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PREVNAR 13 ¢ WYETH/3403

¢ Liver problems

» High blood sugar .

* Enlargement of benign tumors of the uterus (‘fibroids”)

* Mental depression

Some of the warning signs of these serious side effects in-

clude:

* Breast lumps

» Unusual vaginal bleeding

* Dizziness and faintness

* Changes in speech

* Severe headaches

® Chest pain

 Shortness of breath

* Paina in your legs

* Changes in vision

» Vomiting

. Yeilnmng of the skin, eyes or nail beds

Call your healthcare provider right away if you get any of

these warning signs, or any other unusnal symptoms that

concern }‘O‘uv

Less serious, but

+ Headache

* Breast pain

» Irregular vaginal bleeding or sputhn,g

* Stomach/abdominal crampa/bloating

* Nausea and vomiting

* Hair loss

* Fluid retention

*» Vaginal yeast infection

These are not all the possible side effects of PREMPRO or

PREMPHASE. For more information, ask your healthcare

provider or pharmacist for advice about side effects. You

may report side effects to FDA at 1-800-FDA-1088,

What can | 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 taking 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 healtheare provider
tells you so else
1f members of your family have had breast cancer or if you
have ever had breast lumps 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 tobaceo,
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 uumeﬁmes pmnbed for conditions that are

not tioned tient infor leaflets. 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,

Keep PREMPRO and PREMPHASE out of the reach of chil-

side effects includi

dren.
This leaflet provides a summary of the most important in-
formation about PREMPRO and PREMPHASE. If 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 800-934-55586,
What are the ingredients in PREMPRO and PREMPHASE?
PREMPRO contains the same conjugated estrogens found
in Premarin, which are a mixture of sodium estrone sulfate
and sodium equilin sulfate and other components, im:lu?ing
godium sulfate conjugates, 17a-dihydroequilin, 17a
estradiol and 17p-dihydroequilin. PREMFRO also contains
either 1.5, 2.5, or 5 mg of medroxyprogesterone acetate.
PREMPRO 0.3 mg/1.5 mg and 0.45 mg/1.5 mg tablets also
contain caleium phosphate tribasic, microcrystalline cellu-
lose, lactose monohydrate, hypromellose, magnesium stea-
rate, polyethylene glycol, sucrose, hydroxypropyl cellulose,
Eudragit NE 30D, povidone, titanium dioxide, yellow iron
oxide, and black iron oxide.
PREMPRO 0.625 mg/2.5 mg and 0.625 mg/5 mg tablets also
contain ¢alcium phosphate tribasic, ealeium sulfate, car-
nauba wax, cellulose, glyceryl monooleate, lactose, magne-
sium stearate, methylcellulose, pharmaceutical glaze, poly-
ethylene glycol, sucrose, povidone, titanium dioxide, black
iron oxide, and FD&C Blue No. 2 or red ferric oxide.
PREMPHASE is two separate tablets. One tablet (maroon
eolor) 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-dihydroequilin, 17 a-estradiol and 17 B-dihydroequilin.
The maroon tablet also contains caleium phosphate tribasic,
hydroxypropyl cellulose, microcrystalline cellulose, pow-
dered cellulose, hypromellose, lactose monohydrate, magne-

sium - stearate, polyethylene glycol,

dioxide, FD&C B]ue No, 2, FD&C Red No. 40. '[‘he second
tablet (light-blue color) contains 0.625 mg of the same
ingredients as the maroon color tablet plus 5mg of
medmxypmgestemne acetate. The hight-blue tablet also
hosphate tribasie, calcium sulfate, car
nauba wax, ael]ulosa, glyoeryl monooleata lactose, magne-
sium phar tical glaz.e, poly-
ethylene. glycoi swmse 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/15 mg

—INDICATIONS AND USAGE————
Prevnar 13 is a vaccine approved for use in children 8 weeks
through 5 years of age (prior to the 6™ birthday).
Prevnar 13 is indicated for active i #ation for the pre-
vention of invasive disease caused by Streptococcus preunio:
nige serotypes 1, 3, 4, 5, 6A, 6B, 7F, 9V, 14, JBC 194, 19F
and 23F,
Prevnar 13 is also indicated for the prevention uf otitis me-
dia caused by Streptococcus preumoniae serotypes 4, 6B,
9V, 14, 18C, 19F, and 23F. No otitis media efficacy data are
avmlableforsemypea 1,3,5,6A, TF, and 194, (1)1 =
DOSAGE ANDADMINISTRATlﬂN—-—-——-—
Thefmn-dose mmumzahnn series wnmst.aefaﬂ,ﬁmLm

Blister Card—Each earton includes 1 blister card contai
ing 28 oval, eream tablets. Each tablet contains 0.3 mg of
the conjugated estrogens found in Premarin tablets and

d at 2, 4, 6; an(i 12-15
months of age. e
DOSAGE F’ORMS -ANB STRENGTHS———

1.5 mg of medroxyprogesterone acetate for oral a-
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 1 blister card contain-

0.5mL injecti ied ina
single-dose pm—ﬁ]led syringe. (3) |
—-—-—-—CONTRMNDICA‘!‘IONS————-———-—
Severe allergic reaction (e.g., anaphylaxis) to any compo-
nent of Prevnar 13, Prevnar (Pneumococcal 7-valent
Conjugate Vaccine [Diphtheria CRM;g, Protein]) or any
diphtheria toxoid-containing vaceine, (f,
———WARNINGS AND PRECAUTIONS———
Apnea fbltnwing intramuscular vnecmatmn has been ob-
served in some infi bcmp. ly. Decisions about
when to administer an: intr i ine, ineludi
Prevnar 13, to infants born prematurely should be based on
consideration of the individual infant's medical status, and
the potential benefits and possible risks of vaccination. (5.4)

ing 2B 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-
tiom.

PREMPRO 0. 626 rnm's rng

EZ DIAL d h carton includes 3 EZ DIAL dis-
pensers oontumng 28 tablets. One EZ DIAL dispenser con-

tains 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
administration.

ADVERSE REACTIONS——M
The most commeonly reported solicited adverse reactions
(=20 %) in U.S. clinical trials with Prevnar 13 were redness,
swelling and tenderness at the unectmn slta fever, de-
creased appetite, irritability, i d sleep; and d
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.
————————DRUG INTERACTIONS—M88« ——
* Do not mix with any other vaccine in the same syringe.

{T,ll

Blister Card - Each carton includes 1 blister card

. ppressive therapies: may reduce immune re-

28 ogval, light-blue tablets. Each tablet containg 0.625 mg of
the conjugated estrogens found in Premarin tablets and
5 mg of medroxyprogesterone d t

tate for oral inistra-

tion.
PREMPHASE therapy consists of two separate tablets; one

gponse to Prevnar 13. (7.2)

USE IN SPECIFIC POPULATIONS———
Safety and effectiveness of Prevnar 13 in children below the
age of 6,weeks or on or after the 6 hirthday have not been

maroon Premarin tablet taken daily on days 1 through 14
and one light-blue tablet taken on days 15 through 28,
Each carton includes L blister pack containing 28 tablets,
One blister pack contains 14 oval, maroon Premarin tablets
containing - 0.6256 mg of conjugated estrogens and 14
oval, light-blue tablets that contain 0,625 mg of the conju-
gated estrogens found in Premarin tablets and 5 mg of
medroxyprogesterone for oral administration
The appearance of PREMPRO tablets is a trademark. of
Wyeth Pharmaceuticals,
The appearance of PREMARIN tablets is a trademark of
Wyeth Pharmaceuticals. The appearance of the conjugated
estrogens/medroxyprogesterone acetate combination tablets
is a trademark.
Store at 20°-25°C (68°-77°F); excursions permitted to
15°-30°C (59°-86°F) [see USP Controlled Room Tempera-
turel.
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.wyeth.com or call our medical communications depart-
ment toll-free at 1-800-934-5556.
Wyeth®
Wyeth Pharmaceuticals Inc.
Philadelphia, PA 19101
W10537C006
ETO1
Rev 0210

