ANDA 75-005 B FEB 24 l998

Abbott Laboratories

Attention: Thomas Willer, Ph.D.
200 Abbott Park Road, D-389, AP30
Abbott Park, Illinocis 60064-3537

Dear Sir:

This is in reference to your abbreviated new drug application
dated November 14, 1996, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Iopamidol-250,
Iopamidol-300, and Iopamidol-370 (Iopamidol Injection USP, 51%,
61% and 76%, respectively, packaged in plastic syringes).

Reference is also made to your amendments dated, August 15, 1997,
September 12, 1997 and February 6, 1998.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Biocequivalence has
determined your Iopamidol Injection USP, 51%, 61% and 76% to be

biocequivalent and, therefore, therapeutically equivalent to the
listed drug [Isovue®-250, Isovue®-300, and Isovue®-370,
respectively, of Bracco Diagnostics Inc.].

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug. ’

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.




We call your. attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the

time of their initial use.

Douglas L. Sporn Lo~ TF

Director
Office of Generic Drugs
Center for Drug Evaluation and Research

Sincefely yours.

™
N L




cJ IOPAMIDOL-200 iopamidol Injection, USP 41%

I0PAMIDOL-300 i1o0pamidol Injection, USP 61% .
I0PAMIDQL-370 1opamidol injection, USP 76%

||| I0PAMIDOL-250 i10pamidol Injection, USP 51%

NOT FOR INTRATHECAL USE_ |

.~

Iopamldol Injection is NOT FOR INTRATHECAL USE. See INDICATIONS AND USAGE and DOSAGE AND
ADMINISTRATION sections for further details on proper use.

Diagnostic Nonionic Radiopaque Contrast Media

For Angiography Throughout the Cardiovascular System, Including Cerebral and Peripheral Arteriography, Coronary Arteriography and Vestriculography,
Pediatric Angiocardiography, Selective Visceral Arteriography and Aortography, Peripheral Venography (Phlebography), and Adult and Pediatric
Intravenous Excretory Urography and Intravenous Adult and Pediatric Contrast Enhancement of Compuled Tomographic (CECT) Head and Body imaging

DESL‘MPTMN bolism, deiodi or fi ion occurs.
idol Injection, USP formulations are stable, ag sterile, and nonpyrogenic soluti i idol is d mainly through the kidneys following intr ! inistration. In
lor intravascular administration. patients with impaired renal function, the jon half-life is prolonged dependent upon the
Each mL of lopamidol-200 (I ido! Inj USP 41%) provides 408 mg iopamidol with degreeol In the ab of venal dysfunction, the lative uninary ion for
1 mg tromethamine and 0.25 mg edetate caicium disodium. The solution ins approximatet Xpi d as a p of di dosa, is approximately 35 to

0.029 mg (0.001 mEq) sodium and 200 mg organically bound iodine per mL

Each mL of lopamidol-250 {} idot Injection, USP 51%) provides 510 mg iopamidol with
1 mq tromethamine and 0.3 my edetate calcium disodium. The solution contains approximately
onssmg(umznﬂlsodmnmmmg organically bound iodine per mt_

Each mL of lopamidol-300 {k idol Injection, USP 61%) provides 612 mg iopamidol with
1 mg tromethamine and 0.39 mg edetate calcium disodium. The solution contains approximately
0.043 mg (0.002 mEq) sodium and 300 mg organically bound iodine per mL

Each mL of | idol-370 idol Injection, USP 76%) provides 755 mg iopamidol with
1mg Irome!hamme and 0.48 mq edetate caicium disodium. The solution contains approximately
0. 053 mg (uooz mEq) sodlum and 370 mg otgamnlv hound iodine per mL

for ions may comain hloric acid for pH pH is
708510 7. 5) Pertinent physico-chemical daﬂ are noted below. lopamidol injection is
hypertonic as compared 1o piasma and cerebrospinal fluid {approximately 285 and
301 mOsmoVkg water, respectively).

40 percent at 60 m:mnes. 80to 90 percem at 8 hours, and 90 pcn:em or more in the 72- to Ss-hour
period after admi jon. in normal subj y one percent or less of the
a&mmnd dose appears in cumulative 72- to 96- hour fecal speclmens
| may be visualized in the renal p yma within 30 to 60 sgeonds following rapid
intravenous administration. Opacification of tho calyces and pelves in patients with normal renal
function becomes apparent within 1to 3 mumnes, with opmmm contrast occurming between S
and 15 minutes. In patients with renal i lization may be delayed.
idol displays little tendency to bmd to serum or plasma proteins.
No evid of m vivo | ion has been found in normai subjects.
Animal studies indicate mat lopamniol does not cross the blood-brain barrier to any significant
extent following intr
lopamidol enhances computed tomographic brain imaging through aug ion of
radiographic efficiency. The degree of enhancement of visualization of tissue density is directly
related to the iodine content in an administered dose; peak iodine blood levels occur
ly following rapid i ion of the dosa. These levels fall rapidly within five to ten

d for by the dilution in the vascular and extraceilular fluid
compartments which causes an initial sharp fall in plasma concentration. Equikibration with the
hed in about ten minutes; thereatter, the falt becomes
frequently occurs after peak blood iodime levels
can range from five to forty minutes

depending on the peak iodine levels achieved and the cell lype of the lesion. This lag suggasls
is at least in part d dent on the i of

iodine within the lesion and outside the blood pool, although the mechanism by which this
occurs is not clear. The radiographic enhancement of non-tumoral lesions, such as
arteriovenous malformations and aneurysms, is probably dependent on the iodine content of the

idol does not in normal brain tissue due to the
presence of the “blood-brain” barrier. The increase in x-ray absorption in normal brain is due to
the prasence of contrast agent within the blood pool. A break in the blood-brain barrier such as
occurs in matignant tumors of the brain allows the accumulation of the contrast medium within
the interstitial tissue of the tumor. Adjacent normal brain tissue does not contain the contrast

