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maintain the effectiveness of CEFOTAN® and other
drugs, CEFOTAN® should be used only to treat or prevent
infections thal are proven or strongly suspected to be caused
by bacteria,
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DRUGS. IF THIS PRODUCT IS TO BE GIVEN TO PENICILLIN-
SENSITIVE PATIENTS, CAUTION SHOULD BE EXERCISED
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Treatment

CEFOTAN® {cefotatan for Injection, USP) is mdicated for the
therapeutic traatment of the following infactions when caused
by strains of the

BECAUSE CROSS-HYPERSENSITMITY AMONG BETA-
OTICS HAS BEEN CLEARLY DOCUMENTED
AND MAY OCCUR IN UP TO 10% OF PATIENTS WITH
A HISTORY OF PENICILLIN ALLERGY. IF AN ALLERGIC
REACTION TO CEFOTAN® OCCURS, DISCONTINUE THE
DRUG. SERIOUS ACUTE HYPERSENSITIVITY REACTIONS
MAY REQUIRE TREATMENT WITH EPINEPHRINE AND
OTHER EMERGENCY MEASURES, INCLUDING OXYGEMN,

Urinary Tract Infections caused by £ cofi Klebsiaifa spp
{including K. pmnmmfas} Proteus mirabifiz and Proleus spp
which may include ugamarnamwcaMPmeausm’gms,
Providencia rettgeri, and Morganella morgani).

Lowsr Respiratory Tractinfections cavsad by Stroptocooeus

usually N I
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foasdble drugs, the test should be repeated, This
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ampicillin-
!mdudmg K. preumomiag). E. coll Proleus miabiis. and
Serratia marcoscons. *

OUS FLUIDS, OUS ANTIHISTAMINES,
CORTICOSTERQIDS, PRESSOR AMINES, AND AIRWAY
MAMAGEMENT, AS CLINICALLY INDICATED.

AN IMMUNE MEDIATED HEMOLYTIC ANEMIA HAS BEEN
OBSERVED IN PATIENTS RECEIVING CEPHALOSPORIN
CLASS ANTIBIOTICS. SEVERE CASES OF HEMOLYTIC
ANEMIA, INCLUDING FATALITIES, HAVE BEEN REPORTED
I ASSOCIATION WITH THE ADMINISTRATION OF
CEFOTETAN. SUCH REPORTS ARE UNCOMMON. THERE
APPEARS TO BE AN INCREASED RISK OF DEVELOPING
HEMOLYTIC ANEMIA ON CEFOTETAN RELATIVE TO
OTHER CEPHALOSPORINS OF AT LEAST 3 FOLD. IF A

