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• Liver problems 
• High blood sugar . 
• Enlargement of benign tumors of the uterus ("fibroids•) 
• Mental depression 
Some of the warning •igns of these serious side effects In­
clude: 
• Breast lumps 
• Unusual vaginal bleeding 
• Dizziness and faintoel!S 
• Changes in speech 
• Severe h.eadachea 
• Chest pain 
• Shortness of breath 
• Pains in your legs 
• Changes in vision 
• Vomiting 
• Yellowing of the skin, eyes or nail beds 
Call your healthcare provider right away if you get any of 
these warning signs, or any other unusual symptoms that 
concern you. 
Less serious, but common side effects include: 
• Headache 
• Breast pain 
• Irregular vaginal bleeding or spotting 
• Stomach/abdominal cramps/bloating 
• Nausea and vomiting 
• Hair IOlls 
• Fluid retention 
• Vsginal yeast infection 
These are not all the possible side effects of PREMPRO or 
PREMPHASE. For more information, Mk your healthcare 
provider or pharmacist for advice about side effects. You 
may report side effects to FDA at 1-800-FDA-1088. 
What can I do to lower my chances of getting a serious side 
effect with PREMPRO or PREMPHASE? 
• Talk with your healthcare provider regularly about 

whether you should continue laking PREMPRO or 
PREMPHASE 

• See your healthcare provider right away if you get vaginal 
bleeding while taking PREMPRO or PREMPHASE 

• Have a pelvic exam, breast exam and mammogram 
(breast X-ray) every year unless your healthcare provider 
tells you something else 
ff members of your family have had breast cancer or if you 
have ever had breast lumpa or an abnormal mammogram, 
you may need to have breast exams more often. 

• If you have high blood pressure, high cholesterol (fat in 
the blood), diabetes, are overweight, or if you use tobacco, 
you may have higher chances for getting heart disease 
Ask your healthcare provider for ways to lower your 
chances of getting heart disease. 

General Information about the safe and effective use of 
PREMPRO and PREMPHASE 
Medicines are sometimes prescribed for conditions that are 
not mentioned in patient information leaftets. Do not take 
PREMPRO or PREMPHASE for conditions for which it was 
not prescribed. Do not give PREMPRO or PREMPHASE to 
other people, even if they have the same symptoms you 
have. It may harm them. 
KNp PREMPRO and PREMPHASE out of the reach of chil• 
dren. 
This leaflet provides a summary of the most important in­
formation about PREMPRO and PREMPHASE. ff you 
would like more information, talk with your healthcare pro­
vider or pharmacist. You can ask for information about 
PREMPRO and PREMPHASE that is written for health 
professionals by calling the toll free number 800-934-5556. 
What are the ingredients in PREMPRO and PREMPHASE? 
PREMPRO contains the same coajugated estrogens found 
in Premarin, which are a mixture of sodium estrone sulfate 
and sodium equilin sulfate and other components, inclui!ing 
sodium sulfate conjugates, 17a-dihydroequilin, I7a: 
estradiol and 17Jklihydroequilin. PREMPRO also contains 
either 1.5, 2.5, or 5 mg of medroxyprogesterone acetate. 
PREMPRO 0.3 mg/1.6 mg and 0.45 mg/1.5 mg tablets also 
contain calcium phOllphate tribasic, microcrystalline oollu­
lose, lactose monoh,Ydrate, hypromellose, magnesium atea­
rate, polyethylene glycol, sucr068, h,Ydroxypropyl cellulOlle, 
Eudragil NE 30D, povidone, titanium dioxide, yellow iron 
oxide, and black iron oxide. 
PREMPRO 0.625 mgfl.5 mg and 0.625 mg/5 mg tablets also 
contain calcium phOllphate tribasic, calcium sulfate, car­
nauba wax, cellulOlle, glyceryl monooleate, lactose, magne• 
sium stearate, methylcellulose, pharmaceutical glaze, poly­
ethylene glycol, sucrose, po,~done, titanium dioxide, black 
iron oxide, and FD&C Blue No. 2 or red ferric oxide. 
PREMPHASE is two separate tablets. One tablet (maroon 
color) is 0.625 mg of Premarin, which is a mixture of sodium 
estrone sulfate and sodium equilin sulfate and other com­
ponents, including sodium sulfate conjugates, 17 
a,,diliydroequilin, 17 a-estradiol and 17 !3--dihydroequilin. 
The maroon tablet al.so contains calcium phOllphate tribasic, 
bydroxypropyl cellulose, microcrystalline cellulose, pow­
dered cellulose, hypromellOlle, lactose monohydrate, magne-

sium stearate, polyethylene glycol, sucrose, titanium 
dioxide, FD&C Blue No. 2, FD&C Red No. 40. The second 
tablet (light-blue color) contains 0.625 mg of the same 
ingredients as the maroon color tablet plus 5 mg of 
medroxyprogesterone acetate. The light-blue tablet also 
contains calcium phosphate tribasic, calcium sulfate, car­
nauba wax, cellulooe, glyceryl monooleate, lactose, magne­
sium stearate, methylcellulose, pharmaceutical glaze, poly­
ethylene glycol, sucrote, povidone, titanium dioxide, FD&C 
Blue No. 2, and black iron oxide. 
PREMPRO therapy consists of a single tablet to be taken 
once daily. 
PREMPRO 0.3 mg/1.5 mg 
Blister Card-Each carton includes 1 blister card contain­
ing 28 oval, cream tablets. Each tablet contains 0.3 mg of 
the conjugated estrogens found in Premarin tablets and 
1.5 mg of medroxyprogesterone acetate for oral administra­
tion. 
PREMPRO 0.45 mg/1.5 mg 
Blister Card-Each carton includes 1 blister card contain­
ing 28 oval, gold tablets. Each tablet contains 0.45 mg of the 
conjugated estrogens found in Premarin tablets and 1.5 mg 
of medroxyprogesterone acetate for oral administration. 
PREMPRO 0.625 mg/2.5 mg 
EZ DIAL dispenser-Each carton includes 3 EZ DIAL® dis­
pensers containing 28 tablets. One EZ DIAL dispenser con­
tains 28 oval, peach tablets. Each tablet contains 0.625 mg 
of the conjugated estrogens found in Premarin tablets and 
2.5 mg of medroxyprogesterone acetate for oral administra• 
tion. 
Blister Card-Each carton includes l blister card contain­
ing 28 oval, peach tablets. Each tablet contains 0.625 mg of 
the coojugated eetrogens found in Premarin tablets and 
2.5 mg of medroxyprogesterone acetaro for oral administra­
tion. 
PREM PRO 0.625 mg/5 mg 
EZ DIAL dispenser-Each carton includes 3 EZ DIAL dis· 
pensers containing 28 tablets. One EZ DIAL dispenser con­
tains 28 oval, J;ght-blue tablets. Each tablet contains 
0.625 mg of the conjugated estrogens found in Premarin 
tablets and 5 mg of medroxyprogesterone acetate for oral 
administration. 
Blister Card• Each carton includes 1 blister card containing 
28 oval, light-blue tablets. Each tablet contains 0.625 mg of 
the conjugated estrogens found in Premarin tablets and 
5 mg of medroxyprogesterone acetate for oral administra­
tion. 
PREMPHASE therapy consists of two separate tablets; one 
maroon Premarin tablet taken daily on days 1 through 14 
and one light-blue tablet taken on day• 15 through 28. 
Each carton includes 1 blister pack containing 28 tablets. 
One blister pack contains 14 oval, maroon Premarin tablete 
containing 0.626 mg of coitjugated estrogens and 14 
oval, light-blue tablets that contain 0.625 mg or the conju­
gated estrogens found in Premarin tablets and 5 mg of 
medroxyprogesterone acetate for oral administration. 
The appearance of PREMPRO tablets is a trademark of 
Wyeth Pharmaceuticals. 
The appearance of PREMARIN tablets is a trademark of 
Wyeth Pharmaceutical•. The appearance of the coojugated 
estrogens/medroxyprogesterone acetate combination tablets 
i• a trademark. 
Store at 20°-25'C (68"-77"F); excursions permitted to 
15°-30"C (59"-86'FI [see USP Controlled Room Tempera• 
ture). 
United States Patent Number 5,547,948 (PREMPRO). 
This product's label may have been updated. For current 
package insert and further product information, please visit 
www.wyelh.com or call our medical communications depart­
ment wll-free at l-800-934-5556. 
Wyeth• 
Wyet.h Phsrmaceuticals Inc. 
Philadelphia, PA 19101 
Wl0537C006 
ETOl 
Rev 02/10 
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PREVNARll 13 ~ 
(pn!v' narl 
Pneumococcal 13-velent Conjugate Vaccine 
[Diphtheria CRM,97 Protein)) 
Suspension for intramuscular injection 

HIGHLIGHTS OF PRESCRIBING INFORMATION 
These highlights do not include all the information needed 
to use PREVNAR 13 safely and effectively. See full prescrib• 
ing information for PREVNAR 13. 
PREVNAR 13 (Pneumococcal 13-velent Conjugate Vaccine 
(Diphtheria CRM191 Protein)) 
Suspension tor intramuscular injection 
Initial U.S. Approval: 2010 

