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INFeD®

{IRON DEXTRAN INJECTION, USP)

WARNING

THE PARENTERAL USE OF COMPLEXES OF IRON AND CAR-
BOHYDRATES HAS RESULTED IN ANAPHYLAGTIC-TYPE
REACTIONS. DEATHS ASSOCIATED WITH SUCH ADMINIS-
TRATION HAVE BEEN REPORTED. THEREFORE, INFeD
SHOULD BE USED ONLY IN THOSE PATIENTS IN WHOM
THE INDICATIONS HAVE BEEN CLEARLY ESTABLISHED
AND LABORATORY INVESTIGATIONS CONFIRM AN IRON
DEFICIENT STATE NOT AMENABLE TO ORAL IRON THERAPY.

h-(rmnnnitivi raactions. (Usual adult dose: 0.5 mL of u 1:1000
solution, by subcutaneous or intramusaular injection.} Nete: Pa-
ligints using beto-blocking agants may not respond sdeguatsly to
spinephring. lsaprataranol or similar beta-agonist agents may by
raquired in these pationts.

Patiants with rheumatoid arthritis may have an acuta exacerba-
‘;\7}‘ gl' joint pain and swaelling following the administration of

el

Reports in the literature from countries outside the United States
(in particular, New Zgoland) have suggasted that the use of

DESCAIPTION: (NFeD firan daxtran injaction, USP) is a dark brawn,
slightly viscous starile liquid complex of ferric hydroxide and
dextran for intravenous or intramuscalar use.

Each mL contains thu equivalant of 50 mg of elemental iron (as
an iron dextran complex), approximately 8.9% sodium chlorida, in
water for injection. Sadium hydroxide and/or hydrochloric acid
may have bean used to adjust pH. The pH of the salution is be-
tween 5.2 and 6.5.

The iron dextran camplex has an average apparent molecular
waeight of 185,000 g/mole with a range of approximately +/-10%.

Therapeutic Class: Hematinic

CLINICAL PHARMACOLOGY: Genornl: After intramuscular injac-
tlon, iron dextran s absorbad from the [njaction site into the cap-
illaries and tha lymphatic system. Circulating iron dextran Is
removad from tho plasma by colls of the reticuisendotholial sys-
tem, which split the complax into its components of iron and dex-
tran, Tha iron |s immediately bound to the available protein mai-
elies to farm hemasidarin or farritin, the physiological forms of
irom, or o a lesser extent ta transferrin, This iran which is subjact
to physiological control replenishes hi in and deplated
iron storas,

Daxiran, a polyglucase, is either metabolized or excreted. Negli-
filble-amounts of iron are lost via the urinary or alimentary path-
ways after administration of iron dextran.

The major portion of intramuscular injections of iron dextran is
absorbed within 72 hours; most of the remaining iron is absorbed
over the ensuing 3 to 4 weeks.

Various studies invalving intravenously administered WFq iron

{ riron dextran in neonates has been associsted with
%néw'sasad incidence of gram-negative sepsis, primarily due to

Informatian For Patients: Patiants should be advised of the
potential adverse reactions assaciated with the use of INFaD.

Drug/Laboratory Test Interactions: Large doses of iran dextran
(5 mL or mare| have been repartod to give a hrown color to
serum from & biood samplo drawn 4 hours after administration,

The drug may cause falsely elevated valugs of serum bilirubin
and falsely dacraased values of serum caleium.

Serum iron i i y by imelric assays)

may not be meaningful for 3 weaks following the administration

ofiron daxtron.

Serum ferritin peaks approximately 7 to 9 days afisr an intra-

;anon: dose of INFal) and slowly returns to bassline aftar about
weeks.

Examination of tha bone marrow for iron stores may not be
maaningful for pralonged pariods following iron dextran thorapy
hecause rosidual iron dextran may remain in the raticuloen-
dothalial cells,

Hona scans involving 38m Te-diphosphonata have besn raportad
to show a dense, crascentic area nfa:ﬁviw in the buttoeks, fol-
lowing the sontour of the ilisc crast, 1 to 6 days sfter intramuscu-
lar injections of iron dextran,

Bana soans with 99m Te-lobalod bona seeking agents, in the
rrescnca of high serum farritin lavels o following iron dextran
nfusions, have bean raportéd ta show reduction of bony uptaks,
marked renal activity, and excassive blood paol and soft tssug
accumulation,

daxtran to ron daficient subjects, some of whom had
diseases, have yieldad half-lile values ranging from 5 haurs to
mara than 20 hours. The 5-hour value was determined for 5Fe
iron daxtran from a study that used laboratory methods to sap-
arata the circulating %Fe iron dextran from the transferrin-hound
59Fa, The 20-hour valua reflects a half-life determined hy measur-
ing total %Fa, both circulating and bound. It should be umder-
stood that these half-life values do not represent clearance of
iron from the body. lren is not easily aliminated from the body
and accumulation of iron can be toxic,

