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Meningococcal Polysaccharide Vaccine Guips A, C, Y and W35
Combined

Description: Meningococcal Polysaccharide Vaccind.C.Y.\AL35 is a lyophilized preparation of purified
polysaccharides fronmNeisseria meningitidisimeningococcu$ of groups A, C, W135 and Y. It is presente
as a white pellet in a glass vial together with a separate vial of clear, colorless, sterile pyrefjea water
solution contains preservatives. When reconstituted with the solution supplied, the vaccine isdgdor
subcutaneous injection.

Main Use:Meningococcal Polysaccharide VaccindCYWL35 is a natural polysaccharide vaccine usec
for active immunization against meningococcal meningitis (groups A, C, Y W135) prevention in ad
children over the age oB years.Inactive Ingredient :The excipient included in the vaccine vial is Lactost
Composition: Meningococcal Polysaccharide VaccinlACYWL35 (Injection). Neisseria meningitidis
(meningococcus) groups A 50 mcg, C 50 mcg, Y 50 mcg and W135 50 mcg (mdipolysaccharides) per
0.5 mlis in a lyophilized form.

Active Ingredients: Sialic Acid in groups C, Y and W and Phosphate in groupgNAisseria meningitidis
(Meningococcal meningitis) causes meningitis disease in infants, children and aduilsisseria
meningitidis: Gram negative diplococcus fastidious organism, causative agent for bacterial mening
and is responsible for considerable morbidity and mortality throughout the world. Meningococ
meningitis has been associated with clinical sigg of cerebrospinal fever and actively toxigenic. Th
natural habitat of the bacterium is in the nasopharynx or postasal space, where it may be found in-5
10% of healthy persons. When outbreak of cerebrospinal fever occurs, the carrier rates may incredas
50-90%.The route of spread of the meningococcus from respiratory organs particularly under

conditions of overcrowding. The organism may either spread directly through the cribriform plate to
subarachnoid space by the perineural sheaths of thdfactory nerve, or it may be blootiorne. In favor of
the latter route are the frequent positive blood cultures in the early stages of infection, the purpuric ra
in many cases with the isolation of meningococci from the skin lesions, and the occurrengarticularly
during epidemics, of meningococcal septicemia with rash but no clinical meningitis. There are report:
primary meningococcal infection are conjunctivitis and endocarditis, while complications of the typi
disease are labryrinthitis, arthitis and tenosynovitis. Major serogroups ofN. meningitidis due to the

antigenic variation of the outer membrane components of meningococci, strain characterization c
occur based on cell surface recagtion of antigens by antisera srogroups are definedby their capsular
polysaccharides 13 serogroups are recognized; 5 are clinically important: Serogroups A, B, C, and,
lesser extent, Y, and W 35. Most diseasecausing N. meningitidis strains belong to serogroups A, B (
and Y. Serogroup And W-135 strains are responsible for epidemic disease in developing countries, ar
serogroups B C and Y strains are responsible for outbreaks of meningitis in the developed wc
Bacterial capsular polysaccharides (CPS) are another wedtablished group ofsub-unit vaccines and
several are currently licensed for use in preventing meningitis causedMgisseria meningitidis



How is meningitis transmitted?
The bacteria are spread from person to person through respiratory droplets and by direct contact ithoral and respiratory secretions of an
infected individual. Close contact with an infected individual, including household members and anyone with whom drinks/eitigs may have

been shared or intimate contact, such as kissing, has occurred. Anyoneciose contact with infected individuals should receive prophylactic
antibiotics.

Early symptoms of meningitis

High fever, Headache, Neck stiffnes®Nausea/vomiting, Rash, Confusion, Photophobia

1 CLINICAL PHARMACOLOGY

Meningitis can be caused by a variety of microorganisms including several serogroups of meningococci. This vaccine witimotate protection

against infections caused by organisms other than Groups A, C, Y and3® meningococci. It has been demonstrad that the presence of
human serum bactericidal antibodies to meningococcal antigens is strongly correlated with immunity to meningococcal dise@se.studies in

Niger and Burkina Faso in West Africa have shown that meningococcal polysaccharides indbeefdrmation of such antibodies in man and
women. Subsequently large scale field studies in West Africa showed group A polysaccharide vaccine to be 100 percent effattpreventing

systemic disease caused by group A, C,¥]86 organisms occurring two weks or longer after immunization. A study performedsing our

Meningococcal Polysaccharide Vaccine, Groups A,C;¥38 Combined in adults showed at least a fold increase in bactericidal antibodies to
all serogroups in greater than 90 percent of theubjects.