lopamidol
P n% 51% 1% %
Concentration (mg 1/mL) 200 250 w0 3 This can be
Osmolality @ 37°C (mOsmol/kg water) a3 524 616 7% -
Viscosity {cP) @ 37°C 20 30 [y} 94 extracelluiar comp is rea
@u°C 33 5.1 88 09
Specnﬁc Grnvny@:ﬂ'c 1216 1281 138 1405 are reached. The delay in
 lopam “ | is desi L.: .L m li;was (SD—N,l.l;;b"?'l.:;h;'.imxy-l-thydmxymethvl)-emvl}u,& that raciographic contrast
(‘IN:OH
CONHCHCH,0H MW 77708
o, 1 ! CizHzisNaOs circulating blood pool.
- Organicalty Bound lodine: 49% tn CECT head
H,c—c—cuuu com«iucn,ou
CH;O0H
lopamidot is a practically odori whue to off-white powder. lopamidol is very soluble in
water; sparni soluble in methano!, y insoluble in alcohol and in chloroform. medium.

The flexible plastic cantainer is |ahncned {rom a specially formulated CR3. Water can

pen'neate Irom inside the container into the overwrap but not in amounts sufficient to affect the
jy. Solutions in contact with the plastic container may leach out certain

chemical componems from the plastic in very small amounts; however, biological testing was
supportive of the safety of the plastic ials. Exposure to temp! es above
25°C/T1°F during transport and storage will lead to minor losses in moisture content. Higher
temperatures lead to greater losses. It is unlikely that these minor losses will lead to clinically
significant changes within the expiration period.
CLNICAL PHAMCO GY
Intr lar injection of a radiopaque di ic agent op those vessels in the path of
flow of the contrast medium, permitting radlogvapmc visuakzation of the internal structures of
the human body until sngmﬁcam hemoduhmon occurs.

Following intr diagnastic agents are immediately diluted in the
curculaunq plasma Calculauons of apparem volume of distibution at steady- stale indicate that
idol is d the circulating blood volume and other extraceltular fiind; there

appears to be no sigmificant deposition of mpamudol in tissues. Uniform distribution of iopamidol

in extracellular fluid is refiected by its d ated utity in comrasx enhancement of computed
tnmographlc mugmg of the head and body following intr .
The ph of i idol in normal subjects conform to

an open two-compartment model wnh tirst order elimination {a rapid alpha phase for drug
distribution and a slow beta phase for drug elimination). The elimination serum or plasma
half-lite is approximately two hours; the half-life is not dose deperdent. No significant

In nonneural tissues (during computed tomography of the body), iopamidol diffuses rapidly
from the vascular into the extravascular space. Increase in x-ray absorption is related to blood
flow, concentration of the contrast medium, and extraction of the contrast medium by interstitial
tissue of tumars since no barrier exists. Contrast enhancement is thus due to the relative
differences in extravascular diffusion between normal and abnormal tissussquite different from
thatin the brain.

The pharmacokinetics of iopamidol in both normat and abnormal tissue have been shown 1o be
variable. Contrast enh pp tobeg soon after inistration of the contrast
medium, and following intraarterial rather than intravenous administration. Thus, greatest

h canbe d d by a series of ive two- to three-second scans performed
just after injection iwithin 30 to 90 seconds), i.e.. dynamic computed tomographic imaging.
INDICATIONS AND USAGE )
lopamidol Injection is indicated for angiography throughout the cardi lar system, includi
cerebral and peripheral aneriography, coronary arteriography and ventriculography, pediatric
angiocardiography, selective visceral arteriography and aortography, peripheral venography
{phlebographry), and aduft and pediatric intravenous excretory urography and intravenous adult
and pediatric contrast enhancement of computed tomographic (CECT) head and body imaging
{see below).

CECT Head laging
lopamidol Injection may be used to refine diagnostic precision in areas of the brain which may
not otherwase have been satistactorily visualized.




Tumors
Inpamidol Injection may be useful to investigate the presence snd extent ol cemm malngnancues
such as: gliomas mcludmg mahonam.glmmas, glioblastomas, Y g g and

pituitary
ndenomas, :ramopharvngmmas germinomas, and metastatic lesions. The mfulmss of contrast

for the & of the bulba space and in cases of low grade or infiltrative
glioma has not been demonstrated.
In calcified lesions, there is less likelihood of enh F g therapy, tumors may
show decreased or no enhancement.
The opacification of the inferior vermis following media admnkstrstion has resulted in
false-positive diagnosis in a number of otherwise normal studies.
thﬂ: Conditions
idol Injection may be beneficial in the image enh of lastic lesions.
Cerebral infarctions of recent onset may be better visuakred with h white

some infarctions are obscured if contrast media are used. The use of indinated contrast media
results in contrast enhancement in about 80 percent of cerebral infarctions studied from one o
four weeks from the onset of symptoms.
Sites of active infection may also be g contrast media administration.
Arteriovenous malformations and uneurysms vmﬂ show contrast enhancement. For these
vascular lesions, the enh t is probably dependent on the iodine content of the
clrculatmg blood poot.
and intrap hymal bleeders seidom d h
However, in cases of intraparenchymal clot, for which there & no otmous chnical explanation,
contrast media administration may be helpful in ruling out the possibility of associated
arteriovenous malformation.
CECT Body imaging
lopamidol Injection may be used for enhancement of conpmed tomographic lmages for

b A fndl

Contrast media may promote sickiing in individuals who are b ygous for sickle cell disease
when injected artravenously of intraarterially.

