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PROJECT SUMMARY
Principal Investigator Robert F. Breiman, M.D.

A prospective, randomised, partially-blinded, placebo-controlled, Phase 111, multicentre trial to assess safety-, .
tolerability and imunogenicity of liquid influenza virus vaccine, trivalent, types A & B, Iwe. cold-adapted (liquid
CAIV-T) administered concomitantly with live, attenuated, poliovirus vaccine in healthy children

Total Budget $ 99,788 Heginming Date  Sept. 1, 2001 Ending Date Jam 30,
2002

In Asia, influenza rates are highest in young children. In community surveillance of children under 5 years
with acute lower respiratory infections (ALRI) in Manila and Dhaka, influenza was confirmed by culture
as the probable aetiology in 22% and 14% cases if ALRI, respectively. Similarly, in Singapore, children
under 4 years of age accounted for approximately 22% of all influenza isolations, representing the highest
age-specific rates, and among those infants hospitalised for acute respiratory tract infections, influenza was
associated with 11%.

Cold adapted influenza virus vaccine (CAIV-T) produced by Aviron Inc. (Mountain View, CA, USA) and
Wyeth Lederle Vaccines (Marietta, PA, USA) is a live, trivalent, cold-adapted, temperature sensitive and

b ttenuated influenza vaccine consisting of two influenza strains of type A and one influenza strain of type
B. CAIV-T is based on two master donor strains, A/Ann Arbor/6/60 and B/Ann Arbor/1/66, that were
developed three decades ago by H.F. Maassab. The vaccine is administered via nasal spray. It is well
tolerated and a variety of studies have demonstrated high efficacy in prevention of influenza and influenza-
related conditions including lower respiratory infections and otitis media. Because of the role of influenza
as a direct cause of respiratory illness and because of its role in predisposing patients to secondary bacterial
pneumonia, this vaccine may be of substantial use in prevention of morbidity and mortality in developing
countries.

For this vaccine to be used routinely in Bangladesh and other developing countries, it is necessary to show
that administration of this nasal vaccine would not interfere with immune responses to another non-
parenteral vaccine, oral polio vaccine (OPV) that could potentially be given simultaneously. Likewise, it is
important to evaluate whether OPV administered concomitantly interferes with protective immune
responses elicited by the influenza vaccine (CAIV-T).

At the present time, no data exist on the effect if any on the immune responses to the components of OPV
and CATV-T when co-administered. In clinical trials to date, no other live virus vaccine has been
dministered within 1 month of a dose of CAIV-T. However, in many settings where children might benefit
from an effective live influenza vaccine such as CAIV-T, its use would be severely restricted should the
timing of influenza vaccination coincide with a mass OPV immunisation campaign. Therefore, the purpose
of this clinical trial is to investigate the effect, if any, of the co-administration of CAIV-T and OPV on the
immune responses to the components of the vaccine, respectively.

This is a multi-centre study coordinated and funded by Wyeth_Lederle Vaccines. Other proposed sites include Malaysia, India,
Philippines, Thailand, Mexico, and Turkey. Overall 2400 participants will be entered into the study, including an estimated
350-400 from Bangladesh. The Bangladesh site will be Kamalapur an urban slum within Dhaka, where ICDDR,B operates a
clinic and currently is conducting surveillance and risk factor evaluations for dengue fever and where studies on incidence of
icute lower respiratory infections have been conducted.

KEY PERSONNEL (List names of all investigators including Pl and their respective specialties)

ame Professional Discipline/ Specialty Role in

1. Dr. Robert Breiman Epidemiology Principal Investigator



Dr. Abdullah Brooks Epidemiology Co—Pﬂncipal investigator
Dr. Aliya Naheed Epidemiology Project Manager
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DESCRIPTION OF THE RESEARCH PROJECT

Concisely list in order, in the space provided, the hypothesis to be tested and the Specific Aims of the proposed study. Provide

the scientific basis of the hypothesis, critically examining the observations leading to the formulation of the hypothesis.

