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PRODUCT IDENTIFICATION GUIDE/313

P.1153 | RX GLAXO WELLCOME INC P 1161 | RE GLAXO WELLCOME ING P.1169 | RX GLAXO WELLCOME INC P. 1178 | RX GLAXO WELLCOME INC £,1186
s
S T
25 mg T
Daraprim® -
{pyrimethaming) E 5
-
RX GLAXO WELLCOME NC P. 1170 -. g
=R
oy
N = -
[ 10 mL
o 13-4 canister
s ” 120 metered inhalations
1-g vial | Exosurf Neonatal® For -
Beclovent® Intrati Flovent® 220 mcg
ation Aerosol Refill (colfosceril palmitate,. cetyl zlcohol, Inhalation Aerosol
asone dipropionate, USP) ! tyloxapol) (fluticasone propionaie, 220 mcg)
AXO WELLCOME ING P, 1153 GLAXO WELLCOME INC P, 1181 GLAXO WELLCOME INC P-1189
i T
o v e
28 mg
Digibind® Digoxin
Immune Fab
(Qvine) =
RX GLAXO WELLCOME INC P.4171
o 1E .28 3
IV infusion pack IV infusion pack — 0.5 mg/17 mL
T Also available in 1.5 mgf17 mL
- Flovent® Rotadisk® 50 mcg
Aerosol Fiolan® for Injection (fluticasone propionate
ena dipropionate, USP) (epoprostenol sodium) inhalation powder, 50 mcg)
 WELLCOME INC B, 1156 RX GLAXO WELLCOME INC P, 1158 u GLAXO WELLCOME INC P- 1189
Also aveiiable in 50 & B
Emgel® 2% Topical Gel 4
(erythromycin) 4
“ GLAXO WELLCOME INC Pui1172 o
e
e
[ 4
S 16
120 metered sprays
= Flovent® Rotadisk® 100 mcg
i Flonase® Nasal Spray, 50 mcg (fluticasong propionate
(tluticasone propionate) | inhalation powder. 100 meg)
1357 | RX P.1164 'ii.x, ‘GLAXO WELLCOME INC P.1186 | RX GLAXO WELLCOME INC P, 1189
et - e 4
10 me/1 mL __;_F‘
240 mL = L
Combivir™ L = % 3
(lamivudine/zidovudine {abiets} Epivir® Oral Solution x L:
= 150 mg/ 300 mg . (lamivudine oral solution} * S E
RX GLAXO WELLCOME INC P. 1167 | RX GLAXO WELLCOME INC P, 1172 N
250 mgy'5 mL 3
100 mL (IL 13.g canister
tle i 50- and 100mL e \ 120 metered inhalations I - DS
es of 125 mgy5 mL. | \"- Also available in 7.9-5 canister 8
150 mg
* for Oral Suspension . Flovent® 44 mcg Fiovent® Rotadisk® 250 mcg
urasime @xedil powder fer Epivir® Inhalation Aerosol {fluticasone propionate
_ orel suspension) i (lamivudine tablets) (fluticasone propionate, 44 mcg) inhalation powder, 250 mcg)
 GLAXO WELLCOME ING P. 1157 ) RX GLAXO WELLCOME INC P.1175 | RX GLAXO WELLCOME INC P.1186 | RX GLAXO WELLCOME ING P, 1192
E ]
0.05% per 60 g -
Also available in 30 g 100 mg
Cutivate® Cream Epivir®>-HBV™
B (fluticasone propionate cream) (lamivudine)
RX GLAXO WELLCOME INC P. 1168 | RX BLAXO WELLCOME INC P.1175
E /
& 13-g canister
= 120 metered inhalations
et Flovent® 110 mcg
Inhalation Aerosol
{fluticasone propionate, 110 meg)
4;;;,“,,.M,,m“ Bos While every effort has been
,(\ made to reproduce products
e faithfully, this section is to be i
0.005% ) e considered a quick reference
Mg §O;° 5 mg/lmb identification aid- In cases of '
Alsoevailable in 30 g 240 ML
i suspected overdosage. etc., it
- 8 e f ical analysi )
Cutivate® Olintment Epivir®-HBY™ Oral Solution Chenicallenalysisionine Fortaz®
(fluflcasone propionate ointment) (Iamivudine) product should be done. (ceftazidime sodium injecticn)
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134

137

PRODUCT IDENTIFICATION GUIDE/341

P, 3142 | RX VIVUS, INC. P. 3143 | RX WALLACE LABORATORIES P. 3159 | RX WALLACE LABORATORIES P. 3157 | RX 'WATSON LABORATORIES INC. P. 3180
e (178 el
Rynatan®-S Pediatric
90 tablets Suspension Tussi-Organidin® DM-S NR*
(phenylephrine tannate, chlorpheniramine ( i dext'omethnrphan HBr)
Chelated Mineral MUSE® tannate, pyrilamine tannate) 100 mg / 10 mg / 5 mL
Dietary Supplement (alprostadil) Smg/2mg/12.5mg /5 mL (= newly reformulated)

USANA

P. 3142

RX WALLACE LABORATORIES.