Administration of radiopaque materials to patients known or suspected of having
pheochromocytoma should be performed with extreme caution. !f, in the opinion of the
physician, the possible benellts of such procedures outweigh the considered risks, the

d may be perf ; , the amount of radiopaque medium wected should be
lautn an absolute minimum. The blood pressure should be d
and for ofah ive crisis should be available. These panems should
be monitored very closely during cnntmst enhanced pmcedures

Reports of thyroid storm following the use of ic agents in
patients with hyperthyroidism or with an autonomously iuncuomng mvrmd nodule suggest that
this additional risk be evalusted in such patients betore use of any contrast medium.
PRECAUTIONS
Gemenal
Diagnostic pmcodures which involve the use o( any radiopaque agent should be carried out

S

underdlc ion of p | with the pr 1 tr-mnqandwmumomughkmwledgeol
the p: procedure to be pert d. Approp: facities should be availablé for copmg
m any cnqinnon of the pmcodun as well as fot o of severe
10 the contrast agent itself. Aiter p. al i oll di agent,
personnel and emergency facilities should be available for at least 30 to 60 minutes since severe
delaved ructnns mav oceur.

Py is d and may to acute renal tailure in patients

with ndunced nscuhr disease, dlabem: patients, and in susceptible nondiabetic patients (often
eiderly with preexisting renal disease). Patients should be well hydrated prior to and following

The possibiity ot 2 ion, including serious, life-th {atal, hyl d or
wd-mscdn reactions, should always ba considered (see ADVEHSE REACTIONS) ‘Patients at

detection and evaluation of lesions in the liver, pancress, kidneys, aorta,
nbdommal cavity, pehvis and retropemonell space.
t of g '

idol Injection may be ot benefit in

)

d risk include those with 8 history of a previous reaction to a contrast medium, patients
with a known sensitivity to iodine per se, and patients with a8 known clinicg) hypersensitivity
tbronchul asthma, hay fever, and food ullerqnes) The occnnence of severe idiosyncratic

establishing dugnoses of certain lesions i m mm mas with greater assurance than is p
with CT alane, and in supplying sdditional festures of the lesions (e.g., hepatic absr.ess
delineation prior to per drai ). inbther cases, the contrast agent may aliow
visualization of lesions not seen with CT olone {eqg. tumor extension), or may help to define
suspicious lesions seen with h dCT(eg. p eyst).

Contrast enhancement appears to be greatest within 60 10 90 uconds aher bolus
administration of contrast agent. Therefore, utilization oi a i

{"dynamic CT scanning”™) may improve of tumor and
other lesions such as an ab L} ling d or more L
disease. For example, 8 cvst may be distinguished from a |arized solid lesion when
and enh d scans are compared; the rfused mass shows unch d x-ray
absomuon {CT number). A iarized lesion is ch ized by an i in CT number in
the few minutes after a bolus of intravascular contrast agent; it may be malignant, benign, or
nonnal tissue, bul would probably not be a cyst, b or mhev lar lesion.
ing may pnmde d i ion in the i |
patient, the decision 10 employ which may be associated with risk and

increased radiation exposure, should be based upon a careful evaluation of clinical, other
radiological, and unenhanced CT findings.

P d the use of several pi ing cannot be
relied upon to predict severe reactions lnd may useli be haurdnus ior the pauem itis
squ:sledthlu thorough medical history with emphasis on allergy and hyp itivity, pnov 10
the injection of any dium, may be more than pr ing in predi
poteuual adverse reactions. A positive history of lllefgnes or hvpemnsmvnv does not arbmanly

di the use of a agent where a di procedure is thought
but caution should be exercised. Premedication with antihistamines or corticosteroids to avoid
or possible allergic in such patients should be considered. Recent reports
indicate that such pretreatment does not prevent serious life-threatening reactions, but may
reduce both their mcidence and severity.
General anesthesia may be indicated in the performance of some procedures in selecled

patients; 2 higher i of adverse has been reported with
media in anesthetized patients, which may be attributable to the inabikty of the patient to mmw
untoward symptoms, or to the h e effect of thesia. which can reduce cardiac

output and increase the duration of exposure to the contrast agent.

Even though the osmolality of iopamidol is low compared to diatrizoate of iothalamate based
ionic agents of comparahle iodine concentration, the potential transitory increase in the
circulatory ic load in pati with ive heart failure requires caution during

CONTRAINDICATIONS injection. These patients should be observed for several hours following the procedure to detect
None. delayed hemodynamic disturbances.

WARNINGS In angiographic procedures, the possibility of dislodging plaques or d: or perforating
Severs Adverse Events ~ Intratheca! Admini the vessel wall should be borne in mind during cath ipulations and medium
Serious adverse have been reported due to the inad intrathecal ad jection. Test inj t ensuve praper catheter placemem are wqgesled

of iodinated contrast media that are not indicated for intrathecal use. These serious adverse Selective coronsry graphy should be p d only in d patients and thase in
reactions include: death, convulsions, cerebval hemonhaqe coma, paralysis, arachnoiditis, whom the exp ¢ benefits igh lhe prncedulal risk. The inherent risks of
acute renal failure, cardiac amest, sei Y hvpe“ ia, and bram edema mgnocudmgnphym panems with chfomc i phy must be d against the
Special attention must be given to insure mat this drug product is not inadventently d y for p giography should be avolded whenever possible in
intrathecally. pamntswnh homocysnnum because of the risk of inducing th and embokism. See also

Nonionic iodinated contrast media inhibit blood coaguiation, in vitro, less than ionic contrast PRECAUTIONS - Pediatric Use.
media. Clotting has been reported when blood remains in contact with syringes containing In sddition to the general p ions previously described speual care is requvred when

nonionic contrast media.

Serious, rarely fatal thromboembolic events causing myncarﬂial infarction and stroke have
been reponed dunng angiographic procedures with both ionic and nonionic contrast media.
T N

, lous intr; hmque is Mcessnry pamcuunv dunng

venography is performed in p with suspected thromb lebitis, severe isch
disease, local infection or a totally obstructed venous system.

Extreme caution during injection of cnmrast medla is necessary 1o avoid exisavasation, and

tiuoroscopy is ded. This is esp y important in patients with severe arterial or
venous disease.

