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Product Information

3

Always consult Suppleme,, #

Merck Sharp & Dohme—Cont.

Dosage and Administration

DOSAGE SHOULD BE INDIVIDUALIZED
ACCORDING TO THE NEEDS AND THE RE-
SPONSE OF THE PATIENT.
Each PERIACTIN tablet contains 4 mg of cy-

heptadine hjrdrochlogideé Ea::)hr 5 mll“:'t'

syrup contains 2 mg of cyprol
tadine hydrochloride.
Although intended primarily for administra-
tion to children, the syrup is also useful for
administration to adults who cannot swallow
tablets,
Children
The total daily dosage for children may be cal-
culated on the besia of body weight or body
Brea using approximately 0.25 mg/kg/day
(0.11 mg/lb/day) or B mg per square meter of
body surface (8 mg/M2). In amall children for
whom the calclilation of dosage based upon
body size is most important, it may be neces-
sary to use PERTACTIN syrup to permit accu-
re 2 67
to

The usual misﬂ mg (% tablet or 1 teaspoon)
two or three times a day, ad justed as necessary
to the size and reaponse of the patient. The dose
is not to exceed 12 mg & day.
Age 7 to 14 years
The usual dose is 4 mg (1 tablet or 2 teaspoons)
two or three times a day, ad justed as necessary
to the size and reaponse of the patient. The dose
is not to exceed 16 mg e day.

Adulits
The total daily dose for adults should

not ex-

mined by ongoing surveillance. Protective
capsular type-specific antibody levels develop
by the third week following vaccination.
PNEUMOVAX consists of polysaccharides
isolated from the capsules of bacteria of the
individual types and is manufactured accord-
én!iAtRoFmthodn developed by the MERCK
& DOHME Laboratories.
The vaccine is formulated so that each 0.5 ml
dose containa 50 g of cach polysaccheride
type dissolved in isotonic galine solution con-
taining phenol 0.26% added as preservative.
14 Pneumococcal Capaular Types
Included in PNEUMOVAX

Nomenclature  Pneumococcal Types

Us. 1 2 3 4 6 8 9
12 14 10 23 36 51 B6

Danish 1 2 3 4 6BA 8 ON
12F 14 19F 23F 26 7F 18C

Actions

Pneumococeal infection iz & leading cause of
death throughout the world and & ma jor cause
of pneumonia, meningitis, and otitis media.
The exact incidence of pneumococcal infection
is not known. On the basis of the limited epide-
miclogical data obtained from studies in mu.
nicipal hospitals where the incidence might be
higher than that found in the average popula-
tion, it is estimated thaet there are ennually
200,000 to 1,000,000 cases of pneumococcal
pneumonis in the United States, and between
13,200 and 66,000 deaths resulting therefrom,
Thus, t.il:e attack rate for pneumococcal pneu-

ceed 0.5 mg/kg/day (0.23 mg/lb/day).

The therapeutic range is 4 to 20 mg a day, with

the majority of patienta requiring 12 to 16 mg a

day. An occasional patient may require ss

much as 32 mg a day for adequste relief. It is

muted that dosage be initiated with 4 mg (1
et or 2 teaspoons) three times a day and

adjusted according to the size and response of

the patient.

How Bupplied

No. 3276—Tablets PERIACTIN, containing 4

mg of cyproheptadine hydrochloride each, are

white, round, scored compressed tablets, coded

MSD 62. They are supplied as follows:

NDC 0006-0062-68 bottles of 100.

(6505-00-890-1884 4 mg 100's)

[Shown in Product Identification Section ]
No. 3289X—Syrup PERIACTIN, 2 mg per 5 ml
is & clear, yellow, syrupy liquid. Contains alco-
hol 5%, with sorbic acid 0.1% added as preser-
vative and is supplied as follows:

NDC 0006-3289-74 bottles of 473 ml.
AHFS. 400
DC 6589610 lssued August 1978

PNEUMOVAX®

[pnsumococcal vaccine. polywalent. MSD)