WALLACE LABORATORIES

AE WALLACE LABORATORIES P- 3160

P. 3147 RX WATSON LABORATORIES (NC.  P: 3172 Also available in a 21 day unit
without placebo tablets.
[Waioco (RN ) -
- ¢ = Necon® 0.5/35
{ﬂf;’{g* — (norethindrone and cthiny!
f: estradiol tablets USP)
0252* 240 m, 0.5 mg/35 meg.
RX WATSON LABORATORIES INC. P. 3180
= cUERY /
0 soft ge! I 137 EODE (i
G0 soft-gel capsules 37 meg R © L N L,
= ynatuss' 0251* 180 m, -
> Astelin® (carbetapentane tannate, 5
.CoQuinone™ Nasal Spray chlorpheniramine tannate, ephedrine
Dietary {azelastine HCI) tannate, phenylephrine tannate)
P, 3142 | RX WALLACE LABORATORIES P, 3151 | RX WALLACE LABORATORIES P. 3160 -
0250* 120 mg B
)8
3 bt s
T ; 350 mg Dilacor XR® : ;&
el Soma® (diltiazem HCI) AOCOOO0)
w (carisoprodol) Extended-release Capsules L.
&:_": e X WALLACE LABORATORIES P. 3161 | RX WATSON LABORATORIES INC.. P. 3174 28day
. Also available in a 21 day unit
without placebo tablets,
GO0 mg/5 mL
90 tablets Necon® 1/35
i Soma® Compound (norethindrone and ethinyl
Mega Antioxidant (carisoprodol, aspirin) 5 estradiol tablets USP)
Dietary Supplement 200 mg / 325 mg - 5
USANA F. 3142 c-1r WALLACE LABORATORIES P. 3161 LE . ] : RX WATSON LABORATORIES INC. P. 3180
Socacas
e - .
doRcacaaa
Also available in a 21 day unit l 01 k
hout placeb -
Soma® Compound without placebo tablets -
w/Codeine Levora®
Felbatol® (carisoprodol, aspirin. codeine phosphate) (levonorgestrel 0.15 mg and ) Y ST
(felbamate) 200 mg / 325 mg /16 mg ethiny estradiol 0:03 mg) 4 \L |
RX WALLACE LABORATORIES P. 3151 | G-V WALLACE LABORATORIES g

90 tablets

Proflavanol®
Dietary Supplement

WATSON

400 mg

Felbatol®
(felbamate)

* While every effort has been
| made to reproduce products
faithfully, this section is to be
considered a quick reference
identification aid. In cases of
suspected overdosage, etc.,
chemical analysis of the

product should be done.

VIVUS, INC.

VIVUS, INC,

RX WALLACE LABORATORIES P. 3157

100 mg/5 mL

Organidin® NR
(gusifenesin)
RX WALLACE LABORATORIES

P 3158

ACTIS®

Venous Flow Controller

Rynatan®
(phenylephrine tannate, chlorpheniramine
tannate, pyrilamine tannate}

P. 3163 | RX

Tussi-12™
(carbetapentane tannate, chlorpheniramine
tannate, phenylephrine tannate)
30.mg £ 4 mg /5 mg per 5mL
c-v WALLACE LABORATORIES P. 3157
! RY

WATSON LABORATORIES INC.  P. 3177

5mg

28-day

Newor® umy 28
L S

10 mg

50 mg

Loxitane®
{loxapine succinate)

200000

—— (DS,

28-day

Also available in @ 21 day unit
without placebo tablets,

Each light yellow tablet (10) comums
0.5 mg normhmdrure and 35 mcg
estradiol. Each dark yeliow mhle{ (1.13
contains 1 mg norethindome and 35 meg
ethinyl estradiol. Each whilte tabiat [7) can-
tains inert ingredient.

Necon® 10/11
(norethindrone and ethiny!
estradiol tablets USP)

e

Tussi-Organidin®S NR*
(gusifenesin, cadcme phospraze)
100 mg /10 mg /5 mL

25 mg'f. & mgif 25 mg

{* newly r i)

WATSON LABORATORIES INC.  P.3179

12,5 mg

Microzide™
Ly rothi

Designed to help you identify
drugs, this section contains
actual size pills and full color
reproduction of products
selected for inclusion by
participating manufacturers.

— /

GSK Exhibit 1014 - Page 7 of 12



\ gEBIR

l Ee2328eE ‘Egﬂ

Mmﬂwﬁﬁ-ﬁ-ﬂu&-h‘d
¥ hmaﬁ-n_ﬂvdm!]i@m

;Hﬁ:huhnmu the package

ble unti -

77°F) and protected from
of DILUENT

15° to 25°C (58" to
ton. L d vials

shuEean

BuRRRsERE |
13

| EBas

ing use, a single

can be administered
tal duration of 8 hours, or it can

e stable until the date indicated on. the pack
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-

it room temp
be used with a cold pouch

FLONASE Nasal Spray 50 mcg is an aqueous

fine fluti propi hwm

hmn.n]mw:s‘gmﬂ!sdam iy
e Pray oo cactain,

administersd up to 24 hours with the use of two frozen | and 7, -
It is necessary to prime the pump before first use g o

and
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stituted FLOLAN must be insuluted from temperatures
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46°F) for no longer than 40 hours. administered at
s the pa-
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IHFORMATION

GLAXO WELLCOME/1185

distribution avernged 42 The
wolume ol At e bound i

regimen can be given s 100 mog twice daily od periodically
% e (one S0-mcg | should be exnmun pe .
spray in each nostril twice-a-day), fection or other signs of adverse €

, 1093 mL/min), with renal clearance

Joss than 0.02% of the total. The only arcu-
ite detected in man is the 17p~carboxylic acid
fluticasone propionate, which is formed
cytochrome P450 3A4 pathway. This inactive
i y 2000 times less affinity than

c will experiance a variable time SF Nasal Speay should be used with caution, i :
and different. d of ralief, In 4 - :ﬁ:ﬁgﬁm“u ‘,-iﬂi: active or quiescent tuberculous infec

doable-blind, placebo-contralled, parallel group allergic thi. | tion: untreated local or systemic fungal or bacterial, or $¥5
setting ipark stodi 4 : “park” | temic viral infections or parasitic infioction; ot ocular herpes
. a i i

ubjects compared Jnh simplex.
et S to placebo was shown Lo occur s Bscf.lu.n of the inhibitary effect of corticosteroids on wmmf{
FLONASE Nasal Spray. Maximum effect may take healing, patients who have experienced recent nasal septa

i 1d not use 4 na-
days. Patients who have responded may be able to be mai ulcers, nasal surgery, or nasal trauma shou
tainod (ater4 to 7.daya) an 100 mogiday (one ,,:., i sal corticosteroid until healing has occurred.