Shown in Product Identification Guide, page 321

PREVNAR® 13 B
ipn!u' ndr|
| 13-valent Conjugate Vaccin
[Diphthm CRM, gy Protein])
Suspension for intramuscular injection

HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not de all the inft i ded
to use PREVNAR 13 safely and effectively. See full prescrib-
ing information for PREVNAR 13,

PREVNAR 13 (Pneumococeal 13-valent Conjugate Vaccine
[Diphtheria CRM,;, Protein])

Suspension for intramuscular injection

Initial U.S. Approval: 2010

blished. Prevnar 13 is not approved for use in child
in these age groups. {8.4)
See 17 for PATIENT COUNSELING INFORMATION
[ Revised: 04/2010

FUlI. PRESCRIBING INFORMATION: CONTENTS*
INDICATIONS AND USAGE
2 DOSAGE AND ADHINIMON
21 tion for Administration
22 Admm:atratmn Information
23 S le for Infi and Toddlers
24  Vaccine Schedule for Unvaccinated Children =7
Months of Age
25 Prevnar 13 Vaccine Schedule for Children Previ-
ously Vaccinated With Prevnar (Streptococcus
pneumonias serotypés 4, 6B, 9V, 14, 18C, 19F,
and 23F) :
DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS
5.1 Management of Allergic Reactions or Other Ad-
verse Reactions
5.2 Limitations of Vaccine Effectiveness
5.3 Altered Inmunocompetence
54 Premature Infants
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience With Prevnar 13 |
6.2 Clinical Trials Experience With Prevnar -
6.3  Post-marketing Experience With Prevnar
7 DRUG INTERACTIONS
7.1 Concomitant Immunizations
7.2 Immunosuppressive Therapies
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.4  Pediatric Use
8.5 (Geriatric Use
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
13 NONCLINICAL TOXICOLOGY
13.1 g]a;mnogema Mutagenesis, Impairment of Fer-

o S

ty
14 CLINICAL STUDIES
14.1 Prevnar Efficacy Data
14.2 Evalustion of Prevaar 13 Effectiveness
18 HOW SUPPLIED/STORAGE AND HANDLING

Visit PDR.net to register for Product Safety Alerts and to download mobilePDR® - free to U.S. prescribers
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For the latest PDR product information, visit PDR net

17 PATIENT COUNSELING INFORMATION
17.1 Potential Benefits and Risks
17.2 Adverse Reactions

Table 3: Percentage of U.S. Infant and Toddler Subjects Reporting Solicited Local Reactions at the Prevnar 13 or Preyqs
Injection Sites Within 7 Days After Each Vaccination at 2, 4, 6, and 12-15 Months of Age®

* Sections or subsections omitted from the full prescribing Dose 1 Dose 2 Dose 3 D
information are not listed / #
Graded Prevnar 13 | Prevnar | Prevnar 13 | Prevnar | Prevnar 13 | Prevnar | Prevnar 13 | Preyvnar

FULL PRESCRIBING INFORMATION Local (N°=1375- | (N'<516- | (N"=1069- | (N'=405- | (N°:998- | (N°=348- | (N'=874- | (NP=ggy.
i INDICATIONS AND USAGE Reaction 1612) 606) 1331) 510) 1206) 446) 1060) 379)
Prevnar 13™ is a vaccine approved for use in children 6 Redness®
weeks through 5 years of age (prior to the 6% birthday).
Prevnar 13 is indicated for active immunization for the pre- Any 24.3 26.0 33.3 29.7 37.1 36.6 423 455
vention of invasive disease caused by St - :
ﬁawl? s 1, 3,4, 5, 6A, 6B, ’TF 9V, 14 18C, 19A, 19F - Mild 23.1 252 319 28.7 353 353 395 427

3 :
Prevnar 13 is also indicated for the prevention of ‘otitis me- Moderate 22 L5 2.7 46 5.1 9.6 13.4*
dia caused by Streptococeus pneumoniae serotypes 4, 6B,
9V, 14, 18C, 19, and 23F. No otitis media efficacy data are Severe 0 0 0 0 0 0 0
available for serotypes 1, 3, 5, 64, 7F, and 19A.

' Swelling®

2  DOSAGE AND ADMINISTRATION
For intramuscular injection enly. Any 20.1 20.7 25.2 225 26.8 28.4 318 36.0%
21 Preparation for Administration o = ;
Since this preduct is a ‘suspension containing an adjuvmt, Mild 17.2 18.7 238 20.5 252 215 204 338
shak :.mmed:mte to to abtam g

S R R e 2B | Moderate 49 39 37 38 58 83 112
mtmthewmne,ﬁmmﬁno%hempmde& Parenteral
drug products should be inspected visually for particulat Severe 0 0 0.1 0 0 0 0
matter and discoloration prior to administration [see De- Tend
seription (11)]. This product should not be used if particu- 1
late matter or discoloration is found. s . ; %
P mie Prmtan i 18 reith ethoe inelound Rt Any 62.5 645 64.7 62.9 59.2 60.8 57.8 625
same syringe. Interferes : :
22  Administration Information with limb 10:4 96 9.0 10.5 84 90 6.9 57
Do not inject intravenously, intradermally, or subcutane- movement )

ously.

Each 0.5 mL dose is to be injected intramuscularly. The pre-
fhmdsxtesﬁﬂmwudn are the anterolateral aspect of the
thigh in infants or the deltoid muscle of the upper arm in
toddlers and young children. The vaceine should not be in-
)ectedmtheg!uten!maarmuswhemtheremqbea
major perve trunk andfor blood vessel.

23  Vaccine Schedule for Infants and Toddiers
Prevnar 13 is to be administered as a four-dose series at 2,
4, 6, and 12-15 months of age.

Table 1: Vacei lon Sohadsil fOl'_' i3 ‘and Toddler
Dose Dose 1*' | Dose2' | Dose3' | Dosed*
Age at 2 4 [ 12:15
Dose months months months months

* Btatistically significant difference p < 0.05
" Data are from'

three primary U.S. safety studies (the U.S. phase I infant study, the pivotal U.S. non-inferiority study,

and the US. mns:atemy study). All infants received concomitant routine infant immunizations. Gommntant vaccines

and pny

te vaceines were administered in different limba.

"Numbernhuluecta reporting Yes for at least 1 day or No for all days.

M— ded up to the st whole

ed in caliper units of whole numbers ﬂaum lto ltor 14+.0neca.hper unit = 0.5 cm.

1 of 1 on and eryth were then

characterized as Mil& (0.5-2.0 cm), Moderate (2.5-7.0 cm), anevere{>70ch

F

25  Prevnar 13 Vaccine Schedule for Child

tecti iinst otitis media is expected to be substan-

Vaccinated With Prevnar (Streptococcus pneumoniae sero-
types 4, 6B, 9V, 14, 18C, 19F, and 23F)

Children who have reseived one or mare doses of Prevnar
may complete the 4-dose immunization series with Prevnar
13. Children 15 months through 5 years of age who have
ived 4 doses of Prevnar may receive one dose of Prevnar

* Dose 1 may be given as early as 6 weeks of age.

' The recommended dosing interval is 4 to 8 weeks.

¥ The fourth dose should be administered at approximately
12-16 months of age, and at least 2 months after the third
dose.

24 Schedule for U i Children =7
Months of Age

For children who are beyond the age of the routine infant
schedule and have not received Prevnar or Prevnar 13, the

13 to elicit immune responses to' the six additional sero-
types. This catch-up dose of Prevnar 13 should be adminis-
tered with an interval of at least 8 weeks after the fourth
dose of Prevnar. The i induced by this
Prevnar 13 transition schedule may result in lower anti-
body concentrations for the 6 additional serotypes (types 1,
3, 5, BA, TF, and 19A), compared to antibody concentrations
following 4 doses of Prevnar 13 (given at 2, 4, 6, and 12 to 15
months). The clinical relevance of these lower antibody re-
sponses is not known.