Description

PNEUMOVAX (Pneumococeal Vaccine, Poly-
les of

ted to be between 1 and 5 cases
per 1,000 persons per year, and death is esti-
mated to occur in about 1 of 1§ cases. Based on
these same data, about 254; of all parsons with
pn 1 ia develop bacteremia.
Death occurs in about 28% of these bacteremic
patients more than 50 years of age.
In the United States, pneumococcal meningitis
occurs principally in young children, with an-
nual rates of about 3to 11 per 100,000 children
less than 5 years old. Within the first two
of life, about 16 to 20% of all children develop
otitis media caused by pneumococci, and 50%
of all children develop such illness within the
first 10 years of life (sea under INDICATIONS).
Invasive pneu 1 di high
morbidity and mortality in' apite of effective
antimicrobial control by antibiotics. These
effects of pneumococcal disease appear due to
irreversible physiologic damage caused by the
bacteria during the first 5 days following onset
of illness, and irrespective of antimicrobial
therapy. Older , individuals with
chronic debilitating diseases, and persons with
absent or impaired splenic function, incl
those with homozygons sickle cell anemia
pickle thalassemin, are especially susceptible
to severe pneumococcal disease.

B | Presently, there are 83 known pneumacoceal

capaular types. However, the preponderance of
pneumococcal disesse is caused by only some
capsular types. For example, a 10-year
L?Sﬂulsﬁz{meiﬂm at a New York medi-

valent, MSD), is derived from the cag

cultured ¥ i. This ine is indi-
cated for immunization against infections
caused by pneumococei. The vaccine affords
protection against the 14 most prevelent or
invagive capsular types accounting for at least
B0% of ] disense isolates as deter-

d that 56% of ell deaths due to
poeamecoecal pneumonis were caused by 6
:.ixlpuular types and that epproximately 78% of

pneumococeal pneumonias were caused by
12 capsular types. Such unequal di.s!:ribu!ion of

the basis of this information that the pneur,,
mcu]vawmehwmpmedcfldcamhﬂm ;
It has been established thet the purified png,
mococcal capsular polysaccharides indyp
antibody production and that such antibody ;,
effective in preventing pneumococeal di
PNEUMOVAX conaists of 14 different cape,,
lar polysaccharides which represent at leagt
80% of pneumococcal disease isolates in th,
U.5.A. and Eurcpe. Studies in humans hay,
demonstrated the immunogenicity (antibogy,
stimulating capability) of each of the 14 capgy.
lar types when tested in polyvalent vaccine,
Multuod’al!agananddﬁldmoﬂymﬁm
or older responded immunologically to the vap.
cines. In a recent study of PNEUMOVAX, at
lesst 50% of all adults showed a fourfold o
greater increase in type-specific antibody for
each vaceine capsular type.

The protective efficacy of pneumococcal vap.
cines containing 6 and 12 capsular polysacchy.
rides was investigated in controlled studies of
gold miners in South Africa, in whom thereis
high sttack rate for p 1p nia,
r\,. 1 . T ttack rates for Pheg-
mococcal pneumonia were o for the
period from 2 weeks through about 1 year after
vaccination. The rates for pneumonis caused
by the same capeular types represented in the
vaccines are given below. Protective efficacy
was T6% and 92%, respectively, in the two
studies for the capsular types represented.
[See table below].

In gimilar studies carried out by Dr. R. Aus
trian and aseccidtes using similar pneumocos
cal vaccines,
tute of Allergy and Infectious Diseases by a
different source, the reduction in pneumoniss

caused by the vaccine capsular types was 79%. © §

Type-specific reduction in pneumococcal bas
teremia was 82%. A preliminary report sug- -
gests efficacy of the vaccine in persons over iwo
years of age in preventing severe pneumocot-
cal disease and bacteremia in patients with

sickle cell anemia and in individuals without '{ g
splenic :?, i

spleens or those who have impaired
function. :
The duration of protective effect of PNEUMO-
VAX is presently unknown, but it has beea

shown in previous studies with other pneum® ©
coceal vaccines that antibody induced by the -
vaccine may persist for as long as § year '
wﬂa antibody levels induced bY
P OVAX have been observed to declio®

over a 20-month period of observation, but I L

main significantly above prevaccination leve
in elmost all recipients who manifest an in

response.
Because of the decline in antibody levels, &

vaccination may be considered. Available st ¢
suggest that revaccination should not be "5, %

ried out &t lesa than S-yearhterv'ah”a:ﬂd
minimize the frﬂ;aaney and severity of 10¢%
reactions, especially in persons who have T¢
tained high antibody levels. Long-term ¢

lance of antibody levels in immunized individ
uals is continuing.