Skin and Skin Infy due 1o PATIENT DEVELOPS ANEMIA ANYTIME WITHIN 2 TO 3
mNoC, N\ OCHs cofotetan with a high m‘ of stabily In ‘h: prosance of belta- e 7s e which prevents small uncontroded technical factors  8UMBUS i and WEEKS SUBSEQUENT TO THE ADMINISTRATION OF
CHCONH of inchiding wnd.cap from causing major discrepancies in interpretation. A report  Slrains), CEFOTETAN, THE DIAGNOSIS OF A CEPHALOSPORIN
— / | Qran-negutive baciers, of 'Resistant’ indicates that the pathogen is not likely 1o be species. ). ASSOCIATED ANEMIA SHOULD BE COMSIDERED AND THE
o 2 IS Cefatetan has been shown to be active against most strains of  juanied if the antimicrobial compound in the blood reaches i col, ia, P niger, DRUG STOPPED UNTIL THE ETIOLOGY 1S DETERMINED
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Haemaphilus influe rrrz,alsdt_n s ing ampicilin-resistant strains} aspects of the laboratory . Standard cefotetan E coli,  OF HEMOLYTIC ANEMIA INCLUDING A MEASUREMENT OF
CEFOTAN® (cafoletan for Injection, USP) is supplied in vials L powder should provide the following MIC values: Proteus 'ﬂﬂm'\s Meisseria gonarhosas, Bacteroides HEMATOLOGICAL PARAMETERS WHERE APPROPRIATE,
a0 3.5 mEq) of sodium of cefols Morganella morganii - (excluding B. oistasonis, B. owafus, B Mmammm]
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Injection, USP) are intended for i Proteus "'!'9;‘“ £ aursus ATCC 29213 41016 Cefolstan, like other cephalosporing, has no acimly agamt cefotetan, and may range in severity from mild diarrhea 1o fatal
Bo‘mlnlmhw The suluwn varies from Doindess o yellow v ige Chiamydia frachornalis. Therefore, when cephalosporing are  colitis. Treatment with antibacteriad agents allers the normal
The pH o freshiy o Serratia marcescens Diffusion Techniques used in the treatment of pelvic inflammatory disease, and C.  flora of the colon leading to avergrowth of C, difficile,
solutions i usually batween 4.5 to 6.5, mz;:mnmmlyum—hwo:n;;mmmmﬁmm mw£MS that require o(mznom L one of the o €, difficiie pfm-,_.m toxins A and B which contribute to the
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CLINICAL PHARMACOLOGY pRCG S ke, Reports from the laboratory providing results of tha standand.  species”. occur over two months after the administration of anbbacterial
High plasma levels of cefotatan are atiained after i Staphylococcus epidarmidis single-disk ausﬂoﬂiﬁb' beslwih a 30 meg cofotetan shauld be agents.
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o Streplococcus pneumonise Zone D'mu:mm; Inderpratation i . b MM”“? orm mnmwmuﬁuae
=16 Suscepile () © Efficacy "““9"" This. oryan syl v shudiad In ﬁpp:opﬂam flid and electrolyle management, prote
P ccncemmnons feantaati “1“" NAPRMODOSE | Note. “‘"""‘;‘""”"' "“’o'p"s’:“m" are cesistant o |- In fewed iy ton Infeclions supplementation. anmcirssnmu of C. difficile, msurg]r.:
"~ Tiema After Injecti et ”“W"W“ ~ " evaluation should be Instit inically indicated
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72 & a Interpeetation should be as staled above for resulls using detorming their susceptibilties to cefotetan. Therapy may be  CEFOTAN® may be associated with a fall in prothrombin aunmy —
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Paptococcus miger

Papostreplococcus specias

NOTE: Many strains of B. dislasonis, 8. ovalus and 8.
are resislant to cefotetan in vilro, However, the

The plasma alimination half-#e of cefotatan is 3 to 4.8 hours
after sither or
Repeated administration of CEFOTAN® doas not result in
accumulation of the dlug in normal subjects. Cefotetan is 88%
plasma protein bound.

'] hewever,
small amounis {less than 75 of celoletan in plasma and uring
may be converted to s tautomer, which has

herapeutic utility of cefotetan against these organisms cannot

As with standardized diution techniques, diffusion methods
require the use of laboratory control microorganisms that
are used to control the technical aspects of the

procadures. For the diffusion technigue, the 30 mog cefolatan
disk shoubd provide the following zone diameters in these
laboratory test quality control strains.

Zore Diameter {mm)

nutritional SNU. the eiderdy. and patisnts with cancer.
time should be monitored and exogenous vilamin

In cases of itive or gram-
negative sepsis or in pnuams with alher senms infections.
in which the causative organism has not been identified,

K administered as indicated,

It 18 possible to use CEFOTAN® with an
Cedotetan with

have been shown to be synergistic in vilro against many

and also some other gram-negative

28w 3
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[Microargarism
E coll ATCC 25022
A

Anaerobic Techniques
For anaerobic bacieria, the susceptibility to cafotetan as MICs

bacteria. The dosage recommended in the labeling of both
antibiotics may be given and depends on the severity of the
infection and the patient’s condition.

serum crealining  have

besmelypraoimmmbassolhww

“nhlhmngmvmudammwailabiehlllhmrm
is unknown. Cefotatan has been shown 1o be active.
in vitro against most strains of the following organisms:

activity similar to the parent drug.

