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A list of 25 clinical trials of FluMist is presented 

participant population, study groups, number el 

study status are presented within the table. 

Pivotal studies to support licensure include: 

l Study AV006 and Study AVOl 1 - efficacy 

l Study AV003 and Study AVOO9 - efficaq 

0 Study AVO07 and Study AVO14 - clinical 

manufacturing facility. 

Safety has been evaluated in all studies includi 

0 Study AV012 and Study AVO19 - large H 

healthy children. 

In trials conducted with FluMist, 11 monovaleni 

have-been administered. In placebo controlled 

allantoic fluid which was indistinguishable in ta! 
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Table 1. The study number, study design, 

Illed, dose regimen, study objectives, and 

Id effectiveness of FluMist in children. 

7d effectiveness of FluMist in adults. 

nsistency and bridging to the commercial 

Ith Maintenance Organization-based trials in 

rains comprising seven trivalent formulations 

als, the placebo administered was egg 

and smell from vaccine. 



VRBPAC Briefing Document 

,- 

Table 1 
(1 of 6) 

Overview of Clinical Studies with FluMist 

2. Dose response 

. Protection against 



VRBPAC Briefing Document 

Table 1 

I 

tudy 

VO06 

JVOO8 

AVOO9 

Design 

Phase 2 
Randomized, 
Double-Blind, 

Placebo- 
Controlled 

Phase 3 
Randomized, 
Double-Blind, 

Placebo 
Controlled 

Phase 3 
Randomized, 
Double-Blind, 

Placebo- 
Controlled 

Phase 3 
Randomized, 
Double-Blind, 

Placebo- 
Controlled 

- 
1 I- 

1 

I a 

Phase 3 
Randomized, 
Double-Blind, 

Placebo- 
Controlled 

Participants 

lealthy Adults, 
8-45 years of 
lge 

., 
iealthy Children, 
I 5-71 months of 
lge 

-ry-i.--TTz-.+_ 

Healthy Children, 
12-36 months of 
we 

Adults 265 Years, 
21 Other high-risk 
factor 

Healthy working 
adults, 18-64 
years of age 

p 01 0) 
uvervlew UI Clinical Studies with FluMist A __-I__: a... as 

I I I I 1. 

FluMist I. Safety of two doses 
at 10’ TCID,, of 
1996-l 997 strains in 

Placebo I .16 I adults 

FluMist 

Placebo 

FluMist 

Year One 

1070 

532 

Year Two 

917 

Year One l., Efficacy of FluMist to 

1 or 2 Doses 
prevent culture- 
confirmed influenza 

2. lmmunogenicity in a 
Year Two subset of 

participants 
1 Dose 

Placebo 441 --- -~-_.- -_---_i-_- 
FluMist 400 

.^^ 

-7 _. 7 __ ~-~ 
2.OoSes 1, Lot Consrstency (3 

lots) 
Placebo 

I 
100 

2. Bridging to vaccine 
used in efficacy 
Study AV006 

100 

100 

1 Dose 1. Safety of co- 
administration of 
FluMist with TIV in 
high-risk adults 

FluMist 3041 1 Dose 1. Safety Completed 

Placebo 
I 

1520 
I 

2. Effectiveness in 
reducing influenza- 
like illness, 
absenteeism, health 
care utilization 

Completed 

Completed 

Completed 
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-a~- - c9.,A\, C+p+,,C I 
Doses 

1 Dose 

uajectives Gxuuy V.U.I-- 

1. sarery ot PiuMist in Completed 
children with moderate 
to severe asthma 

udy pesign 

Phase 3 
Randomized, 
Double-Blind, 

Placebo- 

JO1 1 

vo12 

controlled 

Phase 3 
Rtindbmized, 

Vaccine 
Challenge 
Phase 3 

Open Label, 
Unvaccinated 

control 
_ =qommunities= 

“- 

iv01 4 Phase 3 
Randomized 
Double-Blind 

-~ 

Participants 

:hildren with 
noderate to severe 
Isthma, 
cl 7 years of age 

iealthy children 
rom Study AVOO6 

Healthy children 16 
months - 18 years 
of age conducted 
at Scott &White 
MMQ,,-Temple,~.--7-e 
Texas 

Healthy children 
12-42 months of 
we 

Healthy children 
who participated in 
AVOOG 
approximately 
3-6 years of age a 
time of re- . . . . . - -. - 

~ enrollment I I I I 

Prior FluMist 144 
Prior Placebo 78 

1 Dose I. Efficacy of FluMist to 
prevent shedding of 
vaccine virus (HlNl) 

FluMist Year One 
4298 

1 Dose I, Safety and tierd 
immunity for control Of 
epidemic influenza 

FluMist 225 2 Doses 1, Comparison of safety, 
tolerability and 
immunogenicity Of 
FlliMist from two 
manufacturing facilities 