In vitro studies have shown that removal of iron dextran by dialy-
sis is negligible,2 Six different dialyzer membranes wera inves-
tigated (polysulfone, cupraphans, cellulose acetats, cellulose tri-
acetate, pols ylate and poly. itrile), including
those cansidered high efficiency and high flux.

INDICATIONS AND USAGE: Intravenous or intramuscular injec-
tions of iran dextran are indicated for treatment of patients with
di i iciency in whom aral ini ion is

unsatisfactory or impossible.

CONTRAINDICATIONS: Hyparsansitivity to the product. All ane-
mias not associatad with iron deficiency.

WARNINGS: See BOXED WARNING.

A risk of carcinogenesis may attend the intramuscular injection
of iran-carbohydrate complexas. Such complexes have been
found under axparimantal conditions to praduce sarcoma when
large doses or small doses injected rapeatedly at the same sita
waere given to rats, mice, and rabbits, and possibly in hamsters.
The long latent period betwaen the injection of a potential car-
cinogen and the appearance of a tumor makes it impossible ta
measure accurately the risk in man. There have, however, been
several reports in the literature describing tumors at the injection
site in humans who had previously raceived intramuscular injec-
tions of iron-carbohydrate complexes.

Large intravenous doses, such as used with total dose infusions
{TDI), have been associated with an increased incidance of
adverse effacts. The adverse sffacts fraquently are delayed
{1-2 days) reactions typified by one or more of the following
symptams: arthralgia, backache, chills, dizziness, moderate to
high fever, headache, malaise, myalgia, nausea, and vomiting.
The onset is usually 24-48 hours after administration and symp-
toms generally subside within 3-4 days. These symptoms have
also been reported following intramuscular injection and gener-

i of Fertility: See
WARNINGS.

Pregnancy: Pragnancy Catagory £ Iron dextran has been shown
to be taratogenic and embryocidal in mice, rats, rabbits, dogs,
and monkays whan givan in doses of about 3 times the maximum
human dose.

No consistent adverse fital effacts ware observed in mice, rats,
rabbits, dogs and monkays at doses of 50 myg jron/kp or less.
Fatal and motornal toxicity has bean reported.in monksys at a
total intravanous dose of 80 mg iron/kg aver a 14 day pariod.
Similar affects were obsarved in mice and rats on administration
of a single dose of 125 my ironfkg. Fetal abnormalities in rats and
dogs witre obsorved at doses of 250 myg iron/kg and higher. The
animals used in these tests ware pot iron deficient. There are no
adequata and well-controlled studies in pragnant women. INFaD
should be used during pregnancy only if the potential bensfit jus-
tifies the patential rigk to the fatus.

Placontal Transfer: Various animel studies and studies in prag-
nant humans have demonstrated inconclusive results witl
respact to the placental transfer of iron dextran as iron dextran,
It upﬂﬂum that some iron dos reach the fatus, but the form in
which it crosses the placenta is not clear.

Nursing Mothers: Caution should be exarcised when INFeD is
administered to a nursing woman, Traces of unmetabolized iron
dextran are excrated in human milk.

Pediatric Use: Not recommended for use in infants under
4 months of ags (See DOSAGE AND ADMINISTAATION).

ADVERSE REACTIONS: Savers/Fatal: Anaphylactic reactions
have bean repartod with the use of iron dextran injaction; an
ocoasions these raactions have been fatal. Such roactions,
which occur most often within the first several minutas of admin-
istratian, hava been ganerally characterized h]q suddan onsat of
respiratary difficulty andfor cardiovaseular collapse, (Ses boxed
WARNING ond PRECAUTIONS: General, pertaining to immedinte
availahifity of apinaphrine,)

!:nnllnvunulqr: Chast pain, chest tightness, shaak, cu;diac ar-

ras Vi 3 3 N
inq,.‘u(lﬁwhmiu. (Flushing and h\rpu!:lmion :m;v occur from too
rapid infgetions by the iniravenous routo,)
Dermatologic: Urticaria, pruritus, purpura, rash, cyanosis,
Gastrointestinal: Abdominal pain, nausea, vomiting, diarrhea.