Gram-Negative Aercbes
! spacies (i ing C. diversus and C. froundif)
Kilabsiolla axytocs

In normal patients, from 51% to B81% of an dose
of CEFOTAN® is excrated unchanged by the kidneys over a
24 hour pariad, »mcn results in high and prolonged urinary
ollowing doses of 1 gram and 2
grams, urinary mnhaﬂons are highest during the first hous
and reach concenirations of approximately 1700 and 3500
megiml, respectively,
In volunteers with reduced renal function, the
of cefotatan is prolonged. The maan tarminal hle—Ilfe increases

W :pemcﬁhnasaummng strains)
Saimonoli spocies

wilh deckning renal function, from
voluntears with normal renal function to about 10 hours in those

clearance. When mnel function is impaired, a reduced
schedule based realinine clearance must b used [m
DOSAGE AND mnmsrmmom

85 years) with normal renal function and six haalﬂ!y voluniears

uln ba dem-mmed by smad test muﬂaods3 Tha MIC
d should

Increases i
whsn CEFDTAN’ was given alona. If CEFOTAN® and an
e used

Inteqpretation is identical to that stated above for resulls using
didution techniques.

As with other suscepbitdity techniques, the use of laboratory

y. renal funclicn should
be carefully nmorad bucause nephroloxiclly may be
potontiated

Prophylaxis
The ampemun adm:niaraﬁan of CEFOTAN® may reduce
the i in patients
undergoing suw prooedum thal are classified 2 cian clean

leg.,
amnmal of vaqmal hysterectomy, mnww
surgery, biliary tract surgery, and gasumwlnaisum]
M there are signs and symploms of | pecimens for

Sorta spoces tro e e T o o et the ool cullure should be oblained for identification of the cousative
o o sonol mlcroomer] e o 5 organism so thal appropriate therapeulic measures. may be
Yorsinia enfarocoltica cafotatan powder should provide the folowing MIC values: Iniiated.
haifife  Anaerobes Microorganism MIC (megiml ) NS
[Homety Bactoroides fragils ATCC 25285 41016 CEFO‘I’AN" s contraindicated in pm with & known aflargy
4 Tours. in : Bacleroides Motaalsomicron ATCC 29741 FFRE] tath : and in those I
Prevoletia oralis (formerly Bactenoides aralis| who have a hemal
fommerty d Eubactorium eetum ATCC 43055 261 anemia.
[ ium difficile (see
' INDICATIONS AND USAGE WARNINGS
Veilonelia species. To reduce the of drug-resistant bauerlu and BEFORE THERAPY WITH CEFOTAN® IS INSTITUTED,
intain th f CEFOTAN® and othel CAREFUL INQUIRY SHOULD BE MADE TO DETERMINE
than Tests drugs, CEFOTAN® should be used only o lrsal or prevent WHETHER THE PATIENT HAE HAD PREVIOUS
Dilution Techniques infections that are proven or strongly suspectad to be caused ~ HYPERSENSITIVITY  REACTIONS TO  CEFOTETAN
Quanti by bacteria. When culture and susceptibéty  DISODIUM, CEPHALOSPORINS, PENICILLING, OR OTHER

(aged 25 to 28 yoars), mean (¢ 1 sd) Total Body Clearance (1.8

Gene

w,mng CEFOTAN® in the absence of proven or strongly
suspected bacterial infection o a prophylactic indication is
uniikely 1o provide benefit 1o the patient and increases the risk
of the development of drug-resistant bacteria.

As with other beoad-spectrum anlitéctics. prolonged use
of CEFOTAN® may resull in overgrowth of nons
organisms. Cam(ul obsarvation of the patient is essential. If

-during therapy.

should be taken.
CEFOTAN® should be used with caution in individuals with &
history of gastrointestinal disease, particularly colitis.

Informatien for Patients

Diarrhea s & common problem caused by antsbiotica which
usually ends when the antibiotic Is discontinued. Sometimes
after starting treatment with antibictics, patients can develop
watery and bloody stools {with ar without stomach cramps and
faver) even &s late as two o more months after having taken
the last dose of the antibiotic. If this. uocurs. palients should
contact their physician as soon 8s possible.

