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Figure 2: Incidence of Pertussis, Canada vs. Newfoundland, 1986 to 2003 

 
Pertussis rates in the Northwest Territories also showed a dramatic decline after the introduction 
of ADACEL™ in 2001.  In 1997-2000, prior to vaccine introduction, the pertussis rate was 7.9 
cases/10,000 and decreased to 1.1 cases/10,000 population during 2001-2004 (71) (72). 

In September 2003, NACI issued an advisory statement recommending that all preadolescents and 
adolescents who have not received a dose of acellular pertussis vaccine should receive a single dose 
of the adolescent/adult formulation of acellular pertussis vaccine.  For adults who have not 
previously received a dose of acellular pertussis vaccine, it is recommended that a single Td booster 
dose be replaced by the combined diphtheria-tetanus-acellular pertussis (dTap vaccine) (7).  As of 
September 2004, all provinces and territories in Canada have included this vaccine in the routine 
adolescent vaccination schedule.  The Quebec provincial government launched an adolescent, adult 
and “cocoon” program (immunization of those in close contact with infants) and recommended 
ADACEL™ for pertussis catch-up vaccination regardless of the interval since the vaccinees’ last 
prior injection of tetanus toxoid-containing vaccine. 
 

4 ADACEL™ Clinical Development Program 

4.1 Summary of the Clinical Program 

The objectives of the clinical development program for ADACEL™ licensure in the United States 
were to demonstrate that ADACEL™ is safe and immunogenic when given as a booster for the 
prevention of diphtheria, tetanus and pertussis in adolescents and adults aged 11-64 years. 

Confidential/Proprietary Information 
Page 24 of 102 

 























Sanofi Pasteur   VRBPAC Briefing Document 
 

Figure 3: Diphtheria and Tetanus- Seroprotection Rates at a Level of ≥ 0.1 IU/mL and 
Booster Response Rates, Td506 Adolescents  

 

Table 9: Diphtheria and Tetanus - Comparison of Seroprotection Rates at a Level of ≥0.1 
IU/mL and Booster Response Rates (95% CI of the Difference in Rates), Td506 Adolescents 

Antigen Seroprotection at ≥0.1 IU/mL Booster Response Rate 

 ADACEL™  Td Diff% LCL UCL ADACEL™ Td  Diff% LCL UCL 

Diphtheria 99.8% 99.8% 0.00 -0.53 0.54 95.1% 95.0% 0.11 -2.53 2.76 

Tetanus 100.0% 100.0% 0.00 0.00 0.00 91.7% 91.3% 0.37 -3.02 3.76 

 

Geometric Mean Titers (GMTs) for ADACEL™ were consistently higher than Sweden I Efficacy 
trial levels for all pertussis antigens (See Table 10). As per the primary hypothesis, the lower 
limits of the 95% CIs for the ratio (ADACEL™/Sweden I) of GMTs for all pertussis antigens are 
above 0.67; it can thus be concluded that the responses to ADACEL™ are non-inferior to the 
responses observed after DAPTACEL®.  Based on the 95% CI of the ratio, in each case, the 
responses to ADACEL™ far exceeded the DAPTACEL® responses in Sweden I.  Post-
vaccination GMTs for the pertussis antigens PT, FHA, FIM, and PRN for Td Vaccine recipients 
were similar to the pre-vaccination levels for ADACEL™ recipients (data not shown).   
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Figure 4: Diphtheria and Tetanus- Seroprotection Rates at Level ≥0.1 IU/mL and Booster 
Response Rates, Td506 Adults  

 

Table 15: Diphtheria and Tetanus - Comparison of Seroprotection Rates at Level of ≥0.1 
IU/mL and Booster Response Rates (95% CI of the Difference in Rates), Td506 Adults 

Antigen Seroprotection rates at ≥0.1 IU/mL(%) Booster Response Rate (%) 

 ADACEL™  Td  Diff% LCL UCL ADACEL™ Td  Diff% LCL UCL

Diphtheria 94.1 95.1 -1.01 -3.55 1.53 87.4 83.4 4.02 -0.01 8.04 

Tetanus 100.0 99.8 0.20 -0.19 0.58 63.1 66.8 -3.72 -9.09 1.64 

 

GMTs for ADACEL™ recipients were consistently higher than the Sweden I Efficacy trial levels 
for all pertussis antigens (See Table 16).  As per the primary hypothesis, the lower limits of the 
95% CIs for the ratio of GMTs for all pertussis antigens are above 0.67; it can thus be concluded 
that the responses to ADACEL™ are non-inferior to the responses observed in the subset of 
DAPTACEL® recipients from the Sweden I Efficacy trial.  Based on the 95% CI of the ratio, in 
each case, the responses to ADACEL™ far exceeded the DAPTACEL® responses in Sweden I. 
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Appendix 2: Reverse Cumulative Distribution Curves - ADACEL™ vs. DAPTACEL®  

Figure 5: Td506, Adolescents (11-17 Years): Reverse Cumulative Distribution Curves for 
PT, FHA, FIM and PRN: Pre- and Post-ADACEL™ Vaccination by Study Population and 
Post- DAPTACEL® Vaccination (Sweden I Efficacy Trial)  
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Figure 6: Td506, Adults (18-64 Years): Reverse Cumulative Distribution Curves for PT, 
FHA, FIM and PRN: Pre- and Post-ADACEL™ Vaccination by Study Population and Post- 
DAPTACEL® Vaccination (Sweden I Efficacy Trial)  
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Figure 7: Adolescents 11 to 17 Years: Reverse Cumulative Distribution Curves for PT, 
FHA, FIM, and PRN: Post-ADACEL™ Vaccination by Study Population (Td506, Td505 
and Td501) and Post- DAPTACEL® Vaccination (Sweden I Efficacy Trial) 
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Figure 8: Adults 18-64 Years: Reverse Cumulative Distribution Curves for PT, FHA, FIM 
and PRN: Post-ADACEL™ Vaccination by Study Population (Td506 and Td502) and Post- 
DAPTACEL® Vaccination (Sweden I Efficacy Trial)  
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