Hypothesis to be tested: Simultaneous administration liquid trivalent cold
adapted influenza vaccine and oral polio vaccine will yield antibody levels to
both influenza and polio viruses that are not inferior to those produced when
the vaccines are given separately.

Specific Aims:

Describe the specific aims of the proposed study. State the specific parameters, biological functions/ rates/ processes that will be
assessed by specific methods (TYPE WITHIN LIMITS).

0. To demonstrate that the immune responses to the vaccine influenza viruses, as measured
by serum hemagglutination inhibition assay, in children 6 to 36 months of age given
influenza virus vaecine, trivalent, types A and B, live, cold-adapted (CAIV-T) concomitantly
with a live, attenuated, orally-administered poliovirus vaccine (OPYV), are not inferior to
those immune responses in children only receiving CAIV-T.

0. To demonstrate that the immune responses to each of the three viruses contained in OPV,
as measured by serum neutralisation assay, in children 6 to 36 months of age, given CAIV-T
concomitantly with OPV, are not inferior to those immune responses in children only
receiving OPV.

0. To assess the safety and tolerability of concomitant administration of CAIV-T with OPV.

Background of the Project including Preliminary Observations

Describe the relevant background of the proposed study. Discuss the previous related works on the subject by citing specific
references. Describe logically how the present hypothesis is supported by the relevant background observations including any
preliminary results that may be available. Critically analyse available knowledge in the field of the proposed study and discuss
the questions and gaps in the knowledge that need to be fulfilled to achieve the proposed goals. Provide scientific validity of
the hypothesis on the basis of background information. If there is no sufficient information on the subject, indicate the need to
develop new knowledge. Also include the significance and rationale of the proposed work by specifically discussing how

these accomplishments will bring benefit to human health in relation to biomedical, social, and environmental perspectives. (DO
NOT EXCEED 5 PAGES, USE CONTINUATION SHEETS).

Name and Description of the Investigational Material



Cold adapted influenza virus vaccine (CAIV-T) produced by Aviron Inc. (Mountain View, CA, FJ.SA) and
Wyeth Lederle Vaccines (Marietta, PA, USA) is a live, trivalent, cold-adapted, temperature sensitive and
attenuated influenza vaccine consisting of two influenza strains of type A and one influenza strain of type
B. CAIV-T is based on two master donor strains, A/Ann Arbor/6/60 and B/Ann Arbor/1/66, that were
developed three decades ago by H.F. Maassab.12 CAIV-T contains three components: two attenuated
influenza A strains, HIN1 and H3N2, based on the

influenza A master donor strain and one attenuated influenza B strain based on the influenza B master
donor strain. Two of the eight gene segments of the master donor are replaced by gene segments coding for
the haemagglutinin (HA) and neuraminidase {NA) genes from wild type influenza strains A (HIN1 and
H3N2) and B. The reassorted cold-adapted strains are called 6:2 reassortments. All three influenza strains
are cold-adapted so that the virus is able to replicate in the relatively cool temperatures of the nose and
nasopharynx (25°C); temperature sensitive so

that they are not able to replicate efficiently in the warm temperature of the lungs (37°C for type B and
39°C for type A) and attenuated so that the virus does not spread and replicate in the lungs.

Frozen CAIV-T

Clinical trials of a frozen formulation of CAIV-T have been conducted by Aviron in over 6,500 children,
over 3,700 healthy adults and approximately 100 high risk adults (co-administered with the licensed
injectable influenza vaccine). Prior to Aviron’s trials, cold-adapted influenza vaccines derived from type A
or type B cold-adapted master strains 2 were used since 1976 in clinical trials sponsored by the National
Institute of Health (NIH) and from 1991-1993 in clinical trials sponsored by Wyeth-Ayerst Research.
Monovalent and bivalent type A, monovalent type B, and trivalent CAIV-T were administered in trials
prior to Aviron sponsorship to more than 8,000 subjects whose ages ranged from 2 months to more than
100 years. The frozen CAIV-T formulation requires storage at —20-C or below.