PREVNAR 13 • WVETH/3403 

----INDICATIONS AND USAGE;----­
Prevnar 13 is a vaccine approved for use in children 6 weeks 
through 5 years of age (pnor to the 6th birthday). 
Prevnar 13 is indicated for active immunfaatioo for the pre­
vention of invMive disease caused by Slreptococcu.s pneumo• 
niM serotypes 1, 3, 4, 5, GA, 6B, 7F, 9V, 14, lSC, 19A, 19F 
and 23F. 
Prevnar 13 is also indicatoo for the prevention of olilis me­
dia caused by Streptococcu$ pneumoni.M serotypes 4, 6B, 
9V, 14, 18C, l9f', and 23F. No otitis media efficacy data are 
available for serotypes l, 3, 5, GA, 7F, and 19A. (1) 
---iDOSAOE AND ADI\DNlSTRATIOl'+-1 --­
The four-dOlle immuniution series consists of a 0.5 mL in­
tramuscular iajection administered at 2, 4, 6, and 12-15 
months of age. (2.3) 
---DOSAGE FORMS AND STRENGTHS---
0.5 mL suspension for intramuscular injection, supplied in a 
single-dose pre-filled syringe. (3) 
------<t;iONTRAJNDlCATION.,_ ___ _ 
Severe allergic reaction (e.g., anaphylaxisl to any compo­
nent of Prevnar 13, Prevnar (Pneumococcal 7-valent 
Coajugate Vaccine [Diphtheria CRM197 Protein)) or any 
diphtheria toxoid-containing vaccine. (4) 
---WARNINGS AND PRECAUTIONS,__ __ _ 
Apnea following intramuscular vaccination h.81! been ob­
served in some infants born prematurely. Decisions about 
when to admimster an intramuscular vaccine, including 
Prcvnar 13, to infants born prematurely should be based on 
consideration of the individual infant's medical statll.S, and 
the potential benefits and possible risks of vaccination. (5.4) 
-----ADVERSE REACTION':,----­
The most oommonly reported solicited adverse reaction• 
(;a:20 %) in U.S. clinical trials with Prevnar 13 were redness, 
•welling and tenderness at the injection site, fever, de­
creased appetite, irritability, increased sleep, and decreased 
sleep. (6.1) 
To report SUSPECTED ADVERSE REACTIONS, contact 
Wyeth Pharmaceuticals Inc. at 1-800-934-5556 or VAERS at 
1-800-822-7967 or http://vaers.hhs.gov. 
-----1DRUG INTERACTION,._ ____ _ 
• Do not mix with any other vaccine in the same syringe. 

(7.1) 
• Immunosuppressive therapies may reduce immune re-

sponse to Prevnar 13. (7.2) 
---USE IN SPECIFIC POPULATIONSs---­
Safety and effectiveness of Prevnar 13 in children below the 
age of 6 weeks or on or after the 6th birthday have not been 
established. Prevnar 13 is not approved for use in children 
in these age groups. (8.4) 
SN 17 for PATIENT COUNSELING INFORMATION 
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FUU PRE:SCRIBING INFORMATION 

l INDICATIONS AND USAGE 
Prevnar 13™ is a vaccine approved for use in children 6 
weeks through 5 years of age (prior to the 6th birthday). 
Prevnar 13 is indicated for active immunization for the pre-
vention of invasive disease caused by Stl'V!plococcus pneum(}-
niae serotypes l, 3, 4, 5, 6A, 6B, 7F, 9V, 14, 18C, 19A, 19F 
and 23F. 
Prevoar 13 is also indicated for the prevention of otitis me-
dia caused by Stl'V!ptococcus pneumoniae serotypes 4, 6B, 
9V, 14, 18C, 19F, and 23F. No otitis media efficacy data are 
available for serotypes 1, 3, 5, 6A, 7F, and 19A. 

2 DOSAGE AND ADMINISTRATION 
For intramuscular iajection only. 
2.1 Preparation for Administration 
Since this product is a suspension containing an adjuvant, 
shake vigorously immediately prior to use to obtain a ho-
mogenous, white suspension in the vaccine container. Do 
not use the vaccine, if it cannot be resuspended. Parenteral 
drug products should be inspected visually for particulate 
matter and discoloration prior to administration {M!e De-
script1on (11)}. This product should not be used if particu-
late matter or discoloration is round. 
Do not mix Prevoar 13 with other vaccines/products in the 
same syringe. 
2.2 Administration Information 
Do not iaject intravenously, intradermally, or subcutane• 
ously. 
Each 0.5 mL dose is to be iajected intramuscularly. The pre-
ferred sites for injection are the anterolateral aspect of the 
thigh in infants or the deltoid muscle of the upper arm in 
toddlers and young children. The vaccine should not be in-
'ected in the gluteal area or areas where there may be a 
major nerve trunk and/or blood ve,isel 
2.3 Vaccine Schedule for lnfams and Toddlers 
Prevnar 13 is to be administered as a four-dose series at 2, 
4, 6, and 12-15 months of age. 

Table 1: Vaccination Schedule for Infants and Toddlers 

Dose Dose 1•t Dose 21 Dose 3t Dose 4* 

Age at 2 4 6 12-15 
Dose months months months months 

• Dose 1 may be given as early as 6 weeks of age. 
1 The recommended dosing interval is 4 to 8 weeks. 
1 The fourth dose should bo administered at approximately 
12-15 months of age, and at least 2 months after the third 
d ose. 

2 .4 Vaccine Schedule for Unvaccinated Children 2 7 
Months of Age 
For children who are beyond the age of the routine infant 
sch edule and have not received Prevoar or Prevnar 13, the 
following catch-up schedule applies: 

Table 2: Vaccine Schedule for Unvaccinated Children 
2 7 Months of Age 

As- at First Dose 

7 • ll months of age 

12-23 months of age 

24 
( 

months through 5 years of age 
prior to the 6th birthday) 

Total Number of 
0.5ml Doses 

3• 

2t 

1 

The first 2 doses at least 4 weeks apart; third dose after 
th e one-year birthday, separated from I.be second dose by 
t least 2 months. a 

t 'l\vo doses at least 2 months apart. 

e immune respooscs induced by this catch-up schedule Th 
ma 
t 

y result in lower antibody concentrations for some aero-
ypes, compared to antibody concentrations following 4 

d oses of Prevoar 13 (given at 2, 4, 6, and 12 to 15 months). 
n children 24 months through 5 years of age, the catch-up l 

sch edule may result in lower antibody concentrations for 
80 

I 
Tb 
D 

me serotypes, compared to antibody concentratio08 fol-
owing 3 doses of Prevnar 13 (given at 2, 4, and 6 months). 

e clinical relevance of these lower antibody responses is 
ot known. 

For the latest PDR product information, visit PDR.net 

Teble 3: Percentaa- of U.S. lnfent end Toddler Subjects Reporting Solicited Locel Reactions et th• Prevnu 13 or Prevna 
Injection Sites Wrthin 7 Days After E:ech Vaccination at 2, 4, 6, and 12-15 Months of Age• ' 

Dose 1 Dose2 Dose 3 Dose 4 -
G,.ded Prevnu 13 Prevnar Prevnar 13 Prevn■r Prevnar 13 Prevnar Prevner 13 Prevnar 
Local (Nb:1375- (N'=516- (W'oa1069- (Nb=405. (W'=998- (W:348- (Nb=874- (Nb=283-
Reaction 1612) 606) 1331) 510) 1206) 446) 1060) 379) 

R..tness' -
Any 24.3 26.0 33.3 29.7 37.1 36.6 42.3 45.5 

Mild 23.1 25.2 31.9 28.7 35.3 35.3 39.5 42.7 

Moderate 2.2 1.5 2.7 2.2 4.6 5.1 9.6 13.4* 

Severe 0 0 0 0 0 0 0 0 

Swelling' 

Any 20.1 20.7 25.2 22.5 26.8 28.4 31.6 36.o• 

Mild 17.2 18.7 23.8 20.5 25.2 27.5 29.4 33.8 

Moderate 4.9 3.9 3.7 4.9 3.8 5.8 8.3 11.2• 

Severe 0 0 0.1 0 0 0 0 0 

Tenderness 

Any 62.5 64.5 64.7 62.9 59.2 60.8 57.8 62.5 

Interferes 
with limb 10.4 9.6 9.0 10.5 8.4 9.0 6.9 5.7 
movement 

• Statistically signifiC8Jlt difference p < 0.05 
• Data are from three primary U.S. safety studies (the U.S. phase IT infant study, the pivotal U.S. non-inferiority study, 
and the U.S. consistency study). All infants received concomitant routine infant immunizations. Concomitant vaccines 
and pneumococcal coajugste vaccines were administered in different limbs. 
b Number of subjects reporting Yes for at least 1 day or No for all days. 
• Diameters were measured in caliper units or whole numbers from 1 to 14 or 14+. One caliper unit = 0.5 cm. 
Measurements were rounded up to the nearest whole number. Intensity or induration and erythema were then 
cha.racterized as Mild (0.5-2.0 cm), Moderate (2.6-7.0 cm), or Severe (>7.0 cm). 

