


Prescribing information as of January 2001

Bensamycin® Pak
{erythremycin 3%-benzoyl peroxide 5% topical gel)

For Dermatological Use Only — Not for Ophthalmic Use

DESCRIPTION

Benzamycin® Pak contains erythromyan [{3R*, 45, 55%, GR*, 7R, OR*, 11R*, 12R*, 135*, 14R*
4-[(2,6-dideoxy-3-C-methyl-3-0-methyl-a-L-ribo-hexapyranosyl)-oxy}-14-ethyl-7,12,13-trihydroxy-
3,5,7,9,11.13-hexa-methyl-6-{[3,4,6-trideoxy-3-{dimethylamino)-b-D-xylo-hexopyranosvi|oxy|oracy-
cintetradecane-2,10-dione]. Erythromyein is a macralide antibiotic produced from a strain of
Saccharopolyspora erythraea {formerly Strepiomyces erythreus). It is a base and readily forms salts
with acids.

Chemically, erythromycin is {C-HgNO13). 11 has the tollowing structerat formula;
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Erythromycin has the molecular weight of 733.94. It is a white crystalline powder and has a
solubility of approxunately 1 mghnl in water and is soluble in alcohal at 25°C

Benzamycin® Pak also contains benzovl peroxide for topical use Benzovl peravide 15 an oxidizing
agent demonstraling antibactenal activity.

Chemically. benzowl peroxide is {CyHyg04i. 1t has the tollowing structural formuta:
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Benzoyl peroxide has the molecular weight of 242.23. #t 1s a white granular powder and is
sparingly soluble in water and alcohol and soluble in acetone, chloroform and ether.

Each gram of product, as dispensed, contains 30 mg of erythromycin and 30 mg of henzovl
peroxide in a hase of SI Alcohol 408, purified water, hydroxvpropyl cellulose, carhomer 934,
sodium hydroxide. diocty! sodium sulfosuccinate 75% Each Benzamycin® Pak contains 0.8 grtams
ot product.

CLINICAL PHARMACOLOGY

Pharmacokinetics: Benzovl peroxide has been shown to be absorbed by the skin where 1t is
converted to henzoic aad. A single dose pharmacokinetic study, involving the application of either
one or three units of Benzamvain® Pak, was perlormed in 16 adult acne patients to deterimine
systemic absorption of erythromycin. Erythromycin (with a plasma lower limit of quantitation of
2 ng/ml} was not detectable, except in one patient who was in the one unit apphication group.

Pharmacodynamics: The exact mechanism hy which ervthromyein and benzoyl peroxide reduce
tesions of acne vulgaris is not fully known.

CLINICAL STUDIES

In two adequate and well controlled clinical studies 228 patients used Benzamycin® Pak,
113 patients used the currently marketed Benzamycin® Topicat Gel, and 183 patients used vehicle.
Benzamycin® Pak appticd hwice daily for 8 weeks was sigrilicantly more effective than vehicle and
comparable to Benzamyon® Topical Gel in the treatment of moderate to moderately severe facial
acne vulgaris, Patients entering the study had a minimum ol 15 and 3 masimum of 80 tacial
inflammatory lesions {papules and pustules) and a minimum of 20 and a maximum of 140 facial
non-inflaminatory fesions 1open and closed comedones) The primary efficacy measures evaluated
at week 8 were the lesion counts and the investigator's global assessment.

Patients were instructed 1o wash their face twice daily {morming and evening) with warm water and
a mild cicanser provided by spansor. No abrasive cloths or sponges, alcoholic tonets, astningents
ar medicated solutions were used. The medication was to he applied 15 minutes atier washing, in
a thin film over the entite facial area A moisturizer (supplied by the sponsor) or non-medicated
make-up could he applied onc hour after application, as needed. All medications were to be kept
away lrom Lhe eves. Sun exposure 1o the lace was ta be limited,

Outcomes for mean percent reductions in lesion counts and investigators global assessment after
8 weeks of teatment are shown belaw:

Study 1 Benzamycin® Pak | Benzamycin® | Benzamyein® Pak | Benzamycin®
Topical Gel vehicle Topical Gel
Vehicle
N=119 N=113 N =38 N =37
Mean % Lesion Counts Reduction
inflammatory * 49% 45% 17% 28%
Non 46% 43% 24% 20%
Inflammatery*
Total * 48% 44% 22% 26%
Investigator’s Global
Global Success * % | 2% | % | %
* p-value < 0.05 is for the comparison between Benzamycin® Pak and Benzamycin® Pak vehicle
Studv 2 l Benzamycin Pak l Benzamycin Pak Vehicle
N =109 N =108
Mean % Lesion Counts Reduction
infl tory * 57% 34%
Non Infl. tory 36% 30%
Total * 45% 31%
Investigator’s Global
Global Success * ] 36% I 12%

* pvalue < 0.05

MICROBIOLOGY

Erythromycin acts by inhibition of protein synthesis in susceptible organisms by reversibly binding
to 50 § ribosamal subunits, thereby inhibiting translecation of aminoacyl transfer-RNA and
inhibiting polypeptide synthesis. Antagonisin has been demonstrated in vitro between ervthro-
mycin, tincomycin, chloramphenicol and clindamycin.

Benzovl peroxide has been shawn to be effective in vitro against Propionibacterium dacnes, an
anaerobe found in sebaceous follicles and comedones. Benzoyl peroxide is believed to act by
releasing aclive oxvgen.



Benzamycin® Pak
{erythramycin 3%benzoyl peroxide 5% topteal gel]

INCICATIONS AND USAGE
Beazamyan® Pak is indicated e the topica! seatment of acon vuleans.

CONTRAINDICATIONS
Renzanigin Fak ™ is contramgicned in thaee idisadial w
of 15 corpanenis

= slvnen Hypeneisiivg o sov

PRECAUTIONS
General: For topitsl use vl 1ot far ophthalmic ke, Contormitant iopital awne therapy soould
bie used with cantion besause a posuble qumutative ieritan y eifect may ocruz, especally, with the
use nf peeting, desquamating or abrasive agents, I severe mtabion develngs, dispaiinee use and
institute appropriate therapy
The se of antiliotic agents anay be assnciated vath the overgrawth of nansusceptible o
¥ this accurs, discontinue 1:se and 1ake appiopnale measures

Avoith conbart wath eves and all rooous membranes

Information for Patients: Patients using Brazamycin® Pak shautd receive the laflowing infor-

aion and instructions’

1. Patients should be inforrrod that they wili noed io mi his madication prior 1o use, The medication
wil be dispensed in one fol pouch whidh watams medicabion m bwa separatea compartinens

2. The corents must be mised thoroughty by the patient gin the palm of the hand), prior to appl-

.,

Paucnis should apply the procuct immesiately after mixing then the hangs should be

washed,

4 Do not mix er apply near an open ame

§  Benzamyrin® Pak reay bleach bair or eolorea fabne.

6 Excessive nr prolonged expasare te sonlight should be bniteel, To punimitze expasure By
sunlight, 2 hat or ather rlothing shunld e worn,

7 This medicdion is ta tre uses o ditecied by e shysician, 1115 for esternat ise anlv, Avan
contact with the eves. mouth, and all mucaus membranss as this preducs may be bntating

R, Paseenis shionld repiet o chea plwsioian any signs of local ads erse toations,

. This teedication shuult sas be used fur any disonter other ihan that for which i was
presenbed,

10 Pabients <hnuld not use any ather tnpical 4 ne prefiaration iiess otherane dinsted by physiuan

11, Patients skould be rstrucled to review the Bintrucions Jor use on the praduc carton

12. This medicasion should be storce at room temperature away from hea: ad any apen Hame,

w

Carci i pai of Fertibity
The cosnbination of benzoyk pervdae ang ercthranyon we Penzamyon® Puk bas not Lecan tealy
aten for #5 carnogenie or mutagente potenstal o foets efiecscon ertile,

Henzoyl peroxide has been shown "o b a tunar promatee and pragreesian agent i a aember ot
ammal studics. the cimical sigmiticante ot this s unknown,

Benzoy) peroxase 1aceiane ok does of S ang 10 mg agrnnsiered beice pes weck suewes shal
Danezs i tansgenin TR AC e i shidy iing 20 weebs of tapscal teatinens,