Liquid CAIV-T

The liquid formulation of CAIV-T jointly developed by Aviron, Inc. and Wyeth Lederle Vaccines is
derived from the same three attenuated influenza strains that are used to manufacture the frozen
formulation. The difference in the production of the liquid formulation from the frozen formulation occurs
after the harvest of allantoic fluid from SPF

chicken eggs infected with the three cold-adapted influenza strains. The harvested material for the liquid
formulation is concentrated and purified by centrifugation (refer to the Clinical Investigator’s Brochure).
The liquid CAIV-T formulation is stable at 2 to 8-C and was developed for more convenient storage and
simplified administration of the vaccine, enabling distribution outside of North America.

In ferrets, a liquid CAIV-T formulation was found to be favourable to the frozen CAIV-T for
immunogenicity, safety and protection against wild-type influenza virus challenge. To date, four (4} clinical
trials of the liquid formulation of CAIV-T have been performed in children aged 6 months to 36 months,
and children and adolescents aged 6 years to 17 years. In total approximately 2700 children aged 17 years
or younger, including approximately 2200 children aged 6 months to 36 months in a total of 16 countries,
have received the liquid formulation of CAIV-T. Three of these four trials remain ongoing, and all four at
this time remain blinded.

Influenza

Influenza is an acute viral respiratory illness characterised by abrupt onset of fever, myalgia, non-
productive cough, headache, sore throat, nasal congestion and malaise. The infection is spread primarily as
an aerosol by transfer of virus-containing droplets from an infected to a susceptible person. In cool and
temperate climates, influenza occurs armually in the autumn and winter months causing widespread
infection and morbidity in all age groups.s The infection is frequently epidemic with an acute community
onset and rapid spread. During epidemic periods, it may be responsible for 25% of all respiratory
illnesses.s The attack rate is greatest in individuals with minimal prior exposure to influenza,
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particularly children. Although complete recovery occurs in uncomplicated influenza, pneumonia and other
serious complications may OcCur in the very young, the elderly, the immune compromised and persons
with underlying conditions such as chronic pulmonary or heart diseases.

The currently approved trivalent inactivated influenza vaccines (TIV) are most commonly recommended
for the prevention of influenza in adults and children with chronic disorders, residents of chronic care
facilities, and healthy persons 65 years of age or older.« Vaccination recommendations vary by region, but
some countries recommend vaccination for persons who desire to avoid influenza infection and to reduce
the severity of disease or the chance of transmitting influenza to high-risk persons with whom the
individual has frequent contact. However, these recommendations do not include healthy children, who
serve as a source of endemic spread of influenza in the community. The variable efficacy of the inactivated
vaccines in the youngest and oldest age groups and the poor acceptance of annual administration by
injection, particularly in children, have delayed widespread use of influenza vaccination outside the high-
risk populations and have stimulated research to identify alternative, practical vaccination methods.

Live, cold-adapted influenza virus vaccines that are protective against naturally circulating influenza types
A and B viruses could offer certain potential advantages over inactivated influenza vaccines: Intranasal
administration requires no injection; local and systemic immune responses are produced to mediate
protection against influenza infection;

induction of cell-mediated immunity (e.g., cytotoxic T-cell activity) may contribute to recovery from
infection; effective immunisation of young children may reduce epidemic transmission of wild-type
influenza viruses in households and to the elderly and chronically ill who are at increased risk from serious
iliness. Live, attenuated vaccines are among the most efficacious, durable and cost-effective vaccines
available.