2.5 Pravnar 13 Vaccine Schedule for Children Previously Protection agai08t otitis media is expected to be substan-
Vaccinated With Prevnar (Streptococcus pn,,umoniaa sero- tially lower than protection against invasive disease. In ad-
types 4, 68, 9V, 14, 18C, 19F, and 23FI dition, because otitis media is caused by many organisms 
Children who have received one or more doses of Prevnar other than the 7 serotypes o{ Streptococcus pneumoniae in-
may complete the 4-dose immunization series with Prevoar eluded in the indication, protection against all causes of oti-
13. Children 15 months through 5 years of age who have tis media is expected to be lower than for pneumococcal oti-
received 4 doses of Prevoar may receive one dose of Prevoar tis media caused by these 7 vaccine serotypes [see Clinical 13 to elicit immune responses to the six additional sero- Studies (14.2JJ. types. This catch-up dose or Prevnar 13 should be adminis-

The duration of protection from immwiliation is not known. tered with an interval or at least 8 weeks after the fourth 
dose of Prevnar. The immune responses induced by this 5.3 Altered lmmunocompetence 

Prevoar 13 transition schedule may result in lower anti- Data on the safety and effectiveness of Provoar 13 when ad• 

body concentratiolll! for the 6 additional serotypes (types 1, ministered to children in specific groups at higher risk for 
8, 5, 6A, 7F, and 19A), compared to antibody concentrations invasive pneumococcal disease (e.g., children with congeni-
following 4 doses of Prevnar 13 (given at 2, 4, 6, and 12 to 16 ta! or acquired splenic dysfunction, HIV infection, malig-
months). The clinical relevance of these lower antibody re- nancy, nephrotic syndrome) are not available. 
sponses is not known. Children in these groups may have reduced antibody 

DOSAGE FORMS AND STRENGTHS response to active immunization due to impaired immune 3 
respoDSiveness. Vaccination in high-risk groups should be Prevnar 13 is a suspension for intramuscular iajection 
considered oo an individual basis {see Drug lnteractwns available in 0.5 mL single-<lose pre-filled syringes. (7.2)]. 

4 CONTRAINDICATIONS The use of pneumococcal conjugate vaccine does not replace 
Severe allergic reaction (e.g., anapbyluis) to any compo- the use of 23-valent pneumococcal polysaecharide vaccine 
nent of Prevnar 13, Prevoar or any diphtheria toxoid• CPPV23) in children 224 months of age with sickle cell di.a-
containing vaccine. ease, asplenia, HIV infection, chronic illness or who are otb· 
5 WARNINGS AND PRECAUTIONS erwise immunocompromised. 
5.1 Management of Allergic Reactions or Other Adverse 5.4 Premature Infants 
Reactions Apnea following intramuscular vaccination has been ob-
Before administration of any dose, all precautions should be served in some infants born prematurely. Decisions about 
taken to prevent allergic or any other adverse reactions. when to administer an intramuscular vaccine, including 
This includes a review of the patient's immunization history Prevoar 13, to infants born prematurely should be based on 
for p08Sible sensitivity to the vaccine or similar vaccines consideration of t he individual infant's medical status, and 
and for previous vaccination-related adverse reactio08 in or• the potential benefits and p08Sible risks of vaccination. 
der to determine the existence of any contraindication to im-

6 ADVERSE REACTIONS mwiliation with Prevoar 13 and to allow an assessment of 
risks and benefits. Epinephrine and other appropriate Because clinical trials are conducted under widely varying 
agents used for the control of immediate allergic reactions conditions, adverse-reaction rat.es observed in the clinical 
must be immediately available should an acute anaphylac- trials or a vaccine cannot be directly compared to rates io 
tic reaction occur following the ad.ministration of the vac- the clinical trials of another vaccine and me,y not re6ect the 
cine. rat.es observed in practice. A,, with any vaccine, t.bere is the 
5.2 Limitations of Vaccine E:ffectiveness possibility that broad use of Prevnar 13 could reveal ad-
Prevnar 13 may not protect all individuals receiving the verse resctioDS not observed in clinical trials. 
vaccine. Prevnar 13 will not protect against Strepu,coccus 6.1 Clinical Trials Experience With Prevnar 13 
pneurrumiae serotypes I.bat are not in the vaccine or sero- The safety of Prevnar 13 was evaluated in 13 clinical trials 
types unrelated to I.hose in the vaccine. It wiU also not pro- in which 4,729 infants and toddlers received at least one 
tect against other microorganisms. This vaccine does not dose orPrevoar 13 and 2,760 infants and toddlers received 
treat active infection. at least one dose of Prevnar active control. Safety data for 

IMPORTANT NOTICE: Updated drug information is sent bi-monthly via the PDR• Update Insert. For monthly email updates, register at PDR.net. 
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the first three doses are available for all 13 infant studies; 
dose 4 data are available for 10 studies; and data for the 
6-month foUow-up are available for 7 studies. The vaccina­
tion sclledule and concomitant vaccmations used in these 
infant trials were COlll'istent with countrysSpecific recom­
mendations and local clinical practice. There were no sub­
stantive differences in demographic characteristics between 
the vaccine groups. By race, 84.0% of subjects were White, 
6.0% were Black or African-American, 5.8% were Asian and 
3.8% were of 'Other' race (most of these being biraciall. 
Overall, 52.3% of subjects were male infants. 
Th.n!e studies in the U.S. evaluated the safety of Prevnar 13 
when administered concomitantly with routine U.S. pediat­
ric vaccinations at 2, 4, 6, and 12-15 months of age. Solicited 
local and systemic adverse events were recorded daily by 
parents/guardians using an electronic diary for 7 consecu­
tive days following each vaccination. For unsolicited ad­
verse events, study subjects were monitored from adminis­
tration of the first dose until one month after the infant 
series, and for one month after the administration of the 
toddler dose. Wormation regarding unsolicited and serious 
adverse events, newly diagnosed chronic medical condi­
tions, and hospitalizations since the last visit were collected 
during the clinic visit for the fourth-study dose and during a 
scripted telephone interview 6 months after the fourth­
study dose. Serious adverse events were also collected 
throughout the study period. Overall, the safety data show 
a similar proportion of Prevnar 13 and Prevnar subjects re­
porting serious adverse events. Among U.S. study subjects, 
a similar proportion of Prevnar 13 and Prevnar recipients 
reported solicited local and systemic adverse reactions as 
well as unsolicited adverse events. 
Serious Adverse Events in All Infant and Toddler Clinical 
Studies 
Serious adverse events were collected throughout the study 
period for all 13 clinical trials. Th.is reporting period is 
longer than the 30-day post-vaccination period used in some 
vaccine trials. The longer reporting may have resulted in 
serious adverse events being reported in a higher percent­
age of subjects than for other vaccines. Serious adverse 
events reported following vaccination in infants and tod­
dlers occurred in 8.2% among Prevnar 13 recipients and 
7.2% among Prevnar recipients. Serious adverse events ob­
served during different study periods for Prevnar 13 and 
Prevnar respectively were: 1) 3. 7% and 3.5% from dose 1 to 
the bleed after the infant series; 2) 3.6% and 2. 7% from the 
bleed after the infant series to the toddler dose; 3) 0.9% and 
0.8% from the toddler dose to the bleed after the toddler 
dose and 4) 2.5% and 2.8% during the 6 month follow up 
period after the last dose. 
The most commonly reported serious adverse events were in 
the 'Infections and infestations' system organ clal!II includ­
ing bronchiolitis (0.!1%, 1.1%), gastroenteritis, (0.9%, 0.9%), 
and pneumonia (0.9%, 0.5%) for Prevnar 13 and Prevnar re­
spectively. 
There were 3 (0.063%) deaths among Prevnar 13 recipients, 
and 1 (0.036%) death in Prevnar recipients, all as a result of 
sudden infant death syndrome (SIDS). These SIDS rates 
are consistent with published age specific background rates 
of SIDS from the year 2000. 
There was 1 hypotonic-hyporesponsive episode adverse re­
action reported (0.015%). 
Solicited Adverse Reactions in the Three U.S. Infant and 
Toddler Studies 
A total of 1,907 subjects received at least 1 d08e of Prevnar 
13 and 701 subjects received at least 1 dose of Prsvnar in 
the three U.S. studies. Most subjects were White (77.3%), 
14.2% were Black or African-American, and 1. 7% were 
Asian; 79.1% of subjects were non-Hispanic and non-Latino 
and 14.6% were Hispanic or Latino. Overall, 53.6% of sub­
jects were male infants. 
The incidence and severity of solicited adverse reactions 
that occurred within 7 days following each dose of Prevnar 
13 or Prevnar administered to U.S. infants and toddlers are 
shown in Tables 3 and 4. 
[See table 3 at top of previous page) 
[See table 4 above) 
Unsolicited Adverse Reactions in the Three U.S. Infant and 
Toddler Safety Studin 
The following were determined to be adverse drug reactions 
based on experience with Prevnar 13 in clinical trials: 
Reactions occurring in greater than l % of infants and tod­
dlers: diarrhea, vomiting, and rash. 
Reactions occurring in less than l lJ: of infants and toddlers: 
crying, hypersensitivity reaction (including face edema, 
dyspnea, and bronch05pasm ), seizures (including febrile sei­
zures), and urticaria or urticaria-like rash. 
Safety Assessments In the Catch-Up Studies 
1n a catch-up study conducted in Poland, 354 children (7 
months through 5 years of age) receiving at least one dose of 
Prevnar 18 were also monitored for safety. All subjects in 
this study were White and non-Hispanic. Overall, 49.6% of 
subjects were male infants. The incidence and iieverity of 
solicited adverse reactions that occurred within 4 days fol-