3 DOSAGE FORMS AND STRENGTHS

following catch-up schedule applies:
3 : Prevnar 13 is a suspension for intr lar injection
Table 2: Vaccine Sd-,s;‘m?ﬂ::r n:lmmmd Children available in 0.5 mL single-dose pre-filled syringes.
=
SaclAge 4 CONTRAINDICATIONS
Age at First Dose Total Number of Severe allergic reaction (e.g., anaphylaxis) to any compo-
0.5 mL Doses nent of Prevnar 13, Prevnar or any diphtheria toxoid-
TR s ¥ ey 3 5  WARNINGS AND PRECAUTIONS
+ 51  Management of Allergic Reactions or Other A
12-23 months of age 2 e
24 months 5 1 Before administration of any dose, all precautions should be
(Pnr;:rur'; tb;hwughs bmhdy:;“ of age : taken to prevent allergic or any other adverse reactions.
This includ uremaw of the patient's immunization hwwry
:hem first 2 doses at least 4 weeks apart; third dose after :..:drfur bl ity to the e or similar vaccines
one- hirthday, se ted from the second dos previous tion-related 5 in or-
Clmior e e iy g der to determine the exi of any contraindication to im-

at least 2 months,
" Two doses at least 2 months apart.

munization with Prevnar 13 and to allow an assessment of
risks and benefits. Epinephrine and other appropriate
agents used for the cmtml dmmdmue allergic reactions
must be i 1 le should an acute anaphylac-

The i intluced By Ui eatdhiip ashiadinl
may result in luwer antibody concentrations for some sero-
types, compared to antibody concentrations following 4
doses of Prevnar 13 (given at 2, 4, 6, and 12 to 15 months),
hchﬂdrenﬂmmthsﬂlmshﬁmnufmthaut&\-up
schedule may result in lower antibody rations for

tic reaction occur ful!nmng the administration of the vac-
cine.

52  Limitations of Vaccine Effectiveness

Prevnar 13 may not protect all individuals receiving the

some serotypes, d to antibody trations fol-

e. Prevnar 13 will not protect against Streptococous
iae serotypes that are not in the vaccine or sero-

lowing 3 doses of Prevnar 13 (given at 2, 4, and 6 months).
ﬁeehmcnlrdwsmoftbmlwermhhdympmuesm
not known.

typeunnrelnmdtnthmemthevamna Tt will also not pro-
tect against other microorganisms. This vaccine does not
treat active infection.

!:lxiiy lower than protection di In ad-
dition, because ott'tas media is eaused by many organisms
other than the 7 serotypes nfS‘mpfococcus preumoniae in-
cluded in the indi inst all causes of oti-
ﬁamedasmexpscwdwhelwaru\mfwmemcocwlm-
tis media eaused by these 7 vaccine serotypes [see Clinical
Studies (14.2)].
The duration of protection from immunization is not known.
5.3 it Im
Data on the safety ands‘&'whveneua of Prevnar 13 when ad-
mmsmedmchﬂﬂrenmspeuﬁsmﬂmghe:nskfur
1 disease (e.g., ehildren with congeni-
tal or aeqmred splenic dysfunction, HIV infection, malig-
nancy, nephrotic syndrome) are not available,
Children in these groups may have reduced antibody
respanse to active immunization due to impaired immune
eness. Vaccination in high-risk groups should be
considered on an individual basis [see Drug Interactions
(7.21].
The use of pneumococeal conjugate ve does not repl
the use of 23-valent pneumococcal polysaccharide vaccine
(PPV23) in children =24 months of age with sickle cell dis-
ease, asplema.mmﬁmon.:hmnmlﬂnmnrwhum ath-
erwise immunocompromised,
54 Premature Infants
Apnea following int lar v tion has been ob-
served in some infants bom prematurely. Densmna a.buut
when to administer an lar vaccine, incl
Prevnar 13, to infants born prematurely should be based on
consideration of the individual infant's medical status, and
the potential benefits and ible risks of vaccinati
6 ADVERSE REACTIONS
Beeause clinical trials are conducted under widely varying
conditions, adverse-reaction rates observed in the clinical
mdanfakummotbed;maymmpmdmmtEam
ical trials of ine and may not reflect the
ml.esabse.nrod in practice. As with any vaccine, there is the
possibility that broad use of Prevnar 13 could reveal ad-
verse reactions not observed in clinical trials.
6.1 Clinical Trials Experience With Prevnar 13
The safety of Prevnar 13 was evaluated in 13 clinical trials
mwhmh4?29m£s.nm&mimdd!mrmvduthemtune
dose of Prevnar 18 and 2,760 infants and toddl
atlemmdmnf?revmuhvemmLSafnwdsufor

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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PREVNAR 13 e WYETH/3405

the first three doses are available for all 13 infant studies; | - Taple 4: Percentage of U.S. Infant and Toddier Subjects Reporting Solicited 5) Adverse Reactions Within 7 Days
dose 4 data are available for 10 studies; and data for the Vadeination ab

G-month follow-up are available for 7 studies. The vaccina- i AR 019 Months of o

tion schedule and concomitant vaccinations used in these Dose 1 Dose 2 Dose 3 Dose 4

infant trials were consistent with country-specific recom-

mendations and local clinical practice. There were no sub- | Graded Prevnar 13 | Prevnar | Prevnar 13 | Prevnar | Prevnar 13 | Prevnar | Prevnar 13 | Prevnar
stantive differences in demographic characteristics betwe ystemi (N°=1360- | (N"=497- | (N"=1084- | (N°=409- | (N°-997- | (N"=354- | (N"=850- | (N°=278-
the vaccine groups. By race, 84.0% of subjects were White, | Events 1707) 640) 1469): 555) 1361) 521) 1227) 436)
6.0% were Black or African-American, 5.8% were Asian and

3.8% were of *Other’ race (most of these being biracial). | Fever®

Overall, 52.3% of subjects were male infants.

Three studzes in the'U.8. evaiua‘ted the safety of Prevnar 13 Any 24.3 22.1 36.5 328 ‘303 31.6 3L9 306
when administered y with routine U.S. pediat- 3
ric vaceinations at 2, 4, 6, and 1.2-15 months of age. Solicited Mild 23.6 21.7 34.9 NS 29.1 30.2 30.3 30.0
local and systemic adverse events were recorded daily by -

parents/guardians using an e!ec‘tzmc diary for 7 consecu- Moderate 11 0.6 34 2.8 12 33 4.4 46
tive days following ew:h vace For i "uﬂ ad-

verse events, study sul were itored from admini Severe 0.1 0.2 0.1 0.3 0.1 = 0T 1.0 0
tration of the first dose until one month aﬁ'aer the infant

series, and fo.r one month after the administration of the Decreased 483 43.6 47.8 43.6 476 41.6 510 494
n;lvdle: dose. Information regarding unsolicited and serious | appefite

adverse events, newly diagnosed chronic medical condi- T

tions, and hospitalizations since the last visit were collected | Irritability 85.6 83.6 #.4 804 98 80.8 804 e
during the clinic visit for the fourth-study dese and during a ;

scripted telephone interview 8 months after the fourth. | inereased 715 715 66.6 834 6%, 632 484 85.1
study dose. Serious adverse events were also collected sleep y
mﬁ:mgfﬂmsﬁ%ﬂ;&ﬁ?sxwx Torosed 425 406 456 437 465 a7 453 403
porting serious adverse events. Among U.S. study subjects, sleep "

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 atmly
period for all 13 clinical trials. This reporting period is
]nnger than the 30-day post-vaccination period used in some
vaccine trials. The longer reporting may have resilted in

* Number of subjects reportlng Yes for at least 1 day or No for all days.

b Data are from three primary .S, safety studies (the U.S. phase Il infant study; the pivotal U.S. non-inferiority study,
and. the 1.8, cnnmstency ab.:.dy) All infants received concomitant routine infant immunizations. Concomitant vaccines
and pneu ines were administered in different limbs.

