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UPSHER-SMITH

400 mg
TAKE WITH MEALS.
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NDC 0245-0027-01
Unit Dose, 100 Tablets

AT PETE

CAUTION: Federal law prohibits dispentirg without PentOXify"ine
prescription Extended-release Tablets

This uhit-dose package is not child-resistant.  dispensed

mir"t;:t:atiem use, a child-resistant container should be 400 mg
TAKE WITH MEALS.
UPSHER-SMITH




Pentoxil Bottle of 100 Label

Each tablst centaing: : NDC 0245-0027-11 CAUTION: Federal Law prohibits
Pentoxityliing ............... 400 mg 100 Tahlgs dispensing without preseripten.
Ussal %moc' See insert for full E;Ingl m bottie tlosuc
prescri Ing information. ™ .
Dispense in wetl-closed, light- P ENT OXIL Manutactured by
resnstam containers with satety Lo T A58 e o T N UPSHER-. SMH'H Mﬁm NG
Pentoxitylline
mﬂr; ﬁm'ggjg??mﬂ Exumtied-mlety sbiets R“ “97 42-02711
' 400 mg
STORE THIS AND ALL MEDICATION ~ TAKE WITH MEALS.
N

OUT OF THE REACH OF CHILDREN. UPSHEH-SMITH § 0245 0027 11 .

SAMFIE .
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- Pentoxil Unit Dose Card - Blister Text

- NOTE: Text with lot number and expiration daté are imprinted on-line
durning the unit-dose packaging process.
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Pentoxil Bottle of 5000 Label
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Pentoxifylline
Extended-release
Tablets

400 mg
TAKE WITH MEALS.

UPSHER-SMITH

Each tablet contains:

Pentoxtyling ...t 400 mg
Usual dosage: See insert for full prestribing
information, -

This is'a bulk package intended for further
repackaging.

Dispense in weli-closed, light-resistant contain-
ers with safety closures.

Store at controlied room temperature 15-30°C
(59-86°F).

STORE THIS AND ALL MEDICATION OUT OF
THE REACH OF CHILDREN.

CAUTION: Federal law prohibits dispensing
without prescription.

Do not use if bottie closure seal is broken.

Manufactured by

UPSHER-SMITH LABORATORIES, INC.
Minneapolis, MN 55447

Rev. 0497 42-02755

Lot/Exp.

SAMPLE




Pentoxil Bottle
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NDC 0245-0027-15
500 Tablets

PENTOXIL*

T Pentoxitylne
gyon " Extended-release Tablets
= 400 mg
e TAKE WITH MEALS.
~ UPSHER-SMITH
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Each tabiet containg:

Pentoxifyltine ....... Wevseiies TN, 400 mg
Usual dosage: Ses insert for full prescribing
information.

Dispense in weli-<ciosed, light-rasistant containers
with safety closures.

Store at controlied room temperature

15-30°C (59-86°F).

STORE THIS AND ALL MEDICATION OUY OF THE
REACH OF CHILDREN.

CAUTION: Federa! law prohibits dispensing without
prescription.

Do not use if bottle closure seal is broken,

Manufactored by
UPSHER-SMITH LABORATORIES, INC.
Minneapolis, MN 55447

Rev. 0497 42-027115

SAMPLE
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PENTOXIL™
(Pentoxifylline

Extended-release 011

Tablets, 400 mg)

DESCRIPTION:
w«mwmmmrmwwmmmmm
of the sctive drig and the foliowing inactive ingradisnts: DAL Red No. 27 Aluminum
Lake, FDAC Biue No: 1 Aluminum Lake, hydroxypropyl methylcsllutose USP,
magnesium stearate NF, polyethylene glycol NF, polysorbate BO NF, povidone USP,
silicon dioxide NF and titanium dioxide USP, in an extended- release formlation.
Pentoxil” i a tri-substitited xanthine derivative designated chemically as 3,7-Ditydro-
3,7-dimethyl-1-{5-oxohexyl)-1 H ~purine-2 6-dione that, unkike theophyline, is a
mmwolooicloenti.e.,anagemm:ﬂeﬂsblwdmosny, Pentoxifyliine is sok-
mmmrmm.mwmmml The structural formesa is:

; g o
R
o
CHy
Mhrmﬁgﬂwﬂl% Molecular weight: 278.31

CLINICAL PHARMACOLDGY:

Mods of Activn: Pentoxifylline and its metabolites improve the flow properties of blood by gacreasing its viscosity.