Table 4: Percentage of U.S. Infant and Toddler Subjects Reporting Solicited Systemic Adverse Reactions Within 7 Days 
After Each Vaccination at 2, 4, 6, and 12-15 Months of Age•.I> 

Dose 1 Dose 2 Dose 3 Dose 4 

Graded Prevnar 13 Prevnar Prevnar 13 Prevnar Prevnar 13 Prevnar Prevnar 13 Prevnar 
Systemic (N°21360- (N"=497- (N"=1084- (N°=409- (N"=997- (N":354- (N"=850- <N•=278--
Events 1707) 640) 1469) 555) 1361) 521) 1227) 436) 

Fever 

Any 24.3 22.l 36.5 32.8 30.3 31.6 31.9 30.6 

Mild 23.6 21.7 34.9 31.6 29.1 30.2 30.3 30.0 

Moderate 1.1 0.6 3.4 2.8 4.2 3.3 4.4 4.6 

Severe 0.1 0.2 0.1 0.3 0.1 0.7 1.0 0 

Decreased 48.3 43.6 47.8 43.6 47.6 47.6 51.0 49.4 
appetite 

Irritability 85.6 83.6 84.8 80.4 79.8 80.8 80.4 77.8 

Increased 71.5 71.6 66.6 63.4 67.7 55.2 48.7 55.l 
sleep 

Decreased 42.6 40.6 45.6 43.7 46.6 47.7 45.3 40.3 
sleep 

• Number of subjects reporting Yes for at least 1 day or No for all days. 
b Data are from three primary U.S. safety studies (the U.S. phase ll infant study, the pivotal U.S. non-inferiority study, 
and the U.S. coru,istency study). All infants received concomitant routine infant immunizations. Concomitant vaccines 
and pneumococcal coajugate vaccines were administered in different limbs. 
d Fever gradings: Mild (~38'C but :,.39'C), Moderate (>39'C but s40'C), and Severe (> 40'C). No other systemic event 
other than fever was graded. Parents reported the use of antipyretic medication to treat or prevent symptoms in 62 to 
75% of subjects after any of the 4 doses. There were no statistical differences between the Prevnar 13 and Prsvnar 
groups. 

Table 5: Percentage of Subjects 7 Months Through 5 Years of Age Reporting Solicited local Reactions Within 4 Days 
After Each Catch-Up Prevnar 13 Vaccination• 

7 through 11 months 12 through 23 months 24 months 
through 5 

years 

Graded Local Reaction Dose 1 Dose 2 Dose 3 Dose 1 Dose 2 Dose 1 
N":86 N•=86-87 Nb=78-82 Nb=l08-U0 Nb=98-106 N•=l47-149 

% % % % CJ % 

Redness• 

Any 48.8 46.0 37.8 70.0 54.7 50.0 

Mild 41.9 40.2 31.3 55.5 44.7 37.4 

Moderate 16.3 9.3 12.5 38.2 25.5 25.7 

Severe 0.0 o.o 0.0 0.0 0.0 0.0 

Swelling' 

Any 36.0 32.2 25.0 44.5 41.0 36.9 

Mild 32.6 28.7 20.5 36.7 36.2 28.2 

Moderate 11.6 14.0 11.3 24.8 12.1 20.3 

Severe 0.0 0.0 0.0 0.0 0.0 0.0 

Tenderness 

Any 15.l 16.1 15.2 33.3 43.7 42.S 

Interferes 
with limb 1.2 3.5 6.4 0.0 4.1 4.1 
tnO\rement 

• Study conducted in Poland. 
b Number of subjects reporting Yes for at lea.st 1 day or No for all days. 
'Diameters were measured in caliper units of whole numbers from 1 lo 14 or 14+. One caliper unit = 0.5 cm. 
Measurements were rounded up to th.e nearest whole number. Intensity of redness and swelling were then characterized 
as Mild (0.5-2.0 cm), Moderate (2.5-7.0 cm), or Severe (>7.0 cm). 

lowing each dose of Prevnar 13 administered to 
pneumoooccal-vaccine naive children 7 months through 5 
years of age are shown in Tubles 6 and 6. 
(See table 6 above) 
(See table 6 at top of next pagel 
A U.S. study evaluated the u"8 of Prevnru- 13 in children 
previously immunized with Prevnar In this open label trial, 

284 healthy children 15 through 59 months of age previ­
ously vaccinated with at least 3 doses of Prevnar, received 1 
or 2 doses of Prevnar 13. Children 15 months through 23 
months of age (group lJ received 2 doses, and children 24 
months through 59 months of age (group 2) received one 
dose. Most subjects were White (75.0%). 15.8<J: were Black 
or African-American, and 1.6% were Asian; 86.6% of 
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Table 6: Per.:.ntage of Subjects 7 Months Through 5 Years of Age Reporting Solicited Systemic Adverse Reactions 13 as well. Because these events are reported voluntariJ 
Wrthin 4 Days After Each Catch-Up Prevnar 13 Vaccination• from a population ofunoertain size, it is not always J>Ossib{ 

to reliably estimate its frequency or establish a ca11881 l'el 0 

7 through 11 months 12 through 23 months 24 months tionship to the vaccine. 8 • 

through 5 Administrative site conditions: Injection-site del'lllatitis 
years iajectioo-site pruritus, injection-site urticaria • 

Blood and l~11hatic SI!tem disorders: Lymphadenopau, 
Systemic Reaction Dose 1 Dose 2 Dose 3 Dose 1 Dose 2 Dose 1 localized to the region of the injection site Y 

N':86-87 N1'=86-87 Nb=78-81 Nb:108 Nb:98-100 Nb=147-148 Immune s~tem disorders: Anaphylactidanaphylacto;d re-
% % 'J % % % action including shock 

Skin and subcutaneous tissue disorders: Angioneurotic Fever' edema, erythema multiforme 
Reseirato!)'.: Apnea 

Mild 3.4 8.1 5.1 3.7 5.1 0.7 The safety of Prevnar given concomitantly with other vae-
Moderate 1.2 2.3 1.3 0.9 0.0 0.7 cines as prut of routine care was assessed in a three-year 

observational study performed at Northern California Ka;. 

Severe 0.0 0.0 0.0 0.0 0.0 0.0 ser Permanente in which 65,927 children received three 
doses of Prevnar in the first year of life. Primary safety out-

Decreased appetite 19.5 17.2 17.5 22.2 25.6 16.3 comes analyses included an evaluation of pre-defined ad-
verse events occurring in temporal relationship to immuni. 

lrritability 24.1 34.5 24.7 30.6 34.0 14.3 zation. Rates of adverse events occurring within various 
time periods post-vaccination (e.g., 0-2, 0-7, 0-14, and 0-30 

Increased sleep 9.2 9.3 2.6 13.0 10.l ll.6 days) ware compared to the rates of th011e events occurring 
within a control time window (i.e., 31-60 days). Secondary 

Decreased sleep 24.l 18.4 15.0 19.4 20.4 6.8 safety outcomes analyses included comparisons to a histor-
ical control population of infants (1995-1996, N=40,223) 

• Study conducted in Poland. prior to the introduction of Prevnar. In addition, the study 
b Number of subjects reporting Yes for at least I day or No for all days. included extended follow•up of subjects originally enrolled 
' Fever gradings: Mild (.-e38°C hut s39°C), Moderate (>39°C but s 40°C), and Severe(> 40"C). No other systemic event in the NCKP efficacy trial (N=37,866). 
other than fever was graded. The primary safety outcomes anal)l1!8s did not demonstrate 

a consistently elevated risk of healthcare utilization for 
croup, gastroenteritis, allergic reactions, seizures, wheezing 
diagn011es, or breath-holding acroes doses, healthcare set-

Table 7: Percentage of Subjects 15 Months Through 59 Months of Age, Previously Vaccinated with 3 or 4 Prior Infant tings, or multiple time windows. As in prelicensure trials, 
Doses of Prevnar, Reporting Solicited Local Reactions Within 7 Days After One Supplemental Prevnar 13 Vaccination fever was associated with Prevnar administration. In anal-

yses of secondary safety outcomes, the a<ijusted relative risk 
15 months through 23 months• 24 months through 59 of hospitalfaation for reactive airways disease was 1.23 

monthsb (95% Cl: I. 11, 1.35). Potential confounders, such as differ-

1 dose Prevnar 13 
ences in concomitantly administered vaccines, yearly varia-

1 dose Prevnar 13 1 dose Prevnar 13 tion in respiratory infections, or secular trends in reactive 
Graded local Reaction 

3 prior Prevnar doses 4 prior Prevnar doses 3 or 4 prior Prevnar airways disease incidence, could not be controlled. Extended 
doses follow-up of subjects originally enrolled in the NCKP efli-

N":28-32 N"=62-76 N"=l38-156 cacy trial revealed no increased risk of reactive airways dis• 
% % % ease among Prevnar recipients. In general, the study re-

Redness• 
suits support the previously described safety profile of 
Prevnar. 

