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NAME OF DEVICE:

Trade Name: Sparfloxacin, 5 mcg, Sensi-Discs
Catalog Numbers 4331707, 4331708

Common Name/Description: Antimicrobial Susceptibility Test Discs
Classification Name: Antimicrobial Susceptibility Test Discs
PREDICATE DEVICE: Other BBL® Sensi-Discs® such as

Ofloxacin, 5 mcg, Sensi-Disc®
DEVICE DESCRIPTION:
INTENDED USE:

Antimicrobial Susceptibility Test Discs are used for semi-quantitative in vitro
susceptibility testing by standardized agar diffusion test procedures.
Sparfloxacin Sensi-Discs® are intended for use in determining the |
susceptibility to Sparfloxacin of a wide range of bacteria, including
Staphylococcus aureus, Streptococcus pneumoniae (penicillin-susceptible
strains), Enterobacter cloacae, Haemophilus influenzae, Haemophilus
parainfluenzae, Klebsiella pneumoniae, Moraxella catarrhalis, Chlamydia
pneumoniae, and Mycoplasma pneumoniae. Zone sizes used for
interpretation of tests, including control organism limits, were determined by
the antimicrobic manufacturer, Rhone Poulenc Rorer Pharmaceuticals, Inc.,
and received FDA approval under NDA No. 20-677.
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INDICATIONS FOR USE:

Use of BBL® Sparfloxacin Sensi-Discs® for in vitro agar diffusion
susceptibility testing is indicated when there is a need to determine the
susceptibility of bacteria to Sparfloxacin. Sparfloxacin has been shown to be
active against most strains of microorganisms listed below, both jn vitro and
in clinical infections, as described in the Rhone Poulenc Rorer
Pharmaceuticals, Inc., package insert for this antimicrobic.

Aerobic Gram-Positive Microorganisms
Staphylococcus aureus
Streptococcus pneumoniae (penicillin-susceptible strains)

- Aerobic Gram-Negative Microorganisms
Enterobacter cloacae
Escherichia coli
Haemophilus influenzae
Haemophilus parainfluenzae
Klebsiella pneumoniae
Moraxella catarrhalis

Other Microorganisms
Chlamydia pneumoniae
Mycoplasma pneumoniae

PRODUCT DESCRIPTION:

Sparfloxacin Susceptibility Test Discs are prepared by impregnating high
quality paper with accurately determined amounts of Sparfloxacin supplied
by the manufacturer, Rhone Poulenc Rorer Pharmaceuticals, Inc., Collegeville,
Pennsylvania. Each Sparfloxacin disc is clearly marked on both sides with
the agent and content. Sparfloxacin discs are furnished in cartridges of 50
discs each. Sparfloxacin cartridges are packed as either a single cartridge in
a single box, or in a package containing ten cartridges.

Agar diffusion methods employing dried filter paper discs impregnated with
specific concentrations of antimicrobial agents were developed in the
1940's. In order to eliminate or minimize variability in the testing, Bauer et
al. developed a standardized procedure in which Mueller Hinton Agar was
selected as the test medium.

Various regulatory agencies and standards-writing organizations subsequently
published standardized reference procedures based on the Bauer-Kirby
method. Among the earliest and most widely accepted of these standardized
procedures were those published by the U.S. Food and Drug Administration
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(FDA) and the World Health Organization (WHO). The procedure was
adopted as a consensus standard by the National Committee for Clinical
Laboratory Standards (NCCLS) and is periodically updated. The latest NCCLS
documents are M2-A5 {12/93) and M100-S6 (12/95).

Discs containing a wide variety of antimicrobial agents are applied to the
surface of Mueller Hinton Agar plates [or Haemophilus Test Medium Agar for
H. influenzae or Mueller Hinton Agar with 5% Sheep Blood for S.
pneumoniae) inoculated with pure cultures of clinical isolates. Following
incubation, the plates are examined and the zones of inhibition surrounding
the discs are measured and compared with established zone size ranges for
individual antimicrobial agents in order to determine the agent(s) most
suitable for use in antimicrobial therapy. The determination as to whether
the organism in question is susceptible {S), intermediate (1), or resistant (R} to
an antimicrobial agent is made by comparing zone sizes to those found in the
respective organism tables of National Committee for Clinical Laboratory
Standards (NCCLS) Document M2-A5 ("Performance Standards for
Antimicrobial Disk Susceptibility tests - Fifth Edition, Approved Standard”,
12/93) and of NCCLS Document M100-S6 ("Performance Standards for
Antimicrobial Susceptibility Testing”, Sixth Informational Supplement,
12/95).

PERFORMANCE DATA:

See attached Rhone Poulenc Rorer Pharmaceuticals, Inc., product insert section on
Susceptibility Tests - Diffusion Techniques for Zagam® (Sparfloxacin).
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ZAGAM°®

(sparfloxacin) Tablets

DESCRIPTION

Zagam® (sparﬂomnl bk tain sparfi in, 8 Synthetic broad-spectrum
antimicrobial agent for oral ad stion. Sparl in, an aminodifluoro-
quinotone, is S-Ammod-cvclopropvl-‘l-icas 3 5-dimethyl-1- mp-uzmyu-s 8-

d-ﬂuam-i.‘-dohvdro-‘-om-- quino bo ' ie acid. Its emp | formula
CypH2zFaN.Oy and it has the § g ch .
H.. )
CO0H

Sparﬂoxlem has & molecular weight of 352 u h occurs as a yeliow crystafiing

soluble in giacial scetic acid or chioroform, very slightly
lolublo in .tMnol (95%), and practically insoluble in water and ether. it dis-
. soives in dilute acetic acid or 0.1 N sodium irydroxide.

Zagem is avsilable as 8 2oo-mq round, whits filmcoated tablet. Each zoo-r’:'\g
F

tablet containg the & 9 inactive ing ystaliine
com starch NF, L-hydroxy lulose NF, magnesi nnmo NF, and eol-
loidal silicone diaxide NF. The fim 1 Yoropy

lose USP, polysthyiene giyeal 6000, and titanium dioxide USP
WW

Absomtion: Sparfioxacin is
absolute oral bioavailability of !2%. The mesn

e fali

withan

.'Pm,.,

varies between 16 and 30 hours, with @ mean ty of approximately 20 hours.

