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In 111111N.C 111! dmwxqmml of Jruq-iewslad IucNno ion mnnlam the nNxctwear~r M 
,: dlunnnun And utnr.r anliWcielul drugs, uilhranryNn sbwkl be u:ied only to treat or pruvern 
Wertiones that are proven or Strongly Suspected 10 be Caused by bacteria. 

0 
DESCRIPTION 
txh film coated tablet contains 1M active ingredient uitnOmycln, an 3i11INOe, a Subclass at 
macroliee antibiotics, for Oral administration . Azithroinycill has the chemical name 

(?N.35.0,SN. BR,fOR,tIR, 115,13S,14R}13-((2,6-diCeoKy-3-C-metnyl-3-Omelhyl,s-C-
nDO~hesoOYianosyt)ory) "2 "lttryl"3,1.10-MAydroKy-3 .S .B.8 .10.12,11"heDU=tNyl"i l-1[3.4,E 
,ri0eory-3-IOirrqtliyuminol"p-O xyloneaopy " rpnorylJoryFl "oxa-6-ancycloDentadecan-t 5-
airo . Azitnromyein is derived from erythromycin; nowevet it Officers chemically train ery-
thromycin in mat a mctnyHUAsthub0 nitrogen atom is incorporated into the hclone ring. Its 
molecular tormub is C38NgN=0,:. and its molecular weight is 7<9.00. 

Aziffirorrvirciet has the hollowing structural formula 
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Atiltromytn, as the mon01ly0tatl, f4 7 white Crystalline Powder with A MOIRCUlar formula Of 
cxH;zw2o,rHho and a molecular weight of 767 .0. 
Each tablet for ad adminiftralbn wrtiins uilhmmycm mmohyOrale equivalent to efflow 2W 
mg or 500 mp aribromydn. In addition each MUM conbim 1M IoNOwmp imeUve IrpridieMS : 
crosurmoaou sodium, mDak Calcium phosphate mMaroYt, nyyromaiow, 4cmcs mwnony-
Crite, polyethylene glycol, mpnKlum stt7rstia, microcrysqwn. cellulose, DairlditXf' DreWitmi' 
ni:ed starch, sadlum citwte : soAium 4uryl outlets . tThnium dioxide and N8C Blur No. 2 (500 
^+0 OrAY~ IS " 

CLIIIIf.AL IIIA1111111COlOBt 
rRarmeHIoUi 
Following oral a6ninistntbn al a Single SOB Mg dose (two 250 mp tablets) to 38 tasted healthy 
male volumeen, tne mean (60) Drornueolekrtk parameters were AUCpn . " .3 11 .21 
mcqWml: C�� " 0110.2) wcdm : T � ,r . 2 .2 10.91 hours. 
NfiM a rpimen of 500 mg (two 250 mg capitulate ') an day 1, followed by 250 mq dally (one 250 
irq capsule) an days 2 through S. ft DMrmocddnetic parameters of ultnromyein in plum in 
healthy young 7Eadh (1b40 yam al pa) M portrayed in the chart below. C��, and C�,� 

rr.mained essentially unchanged from day 2 through day 5 of therapy. 

PnortnacoNinelic Pir+metus jMUn) Total n.12 

DIL1 Qvc3 
f.��, ImcqlmL) 0.11 0.21 

Inu. D) 2.5 3 .2 
AUCoa4 (MCC'Rh*) 2.6 2 .1 
C..n (ff$dML) 0.05 0 .05 
Urinary Ex". (% delta) 4.5 . 6.5 

" AntMOrtycln-250 m0 nEMa are bioliquivalent IQ 250 ON Capsules in the Earned state. 
uilnromycin 250 mg capsullis are no longer commercially available. 

In a two-way crossover sWEy, 12 adult hedlhy volunteers (E fNNC, 6 hmaly) received 1 .300 
mg of uilnrortytin aUministud in iNqw OUM delta over eiMpr S days (two 250 mil LWNS on 
07y 1, hallowed by one 250 mg tablet On days $-6) Or 3 days (SOD mg Par day for days 1-3). Due 
10 limited serum somDks on day 2 (3-day regimen) +ovd do" 2-4 ("ay regimen). Me urum 
concsMration-Une profile at own sub/eel wait lit lo a 3-compfrtment model aid 110 AUCa.1m 
the fitted concentration prollk was comparable E~n the 5-day and 3-day rogimaris. 

3-Day Regimen 5-08y Regimen 
PlurmacoWneCC Parameter Day t Day 3 Day t Day 5 

Imo- ISO)] an 
C��, (serum . mcyml) 0A1(0.22) 0.51(025) 0 .13 (0.20) 0.21(0.06) 
:wnunAUCo-.(mcY'tirmil) 1L4(621' 14 .917 .1) " 
;:m um TlR 71 .8 for 68 .9 hr 

row Auc ror m. Mnro amy and 5-day nou+Wns 

. 

Median ulihomycin exposure (AUCo-2aEJ in mmwnuclear (MN) and poymorphonuckar (PMIQ 
n+ukoqMf IoYOwirp enlist the S-0ry or 349Y rpimen was more than a 1000-ro10 and NO-told 
uteiltt than in serum, respectively. AOminutrallon of go Same total dose with 911110 IM 5day 

-it 3-day regimen may M expected W provide comparable Concentrations of uithromycin with-
in MN m0 PMN kuYOtylet. 

Two 7iiMromy[io 250 ring hbbl5 art OiOeQUiwIOnt to i sinpkS00 mQ tablet. 

ebN/bp 
the aOsahM Eiorr+NaEIYM o1 antnromytin 250 mg wpsuhc is 38% . 

In a two-way crossover study m which 12 M1Vy subjects-received a single 500 mg dose of 
a: itMDrtytin livid 250 mp tables) with of without & high tat Most. food was shown 10 increass 

C�,o by 23% but had no ~ on AUC. 

When uithromycin suspension was administered with food to 28 adult healthy male subjects. 

C��� increased by 56% and AUC was unclunqs0. 

The AUC of uitMOmycM was unaffected by co-aUministration o1 m antacid containing aluminum 

:in0 magnesium hydroxide with arllNOmycin apsuNC: however. the Cm� was reduced by 20%. 
Administration of cimelMino 1800 mp) two hours prior to arithromydn had no effect on 

:0lDromyCin iEsOrplion . 

oirmwiu. 
[he Serum protein binding of itlMromyCia is variable in the conicenlFAII011 range approximating 

:mrtun exposure, decreasing from 51 .". al 0.02 mtymL to 7% at 2 mcyml. 

F Wlowinq oral administration, uimromycn n widely distributed Mrouqnoul the body wYlh an 
+uDarmt steady-state volume of distribution of 31 .1 L.Np. Greater urtlvomycin concentrations 
in tissues man m plasma or serum were observed . High tissue concentrations Should n01 C! 
mierpreieU to be quantitatively related to Clinical ellicacy. The aatimKroOiat activity M 
.crthromytin a DH related and appears to be reduced with decreasing pH . However . the 

cximsrve distribution M drug to tissues may be relevant to clinical activity . 

:RIlctlO tissue lor fluid) concentration and tissue (of IIuWI to P12SmWssrum concentration 
rauos are shown m the ldlowiaq ubk: 

~L9ftIRpMVGIN CONCENTRATIONSS FOI I OWING 
A soo tim DOSE (TWO :so mg cusIxcs1 too eaXisI 

TISSUE OR FLUID 
TIME AFTER 
DOSE IM 

TISSUE OR FLUID 
CONCENTRATION 
Man a ~d~Ll 

twAtLeawo 
RA514pI5f1111Y 
LM Poolvelu 

TISSUE Age) 
PLASMA W" 

SKIN 72~96 0.4 OA17 75 

LUNG 12~96 1 .0 0A12 3,100 

SPUTUM* 24 1 .0 CA 2 
SPUTUM" *12 2.9 0.1 30 
TONSIL- 3.18 4 .5 CA > 

iONSIL"' 180 09 0.001 >100 

CERVIX- 19 ~ 2.111 1 0 .01 I 70 I 

AzimromFin "no concentrations were ayYWIY doW'~^4d w^Y M on0 calinsul" . 