" o ion for Patients
Patients iving ble radi di ic agents should be instructed to:

1. Inform your physician if ynu are pregnant
2. Inform your physician if you are diabetic or it you have multple myeioma, pheochromocytoma,

angiographic procedures, to minimize thromboembotic events. factors, includi
Iength ol procedure, catheter and syringe material, undeﬁymg dt:etse state, and ct
may ib to me dop of events. For these reasons,
i giographi are ded including close jon to guid
and cath ipulation, use of ifold sy and/or mree way stopcocks, lrequem
catheter flushing wnh heparinized saline sokt and g the length of the proced

The use of plastic synnges in place of glass syninges has been reponed 10 ucrease but not
eliminate the likelihood of in vitro clotting.

Caution must be exercised in patients with severely impaired rena! function, those with
combined renal and hepatic disease, or anuna, pamculady when quev doses are administered.
Radiopaque diagnostic contrast agents are in pati with muftiple

I or other paraproteinemia, parncularly in those wnh therapeutically resistant anuria,
Myeloma occurs most commonly in persons over age 40. Although neither the contrast agent nor
dehydration has been proved separately to be the cause of anuria in myelomatous panents, it
has been specul ‘tmlme bination of both may be causative. The risk in myelomatous
patients is not a contrainds h , special pr jons are required:

s

h ygous sickle cell disease, or known thyroid disorder (see WARNINGS).
3 Inlorm your phvsucwn if you are allergic to any drugs, food, or if you had any reactions to
of sub used for x-ray procedures (see PRECAUTIONS, General).
4 Intom vnur physician about any other medications you are currently 1aking. including
nanprescription drugs, before you have this procedure.
Drug Interactions
Renal toxicity has been reported in a few patients with liver dysfunction who were given oral
cholecystographic agents followed by intravascular contrast agents. Administration of
intravascular agents should therefore be postponed in any patient with a known or suspected
hepatic or biliary disorder who has recently received a cholecystographic contrast agent.
Other drugs should not be admixed with iopamidol.




Drug/Laboratory Test imteractions

Adverse Reactions (cont'd)

The results of PBI and radicactive iodine uptake studies, which depend on iodine estimations, Estimated Overall Incidence
will not sccurstely reflect thyroid function for up to 16 days foliowsng administration of iodinated Systom >1% <%
media. H , thyroid function tests not depending on iadine estimations, €.9., Digestive nausea (1.2%) vomiting
T3 resin uptake and total or free thyroxine (T4) assays are nat atfected. anorexio
Any test which might be affected by contrast media should be performead prior to . L
administration of the contrast medim. Respiratory none o rieson
M Iqﬂ W nd " P puimonary edema
In vitro studies with animal blood that many 1 agents, .
jopamidol, preduced a sight depression of plasma guiation factors inciuding prothrombs Skin and Appendages none rash
tme, partial thromboplastin tme, and fibrinog: s weil as a shoht tendency to cause platelet urticana
snd/or red blood cel aggregation (see PRECAUTIONS-Generall. prucitus
Transitory changes may occuf iv! red ceil a_ud leucocyte cownts, serum ul;iun. serum fiushing
indne, serum gl lacetic wansaminase (SGOT. and wic scid in urne; transient Body as s Whole hot flashes (1.5%) headache
albuminuria may 0cCur. fever
MMSI\MMMn ‘ulhctwul i chills
¢ bl ,“. v v ‘F"?" " . . . . excessive sweating
:&mdm n uy_nds have not been pes [ genic p No back spasm
nce of genetic toxicity was obtained in i witro tests. . !
Studies with solutions from fiexible plastic containers have nat been periormed to evaluste Special Senses warmth (11%} taste alterations
i ic p ial ; isl or effects on fertity. n_asal congeston
Pregaancy: Teratogenic Effects visual disturbances
Preg Category B Reproducti studies have been performed in rats and rabbits af doses Urogenital none urinary retention
up loAZJ and 1.4 times the maximum recommended human dose ll._“ gl/kgina
50 kg individual, respectively and have fed no evid °‘,; mpaired fertiity oc harm to the Regardiess of the sgent employed, the oversll d incidence of serious adverse
S;“l:e?eﬂt:cnuse nnim;ll.hree:r;:;:ﬁon M;::.n —t dwm;r:m o hmﬂuadn‘rscsum; i resctions is higher with coronary arteriography than with other procedures. Cardiac
X X . : g ial icchemia of nfarction h red
drug should be used during pregnancy only if clearly needed. decompensation, serious or my o infarction have been repo \

Nursing Mothers
It is not known whether this drug is excreted in human milk. Because many drugs are excreted in
human milk, caution should be exercised when iopamidol is administered to a nursing woman.
Caution should be exercised when sohstions from fiexible plastic containers are administered
10 2 nursing mother.
Pediatric Uso
Safety and effectiveness in pediatric patients have been established in pediatric
giocardiograplry ¢ graphy thead and body) and excretory urography. Pediatric
patients at higher risk of experiencing sdverse events during medium administrats
may include those having asthma, a sensitivity to medication and/or ailerg yanatic heart
disease, congestive heart failure, 2 serum crestinine greater than 1.5 mg/dL or those less than
12 months of age.
Safety and effectiveness of solutions from fiexible plastic containers in pediatric patients have
not been well established.

ADVERSE REACTIONS

Adverse jons fotiowing the use of & idol are usually mdd to moderate, sei-imited and
transient.