The ty is independent of the administered dose, sugpesting that

sparfloxacin slimination kinetics are linear.

Special Popuistions

Geniatric: The phar

with normal renal funcucn

Pedistric: The phanmacokinetics of sparfloxacin in pedistric subjects have

not been studied.

Gender: There sre na gender differences in the pharmacokinetics of

sparfioxacin.

Renal insutficiency: in patients with renal impairment (creatinine clearance

<50 mL/min), the terminal siimination hali-life of sparfioxacin is lengthensd.

Single or muRtipie doses of :purﬂoncm in patients with varying degrees of

ranpl impairment typ that are twice

those observed in subjects with normal renal function. (See PRECAUTIONS:

General snd DOSAGE AND ADMINISTRATION.}

Hapatic insufficiency: The phar of sparfi

in patients with mild or moderste hepatic imp itf

MICROBIOLOGY

Sparfioxacin has in vitro activity against 8 wide range of pram-negative snd

Sram-positive microorpenisms. Spnrﬂoncm exens its anubacteriat activity

by inhnbumg DNA gyrase. a bmenal lopovsomnn ONA gyrase is an
2y which controls DNA topoiogy and assists in DNA replics-

tion, repair, deacti , and ipth

Quinolos ‘gimr in eh

antibiotics,
to f-lactam antibiotics.

Ntheugh emu-rnmam hu been observed between sparfloxacin and
other to other tivoro-

of spar in are not shtered in the eiderty

in are not shered

stmcmu and mode of action from f-lactam
) tore, be active bacteris resistant

mav be bl- 1o spatnomn.

in vitro tests show that the i of sparfi
antaQoNistic against Staphylocotcus sunus.

in and nfampin is

con:omrlﬁon following a single 400-mg oral dose was .ppl } Snarft s "
.2) po/mL. The ares under the curve imean AUGC, ., .} following a ungie Iowi mmh,':.:;',:’, both ,,? v::;::‘:' m'g."".“.m m'm:; of the '°"
m'lﬂﬂ oral doss was approximately 34 {26.8) W'MHL inthe mmmus AND USAGE section:
Stesdy-state plasma concentration was achiaved on the first day by giving » Asrobic gram-positive microorganisms
loading dose that wn double the daily dose. Mean (= SO) pharmacokinetic PO
parameters observed for the 24-hour dosing mterval with the SLaphy N |
dosing regimen are shown below: P P |Mic'"! ptible
Dosing Peak Trough AUC o24 v -
img/day] Cmax{ug/iml)  Cylppgiml)  hrpgimb b Joscs
300 mg toading dose (day 1] 13 (0.2} 0500.1)  20.6(e3.1) Haemophilus influenzse
200 mg q24 hours (stsady-state) 1.1 s0.9) 0.5(=0.1) 18.7 {22.6) Kiabsieila MGM
! plasma ions for the initisl oral 400-mg loading dose were Moraxeils catarrhalis
th ieved b 3 1o § hours following administration with » mesn Other microaraaniams

nmoupmmdmndylhous. Maximum plasma concentrations for a8 200-emng

dose were aiso schioved between 3 to § hours siter administration with & mean
of about 4 hours.

Orol-hsorpﬂcn sparfioxacin is unatfacted by administration with mik or

Nmﬁahfnmh.m nmmndnmmdseumm-

reduces the oral bioavait

ability of mrﬁwdabyumuenuM(Snmns Information for

Patients, snd Drug in

1

The following in vitro dats ars availsble, but their cfinical significance js
unknawn:

Sparficxacin axhibits in vitro mini ions {MIC’s) of
1 pg/mL or isss: apainst most (Ml straing nf ﬂu lollovnng m|
isms; however, the sstety and of g clini

i | circulation, sparfioxacin distributes well cnl infactions duo to these mmmamms have not been mbmhod in
the body, 3 reflected by the large masn stesdy-stats volume of distribution - quats and wel ! erials.

m.,noiuumw.sm exhibits low plasma protein binding in Ascobic gram-pasitive microaraaniams

€ sbout 45%. Streptococcus spslsctiae.
Spa rﬂoudn penetrates well into. body flrids snd tissues. Aesuits of tissue and Streptococeus p {penicilli )
Mv fluid distribution studies demonstrated that orsl ad of Stre £YOD