Any 46.9 36.6 34.9 7 DRUG INTERACTIONS 
7.1 Concomitant lmmuniHtions 

Mild 31.0 31.4 31.5 lo clinical trials, Prevno.r 13 was administered concomi-

Moderate 22.6 7.9 9.9 
tautly with the following U.S. licensed vaccines: Pedio.rix 
[Diphtheria and Tetanus 'lbxoids and Acellular Pertussis 

0.0 0.0 0.0 
Adsorbed, Hepatitis B (Recombinant) and Inactivated Polio-

Severe virus Vaccine Combined] (OTaP-HBV-IPV) and ActHIB 

Swelling" 
(Haemophilus b Coajugate Vaccine (Thtanus 'lbxoid Coaju-
gate)] (PRP-T) for tho first three doses and with PedvaxHIB 

Any 35.5 21.2 22.2 
{Haemophilus b Coajugate Vaccine (Meningococcal Protein 
Conjugate)] (PRP-OMP), M-M-R ll !Measles, Mumps, Ru-

Mild 26.7 18.8 20.3 
bells Vll'US Vaccine Live] (MMR) and Varivax [Vo.riceUa Vi-
rus Vaccine Live], or ProQuad [Measles, Mumps, RubeUa 

Moderate 13.8 7.7 5.7 and Varicella Virus Vaccine Live] (MMRV) and VAQTA 
[Hepatitis A vaccine, Inactivated) (HepA) for dose 4 [aee 

Severe 0.0 0.0 0.0 Clinical Studiu (14.2)}. 
When Prevnar 13 is administered at the same time as an• 

Tunderness other injectable vaccine(s), the vaccines abould always be 
administered with different syringes and given at different 

Any 53.1 50.0 61.9 injection sit.es. 
Do not mix Prevno.r 13 with other vaccines/products in the 

Interferes with limb movement 10.3 6.3 10.6 same syringe. 
7.2 lmmunosuppressiv• Therapies 

• Dose 2 data not shown. Children with impaired immune responsiveness due to the 
b The data for this age group are only represented as a single result as 95% of children received 4 d011es of Prevnar prior use of immunosuppressive therapy (including irradiation, 
to enrollment. corticosteroids, antimetabolit.e.s, alkylating agents, and cy-
' Number of subjects reporting Yes for at least l day or No for all days. totoxic agents) may not respond optimally to active immu• 
d Diameters were measured in caliper uniL, of whole numbers from 1 to 14 or 14+. One caliper unit " 0.5 cm. nization. 
Measurements were rounded up to the nearest whole number. Intensity of redness and swelling were then characterized 

8 USE 1N SPECIFIC POPULATIONS as Mild (0.5-2.0 cm). Moderate (2.5-7.0 cm), or Severe (>7.0 cm). 
8.1 Pr•gnancy 

subjects were non-Hispanic and non-Latino and 13.4% were Overall, the safety of Prevnar was evaluated in a total of 
Pregnancy Category C 
Animal reproduction studies have not been conducted with Hispanic or Latino. Overall, 54.0... of subjects were male in- five clinical studies in the U.S. in which 18,168 infants and Prevnar 13. It is also not known whether Prevnar 13 can 

fants. children received a total of 58,699 doses of vaccine at 2, 4, 6, cause fetal harm when administered to a pregnant woman 
The incidence and severity of solicited adverse reactions and 12-15 months of age. or whether it can affect reproductive capacity. that occurred within 7 days following one dose of Prevnar 13 Adverse events reported in clinical trials with Prevno.r in- 8.4 Pediatric Use administered to children 15 months through 59 months of elude: 

Safety and effectiveness of Prevnar 13 in children below the age are shown in Tables 7 and 8. Bronchiolitis, UTI, aeute gastroenteritis, asthma, aspira-
age of 6 weeks or on or after the 6th birthday have not been [See table 7 above] lion, breath holding, influenza, inguinal hernia repair, viral 

!See table 8 at top of next page] syndrome. URI, croup, thrush, wheezing, choking, coajunc- established. Prevnar 13 is not approved for use in children 
6.2 Clinical Trials Experience With Prevnar• tivitis, pharyngitis, colic, colitis, congestive heart ftulure, ro- in these age groups [see Dosage and Admini$tration (2)). 

The safety experience with Prevnar is relevant to Prevnar seola, sepsis. Immune responses elicited by Prevno.r 13 among infants 
13 because the two vaccines share common components. 6.3 Post-marketing Experien.:. Wrth Prevnar born prematurely have not been specifically studied. 
Generally, the adverse reactions reported in clinical trials The following adverse reactions have been reported through 8.5 Geriatric Use 
with Prevnar 13 were also reported in clinical trials with passive surveillance since market introduction of Prevnar The safety and effectiveness of Prevnar 13 in geriatric popu• 
Prevnar. and therefore, are considered adverse reactions for Prevno.r Jations have not been established. 

IMPORTANT NOTICE: Updated drug information is sent bi-monthly via the PDR~ Update Insert. For monthly email updates, register at PDR.net. 
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Premar 13 is DOt to be u,ied u a eubl!ltilutc. ,,,,. 23-valenl 
pneurllOCO(Q) polygaccharide vaccine (PP\123J iD geriatnc 
populauon., 

10 OVERDOSAGE 
Overd06e with Prevnar 13 iJI unlikely due to ita presentation 
as a pre-6Ued syringe. However, there have been report& of 
ovenloao with Prevnar 13 defined u suhoequcnt dose.a ad­
llUlllS~ doeer than n,commended to lM previous doee. 
In general, adve,.., eventa reported with overdoee ara oon• 
aist,,nt with those which have been reported with d.,..,. 
given in tho rocommendcd l!clicdulca of Prevnar 13. 

11 DESCRIPTION 
Prevnar 13, Pneumoeoccal 13-valent Coqjugate Vaccine 
(DiphU,,.ria CRM1,, Protein) ia a sterile &ll!<paogion of aac:­
charidee of the caJl6ul&r antigens of StJT~ru pMumo­
niiu aerotypes 1, 3, 4, 6, 6A, 6B, 7F, 9V, 14, 18C, 19A, 19F, 
and 23F, individually linked to non-toxic diphtheria CRM191 
p~in. Each aero type is grown in soy peptone broth, The 
individual poly,;aecharidee are purified lhrough centnfup­
tion, preapitatiou, ultrafiluation, and column chromatogra­
phy. The polysaccharides are chemically an.vat.eel to malr.e 
saccharides, which are directly cortjugat.ed by reductive 
amination to the protein carrier CRM1,,, to form the clyeo­
coqjugate. CRMi,i is a nontoxic variant of diphtheria toxin 
isolated from culturea of CoryMbactwum diphtMnac 
strain C7 (pl97) grown LD a casamino arid4 and yeast 
extract-bued medium. CRM1,. is purified Lhrough ultraftl• 
tration. ammonium sulfate precipitation, and ioo-exchange 
chromatography. The individual g\ycoto11Jugates are puri-
6ed by ultraftltration and column chromatography and an­
alyzed for 1accharide to protein rati08, molecular size, fNk'I 
saocharide, and fme protein. 
11,e individual g\ycDCOIIJuptea are compounded to formu­
late PreVDar 13. Potency of the formulated vaccine IS deter• 
mined by quantification or each or the aacchande antigent 
and by the saccharide to protein rati08 in the individual gly­
cocortjugatea. Eacb 0.5 mL doee of the vaccmo is formulat.ed 
to contain approximately 2.2 pg of each of Stn:ploco(xu, 
pMUJfl<lruGe serotypee 1, 3, 4, 5, 6A, 7F, 9V, 14, 18C, 19A, 
19F, 23P' saccharides, 4.4 pg of 68 aa<:diaridee, 34 1111 
CRMi,i carrier protein, 100 µg polyaorbate 80, 295 µg ,uc­
c:inate buffer and 125 µg aluminum as aluminum ph08phate 
a<\juvant. 
The tip cap and rubber plunger of the pro-filled syringe do 
not contain late%. 

12 CLINICAL PHARMACOLOGY 
A serum anti-caP6ular polyaaccharide antibody conceotn• 
tioo of 0.3511WmL mcuured one month after the third d0t10 
as a single antibody reference concenll'tltion was used to•· 
timate the eJl'ectiveoCN of Prevnar 13 against IPD. The as­
say uaed for this det.ermioa.tino is a standardized ELISA 10-
volvinl pre-abaorption of the teo5t aera with poeumococcal 
C-polyaaccharide and aerotype 22F polyaaccharide to reduce 
oon--epecific background reuctivity. The aingle antil>ody ref­
erence value was ba.'led on pooled efficacy e,itimales from 
thN>e placebo-controlled IPD efficacy trials with e1lh~r 
Prevnar or the inveatigational 9-valent CRM,,. conjugate 
poeumococcal polysacchande vaccine. Thia reference con­
centration is only applicable on a populat,on basis and a-n­
not be used to prod.id proteetioo ag,,iru1t !PO on an individ­
ual baaia. Functional antibodiee elioted by the vaccine Cu 
measured by opsonophagocytic assay (OPAi) were also 
evaluat.ed. 