3 - )

ally subside within 3-7 days. The etiology of these  is
not known. The potential for a delayed reaction must be consid-
erad when estimating the risk/benefit of

The maximum daily dose should not exceed 2 mL undiluted iron
dextran.

This preparation should be usad with extreme care in patients
with serious impairment of livar function.

It should not be used during the acute phase of infectious kidney
disease.

Adverse reactions experienced

dministration of

L tissue: Arthralgia, arthritis (may represent
reagtivation in ﬁnt]ﬂms with quiescent rheomatoid arthritjs -
3e0 PRECAUTIONS: General), myalgin; backsche; starila abscoss,
atrophy/fibrosis (intramugeular injection site); brown skin and/or
underlying tissue discoloration (staining), soreness ar pain at or
near intramuscular injaction sites; cellulitis; swalling; inflamma-
tion; local phiabitis at or naar intravanaus injaction site.

Muurologie: Convulsions, seizures, syncopa, headoche, weak-
ness, unresponsivaness, paresthesia, febiile apisodas, chills,

dizziness,

INFgD may
with pre-existing cardiovascular diseass.

PRECAUTIONS: General: Unwarranted therapy with parenteral
iron will cause sxcess storage of iron with the consequent possi-
bility of exagenaus hemosiderasis. Such iron overload is particu-
larly apt to accur in patients with hemoglobinopathies and other
refractory anemias that might be erraneously diagnosed as iron
deficiency anemias.

INFeD should be used with caution in individuals with histories of
significant allergies and/or asthma.

Anaphylaxis and other hypersensitivity reactions have been
reported after uneventful test doses as well as thlllﬂ})ﬁl.llll: doses
of iron dextran injection. Therafars, administration of subsequent
test doses during therapy should be considered. (See DOSAGE
AND ADMINISTRATION: Administration.}

Epinephrine should be immediataly available in the event of acute

lications in patients

¥ i y arrest, dyspnea, wheez-
ing.
Uralogic: Hematuria.

Dolayod reactions: Arthraigia, backaghs, chills, dizziness, faver,
headache, malaise, myalgia, nausea, vomiting (See WARNINGS).
Mi Fabrile episod shivering, chills,
malaise, altered tasta.

OVERDOSAGE: Overdosage with fron daxtran is uniikely to be

with any acute i Dosagas of iron dex-
tran in excess of the refquirements for restoration of hemoglobin
and raplenishment of iron stores may lead to hemosiderosis.
Parindic manitoring of sarum ferritin levels mey be helpful in roc-
ngnizing a delatori 0 i lation of iran resulting
from impairnd uptake of iron from tha raticuloendothelisl systam
In concwrrant modical conditions such as chronic renal failure,
Hodgkins disease, and rheumataid arthritis. The LDy, of iron dox-
tran (5 not less than 500 mg/flg in the mouse.
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DOSAGE AND ADMINISTRATION: Oral iron shouid be discantin-
ued prior to administration of INFeD.

I. from Deficiency Anemia; Perlodic hematologic determination
{hamoglobin and hematocrit) is o simple and nceurats techniqua
far monitaring hematological responsa, and should be used as a
Fuide In therapy, It should be recognizad that fron storege may
ey bahind the appaarance of normal blood morphology, Serum
iran, total iren hinding capecity macl and percent saturation af
ara ather imp taats for d and
tha iran deficiant state.

Aftor administration of iron daxtran complex, evidence of a ther-
apautic response can be saen in a few days as an increase in
tha reticulocyte count,

Although serum Immn is usually & good guide to hody iron
storas, the corrslation of ble“h‘tlﬂ stores and serum farritin may
not ba valid in patiants on chronic ranal dialysis who ara also
receiving lron dextran complex.

Although there are significant variations in body build and walght
distribution amaong mnlaa and famales, the accompanying tabls
and formula rop; lant means for the

total iron raquired. Thll total iran requirement raflacts the
amount of iron needed to restore hamaglobin concentration to
normal or near normsl lavels plus an additional allowance to pro-

For males: LBW =50kg + 2.3 kg for each inch of patient’s
haiglit over 5 fest

For famales: LBW = 45.5 kg + 2.3 kg for each inch of
patiant’s haight over 5 feat

To calculate a patient’s weight in kg when lbs ars known;
petient’s weight in pounds = weight in kilograms
22

Children 5- 15 kg (11 - 33 Ibs): Ses Dosage Table.