3 i Information for Patients: Patients being treated with
nostril once daily). . .
Pediatric patients (4 years of age and older) should be FI..O‘ ?nﬁffdﬂml Spray s_ll;::ld "“’e"";"-:":‘h““’i'@ ::l‘:;i

started with 100 mcg (one spray in each nostril once-a-day).

e lr,;,s for the glucocorticoid receptor of human

b tosal in. and negligible ph logical activity

1 i0s. Other metabolites detected in vitro using

animal toma cells have not been detected in
human hepal

drug interaction study, coadministration

fluticasone propionate (500 meg twice

erythromycin (333 mg three times daily) did not
sone propionate pharmacokinetics.

n study, coadministration of orally in-

i (1000 meg, 5 times the maxi-

k le (200 mg once

Licasone propionate concen-

rtisol AUC, and no effect

intr dosing, fluti propi-
polyexponential kinetics and had a terminal
on halflife of approximately 7.8 hours. Less than
7 ‘“ﬁmbalednnlduuwmuamdmmmaa
tes, with the remainder excreted in the feces as
drug and metabolites.

F propi was not stud-

any special populations, and no gender-specific phar-
tic data have been obtained.

mics: In a trial t luate th 8ys-

P
Tr

A a them in the safe nnd effective use of this medication. It is
with 200 mcg (two sprays in each nostril once | not a disclosure of all possible adverse or intended effects

daily or one spray in each nostril twice daily) should be re- | Patients should be warned to svoid exposure to chickenpox
othadnatal en iths

served for pedi P q1 P g to | or measles and, if exposed, to consult their physician with
100 meg daily. Once adequate control is achigved, the dos- | out delay. : " e

sge should be decreased to 100 mcg (one spray in cach nos- | Patients should use FLONASE Nasal Spray at regular in-

tril) daily. tervals as directed since its effectiveness depends on its reg-
Maximum _I.Duul daily doses should not exceed two sprays in | ular use. A decrease \.:Et;nsn!. symptoms niny num::;a :::n
each nostril (total dose, 200 meg/day). There is no evidence | as 12 hours after starting therapy with FLONASE Nasal
that exceeding the recommended dose is more effective. Spray. Results in several clinical trials indicate statistically
INDICATIONS AND USAGE significant improvement within the first day or two of treat-

may not be achieved until treatment has been admi

PUGNASE Fasel Brayiaidicated bt mungementof | oo mae the full benefit of FLONASE Nasal Spray
of | and jal

the nasal allergicand | o several days. Th 2 :
< rhinitis in-adults A h i Vs epahﬁnts'lwuldnor.!np'egmdwpm
;':“'L":ﬂ‘:i“‘:m in adults and pediatric patients 4 years | goribed dosage but should contact the physician if symptoms

do not improve or if the condition worsens. For the proper
use of the nasal spray and to attain masimum improve-
ment, the patient should read and follow carefully the pa-

Safety and effectiveness of FLONASE Nasal Spray in chil-
dren below 4 years of age have not been adequately estab-

lighed. tient's instructions accompanying the product.
CONTRAINDICATIONS Drug Interactions: In o plawbo-cznmllnd, crossover study
3 i : . in eight healthy volunteers, coa ministration of a single
Eﬁﬁ?ggysﬁr:ﬁyﬁﬁ;mmm pelivita dose of arally inhaled fluticasone propionate (1000 meg, 5
times the maximum daily intranasal dose] with multiple
WARNINGS doses of ketoconazole (200 mg) to steady state resulted in
The repl of a sy ic corti id with a topical | increased mean fluti propionate cone jons, & re-
car id can be ied by signs of adrenal insuf- | duction in plasma cortisol AUC, and no effect on urinary ex-

% :
cal effécts of FLONASE Nasal Spray on aller-
edmghl?nd

te were i
ASENa-nlSprny,Mn‘nnlmyuhiﬂetplu
), and 5 and 10 mg of oral fluticasone propionate
icle) per day for 14 days. Plasma levels

ficiency, and in addition some may cretion of cortisol. This interaction may be due to an inhibi-
symptoms of withdrawal, e.g., joint and/or muscular pain, | tion of the cytochrome P450 3A4 isoenzyme system by keto-
itude, and d ion. Pa jously treated for | connzole, which is also the route of metabolism of

prolonged periods with systemic corticosteroids and trans- fluticasone propionate. No drug interaction studies have
ferred to topical corti should be lly moni- | been conducted with FLONASE Nasal Spray; however, care
tored for acute adrennl insufficiency in response to stress, In | should be ised when fluti i is coadmi
those patients who have asthma or other clinical conditions istered with long-term ketoconazole and other known eyto-
requiring long-term 1 icosteroid tr too | chrome P450 3A4 inhibitors.
rapid a d in i corti ids may cause a se- | Carci sis, Mutagenesi of Fertility: Fiu-
vere bation of their symp i d igenic potential
£ 1

Prog no

The i use of i ids with other | in mice at oral doses up to 1000 meg/kg (approximately 20
inhaled corticosteroids could increase the risk of signs or | times the maxi ded daily i } dose in
ymptoms of hyp and/or ion of the HPA. | adults and approximately 10 times the maximum recom-
axis. ded daily int: 1 dose in children on o meg/m® basis)
Patients who are on immunosuppressant drugs are more for 78 weeks or in rats at inhalation doses up to 57 meg/kg
susceptible to infections than healthy individuals. Chicken- | (approximately 2 times the maximum recommended
wtandm:hsformmph.m&ﬁAmuﬁmu intranasal dose in adults and approximately equivalent to
mp_ﬁ.hlwminpﬁenunnimmcu.pmnmdm the i ded daily ¥ 1 dose in ehil-
of corticosteraids. In such patients who have not had thesa dren on a meg/m® basis) for 104 weeks,
dim_eu.puﬁcularmﬂm&dh.wkmmgm P Fluti propionate did not induce gene mutation in pro-
Hw,&admrme,gnddmﬁmnf,mﬂ-aﬂm:}- karyotic or eukaryotic cells in vitro. No significant clastoge-
imaﬁon-fmﬂuﬁl_knfdwnlopﬁn;adhunimtedinﬂw nic effect was seen in cultured human peripheral lympho-
mnmmmm@mdwmmm c;uehwimurlndwmmmimuelmtutwhmad-
mmwmmmmmmkism ministered at high doses by the oral or subcutaneous routes.
not known. If exposed to chickenpox. p phylaxis with var- Furthermare, the compound did not delay erythroblast di-
jcella zoster immune globulin (VZIG) magal;amd.luud-lf vision in bone marrow.

exposed to measles, prophylaxis with poo! ‘intramusculsr | No evidence of impairment of fertility was observed in re-

 immunoglobulin (1G). buindiu‘:;i{Snthempecﬂw productive studies conducted in male and female rats at
cage = G i bk

doses up to 50 meg/kg (approximately 2 times

lops, treatment with antiviral the maximum recommended daily intranasal dose in adults
J mlm’bmmmwﬁghtuuﬁgniﬁnnﬂym

duced at a subcutaneous dose of 50 meglkg.