12.1 Mechanism of Action 
B-cells produce antibodiei 10 respoo.~ lo antigenic stimula­
tion via T-dependent and T-iodependent mecbaoiams. 
Prevnar 13, compri,ed of polysaccharidcie coqjugated to a 
carrier protein, elicits a T-<:ell dependent unmune re.-spon11e. 
Protein carrier-specific T-cells provide the signals needed for 
maturation or the B-a,11 -pooae and cenerat.ion of lkeU 
memory. This type of response induca immune memory 
and elioll booster respoo""" on re-expooure 10 infants and 
young children to pneumococcal polyMccharidee. 

13 NONCLJNICAL TOXICOLOGY 
13.1 Carclno9enesl1, Muta9enesl1, Impairment of Fer-
tility 
Prevnar 13 bas not been evaluat.ed for any Cl.U'cinogen,c or 
mutagenic potential, or impairment of fertility. 

14 CLI.NICAL STUDIES 
14.1 Prrinar Efficacy Data 
lnvulve l'Mumococul DllffM tlPOI 
Prevnar wu u..,,,_i in the U.S. in 2000, following a ran, 
domi~. double-blind clinical trial in a mult.iethnic popola• 
tion at Northern California Kaiser Permanente CNCKP> 
from October 1995 throngh August 20. 1998, in which 
37,816 infants were randomized to receive either Prevnar or 
a control vaccine (an inveatigatlonal memngococ,cal group C 
coajugate vaccine IMoCC)) at 2, 4, 6, and 12-15 moolh.s of 
age. In this study, the efficacy of Prevnar against invasive 
~ due to S. pMUl7IOlliac in CUM aCICl'Ued dnriog this 
period WU 1~ in both the per-protocol and intent-to-treat 

Table I. ,__rtage of U.S. Subjects 15 Months Through 59 Months of Age. Previously Vaccinated with 3 or 4 Prio, 
Infant Pt.-.mar ~. Reporting SoBclted Systemic A...,_ Ructions Within 7 Oayt Aftw One Suppler.-tal Prevnar 

13 Vaccination 

15 month• through 23 months• 24 months through 59 
months• 

1 dote Ptevnar 13 1 dote Pmmar 13 1 dose Prevnar 13 
Systemic R.-ion 3 prior Prevnar do$eS 4 prior l'reYMr dota 3 or 4 prior "'-

do.-
N"•28-33 N":62-75 N's 138-161 

'II, 'I, 'JI 

Fever' 

Mild 10.7 188 6 I 

Moderate 7.1 3.2 0.7 

Severe 0.0 0.0 0.7 

Decreued appetite 66.7 36.2 24 8 

Irritability 66.7 57.3 39.7 

Increased sleep 30.0 33.8 16.9 

Decrea-11-letp 22.6 227 14.0 

• Doee 2 data not 3hown 
• The data for this age group are only repre<0ented as a single result as 95 ,. of children recc1vt'd 4 dosea of~ prior 
to enrollment. 
• Number of subjects reporting Yea for at least l day or No for all days. 
4 Fever cradioaa: Mild (;i,33•c but :,;;39•c1, Moderate (>39°C but ;;40•c1, end St:vere <> -co•ci. No other •y•temic event 
other than fever WU grad('(!. 

Table 9: Percentage of Sublacts With Anti-capsular Antibody Concentration 0.35 1111/mL One Month Atta, OoM 3, U.S. 
Pivotal Non-Inferiority Study' 1 

Serotype 

4 

68 

9V 

14 

18C 

19F 

23F 

Pnvnar 13 
N■249-252 

1959, en 

94.4 (90.9, 96.9) 

87.3 (82.5, 91.1) 

90.5 (86.2, 93.8) 

97.6 (94.9, 99.1) 

96.8 (93.8, 98.6) 

98.0 (95.4, 99.4) 

90.6 (86.2, 93.8) 

Pmmar 
Na250-252 

(95'1> CIJ 

Prevnar Serotypes 

98.0 (95.4, 99.4) 

92.8 (88.9, 9-~.7) 

98.4 (96.0, 996) 

97 2 (94.4, 98.9) 

98.4 196.0, 996) 

97.6 (99.4, 99.1) 

94.0 (90.4, 96.6) 

-3.6 (-7.3, -0 1) 

-6.6 (-10.9, -0.1) 

-7.9 (-12.4. -4.0) 

0.4 (-2.7, 3.5) 

•l.6 (-4.7, 1 2) 

0.4 (-2.4, 3.4) 

-3.6 (-8.6, 12) 

Additional Serotypes ' 

1 95.6 (92.3, 97 .8) tt 2.8 (-1.3, 7.2) 

3 63.5 (57.1, 69.4) tt -29.3 (-36.2, -22.4) 

5 89.7 (85.2, 93.l) t!. -3.1 (-8.3, 1.9) 

6A 96.0 (92.8, 98.1) tt 32 (-0.8, 7.6) 

7F 98.4 (96.0, 99.6) tt 5.6 n.9, 9.7> 

19A 98.4 (96.0, 99.6) tt 6.6 (1.9, 9 7) 

• Non-inferiority was met when the lower bound of the 95'11, Cl for the dill'~rence bettrnen groupe IPrevnar 13 minus 
Prevnarl "u peater than -lO'I,, 

Antibody measured by a standanl.iud ELISA involving pre-abeorption of the test acra with pneumococcal 
C-polysaccharide and serot,ype 22F polysaa,hftride to reduce non-,ipecific background reactivity. 
tt Comparison for the 6 additional serotypc,e was to the lowCRl responder of the 7 common serotype• in Prevnar 
recipienta, which for this analysis was serotype 68 (92.8%; 95'll, Cl: 88.9, 95.7). 

aoalyges 195'1 Cl: 75.4'11,.l~ and 81 7111,-JOO'I, respec­
tively). Data accumulated through an exu-nded follow-up 
period to April 20, 1999, l"l!llult.ed in similar efficacy e~ti• 
mates of97.◄'I, in the per-protocol analysis and 93.9% in the 
mteot-to-treat analysis (95% Cl: 82. 7'1>-99.'!'J, and 79.6'11,-
98.5'1:, tellperlively). 
Acute Otltls Macia IAOM) 
The efficacy of Prevnar agau,at ot>tia media wu assessed in 
two clinical tnalll: a trial in Fmni•h infant. at the National 
Public Haalth lnatitute and the p1volal~flicacy trial in U.S. 
infaoll at Northem Califomia Kaiser Permanente CNCKPJ. 
The FionU<h Otitis Media (FioOM) trial wu a randomned. 
double-bhnd lrial in wlucb I .66'l inf.ant.a were equally ran­
domued to receive either Pr.voar or a contMI nCC1De 

Recombtvu HB (Hepetiw. B vatt:1ne !RP.combinantl [Hep 
Bil at 2, 4, 6, l>Od 12-15 monl.M of lit'- In this lludy, con­
ducted betwotn December 1995 and March 1999, pareot.s of 
study participanta were asked to bring their children to the 
■tudy clinica if the child had N!llp,ratory infect1ont or aymp­
loma auggei<ting acute otitis media (AOM). If AOM wu di­
agooeed. tympaooc:entems was performed, and the uuddle­
ear ftuid wu cultured. If S prwumonu,~ was uolated, 
aerotyping wu performed; the pnma,y endpoint wu efti. 
cacy agajnst AOM epiaodee cawoed by vaccine ■erotypes in 
the per-protocol population. In the NCKP lnal, the efficacy 
of Prevoar against otitis media wu ~ from the be­
ginning of the tnal in October 199-5 through April 1998. The 
out.. media anal)'BIII iodnded 34,146 infanta randomized to 
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Table 10: Pneumococ~ I OPA Geometric Mean Titers One Month After the Third Dose-Evaluable lmmunogenlcity 
Population, U.S. Pivotel Non-Inferiority Study• 

Serotype Prevnar 13 Prevnar 
N=91-94 N:89-94 
(95% CI) (95% Cl) 

Prevnar Serotypes 

4 359 (276,468) 536 (421, 681) 

GB 1055 (817, 1361) 1514 (1207, 1899) 

9V 4035 (2933, 5553) 3259 (2288, 4641) 

14 1240 (935, 1646) 1481 (1133, 1934) 

18C 276 (210, 361) 376 (292,484) 

19F 54 (40, 74) 45 (34. 60) 

23F 791 (605, 1034) 924 (709, 1204) 

Additional Serotypes 

1 52 (39, 69) 4 (4, 5) 

3 121 (92, 158) 7 (5, 9) 

5 91 (67, 123) 4 (4, 4) 

6A 980 (783, 1226) 100 (66, 152) 

7F 9494 (7339, 12281) 128 (80, 206) 

19A 152 (105,220) 7 (5, 9) 

• The OPA (opsonophagocytic activity) assay measures the ability of immune sera, in coajunction with complement, to 
mediate the uptake and killing of S. pneumoniae by phagocytic cells. 