In angiocards hy {537 ), the adverse with an estimated incidence of one

percen; or higher ;re’: hot flashes 3.4%; angina p!
13%; hypotension 1.0%; hives 1.0%.
In 2 clinical trial with 76 p diatric patients und diography, 2 adverse

is 3.0%; flushing 1.8%; bradycardis

with iopamidol injection and may occur duning coronary graphy
Following coconary and icular injections, certain electrocardiograp
QTe. increased R-R, T-wave amplitude) and certain hemodynamic changes (d: d systolic
pressure) d less t ntly with lopamidol Injection than with diatry glumine and
diatrizoate sodium injection; increased LVEDP occurred less frequently after ventricular
In graphy, the risks of procedures also include injury to the sorta and neighboring organs,
pleural puncture, renal damage including infarction and acute twbular necrosis wath cliguria and
anuria, accidental selective filling of the right renal antery during the transiumbar procedure in the

hy and left ek

d

.

presence of preexisting renal disease, P emorrhage from the { approach,
and spinal cord injury and pathology iated with the sy ofr myelitis.
The ing adverse ions have been reported for & idol:

Cardiovascular: arrivythmia, arterial spasms, flushing, vasodilation, chest pain, cardio-puimonary
armest,

.- Y - L

[ paralysis, coma;
Respiratory: increased cough, sneezing, asthma, apnea, laryngeal edema, chest tightness,

rhinitss;

Skin and Appendages: injection site pain usually due to extr
swelling, pallor, periorbital edema, facial edema;

Urogenital: pain, hematuria;

Special Senses: watery itchy eyes, lacrimation, conjunctivitis;

and/or eryth

{2.6%} both ty to the media were reported. Both patients were less
than 2 years of age, both had cyanotic heart disesse with underlying right ventricular

b lities and ab | pul y circulation. In one patient pre-existing cyanosis was
transiently i ified foliowing media administration. In the second patient pre-existing
decreased peripheral perfusion was intensified for 24 hours following the examination. (See
PRECAUTIONS section for information on high risk nature of these patients.}

letal: muscie spasm, involuntary leg movement,
Body as a whole: tremors malaise, anaphylactoid reaction {characterired by cardiovascuiar,
pi y. and Y ), pain;
Digestive: severe retching and choking, abdominal cramps.
Some of these may occur as a consequence of the procedure. Other reactions may
also occur with the use of any contrast agent as a consequence of the procedurai

j of media is frequently d with the ion of hazard; these include hemorrhage or psevdoaneurysms at the puncture site, brachial
warmth and pain, especially in peripheral jography and graphy. pain and warmth are plexus palsy following axillary artery injections, chest pain, myacardial infarction, and
less frequent and less severe with | idol injection than with diatn glumine and transient changes in hepatorenal chemistry tests. Arterial thrombosis, displacement of
diatrizoate sodium injection. arterial plaques, venous thrombosis, dissection of the coronary vessels and transient

The following table of incidence of ¢ is based on clinical studies with lopamidol sinus arrest are rare complications.
Injection in about 2.246 patients. General Adverse Reactions To Contrast Media
Reactions Reactions known 10 occur with parenteral administration of iod d jonic agents (see
Estimated Overall incideacs the listing below) are ible with any nonionic agent. Approxi ly 95 percent of adverse
System >% % g panying the use of other water-soluble intravascularty administered contrast
Cardiovascular none achycardia agents are mild to mod, in degree. H , life-th ] ions and fatalities, mostly
hypotension of cardiovascular ongin, have occurred. Reported incidences of death from the administration of
hypertension other iodinated contrast media range from 6.6 per 1 million (088066 percent) to 1 in
myocardial ischemia 10,000 patients {0.01 percent). Most deaths occur during injection or 5 to 10 minutes later, the
circulatory collapse main festure being cardiac arrest with cardiovascular disease as the mam sggravating factor.
S-T segment depression Isolated reports of hypotensive coliapse and shock are found in the Inerature. The incidence of
bigeminy shock is estimated to be 1 out of 20,000 (0.005 percent) patients.
extrasystoies Adv ions to injectabl media fall o two categories: ch ic I
ventricular fibritlation and idiosyncratic { Ch i ions result from the physico-chemical properues
angina peclons of the contrast medium, the dose, and the speed of injection. ANl hemodynamic disturbances and
bradycardia injuries to organs or vessels perfused by the contrast medium are included-inthis category.
transient ischemic atiack Experience with iopamidol suggests there is much less discomiort {e.g. pain and/or warmth}
thrombophlebrbs with peripheral arteriography. Fewer changes are noted In ventricular function after
Nervous pain (2.8%) vasovagal reaction ventriculography and coronary artenography. -
buming sensation {1.4%) 1inghing in arms Idiosyncratic reactions include all other reactions. They occur more trequently in patients
gnmace 20 to 40 years old. ldiosyncratic reactions may of may not be dependent on the amount of drug
faintness injected, the speed of injection. the mode of injection, and the radiographic procedure.




i

s

y are
are self-imited and of short ¢
urgent and mandatory.

The reported incid of adverse reactions to media in pati with a history of
allergy is twice that for the general population. Patients with 3 history of previous reactions to a

contrast medium are three times mora susceptible than other patients. However, sensitivity to
contrast media does not appear to+ with d inations. Most adverse i

ded into minov, i , and severe. The minor reactions
jon; the severe

are life-thy ing and tre is

Excretory Uregraphy
| idol-250 (K n, 250 mg E /mL) o lopamidol-300 may be used. The usual adult
dose for lopamidol-250 is 50 to 100 m¢ and for lopamidol-300 is 50 mL sdministered by rapid
intravenous injection.

Pediatric Excretory Urography

lopamidol-250 or lopamidol-300 may be used. The dosage recommended for use in pediatric

to intravascular contrast agents appear within on; to three minutes after the start of injection,
but delayed reactions may occur (see PRECAUTIONS, General).

In addition to the adverse drug reactions reported for 1opamidol, the following additiona!
adverse reactions have beenrewnedwmmcmdmmwuahvmmmm
are possible with the use of any water-soluble iodinzted contrast agent
Carri y bral b hige.

Skin and Appendages: skin necrosis.

U itat esmotic nephrosis of proxi | tubular cells, renal fadure.

Specisl Senses: conjunctival ch with infection.