P ic Effects: Pregnancy Category C.

Subtutantous studics in the movse and rat at 45 and 100
ively ( 1 ly. ival to 4
sy, rapesivly (porerma e

adults on a meg/m® basis, respectively) revealed fetal toxic-
ity characteristic of potent eorticosteroid compounds, in-
cluding embryonic growth retardation, omphalocele, cleft

and retarded cranial ossification. 1 X

e b, fotal weight reduction and cleht palate were
ob'uv«latuuhummﬁ4m_{hﬂ'ﬂmﬂl
i 3 d ’mmﬂmhm

a meg/m? basis), 8 L J
o iy 2 gk e
basis) of P 0 Abbit. fluticasone

i
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have been identified during postapproval use of Suticascty
Flonase—Cont. Mumcmm-mm?""""‘":,

P funtarily from a population of uaknown size, Sstimiree s
bits (appreximately 4 and 26 times. joely, the a5 | fraquency cannot be meds. These eveate bate W C0rel
mum recommended daily intranasal dose in adults on o for inclusion dua o either their seriousness. froqUeESEY *
megm® basts ! porting, causal ction W LA
There are no adequate and well-controlied studies in preg- mamwm.unwwwﬂ*
nant women. Flut sonute should be used during | ygn . angioedema,
pregnancy saly if the potential benefit justifies the p ¢ Hypersensitivity reactione,incluciog BOEVC
risk to the fitus. akinnlh.milhlﬁnlﬂm“'-w o llanae
Experience with aral corticostervids bronch hecsing, dyspoes, and anaphrlnet i
in pharmacologic, as opposed (o physiologic, doses phylactoid reactions, which in rare et Kiita
that rodents are more prone effects from cor- Nose, and Throat: M‘“'m“h"dn-mm—

In addition, because there i8 & | yndjor smell and, rarely, kit

natural in cort id production during Preg” | cer, sore throat, throat irritation and drynesh !
nancy, most women will require a lower cortico- | and voice ch
steroid dose and many will not need corticosteroid treat. Eye: Dryness and irritation u.jwuﬂm.umr-dm-
ment ) 2 and

during prognancy.
Nursing Mothers: [t is not known whether fluticasone pro-
pionate is excreted in humlgr—tmﬂ.tmmﬁahd
was

Prop 1o rats t & subcu-
mmdlowirﬂunhmmmm-
mended daily intranasal in adults on 8 mcg/m? basis),

radioactivity was excreted in the milk. Because other corti-
costeroids are excreted in human milk, caution should be
exercised when FLONASE Nasal Spray is administered to a
woman.

Pediatric Use; Five hundred (500) patients aged 4 to 11
mdmangim?uﬁmpo!nd.mmnmnmsmd-

i

re-
ChmnicwmﬁlthASE N.nllSpmm ;
sult in signs/symptoms of hypercorticism lueoP!tEGA‘_E'
e pris Kon o 8 i daly for
ded dose) prop g
7 da; mhwﬂlyhmnvohnmnmwnﬂulm ;
#&dmupwlsﬁnmnmmhmvd

teers with no acute

e 1 da S e
m it “Eexdl\::: <ans were of mild or moderate

ied in US clinical trials with nasal
spray. The safety and effectiveness of FLONASE Nasal
MhMMW{mwmhwmmm

£

Oral and, to a less clear extent, inhaled and intranasal cor-
ticosteroids have been shown to have the potential to cause
and adolescents

a reduction in growth velocity in children
with extended use, If a child or adolescent on any cortico-
stercid appears to have growth suppression, the possibility

i incidences were similar in active
5 overdasage with this dosage form
i inlikely since one bottle of FLONASE Nasal Spray con:
tal pproxi 1y 8 i pmpunn_lw. =i
mammmmumﬁmg‘:’?mm":pw
r-hm:lﬂﬂ_omﬂktbmJ - m‘dmi.n

.

mog Inhalation Aerosol is fluticasany ., Flou
cocarticoid having the chemical name 8. -
difiuoro-11p, 17-dihydroxy-16a. >

diene-17] , 17-propionnte,

ter,

mide
FLOVENT 44 meg
lnhulntiunnmayl,

the max-

tively, the
adults and >10000 and >20000 times,
i ddod dally al ona

s ol
Irin':""

mum

mg/m? basis).

DOSAGE AND ADMINISTRATION

Patients should use FLONASE Nasal Spray at regular in-
it i J siicn s P ds on its reg-

dosage in adults is two

pm)h-m-m.mﬁwhmm
be able to reduce their dosage to 100 meg (one spray in each
1 R :
slescen (4 Years of Age and Older): Pa-
tients should be started with 100 mecg (one spray in each
; K =5
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|PRODUCT INFORMATION
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'MUCO-FEN® 800 DM TABLETS B
fmi-co-finl
ifenesin/Dextromehorphan HBr

'DESCRIPTION
Each 'ame -released, dye free, scored tablet contains:

4 Adults and children over 12 years of age: 1 tablet every 12
‘hours not to exceed 2 tablets in 24 hours

Children 6-12 years of age: ' tablet every 12 hours not to
‘exceed 1 tablet in 24 hours

HOW SUPPLIED

Bonles of 100 tablets (NDC 59310- 114 10)

'MUCO-FEN® 800 Tablets Kk
[ma-co-fir]
Guaifenesin

DESCRIPTION

:Each time-released, dye free, scored tablet contains:
N, iaies 800 mg

DOSAGE

Adults and children over 12 years of age: 1-1% tablets every
12 hours not to exceed 3 tablets (2400 mg) in 24 hours

| (hildren 6-12 years of age: !4 tablet every 12 hours not to
| exceed 1200 mg in 24 hours

| HOW SUPPLIED

Bottles of 100 tablets (NDC 59310-109-10)