Benzuyl perdame has heen founi ta canse DRA Grana breaks m a varieny of nrame alian cofl types,
10 be mutagei in Smonedla typimurunt icsts by some but ao: all investigators. anc t cause
swee thtomatid exciames in Cnese hamster ovary cell

o animal sudies have been perfommed 1o evaluate the caranagenic pofential or #ffecs on
fertilty of topical crthramyein Howmer, Inng-terns {2-ycat) oral stusies n rats with eevthromycen
base and crythiomyan cihylsucanaie and i rais and mice vath crythromecin stearate did not
provide enacnce of WMGHEERICRY.

The genaincity of ervihtonrem siearaie nas bren evaluated i the Swlmanetia typhimidtm
reverse mutalion say, the mouse L3E78Y lymphomra crll assay, ani for wster chinmalid
exchanges ang chron'asomal aberrations in (o cells, These studies indicated that eryihronsycn
SICIMA1E was not genotone.

There was 1o apperent eflect an male or female fertility m rals ted vrythromyon base at fevels up
tn 0 25% of dier,

Pregnancy: Teratogenic Effects: Pregnancy CATEGORY C: Ammal repraduction siudies have ot
been cnndicted with Benzarsan® Pk or henzevt peroxide

There was bo evidente of teraiopenicty nr any ather adverse effec in repeaducion in fevae iy
fed erythiamyein hase (U i0 0 2555 eich priar 2o and during mating during gestation and irough
weaning of two stccossive listers

Ihere are no wetl-rontrolles talsin pregnant women with Benzamycin® Pak, [t alse is not known
whether Benzamvein® Fak can tause fetal harn: when adminisiored (o a pregnant weman ot can
attest reproduttive capatity. Benzainyun® Pak shuuki be i 1o @ pregnait woman only of
early neeged.

Nursing Women: It is 10 kngwn whether the ingredients of Benzatovan® Pak ane extreted in
huncans milk after opiral apphcation, However, erethromy in s excreted in human mitk taloving
oral and parenteral enthimyan anrmistiation, (heicfore, cantion shandd be exereived when
envthzomyin is administered to a pursing voman

Pediatrit Use: wfetv ang »Hestivetien af this juodoct in peaatie patiesis belos 12 yearssf age
have no; been eszablished,

ADVERSE REACTIONS

Dunag cimicad tiale S50 acne panen®s were studicd. U1 hese 1atenis, o u acre tieaten with
Benzamyuin Pak. The most frcguensly seported agecrse cveni consdered at Jeas; peswbly relate
was GIy skinn {761 as wompared ta Velile 3,950, Applilran site eattons tingag, bimog
wnatnn, tnehing, eothemas wore cepaled m 2,58 of psients v 1,1 fie velurde patients
ol is, pruntus sad ¢ tivly seactions were teported in <2 ol ptients wha used the
tlual pouch prosfuct.

freatment GIpbp Mmmarnces
Number of Paticnts (8]
Benzaniycin®  Benzanyen® Pk Benzatwin®  frazannun®

Pak Vehirle Topical Gel fopical Get
vehide
COSTART Term N = 236 N =121 N =40
DRY ShiN 18 (7 %) 615 P ]
APPLICATION SITE REACTION 62.5% 1084 ]

Intinging, enthemna,
dnd buring

HLEPHARI TS A(17% 107 1{2.5%
PRURITUS AT 2{13% Q
PHOTOSHRSITIVITY REACTION 303% i 0
(Sunburn, stinging vith

N hposur
PEFLING H0.5% 1:07% 0 [

DOSAGE AND ADMINISTRATION

Benzamycin® Pak sequires 1o ough mixing by the palient snmediatedy privr (o each pse The
medcation shauld he applied 1wire daile, moning and evening, of as directed by 4 phsicisn, fo
affected areas after the skin is tha-aughlv washed. rinsed with warm water and gently patted dry.

HOW SUPPUED

60 Pouches per carton ND 0066-0577-60
Store at Room Temperature 20 to 25°C (68 to 77°F:.

Kkeep invay from hrat and any open flame

Keep out of the reach of children.
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