Epidemiology of Influenza in Children

In the USA, the rate of influenza infection was found to be highest in children aged 6 to 11 years (48 per
100 person-years), and in children aged 2 to 5 years (45 per 100 person-years). The risk of lower
respiratory tract infection associated with influenza was highest in children under 2 years (7.8 per 100
person-years) while in children under 2

years of age, two-thirds of influenza infections occurred in infants aged 6 to 11 months (21 per 100 person-
years).s In recently reported studies, hospitalisation rates for influenza in healthy infants aged 1 year or
less represented the highest age-specific hospitalisation rates.s7

In Asia, influenza rates are also highest in young children. For example, in residential kindergartens in
Beijing, 19% of acute respiratory infections of children aged 6 months to 7 years were confirmed by culture
to be attributed to influenza.s In community surveillance of children under 5 years with acute lower
respiratory infections (ALRI) in
Manila and Dhaka, influenza was confirmed by culture as the probable aetiology in 22% and 14% cases if
ALRI, respectively.o,i0 Similarly, in Singapore, children under 4 years of age accounted for approximately
29% of all influenza isolations, representing the highest age-specific rates,i1 and among those infants
hospitalised for acute respiratory tract infections, influenza was associated with 11%.i2 Data are available
from some countries in Southern Africa and South America for influenza in children. The published data
confirm the very high rates of influenza infection in young children in diverse populations in the Southern
Hemisphere, with influenza rates from South Africa,13.14,15,16 Argentina, 17,18 Brazil,19.2021,22 and Chile 23 also
appearing to be highest in young children. These findings are comparable to those observed in the USA.
Similar patterns of disease caused by influenza have been reported across a variety of European regional
settings. A collaborative surveillance program involving national data
from Belgium, France, The Netherlands, Portugal, Spain, and the United Kingdom 24 reported that the
highest proportions of clinical cases of influenza occurred in children under 14 years of age (ranging from
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15% in Spain to 49% in northern France). Further, data from respiratory viral surveillance of the Rhone-
Alpes region in France . . '
:ndicated that influenza accounted for 22% of all viral isolates obtained from children aged 1 to 4 years with
an influenza-like iliness, and 58% of viral isolates in children aged 5 to 9 years.2s

Similar reports from Norway, the Czech Republic, and Scotland, support the significant role of influenza in
childhood respiratory illness in Europe.26,27.28

Oral Poliovirus Vaccine and Developing Countries

The immunogenicity of oral poliovirus vaccine (OPV) is lower in infants in developing countries than in
infants in industrialised countries. The most widely used formulation of trivalent OPV is based on the
10:1:3 combination of vaccine types 1,2, and 3 respectively. In the review by Patriarca et al. (1991), the
median seroconversion rates of infants residing in developing countries for each virus strain following
administration of three doses of OPV were:

[] Poliovirus type 1 : 72%

[] Poliovirus type 2 : 95%

[] Poliovirus types 3 : 65%

A variety of factors have been proposed to explain the differences in response rates of infants between
industrialised and developing countries.29,30

One approach to improving the seroconversion rates to OPV in developing countries has been to provide
infants and children with additional vaccine doses; for example another OPV dose may be administered at 9
months of ages, and a further dose in the second year of life 31323334 . However, routinely scheduled
individual immunisation visits may not be practical in some settings in developing countries in older
children. As a result, some countries have introduced mass immunisation campaigns for these subsequent
OPV doses. While ensuring a higher rate of vaccine coverage, some evidence exists for vaccine administered
in such campaigns to evoke better immune responses and higher seroconversion rates 3536 .

Purpose of study

At the present time, no data exist on the effect if any on the immune responses to the components of OPV
and CAIV-T when co-administered. In clinical trials to date, no other live virus vaccine has been
administered within 1 month of a dose of CAIV-T. However, in many settings where children might benefit
from an effective live influenza vaccine such as CAIV-T, its use would be severely restricted should the
timing of influenza vaccination coincide with a mass OPV immunisation campaign. Therefore, the purpose
of this clinical trial is to investigate the effect, if any, of the co-administration of CAIV-T and OPV on the
immune responses to the components of the vaccine, respectively.

Risks and Benefits
The frozen formulation of CATV-T, manufactured by Aviron, Inc. has been evaluated in over 6,500 healthy
children and 3,700 healthy adults. The results of completed pivotal studies are summarised in Table 1.