Patiants should be counseled that antibactarial drugs. inchuding
CEFOTAN®, should only be used to treat bacterial infections.

Thay do not treat viral infections (e.g.. the common cold). When
CEFOTAN is prescribed to treat a bacterial infection, pabems
should ba 1oid that although it is common to feel better

the course of therapy, the medication should be taken anadb'
a5 directed. Skipping doaes or not completing ths full course
of therapy may (1) o of the

treatment and (2) mume lhe likelihood that bacteria will
dovelop resistance and will not be treatable by CEFOTAN®
{catotatan for Injection, USP) or other antibacterial drugs in the
Tuture,

As with some other cephalosporing, & msulﬁmm-hlce mm:ﬂon
characterized hyﬂuslmg sweating,

may occur whan alcohol (bearwmaelc]lnl\gesmmmln
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72 hours afier CEFOTAN® (cefotetan for Injection, USP)
administration.  Patients should be cautioned about ﬂm
ingestion of alcoholic rages following the

300), alkatine phosphatase (1 in 700), and LDH {1 in 700).

CEFOTAN®,

Drug Interactions.

Increases in serum creatinine have occurred when CEFOTAN®

‘was given alone. if CEFOTAN® and an aminoglycoside are usad

concomitandly, ranal function should be carefully monitored,
nephrotoxicity may be potentiated.

Drug/Laboratory Test Interactions
The administration of CEFOTAN® may result in a false positive
reaction for glucose in the urine using Clinitest™?, Benedict's
solution, or Fehling's sclution. M is recommended that glucose
tests based on enzymatic glucose oxidase be used,

As with other cephalosporins, high concentrations of cefotetan
may Interfare with measurement of serum and urine creatinine
levets by Jaffé reaction and produce false increases in the
levets of creatinine reported.

reactions were repored in 1.2% of patients
and included rash (1 in 150) and itching {1 in TD0); anaphylactic
reaclions and urficaria.

Local: effects were reported in Jess than 1% of patients
and inchuded phiebitis at the site of injection {1 in 300}, and
discomdort (1 in 500).

Renal: Elevations in BUN and serum crealining have beern
roportid.

Urogenital; Nephrotaxicity has rarely been mparted.

Miscellaneous : Fover

In addition to the adverse reactions listed above which have
been observed in patents treated with cofotetan, the following
adverso reactions and altered laboralory tests have been
reported for cephalosporin-class antibiotics: pruritus, Stevens.
Johnson Texic

Alternatively, the dosing interval may remain constant at 12
hour infervals, but the dose reduced to one-half the usual
recommended dose for patients with a creatinine daarameuf

HOW
CEFOTAN® (cefotstan for Injection, LISP) is a dry, white to pale
yellow powder suppSied in vials containing cefolatan disodium

10 to 30 mUmin, and the usual
hpu]anmwihacnﬂ]mnedaaramedhsshm‘ﬂnﬂm

When only serum creatinine levels are available, creatinine
clearance may be calculated from the following formula. The
serum creatinine level should represent a steady state of renal
function.

Malis: =
72 x senum creatining (mg/ 100 mL)

Femalos: 0.85 x value for males
Cofotetan is dialyzabée and it is recommended lhal for. nahanls

mmmndadmb«qmmammmmm
gi'ams one-hall the usual recommended dose on the day
clialysis.

vomiting, ab pain, colitis,
Although long-term studiss in anmlshmnmn;;nmm Pophropathy. nepatc yaluncion ch "w | Dll;;:é o s::::mn
mtsm g mng:rb;ma wlage ic potential of ﬁ:zw elevated hinm pancytopenia, and m?g:nmmle Water for Injection. Shake 1o dissolve
Cefotelan has adverse affects on the lestes of iy (Souil sephscening haie :ﬂ';':':"""’ﬁm in triggering . Amouni [ dgprasimata .
81 15 imas he usue bl humancose)on dars S o 35 of e mmr?m:..:L nariatgiap i i igoilea i bl i :’::“‘“’ o)
prepuberty in humans) resulled in reduced wmlarm ‘;‘:ﬁ;wﬂwww Indicate. Wy Mol |1e2lss

seminfferous tubule degeneration in 10 of 10 animals.