Seroconversion rates as measured by ELISA antibody were: Group@percent, Group G 90 percent, Group Y- 90 percent and Group \WL35 -

90 percent. Seroconversion rates as measured by aféld rise in antibody titers based on Bactericidal asys were: Group A99 percent, Group
C-99 percent, Group Y- 97 percent and Group WL35 - 90 percent. A safe and effective vaccine is available. The vaccine is a quadrivalent
meningococcal vaccine which is 85% to 100% effective in protecting againsuf groups of bacteria that cause approximately 70% of the
disease. A single dose of vaccine is recommended. Side effects from the vaccine are mild and consist mostly of pain and sedtehe injection
site for 162 days. The safety of the vaccine in pregnt women has not been established. Protective antibody levels are reached with#il®
days after vaccination. Immunity persists for approximately three to five years. It should be noted that no vaccine prot€®8s of susceptible
individuals.

Vaccinaion recommended for all countries located within Meningitis belt of Africa, People visiting Mecca for Hajji Pilgrimage, eleas visiting
Meningitis endemic areas



Qﬂ

HUMAN CLINCIAL TRIAL STUDIES IN NIGER AND BURKINA FASO IN WEST AFRICA

OVERVIEW OF CLIML STUDIES

Study Number of Participants Enrolled

Study  Description ;
: Popuiation | Total (N)  NmVac

Burkina | Safety and

: 13-30 years | 341 172
Faso Immunogenicity
Nger | >y o 13:30 years | 333 16
mmunogenicity

VACCINE ADMINISTRATION

Participants were randomized and given a single dose of vaccine administered intramuscularly.

ENDPOINTS
PRIMARY EFFICACY END POINTS

The primary efficacy end point is taken as complete absence of symptoms or signs indicative of Meningococcal meningitie imalinteers injected with
NmVac A, C, Y &35 as confirmed by immunological assays showing the aittbdy titers.

SECONDARY HEFACY END POINTS

The serological and immunological assays confirmed the levels of antibody titers for each serogroups A, C, ¥185Were immunogenic against
Meningococcal meningitis disease.

WEEK 0 BASELINE OPTICAL DENSITIES FOR BURKINA FASO RNEHNIGBHS (<r)/ml = NONPROETCTIVE LEVEL) FOR SEROGROUPS

Burkina | NmVac ACY,W- Niger NmVacA,C,Y,W- * 059 Confidence Index ()

Faso 135 Vaccinea 135 Vaccinea | gy the Geometric Mean Optical
N= 172 : =161 | engiy (GMOD) was caluated
(95:0 (% | based on an approximation to
a) C* | the normal distrbution.

(0.07%, anone | 0076 | (00698, | Geometric Mean Optical

GMOD® 0.0926
0.1055) 0.0857) | Density at 405nm.




NUMBER AND PERCENT OF PARTICIPANTS ACHIEVING THE MINIMUM PROTECTIW&mBVEL (>2
FOR EACH SEROGROUP, WITH 95% CI, IN BURKINA FASO AND NIGER FOR WEEK 52.

Nmvac ACY,W- NmVac ACYW-
135 135
Serogroup N= 120 Serogroup N= 146
N % of | 95% 0 % of | 95%
n Cl N (I
A 120 1000 | S0 | A 143|980 | oo
C 120 | 100.0 (-1;804&’ C 146 | 100.0 ?3046
98.0, 97.9, N= Number of participants with valid serology at stated interval.
Y 120 1000 100.0 i 1451 9.3 100.0 | n= Number of participants with antibody concentration >2ug/ml.
98.5, 8.7 | %= Percentage of participants with antibody concentrations >2ug/ml.
W-135 120 | 100.0 100.0 W-135 146 | 100.0 1066 CI= Confidence interval.
: : *= For Menomune, N for serogroup C=136

OVERALL SAFETY PROFILENMIGRER AND BURKINA FASO VOLUNTEERS

NerVac A,C,Y W-135 NmVac ACYW-
Tyec W % Twed & 13
Immedizte reactions 0167 00 N %
(within 15 minutes) Immediate reactions 0/180 100
(within 15 minutes)
Soloted ocal reactions 367 1§ Soiicited local reactions 82/180 | 456
(days 07) (days 0-7)
%% (I 00,52 95% C1 3.1
e Po— 53.1
ki Utr L Solicited systemic reactions 31/180 | 17.2
(e -] (days 0-7)
9%l 00,33 5% (1 108,
Unsolicted  serious ~ adverse | /167 00 3.6
events (days 0-28) Unsolicted ~ serious ~ adverse | 0/180 | 0.0
Unsofcted ~ serious  adverse (/167 00 events (days 0-28)
events [y 29week 5) Unsolicted  serious ~ adverse | 0/180 | 0.0
: events (day 29-week 52)
e Ve L Al serious adverse events 0/180 1 0.0
(day DHweek 52)
(day O-week 52)

INCIDENT OF MENINGOCCAOCAL MENINGITIS OUTBREAK AND PROETCTION FRONBNRKIMA FASO

During the study period after 8th week vaccination, a meningitis outbreak occurred in Burkina Faso. The vaccinatesNmitlac A, C, Y, \A85
vaccine were protected from the disease.