Table 1
Study Population Results
AV006 Children Vaccine efficacy =93% (95% CI =88-96% against culture-
(15-71 months old) confirmed influenza pneumonia; 98% efficacy against
influenza associated otitis media
AV006 Children Vaccine efficacy=87% (95% CI=78,93) against culture-
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(second year) (15-71 months old) confirmed influenza following the first annual inﬂut?nza
revaccination.; 94% efficacy against influenza-associated
otitis media

AV011 Children Reduction in viral shedding of vaccine virus after intranasal
challenge (efficacy=83%; 95% CI=60,93)

AV003 Adults Vaccine efficacy = 85% (95% C1=28,100) against laboratory-
confirmed influenza

AV009 Adults 19% (95% CI=7-29) reduction of severe febrile ilinesses;
24% (95% CI1=13,33) reduction in febrile upper respiratory illness;
Reduction also seen for days of work lost, of health care provider
Visits, use of prescription antibiotics, and use of over the
Counter medication during the peak influenza period.

The ease of administration of CAIV-T by intranasal sprayer could lead to increased compliance and better
public heaith control of influenza and therefore, a reduction in the impact of this disease.

As with any vaccine, CAIV-T may not protect 100% of individuals given the vaccine. The following are
additional risks that may be associated with CAIV-T.

CAIV-T was generally well tolerated in clinical trials. In children in the 10 days following Dose One, the
most common events were fever (5% over placebo), runny nose/nasal congestion (11% over placebo), and
vomiting, muscle aches, headaches and decreased activity (each approximately 2% over placebo). However,
following Dose Two and after annual re-vaccination, there were no significant differences between the
vaccine and placebo group. '

Currently, there have been no serious adverse experiences attributed to CAIV-T in completed clinical trials
performed by Aviron, Inc. or Wyeth Lederle Vaccines. CAIV-T is contraindicated in individuals
hypersensitive to any component of the vaccine. Intranasal influenza virus vaccine is propagated in eggs.
Therefore, CAIV-T should not be administered to anyone with a history of hypersensitivity to eggs. The
occurrence of a hypersensitivity reaction to the vaccine following vaccination with CAIV-T isa
contraindication to further use of this product.

in February 2000, a multicentre, randomised, observer-blind study designed to demonstrate the equivalence
of immunogenicity of the liquid and frozen formulations began in children living in the Republic of South
Aftica. Enrolment was completed in March 2000 with a total of 1394 children enrolled. 1310 children
received a second dose. No vaccine related serious adverse events have been reported from this trial. In
September 2000, a multicentre, randomised, double-blind study designed to evaluate the safety and efficacy
of the liquid formulation began in children

living in China, Hong Kong, India, Malaysia, Philippines, Singapore, Taiwan, and Thailand. Enroiment was
completed on November 11, 2000 with a total of 3175 children enrolled. This trial is continuing. In
September 2000, a multicentre, randomised, double-blind study designed to evaluate the safety and efficacy
of the liquid formulation began in children 6 to <36 months of age, and attending daycare in Finland,
Belgium, Spain, UK and Israel.

Enrolment was completed on November 17, 2000 with a total of 1706 children enrolled. This trial is
continuing.

In September 2000, a multicentre, open label study designed to evaluate the safety and efficacy of the
liquid formulation began in children and adolescents aged 6 to 17 years living in Belgium, Finland, and
Germany. Enrolment was completed on October 23, 2000 with a total of 498 children enrolled. No vaccine
related serious adverse events
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have been reported from this trial. This trial is continuing.

Comparison of Frozen and Liquid Formulations in Children

A direct comparison between the reactogenicity rates of the frozen formulation and the liquid formulations
was made in clinical trial protocol D1 53P500. This was a randomised, observer-blind, controlled,
multicentre clinical trial performed in South Africa from February 2000 to June 2000, to compare the

safety and immunogenicity of the two

formulations in children aged 12 months to 36 months of age. In total 1394 children were randomised on a
1:1 ratio to receive two doses one month apart of either the liquid or frozen formulations. Although the trial
data with respect to individual treatment assignments remain blinded at this time, the preliminary
reactogenicity data for all subjects are

summarised in Table 2 for the two vaccine groups.