In patients with chronic peripheral arterial disease, this incraases blood flow 1o the attected microcircutation and
enhances tissue dxypenation. The precise mode of action of pentoxitylling and the sequence of events leading to
clinical improvement are still to be detined. Pertoxitylline administration has been shown to produce dose related
hemorrheologic effects. lowering biood viscosity, and improving erythrocyte hexibility. Leukocyte properties of
hemorrheologic importance have been modified in animal and in vitro human studies. Pentoxifylline has been shown
to increase leukocyte deformability and to inhibit neutrophil adhesion and activation. Tissue oxygen levets have been
shown to be significantly increased by therapeutic doses of pentoxityling in patients with peripheral anterial disease.
Pharmacokinelics and Metabolism: Atter prai administration in aquedus solution pemoxitylline is aimost compiletely
absorbed. K undergoes a first-pass effect and the various metabolites appear in plasma very soon atter dosing. Peak
plasma levels of the parent compound ang its metabolites are reached within 1 hour, The major metabolites are
Metaboiite | (1-[5-hydroxyhexyl]-3.7-dimethytxarthirie) and Metabotite V (1-[3-carboxypropyl}-3,7-dimethybanthine),
and plasma fevels of these metabolites are 5 and 8 imes greater, respectively, than pentoxitytiine.

Foliowing oral administration of aqueous solifions containing 100 to 400 mg of pentoxityliine, the pharmacokinetics
of the parent compound and Metabolite | are dose-related and not proportional (non-kinear), with halt-ite and area
under the blood-level time ciirve (AUC) increasing with dose: The slimination kinetics of Metabolite V are not dose-
dependent. The apparem plasma hatt-iite of pentoxityltine varies trom 0.4 1o 0.8 hours and the apparent plasma hati-
lives of its metabolites vary from 1 to 1.6 hours. There is no evidence of accumulation of enzyme induction
(Cytochrome P450) fotiowing multiple oral dosas.

Excretion is almost totally urinary; the main bictranstormation product is Metaboiite V. Essentially no parent drug is

found in the urine. Despite large variations in plasma levels of parent compound and its métabolites, the uriniary
“scovery of Metabolite V is consistent and shows dose proportionality. Less than 4% of the administered dose is
recovered in feces. Food intake shortly before dosing delays absorption of ah imimediate-release dosage form but
does not affect total absorption. The pharmacokinetics and metabolism of pentoxitylling has not been studied in
patients with renal and/or hepatic dystunction, bt AUC was increased and slimination rate Secrassed in an older
poputation (60-68 years) compared to younger individuals (22-30 years):

After administration of the 400 mg controlled release pentoxitylline tablet, piasrma tevels of the parert compound and
its bolites reach their maxi within 2 to'4 hours and rernain constant over 2 Controlied period of time.
Coadministration of p ityline extended-release tablets with meals resufed in an ncrease in mean C,,,, and AUC
by about 28% and 13% for pentoxitytiine, respectively. C,, for metabolite M also increased by about 20%. The
controlied reigase of pentoxifyliine from the tablet eliminates peaks and troughs in piasma levels for improved
Qastrointestinal tolerance. :

ISUICATIONS AND USAGE:

Pentoxil™ (Pentoxityliine Extended-release Tabiets) is indicated for the treatrment of patients with intermitient
claudication on the basis of chronic occlusive anterial disease of the limbs. Pentoxit™ can improve function and
5,"Miptoms but is not imtended to replace more definitive therapy, such 8s surgical bypass, o removal of anterial
obstructions when treating peripheral vascular disease:

CONTRAINDICATIONS:

Pentoxil™ (Pentoxityltine Extended-relaase Tablets) should ot be used in patierits with recent carebral and/or retinal
hemorrhage or in patients who have Previously exhibited intolerance to this product o methyixanthines such as
caffeing, theophylline, and theobromine.