and that sparfioxacin concen- Viridsas group strep i
mmhmmwmmmdﬁummnwtmdm.m Agcabic pram-neaative microoroanisms
The of sparfiexagin in
respiratory tissues {pul Y P! " bronchis! wail. snd b hial Acinetob. nit
mucosa) st 2 15 6 hours dard orsl dosing was ty 3 t0 Acinetobacter iwolfi
& times greatsr than the corresponding concentration in pl ] Citrobacter d
Concentrations in these resp y tissues 8t up 10:24 hours foliowing Ente Seropenes
dosing. Sparfloxacin Is siso highly sted inta sive phag Ki oxytocs
compared to plasma. Tissue or fivid to ph party €0 ion ratios Legionells pneurnophils
for respiratory tissues snd Buids are: Morganelia mornganii
Tissue to Plasms Sparhh [ Maesn Ratlo (%CWV)* g:::: m
tsswes [ Time of Collection Postdose SUSCEPTIBILITY TESTS
ond fluids welue 2t0 §hour 12 to 24 hour a s used 10
Dilutiontechnigues Quantitative method
aivsolar macrophsge bl 518 GaT% 641 T bis! minimal inhibitory concentrations MICS). These MIC‘: pmvm ost-
epithelial ining Ruld w10 123 Q&%) 17.8 {38.3%) %u of the :.umpmulw of bactcm to am;aemw comgounds. The
pulmonary parsnchyms W 9 (15.0%) 158 {32.0%) s shovid tandacdized
bronchist wal w 28 180% 57 QSO0%) mm,&‘,:;"" it iuion mehos Joooth or 080 O Savivelnt
bronchisi mucoss L] 27 (18K} 3.1 (1%} tions of powdu.\'h- MIC values should be mmdm
*% CV (percent coetficient of variation) ing 1o the following criterix
. F 5 For ing aerobic mi i other than 4 hilus infi
F&r‘mzn,ummvmhﬁmnubfzmﬁhwnlndmuemdnu Hmphﬂwnﬂmﬂummmd“ ! .
Mean pleursi effusion to plasma concentration fanios wers 0.34 and 0.69 st 4 MIC ug/ml) imerpretstion
and 20 hours postdose, respectively. gl Susmnbh.dn.(?';
Matabolism: Sparficuscin is bolized by the ﬁvo: primarily by phase N ghu- Interm
curonidation. to form a gt ¥ jug does not utiize 24 Rasistant (R}
or interfere with ¢yt mediated oxidation, in p Y Fortesting M. philus infl and M, hi infh
Fasa. ™ st - na ront ( soaro MIC ng/mit imorprotation
Excretion: boxdy clearsnce l I'.l’l dunm of spa XACIN Were
11.4 (22.5) snd 1.5 {20.5) Lih, retp dinboththe 02> Susceptible 5)
foces (50%) and urine (50%). Aapmmmnew 10% of an ornﬂy odmimmﬂd dose *These i interprotive :undlm (L] -pulubh only 1o broth mmod«lmn sus-
is excroted In the urine s d drug in | renal func- ceptibility g with Ha ilus influ and Hasmaophilus parein-
mwmanmmmmdmolmmmmunum using p Test .
tration 4 hours postd »s in of 12.0 pg/ml, and measurable Tha current ab of dats on resi strains ludes defining any cate-
concentrations of active drug p-rustod through six days for subjects with nor- gories other thaa 'Smpnbb Smms mkhng M|c mum sugpmm of»
mal renal function. gory d be v
for further testing.

Thae terminal elimination phass hsi-iife {ty) of sparficxacin in plasma generslly
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e

for testing Strep )5 p ise:®
MIC (pp/mi) interpretstion
s0.5 Susceptible (S)

© These interpretive standards sre apphicable only 1o broth microgilution sus-
ceptibitity tests using cahon-adjusied Muetiar-Hinton broth with 2:5% lysed
horse blood.

The current absance of data on resistant straing precludes defining any cate-

formed pericdicalty dunnp th will provide information on the continued
susceptibility of the pathogen to the anumicrobiat sgent and aiso on the possi-
ble emergence of Dactenal resistance,

CONTRAINDICATIONS

Sparfloxacin is contraindicated for individuais with 8 history of hypersensaivity
or photosensavay reacuons.

Torsade e pointes has been reporied in patients receiving sparfioxacin con-
comitantly with disopyrarmide ang amiodarone. Consequently, sparfioxacin is

gories other than “Susceptible.” Strans yielding MIC results st of »
“nonsusceptible” category should be submitted 0 a reference Jabomory for
further testing.
A report of “Susceptible” indicates that the pathogen is likely to be inhibited if
the antimicrobiat compound in the dlood reaches the concentranon usualty
achievable. A report of "Iintermediate” indicates that the result should be ton-
sidered equivocal. and, if the microorgsnism is not fully susceptible to shema-
tive, clinically feasible drugs, the test shouid be repeated. This category implies
possible cinical ann(ncabmw in body snes where the drug is physiologically
ated or in where a high dosage of drug can be used. This
catepory aiso provides » bufier zone which prevents smialt uncoritrolied techai-
cal hctors trom causing major discrepancies in interpretation. A report of
di that the p 1 is not dikely to be inhibited if the antims
crobial compound in the blood reaches the concentration usually achievable;
other therapy should be selected.

Standardized st ibility test p $ require the use of laboratory control
microorganisms to contro! the uchnu:al aspects of the laboratory procedures.
Standard sparfi p provide the following MIC values:
Microorgsnism MIC Range (ug/mL)
Enterococcus faecalis ATCC 29212 G.12-0.5

Escherichia coli ATCC 25922 0.004-0.016

Hasmoptilus inflvenzae ATCC 49247+ 0.004-0.016
Staphyiococcus sureus ATCC 29213 0,030.12

Streptococcus pneumonise ATCC 436190 0.12-0.5

»This quality control range is sppticable to only H influenzae ATCC 49247
tested by 8 broth :ldwon P durs using hilus Test Medium
(HTM)

b This quasiity control nngc is apolicable 10 only S. pneurnoniss ATCC 435619

contrair a tor individuals receiving these drugs as well as other GT,-pro-
tanging snuarrmyInmic drugs reporied to cause torsade de pointes, such as
class 13 sntiarmyvthmic agents (e.9.. quiniding. procainamidel, class I antiar-
Mythmic agents (8.0, sotalol), ana bepndil. Sparfioxacin is contraindicated in
patients with known QT, profonQation or in patients being trested concomi-
tantly with medications known to omduce an increase in the QT, interval and/or
torsade de pontes (e.g., terfenadine). (See WARNINGS and PRECAUTIONS]

It is essential (0 avold exposure 10 the sun, bright naturst lipht, and UV rays
throughout the entire duration of treatmant and for 5 days after treatment is
stopped. Sparfloxacm is contraind:cated in patients whose life-style or ernploy-
men wili not permit compliance with required safety precautions conceming
phototoxicity. (See WARNINGS and PRECAUTIONS.)

WARNINGS

MODERATE TO SEVERE PHOTOTOXIC REACTIONS HAVE OCCURRED IN
PATENTS EXPOSED TO DIRECT OR INDIRECT SUNUGHT OR TO ARTIFICIAL
ULTRAVIOLET LIGHT le.g.. SUNLAMPS] DURING OR FOLLOWING TREAT-
MENT. THESE REACTIONS HAVE ALSO OCCURRED IN PATIENTS EXPOSED TO
SHADED OR DIFFUSE LIGHT, INCLUDING EXPOSURE THROUGH GLASS OR
DURING CLOUDY WEATHER. PATIENTS SHOULD BE ADVISED TO DISCON-
TINUE SPARFLOXACIN THERAPY AT THE FIRST SIGNS OR SYMPTOMS OF A
PHOTOTOXICITY REACTION SUCH AS A SENSATION OF SKIN BURNING, RED-
NESS, SWELLING, BLISTERS, RASH, ITCHING, OR DERMATITIS.