4 Faver gradings: Mild (=38°C but =39°C), Moderate (>39°C but <40°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 istical differences b the Prevnar 13 and Prevnar
groups. L

serious adverse events being reported in a higher p
age of subjects than for other vaccines. Serious adverse
events repm-ted 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

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®

i m‘ﬁf&'g‘ﬁgﬁi 7;"] ;ﬂ;‘%?'z’: i ';";;1&‘; 7 through 11 months 12 through 23 months 24 monthe
bleed after the infant series to the toddler dose; 3) 0.9% and e
0.8% from the toddler dose to the bleed after the todd}
dn@_e and 4) 2.6% and 2.8% during the 6 month follow up | Graded Local Reaction Dose 1 Dose 2 Dose 3 Dose 1 Dose 2 Dose 1
mwu:mﬂ: 1:1? de{:;te loatingd & £ Nb=86 NP=86-87 NP=78-82 NP=108-110 | NP=98-106 | NP=147-149
only r serious adverse events were in a % % % % o

the Infections and infestations’ system organ class includ-
ing bronchiolitis (0.9%, 1.1%), gastroenteritis, (0.9%, 0.9%), | Redness®
and pneumonia (0.9%, 0.5%) for Prevnar 13 and Prevnar re-
spectively. Any 48.8 46.0 378 70.0 54.7 50.0
Ihmwm&(ﬂoﬁs%ldeat}mmngmvwla ipient
and 1(0.036%) death in Prevnar recipients, all as a result of Mild 41.9 40.2 313 85,5 44.7 374
auddan mfant death syndmme (SIDS). These SLDS rates

with p d age specific background rates |  Moderate 163 9.3 125 382 255 25.7
ufS[DS from the ysar 2060
There was. 1 hyp de ad re- Severe 0.0 0.0 0.0 0.0 0.0 0.0
aenon mpm‘ted (0015%)

jons in the Three U.S. Infant and | Swelling®

Toddler Studies
A total of 1,907 subjects received at. least 1 dose of Prevnar Any 36.0 32.2 25.0 445 41.0 36.9
13 and 701 subjects received at least 1 dose of Prevnar in 2 = ;
the three U.S, studies. Most subjects were White (77.3%), | Mild i 32.6 28.7 205 367 36.2 28.2
14.2% were Black or African-American, and 1.7% were
Asian; 79.1% of su!ajects were non-Hispanic and non-Latino Moderate 1.8 i 13 248 121 205
;:‘cfs:g?r“n’;f: iﬁmw gxEaiion. Qvaall, a8 alaub: | To Lo 0.0 0.0 0.0 0.0 0.0 0.0
The incidence and severity of solicited adverse reactions Tealeraods
that occurred within 7 days following each dose of Prevnar
:Exﬂ:",g:gﬁg‘;‘ﬂﬁm ‘glip winip ol dllenare | | dp, 15.1 15.1 152 333 431 423
[See table 3 at top of previous page] et taraal 1
[See table 4 ahave] ey 12 35 64 0.0 41 a1
Unsolicited Adverse Reactions in the Three U.S: Infant and movement
Toddler Safety Studies
The following were determined to be adverse drug reactions | & g4y conducted in Poland.
based on experience with Prevnar 13 in clinical trials: B Number of subjects reporting Yes for at least 1 day or No for all days.
Reactions oceurring in greater than 1% of infants and tod- were ed in caliper units of whole numbers from 1 to 14 or 14+. One caliper unit = 0.5 cm.

dlers: diarrhea, vnmmn,g and rash.

Reactions oceurring in less than 1% of infants and toddlers:

crying, hypersensitivity reaction (including face edema,
dyspnea, and bronchospasm), seizures (mcludmg febrile sei-
zures), and urticaria or urticaria-like rash

Safety Assessments in the Catch-Up Studies

In a catch-up study conducted in Poland, 354 children (7
months through 5 years of age) receiving at least one dose of
Prevnar 13 were also monitored for safety. All subjects in
this study were White and non-Hispanie. Overall, 49.6% of
subjects were male infants. The incidence and severity of
solicited adverse reactions that occurred within 4 days fol-

M 4

ere rounded up to the nearest whole number. Intensity of redness and swelling were then characterized
as Mild (0.5-2.0 em), Moderate (2.5-7.0 cm), or Severe (>7.0 em).

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 1) 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% were Black
or African-American, and 1.6% were Asian; 86.6% of

lowing each dose of Prevnar 13 administered to
pnenmococeal-vaccine naive children 7 months through 5
years of age are shown in Tables 5 and 6.

[See table 5 above] ;

[See table 6 at top of next page]

A U.S. study evaluated the use of Prevnar 13 in children
previously immunized with Prevnar. In this open label trial,

- Visit PDR.net to register for Product Safety Alerts and to download mobilePDR® - free to U.S. prescribers
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. B, Suki e Ady Reacti 13 as well. Because these events are reported vol;
Table 6: T ough Reporting Solicited un
i mammza;mm 18 Vaccination® | mawﬂmdwn“’“’“"mﬂmm
to reliably estimate its frequency or establi 2 causal rgly.
7 through 11 months 12 through 23 months | 24 months | tionship fo the vaccine. fiv
through & Administrative site conditions: ‘Injecti dﬁ?ﬂmtmg
years injection-site pruritus, i-mechon-mte urticaria
: Blood and lymphatic system disord thademmu,y
Systemic Reaction Dose 1 Dase 2 Dose 3 Dose 1 Dose 2 Dose 1 loealized to the region of the injéction site
NP=86-87 NP=86-87 | N'=78-81 N'=108 | N°98-100 | N'=147-148 | Immune % disorders: Anaphylactic/anaphylactsiq .
% % % % % % action inclui shock
Skin and subcutaneous tissue disorders: Angioneurgti
Fever* edema, multiforme
: Respiratory: Apnea
Mild 3.4 8.1 5.1 3.7 51 0.7 The safety of Prevnar given concomitantly with other yq,.
: masaspwtufmuhmmw&smedmamm
Moderate 1.2 23 13 09 00 07 ohservatinal sbudy p"f;ﬁ"d ot Nm California et
ser Permanente in which 65,927 received
Severe 0.0 0.0 .00 0.0 0.0 0.0 dosed: MMmMthﬁwm Pof g afet;mg
i comes analyses included an evaluation pmdeﬂuod
Decreased appetite 19.5 17.2 175 22.2 255 16.3 AT siiz i tamiporal o aﬂ
stabili zation. Rates of adverse events occurring wlthm varisis
Irritability 24:1 4.5 247 30.6 340 14.3 time penuds tion (eg, 0-2, 0-7, 0-14, and D-(ig
days) were compared to the rates of those events
: . 3 .0 . ! LY, oceurring
Increased sleep 9.2 9.3 2.6 13 10.1 116 mthmawnmlnmmmtm,al-wam} g
Decreased sl 24.1 184 5.0 194 20.4 6.3 safety out to 3 histop.
e ki ical control population of infants (1995-1996, N=40 223)
® Study conducted in Poland. prior to the mtmductwa “of Prevnar. In add.ltzon‘ the study

included extended follow-up of subjects originally enrolled

b Number of subjects reporting Yes for at least 1 day or No for all days. the NCKP effcacy trial (Wo37,600).
in efficacy tri

© Fever gradings: Mild (=38°C but <39°C), Moderate (>39°C but 40°C), and Severe (> 40°C). No other systemic event

other than fever was graded. Ths primary gafeiar outcomes analyses did not demonstrate
tently elevated risk of healthcare utilization for
mup. gastroenteritis, allergic reactions, seizures, wheezing
diagnoses, or breath-holding across doses, hea]thcam sef-
Table 7: P tage of Subjects 15 Months Through 53 Months of Age, Previously Vaccinated with 3 or 4 Prior Infant tings, or multiple time windows. As in pr

e trials,
fever was mmated with Prevnar administration. In anal-
yses of y safety. out the adjusted relative risk
of hospatalazahon for reactive airways s disease was 123
(95% CI: 1.11, 1.35). Potential confounders, such as differ-
ences. in mmm}tanﬂy administered vaceines, year]y varia-
tion in respiratory ;:mfecumuﬁr sec;!ar trends in reactive

" ; : airways disease incidence, could not be controlled. Extended

SPNOr P e LT e P dates follow-up of subjects originally enrolled in the NCKP eff.