MUCO-FEN® 1200 TABLETS B
[mit-co-fin]
Guaifenesin

TESCRIPTION
UEach time- released, dye free, scored tablet contains:
) 1200 mg

1 DOSAGE

| Adults and children over 12 years of age: 1 tablet every 12
| hours not to exceed 2 tablets (2400 mg) in 24 hours
Children 6-12 years of age: % tablet every 12 hours not to
exceed 1 tablet (1200 mg) in 24 hours

HOW SUPPLIED

l}ottles of 100 tablets (NDC 59310-120-10)

MUCO-FEN® DM TABLETS B
[ma-co-fin]
Guaifenesin/Dextromethorphan HBr

DESCRIPTION
‘Bach time-released, dye free, scored tablet contains:
Guaifenesin 600 mg
Dextromethorphan Hydrobromide .......vrewsessessesees. 30' Mg
DOSAGE

Adults and children over 12 years of age: 1-2 tablets every
12 hours not to exceed 4 tablets in 24 hours

Children 6-12 vears of age: 1 tablet every 12 hours not to
exceed 2 tablets in 24 hours

HOW SUPPLIED

Bottles of 100 tablets (NDC 59310-108-10)

MUCO-FEN® LA Tablets B
(ma-co-fin]
Guaifenesin

DESCRIPTION

FEach time-released, dye free, scored tablet contains:
Guaifenesin
DOSAGE
Adults and children over 12 years of age: 1-2 tablets every
L' 12 hours not to exceed 4 tablets (2400 mg) in 24 hours
Children 6-12 years of age: 1 tablet every 12 hours not to
exceed 2 tablets (1200 mg) in 24 hours

HOW SUPPLIED

Bottles of 100 tablets (NDC 59310-102-10)

600 mg

| PROFEN LA® TABLETS R
[pro-fin]

Phenylpropanolamine HCI/Guaifenesin
3 DESCRIPTION
Fach time-released, dye free, scored tablet contains:

Phenylpropanolamine Hydrochloride ..
| Guaifenesin

75 mg
600 mg

Children 6-12 years of age: ¥ tablet every 12*hours

HOW SUPPLIED
Bottles of 100 tablets (NDC 59310-104-10)

PROFEN II® TABLETS B
[pro’-fin]

Phenylprop HCI/Guaif

DESCRIPTION

Each time-released, dye free, scored tablet contains:

Phenylpropanolamine Hydrochloride ......xsescucn 37.5 mg
Guaifenesin 600 mg
DOSAGE

Adults and children over 12 years of age: 1-2 tablets every
12 hours not to exceed 4 tablets in 24 hours.

Children 6-12 years of age: 1 tablet, every 12 hours not to
exceed 2 tablets in 24 hours

HOW SUPPLIED

Bottles of 100 tablets (NDC 59310-107-10)

PROFEN Il DM® Liquid R
[pro’-finl

Dextromethorphan HBr/Phenylpropanolamine -
HCl/Guaifenesin

DESCRIPTION
Each 5 mL (one teaspoonful) of PROFEN II DM® LIQUID

contains:

Dextre ‘horphan; FIBT ..o st s md s e 10mg
Phenylpropanolamine HCl ...t ot tecaenncianisiasen e (12.5 Mg
Guaifenesin 200 mg
In a sugar free; dye free and alcohol free base.

DOSAGE

Adults and children 12 years or older: 1-2 teaspoonfuls ey-
ery 4 hours not to exceed'12 teaspoonfuls in 24 hours. Chil-
dren 6-12 years of age: "z-1 teaspoantul every 4 hours not
10 exceed 6 teaspoonfuls in 24 hours. Children 26 years of
age: Y/,~Y/, teaspoonful not to. exceed 3 teaspoonfuls'in 24
hours, Children under 2 years: As directed by physician:
HOW SUPPLIED

PROFEN II DM® LIQUID is available as a sugar, alcohol
and dye-free clear liquid having a cherry odor and ﬂavor
Pint Bottles: NDC 59310-201-16. f

PROFEN Il DM® TABLETS B
[pro '-fin}

Dextromethorphan HBrlPhenvlpropanolamme
HCI/Guaifenesin

DESCRIPTION

Each time-released, dye free, scored tablet contains:
Dextromethorphan Hydrobromide ..
Phenylpropanolamine Hydrochloride .
Guaifenesin
DOSAGE
Adults and children over 12 vears of age: 1-2 tablets every
12 hours not to exceed 4 tablets in 24 hours

Children 6-12 years of age: 1 tablet every 12 hours not to
exceed 2 tablets in 24 hours

HOW SUPPLIED

Bottles of 100 tablets (NDC 59310-110-10)

Wallace Laboratories

P.O0. BOX 1001
CRANBURY, NJ 08512

For Medical Information, Contact:
Generally:

Professional ‘Services

800-526-3840

After Hours and Weekend Emergencies:
(609) 655-6474

Wallace Laboratories
Sales and Ordering:

Div. of Carter-Wallace, Inc
P.O. Box 1001

Cranbury, NJ 08512

AQUATENSEN® B
{methyclothiazide tablets, USP, 5 mg)
Tablets
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ASTELIN® =B
(azelastine hydrochloride)

Nasal Spray, 137 mcg

For Intranasal Use Only

DESCRIPTION

Astelin® (azelastine hydrochloride) Nasal Spray, 137 micro-
grams (meg), is an antihistamine ﬁ:rmuinted as a metered-
spray solution for 1 ad Azelastine hy-

drochloride occurs as:a white, almost odorless, crystalline
powder with a bitter taste. It has a molecular weight of
418.37. 1t is sparingly soluble in water, methanol, and pro-
pylene glyeol and slightly sehuble in ethanol, octanol; and
glycerine. It has & melting point.of about 225°C and the pH
of a saturated salution is between 5.0 and 5.4. Its chemical
name is (=)-1-(2H)-phthalazinone,4-[(4-chlorophenyl) meth-
y1]-2-(hexahydro-1-methyl-1H-azepin-4-yl)-, ‘monohydro-
chloride. Its molecular formula is CosHoyCIN;O-HCl with
the following chemical structure:

CHy_Q-Cj
N
1 3
N,
ariss |
o N—CHg=HCI

Astelin® Nasal Spray contains 0,1% azelastine hydrochlo-
ride in an aqueous solution at pH 6.8 + 0.3. It also contains
benzalkonium chloride (125 meg/mL), edetate disodium, hy-
droxypropyl methyl cellulose, citric acid, dibasic sodium
phospham, sodium chloride, and purified water.