The overall incidence of drug refated phototoxicity in the 1585 patients who
received sparfl in during clinicat triais winh recommended dosage was 7.9%
{n=126). Phototoxicity ranged from mild 4.9% in=65) to moderste 3.3% (h=52) to
severe 0,6% (nuS}, with severe defined as mvolvmq &t least significard curtail-
maeat of normal daily sctivity. The fre charsc-
tenzed by blister formation was 0.8% (h-m of which 3 were severe. The
rste dus to p Y pandent of drug r P Was

tested by 8 broth microdilution procedurs using cation-sdjusted M -
Hinton broth with 2-6% lysed horse blood.
mﬂumnmm Cluantmve memods that nsqmm measurement of zone

b I(so 4 ¥ P tlbnhw of bacteria
0. pnti . ds. One such 10d R ines the
use of mndnm:zod [ ions. This e uses paper disks
d with 5-4ug sparfi in to test the ibitity of °
10 tpnrﬂonun.

Reports from the laborstory providing resuits of the standard single-disk sus-
ceptibility test with a 549 sparfioxacin disk shoukl be interpreted according to
the following eriteria:

hiliee indh v ihre

1.1% (n=17).

As with some other types of phototoxicity, there is the potential for exacerba-
tion of the r on re-8xpx e to light or artificial ultraviolet light prior
to complete recovery from the reaction. in 8 few cases, recovery from.phototox-
icity reactions was proionged for several wuks. in eare cases. resctions have
recurred up 1o seversi weeks after ing sparfi

EXPOSURE TO DIRECT ANO INDIRECT SUNLIGHT [EVEN WHEN USING SUN-
SCREENS OR SUNBLOCKS) SHOULD BE AVOIDED WHILE TAKING
SPARFLOXACIN AND FOR FIVE DAYS FOLLOWING THERAPY, SPARFLOXACIN
THERAPY SHOULD BE DISCONTINUED IMMEDIATELY AT THE FIRST SIGNS
OR SYMH’DMS OF PHOTOTOXICITY.

Forumwmuzmnmumrmn. r p These o ,M k,  he M i'“dd tho “':":'“";
F ur«m o¢ sunblocks snd have been sssocisted with 8 single dose o
Zone Diameter {mm) imerpretation in. Howsver, & study in heal s has d that
218 Susceptitie (S) some sunscreen products, soec:ﬁcanv thase sctive in blocking UVA spectrum
1818 intermediate {1} wavelengths (those tontaining the sctive ingredients octocrylens or Parsol®
<15 Resistant (R) 1783). can modaerste the mzmc Oﬂm of sparfioxacin. However, many
" philus Infh and H philus parsinfi hould not be tested UVAp
by diffosi i An MIC should be o d for these isol Inaum in the QT interval have bnn obsarved In hesithy volunteers treated
For St ; with sparfioxacin. After 8 gingle loading dose of 400 mg, & mean incraase in
¥ QT interval of 11 msec (2.9%) is saen; at steady-state the mesn increass is
Zona oim«m Interpretation 7 msec {1.9%). The monnndc of the QT, sffect does not increase with repasted
219 Susceptible (S) administration, and the QT, returns to basaline within 48 hours of the last dose.
“Tre for § ise apply ONly 1 In tlinics) trisls involving 1489 with s baseline QT,
58 1008 d pply only o mean prolongstion st steady-stats was 10 msec (2.5%); 0.7% of patients hnd .

tosts performnd using Mugsiter-Hinton agar supplomomod with 5% sheep
biood and incubated in §% CO;.

QT, interval greater than 500 msec; however, no srhythmic sffects were seen,
THE SAFETY AND EFFECTIVENESS OF SPARFLOXACIN IN CHILDREN, ADO-

e curmt sbeence g’tf"';" on resisunt sirains precludes any citegory other  LESCENTS (UNDER THE AGE OF 18 VEARS), PAEGNANT WOMEN, AND LAC-
ps . o 4 be itted 10 8 nfa‘:nnc- yy " fc.r TATING WOMEN HAVE NOTn:E’EN !STABLI)SHED. (See PRECAUTIONS -
F tible woly P & Usae.
further testng. it ’.
Sparfi hnbnn by to cause arth in b dogs when
:x'm"“g:: shouid be »s stated "’:\:‘ for results using ?:‘g:';m’;’?""' given in orsi dosas of 25 mg/ke/day uppnmmutﬂy 1.9 times the hiohnt
m:m' 5y t with human dose on & mg/ma basis) for seven days. E of the
sparfiaxaci . mmm&umg;omofuwdoﬂmhdmummmmdman&
As with dard dilution diffusion methods requing the use of labo- lage. Other aiso p N of cartilage of mm-bum
ratory control microompanisms that sre used to oot i the L sp of joims snd other signs of arthropsthy in & of
:::ghbo"m ’"’”“”"""‘ For ”"zgf‘"""“ N (MT: S 3p c Convuisions and toxic psychoses have besn ported in p ivi
ol strains: v ¥ e y € i including splrﬂoncnn. Quinolones ‘may aiso causs increased
cono! isl p » and { nervous sy which may lead 1o
Microorganism — Zone Dismeter {(mm) tremars, resties Qitatic iety/ lighthesd confu-
Escherichia ¢oli ATCC 25922 30-38 sion, hatk depras j os, ia, snd, rarely,
Staphylococcus sureus ATCC 25323 27-33 suicidai thoughts or acts. These may oceur f o the first dosa. if
Strepticoccus pneumonise ATCC 49619 » 2327 these reactions occur in paients receiving sparfloxacin, the druq shouid be dis-
d. As with other quinoiones,

" o4

¢ and sppropriste

2 These quality control limits apply to tests S. p
ATCC 49619 using Musller-Hinton agsr suppiemented with 5% shup blood
incubated in 5% CO,.