PRECAUTIONS:

Genenal: mmmmmmtwdmamwdmmmnmmmmmmmmmm
anteriosclerotic disease. Pemoxifylline has been ysed sately for treatment of peripheral arienial disaase in patients with
concurrent coronary artery and cerebrovascular diseases, but there have been ccasionai reports of angina,
hypotension, and arrhythmia. Controlled tnals do ot show that pentoxifylline causés such adverse effects more often
than placeho, but, as it is & methytxanthine derivative, it is possibie some individuals will experience such responses.
Patients on wartarin should have more frequent monitoring of prothrombir times, whiile patients with other risk
factors complicated by hemorrhage (e.g.. recent surgery, peptic uiceration. cerebral and/or retinal bieeding) shoutd
have periodic i for bieeding including b it and/or hemoglobin.

Drug imteractions: Athough a causal relationship has not been established, there have been reports of biesding
and/or prolonged prothrombin time in patients traated with pentoxifyline with and without anticoagulants or plateiet
aggregation inhibitors. Patients on warfarin shoid have more frequent monroring of prothrombin times. while
patients with other nsk factors complicated by hemorrhage (&... recert Surgery. peptic ulceration), should have
periodic examinations for bleeding including hematocrit and/or hemioglobin. Concomtant administration of
pentoxitylling and theophyliine-containing drugs leads to increased theophyiing levels and theophyliine texicity in

Carcinogenesis, Mutagenesis, impairment of Fertility. Long-term studias of the carcinogenic potential ot
pentoxitylline were conducted in mice ang ratg by dietary administration of the drug at doses up to 450 my/g
(approximately 19 times the miximum recommended human daily dose (MRHD) in both Species when based on
body weight: 1.5 times the MRHD in the mouse and 3.3 times the MRHD in the rat when based on body surface area).
In mice. the drug was administered for 18 months, whereas in rats. the drug was agministered for 18 months
foliowed by an addrtional 6 months without drug exposure. in the rat Study. there was 3 statistically significant
Increase in bemgn mammary idroadenomas 1n females of the 450 mg’kg group. The reievance of thie tinding to




Tecovery 61 Metabolite V 1s consistent and shows 0082 proporiionairy. Less than 4% of the admincsteres gose 15 /‘
mrwmm.kmmnmwmmmammmmmmmmmmmm : .
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its metaboltes reach their maximurm within 2 1o 4 hours and remain constant over a cortrobied pétiod of time, : /
Coadmiristration of pertoxitytiine extended-reiase tabiets with meals resutted in an increase in mean C,, and AUC )

by about 28% and 13% for pertoxifyline, respectively. Gy, for metabolte M aiso increased by about 20%. The K
mmmmmmmmmmmmummwvmmmmmmwmw B ’ N
gastrointestinal tolerance. S :
INDICATIONS AND USAGE:

Pentoxil” (Pertaxitytiine Extended-relsase Tablets) i indicated for the treatmerit of patients with imermittent

claudication on the basis of chronic oclusive arterial disease of the limbs; Pentoxil” can improve function and

symptoms but is not intended to replace mors definttive therapy. such as sutgical bypass, or removal of anerial

obstructions when treating peripheral vascular disease. .
CONTRAINDICATIONS: . PN
Pentoxil* (Pemoxifylline Extended-reiease Tablets) shiouid not be used in patients with recent cerebral and/or retinal
hemonhaoewmuﬁemﬁwﬂwpmlyuﬁbﬁmimnmmmmmmmmmn

caffeine, theophytline. and theobromine.

PRECAUTIONS: R
General: Patients with thronic occlusive arterial disaase of the lirnbs fretjuently show other manitestations of e
anteri it disease. Permoxity ine has been used sately for traatment of peripheral arterial diseas® in patients with .