Hematologic: neutropenis

OVERDOSAGE

Ti of an dose of an inj radiopag Contrast medium is directed toward the
support of ait vital and prompt institution of ic theragy.
DOSAGE AND ADMINISTRATIO|

General :

itis desirable that solutions of radi .

pag 7 agmlwivm:scdumbeatbody
tempersture when injected. In the event that crystalkzation of the medium has occumed, discard
the container, do not use.

for ory urography is 1.2 ml/kg to 3.6 mUkg for lopamidol-250 and 1 mlkg to
3 mlkg for lopamidol-300. it should not be necessary to exceed atotal dose of 0 g 1.
Computed Tomography
| idol Injection 250 or ) 300 may be used.
CECT of the Hesd: The suggested dose for lopamidol Injection 250°is 130 to 240 mi, and for
lopamidol 300 is 100 to 200 mL by intr dministrats ging may be performed

[ Armin

y af X
CECT of the Body: The usual adult dose range for lopamidol Injection 250 is 130 to 240 mL. and for
lo_pm_uidol Injection 300 is 100 to 200 mL. admini d by rapid & infusion, or bolus

ingection.
Equivalent doses of lopamid Injecti Mbasedmwmﬂvm:diodimcmntmw
also be used. ’

Total dose for either CECT procedure should not exceed 60 grams of iodine.
Pediatric Computod T
topamidol-250 or lopamidol-300 may be used. The dosage recommended for use in pediatric

patients for graphy is 1.2 ml/kg to 36 mL/kg for lopamidol-250
and 1 mi/kg to 3 miskg for lopamidol-300. it should not be necessary to exceed a total dose of
gL

. Lo . Drug Incompatibilities
cmiii"vz‘af;iﬁ?fm??m:ﬁ:mmbe““'m"”:m....,m".;“:.;“?..-’:f Many radipag pderts areincompathleinvira with some anistamines and many
and with catheters and guidewires. ‘ %:1'! dsr‘t;'q.:’;a , no other ph: icals should be admixed with agents.
P | drug products should be i d visualty for matter and discoloration h v . T . . . .
prior to administration, whenever solution and iner permit. lopami hutions should be LStTS2 Ten—50 gfp s sup) m‘s'.n%- dose fexible plastic ‘umr,‘ as follows:
m;dnnhﬂchlr;v;dwimrmemmalwm;mpahvﬂowmge. Ust7523 Ten-100mL  iopamidol-200 (lopamido inject LUsPary) 4
abients should be wed hydrated prior o and folk g k ol injection sdministrasi List 7529 Ten- 200 mL ! idol-200 (I idol tnj ,USP41%)
bmwlmmwcqmﬂﬂ:gem Mlymabnsrdmollmniddh&cﬁoqngcmry Ust7530 Ten—S0mL [ idol-250 (i ot USP S1%)
to obtain adequate visualization should be used. A lomr_ dese reduces the poxabi(yrol an List 7530 Ten - 100 mL I idol-250 (| idot § , USP S1%)
adverse reaction Mo.vmudwasdamumama!admamﬂnmdmwhlwhm List 7530 Ten-150 mL lopamidol-250 (i idol | USP 51%)
ilable ¢ ion of / ol Injection; the cogbinati of dose and lopamidol Injection Ust 7530 Ten- 200 ml I doi-250 (I idol Inj USP 51%)
concentration to be used should be carefully indindusiized, and factors such as age, body size, List7531 Ten-50mL I dol-300 {lopamidol Injection, USP 61%)
size of the vessel and its biood fow rate, anticipated pathology and degree and extent of List7531 Ten-75mL | dot-300 (I dol Injection, USP 61%)
opacification required, structure(s) or ares to be ined, disease p affecting the List7531 Ten-100ml [ dol-300 {lopamidol Injection, USP 61%}
patient, and equis and technique to be empioyed should be dered. List7531 Ten- 150 ml, [ dol-300 (1 dol Injection, USP 1%}
Cerebeat } List 7533 Ten-50mL ! dol-370 {1 | USP 76%)
[ idol-300 {lopamidol Inject mmgl/muwwbeuud.mwwwuiﬁecﬁm Ust 7533 Ten-75mL ! dol-370 (I dol | USP 76%)
by carotid puncture or transtemoral catheterization s 8 to 12 mt, with total muhiple doses List 7533 Ten- 100mt lopamidol-370 (| I USP 76%)
e e
Peripheral Arteriography . en- 150 mi \opamid  opamido’ Inject
lopamidol-306 usually provides adi isualization. For injection into the femoral artery or ng% }:::g":t lopamid .g;g“ idol iniecti 8:;;::;
subclavian artery, 5 to 40 m_ may be used; for injection into the aorta for a distal runoff, 25 to " idol Injection, USP is fied in a single-dose tea m’ vial .'s' )
50 mL may be used. Doses up o a total of 250 ml of lopamidol-300 have been administered Lst7532 Ten Plas'tic—aomL' o 30%,. Saariop vz usP Gli)
during peripheral arteriography. opamidol Injecti is supplied in a single-dase ANSYR™ Syringe (LifeShiekd® Und of Use
f"'P'!"'.'z“'w"j‘,""P‘,'V 'W’"%) . Syringe with male luer lock) as follows: g YT
, 200 mg I /mL) should be used. The usual dose is 25 to 150 m_ List8117  Ten—30 mL lopamig I idol Injection, USP 51%)
per lowur extremity. The combined total dose for muktiple injections has not exceeded 350 mL_ List8117  Ten-50mL || idol-250 {lopamidol Injecti , USP 51%) /
Selective Visceral A iography and Aortog phy List8118  Ten -30mL | idol-300 {i I USP 61%}
I idol-370 (4 idol Injecti ,370mgl/lexhouIdbeused.DomuplnSﬂmLmay be List8118 Ten-50md idol-300 (I | ion, USP 61%)
Tequired for injection into the larger vessels such as the 013 or celiac artery; doses up to 10 mL Lst8118  Ten - 30 mL lopamidol-370 ) idol | , USP 76%)
may be required for injection into the renal arteries. Often, lower doses will be sufficient. The List8113 Ten-50mL ) dol-370 (| dol | USP76%)

combined total dose for multiple injections has not exceeded 22 m__

Pediatric Angiocardio

lopamidol-370 should be used. Pediatric angiocardiography may be performed by injection into 3
large peripheral vein or by direct catheterization of the heart.