cells inchuded spermatogonia and spermatocytes; Sertoll and
Leydig cells were unaffected. Incidence and severity of lasions
were dos at 120 204
times the usual human dosa) only 1 of 10 treated animals was
affected, and the degree of degenaration was
Similar lesions have been observed in

comparable design with other mmnwmmobazda-umalnmg
antibiotics and wnnam;d festility has beon reported,

at high dose levels. Mo leslicular effects were observed in
T-week-old rals reated mm up to 1000 mgkgiday SC for 5
weeks, wwn‘l;ntmgstsmm 5 od) that received up to 300

gkgiday relevance of these findings o
hurmans is unknown.

Pregnancy

e iic Effects. P gory B

sldoeasupm?ﬁmwhumdoaexﬂ?mvemsﬂéa
ne evidence of impaired fertility or harm o the fetus due to
cefotetan. There are, however, no adequate and well

to 1 g and 2 g cefatetan activity for infravenous and
Intramuscular administration. The wials should be stored at 20° to
265° C (B8° o 77" F) [see USP Cantrolled Room Temperature] and
shoukd be pratected from ight.

The following packages are available:

NDC Ne. Strength
§2565-052-10 | 1 gram 10 mi vial, packaged in a tray of 10,
52585.053-10 |2grams. |20 miL vial, packaged in a iray of 10,

Vial stoppers do not contain natural rubber latex.
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renal function nscumpmmsad for:
(1 gram 2 25 400 Teligent Pharma, Inc.,
DOSAGE AND ADMINISTRATION {2 gram 3 ] 500 Buena NJ 08310
Troatmaent t
The usual adull dosage is 1 or 2 grams GFCEFDTW 1 inl tion
{cefotetan for Injection, USF) Intrevanmus Adminktra P
intramuscularty.  Proper w_ﬂ mﬂ:‘: o mﬂ'*mﬁg bacterial seplicemia, or other severe or Me-threatening
diicn of the patient, sevarity Infections, or for patients who may be poor risks because of .
ihe ifection, and susceptbity of the causative organism. lowered egeance resuing from such debatatg condbons Teligent

General Guidelines for Dosage of CEFOTAN®
(eatotatan for Injection, USP}

studies in pregnant women. Because animal reproduction
studies are not always predictive of human response, this drug
should be used during pregnancy only if cleasty needed.

MNursing Mothers
Cefotetan is excreted in human milk in very low concantrations.
Cautic be i is i

as malnulrition, trauma, surgery. diabetes. heart fadure, or
muhgnuncy paunlm'y:fs!m\ is presemormpsndlng

Tyysb of Wifuitiog: | Dully Doss | Fraqumey an

Ui’!naryl'lact 1t 4 grams | 500 mg every 12 hours IV or IM
1 or 2 g every 24 hours IV or IM
1 or 2 g every 12 hours IV or IM
Shin & Skin

bk th

B NUrsing woman.

Pediatric Use
Safety and effectiveness in pediatéc patients have not been
established.

Gariatric Use
Of the 925 subjects who received cafoletan in cinical studies,
482 (53%) were 60 years and older, while 76 {8%] ware 80

Mild - Madarate® 2grams | 2gevery 24 hours
mmwﬁmm\fum

2 g avery 12 hours IV
Other Saea |1 002 g every 12 nours 1V or IM
— e

I'ir;ﬁ{mm“""'in‘q' 3 gavary 12 hours V.

years and older, N
were abisarved batween thase subjects and youngor subjacs,
and the other reported clinical exparience has not identified
diffisronces in responses Mvmn oldtd;t and younger patients,

skin and skin structwe infections
s)mﬂdbah'saledmengmsmry‘ZmNurlM
bMmmﬂum daily dosage should not axceed & grams.

but greater of some be ruled
out.