CONCUITENt COFONary *flry any Lorebrovascutar dissases; but there have been occasional reports of angina,
hypotension, and arrhyth:x. Controlied trials do not show that pentoxitylline causis such adverse effects more often
than placebo, but, as it is a methyixanthine derivative, i is ible sorme individuals will experience such responses.
Patients on warfarin shoukd have more trequent monitoring of prothrombin times, while patients with other risk -
factors complicated by hemotrhage (e.g., recem surpery. peptic uiceration, cerebral and/or retinal bieeding) should L
have periodic examinations for biseding incliding hematocrit and/or hemaoglobin. Gl . o
Drup interactions: Athough a causal relationship has not besn established, there have been reports of bieeding o Lo
and/or prolonged prothrombin time in patients treated with pentoxitylline with and without anticoagulants or platelet M ' R
aggregation inhibrors. Patients on warfarin should have more fraquent monitonng of prothrombin times. while : T R
patients with other risk factors complicated by hemorrhage (e.0.. recent surgery, peptic uiceramion), should have " P : .
periodic inations for bl g including it and/or emoglobin. Concomitant adminrstration of

pentoxitylline and theophylline-containing drugs leads to increased theophyiline levels and theophytiine toxicity in

some individuals. Such patients should be closely monitored for signs of toxicity and have their theophyliine dosage

adjusted as necessary. Pentoxitylling has been wsad concurrently with antihypartensive drugs, beta blockers, digitalis,

diuretics, antidiabetic agents, and antiarrhythmics, without observed problems. Small decreases in biood pressure

have been observed in some patients treated with pentoxitylline: periodic systemic biood pressure monitoring is

recommended for patients receiving concomitart antifiypentensive thersipy. i indicated. dosage of the

antihyperiensive agents should be reduced.

Carcinogenesis, Mutagenesis, impairment of Fertiilty: Long-term studies of the carcinogenic potertial of

pentoxityliine were condutted in mice and rats by dietary administration of the drug at doses up to 450 mog

{approximately 19 times the maximum recommended human daily dose {MRHD} in both species when based on

body weight. 1.5 times the MRHD in the mouse and 3.3 times the MRHD in the rat when based on body surface area). N

In mice. the drug was administered for 18 months, whereas in rats the drug was administersd for 18 months ’ *
Tollowed by an additional 6 months without drug exposure. In the rat study, there was a statistically significant |

increase in benigh mammary fibroadenomas in females of the 450 m/kg group.  The relevance of this finding to

huma;: use is uncertain, Pentoxityline was devoid of mutagenic activity in various strains of Saimonelia (Ames test)

and in cultured mammaiian celis (unscheduled DNA Synthesis test) when tested in the presence and absence of

metabolic activation. It was also negative in the in vivo mouse micronucieus test.

Pregnancy: Terstogenic Etfects; Pragnancy Category C.. Teratogenicity studies have been performed in rats and

rabbits. using oral doses up 10 576 and 264 mg/g. respectively. On a weight basis, these doses are 24 and 11 times

the maximum recommended human dose (MRHD): on a body-surface-area hasis, they are 4.2 and 3.5 times the

MRHD. No evidence of fetal matiormation was observed. Increased 7esorplion was seen in rats of the 576 mg/kg

group. There are no adequate and well controlied studies in pregnant women. Pentoxil™ {Penoxifytiine Extended- -

reiease Tablets) shoult be used during pregnancy only it the potential beneti justifies the potential risk to the fetus.

Nursing Mothers: Pentoaiiy!™» and its metabolites are excreted in humian milk. Because of the potential for

tumorigenicity shown for pent.viling in rats. 2 decision should be made whether 1o discontinue nursing or

discontinue the drug. taking into account the importance of the drug to the mother,

Pedistric Use: Safety and effectiveness in pediatric patients have not been established.