N°=28-32 N°=62-76 N°=138-155 cacy trial revealed no increased risk of reactive airways dis-

% % % ease among Prevnar recipients. In general, the study re-

sults support the prevumsly deseribed gafety profile of
Prevnar,

Dmsoﬂ"rwm Reporting Solicited Local Reactions Within 7 Days After One Supplemental Prevnar 13 Vaccination
24 months through 59
months®

15 h gh 23 hs®

1 dose Prevnar 13

T dsen Fie 12 3 or 4 prior Prevnar
doses

Graded Local R 5 1 dose Prevnar 13

349 7  DRUG INI‘ERAC‘!‘IONS
7.1 Concomitant Immunizations
In clinical trials, Prevnar 13 was administered concomi-
tantly with the following U.8. licensed vaccines; Pediarix
[Diphtheria and Tetanus Toxeids and Acellular Pertussis
Adsorbed, Hepatitis B (Recombinant) and Inactivated Polio-
virus Vaecme Combined] (DTaP-HBV-IPV) and ActHIB
[Haes ilus b Conjugate Vaccine (Tet: Toxoid Conju-
gate)] (PRP-T) for the first three doses and with PedvaxHIB
[Haemophilus b Conjugate Vaccine (Meningococeal Protein
Conjugate)] (PRP-OMP), M-M-R II [Measles, Mumps, Ru-
96.7 188 bella Virus Vaccine Live] (MMR) and Varivax [Varicella Vi-
% : rus Vaccine Livel, or M?w_;les, Mumps, Rubella
and Varicella Virus Vaccine Live] (MMRV) and VAQTA
iy R 88 it ks [Hepatitis A vaccine, Inactivated] (HepA) for dose 4 (see
3 Clinical Studies (14.2)].
iy it i i When Prevnar 13 is admm:stered at the same taze as a;.:e
Tenderness other inj ), the ines should always
dministered with different syringes and given at different
Any 50.0 619

injection sites.
Do not mix Prevnar 13 with other vaccines/products in the
Interferes with limb movement 10.3 63
* Dose 2 data not shown.

same syringe.
T2 N 1 ive Therapies
Children with impaired immune responsiveness due to the
® The data for this age group are only represented as a single result as 95% of children received 4 doses of Prevnar prior
to enrollment.
g Number of subjects reporting Yes for at least 1 day or No for all days.

46.9 366

Mild 310 315
Moderate 22,6 79 9.9
Severe 0.0 0.0 0.0

Swelling®

314

355 212 222

Mild 20.3

53.1

106

use of immunosuppressive therapy (including irradiation,
corticosteroids, antimetabolites, alkylating agents, and cy-
totoxic agents) may not respond optimally to active immu-

were ed in caliper units of whole numbers from 1 to 14 or 14+. One caliper unit = 0.5 cm. | nization.
Mea were ded up to the whole ber. | ity of redness and swelling were then characterized
as Mild (0.5-2.0 cm), Moderate (2.5-7.0 ¢m), or Severe (7.0 cm), 8, USEIN SPECTFIC POPULATIONS
81 Pregnancy
Pregnancy Category C

Overall, the safety of Prevnar was evaluated in a total of
five chnmalstudlesmﬂuUS in which 18,168 infants and
children received a total of 58,699 doses of vaccine at 2, 4, 6, cause fetal harm when administered to a pr t

and 12-15 months of age. affect mﬂmm
Adverse events reported in clinical trials with Prevnar in- :;whet;::;:;:nu“ ™ il

subjects were non-Hispanic and non-Latino and 13.4% were
Hispanic or Latino. Overall, 54.0% of subjects were male in-
fants,

The incidence and severity of solicited ‘adverse reactions
that occurred within 7 days following one dose of Prevnar 13

Ammulmpmducmstw!muhavemtbeenmducwdm’-h
Prevnar 18. 1t 15 also not known whether Prevnar 13 can

administered to children 15 months through 59 months of | clude: !

age are shown in Tables 7 and 8. Bronchiolitis, UT, acute gastroenteritis, asthma, aspira: S“f";{é"‘d eg:"m’mgep"eﬁgm in chﬂd):-:n be}::wb:z:
[See table 7 abovel tion: hreath holding. P hc:rma repair, viral age weeks or on or after hnhfirajr Ve n

[See table 8 at top of next pagel syndrome, URI, croup, thrush, wheezi established. Prevnar 13 is not approved for use in children

in these age groups [see Dosage and Administration (2)].

6.2 Clinical Trials Experience With Prevnar® y
‘Ihesafetyuwnememﬁz?wvnarmmlwanttu?rm
13 1 the two' share
Generally, the adverse reactions reported in clinical trials
mzh?remarlSwerealaorepoﬂ.edme]mmltm]smth

tivitis, pharyngitis, colie, colitis, congestive heart failure, ro-

seola, sepais.
.3 Post-marketing E With Prevnar
The fn]lowmg adverse reactions have been reported through

'_pasaave survemame since market introduction of Prevnar

and th id

ed adverse reactions for Prevnar

Immune responses elicited by Prevnar 13 among infants
born prematurely have not been specifically studied.

85  Geriatric Use
Thesafat_vmdeﬂ‘eetweneasnf?ravm 13 in geriatric popu-
lations 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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Prevoar 13 is not to be used as a substitute for 23-valent
pneumacooeal polysaccharide vaccine (PPV23) in geriatric
populations,

10 OVERDOSAGE
Ovarﬂmwﬂh?mvﬁlrlaiamltlelyduawiumhhnn
as a pre-filled syringe, , there hinve been reports of
overdose with Prevnar 13 defined as subsequent doses ad-
ministered closer than recommended to the previous dose.
In general, adverse events reported with averdose are con-
sistent with those which have been reported with doses
given in the recommended schedules of Prevnar 13.

11 DESCRIPTION

vanlr 13, Pneumococeal 13 -valent Cuajugats Vaccine
of sac-

tigens plococtus preumo-

wmlad.ﬂ GA.&B,TI‘WM.ISC tsa.wr
and 23F, individually linked to non-toxic dij

protein. Each mummmmmﬂz

pmuﬂadthmughmlnfup

column chromatogra-
ld.wlhdhnl_h

amination to the protein carrier CRM,q;, to form the glyco-
conjugate. CRM g, is a nontoxic variant of in toxin
isolated from coltures of Corynebacterium diphtheriae
strain C7 (B197) grown in a cassmino acids and yeast
mm@mmcmmumuwmm

tration, sulfite pr
chmntunphy.'ﬂuludiwdmld mpuri
ﬁedbyulr.rnﬁ!mhon and column mphyandm-
alyzed for ide to protein ratios, molecular size, free
saccharide, and free protein.

The are compounded to formu-
mmla.hmﬂmmmmum
mined by quantification of each of the saccharide

Table 8: Percentage of U.S. Subjects 15 Months Through 59 Months of Age, Previously Veccinated with 3 or 4 Prior
Intent Prevnar Doses, Reporting Solicited Systemic Adverse Reactions Within 7 Days After One Supplemental Prevnar

13 Veecination
15 months through 23 months® 24 months through 59
months®
1 doss Prevnar 13
1 dose Pravnar 13 1 dose Prevnar 13
Dystunis Punstion 3 prior Prevnar doses | 4 prior Prevnar doses SH‘WIM
N'=28-33 N°=62-76 N'=138-151
% % %®

Fever?