Indications

morbidity and mortality from pneu
&, These |

secal

P . I types g disease
hes been~shown throughout the world. It is on

MNumber of Rate/1000 for Pneumania Protective
Capsular Types  Caused by Homologous Capsular Types Efficacy
in Pneum 1
Vaccine Vaccinated Control
Group Group
6 9.2 83 6%
12 14 167 9249

pneu lude: (1) p
chronic physical conditions such as ch

pulmonary diseases, chronic renal failurs:
diabetes mellitus or other chronic metat <
disorders; (2) persons in chronic care f
(3) persona convalescing from severe
(4} persons 50 years of age or older. GW'
Preliminary data suggest the vaccine i8 )
cious for preventing severe pneumoni¢ dise”;
and bacteremia in persons over two

nghe with sickle cell enemia and in indiv?
who have had a splenectomy or who hav®
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imococci included
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tion in the prmding three years may have
of pre-existing pneumococcal

o

T

l'

,d,umm-mmwtiwmn of the vaccine for
. Fumﬁn; poeumococcal otitis media in in-
fants. - e

.,[ni EpinT’phme injection (1:1

3 ﬂl’EUMOVAII‘.hal are most often the cause

" in this age group.
. Warnings

" contained in the vaccine (see above).
’ﬂmvmnehundmpnmm:vtu;im

:: even greater risk.
. Caution and appropriate care should be exer-
administering PNEUMO

.'for possible revisions

Prudubt Information

p—

1183

splenic function, and in pod.h.tnc pa-
ﬁwhmrtwnywmurmudthn m-

Hypersensitivity to any comporient of the vac-
must be
le should an acute ana

Mndm“iumwmp

disease in this age p. Ac-
wrdiully. PNEUMOVAX hnutrmmlnmd'd

 PNEUMOVAX will not immunize againat
-gular types of pneumococcus other than r.:::

munosuppressive therapy, the expected serum
response may not be obtained.
administration may cause severe

the physician, withholding the agent entails

cised in VAX to indi-

viduals with severely compromised cardiac

mi:mtimwouldpouldsmﬂm
Patients who have had episodes of pneumacoc-
cal poneumonia or other pneumococeal infec-

high lavels an-
tibodies which may result in increased reac-
tions to PNEUMOVAX. mmly Eocnl but acea.

AX.
Available data suggest that revaccination h—
fore 3 years may result in more frequent and
severe local reactions st the site of injecti

' Nb. 4666—PNEUMOVAX containa ane 5-dose

Dosage and Administration

Do not inject intravenously.
Administer a single 0.5 ml dose of PNEUMO-
VAX subcutaneously or intramuscularly (pref-
erably in the deltold muscle or lateral mid-
, with appropriate precautions to avoid
administration INDICA.

in . (See .
TIONS.) Intradermal administration should be
avoided.

Until farther information on llmﬁou. ﬂfl.lu-

ilable, r

ahnul?mthmnnidﬂeﬁsl lenltl'l.lnaym
intervals, since protective antibody lovels are
belioved to persist for substantial periods in
most vaccinated persons. Available data sug-
gest that revaccination before 3 years may re-
sult in more frequent and severe local reac-
tions at the site of injection, especial

in per-
sons who have retained high anti levels
(see ACTIONS).
Storage and Use i
Store unopened and ed: vials at 2-8°C

open

(36.6-46.4°F). The vaccine is used directly as
supplied, No dilution or reconstitution is neces-
sary. Phenol 0.25% added as pressrvative.

It is important to use a separate sterile syringe
and needle for each individual patient to pre-
vent transmission of hepatitis B and other in-

fectious agents from one person to ancther. All
;:ﬂinl must be 'by the expiration
te
Single-Dose and 5-Dose Via

For Syringe  Use Only: Wii'.lulr-w 0.5 ml
from the vial using a stérile needle and sy
whdmn“mmﬂmnﬂ

How Bupplhd

vial of liquid vaccine, NDC 0006-4866-00. For
use with syringe only.

No. 4633—PNEUMOVAX is supplied as fol-
lows: NDC 0008-4689-00. A box of 5 individ
ual cartons, each containing a single dose vial

of vaccine.
AHFSE 80:12

DCT014802 Issued June 1978
© MERCK & CO., INC,, 1977, All rights re-
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SINEMET® Tablats ) ' B

Description
Smm!‘illmhtuhmufmrhidmmd
levodopa. | Hefm instituting therapy with

, P should be familiar with
directions for

Whunmhwhﬂmwmﬁmh
who are being treated with

eipecially in persons who have :rttll.ned;l‘lg
utm{&dg;‘)m (see DOSAGE AND

Children under 2 years of age may not obtain a
satisfactory antibody response to some pneit
mococeal capaular types. Therefore, the vac-
ﬂucﬁmﬁnahwmuﬂsmm