Table 11: Pneumococcal lgG GMCs 1119/mU One Month After Dose 4, U.S. Pivotal Non-inferiority Study•' 

Serotype 

4 

GB 

9V 

14 

18C 

19F 

23F 

Prevnar 13 
N=232-236 
(95% Cl ) 

3.73 (3.28, 4.24) 

11.53 (9.99, 13.30) 

2.62 (2.34, 2.94) 

9.11 (7 .95, 10.45) 

3.20 (2.82, 3.64) 

6.60 (6.85, 7.44) 

5.07 (4.41, 5.83) 

Prevnar 
N=222-223 
(95% Cl) 

Prevnar Serotypes 

5.49 (4.91, 6.13) 

15.63 (13.80, 17.69) 

3.63 (3.25, 4.05) 

12.72 (11.22, 14.41) 

4.70 (4.18,5.28) 

5.60 (4.87, 6.43) 

7.84 (6.91, 8.90) 

GMC Ratio 
<95% en 

0.68 (0.57, 0.80) 

0.74 (0.61, 0.89) 

0.72 (0.62, 0.85) 

0.72 (0.60, 0.86) 

0.68 (0.57, 0.81) 

1.18 (0.98, 1.41) 

0.65 (0.54, 0. 78) 

Additional Sero types" 

1 5.06 (4.43, 6.80) tt 1.40 (1.17, 1.66) 

3 0.94 (0.83, 1.05) tt 0.26 (0.22, 0.30) 

5 3.72 (3.31, 4.18) tt 1.03 (0.87, 1.20) 

6A 8.20 (7.30, 9.20) tt 2.26 (1.93, 2.65) 

7F 5.67 (6.01, 6.42) tt 1.56 (1.32, 1.85) 

19A 8.55 (7 .64, 9.56) tt 2.36 (2.01, 2.76) 

• Non-inferiority was declared if the lower limit of the 2-sided 95% CI for Goometric Mean Ratio (Prevnar 13:Prevnar) 
was greater than 0.5. 
t Antibody measured by a standardized ELISA involving pre-absorption of the test sera with pneumococcal 
C-polysaccharide and serotype 22F poiysaccharide to reduce non-speci.lic background reactivity. 
t' Comparison for the 6 additional serotypes was to the lowest responder of the 7 common serotypes in Prevnar 
recipients, which for this analYl!is was serotype 9V (3.63; 95% CI 3.25, 4.05). 

receive either Prevnar (N=l'l,070), or the control vaccine 
(N=l7,076), at 2, 4, 6, and 12-15 months or age. In this trial, 
no routine tympanocentesis was performed, and no stan­
dard definition of otitis media was used by study physicians. 
The primary otitis media endpoint was efficacy against all 
otitis media episodes in the per-protocol population. 
The vaccine efficacy against AOM episodes due to vaccine 
serotypes assessed in the Finnish trial, was 57'l (95% CI: 
44'1-67%) in the per-protocol population and 54% (95% Cl: 
41%.-64%) in the intent.to-treat population. The vaccine ef-

ficacy against AOM episodes due to vaccine-related sero­
types (6A, 9N, 18B, 19A, 23AJ, also assessed in the Finnish 
trial, was 5l'if (95% CI: 27, 67) in the per-protocol popula­
tion and 44% (95% CI: 20, 62) in the intent-to-treat popula­
tion. There was a nonsignificant increase in AOM episodes 
caused by serotypes unrelated to the vaccine in the per­
protocol population, compared to children who received tbe 
control vaccine, suggesting that children who received 
Prevnar appeared to be at increased risk of otitis media due 
to pneumococcal serotypes not represented in the vaccine. 

However, vaccination with Prevnar reduced pneumO<occa) 
otitis media episodes overall. In the NCKP trial, in wb,ch 
the endpoint was all otitis media episodes regardless of eti­
ology, vaccine efficacy was 7% (95% CI: 4%-10%) and 6% 
(95'if CI: 4%-9%), respectively, in the per-protocol and 
intent-to-treat analyses. Several other otitis media end­
points were also assessed in the two trials. 
Recurrent AOM, defined "" 3 episodes in 6 months or 4 epi. 
sodes in 12 months, was reduced by 9% in both the per. 
protocol and intent-to-treat populations (95% CI: 3%-15% in 
per-protocol and 95% CI: 4%-14% in intent-to-treat) in the 
NCKP trial; a similar trend was observed in the Finnish 
trial. The NCKP trial also demonstrated a 20% reduction 
(95% Cl: 2, 35) in the placement of tympanostomy tubes in 
the per-protocol population and a 21% reduction (95% CJ: 4 
34) in the intent.to-treat population. Data from the NCKP 
trial accumulated through an extended rollow-up period to 
April 20, 1999, in which a total of 37,866 children were in­
cluded (18,925 in Prevnar group and 18,941 in MnCC con­
trol group), resulted in similar otitis media efficacy 
estimates for all endpoints. 
14.2 Evaluation of Prevnar 13 Effectiveness 
Prevnar 13 effectiveness against invasive pneumococcal 
disease was inferred from comparative studies to a U.S. Ji. 
censed 7-valent pneumococcal coajugate vaccine, Prevnar 
in which Prevnar 13 elicited immune responses as mea'. 
sured by antipolysaccharide binding and functional OPA an. 
tibodies. These studies were designed to evaluate immuno­
logic non-inferiority of Prevnar 13 to Prevnar. 
Clinical trials have been conducted in the U.S. using a 2, 4, 
6, and 12 to 15 month schedule. 
The pivotal U.S. non-inferiority study was a randomized, 
double-blind, activtH:Ontrolled trial in which 2 month-old 
infants were randomly assigned to receive either Prevnar 
13 or Prevnar in a 1:1 ratio. The 2 vaccine groups were well 
balanced with respect to race, ethnicity, and age and weight 
at enrollment. Most subjects were White (69.1%), 19.6% 
were Black or African-American, and 2.4% were Asian; 
82.1 % of subjects were non-Hispanic and non-Latino and 
17 .3% wei,i Hispanic or Latino. Overall, 54.0% of subjects 
were male infants. 
In the pivotal U.S. non-inferiority study, immune responses 
were compared in subjects receiving either Prevnar 13 or 
Prevnar using a set of non-inferiority criteria. Co-primary 
endpoints included the percentage of subjects with serum 
pneumococcal anti-capsular polysaccharide lgG 
.!:0.35 µg/mL measured one month afulr the third dose and 
serum pneumococcal anti-eapsular polysaccharide IgG geo­
metric mean concentrations (GMCs) one month after the 
fourth dose. The assay used for this determination was a 
standardized ELISA involving pre-absorption of the test 
sera with pneu.mococcal C-polysaccharide and serotype 22F 
polysaccharide to reduce non-specific background reactivity. 
Responses to the 7 common serotypes in Prevnar 13 and 
Prevnar recipients were compared directly. Responses to the 
6 additional serotypes in Prevnar 13 recipients were each 
compared to the lowest response observed among the 
Prevnar serotypes in Prevnar recipients. 
Pneumococcal Immune Respon- Following Three Doses 
In the pivotal U.S. non-inferiority study, the non-inferiority 
criterion for the proportion of subjects with pneumococcal 
anti-<:apsular polysaccharide IgG antibody concentrations 
;,,0.35 µg/mL one month after the third dose was met for 10 
of the 13 serotypes. The exceptions were serotypes GB, 9V, 
and 3. Although the response to serotypes 6B and 9V did not 
meet the pre-specified non-inferiority criterion, the differ· 
ences were marginal. The clinical relevance of these dilfer-­
eoces, if any, is unknown. 
The percentage of infants achieving pneumococcal anti· 
capsular polysaccharide IgG antibody concentrations 
.!:0.35 µg/mL one month afulr the third dose is shown below 
(Table 9J. 
(See table 9 on previous page) 
Functional OPA antibody responses were elicited for aU 13 
serotypes, as shown in Table 10. 
(See table 10 above] 
Pneumococcal Immune Responses Following Four Doses 
In the pivotal U.S. non-inferiority study, post-dose 4 anti· 
body concentrations were higher for all 13 serotypes tba~ 
those achieved after the third dose. The non-inferiority en· 
terion for pneumococcal anti-<:apsular polYl!accharide GMCs 
after 4 doses wa.. met for 12 of the 13 pneumococcal sero­
types. The non-inferiority criterion was not met for the re­
sponse to serotype 3 (Table 11). 
[See table 11 at left! 
Following the 4th dose, the functional OPA response for 
each serotype was quantitatively greater than the response 
following the 3rd dose (see Table 12). 
(See table 12 at top of next page] 
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Table 12: Pneumococcal OPA Geometric MNn Titers One Month After the Fourth Dose-Evaluable Toddler 
lmmunogenicity Population, U.S. Pivotal Non-inferiority Study' 

Serotype Prevnar 13 Prevnar 
N"'88-92 N=92-96 
(95'l>CO (96\t en 

Prevnar Serotypes 

4 1180 (847, 1643) 1492 (lll4, 1999) 

6B 3100 (2337, 4111) 4066 (3243, 5098) 

9V 11856 (8810, 15955) 18032 (14125, 23021) 

14 2002 (1453, 2760) 2366 (1871, 2992) 

18C 993 (754, 1308) 1722 (1327, 2236) 

19F 200 Cl«, 276) 167 (121,230) 

23F 2723 (1961, 3782) 4982 (3886, 6387) 

Additional Serotypes 

1 164 (114,237) 5 (4, 6) 

3 380 (300,482) 12 (9, 16) 

6 300 (229,393) 5 (4, 6) 

6A 224.2 (1707, 2945) 539 (375,774) 

7F 11629 (9054, 14938) 268 (165,436) 

19A 1024 (774, 1355) 29 (19, 44) 

* The OPA (opsonophagocytic activity) assay measUt'eS the ability of immlllle sera, in coajllllction with complement, to 
mediate the uptake and killing of S. pneunwniae by phagocytic oells. 