After priming, each metered spray delivers a 0.137 mL
mean valume containing 137 meg of azelastine hydrochlo-
ride (equivalent to 125 meg of azelastine base). Each bottle
can deliver 100 metered sprays.

CLINICAL PHARMACOLOGY

Azelastine hydrochloride, a phthalazinone derivative, ex-
hibits histamine. H;-receptor antagonist activity in isolated
tissues, animal models, and humans. Astelin® Nasal Spray
is administered as a racemic mixture with no difference in
pharmacologic activity noted between the enantiomers in in
vitro studies. The major metabolite, desmethylazelastine,
also possesses H,-receptor antagomst activity.

Phar k ics and M

After intranasal administration, the systemic bioavailabil-
ity of azelastine hydrochloride is approximately 40%. Max-
imum plasma concentrations (Cmax) are achieved in 2-3
hours. Based on intravenous and oral administration, the
elimination half-life, steady-state volume of distribution,
and plasma clearance are 22 hours, 14.5 L/kg, and 0.5 L/h/
kg, respectively. Approximately 75% of an oral dose of radio-
labeléd azelastine Kydrochloride was excreted in the feces
with less than 10% as unchanged azelastine. Azelastine is
oxidatively metabolized to the principal active metabolite,
desmethylazelastine, by the cytochrome P450 enzyme sys-
tem. The specific P450 isoforms responsible for the biotrans-
formation of azelastine have not been identified; however,
clinical interaction studies with the known CYP3A4 inhibi-
tor erythromycin failed to demonstrate a pharmacokinetic
interaction. In a multiple-dose, steady-state drug interac-
tion study in normal volunteers, cimetidine (400 mg twice
daily), a nosnpecific P450 inhibitor, raised orally adminis-
tered mean azelastine (4 mg twice daily) concentrations by
approximately 65%:

The major active metabolite, desmethylazelastine, was not
measurable (below assay limits) after single-dose intranasal
administration of azelastine hydrochloride. After intranasal
dosing of azelastine hydrochloride to steady-state, plasma
concentrations of desmethylazelastine range from 20-50%
of azelastine concentrations. When azelastine hydrochloride
is administered orally, desmethylazelastine has an elimina-
tion half-life of 54 hours. Limited data indicate that the me-
tabolite profile is similar when azelastine hydrochloride is
administered via the‘intranasal or oral route.

In vitro studies with human plasma indicate that'the
plasma protein binding of azelastine and desmethylazelas-
tine are approximately 88% and 97%, respectively.
Azelastine hydrochloride administered ‘intranasally at
doses above two sprays per nostril twice daily for 29'days
resulted in greater than proportional increases in Cmax and
area under the curve (AUC) for azelastine.

Studies in healthy subjects administered oral doses of
azelastine hydrochloride demonstrated linear responses in
Cmax and AUC.

Special Populations

Following oral administration, pharmacokinetic parameters
were not influenced by age, gender, or hepatic impairment.
Based on oral, single-dose studies, renal'insufficiency (crea-
tine «clearance <50 mL/min) resulted in a 70-75% higher
Cmax and AUC compared to normal subjects: Time to max-
imum concentration was unchanged.

Oral azelastine has been safely administered to over 1400
asthmatic subjects; supporting the safety of administering
Astelin® Nasal Spray to allergic rhinitis patients with
asthma.

Pharmacodynamics'

In a placebo-controlled study (95 subjects with allergic rhi-
nitis), there was no evidence of an effect of Astelin® Nasal
Spray (2 sprays per nostril twice daily for 56 days) on.car-

Continued on next page

Consult 20 0:0'PDR* supplements and future editions for revisions
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PHYSICIANS' DESK REFERENCE®

Astelin—Cont.

diac repolarization as represented by the corrected QT in-
terval (QTe) of the electrocardiogram. At higher oral expo-
sures (=4 mg twice daily). a nonclinically significant mean
change in the QTc (3—7 millisecond increase) was observed.
Interaction studies investigating the cardiac repolarization
effects of concomitantly administered oral azelastine hydro-
chloride and erythromycin or ketoconazole were conducted.
Oral erythromycin had no effect on azelastine pharmacoki-
netics or QTc based on analysis of serial electrocardiograms.
Ketoconazole interfered with the measurement of azelastine
plasma levels; however, no effects on QTc were observed (see
PRECAUTIONS, Drug Interactions).

Clinical Trials

U.S. placebo-controlled clinical trials of Astelin® Nasal
Spray included 322 patients with seasonal allergic rhinitis
who received two sprays per nostril twice a day for up to 4
weeks. These trials included 55 pediatric patients ages 12 to
16 years. Astelin® Nasal Spray significantly improved a
complex of symptoms, which included rhinorrhea, sneezing,
and nasal pruritis.

In dose-ranging trials, Astelin® Nasal Spray administration
resulted in a decrease in symptoms, which reached statisti-
cal significance from saline placebo within 3 hours after in-
itial dosing and persisted over the 12-hour dosing interval.
There were no findings on nasal examination in an 8-week
study that suggested any adverse effect of azelastine on the
nasal mucosa.

INDICATIONS AND USAGE

Astelin® Nasal Spray is indicated for the treatment of the
symptoms of seasonal allergic rhinitis such as rhinorrhea,
sneezing, and nasal pruritus in adults and children 12 years
and older.

CONTRAINDICATIONS

Astelin® Nasal Spray is contraindicated in patients with a
known hypersensitivity to azelastine hydrochloride or any
of its components.

