lower Hepatotoxic

Potential 3

Ne ﬁg;? &ﬁhtrol m Vancomycin
Medium (M) / Plasma (P) M P M P M P
Cell Count (x100,000) 7.8 5.6 !
Vitality [%] 94 91 | l |
I(Egﬁa)tz(?ﬂﬁrogenase 91 168 1
sy (opy | 138 126 bt
Microalbumin (MA) (mg/L) 6.6 331 |
Cytochrome (P450) 1A2 enzyme 8.77 53 ! !
(CYP1A2) [pmol/L]
Hepatotoxic Potential (Cmax) WE#

Remarks:

1.Reduction in Cell Count indicates that cell proliferation is negatively impacted.

2.Increase in LDH indicates an increased loss of cell integrity.

3.The XTT-test is used to quantify functional cell impairment. Reduced XTT indicates a decrease in
the activity of mitochondrial dehydrogenase in hepatocytes.

4.Decreased in MA indicates that microalbumin synthesis is negatively influenced by the antibiotic.

5.Decrease in CYP1A2 can indicate that it is more difficult for some of the specific drug metabolism.

6.Number of # (significant difference relative to the negative control) represents the degree of
hepatotoxicity in terms of impairment parameters of the tested antibiotics in medium and plasma
at clinically relevant concentrations.

Protein Synthesis vs Cell Wall Synthesis

+ Vancomycin is a glycopeptide antibiotic that inhibits bacterial cell wall synthesis by
binding to the D-alanyl-D-alanine portion of the cell wall precursor.

« Vancomycin resistance can result from the degradation and replacement of the cell wall
precursor, leading to reduced binding of vancomycin #

« Linezolid belongs to a new class of antimicrobials called oxazolidinones and is a synthetic
antibacterial agent.

« Linezolid is an effective solution for vancomycin resistance as it targets bacterial protein
synthesis by binding to a specific site on the 50S subunit of the bacterial ribosome, disrupting
the formation of a functional bacterial translation complex and selectively inhibiting bacterial
protein synthesis.

Cell Wall Synthesis
Linezolid

Sulbumi
Vancomycin

Protein Synthesis
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