Mild 107 188 5.1

Moderate 1.1 32 0.7

Severe 0.0 0.0 07
Decreased appetite B6.7 362 48
Irritability 66.7 873 36.7
Increased sleep 30.0 338 159
Decreased sleep 226 27 140
* Dose 2 data not shown.

The data for this age group are only represented as a single result as 95 % of children receivod 4 doses of Prevnar prior

to enrollment.

* Number of subjects reporting Yes for at least 1 day or No for all days.
4 Fever gradings: Mild (=88"C but =39°C), Moderate (>39°C but =40°C), and Severs (> 40°C). No other systemic event

other than fover was graded.

udbylheﬂochnrﬂeﬁprdahmhmmmwmﬂy
coconjugates. Each 0.5 mL dose of the vaccine is formulated

Table 9: Percentage of Subjects With Anti-capsular Antibody Concentration =0.35 yg/mL One Month After Dose 3, U.S.
Pivotal Non-inferiority Study*'

to contain approximately 2.2 pg of each of Strep

mm%wﬂmmﬂmmmm&wr
and elicits b posure in infants and
yuu;chﬂ&mntnpmumnmalpobuu:hﬂdu

13 NONCLMGALNIICOI.MY
131 Carei ds, Impairment of Fer-

tility
Prevnar 13 has not been evaluated for any inogenie or
mutagenic pvlzutul,ntmpmmentm’famhty
14  CLINICAL STUDIES
141 Prevnar Data

Invasive Pneumococcal Disease (IPD}
Prevaar was licensed in the U.S. in 2000, following a ran-
MWdMu‘dmlmmw
tion at Northern Californin Kaiser Permanente (NCKP)
from October 1995 through August 20, 1998, in which
37,816 infants were randomized to receive either Prevnar or
a eontrol vaceine (an investigational meningococeal group C
conjugate vaccine [MnCC)) ot 2, 4, 6, and 12-15 months of
mhmmmmmdmlmmnmm
di due to S. in cases acerued during this
puﬂmlﬂﬂ‘imhuththwﬂmﬂnndmﬁmmm

pneumonias serotypes 1, 3, 4, 5, BA, TF, 9V, 14, 18C, 19A, Serotype Provnar 13 Pravnar Difference in %
19F, 23F saccharides, 4.4 ug of 6B saccharides, 34 pg N=249.252 N=250-252 respondsrs
cmmmmmoummnao Eﬁpgm (95% CI) (95% CD (95% CI)
cinate buffer and 125 pg al as phosp
adjuvant. Prevnar Serotypes
The tip cap and rubber plunger of the pre-filled syringe do
not contain latex 4 94.4 (90.9, 96.9) 98,0 (954, 99.4) 36 (-7.3,0.1)
12  CLINICAL PHARMACOLOGY
6B f g 8 ( , 96.7. 2 -10.9, -0.

p . 1565 ot 6B 87.3 (B25,911) 928 (889, 957) 65 (-109,-0.1)
tion of 0.35 pg/mL measured one manth afler the third dose v 905 (B6.2,93.8) 98.4 (96.0,09.6 79 (124, 4.0
as a gingle antibody reference concentration was used to es- % i ) :
timate the effectiveneas of Prevnar 13 against IPD. The as- 14 976 (94.9,99.1) 97.2 (94.4,98.9) 0.4 27,36
say used for this determination is & standardized ELISA in-

ing pre-absorption of the test sera with 18C 96.8 (938, 98.6) 98.4 (96.0,99.6) -16 (47,12
C-polysaccharide and serotype 22F polysaccharide to reduce
non: reactivity. The single antibody ref 19F 98.0 (954, 99.9) 97.6 (99.4,99.1) 0.4 (24,34
erence value was hased on pooled efficacy estimates from
three placebo-controlled IPD efficacy trials with either 23F 90.5 (86.2,93.8) 94.0 (90.4, 96.6) -3.6 (-85, 1.2)
Prevnar or the mmhonal 9-valent CRM,y; conjugnte

I avtd “Eﬂﬂ' 1‘"’ m oon- mhw "‘ﬂ“_"
centration is only applicable on a population basis and can-
not be used to predict protection against IPD on an individ- 1 956 (2.3, 97.8) il 28 (-1.3,12)
mlhm Funmmnlnﬂhod:udmndbyuwm(u
od by op wgocytic assay [OPA]) were also 3 63.6 (67.1,69.4) 2 -29.3 (-36.2,-22.4)

2 i 5 89.7 (85.2,83.1) t -31 (83,19
T 6A 960 (92.8,98.1) it 32 (08,76
Provnar 13, comprised of polysaccharides conjugated to a X :

hia in, elicits & Tcell ; s s F 98.4 (96,0, 99.6) 1t 6.6 (19,87
Protein carrier-specific T-cells provide the signals needed for 19A 984 (96.0, 99.6) tt 56 (19,97
maturation of the B-cell response and generation of B-cell

* Non-inferiority was met when the lower bound of the 95% CI for the difference between groups (Prevnar 13 minuos

Prevnar) was greater than -10%.
t Antih Jy I?‘-‘l b’ a 1 A

d ELISA involving pre-ahbsorption of the test sera with pneumococcal
C-polysaccharide and serotype 22F polysaccharide to reduce non-specific

reactivity.

background
" Comparison for the 6 additional serotypes was to the lowest responder of the 7 common serotypes in Prevnar
recipients, which for this analysis was serotype 6B (92.8%; 95% CI: 88.9, 95.7),

analyses (95% CI: 75.4%-100% and 81.7%-100%, respec-
tively). Data accumulated through an extended follow-up
period to April 20, 1999, resulted in similar efficacy esti-
mates of 97.4% in the per-protocol analyais and 93.9% in the
intent-to-treat analysis (96% Cl: 82.7%-99.9% and 79.6%-

The efficacy of Prevnar against otitis media was assessed in
two clinieal trinls: a trial in Finnish infants at the National
Public Health Institute and the pivotal-efficacy trial in U.8.
infants at Narthern California Kaiser Permanente (NCKP).
The Finnish Otitis Medis (FinOM) trial was a randomized,
double-blind trial in which 1,662 infants were equally ran-
domized to receive either Provnar or a control vaccine

Recombivax HB (Hepatitis B vaccine (Recombinant) [Hep
Bl) at 2, 4, 6, and 12-15 months of age. In this study, con-
ducted between December 1995 and March 1999, parents of
study participants were asked to bring their children to the
study elinics if the child had respiratory infections or symp-
mmmmmu\omlrde,.
was perfo d, and the middle-
ear fluid was cultured. If S. pneumonice was isolated,
mypngmpufwmd;dnpﬁmyndpﬁtmd
inst AOM enisod
I.hnperpmhmlpupulahon lnﬂuNC!ﬂ?ﬂil.Lthsuﬁmcy
of Prevnar against otitis media was assessed from the be-
mummmmmwmsmm
otitis media included 34,146 1
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However, vaccination with Prevnar reduced prieum,