PRECAUTIONS

Activities Requiring Mental Alertness: In clinical trials,
the occurrence of somnolence has been reported in some pa-
tients taking Astelin® Nasal Spray; due caution should
therefore be exercised when driving a car or operating po-
tentially dangerous machinery. Concurrent use of Astelin®
Nasal Spray with alcohol or other CNS depressants should
be avoided because additional reductions in alertness and
additional impairment of CNS performance may occur.
Information for Patients: Patients should be instructed to
use Astelin® Nasal Spray only as prescribed. For the proper
use of the nasal spray and to attain maximum improve-
ment, the patient should read and follow carefully the ac-
companying patient instructions. Patients should be in-
structed to prime the delivery system before initial use and
after storage for 3 or more days (see PATIENT INSTRUC-
TIONS FOR USE). Patients should also be instructed to
store the bottle upright at room temperature with the pump
tightly closed and out of the reach of children. In case of
accidental ingestion by a young child, seek professional as-
sistance or contact a poison control center immediately.
Patients should be advised against the concurrent use of
Astelin® Nasal Spray with other antihistamines without
consulting a physician. Patients who are, or may become,
pregnant should be told that this product should be used in
pregnancy or during lactation only if the potential benefit
justifies the potential risks to the fetus or nursing infant.
Patients should be advised to assess their individual re-
sponses to Astelin® Nasal Spray before engaging in any ac-
tivity requiring mental alertness, such as driving a car or
operating machinery. Patients should be advised that the
concurrent use of Astelin® Nasal Spray with alcohol or

Carcil is, Mi Impairment of Fertility:
Carcinogenicity studies in rats and mice with oral azelas-
tine hydrochloride for 24 months at doses up to 30 mg/kg/
day and 25 mg/kg/day, respectively (240 and 100 times the
maximum recommended human daily intranasal dose on a
mg/m? basis), revealed no evidence of carcinogenicity.
Azelastine hydrochloride showed no genotoxic effects in the
Ames test, DNA repair test, mouse lymphoma forward mu-
tation assay, mouse micronucleus test, or chromosomal ab-
erration test in rat bone marrow.

Reproduction and fertility studies in rats showed no effects
on male or female fertility at oral doses of up to 30 mg/kg/
day (240 times the maximum recommended human daily in-
tranasal dose on a mg/m?> basis). At 68.6 mg/kg/day (550
times the maximum recommended human daily intranasal
dose on a mg/m? basis), the duration of estrous cycles was
prolonged and copulatory activity and the number of preg-
nancies were decreased. The numbers of corpora lutea and
implantations were decreased: however, the implantation
ratio was not affected.

Pregnancy Category C: Azelastine hydrochloride has been
shown to be embryotoxic, fetotoxic, and teratogenic (exter-
nal and skeletal abnormalities) in mice at an oral dose of
68.6 mg/kg/day (280 times the maximum recommended hu-
man daily intranasal dose on a mg/m? basis).

At an oral dose of 30 mg/kg/day (240 times the maximum
recommended human daily intranasal dose on a mg/m® ba-
sis), delayed ossification (undeveloped metacarpus), and the
incidence of 14th rib were increased in rats. At 68.6 mg/kg/
day (550 times the maximum recommended human daily in-
tranasal dose on a mg/m? basis) azelastine hydrochloride
caused abortion and fetotoxic effects in rats.

The relevance to humans of these skeletal findings noted at
only high drug exposure levels is unknown.

There are no adequate and well-controlled clinical studies
in pregnant women. Astelin® Nasal Spray should be used
during pregnancy only if the potential benefit justifies the
potential risk to the fetus.

Nursing Mothers: It is not known whether azelastine hy-
drochloride is excreted in human milk. Because many drugs
are excreted in human milk, caution should be exercised
when Astelin® Nasal Spray is administered to a nursing
woman.

Pediatric Use: Safety and efficacy of Astelin® Nasal Spray
in pediatric patients below the age of 12 years have not been
established.

ADVERSE REACTIONS

Adverse experience information for Astelin® Nasal Spray is
derived from six well-controlled, 2-day to 8-week clinical
studies which included 391 patients who received Astelin®
Nasal Spray at a dose of 2 sprays per nostril twice daily. In
placebo-controlled efficacy trials, the incidence of discon-
tinuation due to adverse reactions in patients receiving As-
telin® Nasal Spray was not significantly different from ve-
hicle placebo (2.2% vs 2.8%, respectively).

In these clinical studies, adverse events that occurred sta-
tistically significantly more often in patients treated with
Astelin® Nasal Spray versus vehicle placebo included bitter
taste (19.7% vs 0.6%), somnolence (11.5% vs 5.4%), weight
increase (2.0% vs 0%), and myalgia (1.5% vs 0%).

The following adverse events were reported with frequen-
cies =2% in the Astelin® Nasal Spray treatment group and
more frequently than placebo in short-term (<2 days) and
long-term (2-8 weeks) clinical trials.

other CNS depressants may lead to additional reductions in
alertness and impairment of CNS performance and should
be avoided (see Drug Interactions).

Drug Interactions: Concurrent use of Astelin® Nasal
Spray with alcohol or other CNS depressants. should be
avoided because additional reductions in alertness and ad-
ditional impairment of CNS performance may occur.
Cimetidine (400 mg twice daily) increased the mean Cmax
and AUC of orally administered azelastine hydrochloride
(4 mg twice daily) by approximately 65%. Ranitidine hydro-
chloride (150 mg, twice daily) had no effect on azelastine
pharmacokinetics.

Interaction studies investigating the cardiac effects, as mea-
sured by the corrected QT interval (QTt), of concomitantly
administered oral azelastine hydrochloride and erythromy-
cin or ketoconazole were conducted. Oral erythromycin (500
mg three times daily for seven days) had no effect on azelas-
ﬁ?ﬁﬂp inetics or QTc based on analyses of serial

Digestive: constipation, gastroenteritis, glossitis, ulcerative
stomatitis, vomiting, increased SGPT, aphthous stomatitis.
Metaholic and Nutritional: increased appetite.
Musculoskeletal: myalgia, temporomandibular dislocation.
Neurological: hyperkinesia, hypoesthesia, vertigo.
Psychological: anxiety, depersonalization, depression, ner-
vousness, sleep disorder, thinking abnormal.