The data in Table 2 represent the cumulative total of subjects who experienced at least one episode of the
symptom, irrespective of severity, during the 11 days of follow-up post-vaccination (Study Day 0 to
Study Day 10} as obtained from worksheets completed by the parents or legal guardians. These are
parental or legal guardian observations and did not involve pre-defined symptomatology.

No clinically pertinent differences can be observed between the rates of reactogenicity episodes in
D153P500 for either study group and for either dose of the frozen or liquid formulations. The rates of
respiratory symptoms following each dose were consistent between the two groups in D153P500, and
importantly were also consistent with data summarised from Aviron clinical trials where approximately
one-third of children aged 12 to 23 months

experienced cough and 69% experienced runny nose or nasal congestion following receipt of CAIV-T 37;
and in previously published observations in the 2 month old to 18 month old age group, where at least one-
third experienced cough and 57% experienced runny nose or nasal congestion following receipt of bivalent
influenza A CAIV, compared with a rate of 50% in placebo recipients 39.
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Table 2
Study D153P500 Reactogenicity events with onset Day 0 to 10 by Dose and
Treatment Group (All data blinded)—Children 12-36 months of age

Post-dose 1 Post-dose 2
Events Group 1 (n=662 Group 2 (n =658) Group 1 (n=649) Group 2 (n=649)

Cough 341 (52) 313 (49) 289 (45) 265 (42)
Runny nose/ 478 (73) 445 (69) 371 (58) 363 (57
Nasal congestion
Sore throat 72 (11) 58 (9) 35 (6) 43 (7)
Irritability 147 (23) 150 (24) 97 (15) 90 (14)
Headache 77 (12) 63 (10) 47 (D 34 (5)
Chills 32(5) 33(5) 26 (4) 20 (3)
Vomiting 78 (12) 74 (11) 55(9) 44 (7)
Muscle aches 34 (5) 21 (3) 16 (3) 5(1)
Decreased 88 (14) 49 (8) 44 (7) 38 (6)
Activity
Fever >37.5°C 67 (11) 61 (10) 65 (10) 66 (11)
Fever >38.5°C 28(5) 24 (4) 33 (5) 37 (6)
Fever >40.0°C 1(0.2) 2(0.3) 4 (0.6) 5(0.8)
Any reactogenic 553 (84) 522 (81) 443 (70) 439 (70)
event

Groups 1 and 2 received either frozen or liquid versions of CAIV-T. The designation remains blinded at
this time. The numbers in parentheses represent percentage of subjects who experienced an episode.

Good Clinical Practice and Regulatory Compliance

The study will be conducted in compliance with procedures outlined in this protocol, ICH harmonised
tripartite guidelines for good clinical practice, the Declaration of Helsinki and with laws of Bangladesh.
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Research Design and Methods

Describe in detail the methods and procedures that will be used to accomplish the objectives and specific aims pf the project.
Discuss the alternative methods that are available and justify the use of the method proposed in the study. Jus}1fy the scner!tlﬁc
validity of the methodological approach (biomedical, social, or environmental) as an investigation tool to achieve thf: specific
aims. Discuss the limitations and difficulties of the proposed procedures and sufficiently justify the use of them. Discuss the
ethical issues related to biomedical and social research for employing special procedures, such as invasive procedures in sick
children, use of isotopes or any other hazardous materials, or social questionnaires relating to individual privgqy. }’omt out
safety procedures to be observed for protection of individuals during any situations or materials that may be injurious to human
health. The methodology section should be sufficiently descriptive to allow the reviewers to make valid and unambiguous
assessment of the project. (DO NOT EXCEED TEN PAGES, USE CONTINUATION SHEETS).