5a11104 was Obtained! 24 hours aft the 10% dooko, 

" Sam" was obuinA t0~t2 hours aft 1M INft Ooel 
"' Dosing regimen of two doses of 250 mg ucR separated by 121lloten. 
" " S+mpk was obtained 19 noun aIW a single $00 np !w 

The extensive tissue distribution was confirmed by eumYWbn of aMaW Ikwn and Muf01 
(tone. epcuwm, prostate, awry, uterus . saqlm, :tomaM, Wu. and pWOiaeAK). As there +n 
no eau from adequate and wex-comrdke studies ot altlxornye9n VwmWA W injections b 
them additional eoay sties. me clinical xnvooona a Mm any. coraCmanon am r 
unknown. 

Following a regimen at 500 rtp on the first day EM 250 Mg daily 1a 4 Oats, any very br 
concentrations were noted in cerebrospinal fluid (less Man QOl mtqlml) in IN Orosomplo d 
f1011"111fIi11ME fMf11fIQlS . 

MwNlha 
In vitro and in viw studies to assess the metabolism M azftranypn have not bun P-t-mW . 

ounusuN 
Plasma concentrations at atrthromycin following single SOD my oral W4 Lit. doses OocileteA 
in a palyDnasic pattern with a mean Apparent Plasma ehrana W b70 mllmin and pmolikkal 
elimination half-life of 68 hours . The prolonged 1Mminil Iplf"Iip h IIa~qM b M title to 
wrlauNe uptake and subsequent release of drug Iram qnua 

BiNtry excretion at a:ithromycin, predominantly u unelqnpN drug I" a major rotft of 
elimination. Over the course of a week. approYimstdy ML M 1M adi irwSoared JIM apM+At b 
unchanged drug in urine . 

soKsi vor.uuoa 
RMN ImukINencY ". 
Aiitnromycin Ohvmacokinetics were investigated in 42 aMAs (21 in dS vow of rep) with vary-
ing degrees al rmal impairment. fouowirW the oral dminMralbn d a fkpw 1,000 mg does d 
urthromycin, mean C��, and AIIC¢,p Increased by 5.1% ad 1.24, mOectivoM In suEWen 
with mild m moderate renal impairment (GfA 1010 BO m11u*) CivnOnO ro w011Uf wfM "Oh 

mai renal function IGfR >EO mVmin) . TM man Cities m0 ANCFmor Yopurd !1% and 35%. 
respectively in subjects with severe renal impakmw (f#11 c10 RdA" comported to subjerM 
with normal renal function (GFR >80 mUmin). (Sow DOfAYF A110 AO"IJNii11AT10111 

Xerylk IwMkiNq~ " 
The Dharmxotinetics at uithromycin in suDjoecta with MpaNc YnOoofmwnt have o01 Ern uLp~ 
IiSh~A, . 

Gwd~r 
There are no significant differences in the disposition d ulMranyrJn Mwnn make Moil *nw 
subjects . No damp adlmbirroal is recommended based on Itakeder. 

Geriatric Patients 
When studied In hralNy eMerty subjects aged 85 f0 !S yam. IM Oloermecolkinrlk WnmrlOs 
at uitnromycin in elderly men wen similar to those M young adWU: nowow, in ~y romion. 
althou0n higher peak concentrations (Increased by 30 to SO%) wait observed. no si0~ 
accumulation occurred. 

Pediatric Pstisift 
In two clinical studies, uitMOmycin for owl suspension was dosed at 10 nrNp on day 1, 1011-
lowed by 5 mykp an days 2 through 5 to two groups W Children (aged 1-5 ywt end 5-15 ones, 
respectively) . The mean pnarrtwcowinetie pormMwt on dry S wan Cri�,0.216 mcyml, 
T���.1 .9 hours. and AUCo-t,=1.8?2 mcq~Nhnl for 11y 1" to S-yW-ok group ud were 
L�a-0.383 mcymL, T��,-2.0 hours, and AUCp.N-0.1M mtpftfml la the S- to 1lynrbM 
group. 

Two clinical studies were conducted in 6E pbuMe OtMeft aged 7-1! yam to Oothernmirke that 
pharmacokineGcS and safety of anthromyCln for Oral fusMMien in Moitrit paMMs 
A:ilhromycin was administered following o law-ht WnkhIL 

The first study Consisted of 35 peaiRIric patients trqrA with 20 aq'lliWAM (mothrinsim deny 
dose 500 mg) far 3 days of whom 3e patients were avrhuM for d~macoldneffice. 

i 

7 

In 1M second Study, 33 pediatric patients received do$n W 12 mphplday (mrtimum daily dose 
500 mg) for 5 days of whom 31 Patients were ewWNb Icr OWnWa4kwt'a. -

In both studies. uitt+romyan concentrations wan determined OW 8 24 hour period filled 
me as, daily does patients wspnmp above 25.o log In ft 3-Cory affedY a " t.7 kg in tM 5-day . 
study received the maximum aauh dairy dose of 500 ing. Eleven DMWb (wsqlruYq 25.0 YO W 
iese) in the first study am 17 patients (weigh" 41 .7 top a lw) in Ow Second sIuop received : 
a total dose of 60 mpg. The following table Stars phirmacolunade OM in the subset of 
peOiMrie patients who received a total dose of 60 mgft. 

Prormncokinefic Parameter Imeon 3-Day RepMwi `rDaY RWwMn 

(S0)1 120 mqAW it 3 days) (12 myRp R S days) ' 
11 17 

C_ (mtymL) 1.1 (0 .4) 0.510.4) 
II,) 2.7 (1J) 22(04) 

AUCp .z,lmcp-nrlmy 7.9(2 .9) 3.9(1 .9) 

The similanry of ine overall exposure iRUCp. .) between the 3-My and S-Gay repimms in 

pediatric patients is unknown. . 

SinglE dose DnarRacokinetcs m cediauK patterns; given Aosai of 30 MW4 AM not OM studied . 

(See D0.SA6E AND 11D1A111131AAT1011 .) . 

Dnoi-Onm In1encHor 
Drug intenninn studies were penormeG with uitAromytn And oMa drugs likely to De eo- . 

administereE . The effects or roaammisrr2twn of uiNromyCin on the Dhamcokinetks d other 

drugs are shown m Table 1 and the effect of other drugs on me vnarmaeowMria at 
aZithfomycin art shown in Table 2 . 

Co"aaministrauon at a:rlhromy[m at tneropeulic doses tied i rt100est effect M the phalniC0lo- 
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ol It's Uuyr: N -and M talk 1 Nn dv.aqC cxllusluor.nl od dnu15 W,tnl in lablt 1 u, fEC 
ouuuwixN.d wmun r.n~pdhmmsinal vwlh a:illnronKiO . 

Co-administration of aihhromyun riqli rGrvuen: or fluconcoK iww a modest effect on the 
pllirmaCOkinetk5 0l inlhtDm'yGn. NeBnrmf significantly increased the Cma, and AOC at 
a:itnromycin. No dosage adjustment of uMNOmyein's recommended when administered with 
drugs listed in T704 2. (Ne MECAU"IONi -Drug Ifilatacliess .) 