(Pentoxifyliine
Extended-release 270011
Tablets, 400 mg) PENTOXIL™

ruloise Takiets. 400 my)

PENTOXIL™ II

ADVERSE REACTIONS:

Clinica! trials were condicted using either extended-relaase pienkoxdiviiing tablets for up
o 60 weeks or immediaterelease pentoxifyine capsies Jor up 80 24 weeks. Dosage
ranges in the tablet stugies were 400 mg bid 10 tid and in the capsule Studies, 200-400 mg
tid. The table summarizes the incidence (in percent) of adverse neactions tonsidersd
drup related, a5 well as the numbers of patients who raceived exdended-release
pentoxifyliine tablets, immidi~t -reiease pertoxityling capsules, of the coraspondng
placebos. The incidence: = adverse reactions was highes in the capsisle shudses (where dose
related incraases were Seen i igestive and nervous systam side effects) than in the tablet
studies. Studies with the capsule include domestic experience, whereas stuckes with the
extended-reiease tablets were conducied outside the U.S. The table indicates that in the
tablet studies few patients discontinued because ol adverse sifects.

F § S INCIDENCE (%) OF SIDE EFFECTS
e Lo S £xtonded-Release Immeda-Relexse
- Commercally Usad Dy for
Availabie Cortrolled Cincal

Trials

PENTOXIFYLLINE = PLACEBD ~ PENTOIOFYLLIME PUACESO

(Number of Ptients at Risk) (321) (128) um (138)
Discontinued tor Side Effect 31 0 95 12
: CARDIOVASCULAR SYSTEM
‘ B . Angina/Chest Pain 03 - 11 22
‘ : ’ Arthythmia/Papitation - . 17 07
Fushing - - 23 07
DIGESTIVE SYSTEM
Abgdominal Discormdort - . 40 14
Beiching/Fatus/Bloating 06 - 90 36
N Diarrhea . . a4 29
Dyspepsia 28 47 86 29
Nausea 22 08 288 87
Vomiting 12 . 45 07
NERVOUS SYSTEM
Agitation/Nervousness - . 1.7 0.7
. Dizziness 18 31 ns 43
. - N Drowsiness : - - 11 58
Headache 1.2 1.6 62 58
Insomnia - < 23 22
Tremor 03 08 - -
Biurred Vision - N 23 14

Pentoxifylline tablets have been marketed in Europe and elsewhere since 1972. In addvbion to the above symptoms, the
following have been Teported spontaneously since marketing or occurred in other chnical trials with an incidence of
less than 1%: the causal rex.io.ship was uncertain,

Cardiovascular - ¢ 'sphea, soema, hypotension.

Digestive - anorex: cholecystitis, constipation, dry mouthvihirst.

Nervous - anxety, confusion, depression, seizures.

Respiratory - epistaxis. fiu-like symptoms, laryngitis; nasal congestion.

Skin and Appendages - brittle fingernails; pruritus, rash, uricara, angiedena.
Special Senses - blurred vision, conjuncivitis, earache, scotoma.

Misceil - bad taste. } livation, leukopenia, malaise. sore throst/swollen neck glands,
: o weight change.
. ; . A few rare events have been reported sp : ide sincr marketing in 1972, ARhough they occurred

under circurnstances in wmch 3 causal relationship wvm pentoxityliine coukd not be estabhched, they are listed to serve
- as information for physicians. Cardiovascutar—anging, arthythmia, tachycardia; snaphwiactond reactions. Digestive—

hepatitis, jaundice, increased liver enzymes: and Hemic and Lymphatic—decraasad serum fibrinogen, pancytopenia,

aplastic anernia, leukemia, purpura, thrombocytopenia:

OVERDOSAGE:

Overdosage with pemoiitylline has been reported in chilkiren and adults: Symptoms appear to be dose related.

A report from a poison control cerer on 44 patients taking overdoses of enteric-coated penttootyitne tablets noted

that symptoms usually occurred 4-5 hours atter ingestion and lasted about 12 hours. The highest amount ingested

was 80 mg/kg: fiushing, hypotension. convulsions, somnolence, 1055 0 CORSCIOUSHESS, Tever, &nd agitatiap octurred.