Tabile 10: Pn | OPA Gi Mean Titers One Month After the Third Dose-Evaluable Immunogenicity
Population, U.S. Pivotal Non-inferiority Study® otitis stiedinepisodes oxetall dux tie NOHD thin', it whicy
the endpoint was all otitis media episodes regardless of ot;.
Serotype Prevnar 13 Prevnar ology, vaccine efficacy was 7% (95% Cl:4%-10%) and go;
‘N=91-94 N=89-94 (95% CI: 4%-9%), respectively, in the per-protocol and
(95% CI) (95% CI) intent-to-treat analyses. Several other otitis media end.
points were also assessed in the two trials.
Prevnar Serotypes RecumntAOMdeﬁnedasiiepmdesmﬁmme)sur-lap;_
% sadesmlzmmthsmredmedby%mbuthmw
4 359 (276, 468) 536 (421, 681) protocol and intent-to-treat populations (95% CI: 3%-15% i
1 1514 (1207, per-protocol and 95% CI: 4%-14% in intent- tu-treut) n thy
Lo il 4 = NCKP trial; a similar trend was observed in the F‘mnm;
9v 4035 (2933, 5563) 3259 (2288, 4641) trial. The NCKP trial also demonstrated a 20% reduction
(95% CI: 2, 35) in the placement of tympanostomy tubes in
14 1240 (935, 1646) 1481 (1133, 1934) the per-protocol population and a 21% reduction (95% CI. 4,
34) in the intent-to-treat population. Data from the NCKP
18C 276 ' (210, 361) 376 (292, 484) trial accumulated through an extended follow-up period to
. April 20, 1999, in which a total of 37,866 children were .
19F 94140, 1) 451184, 60) cluded (18,925 in Prevnar group and 18,941 in MaCC cop-
ta-o} group), resulted in similar otitis media efficacy
23F T9L (605, 1034) 924 (709, 1204) for all endpoints.
Additional Serotypes 142 Evaluation of Prevnar 13 Effectiveness
Prevnar 13 effectiveness against invasive pneumococeal
1 52 (39, 69) 4 (4,5) disease was inferred from eompmaﬁvé's‘tudiea toa U8, Ii-
censed 7-valent ! 1 conjugate ine, Prevnar,
3 121 (92, 158) 7 (5,9 in which Prevnar 13 elicited immune responses as mea-
sured by anti ccharide binding and functlonsl OP&
5 91 (67,123) 449 ,,M;’_' -m,::m T ey e
logic non-inferiority of Prevnar 13 to Prevnar.
6A 980 (783, 1226) 100 (66, 152) Clinical trials have been mnducted in the U.S. using a 2, 4,
9494 (7339, 1228 128 (80, 206 6, and 12 to 15 month schedule.
4 b D it ] The. pivotal U.8. non-inferiority study was a randomized,
19A 152 (105, 2200 T 6,9 donblo-hbnd, actlve-onnmlled trial in which 2 month-old
fant: ly d to ive either Prevnar
* The OPA {opsonophagoeytic acnvxty) asgay measures, the ability of immune sera, in conjunction with complement, to | 13.or Pm-vm: in'a 1:1 ratio. The 2 vamaa groups were well
mediate the uptake and killing of S. preumoniae by phagoeytic cells. bal d with respect to race, etk , and age and weight
at ol t. Most subjects were W'hih! (69.1%), 19.6%

Table 11: Pneumococcal IgG GMCs (pg/mL) One Month After Dose 4, U.S. Pivotal Non-inferiority Study*'

were Black or African-American, and 2/4% were Asian;
82.1% of subjects were non-Hispanic and non-Latino and
17.3% were Hispanic or Latino. Overall, 54.0% of subjects

Serotype Prevnar 13 Prevnar GMC Ratio were male infants.
N=252-236 N=222.223 (95% CI} In the pivotal U.S. nun-mfemnty study, immune responses
(95% CI) (95% CI) were compared in subjects receiving either Prevnar 13 or
Prwruar using a set of non-inferiority criteria. Co-primary
Prevnar Serotypes points includ "the ge of subj with serum
psular  polysaccharide IgG
4 873 (3.28,4.24) 549 (491,6.13) 0,68 (0.57, 0.80) 20,85 pgml, mmﬂ ane month afer the third dose and
serum p polysaccharide IgG geo-
= ) s s e o0, 1109 074 (061,0.89) metric mean concentrations (GMCs) one month after the
7 fourth dose. 'l‘b,e_mayusedﬂwtmsdemmmtmn was a
262 (2.34, 2. 63 (3.25,4.05 3 os r this det
v 62 (2.34, 2.84) 3.63 (3.25 ) 0.72 (0.62, 0.85) standardized FTISA invobving proa o ha tant
14 9.11 (7.95, 10.45) 12,72 (11.22,14.41) 0.72 (0.60, 0.86) Lo with pneumococcal C-polysaccharide and serotype 22F
haride to reduce non-specific background reactivity.
18C 3.20 (2.82, 3.64) 470 (4.18, 5.28) 0.68 (0.57, 0.81) Rasponses to the 7 common serotypes in Prevnar 13 and
Preynar recipients were compared directly. Responses to the
i 6.50. (5,85, 7.44) 2680, (4.87,6.43) 118 (0.88, 141) 6 additional serotypes in Prevnar 13 recipients were each
: compared to the lowest response observed among the
23F 5.07 (4.41, 5.83) 7.84 (6.91, 8.90) 0.85 (0.54, 0.78) Preynar serotypes in Prevnar recipients.
Addit Serotypes'” Pneumococcal iImmune Responses Following Three Dosas
i bR In the pivotal U.S, non-inferiority study, the nondn.femnl.y
1 5.06 (4.43, 5.80) +H 140 (1.17, 1.66) eriterion for the propomon of subjects with p
anti lar polysaccharide IgG antibody meemml:lcns
3 0.94 (0.83, 1.05) i 0.26 (0.22, 0.30) 20,35 pgrmL one month after the third dose was met for 10
. of the 13 serotypes, The exceptions were serotypes 6B, 9V,
5 372 (3.31,4.18) # : 103 (0.87, 1.20) and 3. Although the response to serotypes 6B and 9V did not
: : meet the pre-specified non-inferiority criterion, the differ-
BA 8.20 (7.30,9.20) T+ 2.26 (1.93, 2.85) ences were marginal. The clinical relevance of these differ-
. ences, if any, is unknown.
T 567 (5.01,6.42) T AR ) The percentage of infants achieving pneumococcal anti-
19A 8.55. (1.64, 9.56) f 2.36 (2.01,2.76) capsular polysaccharide IgG antibody concentrations
- ! =0.35 pg/mL one month after the third dose is shown below
* Non-inferiority was declared if the lower limit of the 2-sided 95% CI for Geometric Mean Ratio (Prevnar 13:Prevaar) | (Table 9).
was greater than 0.5. [See table 9'on previous page]
' Antibody measured by a standardized ELISA involving pre-absorption of the test sera with wceal | Functional OPA antibody responses were elicited for all 13
C-polysaccharide and serotype 22F polysaccharide to reduce non-specific background reactivity. serotypes, as shown in Table 10.
" Comparison for the 6 additional serotypes was to the lowest responder of the 7 common serotypes in Prevnar [See table 10 above]

recipients, which for this analysis was serotype 9V (3.63; 95% CI 3.25, 4.05).

receive either Prevnar (N=17,070),.0r the control vaccine
(N=17,076), at 2, 4, 6, and 12-15 months of age. In this trial,
ne 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 pupulation.

The vaccine efficacy against AOM episodes due to vaccine
serotypes assessed in the Finnish trial, was 57% (95% CL:
44%-67%) in the per-protocol population and 54% (95% CL

ficacy against AOM episodes due to vaccine-related sero-
types (6A, 9N, 18B, 194, 23A), also assessed in the Finnish
trial, was 51% (95% CI: 27, 67) in the per-protocol popula-
tion and 44% (95% CI: 20 62] in thn intent-to-treat popu.ls
tion. There was a in AOM i

caused by serotypes unrelated to the vaccine in the per-
protocol population, compared to children who received the
control vaecine, suggesting that children who received
Prevnar appeared to be at inereased risk of otitis media due

41%-64%) in the intent-to-treat papulation. The vaccine ef

to serotypes not represented in the vaccine.

Pneumococcal Immune Responses Following Four Doses

In the pivotal U.S. non-inferiority study, ose 4 anti-

body concentrations were higher for all 13 serotypes than

those achieved after the thmi dose The non- -inferiority cri-

terion for haride GMCs

after 4 doses was met for lZofthelspneumnmalW

W&I‘hemutfemnwmmnm was not met for the re-
ponse to serotype 3 (Table 11).