. 146101 . Onp InYnpiw: /WeKWalk Mnmslwn for Ctr.emInIibnG Orvyt in the 
M...e. d wm.on"u 

Ca"dM11111iSlefed Dose 01 Co- Dow 01 0 R7n01'HNNWllqul 721NfOnlycn/ of Co- 

Drug admnis~erM Drug A1iMromv4w a0mmisu1fe Drug PharMaeokk*K 
i nmel w i 1 No Effect . 1 . 00 

Mean C_ Mean AUC 
ktavu" 10 my" . 6 5010 myGy PO 12 0.0.1 1 .01 

on days N (13.63 to 1 .04) ( 0 .81 to 1 .25 ) 
GrWmatloina 2010 moral a 2 500 money PO 7 0.97 0.96, 

A", Nine 200 mp for up 161" (O.BB to 1 .06) (O .BB to 106) ) 
BID x tA A"& 

G4rale 70 mpiAry i 11 500 mg FO on aft 11 103 1 .02 
days 7, Ow 250 myAay (0.9J to 1.11) (0.92 to 1 .13) 

on din l-11 
Oqmaiee 200 ml; PO 810 1 .200 myary, j0 6 i 44 1 .14 

on . 21 W on OWN A-21 O.AS a 2.43) 0.87 to 1 .57 
Ehvaw 400 myary i 1 600 mg PO m 14 t .01 " 0.95' 

T 
viuconuor 200 -9 Pat SN" 1 .700 me PO is 1 .04 1 .01 

Cow wells dam 10 .98 to 1.111 (0.97 to 1051 
11qIMMf B00 "ill TIO a S t .~,00 mg PO Is 0 .96 0 9C 

on dav 5 fU.Bfi 1. i fell fast to 
1 
001 1 

Mquo4m 15 ma POOR $00 mainly GO tY 1 27 1.26 
day 3 .3 (0.89 to 1 .811 (1 .01 10 1 .561 

NNlwwrt 750 mg iID e 11 1200 rtq PO on ti 0.90 0.85 
days _ it" 9 10.01 to I Oil 10 .78 to 0.931 

RihDUM 700 myGar . 10 SOD me PO On day 6 SC! toqn0u NA 
My 1.IAen?50myty Debw 

on : :40 
SilOnulil 100 mg on an 500 nKyrtq PO 12 1 .18 0.97 

1 8"4 ' .1 0.e6 ro1s7 o.75 io1.12) 
iMOpnyNwie A m00 N on 500 nq F'0 on day 10 1.19 1 .04 

din 1, it, 25 7, then 250 nqPoiy "..t0 1 .70) 10 .86 to 122) 
on davs 9.11 

TheopnyYne 300 me PO BID 500 Red PO an day 8 09 1 .08 
15 days 6. Men 250 ""ay 10.92 to 1 .29) 1019 to i 311 

on days 7"10 
fnuowrc 0.125 mg on 500 into YO on day 12 1 .06, 1 .02, 

0y2 1. then 2W mill" 
on play 2 

binetlipprnV 160 mqMlp 1.200 ma PO on 12 0.85 .117 
wiamnnoue mroiwr PO On 7 (o .n 1o n:run.so co eo io o.9sw.ss 

w 7 1 1118 1 0 I 1 I . 

2ieovWw 500 nqnwy VD a 60D myWy PO ~ 1 12 0.9+ 
?idays t1A 049tu702 0521ot]0 

Aamvmro 500 mg/day PO i t .200 mYiG1 PO ~ 1.31 1 .30 
21 it," a u U~ys 10 43 to 3.971 (n 69 to 2 431 

NA " N01 AvaAilN 

' ~ 90'K. Confidence mierwi eot npMW 

Mean nbDutin concentrations one-half day otter the lost dose of rita0ufin were 60 nq/mL when 
:o" odmini5lere0 with uitllromyCNl7nd 71 nq!ml when Co-administered with placebo 

Table 2. this InbneYenc MnmnxwYlssiIk Nnmswn in 11ri1nnmiele M IM Presents W Co, 
aVmMiWM tlfuPllECA UT10 11t- ONO Inbnqientl 

;o-~0inns~ereA Dose M Co- Don a n Ratio Imthirwiltioul co-administered 
Drug dminrsiereE ONO Mllluumxm l drug N AzitMOmycin Prier cdment 

Panmtltts 190ti GI 
: 
No 

E 
ttt + 1.00 

Mean L Mean AUC 
f1an+rM2 a00 mpaaY a 1 G00 mp PO on 4 132 0.92' 

0" 
7 (1 .1114 to 1 .42) 

Iuconit0w 2 mq smqk 120ottp PO t 0.82 1.07 
does ++ dose 10.66 lo 1,02) 0.9A to 1 .22 ) 

NeYwxr 750rw no . n 1:w mo Po an + 236 2.12 
W" UN 9 11 77 to 3.151 11 80 to 2501 

1111261111111, 700 m9MaY 1 10 500 m0 PO on Ury, 6 51e 100uroie NA 
Wyt 1, Men 250 myWy helm 

in, days 2-t0 

VA - " available 
* .90% Confidence interval not reported 

Non 7nthromycin concentrations one day after the fast dose was 53 nyml when coaGmim 
stereE with 300 mg daily rdaGmm and 39 nymL when cwUminisieteu with placebo. 

Microbiology : /zithfomycm acts 6y binding la the :AS iiDOSOmelI subunit of susceptible 
nitr00rpintSmS and, thus. interfering with microbial protein synthesis, Nucleic acid synthesis 
s not affected. 

>zAhromycin concentrates in phagocytes and fibroblasts as demonstrated by in vitro 
ncu0muon tecnniques. Using such methodology. Me ratio of intracellular to extraelluLair 
:oncenfniion was >30 after one nou( incubation . in wvo studies suggest that concentration Ill 
Maqocytet may contribute to Must distribution to inflamed tissues. 

irimromycin has been shown to be active against most isolates at the following microorganisms. 
)OM in vitro and in clinical infections 35 described in the INDICATIONS AND USAGE section. 

1erobic and facultative fram-OOSltlre microorqaRbms 
Staphylococcus eurtu5 
Srreorocacus agaucrue 
$heDtOCOLCUS on6um00Ne 
Srreotaacus oYOOenes 

VOTE : Avithromycin demonstrates cross" tesisqnce with eryteromyNn"resistont gram "oosnive 
;lllins . Most strains or FnterocOCCUS qecalis and methicilhmresrslint StaDnYlococci are resis~ 
:ast to atitMOmyCtin. 

treble and facultative graffrdeadve microorganisms 

NMm00Ailu5 duCreyi 

tiasmoDndus mNuenrx 

Molarell3 C7fdrrflilis 

Ynssenagonormoeae 

ml[rooryanl~ma 'Olnw 
.IIWRly09 priPUmOlili! 
;AWmy0i7 tracnomatis 
Nycoplasma Oneumomae 

Iicla~l8[Id11415a production Should have 110 effect oil :1 .11h1o111)r1 :Xl 81MWIty. 