Local erythema and eoreness at the injéction
bite, usually of less than 48 hours duration,
occurs commonly; local induration occurs less
tommonly. In a study of PNEUMOVAX (con-

taining 14 capsular types) in‘26 adults, 24
m%}-hwudlmﬂmuﬂou charactarized

Pringi local soreness and/or induration
8t the § on site within 2 days after vacci-

Raktion,

Low grade fever (less than 100.9°F) occurs oceas

Sionally and is usually confined to the 24-hour
Period following vaccination.
Al rare; fever over 10ZF has been re-

of greater severity, duration, or ex-
"'nl are unusual. Rarely, anaphylactoid reac-

ting
Carbidopa, an i.lillibltor of mltic l.minu acid

mu:d slighg:r nolnhla in wntar with - molocu-
weight of 244.3, [t is :;nlled
a8  (—-l-a-hydrazind-a-methyl l—&h:y
droxybenzene) propancic acid monlbhydrlu.
Tablet content is expressed in terms of anhy-
of 228.3 s e
Levodopa, an aromatic amino acid, is a whits,
compound, ly soluble in wa-
ter, with a molecular weight of 197.2. It is des-
ignated chemically as (—)}i-a-amine-8-
(3,4-dihydroxybenzene) propanoic acid,
SINEMET, u combination of carbidopa and
levodopa, is supplied as tsblets in two

stre

SIN -10/100, containing 10 mg of car
bidopa and 100 mg of levodopa

SINEMET-

tions have been reported.

Actions

Current evidence indicates that symptoms of
Parkinson's disease are related to depletion of
dopamine in the corpus striatum. Administra-
tion of dopamine is ineffective in the treatment
of Parkinson's disease apparently because it
does not crosa the blood-brain barrler, How-
ever, levodopd, the metabolic precursor of do-
pamine, does cros the blood-brain barrier, and
presumably is converted to dopamine in the
basal ganglia. This is thought to be the mecha-
nism whereby levedopa relieves symptoms of
Parkinson’s disease.

When levodopa is administered orally it is rap-
idly converted to dopamine in extracarebral
tissues so that only a small portion of a given
dose is transported unchanged to. the central
nervous system, For this mn. lag: doses of
levodopa ere required for uate therapeutic
m:dth::ln;ayoﬂuhoumdd hym:n-
sea and other adverse reactions, some of which
are attributable to dopamine formed in extra-
cersbral tissues.

Carbidopa inhibits decarboxylation of periph- | |
eral levodopa. It does not cross the blood-brain
barrier and does not affect the metabolism. of

ilar protective effect in humans although con-
mudd-hmhohmlhdatlhcprmntﬂm
to draw firm conclusions. i

Carbidopa reduces the amount of levodopa're-
qu.indh;ruhnut'ﬂipnmrltmd when adminis-
tered with increases both plasma
hwhmdthnplﬂmhnlf-lij’euﬂamdupn.md

nnm]il:.mm urinary dopamine and

In clinical pbl:muqolm: studies, simulta-

neous edministration of carbidopa , and

levodopa produud greater urinary excnﬂnn
to

dopamine .

druge at separate times.

Pyridoxine hydmhloriﬂc (vitamin

ety e g it .m'““f‘
ra

amino l.ci.ddun}rbnxxllt@un..cll’bidm hib.

its this action
roportion of carbidopa and

70 to 100 mg per diem. S tablets. pro-
vide this amount or more of carbidopa. to the
ma jority of patients previqusly maintained on
levodopa then retitrated to optimal response
with the combination.

Double-blind ¢linical trials with a fixed dose 1
to 10 ratio of pa to levodopa provide
evidence of useful effects when compared with
levodopa. However, during these clinical triala
certain patients were found to benefit from
different proportions of carbidopa ' and
Tl-;gld;‘cipn (a0 DOSAGE AND ADMINISTRA-

Indications

SINEMET, a combination of carbidopa.and
lwoﬂﬂvl.lllﬂﬂmhdinﬁmtmtmmtdthl

Information on the Merck Sherp & Dohme
products listed on these pages s the full
prescribing  Information - from

clirculars in use September 30, 1878.

-26/250, containing 25 mg of car.
evodopa

bidopa and 250 mg of

Petitioner Merck Ex-1053, 0003