in should be used with caution in patients with a known or
CNS disorder that may pudmu to suzum or iower the seizure threshokd
(0.9., severs cersbral aners ilepsy} of in the p of other risk

INDICATIONS AND USAGE :no;t |ha: hTrw pmdsr:ou 1o munr:s gr Aawo: the sequry threshoid (e’,‘g..‘. cor-
e ma s arind i bl atad in drug spy. renal dystunctio 2303 Of seizure associsted with hypo-
Zaoam (sparfloxacin) is in for the nt of adults (2 18 years of age) giycemis have been reporied. (Ses PRECAUTIONS: General Information for
with the o by tibie of the dasip P o rid ADVERSE REACTIONS J
microorganisms: it g o Jter p b ;
& ity ta18i hyp: ftivity lincludi phyl d of ana-
:lnmanhdu: mﬂuon:n s paromaaniae, Moraxois Catarhals.  Damons socavin nsiomt A ing the first dose, have bsen vnpomd in
, H, P P quinol orme
My p or St.— pe ise - culsr coll 1,, { hock, sei l::snof f & b
Acute bacterial bations of chronic bronchitis d by CH dia prev- dema {includi isryngeat, mfon. or facis) sdema), IIMIV
isa, Enterobacter ¢ H. hilus infl H. philus parsin- ohmucnon (including bmncbospasm. shortness of breath, and acute respirs-
n Kiebsieils p ise, M " rrhalis, Staphyk tory d unicana, and/or itching. Only a.few patients had 8 his-
or Str P tory of pﬁmﬂ neAnRy , if an aliergic « to
octurs, t cruo‘ id be di inued ly. Serious acute hypersen-
A iate ang ibility tests should be performed before treat- sitivity nmm may require -mmeduu treatment with epinephrine, snd other
ment m order to isolsts snd identity orgamsm: causing the miectnon and to ﬂufds.
their ptibility 10 sparfi Therapy with w-- may be conmn‘mm. pressor amines, and mwnv f g n. ing intub
initiated before results of thess tests are knowmn: once results b itabl 83 chinicalty indi

d. Culiure ang susceptibility testing per-

PP therapy should be sei

Serious and sometimes fatal events, some due 10 frypersensitivity, and some
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dus 1o UNCErain eUOIOQY. have been reparted rarely in patients receiving ther-
=~y with guinoionex. Thess events may be savere and generaily occur foliow-
1+ 7 the administrstion of muitiple doses. Clinical manitestanons may include
¢ v or more of the following: fever, rash or severs dermmologic reactions (e.g..
toxic epidermal necroiysis, Stevens-Johnson Syndrome); vasculitis; anthraigia;
ryeigis; serum sickness; sllergic pneumonitis: interstitial nephmu. acute rensl
msufﬁcwncv or failure; hepstitis; »undnco, ncuts p or failure; ane-
mia, including hemolytic lnd p : thi penia, including By
mrombocytopenic purpurs; | i tour' Ytosis; pancy and/or
other hemstologic abnormalities. The drug should be discontinued immedi-
mely a1 the first appesrance of a skin rash or any other sign of hypersensitivity
snd supportive measures instituted. {See PRECAUTIONS: Information for
Patierts and ADVERSE REACTIONS.)
Pssudomembranous colitis has been reported with nesrly ail antibacterist
sgents, including sparfioxacin, and msy range in scvcm'y from mild to life-
threatening. Therelore, it is important to ider this disgnosi m
who present with diarrhes sub Tt to the of
sgents.
Treastment with antibacterisl agents aiters the narmal flora of the colon snd may
permit overgrowth of clostridia. Studies indicate that a toxin produced by
Clostridium difficile is one primary cause of “sntibiotic-associated colitis.”

After the disgnosis of pseudomembranous colitis has been established, thers-

sal

peutic should be i d. Mnld cases of pseudomembranous colitis
tly d to drug inuation alone. In moderate 10 savere cases,

conslcemlon should be given 1o management with fiuids and slectroivtes, pro-

tein and with an ib ial drug o ity etfec-

tve lqnmst C. difficile colitis.

Rup of the shouider, hand, and Achilles tend that required

repsir or resulted in prolonged disability have been nponed with splrﬂomm

and other quinoiones. Sparfioxacin should be d od if the p. experi-

onces pain, inflammation, or fupture of a tendon. Pamn!s should rest and

reirain from exercise until the disQ of tendonitis or tendon rupture has

been confi y excluded. Te p can occur at any tims during or after

therapy with sparfloxacin

PRECAUTIONS

G t Ad of iving sparfloxacin should be main-

tained to mm the bmbnon ofa huthy concentratsd urine.

Adrmini rél in with ion in the p of renal insutficiency.

Caroful clinical observation snd sppropriate hbomorv studies should be per-
formed pnor to and during thcrlpy since elimination of sparfioxscin may be
r t of mc reQimen is necessary for patients with

d ronal f clearance <50 mL/min. (See CLINICAL PHAR-
MACOLOGY and DOSAGE AND ADMINISTRATION.)

Avoid the concomitant prescrigtion of rr ke 0 prolong the QT,
nterval, 0.9, erythromycin, terf izole, cisapr nan idine, tri-
eyclic antidepressants, some antipsy including p h {See
CONTRAINDICATIONS.) Splrﬂoucm is nat recomem wed lorm in p
with. pro-srhythmic dr ¢.9.. rdia, con-
gestive hieart failure, myocardial lscbnmu. and strist fibrillation),

Mothr. Sparfl osoes not increasa plasma theophytiine concen-
ratons. Since thers is NO iNteraction with theophylline, interaction wrth other
methyixanthines such as caffeine is uniikety.

Warfanirr Sparfioxacin Does not incresse the snti-cospuiant effect of warlann.
Cimetidine: Cimetidine does not affect the pharmacokinetics of sparfioxacin,
Antacids and Sucralfate: Aluminum snd magnesium cations in antacids mc
sucraitate form chelation compl with sparfi in. The oral tig lability
of sparfioxacin is reduced when an siuminum-magnesium SusSPENsIon is
sdministered between 2 hours before and 2 hours after sparflaxacin soministra-
ton. The oral bicavailadility of sparfioxacin is not reduced when the sluminum-
magnesium suspension is administered 4 hours following sparfloxacin
sdministration.