The following in vitro data are available . bull Their clinical 21anificancri .ifijitfik",id, 
at least 90% of the following microorganisms exhibit a0 in vitro nwmmum mMOdory Concen-
irdtion IMICI less than or equal to the Susceptible Orp100inis for aIItIIrOmyf.in . Mowevlf. the 
safety and effectiveness at a2mirorrycin in treating clinical infections due to these microorganisms 
have not teen established in adequate and weli-controlled trials 

Aerobic and facultative gram-posifive microorganisms 
StrevIococci iGrouos C. F. GI 
Vlddans group streplocacci 

Anobic and facultative firam-nelliallve microorganisms 
BOt0et61W pERUS.LS 
LepiOneNa pneumoortila 

Anaerobic microorganisms 
Peptitsireprococcus species 
Pnwfella Dine 

'Ow' mkroor0vnhm : 
Urwplasma nreayncum 

SsacqllMllq Tooling Mmikeft 
When available, the results al in vitro :usceOliDBity lost results lot antimicrobial drugs used in 
rr;i0ern hospitals Should be provided t0 the physician a5 periodic reports which describe the 
susceptibility profile of nosocomial and community-acquired pathogens. These reports may 
differ from susceptibility data obtained from ouipatiall use. but could aid Me physician in. 
selecting the most effective antimicnottial. 

DIIWion techniques: 
Quantitative methods are used to determine antimicrobial minimum inhibitory concentrations 
iMICsI. These MiCs provide estimates M the Susceptibility of bacteria to mtimitro0ul com-
pounds. The MiCs should be determined using a standardized procedure . Standardized proee-
Oures are based on a dilution method' I lWOih at agar) a equivalent with standardized inOtu-
lum concentrations and Standardized concentrations of uiqvamycm powder. The MIC values 
should be interpreted according to criteria provided in Table 1, 

Dltlualnn hctinlaun: ' 
Quantitative methods that require measuremem Of zone OilmNars also DrorOe repru0uci04 
estimates at the susceptibility of bacteria to +ntimiuoDW COMPOWMN . One such Standardized 

DraedullT~3 requires the use of standardized MOCIIlWII concentrations. 11X3 procedure traps 

paper disks impregnated with 15~mtp azillwomycin to test the Susceptibility of microorganisms 
to uimromycin . The disk diffusion Interpretive criteria are provided in Table I 

Table 1. wk.pniun Interpretive crn.N. IV Arfxvenpas 
Suueollbulq Tom RawN Wmrvtln Criteria 

Midmum Inhibitory Disk Ol"WHIG 
Concentrations (mcymy lions demeters in mm) 

P.lInoqm 
S 1 tp S I na 

h-oan%ws Sao . ": 4 - "- x 12 -
SryMybaacus aureus : 2 " 3 B s Is . 1417 ; 13 
Simptococcl including 
S pMUmorwaee ; 0.5 1 e 2 :1! 1417 ~ 17 

+ The current absence M data on resistant Strains Drechkes ONlninq airy category other thin 
*susceptible .- If strains yield MIC resutts other thin Susceptible, to" Should be Submitted to a 
reference laboratory for further testing. 
b Susceptibility o1 streptococci including S. prilumoni]e lo imhrortiydn and other marcrolides 
ran be predicted by testing arytironWin. 

No interpretive criteria nave been established la testing Neissrru lionortirepitale.This species is 
not usually tested . 

A report of 'susceotibli' indicates that the pathogen is hit* 10 be inhibited it Me anhinicaullial 
~.ompoun0 reaches Ine concentrations usually achievable. A report of 'imermeNalr' iiWxalrs 
'hat the result should be considered equivocal. and. d the Microorganism is not fully sineeytr 
ale lo alternative, clinically feasible drugs. the test Should be repeated . This category irlififies 
ocissible clinical applicability in body sites where the drug is physiologically concentrated or in 
;itwoons where high dosage of drug can be used. This category also provides a buffer -une 
which prevents small uncontrolled technical hqolS from UUttlp major discrepancies in imer. 
arelation . A report of 'resistant" indicates that the pattuagen is not likely to be inhibited it the 
antimicmDial compound reaches the concentrations usually achievable : other t0mratry, Slipped 
be selected. 
OUAUTYCONiROL: 
StanAarQizeE susceoli0i4N test Procedures repuin, the we Of pulily Control mictOotga0isms 
1o control the technical aspects of the tam procedures . Standard antNramycm powder should 
provide the following range of values noted in TAW 2. Quality control microorganisms aft sw 
dfic strains at organisms with intrinsic Giolopial properties. UC strains Ire very suble strains 
rvhicA will give a standard and repeatable susceptibility pantern . The specific strains used for 
nncroDbIaqiW quality cordial are not clinically signifecan. 

Table 2. Acceptable Qollq COMM 11aeliM M WMnwrelR 
OC Stnln MINIM. IMHYIert Disk offissibe 

AmmnUair (meg/bl) (ton diamelsis Is man) 

M.MIkyUldyl NNNMIVJC 

ara: +9241 1 040 13-21 
i17(MylOCOCCUS .pxMtf 

ATtt 19219 n 51.0 
Snpnybcxcus .wmn 

ATLL 29923 21~26 
StieINOCOCCUS Dninumunae " 

ATCt49619 D D6-0.25 19-25 

INDICATIONS AND USAGE 
42iMromytin is indicated tar the treatment at patients with mild to moderate infections 
:pneumonia: see WARNINGS) caused by Susceptible Strains of the CesqnNed nxtroapnmn%s 
m the specific conditions listed below. As recommended Dosaeei. euntiein et tn pJpy�2py 
a_nnlitaDle oaGent oooulations MY amana these Mfectiais please See DOSAGE APLADM* 
~~TRAiION tor eoerifit aosina reeommenGanons . 

TO reduce the development 01 drug-resistant bacteria arid Maintain 111! effectiveness at 

AZi(MOmyun and other intiDiClen71 drugs. Ajilluomycirl should to used Only to treat or prevent 

infections t1101 are proven of strongly suspected 10 be Caused by Susceptible bacteria. When 

culture and susceptibility information are available . they should be considered in selecting Or 

moCiymp antibacterial therapy, In me absence at such data, local eDiOeevaloqy and susceDU " 

bdity patterns may contribute to the empiric selection at therapy. 

110u1h : 
Acute bacterial eiacerEations of chronic obstructive pulmonary disease MA to HatarrOPIlilus 
inquennt. Monrrlq Cabrrhaks or SneOiococcus Pnumomx. 

Acute bacterial :Inn :Nfa due to NaemoOhdus inN;,arnrae. Morai,sua canrrnahs or 
SUeDlototros Ontumonue. 

Community- acquired pneumonia due lo CANmyCy pneurtronue. HaemoUnnus mllueti7t. 
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NOTE : llailnromrna should min b rod 1n patients with schismatic who an judged k be 

inayyraOnHs 1a shot there" bwnusof of mNmU to Novas Illness in risk letters such at 

any at ohm following: 
pa11Mb with awic 11lrub . 
patients with nmxemiolh scqUn/ IeHcllwu. 
patients r111 know* m aqaW b@nfnmU, 
patients requiring hospitalized". 
elderly of tat11141d plh~b, a 
ptlonh wish d,pI11aM began" senior problems that may confirmation their aWply 
b as in low Illiru (Including knwwwhosNnq u AMalar oWnnl6). 

PnuyeyroNaevliNlh caused by StnDtocacus pyogenes as an alternative to firit-fiffe therapy 

ui nwrvduak who cannot use BaHine therapy. 

U)fE . Penicillin I.Vy the imqmuscular Mute is the usual drug of choice In "in treatment of 

.irrptavccus OYagents infection arid Inc OroDMlaxis of rheumatic fever. Azitnromytin is often 
~ nrrirve m the rraA¢7tion of Susceptible strains o1 SMptaoccus oYO9e^es from Me nuoplur-

ene . Because Some strains are resistant to unnromycin, susceptibility tests should De performed 

when patients are cooled with uithrCmyCin. Data establishing effic7cy Of alithromyCin in suF 
,mquenl prevemmn of rheumatic tever are not available. 