This is a phase III, randomised, partially-blinded, placebo-controlled, multicentre outpatient study to
assess the safety, tolerability and immunogenicity of Influenza Virus Vaccine, trivalent, Types A & B, Live
Cold-Adapted (CAIV-T) administered concomitantly with live, attenuated, orally administered poliovirus
vaccine (OPV) to 2400 healthy children aged 6 to less than 36 months. Informed consent will be sought
from all parent(s)/legal guardian(s) of children before any study-related procedures are performed.

Subjects will be prospectively randomised to one of three study groups in a 1:1:1 ratio
as detailed below:

Study No. of
Group Subjects Dose 1 Dose 2
1 800 CAIV-T (IN) CAIV-T (IN)
oPV
2 800 Placebo (IN) Placebo (IN)
OPV
3 800 CAIV-T (IN) CAIV-T (IN)

CAIV-T = influenza virus vaccine, trivalent, types A and B, live, cold-adapted;
OPV= live, attenuated, trivalent, poliovirus vaccine, administered orally;
Placebo = placebo consisting of saline only

IN= intranasal

Each dose of intranasal CAIV-T or placebo will consist of approximately 0.2 ml in total volume
administered as an intranasal spray using a spray applicator. Approximately 0.1 ml will be sprayed into
each nostril. Details of the specific OPV to be used will be provided in the Investigator manual. OPV will
be administered orally according to the

manufacturer's instructions. Immediately following the vaccination each subject will be observed for 15
minutes for signs and symptoms of anaphylaxis and local reactions (¢.g., nasal congestion/runny nose).
The time interval between the assigned first dose and the assigned second dose will be 35 +/- 7 days. Prior
to the second vaccination the subject will be assessed for continued eligibility.

A blood sample of approximately 5 millilitres will be collected from subjects on three occasions to evaluate
immunogenicity using a serum hemagglutination inhibition assay for influenza virus types A/HINI,
A/H3N2 and B and a virus neutralisation assay for Polio types 1, 2, and 3. These blood samples will be
collected prior to the first dose (study visit 1), prior to the second dose (study visit 2), and 35 +/- 7 days
after the second dose (study visit 3). Specimen collection and processing guidelines will be provided
separate from this document.
Following vaccination, field research assistants (FRAs) will visit each child at home for 11 consecutive
days from the day of vaccination, Day 0 to Day 10, and collect data on axillary temperature, runny
nose/nasal congestion, cough, vomiting, irritability, and decreases in appetite and activity level using a
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standardised questionnaire. The FRA will then check the child’s temperature with a digital thermometer

. supplied by WLV. Ifthe child has fever, elevated respiratory rate (> 50/min) or danger signs (chest
indrawing, lethargy, unwillingness to feed, convulsion, or cyanosis), then the FRA will immediately refer
them to clinic. Information regarding any physician consultations and any other concomitant medications
(excluding fluoride supplements and vitamins) will also be recorded for 11 days after each vaccination.
These children are presently under weekly surveillance for disease incidence (dengue, ALRI, diarrhoea).
After the daily visits for 11 consecutive days, routine weekly surveillance will be resumed and all study
participants will be advised when to visit the field clinic for their scheduled blood draw on day 35+ 7days
post vaccination.

Adverse events will be monitored for 11 days following receipt of each dose of study vaccine. FRAs
making daily home visits, as described above, will collect information on adverse events for all subjects. In
addition, parent(s)/legal guardian(s) will be instructed to notify the Investigator should the subject develop
any clinically significant illness or event, including but not limited to those requiring an unscheduled
healthcare provider visit or prescription/non-prescription medications within 11 days (Days 0 to 10) of
vaccination. All serious adverse events (SAEs) will be monitored from study enrolment to study
completion. Details of the event, including concomitant medication(s) and treatment will be recorded on the
SAE form provided.

If a subject terminates from the study due to an adverse event, the Investigator will report this to the
Sponsor’s pharmacovigilance group or designee, within 24 hours of learning of termination, by faxing the
completed, signed and dated Subject Outcome page of the Case Report Form (CRF).