The usual dose range for single inj

is provided in the foli ing table:
Siagle injection
18
<2years 1615
2-9years 15-30
10-18 years 20-50
The usual dose for cumutative injections is provided in the following table:
Age =l
<2years 40
24 years 50
5-8years 100
10-18 years 125

Coronary Arteriography and Ventriculography
lopamidol-370 should be used. The usual
210 10 mL. The usual d_ose for ventriculogr

nm

©Abbort 1997

Discard unused portion. Check for the presence of particulate matter before use.
Prstect from light. It is Tecommended that the product be stored at 15° to 25°C (59° 10 77°F).
E of ph et

products to heat should be minimized. Avoid excessive heat. Protect
from freezing.
Caution: Federal (USA} law prohibits di

ing without p
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NDC 0074-8119-15

I0OPAMIDOL-370
IOPAMIDOL injection, usp 76%
[NOT FOR INTRATHECAL USE |
37% Organically Bound lodine
For Intravascular Use.

IOPAMIDOL-370

IOPAMIDOL injection, usp 76%
[NOT FOR INTRATHECAL USE |

37% Organically Bound lodine

USE ASEPTIC TECHNIQUE

1. Remaove luer cover
-
R

onduosesd | 35N TVIIHIVHLNI UO4 LON | \
0/, dsn uowoali 10QINYdOI
0LE-100INYdO! =
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a. 2 > 2

Each mL of sterile, nonpyrogenic, agueous solution provides 755 mg
jopamidol with 1 mg tromethamine and 0.48 mg edetate calcium
disodium. May contain hydrochloric acid for pH adjustment. pH is
7.0(6.5to 7.5). Each mL contains approximately 0.053 mg {0.002 mEq)
sodium and 370 mg organically bound iodine.

2. Pull the barrel down until air is
expelled from the syringe

% SL6L18 %2000 L (10)
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. - Retain in carton until,
time of use. . -

5
%

Ansyr™

2. Pull the barrel down until air is
expelled from the syringe.

Unit of Use Syringe
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LifeShield®

with male luer lock
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adapter
RAOS5614-2/R2-8/97 —
©Abbott 1997 Printed in USA I
Abbott Laboratories —
North Chicago, IL 60064, USA OP EN <« PUSH AND PULL TO OPEN p>
- a 50 mL NOC 0074-8119-15

I0PAMIDOL-370

IOPAMIDOL injection, usp 76%
[ NOT FOR INTRATHECAL USEJ

37% Organically Bound lodine

',
Ve

Singlé-dose

Store at 15°
is clear an:
particulate n
Caution: F
prescription

IOPAMIDOL tnjection, USP 760/0

= |OPAMIDOL-370

I

(01) 1 030074 811915 4

I

OPEN

[ NOT FOR INTRATHECAL USE |
37% Urganicélly Bound lodine
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Approx.mL. & [Te) O Lo
[ o — - (9] (9] o™

i IIIIIIIIIIIIIIIIIIIIIIIIIIIII lIIIIIIIIlIIIII
50 mL NDC 0074-8119-15

IOPAMIDOL-370

IOPAMIDOL Injection, USP 76%

NOT FOR INTRATHECAL USE

37% Organically Bound lodine
For Intravascular Use.
Protect from light. Retain in carton until time of use.  RAO5613-2/R2-8/97

I
1
«wn 1915 7

0 030074 81
Each mlL of sterile, nonpyrogenic, agueous solution provides 755 mg iopamidol with 1 mg tromethamine and
0.48 mg edetate calcium disodium. May contain hydrochloric acid for pH adj pHis 7.0{6.5t0 7.5). Each mL contains
approximately 0.053 mg (0.002 mEg) sodium and 370 mg arganically bound iodine. Check for presence of particulate matter
before use. Discard unused portion. Caution: Federal (USA) law prohibits dispensing without prescription.
Abbott Laboratories, North Chicago, IL 60064, USA
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2. Pull the barrel down until air is
expelied from the syringe.

RAO5612-2/R2-8/97
©Abbott 1997 Printed in USA

Abbott Laboratories
North Chicago, IL 60064, USA
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adapter
«PUSH AND PULL TO OPEN > OP EN
=) 30 mL NDC 0074-8119-03

IOPAMIDOL- 370

I0PAMIDOL Injection, USP 76%
| NOT FOR INTRATHECAL USE |

37% Organically Bound lodine
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m Each mL of sterile, nonpyragenic, aqueous solution

— o 1>g — c c —llec provides 510 mg iopamidol with 1 mg tromethamine and

0.33 mg edetate calcium disodium. May contain

IOPAMIDOL injection, USP m._ o\o hydrochloric acid for pH adjustment. pH is 7.0 (6.5 to
! 7.5). Each mL contains approximately 0.036 mg

[ NOT FOR INTRATHECALUSE|  (0.002 mEq) sodium and 250 mg organically bound

iodine.
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25% Organically Bound lodine
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2. Pull the barrel down until air is
expelied from the syringe
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I0PAMIDOL-370

Approx. mL o

¥3) — —
|l|||||I|||||||||||
=J30mL

e

ﬁﬂﬂje'@}i&ﬁiﬁ@
NOTUFBR INTRATHECAL USE |
37% Organically Bound lodine

For Intravascular Use.
Pratect from light. Retain in carton until time of use.
Apbott Labs., N. Chicago, IL 60064, USA  RAOS611-2/R2-8/97