All patients recovered

In addrtion 1o symptomatic treatment and gastric lavage. special atiention misst be given 1 supporting respiration,

maintaining systemic blood pressure. and controlling convulsions, Attivatad charcoal has been used 10 sbsorb

pentoxityliing in patients who have overdosed.

DOSAGE AND ADMINISTRATION:

The usual dosage of Pentoxil™ (Pentoxityline Extended-release Tabiets) in &xtended-relmase tablet torm i one tabiet

(400 mg) three times a day with meals

While the etfect of Pentoxil™ (Pentoxityiine Extended-release Tablets) may be Seh within 2 1o 4 weeks, it is

recommended that treaiment be continued for at least 8 weeks, Etficacy has bien demornstraiad in double-blind

chnical studies of 6 months duration.

Digestive and central nervous System side efiects are dose related H patients develop these eftects it & recommended

tha' 1he dosane he inwered to one tablet twice 3 dav {800 ma’/davi N Side eHects persist at this kower dosage. the




insomma . - 23 22
Tremor ’ 03 %] - -
Blurred Vision - - 23 14

Pentoxifylline tablets have beer mark in Europe and eisewhers since 1972, i addition % th above symptoms. the
loﬂowinqmummommmwmnmmummmmmmmmmm
less than 1%; the causal relabonship was uncenain: .

me-m,wm,hmamm
sunwwmmmmmmmmwmw
Special Senses - blurred vision, CoNINCtvitis, sarache, scotomi.
weight change.
Afmnmmmmmnmmmmmywm#nummmm ARhough they occurred
under circumstances in which a causal mwmmmmimmwmnm.mmmmm

OVERDOSAGE:

Overdosape with pentoxitylling has been reporied in chilkiren and adufts. Symptoms appear o be dose retatad.

A report from a poison comrol center on 44 patients taking overdoses of eneric-coatad pentaxitviine tabiets noted
that symptoms usually occurred 4-5 hours atter ingestion and lasted about 12 hoirs. The highest amount ingested
was 80 mp/kg; fiushing, mmmmmmdmmmmm
All patients racovered.

in addition to symptomatic trestment and pastric lavage, special atterttion must be given i supporting respiration,
fmaintaining systemic biood pressure, and controlling convulsions. Activaied charcosl has been used to absorty
pentoxityliine in patients who have overdosed. "

DOSAGE AND ADMINISTRATION:

The usual dosage of Pentoxil™ (Pentoxityliine Extended-release Tablets) in extanced-relaase tablet 1orm i one tabist
(400 mg) three times a day with meals.

While the effect of Pentoxil™ (Pentoxitylline Extended-retase Tabiets) may be seen within 2 & 4 woeks, if is
recommended that treatment be continued for at least B weeks: Efficacy has been demonstrated in double-biind
clinical studies of 6 months duration,

Digestive and central nervous System side ffects are dose related. M patients develop these effacts & is recommended
that the dosage be lowered 1o one tablet twice & day (BOO mg/day). I side etacts prsist at this lower dosage, the
agministration of Pentoxil” (Pentoxifylline Extended-release Tablets) shoutd be discontinued.

HOW SUPPLIED:

Pentoxil™ (Pentoxitylline Extended-release Tablets) is available for oral administration as 400 myp Rght-pink, unscored,
film-coated. capsule-shaped tablets imprinted U-S 027: supplied in botties of 100 (NDC 0245-0027-11); barties of 500
(NDC 0245-0027-15); botties o 5000 (NDC 0245-0027-55), and Uinit Dose Packs of 100 {NDC 0245-0027-01),

Store at controtied room temiperature 15° to 30° ¢ (59" to 86" 1.

Dispense in well-closed, light-resistant containrs. ia

Protect blisters from light, ]

Manutactured by "5

UPSHER-SMITH LABORATORIES, INC. “o [P AN

Minneapalis, M 55447 UPSHER-SMITH
g
O
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