This drug ks known to be substantadly excreted by the kidnay,
and the risk of toxic reactions to this drug may be greater in
patients with impaired renal function. Because eldesdy patients
are more likely 1o have decreased renal function, care should
ba taken in dose selection, and it may be useful to monitor renal
function (see DOSAGE AND ADMINISTRATION, impaired

Renal Function).

lD\'ERSE REAICTiONS

rifated to G'EFOTN‘! ﬂwv Those appearing in ftalics have
been reported during postmarkeling experience

Gastrointestinal: symploms occurred in 1.5% of patients, the
most frequent wore diarhea (1 in B0) and nausea (1 in 700);
nsouﬂammmoms M«mﬂm braious colilis

mhcmns. appropriate antichlamydial coverage should be
added, since cefoletan has no activity against this organism.

Prophylaxis

To pravent postoperative infection in clean contaminated or
potentially contaminated surgery in adulls, the recommended

is 1 or 2 g of CEFOTAN® (cofotedan for Injecti

USP) administered once, intravenously, 30 to 80 minutes
jprior b surgery. In patients undergeing cesarean section, the
dose should be adminsstered as soon as the umbilical cord is
clamped.

Impaired Renal Function

When renal function is knpaired, a reduced dosage schedule
mus! be employed. The following dosage guidelines may be
usied.

prophytaxs (see 'II'AHNINGSD-

Iaboratory occumed In 1.4%
of patients and included eosinophiia (1 in 200), positive
direct Coombs test (1 in 250), and thrombocylosis (1 in
300 Swmmﬂs hamotytic

* DOSAGE GUIDELINES FOR PATIENTS WITH IMPAIRED
surgical [
Cloarance mLimin | Dose Frequentcy
>30 Usual Recommended Every 12 hours.
> Demage” —
1010 30 Usual Recommendaed Every 24 hours.
Dosage’
time wilh or <10 Ususl Recommended Every 48 hours.
Dosage”

without

biseding.
Hepatic: enzyme elevations cccurred in 1.2% of patients and
included a rise In ALT (SGPT) (1 In 150), AST (SGOT) (1 in

° Dose determined by the type and severity of infection, and
ibility of the - kg

4 gramorzgrams of CEFOTAN® (cefoletan l«ur Injection, USP!
in Stedle Water for Injection can be injected over a period of
three 1o fve minutes, Using an infusion system, the solution may
also be given over a longer period of time through the lubing
systerm by which the patient miy be recaiving olher inlravenaus
solutions. Bullerlly® or scalp vein-type needles are prefered
for this type of infusion. However, during infusion of the solution
mmanng CEFOTAN® (cefoletan for Injection, USP}. -1 is

the

solutions aunssameslln.
NOTE: Solutions of cefotetan must not be admiced with
solutions mnlammg anmoniymms If CEFO‘IM‘ and

same patient,
Wymwmadmmmwwmasamum
injection,

Intramuscular Administration
As with all i 1 CEFOTAN®
tor Injection, USP)shouldbenwodmmmmMola

relatively muscle such as the upper outer quadrant of the
butlock {i.8. to aveid
inachvertent injection into a blod vessel.
Compatibility and Stability

Frozen samples should be thawed at room lemperature before
use, After the pefiods mentioned below, any um.aed solullons
ahuzanmamsmuldbedlwarded DO NOT REF

NOTE: Solutions of CEFOTAN® (cefotetan for Injection, USP)

mustnot be

NCEFOTAN' Injection, LWSF) and

are 0 be administered to the same nm‘.!heymustbe

administered separately and not &5 a mixed injecton. DO NOT

ADD SUPPLEMENTARY MEDICATION.

CEFOTAN® (cafoletan for Imacm USP! raconstivted as

dascribed above (see IN,

F af Soluti potency for

24 hours at room tempearature [25’{)1'7]”F). for 96 hDuls umiei

rafrigeration (5°C/41°F), and for at least 1 week in the frozen

shale (-20°C/-4°F). After reconstitution and subsequent storage
glass or plastic syringes, CEFOTAN® {cefotetan

ln( Injection, USF) is stable for 24 hours at room temperature

and 96 hours under refrigarabion,

NOTE: Parenteral drug products should be inspected visually

i matter and di L] L

for A
whenaver sclution and container permil.

Tefigont Pharma. inc., Buena, New Jersey 08310
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