FluMist 949 1 Dose 1. Safety and tolerability 
for third year of 

I vaccination. 

completed 

Year One 
Completed 

Year Two 
Completed 

L YearThre~e= 
Enrolment and 

Follow-up 
Completed; Analysi 

Ongoing 
Completed 

Completed 

, _- 
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7 
Number 
Enrolled Doses Study Study Group 

FluMist ti AVOl7 

FluMist 

Placebo (new cohort) 

AR001 Phase3 
Randomized, 
Double-Blind 

Adults and children FluMist 

rFluMista 

DMID .,; 
#98-005 
SW 

. ~.-- ,._ __-*.__--- _.-_ 
==i%an 

Randomized, 
Adults 18-50 years HIV-infected 

Double-Blind, 
of age FluMist 

Placebo 
Placebo- 

Controlled 
I 

HIV-negative 
FluMist 

)MID 
899-012 
:NIH) 

Placebo 

Phase 2 
Randomized, 

Children l-i’ years HIV-infected 

Double-Blind, 
of age FluMist 

Placebo 
Placebo- 

Controlled 
Cross-Over 

Design 

HIV-negative 
FluMist 
Placebo 

1028 

70 

224 

225 

28 
29 

27 
27 

23 
24 

25 
25 

1 or 2 Doses 

2 Doses 

1 Dose if ~9 
years, 

2 Doses if 
$+yea-pgz=z 

1 Dose 

1 Dose of 
placebo and 
2 doses of 
FluMist 

immunogenicity for 
fourth year of 
vaccination. 

2. Safety, tolerability and 
immunogenicity of 
primary vaccination 
with FluMist in prior 
placebo recipients and 
new cohort 

1. Comparison of 
classical FluMist 
versus recombinant 

Completed 

rFluMist = FluMist produced by recombinant methods; only one strain of rFluMist, A/Shenzhen/227/95 (Hl Nl), was made using recombinant methodology. 

2. Effects on HIV RNA 
and CD4 counts 

1. Safety, vaccine virus 
shedding and 

Completed 

immunogenicity in 
HIV-infected children 

2. Effects on HIV RNA 
and CD4 counts 
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Objectives Study Status Participants Study Design 

Phase 3 Veterans Affairs 
(VA) 
CSP #448 

Adults 250 years 
of age with COPD 

1. Safety and efficacy 
between vaccination 
regimens in adults 
250 years of age 
with COPD 

Enrollment and 
Follow-up 

Completed; 
Analysis ongoing 

Randomized, 
Double-Blind, 

Placebo- 
Controlled 

Randomized, 
Double-Blind, 

Placebo- 
Controlled 

Randomized, 
Double-Blind 

Placebo + TIV 1108 
I 

1. Safety 

2. Transmjssibility 

Completed 98 98 
99 99 

697 697 

1 or2 1 or2 
[2”d dose [2”d dose 
optional, open optional, open 
label] label] 

2 Doses 2 Doses 

Healthy children : 
8-36 months of 
age attending day 
care in Finland 

Healthy children 
12 to 36 months of 
age in South Africa 

FluMist 
Placebo 

Dl45-P500 
Wyeth-Lederle 
Vaccines, 
Non-IND 

1. Safety 
I 

Completed Dl53-P500 
Wyeth-Lederle 
Vaccines 
Non-IND 

FluMist 
2. lmmunogenicity 

I 

2. lmmunogenicity 

z=+an&mjze+ 

Single Blind and 
Open-Label for 

Children <9 

Randomized, 
Double-Blind, 

Placebo- 
Controlled 

-&&ltsqndz-D 
children 

AVO18 MMRIIe/ 
VARIVAX@ 

with FluMist or 
Placebo or 

FluMist alone 

Planned 1200 2 Doses 1. Safety and Ongoing 
lmmunogenicity with 
concurrent 
vaccinees 

Healthy children, 
12 to 15 months of 
we 

’ Participahts randomized to FluMist or investigational liquid formulation. Only FluMist recipients discussed herein. 
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Design 

Randomized, 
Double-Blind, 

Placebo- 
Controlled 

Part&ants 

Healthy children 
l-l 7 years of age 

Conducted at 
Kaiser Permanente 
HMO, Northern 
California 

Study Group 

FluMist 

Placebo 

Number 
Enrolled 

9689 evaluable 

6473 

3769 (l-8 
years of age) 
2704 (9-l 7 
years of age) 

1868 (l-8 
years of age) 
1348 (9-17 
years of age) 

Doses Objectives 

2 doses (l-8 1. Safety 
years of age) 

1 dose (9-17 
years of age) 

Study Status 

Enrollment and 
Follow-up 

Completed; 
Analysis Ongoing 
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