IlaeomplluUs otle wd qia reactions INeeNw due to ShphyMCOCtus affront. Streptococcus 

pyUpenee. or Sweeroca¢us ipibCl+7t. Abscesses usually require surgical drainage. 

UnMrItU Bad Contain due to CliamydN vachomata or Neissrria ponontrorae . 

Genital vicar flung in men due to FlumopnNUS Cucreri Ichancrad) . Due to the small morrow 

of women included in clinical trials, Me efficacy of u0nromycin in the treatment al Ctwncroid in 

women has not been established. 

hMromycin, at the recommended dose. should not be relied upon to treat syphilis . 

Antimicrobai agents used in high doses lot short periods of firm to in* non-ponaoaal um 

thrifts may mask-or delay the symptoms o1 Incubating syphilis . AN patients with sexually-trans-

Milled wemriue a cerviritis should have a urolopk test tar syplidis and appropriate eWbures 

lot porrorrtiu pe`tormea at the film of diagnosis . Appropriate amlmicro0iaf therapy and follow, 

up tests for those diseases should 0e initiated B infection is confirmed. 

Appropriate culture and susceDUaglY teals should be performed before treatment to determine 

the caucRive organism and its susaptibifib to uilhromyan . Therapy with ulthromycin may M 

initiated before results of tMe*%tri are known; once the results become available . anumiCro-

bIa1lMnpy should be adjusted accordli ngly. 

Audit OWN; media caused by MxmophHus Inllvenrae. Alo(axeMa anrrhalls or SnsDrocuttus 

Ontumoniat . (For Wnlk dosage ncommondolion, sa DOSAGE AND 110MIIIIiTM71011.) 

Cemnwlly"aNrlnl pneumonia due to ClIHmyOY OolumoMat. ++aemovnftfus rnnuenrx. 

Mycopysm7 Dneumonila m Stn07aocCUS O~roumenia! in patients appropriate for oral therapy. 

(For specific dosage recommendation . see DOSAGE AND ADMINISTRATION .) 

NOTE: IICNhnmyclo ihmN Full b nod In pediatric paIbn4 with pneumonia w1ho an WhN 

to M InappryAaM hr oral therapy become al moderate to severe Ill"w or risk letters wch 

u any d as Islluuft 
patients with allergic fikelb, 
patients wI" wwuanlNh aplnl Infections. 
patients with knew w WnW1 bcpnmls, 
patients me"" MqftItraMn, M 
palbnp with iIpNlaid uoHmln1 MHM OroON= that may compromise their ability h 

respond b their Mom IIMWdIn1 hmnumM6cbnq o functional tmplenls) . . 

PMrynfi111Naro11111N caused by SfieDfoCOCCUS properties as an alternative to first-time therapy 

in individuals who cannot use lint-fine therapy. (for specific dosage recommendation . see 

DOSAGE 11110 ADMINISTRATION .) 

NOTE : Penicillin by the Imramuseu4r touu is tire usual drug of choice in the tnatmari o1 
57re0taarus,01'o0erres inpctian and the prophytaxls of rneumatk favor. A21Mromycin is often 
effective in the enCication of susnpMde :traine M ShWiocacus GYoporrei front the nuoDrraMx. 

Because some strains are resistant lo aziMromycin, susceptibility tests should be performed 
when pofkms an treated with aziMromycin . Data establishing efficacy of uithromyCin in sub-

sequent proveftm of rheumatic few are not available. 

Appropriate culture and susceOtibiMY tests should be performed before fragment to determine 

the causative organism and its susceptibility lo silMamycm. Therapy with azilhromycin may be 

initiated before rewlts d "Me tests are known; once the results become available, amxnkrobiN 

therapy Should be adjusted accordingli, . 

C01(TRA11101UiIDNf 
A:IMromytin i5 CentrainOicaIM in patients with 4oowp hypersensitivity lo uithromycfn . 

rryNromycfn. or 3m mxrdiCt eMibictk. 

WARNINGS 
~:riious allergic rmttions . Including anGbederru. amDMlui:. and Aermatoioqie reactions 

nx:iuJinp Slevms Johnson Syndrome and toxic epidermal neerolysb how been reported tarsy, 

xi yalkms on u:thronrydn therapy. Although rare. fatalities have been reported. (See CON-

TIIAIMOICATIONS .) Despile milmly successful symptomatic treatment W No allergic symptoms, 
whm svmDiomaiK therapy was diewMinueO, the allergic sYmmoms nanN wee IMralbe 

in some patients rNonel bAAw a:IWonyeln *season. These patients required prolonged 

periods of MrServotMn and symptomatic treatment. The relationship 0/ these episodes to the 

long tissue halblile of uiNramycin and subsequent Prolonged exposure to antigen is unknown 

it present. 

il an allergic reaction occurs. the drug Should De discontinued and appropriate therapy should 

:w Instituted. Physicians siioul0 be aware thin reappearance of the allergic symptoms may occur 

when symptomatic therapy is discontinued. 

In the treatment d IMUmonN, uHAnsncin \p soft boom shown to be raft and effective in 
the 11"at111oH !I NlITYllflr "iCOYI1e/ pneumonia Im t0 CAIlJA//1" /MYM"N"/, 

NismaOhlfp lsomnnt, ityro07+una IMrrwnNs, w Slninrooaut onsumonlas U parMeeb 

appropriate for still therapy. ArMran"cie Should mall 0e mills! It paIUMs with OannoNS Who; 

m In agog b M Inappropriate Ix snl prnPr bosoms of milenN to sewn.illnw or risk 

uaon 80a a =f e1 Me Iel1BrMW patients With Cyclic IIMeat. wn$4ft With neffortsmutp 

acquired Infections . patients wm known w suspected usnrwdl, pstlena requiring ha0h 

IaIintlOn, elderly or debilitated patients, of pMlinih with significant underlying health praE-

lemf M4 ms1 compromise their ability la respond to Their Mean (Inclu01n0 Immuaefdl-

Nency or bMleml aaplonis). 

Pseudo memlnoam co111N was been rowed with nearly all antibacterial agents an! may 

nays in savorMr Item mild Is NfrMisahnMg. TMrelen, N h Important to consider rats 

diagnosis in patients who process with diarrhea subsequent to the MmIMMtleo d antibac-

terial agents . 

fn, ;dment "In ;rliEactedil agents alters Me normal ton of the colon and may permit over 

n. . -m ~a I instrk~a. Studies indicate that a toxin produced by Clostridium diHink is a Primary 
nt -antroro:r~assaWeO colNS.' 

1,11n arc J4Via:s of DseuOomemEnnous cdiis has been established, therapeutic measures 

.wmir. ne uuuateC . Mild cases at OSeudomemDranrous colnis usually respond to, Ciscontinuauort . 

.n IM. ~Inql MO.* III nexltidle In aevNe 1 :7sa. cune+AMaUOn hawC W " 1nion to nulAlIMinMI 

h 11:11115 inrl 1 :M~aiuIYlrs . Inolnm ,uov~n~,~m ;wion . rd uerm~m w~m m antibacterial auu 
lly .ntr.uvr. :pain5l Ckisln0iwn dAYCik calilit 

PRECAUTIONS . 
General: Because 7trtMOmytin i5 principally eliminated M IM fm. aW'a1 f0a/A 06 OM1Ciw 
when uehromycm is administered to pitienls with NIqYfN MNOC h111m011. Due b IM *M" 
ed data in subjects with GFR <10 mUmin, caution fhouk 0e iWOW *ban Onstti0in0 
alitMomycin in these patients . (see CLINICAL P1iAlINACOl00V - Seem Few Rowel 
IewIMtHnq./ 

Prolonged ca+0iac repoiarinlioa and OT interval, impuEnq A Mk d Ohwbpinp exdiaC brliyUt 
mW :na tnrsaaes at pointers. nave exn seen m tr.3!^rK with a1Mr nrerMiOn. A siffifflor affect 
with aathrortircin cannot De completely ruled out In ptfttf X wpMilb risk Nor prolonged Car-
diac reDOWriration. 

labormallon for Patients : 
Azithromycin tablets can be taken with or without food. 
Patients Should also be Cautioned not lo take Numinam- MW ff4ori4ount-cor4ainWV antacids 
and udnromycin simultaneously. 