Respiratory: bronchospasm, coughing, throat burning,
laryngitis.

Special Senses: conjunctivitis, eye abnormality, eye pain,
watery eyes, taste loss.

Urogenital: albuminuria, amenorrhea, breast pain, hematu-
ria, increased urinary frequency.

‘Whole Body: allergic reaction, back pain, herpes simplex, vi-
ral infection, malaise, pain in extremities, abdominal pain.
In controlled trials involving nasal and oral azelastine hy-
drochloride formulations, there were infrequent occurrences
of hepatic transaminase elevations. The clinical relevance of
these reports has not been established.

In addition, the following spontaneous adverse events have
been reported during the marketing of Astelin® Nasal
Spray and causal relationship with the drug is unknown:
anaphylactoid reaction, application site irritation, chest
pain, nasal congestion, confusion, diarrhea, dyspnea, facial
edema, involuntary muscle contractions, paresthesia, paros-
mia, pruritus, rash, tolerance, urinary retention, vision ab-
normal, and xerophthalmia.

OVERDOSAGE

There have been no reported overdosages with Astelin®
Nasal Spray. Acute overdosage by adults with this dosage
form is unlikely to result in clinically significant adverse
events, other than increased somnolence, since one bottle of
Astelin® Nasal Spray contains 17 mg of azelastine hydro-
chloride. Clinical studies in adults with single doses of the
oral formulation of azelastine hydrochloride (up to 16 mg)
have not resulted in increased incidence of serious adverse
events. General supportive measures should be employed if
overdosage occurs. There is'no known antidote-to Astelin®
Nasal Spray. Oral ingestion of antihistamines has the po-
tential to cause serious adverse effects in young children;
Accordingly, Astelin® Nasal Spray should be kept out of the
reach of children. Oral doses greater than 120 mg/kg (480
times the maximum recommended human daily intranasa)
dose on a mg/m? basis) produced significant mortality in
mice. Responses seen prior to mortality were tremor, con-
vulsions, decreased muscle tone, and salivation. Single
doses as high as 10 mg/kg (270 times the maximum recom-
mended human daily intranasal dose on a mg/m? basis)
were well tolerated in dogs, but single doses of 20 mg/ks
were lethal.

DOSAGE AND ADMINISTRATION

The recommended dose of Astelin® Nasal Spray in adults
and children 12 years and older is two sprays per nostril
twice daily. Before initial use, the screw cap on the bottle
should be replaced with the pump unit and the delivery sys-
tem should be primed with 4 sprays or until a fine mist ap-
pears. When 3 or more days have elapsed since the last use,
the pump should be reprimed with 2 sprays or until a fine
mist appears.

CAUTION: Avoid spraying in the eyes.

Directions for Use: Tllustrated patient instructions for
proper use accompany each package of Astelin® Nasal
Spray.

HOW SUPPLIED

Astelin® (azelastine hydrochloride) Nasal Spray, 137 me
(NDC 0037-0241-10) is supplied as a ining4
total of 200 metered sprays in two high-density polyethy
lene (HDPE) bottles fitted with screw caps. A separate mg/
tered-dose spray pump unit and a leafiet of patient instruc:
tions are also provided. The spray pump unit is packaged
a polyethylene wrapper and consists of a nasal spray puny.
fitted with a blue safety clip and a blue plastic dust cove:
Each Astelin® (azelastine hydrochloride) Nasal Spray, 13
mcg, bottle contains 17 mg (1 mg/mL) of azelastine hydr-
chloride to be used with the supplied metered-dose spray
pump unit. Each bottle can deliver 100 metered .sprays.

Each spray delivers a mean of 0.137 mL solution containing
137 mcg of azelastine hydrochloride. y
ATTENTION: The imprinted expiration date applies to the
product in the bottles with screw caps. After the spray pump
is inserted into the first bottle of the dispensing package,
both bottles of product should be discarded after 3 montbs,
not to exceed the expiration date imprinted on the label,
Storage: Store at controlled room temperature 20°-25°C
(68°~77°F). Protect from freezing.

red by

® ama. (200 mg twice daily for
seven days) interfered with the of azelasti
plasma concentrations; however, no effects on QTc were ob-
served.
No significant pharmacokinetic interaction was observed
with the coadministration of an oral 4 mg dose of azelastine
hydrochloride twice daily and theophylline 300 mg or 400
mg twice daily.
Geriatric Uss: U.S. placeho-controlled clinical triala in-
cluded 11 patients above the age of 60 years who were
treated with Astelin® Nasal Spray. While this number is
very small and no substantial conclusions can be drawn, the
adverse events in this group were similar to patients under
age 60 years.

will be by I and sub:

Astelin® Vehicle
ADVERSE EVENT Nasal Spray Placebo
n=391 n=353
Bitter Taste™ 197 0.6
Headache 14.8 12.7
Sommnolence™* 115 5.4
Nasal Burning 41 a7l
Pharyngitis 38 2.8
Dry Mouth 2.8 .7
Paroxysmal 3.1 1=l
Sneezing
Nausea 2.8 pl=tt
Rhinitis 2.3 14
Manuf:
Fatigue 2.3 14 Wallace Laboratories
Dizziness 2.0 14
Epi i 20 14
IN-02353-08A
Weight Increase* 2.0 0.0

*P<0.05, Fisher’s Exact Test (two-tailed)

The following events were observed infrequently (<2% and
ing placebo incid ) in patients who received

Astelin® Nasal Spray (2 sprays/nostril twice daily) in U.S.

clinical trials.

Cardiovascular: flushing, hypertension, tachycardia.

Dermatological: contact dermatitis, eczema, hair and follicle

infection, furunculosis.

editions

Division of Carter-Wallace, Inc.

Cranbury, NJ 08512-0181 for

‘Wallace Laboratories/ASTA Medica LLC
©1999 Wallace Laboratories’/ASTA Medica LLC
Rev, 1/99
Shown in Product Identification Guide, page 341

DEPEN®
(penicilamine tablets, USP)
Titratable Tablets

Physicians planning to use penicillamine should thor- |
oughly familiarize themselves with its toxicity, special |
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