INFeD should not nnrmaHg ba given in tha first four months
of life. [Sea PRECAUTIONS: Pediatric Usa)

Alternatively the total dose may be calculated:
Poss (ml.’l 00442 (Desirad Hb - Observad Hb) x W+

Based on: Desired Hb = tha target Hb in g/dl. (Normal Hb for
Children 15 kg or less is 12 ?

W =Weightin kg.
To calculate a patient's weight in kg when |bs are known:
patient’s weight in pounds = weight in kilograms
22

i dron for Blood Loss: Soma individuals sustain

vide adequate replenishmant of iron stores in most
wllh maodgrataly ar sevaraly raduced Jevals of hemoglabin. 1t
should ba remémbered that iron deficlancy anamia will not

hiood losses on an intermittant or rapatitiva basis, Such blood
lussas may veeur poriadically ln patiants with hnman’hlq\u din-
Hwau (iauulm} 1

) and o

Tﬁnsar until ossentially all iton stares have been depieted.
erapy, thus, should aim at nat only ¢ af hemaglo-
bin iron but iron stores as well,

Factors contributing to the farmula are shown below.

mg blood iron =
|b body weight

mLblood x g in X
1b bady weight mL blood 9

mg iron

n @ repatitive hlil: fram prn:arlura: such as
renal hemadialysis.

Iron tharapy In these patients should be directed toward re-
placemant of the equivalent amount of iron reprasentad in the
blood loss. The table and formula described under I. lran Dadi-
cl'.;zmy Anamia are not applicable for simple iron replacement
valugs.

a) Blood valum: 65 ml/kg of body weight
b) Norma| hemeglebin (meles and famalssi

aver 16 kg (33 [bs). 14.8 g/dl

15 kg (33 Ibs) or lass
¢} Iron content of hemoglob
d) Hemoglabin deficit
8) Weight

Based on the abova factors, individusls with normal hemogiobin
Iivals will have nnnmxrmatsly 33 mg of bicod iron per kilogram of
body weight (15 mg/lb).

Mote: The table and ing formula are ble for
dosage determinations only in patients with iron da{cmm:v ane-
mia; they ara not to ha useﬁor dosane datarminations in
patients requiring iron replacement for blood loss.

TOTAL INFeD® REQUIREMENT FOR HEMOGLOBIN
RESTORATION AND (RON STORES REPLACEMENT*

Milliliter Requirement of INFQO Based On Observed

s periodic blood loss and
h-mmcm durln? the hiesdlng apisoda provide & convanient
mathod for the caloulation of the requirad iron dose.

The formula shown below is based on the approxlmatlon that
1-mL of normocytic, normochromic red cslls contains 1 mg of
elemantaf iron:

Replacement iron {in mg) = Blood loss {in mL} x hematacrit

Example: Blaod loss of 500 mL with 20% hematocrit
Replacemant Iron = 500 x 0.20 = 100 mg

NFeD dose = 100 mg =2 mL
50

Administration: Tha total amount of INFeD required for the raat-

mant of iron deficiency anomia or iron replacement far blood

iﬁ:ss.ll t'iﬂt(ll'l'llned from the table or appropriate formula (Ses
saga

1. Intravenous lrlrﬁntmn PRIOR TO RECEIVING THEIR FIRST
INFeD THERAPEUTIC DOSE, ALL PATIENTS SHOULD BE GIVEN
AN INTRAVENOUS TEST DOSE OF 0.5 ml, {See PRECAUTIONS:
General.) THE TEST DOSE SHOULD BE ADMINISTERED AT A
GRADUAL RATE DVER AT LEAST 30 SECOMDS. Although anapliy-
lastic reactions known to ocour following INFeD administration
are usually svident within a few minutes, or soonar, it |s recom-
manded that a period of an hour or longer elapsa before the
ramainder of the initial therapautic dosa is given.

PATIENT
LEAN BODY Hemoglobin of ndin
WEIGHT
3 4 5 6 7 8 9 10
kg | (b [lo/di|(ardh ({a/dh |igrdi | (gl | o/l | (a/al} |(a/l)