ISee 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: P | OPA G ric Mean Titers One Month After the Fourth Dose-Evaluable Toddler
Immunogenicity Population, U.S. Pivotal Non-inferiority Study®
Serotype Prevnar 13 Prevnar
N=£8.92 N=02-96
(95% CI) (95% CI)
Prevnar Serotypes
4 1180 (847, 1643) 1492 '(1114; 1999)
6B 8100. (2387, 4111) 4066 (3243, 5098)
9V 11856 - (8810, 15956) 18032 (14125, 28021)
14 2002 (1453, 2760) 2366 (1871, 2992)
18C : 993 (754, 1308) 1722. (1327, 2236)
19F 200 (144, 276) 167 (121, 230)
23F 2723 (1961, 3782) 4982 (3886, 6387)
Additional Serotypes
1 164 f114_,23‘1') 5 (4,86)
3 380 (300, 482) 12 (9, 18)
5 300 (229, 393) 5 (4,6)
6A 2242 ' (1707,'2945) 539 (375, 774)
TF _ 111629 (9054, 14938) 268 (165, 436)
19A 1024 (774, 1355) 29 (19,44

Table 14: F | Anti lar Polysaccharide 1gG
Antibody G ic Mean Cq {pg/mL) One
Month After One Prevnar 13 Catch-Up Dose in Children
24 through 59 Months of Age With 3 or 4 Prior Doses of

Prevnar, U.S. Catch-Up Study
Serotype

(85% CI)
1 2.43 (2.15,2.75)

138 (1.17, 1.61)
2.13 (1.89,241)

3

5

GA 12.96 (11.04, 15.21)
F 422 (374,477

19A 14.18 (12.37, 16.25)

16 HOW SUPPLIED/STORAGE AND HANDLING
P;!;-ﬁllgd Syringe, 1 Dose (10 per package) — NDC 0005-
1971-02.

Store refrigerated at +2°C to +8°C (36°F to 46°F).

The tip cap and rubber plunger of the pre-filled syringe do
not contain latex. - (

Do not freeze, Discard if the vaccine has been frozen.

17  PATIENT COUNSELING INFORMATION

17.1  Potential Benefits and Risks

Prmr to ndmm:strauon of this vaceine, the healthcare pro-
should inform the guardian, or other re-

* The OPA (opsonophagocytic activity) assay measures the ability of immune sera, in

junction with ¢ 3 t to

mediate the uptake and killing of S. preumoniae by phagoeytic cells.

parent,
sponsible adult of the potential benefits and risks to the pa
tleut [see Warnings and Precautions (5) and Ad’vem
tions (6)], and the importance of completing the immu-

Table 13: P: 1 Anti-capsul

Antibody Geometric Mean Concentrations (pg/mL) One

nization series unless eontraindicated.
17.2  Adverse Reactions
Instruct parents, guardlans. or other respoussb]e adults to

Polyssccharide lgG
Month After the Final Prevnar 13 Cateh-Up Dose in Pneumococcal Vaceine Naive Children 7 Months through 5 Years of | [ePart any suspecied adverse reactions to their healtheare
Age by Age Group, Poland Catch-Up Study s
th Pharmaceuti ;
Serotype 3 doses Prevnar 13 2 doses Prevnar 13 1 dose Prevnar 13 %ade]phia. PAL;E;‘;EJ; S
7 through 11 months 12 through 23 months 24 months through 5 years S. Giovt. License No. 3
N=83-84 N=104-110 N=135-152 W10543C003
(95% CD) (95% CI) (95% CI) ET01
; Rev 04/10
1 288 (244, 3.39) 274 (2.37, 3.16) 1.78 (1.52, 2.08) CPT Code 90670
United States Patent Number: 5,614,382,
3 1.94 (1,68, 2.24) 186 (1.60, 2.15) 1.42 (1.23, 1.64)
363 (A.11, 423 498 78, 4. k 2,95, 3.85 PRISTIO®
4 . 4.29) (378, 4.86) 3.87 (2.95, 3.85) SRR B
5 285 (2.34, 3.46) 216 (1.89, 2.47) 233 (2.05, 2.64) {desvenlafaxine) hiw
6A 372 (3.12, 4.45) 262 (2.25, 3.06) 2.96 (252,347 HIGHLIGHTS OF PRESCRIEING INFORMATION
6B 47 (3.90, 5.89) 338 (2.81, 4.06) 341 (2,80, 4.16) e g gt pr-icbodk g e i
TF 5.30 (4.54, 6.18) 5.99 (5.40, 6:65) 492 (4.26, 5.68) DACOMAion S PRIBIC insesell) watinima: 9
W :
ov 256 (2.21, 2.96) 3,08 (2.69, 3.53) 2,61 (2.32,3.07) B Ao 2P
14 8.04 (6.95,9.30) 6.45 (5.48, 7.59) 2.24 (171, 2.93) WARNING: SUICIDALITY AND ANTIDEPRESSANT
DRUGS :
18C 2.77 (2.39,3.29) 3m (3.29,7.19) 256 217, 3.03) See tull prescribing information for complete boxed
19A 4.77 (4.28, 5.33) 4.94 (4.31, 5.65) 6.03 (6.22, 6.97) Increased risk of suicidal thinking and behavior in chil-
dren, adolescents and young adults taking antidepres-
19F 2.88 (2.35, 3.54) 3.07 (2.68, 3.51) 253 (2:14, 2.99) sants lot ‘major depressive disorder (MDD) and other
disorders. PRISTIQ is not approved for use
23F 2.16 (182, 2.55) 1.98 (1.64, 2.39) 1.55 (1,31, 1.85) in pediatric patients (5.1},

Simultaneous Administration With Other Vaccines

The concomitant administration of routine U.S. infant vac-
cines [see Drug Interactions (7.1)] with Prevnar 13 was eval-
uated in two studies: the U.S. pivotal non-inferiority study
[see Clinical Studies (14.2), Pneumococcal Immune Re-
sponses Following Three Doses] and the U.S. lot consistency
study. In the lot it study, subjects were rands

Previously Unvaccinated Older Infants and Children

In an open-label deseriptive study of Prevnar 13 in Poland,
children 7 through 11 months of age, 12 through 23 months
ofngeandmmumhsthroughfryemofage(pmtathe o
birthday) who were naive ta te vae-

RECENT MAJOR CHANGES————
Dosage and Administration, Switching Patients From Other
Antidepressants to PRISTIQ (2.5) 11/2009
———INDICATIONS AND USAGE—————
PRISTIQ a selective serotonin and norepinephrine Te-

inhibitor (SNRI), is indicated for the treatment of

csne,wmgwen&,2or1dmuf?mvnnr13 pecti Y,
ding to the age-appropriate schedules in Table 1.

assmedmm:veoneofalntsofpmvnarmorpmarm
a 2:2:2:1 ratio. The total number of infanis vaccinated was
663 (U.8. nmmfeﬂomy study) and 1699 (US. lot consis-

tency study). I Tes| an-
tigens were compared in mt‘ants receiving Prevnar and
Prevoar 13. R to diphtheria foxoid, tet: toxoid,

pertussis, polio types 1, 2, and 3; hepatitis B, PRP-T, PRP-
OMP, measles, and varicella antigens in Prevoar 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.

Serum concentrations were one month after
the final dose in each age group and the data are shown in

Table 13.

[See table 13 above}

Children Previously Vaccinated with Prevnar

In an open-label descriptive study in the U.S,, children pre-
viously vaccinated with 3 or 4 doses of Prevnar, received 2
doses of Prevaar 13 (children 15 through 23 months of age)
or 1 dose of Prevnar 13 (children 24 months through 59
months of age). The data following one dose of Prevnar 13 in
children 24 months through 59 months of age are shown in
Table 14.

major depressive disorder [MDD] (1).

———DOSAGE AND ADMINISTRATION

* Recommended dese: 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 (2.1).

¢ When discontinuing treatment, gradual dose reduction is
recommended whenever possible' (2.1 and 5.9).

* Tablets should be taken whole; do not divide, crush, chew,
or dissolve (2.1).

* Renal Impairment: The led dose in patient
with moderat i t is 50 mg/day. The recom-
mended dose in patients with severe renal impairment

Visit PDR.net to register for Product Safety Alerts and to download mobilePDR® - free to U.S. prescribers
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