The patient should be directed to discontinue uilhromytin rnme0id* and CaWael a pliysithn ; 
it any signs at an allergic reaction occur. 1 
Patient's Should be counseled Mat antibacterial drugs kxAd" ArNwomycin should only be 1 
used to treat bacterial infections . They do not Most vital O#.ceom ~~o.. IM common cold) . ] 
When 3iiMromytin is prescribed t0 treat a WUHhI inNO0n. PIVAN should be told Mail 
althouqh H is common to feel belief early in 1M course at IMnqr. 1M mediation should be i 

:j taken exactly as directed, Skipping doses of not Comp" go too aoum d therapy my (1) 
decrease the effectiveness of the immediate treatment W (t) Yimw 1hs WNihood MW Eac ; 
relief will develop resistance and will not Do ueau0b by UOronyeYi a ~ antibacterial 
drugs in the future. 

Drug Interactions 
Caaaminivation at rnitinarrt at steady-state with a single oral dean d aMMOmyein resulted in i 
increased uitnromyein serum concentrations. Although a Oow aOWfUMnt 01 ul0irunYCin is °111 
not recommended when administered In combination w1A MYa*. class mOniorhq tar ! 
known side effects of a:ithmmyeln, such as IHm enryms abnormalities aft hot" firoafirmoK 

is warranted . (See ADVERSE REACTIONS .) 

A:ithromycin did not affect the proMrembia tim$ toipOm~ 10 a fllyh deep d w'+AMIh. 
hiwever, prudent medical Practice dictates careful monMpYq Of proYIromOw dmoin 70 Ommr1t 

treated with aianramycin and warurin roncomkaMy . Comment use e1 m+erWida and 

wartarin in clinical practice ties been associated with increased anocoaouwg of 

Drug interaction studies were performed with uiMromyCM aM othe drugs likely t0 M oh 
Co-a0ministercd . (See CLINICAL PHARMACOLOGY-01upOn/ IIIpnsINw.) Who used n _ . 

therapeutic doses' uithromyein had i modest ~ On w pIIYmmmkOdKf d itonuplYl. 

carCama:epine. ceGniine . OiUanosine. atavimQ. 1luoonmtft. YiOia" . . Winningm" riIaDUU4'". 

siWenatil, tneophylline (intravenous and oral), triimlrn. triwalhoWirr4sudanwftwzok a 
. . 

iidavudina Co-administration with davinn4 M IWanato4 had i modest MNet on the 

pharmacoltinetks o1 uithromyan. No dosage 4IptmuN Of OM drug Is roobouninded when 
' ailtnromytln is cwdminotereU with my of IN above agaft 

interactions with Ma drugs listed below have not been on In cowta 
a7ithromycin: fawmr, no specific drug Interaction studies how bass performed to rr+lw'in 
potential drug-drug interaction . Nonetheless. they towns base observed With macroYOe products . 
Until further am are developed regarding drug banKmorK wwn annronryan and mw drugs ~~ 
are used concomitantly. careful monitoring of padeft is ad~. 

Dqoxu+-elevated dpoun Concentrations. 
~ Erpolamine w dihyarar9otaminc-acule ergo Imklly CMracwrteA by sewn peripheral i 

vi505Da5m and Oy5lSIhlSIi. 

Terlena0lne, Cycbsporine. hexoDaAiUI and pro VMN concentrations '. 

laYonlon Ted Interactions: Then an no reported qDOraloty 10 imtnehamt_ 

CtttGoffirnnif, Molapsnuq, Imyalrnwnl M FMINI/: lonpdMn seeing In iMmO have not - f 

teen pertormen to evaluate a¢maqenk potential. Adpra+MrJn his shown ^o muupune : ' 

Potential in standard laboratory tests: mauN IympOOmm assay. human ympMOwti "Iconic ' ! 
assay, and arouse bone marrow clastopenie assay. (k evidence d hnOmb knkf' due to i 
uncromycin was found. : 
Pregnancy. 7eratoqsnk Effects . Pregnancy Gtaqory !: IkDroduchwl Studies tuve be" per- 
formed in rats ard mice at doses u0 to mod$MYy -Normally logic does twtta^lraNOnt (IA.. . ~ j 
200 mykC.1aayl . Them Cases, based an a mymz GW. we a6mah0 lo M 1 and 2 limits. 
respectively, the human daily dose Of SOD m0. In ft animal Studies, e0 NIOenee 01 harm b the 
fetus due to azrthromycin was found- There we . however. no adpuaM and well-controlled stud' 

ies in pregnant women. Because animal rcqa0udldi fWAW are no1 Ways Dn0ielHe of human ' 

response, azenromycin should be used during pipraM a* Y e1nM reodW_ i 

z Nonlnq Marous: n is not known whether uiMromyWfl k aaCnDd In human mih. Beauae 
many drugs are excreted in human milk . caution Should De aereisrd When a6thromincin is 
administered to a nursing woman. ', 

Geriatric Use: Pnarmacotinetic parameters in along volunmn t8Sl5 years o101 were simNu + 
to those m younger volunteers 1'8-40 years old) for ft ̀ rdry MerpNutw too~. Dosage 
adjustment does not appear to an necessary la OIEer Wlienb wiM normal retail and hapalK 
function receiving treatment with Men dosage nplmen . (San CU111GL PNMMACOL08'l~) ' 

' In multipk-dose clinical trials of oral uiMmmycin, 4'.S M Oilienb were at IMI 65 yews of &P 
(a581a9a9) and 3% of patients il 4414949) were at IeaY 7S years d age . No overall diRerenea , 

m sat" or effectiveness were observed EatWwn Mm Subjects and younger subjects . and 

Differ reported clinical experience has nM i0mtiliW dllktintes M response between the sit" ' 

and younger Patients . but grqln smsitiviy of some older 6kHdw15 nnnal M ruled old. 

Anrtnmmycm Z50 mg taDiets comain 0 45 S mg of sodium per taOM . Arilhromy[In 500 Mg Ia01�s 

contain 0.90 ing Of Sodium per tablet. 

ADVERSE REACTIONS 
in ciinical trials. most of the reported side effects were Mild W moUeraM n sevenly and %wrc 

reversible upon oiscommuanon of the drug. Potenftlly serious si0e ~s of mqbMema and 
[GOiestatic laundice were reDOneo rarely. ApprOxfmiNly 0.7'S M IM patients (&due5 and Nd-

atr.c patients) from me 5-day :nulUDle-aou cflniW trials UktorRlnueO uiNromycin therapy 

because at heatment-retate0 side effects. In adults aMn 500 mg" lot 3 do". IM dfseeMM- . 

ua:ton rate Pule to treatment-reia,ea side alleging was 0.8% . In clinical trials in pediatric patients 
qiven 30 mgncq, either as a sinpk case a am 3 dam discontinuance ham 1M trials due to 

treaimem-reutea side them was approximately 1% . (See DOSAGE AND ADMINISTRATION.) 

