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Qualifying criteria for tropical disease applications
under section 524

Product for prevention or treatment of listed neglected tropical diseases or other
infectious disease for which:
» There is no significant market in developed nations
» That disproportionately affects poor and marginalized populations
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Diarrheal Disease: A Major Burden and Unmet
Need in Global Child Health

http://www.who.int/healthinfo/global_burden_disease/GBD_report_2004update_part2.pdf
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http://www.who.int/healthinfo/global_burden_disease/GBD_report_2004update_part2.pdf

Diarrheal Disease: A Major Burden and Unmet
Need in Global Child Health
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Investment in Diarrheal Disease Research in LDCs

http://www.bvgh.org/innovation/crisis/GlobalHealthChallenge.asp
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ETEC Diarrhea in Infants and Children in LDCs

•Enterotoxigenic E. coli (ETEC) diarrhea
•Follows ingestion of contaminated food or water

•1.1 billion have no access to safe drinking water*
•Leads to profuse, watery diarrhea lasting several days
•Can lead to dehydration in young children in LDCs

•ETEC Distribution: risk distribution similar to traveler’s diarrhea

*
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ETEC and Global Diarrhea Mortality
•Enterotoxigenic E. coli (ETEC) diarrhea mortality

•Overall global mortality has declined from 4.6 to 1.6 due to ORS in past decade
•Currently estimated 200 million cases of ETEC in LDC children <5 years of age

•Leading cause of diarrhea
•Second only to rotavirus in dehydrating diarrhea

•Estimated 380-500,000 deaths annually due to ETEC
http://www.who.int/vaccine_research/diseases/e_e_coli/en/
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Guatemala: Example of Diarrhea as a Global Health
Problem in an LDC

http://www.who.int/whosis/mort/profiles/mort_amro_gtm_guatemala.pdf
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Etiology of Severe Diarrhea in Guatemalan Children

Olga Torres (Guatemala) presented to WHO working group, October 2006 Gothenburg,
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Morbidity Due to Diarrhea

...

•Enterotoxigenic E. coli (ETEC) diarrhea morbidity
•Overall global morbidity from diarrhea unchanged in past decades

•Diarrheal bout in the first 2 years of life:
•Disrupts absorptive function of GI tract
•Brain and synapse development occurs in first 2 years of life

•Growth stunting, IQ loss, fitness for schooling, other effects
•Estimated 200 million cases of ETEC in children <5 years of age

•ETEC most common etiology in many settings
•Repeat bouts common

 www.umich.edu/.../img/ Cholera-Babies-&-Diet.j
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•Vaccine Antigen
•LT, the heat labile toxin from E. coli

•Toxin-The Key Pathogenic Factor
•Binds to, and activates mucosal epithelial cells

•Causes fluid dysregulation via chloride channels

•Results in fluid secretion in the gut

•Disrupts the mucosal barrier, aids colonization by E. coli and other
organisms

•Toxins are the classic approach to vaccination with a historic
impact on disease

•Hypothesis: Immunity to LT neutralizes the toxin effects, will
prevent and ameliorate diarrhea

Intercell Vaccine Approach to Traveler’s Diarrhea
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Intercell TD Patch System

LT Patch
» Needle-free
» Simple to apply, flexible for addition to EPI schedule
» Dry, with stabilizing excipient formulation
 Stable under harsh conditions,

ie for shipping, shelf storage
» Process scaled for manufacturing
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Frech et al: Lancet 371, 2008
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LT Patch Efficacy Against Clinically Significant
Diarrheal Episodes in Travelers
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ETEC Vaccine Patch

•Potentially efficacious vaccine against ETEC for children
» Protection extending beyond ETEC
•Needle-free, ambient temperature stable patch vaccine
•Benefits of pediatric vaccine extend to decreased mortality and morbidity



12 December 2008FDAAPAGE 16 CONFIDENTIAL

No Significant Market

» Little or no ETEC disease in developed countries
» TD market is for travelers, typically 18 years of age and up, running the

range from retirees down to students studying languages, taking Spring
breaks, or participating in service projects

» Developing an ETEC vaccine for children in endemic countries means
targeting children at weaning age and up (from 3 to 5 months of age)
 Product likely to be different from the adult TD vaccine in dose,

formulation and size.
» No significant market for a pediatric formulation in developed nations

“Any other infectious disease for which there is no significant market in developing nations
And that disproportionately affects poor and marginalized populations…”
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Qualifying criteria for tropical disease applications
under section 524 – ETEC

Product for prevention or treatment of listed neglected tropical diseases or other
infectious disease for which:
» There is no significant market in developed nations
 No current ETEC vaccine for infants
 No market opportunity for infants from developed world

» That disproportionately affects poor and marginalized populations
 ETEC is major child global health problem in the LDCs

– Mortality
– Morbidity

 No current product addresses ETEC
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Conclusions

» ETEC diarrhea is a global health problem affecting the most vulnerable and
marginalized populations

» No significant market for a pediatric ETEC patch

» Intercell requests that ETEC diarrhea will be added to the list of Designated
Tropical Diseases to the FDAA
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