Table 13: Pneumococcal Anti-capsule, Polysaccharide lgG Antibody Geometric M " n Concentrations (11g/ml) One 
Month After the Anal Prevnar 13 Ceteh-Up Dos■ In Pneumococcal Vaccine Naive Chlldren 7 Months through 5 v .. rs of 

Age by Age Group, Poland Catch-Up Study 

Serotype 3 doses Prevnar 13 2 doses Prevnar 13 1 dose Prevnar 13 
7 through 11 months 12 through 23 months 24 months through 5 years 

N=83-84 
(95% CI) 

1 2.88 (2.44, 3.39) 2.74 

3 1.94 (1.68, 2.24) 1.86 

4 3.63 (3.ll,4.23) 4.28 

5 2.85 (2.34, 3.46) 2.16 

6A 3.72 (3.12, 4.45) 2.62 

6B 4.77 (3.90, 5.84) 3.38 

7F 5.30 (4.54, 6.18) 5.99 

9V 2.56 (2.21, 2.96) 3.08 

14 8.04 (6.95, 9.30) 6.45 

18C 2.77 (2.39, 3.23) 3.71 

19A 4.77 (4.28,5.33) 4.94 

19F 2.88 (2.35, 3.54) 3.07 

23F 2.16 (1.82, 2.55) 1.98 

Simultaneous Administration With Other Vaccines 
The concomitant administration of routine U.S. infant vac­
cines { IJtt Drug l nuroctions (7, J)j with Prevnar 13 was eval­
uated in two studies: the U.S. pivotal non-inferiority •tudy 
{see Clini,;al Studus (14.2), PMumococcal lmmuM Re­
spoMes Following Three Doses] a.nd the U.S. lot consistency 
study. In the lot consistency study, subjects were randomly 
assigned to receive one of 3 lots of Prevnar 13 or Prevnar in 
a 2:2:2:1 ratio. The total number of infants vaccinated was 
663 (U.S. non-inferiority study) and 1699 {U.S. lot consis­
tency study). Immlllle responses to concomitant vaccine an­
tigens were compared in infants receiving Prevnar and 
Prevnar 13. Responses to diphtheria toxoid, tetanus toxoid, 
pertussis, polio types 1, 2, and 3, hepatitis B, PRP-T, PRP­
OMP, measles, and varicella antigens in Prevnar 13 recipi­
ents were similar to those in Prevnar recipients. Based on 
limited data, responses to mumps and rubella antigens in 
Prevnar 13 recipients were similar to those in Prevnar 
recipients. 

N:104-110 N=l35-152 
(95% CI) (95'AiCO 

(2.37, 3.16) 1.78 (1.52, 2.08) 

(1.60, 2.15) l.42 (1.23, 1.64) 

(3. 78, 4.86) 3.37 (2.95, 3.85) 

(1.89, 2.47) 2.33 (2.05, 2.64) 

(2.25, 3.06) 2.96 (2.52, 3.47) 

(2.81, 4.06) 3.41 (2.80, 4.16) 

(5.40, 6.65) 4.92 (4.26, 5.68) 

(2.69, 3.53) 2.67 (2.32, 3.07) 

(5.48, 7.59) 2.24 (1.71, 2.93) 

(3.29, 7.19) 2.56 (2.17, 3.03) 

(4.31, 5.65) 6.03 (5.22, 6.97) 

(2.68, 3.51) 2.53 (2.14, 2.99) 

0.64, 2.39) 1.55 (1.31, 1.85) 

Previously Unvacclnated Older lnt.nts and Children 
1n an open-label descriptive study of Prevnar 13 in Poland, 
children 7 through 11 montha of age, 12 through 23 months 
of age and 24 montha through 5 years of age (prior to the 6th 

birthday) who were naive to pneumococcal coajugate vac­
cine, were given 3, 2 or l dose of Prevnar 13 respectively, 
according to the age-appropriate schedules in Table 1. 
Serum lgG concentrations were measured one month after 
the final dooe in each age group and the data are shown in 
Table 13, 
[See table 13 above] 
Children Previously V.cc:lnated with Prevnar 
In an open-label descriptive study in the U.S., children pre­
viously vaccinated with 3 or 4 dose.a of Prevnar, received 2 
doses of Prevnar 13 (children 15 through 23 months of age) 
or 1 dose of Prevnar 13 (children 24 months through 59 
montha of age). The data following one dose of Prevnar 13 in 
children 24 montha through 59 months of age are shown in 
Table 14. 

PRISTIQ • WYETH/3409 

Table 14' Pneumococcal Anti-capsular Polysaccharide lgG 
Antibody Geometric Mean Concentrations (11g/ml) One 
Month After One Prevnar 13 Catch-Up Dosa In Children 
24 through 59 Months of Age With 3 or 4 Prior Doses of 

Pravnar, U.S. Catch-Up Study 

Serotype 1 dose Prevnar 13 
24 months through 59 months 

N=173-175 
(95% CI) 

1 2.43 (2.15, 2.76) 

3 1.38 (1.17, 1.61) 

5 2.13 (1.89, 2.41) 

6A 12.96 (11.04, 15.21) 

7F 4.22 (3.74, 4.77) 

19A 14.18 (12.37, 16.25) 

16 B OW SUPPLIED/STORAGE AND BANDUNG 
Pre-filled Syringe, 1 Dose U0 per package) - NOC 0005-
1971-02. 
St.ore refrigerated at +2•c to +8"C C36°F t.o <16°F). 
The tip cap a.nd rubber plunger of the pre-filled syringe do 
not contain latex. 
Do not freeze. Discard if the vaccine bas been frozen. 

17 PATIENT COUNSELING INFORMA'I10N 
17 .1 Potential Benefits and Aisles 
Prior to administration of this vaccine, the healthcare pro­
fessional should inform the parent, guardian, or other re­
sponsible adult of the potential benefits and risks to the pa­
tient {see Warnings and Precaution. (5) and Aduertt 
&adions (6)], and the importance of completing the immu­
nization series unless contraindicated 
17.2 Adverse Reactions 
Instruct parents, guardians, or other responsible adults to 
report any suspected adverse reactions to their healthcare 
professional. 
Wyeth• 
Wyeth Pharmaceuticals Inc. 
Philadelphia. PA 19101 
U.S. Govt. License No. 3 
Wl0543C003 
ETOl 
Rev 04/10 
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HIGHLIGHTS OF PRESCRIBING INFORMATION 
These highlights do not Include all ~ information needed 
to usa PRISTIO safely and effectively. Sae full presaiblng 
information for PRISTIQ. 
PR1ST1Q• (desvenlafaxine) Extended-Release Tablets, oral 
Initial U.S. Approval: 2008 

WARNING: SUICIDALITY AND ANTIDEPRESSANT 
DRUGS 
SH full prescribing Information for complete boxed 
warning. 
Increased risk of suicidal thinking and behavior in ehil• 
dren, adolescents and young adults taking ■ntidepr­
san1s for ma/or depressive disorder (MODI and other 
psychietric disorders. PRISTIQ Is not approved for use 
In pediatric patients (5.1). 

----rRECENT MAJOR CBANGES---­
Dosage and Administration, Switclling Patients From Other 
Antidepressants to PRISTIQ (2.5) llfl009 
----INDICATIONS AND USAGE-----­
PRISTIQ, a selective serotonin and norepinepbrine re­
uptake inhibitor (SNRI), ill indicated for the treatment of 
major depressive disorder IMDDJ (ll. 
---DOSAGE AND ADMINISTRATION---
• Recommended dose: 50 mg once daily with or without 

food (2.1). 
• There was no evidence that doses greater than 50 mg/day 

confer any additional benefit (2. U. 
• When dillcontinuing treatment, gradual do,;e reduction is 

recommended whenever possible (2.l and 5.9). 
• Tablets should be taken whole; do not divide, crush, chew, 

or dissolve (2.1). 
• Renal Impairment: The recommended dose in patients 

with moderate renal impairment is 50 nig/day. The recom­
mended dose in patients with severe renal impairment 
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