INDICATIONS AND USAGE

The use of Meningococcal Polysaccharide Vaccine, Groups A, C, Y aid@3MCombined, is primarily indicated in persons 8 years of age and
older at risk in epidemic or flghly endemic areas. Vaccination also should be considered for household or institutional contacts of meningococcal
disease as an adjunct to appropriate antibiotic chemoprophylaxis. Medical and laboratory personnel at risk of exposure toimgenoccal
disease also should be considered for vaccination. Vaccine may be of benefit for some travelers planning to visit countries nezexdj as having
epidemic meningococcal disease. The quadrivalent vaccine also should be used to prevent meningococcal disease pnlgi®mns clearly
demonstrated to be at increased risk, such as military recruits. Vaccine should be administered to adults and children 8syeaage or older
with functional or anatomic asplenia. Whenever possible, vaccine should be given at least 1Q4adays before splenectomy.

WARNING
If the vaccine is used in persons receiving immunosuppressive therapy, the expected immune response may not be obtained.

PRECAUTIONS

As with any injection of biological materials, Epinephrine Hydrochloride Solution (1:1000) should be immediately availabla psecautionary

measure should an acute anaphylactoid reaction occur. Prior to an injection of any vaccine, all known precautihiaaild be taken to prevent

side reactions. This includes a review of the pat i ewmacdnes. Spacialtaser y wi t h
should be taken to avoid injecting the vaccine intradermally or intravenouslynee clinical studies have not been done to establish safety and

efficacy of the vaccine using these routes of administration. A separate, sterile syringe and needle should be used for aividual patient to

prevent transmission of hepatitis B virus, N and HCV or other infectious agents from person to person.

PREGNANCY

The safety of meningococcal vaccines in pregnant women has not been established. It is prudent not to use them unless thexesuibstantial
risk of infection. Animal reproduction stuiés have not been conducted with Meningococcal Polysaccharide Vaccine, Groups A, C, Y abW
Combined, It is also not known whether NmVa&¥C/Y/W-135E can cause fetal harm when administered to a pregnant woman or can affect

reproduction capacity. NmVa&/C/Y/W-135 should not be given to a pregnant woman unless in the opinion of the attending physician
vaccination is clearly required.

THERE ARE NO DATA OF SAFETY AND EFFICACY OFAXNDAVYAMAL 35 E WHEN ADMI NI STERED TO CHILDREN UNDER
ADVERSE REACTIONS

There is no notable incidence and kinds of reactions reported in adults and children in clinical studies. As with the adinatisn of any
biological, one should expect possible hypersensitivity reactions.

2 DOSAGE AND ADMINISTRATION

Parenteral drug products should be inspected visually for extraneous particulate matter and/or discoloration prior to adrhiai®n. Reconstitute
the vaccine using only the diluent supplied for this purpose. Draw the volume of diluent shown on the dildebél into a suitable size syringe
and inject into the vial containing the vaccine. Shake vial until the vaccine is dissolved. Administer the vaccine subcutasigoThe immunizing



dose is a single injection of 0.5 mL given subcutaneously. The vaccine d@ngiven at the same time as other immunizations if needed. There
are no data on the incidence and degree of reactions following booster doses of quadrivalent meningococcal vaccine. Eaclompevko is
immunized should be given a permanent personal immuizon record. In addition, it is essential that the health care provider also maintain a
permanent record of the immunization history of each individual. This office record should contain the name of the vacciate diven, dose,
manufacturer and lot numier, for Jet Injector Use.

HOW SUPPLIED

1. 1 Dose Vial of vaccine, with vial of 0.5 mL diluent.

2. 10 Dose Vial of vaccine, with vial of 5 mL diluent, for administration with needle and syringe (may be used with jet injedtoough the
desired number of dosesnay not be obtained).

3. 50 Dose Vial of vaccine, with vial of 25 mL diluent

STORAGE

Store freezedried vaccine and reconstituted vaccine, when not in use, between 2° and 8°C (35° and 46°F). Discard remainder of-d0se vials
of vaccine within 24 days a#r reconstitution. The single dose vial should be used within 24 hours of reconstitution. Any unused reconstituted
vaccine remaining in a 5@ose vial should be discarded and NOT retained for later use.

Special instructions for 50 Dose Vial of MeningocoatPolysaccharide Vaccine, Groups A, C, Y and 38 Combined, for Jet Injector Use.

CAUTION

During use it is possible that the nozzle of the Jet Injector Apparatus may become contaminated with blood or serum. lbtiaigrs, the nozzle
should be cleansedand sterilized before continued use to prevent the possibility of transmission of hepatitis viruses, HIV and other infectious
agents.
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