Zinc/iron safts: Absorption of quinalones is reduced significantty by thase
preparations. These products may be taken 4 hours akier sparfioxacin adminis-
tration.

Probenecid: Probenecid does not shter the phanmacokinetics of sparfioxacin.
Drug/Laboratory Test Intersctions:

Spartloxacin therapy may produce false-nepative culture results tor
Mycobactenum tubercuiosis by sugpression of mycobactenal growth.
Carcinogenesis. Mutagenesis, impsirmant of Fertility:

Carcinogenesis: Sparfl 1 was not it in mice or rats when admin-
istered for 104 weeks at daily oral doses 3.5 - 6,1 times greatsr than the maxi-
mum human dose (400 mg), respectively, based upon mg/mi. These doses
corresponded to plasma concentrations spproximatety equal to (mice) and 22
times greater than (rats) maximum human plasmas concentrations.

Mutagenesis: Sparfl was not n genic in Sal /8 typhimurium
TA98, TA100, TA1635, or TA1537, in Escherichis coli strain WP2 uwrA, nor in
Chinese hamster lung colls Spsrﬂoncm snd other quinoiones have been
shown to be mutagenic in S W strain TA102 and to induce
ONA repaic in Escherichia coli, pefmas duc to mm mhnbnorv wifect on bacteriat
DNA ¢ . Sparf in induced chr in Chinese ham-
ster lung cells in vitro at oyt i i h no i in chro-
mosamal sberrations or micronuciei in bone mamow cetis was observed after
p in was sdmini d oraity 10 mice.

impairment of Fertility: Sparfloxacin had no effect on the fertility or reproduc-
tive performance of male or female rats at oral doses up 1o 15.4 times the maxi-
mum human dose (400 mg) based upon mg/im? {equivaient to app Y
12 times the maximum human plasma concentration).

t P [+ 1 4 c

Preg y: Terstog Preg Y 0
Reproduction studies performed in rats, rabbits, and monkeys at orst doses 6.2,
4.4, and 2.6 times mqher than mo maximum human dose, respectively, based
upon MgANR (corresp i 4.5- and E.5-foid higher
than in humans in the monkoy snd rat, respectively) did not reveal any evi-
dence of teratogenic effects. At these doses, sparfioxacin was tlesrty matemaily
toxic 1o the rabbit and monkey with svidencs of slipht maternal toxicity
observed in the rat When sdministered to pregnant rats at clearty matemally
toxic doses (29.3 t-mes the mummum human dose buod ucpfon mg/mai),
with

riloxacin induced a dose: i inthe i

Moderats 1o severs phototoxicity reactions have been observed in patients  SParfioxs L oeal ot e
pat g the three testad, this efiect was spe-
m:':'g‘“f“""%? while "f:""m ""g:,:“&"xm E"‘-"“'m“ oo, Cific 1o th rat There are, however, no adsquate and weli-controlied studies in
city was obsarved in spproxi ty 7% of pati Therapy shouid bs  Pregnaat women. Spi e m:- "m""“‘m“:"'s.’.wm,v it the

discontinued if phy ieity (9.0.. & skin enuption) occurs. Peien ers: Soaril “’d n { i ‘ th

As with other quinclones, sparfloxacin shouid bs used with caution in any e pars is excreted in human milk. Because of the
jent with & or d CNS disorder that may p 0 for “m"" _adverse re In 9 from s taking
il sparfh be mads whether 1o discontinue Aursing of 1o

saizures or lower the seizure threshold (e.g.,

discontinue tm drug. taking into account the importance of the drug to the

Hepsyl of in the p of other risk factors that may pndupou to u:zuns
3 mother. (See WARNINGS.)
or lower the seizure threshold (e.0., c drug therapy, renal o
(Ses WARNINGS snd Drug interactions.} ) :.m use: i:f‘a;y and -rf!o;mmu hw-  not bun established in pamm's
9o B yoars. cause

Information for Patients: thy and in juvenile animais of several species. (See WARN-
Patients should be sdvised: NGS.)
-t avoid exposure to direct or indirect (including th h glass, while ADVERSE REACTIONS

::;a‘:g.ngr:c&;“n.d :hunblogksl mﬂ.:,‘: :unhom. on: M wum.':i‘:mnd In clinical wrials, most of the adverse events wers ‘mild to moderate n mmty

sparficaacin and for five days after therapy. i brief ex mu-n sun and '“":'s'a"s' in nature. D“"‘Ww_.‘ e 133 b with the rec e

be avoided, patisnts should cover ss much of their skin as possible with cloth-
iog:

pacator. The: discontinustion rate dus to sdverse svents was 5.6% for
splrﬂonem versus 5.6% for cefacior, 14.8% for erythiromycin, 8.9% for

*t0 di i rloxacin th y &t the first sign or of
fty reaction such as 8 sensation of skin burning, redness, swalling, blisters,
rash, tching or denmatitis;

*that a patient who has ¥ d s ph h
should also be advisad 0 wmd funhof omocumn 10 mﬁem md sntificial

uhnvnld lcoht until m- d and he or she has

d from the orforﬁndmmm-am«m
rare cuos. reactions have recurred up to . ks after stopping
sparfioxacin therspy;

« that sparfloxacin may cause neurologic adverse effects {e.g. diznmu. fight-

7.4% for of in, and B.3% for clarithromycin.
The most freq Y d Ir ly. possibly. or p bably drug
lated with sn incid of 21%} parfy in tre ‘, ts in the US
with sparfloxacin phase 3 clinical triats with the ded o

raaction (7.9%), diarrhea (&.G%D. nsusea u:m. hudodn (4.2%1, cvspopm
(2.3%). dirzi (2.0%), & {1.9%), inal pain {1.8%). pruritus
{1L.B%), taste perversion (1.4%), and QT, imml pmlonoaunn {1.3%). vomiting
(1.3%), fistulence (1.1%) and vasodilstation (1.0%.

in US phase 3 clinical trisls of shorter
the most fre

durstion than the
d events (incid 1%,

hesdedness) and that pnmm should know how they resct 10 sp
or inery or engage in other activities
WARNINGS and ADVERSE

they an
requiring mantsl al and rdi
REACTIONS);

3

possibly, or problbiy drug relsted) m hesdache (8.1%), nauses (7.6%), dizzi
ness (3.5%). p tivity {3.6% itus (3.3%), disrrhes (3.2%),
vaginai monifiasis (2.8%), abdomiinal pain (2.4%]), asthenia (1.7%), ¢ Ysp
{1.6%), somnolence (1.5%), dry mouth (1.4%), and rash {1.1%).