Mast of the side effects leading to ancominuatbn were «IatW to Me 9utramestiml tnct. e.g. . 

nausta . womitinp, Mottles, a a0aommL pWl (See CLINICAL STUDIES IN PEDIATRIC 

PATIENTS .) 

Clinical : 
Adults : 
Muttiooe-aose regimens: OverA. the most common treatment-rNned sale effects in adult 
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patients receiving a muKqk~OOSe repimcns W unnromycin were related to me gasIromcestMai 

system with OurrMLbose stools (1-5%), nausea (3%) and 
abdominal Dan (2-3'b) being the 

most frequently reported. 

No other treotmem~RUled Safe dlkls acurAO m Patients on the 
multiple-dose regimens or 

aatnromYae with ti ireQwacy OIe+W tti^ 11'~~ 5Idle effects tnat occurred with a 
treauency of 

I.% or less included the lobowft: 

C1rIEbvFFKYIN: Palpitations. dlKt 01111 " ' 

WstrolMeplnal: Uyspep8141hh1ente. vomiting- I'llefoll And 
choiestaflc jaundice . 

GoMtouriewy: Monft, wqiNMs. and neYhrEs- 
Nurea Epbns Dizziness . IKaAKM . vertigo. and somnolence . 

GoMnt FHpue . 
Allergic: Flash . PlatusensrtMtY. md maiaae=. 

Sit,* 1-qram dam repdiwn:Ovpr&1I" Me Most common sine effects in prGeM: receivipp a sin-

qk~0ose 
too~ d t grim o1 ulMrortNen were rerateA M Me gastrointestinal system 

and were 

none IreOwnUy reported plain in VWma iKemp HE mulliD4-dOse 
regimen. 

clue effects MISS occurred n D+dmiS an the single fine-grain dosing 
regimen of azttnromycin wish 

a !neouenn a ix « Oolanr ndidW diintwAOOSe stools (7':) . nausea 15x1. abdominal pan 

r5%1. vomiting (?x). Msooosie It%1 . and woniot 11%1. 
,'vnqk 2-gram dose repirnen: Ovaill, he Most common side enacts in patients receiving a sin-

gle 2-pram Starts of umMomyan were totaled to the gastrointestinal 
system. Side effects that 

occurred in patients in this StuOy with o aecuancy a 1% or greater included nausea 
(18%). 

:1wmeNlaost floft (t4%) . voml6iq 17%1. atoomwW Win f1%1. vapindis (2%). dyspepsia 

~ i' :) am Oimwats 11%1. The mattorhY of thersto complaints were mild in nature . 

CMNnsalar. Chest pain. 
Cu1rolMnNnC Dyspepsia. aonstiWOOn, xaraia. Intends. flatulence. gastritis. jaundice . loose 

stoolt and oral Nmra". 

ihmmwlpk sad LpyhNie: anemia and kdwMnia . 
Iqrvers SpUnr. Headache loft media dosage), litNOafrinesia, dizziness . aqnauon . ner-

vousness and insom*. 
Gmnt Fever. face ads" . fatigue . lunqal infection . malaise and On . 

ubnir. Rash aa owryic reaction . 

Ross-- 
lyY: Cough ~W~~ O~MiDila " a°°nl effusion and rhinRis. 

gyM i~ ~.nlNN: Eum* qnyl dermotilit. pruritus, sweating . uniraria and vesicWOO-

uNOUS no. 
gy1tlN inixc ConjuaKtivkis . 

Potl-MaANIM ExCMsaq 
Adverse event, reported with uftMomytm during the post-maketinq period 

in adult and/or 

pediatric pattern far which a causal rlptbnship may not be 
established include: 

IUlxnlc 11Rhnqia. edems. wUaiq and mOroedema. 
qNiovrsnlr. I1nMmmiK YnFcud1F0 vandritular ntnycardial and IryDOtension. There have 

omi Fan reports of OT prolonpNre m0 torsaEss a Do'nla. 

6aatrolnbbMSl: Anoraxs . corotipilion . dyspepsia. flatulence 
and 

vomiting/diarrhea rarely 

resulting in AehYdralleft" PuUdofflOmDNn0u5 ColAis, pancreatrtls, oral tannldiasie and ran 

reWns of tongue diuobntion . 
GeseAI : AEUMnp. pinKtMth.l3bOW, (NliiSt and fur3Dhy121c15 (rarely 1auq . 

6eoqanWuY: Infirstilid neWirdis and uuh ierul failure and 
vapinitis. 

Nereutq"IoMs: ThromboLyloDenis_ 

lherAlWn' ADnwmil Inert function incWdm9 
hepatitis and cnoiesUtK jaundice . as -all a 

rare cases at hepatic necrosis and IteWik failure. some at which have resulted in death. 

Mention System: Convulsions . di'mnesNwrtipo, headache . somnolence. MyvenctivitY . ner-

tWUinlSS. agitation and syncope . 

Psychiatric : Aggressive reaction and anxkry. 
SRINA/pMdeg�: PNrilha " Far* serious skin reactions including 

er/Ihema mulidorme . 

Stevens Johnson Syndrome 3n0 toxic spiOermal irccraMb . 

Special l&ma:Hexhq OisNrbinus Including hearing loss . deafness and/or tinneus and rare 

reports at tasu perversion. 

Wonlon AbnsmulMlw: ! 

Clinically significant abnormalities IK+esDeCive at drug relationship) 
occurring during file clin-

ical trials visit isponeC as 1Wbws:'Mtli a^ incidence of greater Man t%: decreueU nemopb" 

Ein, nematxM. ymDIwc1M5 arid blood glucose elevated serum 
creatina phosOhokmase. 

Potassium . ALT. GGT. and AST, RUN, autinine . blood qlucose. Oufekt count . lymphocytes. 

neutroDMls and eosiooDhNs: with an Incidence of less than 1%: kuwopenia, neutropenu, 

ORC211SlO sodium . potassium. DWekl count . elevated monacyle' . DasoDhik. Incorporate . 

serurr aHOlme ptws01Nb6s. bIRNbi "̂ LDH and phosphate . TM Maloney of Subjects With ski-

voted serum treatiliine also nod aDnoirtWl vaWn at baseline. 

When 
tOlbw-Up 

was provided. change$ in laboratory jests appeared to be reversible . 

In muropk-dose chnini trials irnolvNq more brain 5A00 patients, lour 
patients discontinued tner 

uir because of IrHlmem-reUk0lNer enzyme abnormalities and one 
because at a renal tunc-

t~or. abnormality. 

DOSAGf 11110 110YIIIILSiMTbM 
(See /IDIfa110118 AND UM. WfONAAA71011 FOl1 'IT'S' n! CL1MiCAl PHARMACOLOGY.) 

No Eo9pr aalustment is recommended DaseU on age or gender (see CLINICAL 
PHARMACOL-

OGY, Special POPUIltioRs.1 

HOW SUPPLIED: ntitnromydn monchyarner Equivalent to 250 mg a 500 m0 of 
uithramycin. 

:so mg - oval Shaped . White film Cooled, unscorce tablets in bottles at 30 . 100. and 1000 . 

Unit Dose P3cKape of S0. 
Box of 16 - 9 cards. 6 boba per card. 
DeDOSSeC : PLNA on one side and 787 on the other side . 

500 m0 - Capsule Shaped . kill blue hkn Coated. un seated tabkts in Dotdes of 30. 10O. and 1000. 

Unit Dose Package at 50. 
Bow at 9 - 3 Cards. 3 tablets per card. 
DeoosseG: PLIVA on one side and 788 0n it* other side. 

Store at 20 m 25'C (6! to 77'F) IS, USP Conadk0 Room Temperawrcl . 
Dispense in a aqm container (Sao JSPI a Origin* MisUr package . 

