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If Nothing Else, You Should Remember...

Clostridium (Clostridioides) difficile: A Significant Unmet Medical Need
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Currently, there is no vaccine
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CDI=Clostridium difficile infection.
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A Nationwide Surveillance Program by the CDC Demonstrates
That the Incidence of C. difficile Increases With Age
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CDC Emerging Infections Program C. difficile
US Surveillance Data: 2011-2016

Reported Crude Incidence of Community-Associated and Healthcare-Associated
CDI Among the 10 Emerging Infections Program Sites, 2011-2016%2
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Pfizer’s Bivalent Toxoid Vaccine Preserves Important Antigenic Epitopes
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APD=autoprotease domain; GTD=glucosyltransferase domain.

1. Donald RG, et al. Microbiology. 2013;159(Pt 7):1254-1266.
2. Gribenko A, et al. Biochem Biophys Rep. 2017;9:193-202.
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Key Advantages:
» Safety: Genetically detoxified toxin

» Efficacy: Preservation of neutralizing
epitopes
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* Implementation: Ease of manufacturing
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C. difficile Vaccine Cllnlcal Development Program

I

1. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT01706367. Accessed May 9, 2019. 2. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT02725437. Accessed May 9, 2019.
3. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT02561195. Accessed May 9, 2019. 4. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT03090191. Accessed May 9, 2019.
5. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT03579459. Accessed May 14, 2019. 6. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT03918629. Accessed May 14, 2019.
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Proof of Concept Phase 2 Study to Evaluate the Safety, Tolerability, and
Immunogenicity of CDI Vaccine in Adults Aged 65 to 85 Years (NCT02561195)
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Remich S, et al. A phase-2, placebo-controlled, randomized, observer-blinded study to evaluate the safety, tolerability and immunogenicity of two 3-dose regimens of a Clostridium difficile vaccine in
healthy adults 65 to 85 years of age. Poster presented at: ECCMID; April 21-24, 2018; Madrid, Spain.




Month Regimen Geometric Mean Concentration (GMC) Levels

(200 pg vs Placebo)
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Remich S, et al. A phase-2, placebo-controlled, randomized, observer-blinded study to evaluate the safety, tolerability and immunogenicity of two 3-dose regimens of a Clostridium difficile vaccine in

healthy adults 65 to 85 years of age. Poster presented at: ECCMID; April 21-24, 2018; Madrid, Spain.




E-diary Reported Events: Month O, 1, 6 Regimen
(Follow-up 14 Days After Each Dose)
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Remich S, et al. A phase-2, placebo-controlled, randomized, observer-blinded study to evaluate the safety, tolerability and immunogenicity of two 3-dose regimens of a Clostridium difficile vaccine in

healthy adults 65 to 85 years of age. Poster presented at: ECCMID; April 21-24, 2018; Madrid, Spain.




E-diary Reported Fever: Month O, 1, 6 Regimen
(Follow-up 14 Days After Each Dose)
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Remich S, et al. A phase-2, placebo-controlled, randomized, observer-blinded study to evaluate the safety, tolerability and immunogenicity of two 3-dose regimens of a Clostridium difficile vaccine in

healthy adults 65 to 85 years of age. Poster presented at: ECCMID; April 21-24, 2018; Madrid, Spain.




E-diary Reported Events: Month O, 1, 6 Regimen
(Follow-up 14 Days After Each Dose)
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Remich S, et al. A phase-2, placebo-controlled, randomized, observer-blinded study to evaluate the safety, tolerability and immunogenicity of two 3-dose regimens of a Clostridium difficile vaccine in
healthy adults 65 to 85 years of age. Poster presented at: ECCMID; April 21-24, 2018; Madrid, Spain.




Safety Profile: Adverse Events and Serious Adverse Events
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Safety profile of 200 ug dose at 0, 1, and 6 months in this
phase 2 study is consistent with previous studies

AE=adverse event; SAE=serious adverse event.

Remich S, et al. A phase-2, placebo-controlled, randomized, observer-blinded study to evaluate the safety, tolerability and immunogenicity of two 3-dose regimens of a Clostridium difficile vaccine in
healthy adults 65 to 85 years of age. Poster presented at: ECCMID; April 21-24, 2018; Madrid, Spain.



Clostridium Difficile Vaccine Efficacy Trial (Clover) seclover
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Two-Step Testing Algorithm
Endorsed by KOLs, ESCMID, ISDA, SHEA, CHMP, and the FDA

23 diarrheal m
episodes in 24 hrs Stool Sample
-
Stool Collection: l

Home, Nursing Home, PCR
Clinic / Urgent Care, . . c T fece s .
Hosgital mmme Diagnostic Testing 5 Xpert® C. difficile/Epi
NanoCool Shipper
2-10 °C 96 hrs @

PPD Processing Lab No Case ‘l'
Kentucky Perform CCNA STEP 2
Belgium
Singapore
Central Testing Lab Ao
Pearl River, NY No Case Positive Case




Conclusions

» CDI causes significant disease in adults >50 years of age in community
and hospital settings

* Pfizer’s vaccine was produced using a novel detoxification process
that preserves critical epitopes maximizing production of
neutralizing antibodies

» The vaccine induces polyclonal antibodies that neutralize diverse toxins
and shows protection in preclinical models

« Vaccine program has progressed through proof of concept to phase 3
demonstrating robust immune responses with a strong safety profile

 Status: phase 3 Clover trial is fully enrolled and awaiting case accrual
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