*to discontinue treatment and inform their physicisn ¥ they experience pain,
inflammation, of rupture of & tendon, and to rest and refrain from
rupturs has been confidently

until the disg of tendonitis or
excivded;

othat tparﬁcuein can be taken with food or milk or caffeine-conmaining prod-

m minersl lupphmoms Of_vitaming wnh iron, or zinc, or caicium may be
taken 4 hours .fur P

sthat #, i snd al may be
taken 4 hours nﬂar sparﬂoxncm administration (see PR.ECAUT!ONS ~Pbrug
interactions);

« that sparfloxacin may be inted with hyp itivity even fol
lowing the first doss, mdmd-scommuemodmonmoﬁmnqnoh skin rash
or other allergic reaction;

* to drink fluids liberally.
Orug intersctions:
Digoxin: Sparfioxacin has no effect on the pharmacokinetics of digoxin.

Additionst pouibrvornmbab!vulmmvmmhbsm 1% of
all pati enrolied in US phase 3 clinicsl trials are fisted below:

BODY AS A WHOLE: fever, chest pain, oomnlmd pnm. nlhm-e mm ul'
huiitis, bl& pain, chiils, face ed ich injury, phy

7 mucous b disorder, neck pain, rheumatoid arthritis;
CARDIOVASCULAR: p G lectr diog lbnomm. hypectension,
tachycardia, sinus bndyurdu. PR inta h

pectaris,
fria, atrial fibriflation, strial fiutter, complete AV block, first degree AV block, sec-
ond degres AV block, cardiovascular disorder, hemorrhage, migraine,
pariphedal vasculsr ditatder, 3upraventriculas exirasystoles, ventricular

y$toles, postural
GASTROINTES‘“NAL eonsupnm anorexis, omvmus. oral momﬁam. stom-
di tooth di wased appetits, mouth

ulummn flatulence, vomiting;

HEMATOLOGIC: cyanosis, scchymosis. lymphadenopaty;
METABOUSM: gout, peripharal sdema, thirst;
MUSCULOSKELETAL: arthraigis, srthritis, joint disorder, myalgia;

[ W RN
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CENTRAL NERVOUS SYSTEM: paresinesia, Nypesthes:a, nervousness, somno-
lence, abnormal dreams. dry mouth, depression, tremor. anxiety, confusion,
haltucinstions. hyperesthesia, hvperl:mesu. sleap disorder, hypokinesis. ver-
1igo. abnormal gait. aQi . lighthead emotionat lability, euphona,
abnormal thinking, amnesta. twncnmq;
RESPIRATORY: asthma, epistaxis, preumonia, rhinitis, pharyngitis, bronchius,
hemoptysis. sinusitis. cough increased, dyspnea, laryngismus, lung disorger,
pleural disorder;
SKIN/HYPEASENSITIVITY: rash, maculopapuiar rash, dry skin, herpes simplex,
sweatng, urticaria, vesiculobulious rash, exfoliative dermatitis, scne. slapecia.
angioedema, contact dermatitis, fungal dermatitis, furunculosis, pustular rasn,
skin discoloration, herpes zoster. petechial rash:
SPECIAL SENSES: ear pain, amblyopis, photophobia, tinnitus, conjunctivius,
diplopia, abnormality of accommodation, biepharitis, ear disorder, eye pain,
lacrimation disorder, otitis media;
UROGENITAL: vaginitis, dysunia, breast pain, dysmenorrhea, hematuria, men-
orrhagia, nocturia, polvuria, urinary tract infection, Kidney pan, leukorrhea,
metrorrhagia, vulvovaginal disorder.
LABORATORY CHANGES: in the US phase 3 clinical trials. with the recom-
mended dosage, the mast frequently lincidence 21%) reported changes in labo-
ratory parameters histed as sdverse events, regardgiess of relatonship to drug.
wer’z: elevated ALT (SGPT) {2.0%), AST {SGOT) {2.3%) and white blood celis
{1.I%).
increases for qhn tollowing laboratory tests were reported in less than 1% of all
Jled in clinical trisis: sikaline. phosphatase, serum amyiase, aPTT,
blood urea nitrogen, calcium, creatinine, eosinophils, serum lipase, monocytes.
neutrophils, total bilirubin, urine glucose, urine protein, unine red blood cells.
and urine white blood cells.
Decreases for th- louowmu {sborstory tests were reported in less than 1% of att
in i tmls. sibumin, crestinine ciearance, hematocrt,
h globin, lymph p , rod biood cells, and sodium.

Increases and decreases for the following lnbomory tests were reponed in tess

P

than 1% of all patients in clinical trisls: blood ¢ p and
white blood cel.ls\

P rketing ldvmo The following sre additional adverse svents
tregardi of relati p o drugh reponed “trom wondwvde pastrarketing
sxperience with sparfl or -other is, acute renal failure,
agranul . albumi -.. lnuhvlleﬂc shock, angioedema, anosmia,
ataxis, bu‘lous ) nary lmst. cergbral thrombo-
sis, i ia, d ious feeling. embolism,

omhm nodosum, oxncerbmon of mylahm:l omn$ qutulg a. hemoiytic
anemia, hepatic necrosis, hepatitis, h V. interstitial
nephnns. m!emmnl pneumonis, intestinal pcdomnon. yuund-cu laryngesi or

ry ic reaction, numbnass, nystapmus, painfut oral
mu:os- p-ncrutms. phobm. prolgngation of prothrombin time, pseudomem-

colitis, Quincke renal cal¢uli, rhabdomyolysis. sensory distur-
bance, Stevens-dohnson syndrome, s s cell carci &, tendonitis,
tendon rupture, tremor. thr Y i, th ytopenia: purpurs, toxic
epidermai necrolysis, toxic psych urinsry i veitis, vaginal candidi
asis, vasculitis.