CLINICAL STUDIES (See INDICATIONS AND USAGE) 

AOdI Patients 
Acute Socialist Exacerbation d CMak Ob5wcflw PWwoaay Dboaa 

in a randomized. aaude-oiine commqed clinical trial of acute exacerbation 
at chronic bronchi-

tis IAECB) . aatnrortrycin (500 m0 once daily IV S days) was 
compared with curimromycin 

15pp mg twice daily la 10 days). TLNe primary endpoint at thus trial was the clinical cure rate at 

Day 21 " 24. For me JM patients Analyzed in the mcdified intent to treat analysis At 
the Day 21 " 

24 visit. the clinical cure rate for 3 days of aillAromyem was 8516 (12u147) Compared 
to 82% 

(129/157) lot 10 days of clarithromycin. 

The IoUOwmp outcomes were the clinical cure rates i1 the My 21-24 visit for the 
Wcterqlop'r 

caiy ewwaok 
Patients by p"I'Mode" : ' Mtluessin IUMrM.ytY CIwfIMemKIn 

p Octal It1 Dole) 

S. nrieumorwe ?9/321911%1 Y1R717!'hl 

M. uMUn4x 1'/14186%) Ions 158%) 

M. wunnuYS 1 t/12 (9t%1 171151~1 

In the salary analysis of this study, the theide^ca of 
trwtme"leted adverss Shoals, Dr"i' 

ly paslrointaSGnal, were comparable between treotmanR arms. (25% with ulthromyein and t9'L 

with clanthramycin) . The most common SO effects were dilarf!". nausea and alliforninal Pam 

with comparable incidence rates let each symotom of 5-9% betwW the two treatment 
arms. 

(See ADVERSE REACTIONS.) 

Aeft sectorial SlassHk 

: 
a randomized . double-blind . double-dumnly coniroibd clinical trial of acute Stwerrou wW-

It's. arithromycin (500 mg once daily tog 3 AaVSI was coaW+reE with amoiiciYNeywYaiws 

(SOOl125 Fall GA for 10 days). Clinical reaponse msaessmmh wen fluids at Day 10 an0 Day 

28. The primary endpoint of this hid was potMctt4* detailed n ft 
Clinical cure rate at Day 

28. For the 594 patients analyzed in the moOMbE iMinl to from WWsk N IM Day 
tU visil.lM 

clinical cure rate la 3 days of siithfomytin was 8!X (268M) compared to 85% 
(21l1291) 

10t 10 days Of am0lFiciIfiNCI7vuNn:b. Fiat She °.,E6 Nt*M naly'_od M the moddled micro to 

treat analysis at the Day 28 nsill. the dmiW cun taa left J days al 
unMOmycui was 71 .5% 

(2131298) compared to 71 .5% 120628E1 " with + 97 .5% earodsna Interval of 
~BA to E.3 . lot 

10 days of omoxic+llinuWvuumiu. 

in the safety analysis al this study. the ovafill IIIddelli d 
ltatmenl-teqle0 adverse events . 

primarily gastrointestinal. was lower in Me uithromydn hatmMt 
MM (31Y.) than m The 

imoxkillin/tUvulanate arm 151'.4) . The MOSS-cow~ 5i01 oft= wait CVuthea (I 
i % in the 

a:imromycin arm vs. 32'k in the amoa¢i1liNClrvu4nne arm). and ^aus" 11% M like 

uiMromycm arm vs . 12% in the amndciNkudavu4nab arm) . (See ADVERSE REACTIONS). 

In an open label . nolKOmparatrve stuOV requiring WsWne It7nSanMaI sinus 
punctures the IW-

luwinp outcomes were the clinical success lofts r the D" i and Day 
2E visits tot the mo0l-

tiM intent lo treat patients Administered 500 mQ d aZitMOmYein Once 
AaiN la 3 Eal'="'th the 

lollowinQ Oatnoqens : 
1lxlllringyelO 

Pathos" 11011111 na1 per I" for 3 OaA) 
Op T 01'p 

S .pneumonuu =3261U%1 21RSIb1%1 
.. 26132 07%) :en2 (7sk) 

M. tabrrhalia 114.115 W31"1 17/15I87%1 

',ha overall incidence d liaurcnt-related aOveiso events in die "~~ was 

2j% in modified intent to treat patients treated wall uttMOmycin At 500 m0 Once daily Nor 3 

days with Me most common side effects being diarrhea 19%1. aboomi^al pain (4X) and nausea 

I3%1~ lSee ADVERSE REACTIONS). 

ANIMAL TOXICOLOGY 
FtlosDhalIDiaosiS (intruellulu Dhaspholipid accumulation) has been 

observed in some fisswi 

of mice . rats . and cloqs given murople doaea of axRhiemyaa � has been 
demonstwNd m 

numerous organ systems (s.p. . eye. Oasta1 raot 0aniffill " livilar. 9oNbl+ddSr_ tOmy. spins. +n0 

pancreas) in cogs treated with 72R11f0111yCin 71 dollars ~. dapK4l0 M the Slow 0~ "IQW. 

are rDDrnumatey equal to 1M rccummenAM adult humtn dose. and in nN treated al doses 

approrimalei nnrsistli of the recommended IduM human Cos~~ This tRM'MS 
been shown 

to be rlvelsdMe after [e5E711on 01 i.M11rOmniCYn trh11Mm " phO+Dh01ipi00si5 has Dean observed 

to a Similar ereM in file tissues of neauul rats and dogs 
given daft doses a uithr°"NCM 

ranging from 10 davs l0 30 "- Based on The "mxokinetiC 
data . OhusDhollipiEOSn hs 

been seen in the rat 130 mykp dose) u observed C�, wuie of 1 .3 mcplmL Iw 
times greater 

than the observed C��, at 0.216 mcyml H draft pediatric 
dose at 10 mqlkpl. 51miWM. A Me 

been shown in The dog I10 mpAO Oosel a1 oDServed C�� 
value of I S mcyml [saw" film 

greater than the observed same C.�, and drug don i^ offor studied 0°4°NM polauvineri 
On & 

cnplm,' basis . 90 mg/kg dose m the neunN+l rat (135 mpMSIt) and 10 mWA9 
dose m Our Mean. 

lot dog 119 mym-I are Approximately 0.5 ilist 0.3 tim
. respectively. the recommended dose 

in the pediatric patients with an avaxK body Freight a 25 w9~ 
Phospholipedosis sima4r to that 

" :Cen m the adult animals, n roversibk after ces:alion of a:~I
:romycn uealmem. The sqnilF 

c.nu of these findings lot Animals and la humans is unknown
. 
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Rental Insunrcrzncy . . 
No OcWge adjustment a retommen0ed lot 

subjects with renal impairment IGFR 5 TBO 

:rUmir.). The mean AULo-1pO vials .imilar m ruDiects 
with GFR 10-BO mUr.un compared to 

:uDlecls vitn normal renal function. whereas it increased 35% in subjects tvdh GFR 00 

mVmm compared to subjects with nomal renal junction. Caution should he e+ertised when 

aithromycia ii jOmniStaM to subjects with Severn renal 
imDairment. (see CLINICAL PHAR-

MACOLOGY. Special Population, Aasof Insufficiency.) 

Hep71k Insufficiency 
The pfwrmxowinehes al a:itOromytm in suDiats with hepatic imDaament 

nave not been 

established. No dose 7CIUSlment recommendations can 0! made in patients 
wffli unpaired 

hepatic fwxtwn isee CLINICAL PHARMACOLOGY . Special Populations, Hepatic InsutllcioatY.1 

RzMromycin tablets can be taken wiro or "rtnout load- 