Table 3 summarises the study procedures for all subjects participating in the study. In order that study

visits are scheduled within the correct timeframes, the day of study vaccination visit should be considered
as Day 0.
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Table 3

SCHEDULE OF PROCEDURES

Study Visits 1 2 3
10-12 35=7

Visit Window (Days After W | R ( ) ( )
Previous Visit) (0) (24 (10-12) (35+7
Informed Consent X
Subject Eligibility X
Demography X
Medical History X + L
Physical Examination X
Blood Sample X X X
Vaccination X X
Assess Acute Reactions - X X
15 Minutes Post
Vaccination
Daily home visits for X X X X
complications and SAEs
Review of Morbidity Data X X
Record Concomitant X X X
Medication Use
*Adverse Event X X X X X X X
Collection
Serious Adverse Event X X X X X X X
Reporting

Randomisation Procedures :

A randomisation schedule will be prepared and provided by WLV or by their designate. Study participants
will be prospectively randomised in a 1:1:1 proportion among Study Group 1, Study Group 2, and Study
Group 3. See group distributions in Section 3.1.3. Once a subject number and/or treatment is assigned to a

particular subject, it will not be reused, even if the subjects drops out of the study prior to administration
of the first study vaccination.

Designated representatives of WLV will have a masked randomisation codebreaker list of treatment
assignments for vaccine administration. Holders of the codebreaker list will maintain a written log of the
indications for all instances of unblinding. This log will be made available for review at study completion.
Requests to unblind any given subject or subjects must be directed to WLV. The treatment will be
unblinded only in the event of a medical emergency and only in cases where the unblinding is necessary for
the immediate treatment of the subject.
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Blinding and Vaccine Dispensing Procedures '

To minimise bias in the reporting of post-vaccination reactions and other study events, neither the study
subjects, their parent(s)/legal guardian(s) nor the clinical personnel will know whether intranasal CAIV-T or
placebo is being administered for those subjects assigned to Study Groups 1 and 2.

All vaccines will be dispensed according to applicable local procedures, laws and regulations. Dispensing
procedures will be provided to the Principal Investigator at each site and filed with all study-related
documents. In addition, individuals with the responsibility of dispensing vaccines in this study will be
listed on the Authorised Signature

Record/Investigator Delegation Log.

Study Vaccine

Liguid CAIV-T consists of three cold-adapted influenza virus reassortants that have been concentrated and
purified by centrifugation from the ailantoic fluid of specific pathogen-free (SPF) chicken eggs. The
formulation contains sucrose-phosphate-glutamate, acid-hydrolysed porcine gelatin and arginine as
stabilisers. The total volume of 0.2 ml is administered intranasally with a spray applicator (approximately
0.1 ml into each nostril). Each dose of CAIV-T used in this study will contain approximately 10 7+0.5
TCIDso of each of the three influenza virus strains. The placebo consists of physiological-normal saline.
The total volume of 0.2 ml is administered intranasally with a spray applicator (approximately 0.1 ml into
each nostril). The concomitant vaccine will be a live, attenuated, trivalent, poliovirus vaccine (OPV). OPV
will be administered orally according to the manufacturer's instructions.

Each dose of CAIV-T or intranasal placebo contained in the spray applicator will be supplied as identically
packaged, single-dose units. Study vaccine sprayers and outer packaging boxes will be labelled as
investigational products in accordance with applicable local, legal and regulatory requirements. All
supporting regulatory documentation as required by local regulatory agencies and the Sponsor will be in
place and verified prior to shipment of vaccine to the clinical study centres.

Liquid (IN) CAIV-T and placebo will be shipped to each study centre upon request of the Sponsor.
Receiving departments should be notified that rapid handling of the shipment is required. Upon receipt at
study site, the liquid CAIV-T and placebo should be immediately transferred to a 2°C to 8 C refrigerator.
Once the vaccine is stored in

refrigerated conditions it should not be frozen. OPV will be stored according to the instructions provided in
the Investigator’s Manual. The refrigerator must be secure and with limited access. We will monitor
refrigerator temperature and maintain daily temperat