Lab " 4

of umm tnqucomses serum cholesterol, biood

_‘ serum RBC counts, hamogiobin
level, bocy k in GOT, GPT, ALP, LDH,

r-GTP toul bilirubin

OVERDOSAGE

in case of overdosage, the patient should be monitored in a suitably equipped
medical facility and sdvised to svoid sun exposure for five days. ECG monitor-
ing n recommended due to m possible pmlanpmn of the QT, interval. There

is no & P
AT "y i e ebinhorab
"

1t is not k p Y

Single doses of sparfloxacin were reiatively non-toxic via the orsl route of
administration in mice, rats, and dogs. No desths octurred within a 14-day

pon-trutmem observation ponod at the highest orai doses tested, up 10

000 mg/kg in either rodent spacies, or up to 600 mg/kg in the dog. Clinical
scgns observed mdudod immww in mice and dogs. disrrhea in both rodent
and ting, 8 ion, snd in dogs.

DOSAGE AND ADMINISTRATION

Zagsm (sparfioxacin) can be taken with or without food.

The recommended daily dose of Zsgam in patients with normal renat function

is two 200-mg tablets taken on the first day as a loading dose. Thereafter, one

200-mg tabist should be taken every 24 hours for » total of 10 days of therspy

{11 tablets).

The recommended dsily doss of Zagam in patients with renal impainment (cre-

stinine clsarance <50 mi/min) is two 200-mg tablets taken on the first day as 3

loading dose. Thereafter, one 200-mg tabiet should be taken every 48 hours for

atotat of 3 days of therapy (6 tablets).

CUNICAL STUDIES
mmmmzmmnm

n lled clinical studies of " ia conducted
in |h¢ United Sulu. sparfioxacin was eomolnd © omhromvcm and cefacior.
The p [ gen er rates for :parﬂoxmn
won .qunulenl 1o those of tm in these studies, the f

h [ d pathogen sradication rates were
obumod: .
Organism 1 _“ h Erytiy i Cefaclor
C. pneumonise 19/22 (B6.4%) 3/4 (75%) 85 (100%}
H. influenzae 20/24 (83.3%) 25731 {90.6%)
H. parainfiuenzas 61/63 (98.8%) 4/& {100%) 3141 (75.6%}
M. catarrhalis /8 (87.5%) 44 {(100%) 5/6 {83.3%}
M. pneumonise 36739 {92.3%) 1518 (100%) 20724 (83.3%)
S. pneumonias 39/41 {95.1%) 1011 (90%} 1617 (94.1%)

*Pathogen numbers were smailer since many of the strains were intrinsically
resistant to erythromycin.
Safety

The !ollowmq table lists possuNy snd pmbnbly druo-mhted adversa events that
d in these studies at sn incid

Event SpAmoxacn eIy ivromyan et pa0r
nw387 Ne209 nm162
Abdormunal Pamn 6 (1.6%} 18 (B.6%) 7 1.2%)
Photosenstvity Reaction 16 (L.1%) 0 1 10.8%)
QT Intervsl Prolonged B (2.1%) 2 1.0%) 1 (0.6%:)
Sinus Bradycardia 2 {0.5%) 6 {2.9%) ]
Oisrrhea 15 {3.9%) 33 {15.8%) 7 {8.3%
Flatulence [} 5 (2.4%} [¢}
Nauses 11 (2.8%} 32 115.3%) 412,55
Vomiting 10 (2.6%) 15 (1.29%) 1 10.6%%)
Insomnia 6 (1.6%} S (2.4%) 0

g alE . C
(n 8 controlied clinical study of Bcute bactenai exacerbanons of chonaed
oronchms congucted +n the United States. sparfioxacin was compared 10
ofioxacin. in thus study, the folHowing pathogen eradication rates were
obiained:

Organism Sparfloxacin Olloxacin
H. parainfluenzae 104109 (95.8% o058 (34.77:-
H. influenzae 5157 {89.5%) 6165

C. pneumoniae 3748 (82.2%) 3540

M. catarmairs 3638 (94.7%) 3334

S. pneumonise 30734 {88.2%) 20722

5. sureus 1619 (84.2%) 13/14

K. pneumonise 117 (H00%) 1517 .

E. cioacae 1213 (92.3%!) 12/15  {8Q%)
Safery

The following table iists possibly and probably drug-related adverse events
that occurred in the study at an incidence of 2 2% for ether compound.

Event Sparfioxacin Otioxsain
{n=395} (n=403)

Headache 1 (2.8%) & ({1.5%)

Photosensitivity Reaction 9 7.3%) 3 {0.7%)

Disrthea § (1.5%) 8 {2.2%)

Dyspepsia 8 (2.0%) 14 (35%)

Nautea 16 (4.1%) 25 (7.2%)

Dizdiness 12 3.0%) 10 (2.5%)

Insomnia 4 {1.0%} 46 (11.4%)

Taste Perversion 10 (2.5%) 10 (2.5%)

HOW SUPPLIED

Strength| Size NDC 0075- | Description | Markings

200 myg | Blister Pack of 11{5410-13  {roung, white tabiet RPR 201
Bottie of 55 5410-55 -

Stors at Conrolled Room Tnmpomure 2010 25°C (58 t0 T7°F).

Caution: Fedaral law prohibits di g without a prescription.

Keep out of the reach of children.

ANIMAL PHARMACOLOGY

Sparfioxacin and other guinoclones have been shown to cause arthropathy
in juvenile animals of Most species tested, (See WARNINGS.)

Sparfioxacin had no convulsive lcuvnv in mice when administered slone or
in with the ! anti-inflammatory agents ketoprofen,
Of Naproxan.
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