5 n 3|3 3 3 2 2 2 2
0] 22 7168 6 5 § 4 4 3
15 )3 109 9 8 ] 7 6 §
20 |4 1615 |14 13|12 |10[10]9
25 | 55 0 20| 1@ | 17 (16 | 15 | 14 | 13 | 12
30 | 66 § 2322 (21 |19 )18 |17 [15 | 14
_B| 77 27|26 | 24 2|20 20 |18 17
40 | 88 § 31|29 | 28 (26| 24 |22 )21 |18
45 | 99 3% |33 |3 (V|27 |25 |82
60 | 110§ 39 [ 37 | 36 (32 | 30 (28 [ 26 | 24
55 | 12104 8| M
60 [12) 7| 44
65 | 143 § 51 ) 48 |45 | 42 | 39 | 3B | 34 | 31
70 | 154 | 55 | 52
75 | 165 | 59 | 55 | 52 | 49 | 45 | 42 | 39 | 36
80 | 176 § 63 | 59 | 55 [ 52 | 48 | 45 | 41 | 38
85 | 187 | 66 | 63 | 59 [ 55 | 51 | 48 | 44 | 40
90 | 198 ) 70 | 66 | 62 | 58 | 54 | 50 | 46 | 42
95 | 2094 74| 70 | 66 |62 | 57 | 53 | 49 | 45
100 | 220 § 78 | 74 | 69 [ 65 | 60 | 56 | 52 | 47
106 (231 f 82| 77 | 73 | 68 | 63 | 59 | 54 | 50
110 (2424 86| 81 | 76 | 71 | 67 | 62 | 57 | 52
1526534 908 |80 (75| 70 ( 64 | 59 | 54
120 | 264 § 94 | 88 | 83 [ 78 | 73 | 67 | 62 | 57

* Table values were calculated based on a normal aduit hemo-
glabin of 14.8 g/d| for weights greater than 15 kg (33 Ibs} and a
namuq’lul:m of 12.0 g/dl ter wetghts less than ar equal to 15 kg

The total amount of INFeD in mL requirad to traat the anemia and
replenish iron stores may be approximatod as follows:

Adults and Children aver 15 kg (33 Ibs): See Dosage Table,
Altarnatively the total dose may be calculated:
&osa (mL) 'D .0442 (Desired Hb - Obsarved Hb) x LBW +

Based on: Desired Hb = the target Hb in gldl
Observed Hb = the patient's current hemoglobin in g/dl.
LBW = Laan hody waight in kg. A patient’'s lnan body

weight (or actual body weight if less than laan body
waight) should be utilized when determining dosage.
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doses of 2 mL or less may be givan on o daily basis
until the caleulated total amount required has bean reached.
INFal is given undiluted at & slow gradusl rate not to excesd
50 mg (1 mL) par minute.

2, Intramuseulor lniiurinn - PRIOR T0O RECEIVING THEIR FIRST
INFaD THERAPEUTIC DOSE, ALL PATIENTS SHOULD BE GIVEN
AN INTRAMUSCULAR TEST DOSE OF 0.5 mL. (Sea PRECAUTIONS:
Ganeral.) The tast dose should be sdministored in the same rec-
ommanded test site and by the sams tachnique as describad in
tha last paragraph of this section. Although anaphylactic reac-
tions knawn to accur following INFeD administration are usually
avident within a few minutes or soonar, it is racommendad that
at least an hour or fonger elapse hinfare 'tha remainder of the ini-
tial therapeutic dose is given.

if no adverse reactions are uhsowsd INFaD can be gLven ac-
cording to the until the [ total
amount requirad has basn raached. Each day’s dosa should ordi-
narily not akcead 0.6 mL (25 mg of iron) for infants undar § k
(11 |bgl; 1.0 mL [50 mg of iron) for ehildren under 10 kg (22 Imf
and 2.0 mL {100 mg of iron| for other patients.

INFaD should ba injacted only into the muscle mass of the uppar
outer quadrant of the buttock - naver into the arm or other
axposed araas - and should be injectad deeply, with a 2-nch or
dinch 19 or 20 guuge needlo. f the patient i standing, hafaho
should bo bearing histher weight on the leg opposite 1 i injee-
tion site, or il in bed, he/she should ba in the lataral position with
injgction site upparmost. To avold injaction or leakage into the
subcutaneous tissue, a Z-track tachnique (displacement of the
kin laterally prior to In|ucllt|ﬂ| is recommended.

MNOTE: Do not mix INFeD with other medications or add to par-
anteral nutrition solutions for intravenous infusion.

Parentoral dl‘uﬂJ)r!_lrlui:tS should be inspected visually for partic-
ulate matter an 0 priof to administrati h
the solution and container permit.

HOW SUPPLIED: INFeD™ {lrun Doxtran Injaction, USP) sontain-
ing 50 mg of slemantal iron par ml, is svallable in 2 mL, single
dose amber vials (for intramuscular or intravanous use) in car-
tons af 10 (NDC 0384-3012-47).

Store at controlled room temperature 15° - 30° C {59° - 96° F).

CAUTION: Federal law prohibits dispensing without prescrip-
tion.
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