IR

01 074
Each mL of sterite, nanpyragenic, aqueous solution provides 755 mg iopamidol
with 1 mg tromethamine and 0.48 mg edetate ca:cium disogum. May contain
hydrochioric acid for pH adjustment. pH is 2.0 6.5 1o 7.5). Each mL contains
aporoximately 0.053 mg (0.002 mEq} sodium ang 370 mg organically bound
1odine. Check for presence of pariculate matter before use. Discard unused
portion. Caution: Federal (USA) law prehibits dispensing without prescripton
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Each mt of sterile, nonpyrogenic, aqueous solution provides 612 mg

—°1>g—c°Flwcc iopamidol with 1 mg tromethamine and 0.39 mg edetate calcium

disodium. May contain hydrochloric acid for pH adjustment. pH is
IOPAMIDOL Injection, USP 61 o\o 7.0(6.5 to 7.5). Each mL contains approximately 0.043 mg {0.002 mEg)

. sodium and 300 mg organically bound iodine.
[ NOT FOR INTRATHECAL USE |

N d0

30% Organically Bound lodine
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ach mL of sterile, nonpyrogenic, aqueous solution provides 612 mg
ypamidol with 1 mg tromethamine and 0.39 mg edetate calcium
lisodium. May contain hydrochloric acid for pH adjustment. pH is
0 (6.5 to 7.5). Each mL contains approximately 0.043 mg (0.002 mEq) m
.odium and 300 mg organically bound iodine. o
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2. Pull the barrel down until air is
expelied from the syninge
©Abbott 1997




I0PAMIDOL-300

Approx ml. L o [ Yo (] n o Lo (]
Lo — -— o N <r un

Illl'llIIIIII_llﬂl'lrl'lrllIlIIIIIIIIIIIIIIIIIIIIIIIIIII
cJ 50mL T NDC 0074-8118-15

" 10PAMIDOL-300
- I0PAMIDOL Injection, USP 61%

|_NOT FOR INTRATHECAL USE |

30% Organically Bound lodine

For Intravascular Use.
Protect from light. Retain in carton until time of use. RAO5609-2/R2-8/97

IR A

030074 811
Each mL of sterle, nonpyrogenic, aq solution grovides 612 mg idol with 1 mg trometh and
038 mg edelate caicium disodium. May contain hydrachloric acid for pH adjustment. pH is 7.0 (6.5 to 7.5). Each mL contains
approxsmatety 0.043 mg (0.002 mEq) sodium and 300 mg organically bound iodine. Check for presence of particulate matter
bafore use. Discard unused poruon. Caution: Federal {USA} law prahibits dispensing without prescripbion,
Abbott Laboratories, North Chicago, iL 60064, USA
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USE ASEPTIC TECHNIQUE
1. Remove luer cover.
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2. Pull the barrel down until air is
expelled from the syringe.
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|OPAMIDOL-300

IOPAMIDOL injection, use 61%
[NOT FOR INTRATHECAL USE |

30% Organically Bound lodine

For Intravascular Use.

Protect from light.

Retain in carton until
time of use.

Ansyr™

Unit of Use Syringe

uonnjos snoanbe ‘oiusBoiAduou ‘a|1131s Jo Jw yoez

Lifedhield®
with male luer lock
adapter
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Single-dose unit. Discard unused portion. Usual

Dosage: See Indert. Store at 15° to 25°C (59° to 77°F).
to pale yellow. Check for presence of particulate

matter before use.
Caution: Federal {(USA} law praohibits dispensing

Do not freeze. Use anly if solution is clear and colorless
without prescription.
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30% Organically Bound lodine

[NOT FOR INTRATHECAL USE

IOPAMIDOL injection, usp 61%
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I0PAMIDOL-300
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a3 NDC 0074-8118-03

IOPAMIDOL 300

IOPAMIDOL Injection, USP 61%

| NOTFOR INTRATHECAL USE |
30% Organically Bound lodine

For Intravascular Use.
Protect from light. Retain in carton until time of use.

Abbott Labs, N. Chicago, IL 60064, USA  RAQS5607-2/R2-8/97

(D1) 0 030074 811803 7

Each ml of steriie, nonpyrogenic. aquecus solution provides 612 mg iopamidol
with | mg romethamine and 0.39 mg edetate caicium disodium. May contain

ic acid for pH adj pH is 7.0 (8.5 to 7.5). Each mL contains
apwmumale)y 0043 myg (0.002 mEq} sodium and 300 mg organically bound
iogine. Check far presence of particulate matter before use. Discard unused
portion. Caution: Federal (USA) law prohibits dispensing without prescription.
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disodium. May contain hydrochloric acid for pH adjustment. pH is

IOPAMIDOL Injection, USP mﬂ o\c 7.0{6.5to0 7.5). Each mL contains approximately 0.036 mg (0.002 mEq)
sodium and 250 mg organically bound iodine.

[ NOT FOR INTRATHECAL USF |

EE.
Each mL of sterile, nonpyrogenic, aqueous solution provides 510 mg P
—c ‘>g — c c—ulec iopamidol with 1 mg tromethamine and 0.33 mg edetate calcium A

N3 d0

25% Organically Bound lodine
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USE ASEPTIC TECHNIQUE

1. Remove luer cover.

2. Pull the barrel down until air is
expelled from the syringe
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expelled from the syringe.

Unit of Use Syringe
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[NOT FOR INTRATHECAL USE |

IOPAMIDOL injection, usP 51%

S |OPAMIDOL-250

APPROVED =

RAO5606-2/R2-8/97
©Abbott 1997 Printed in USA
Abbott Laboratories Eme—
North Chicago, IL 60064, USA OP EN <€ PUSH AND PULL TO OPEN b

- =J 50 mL NDC 0074-8117-15

I0PAMIDOL- 250

I0PAMIDOL injection, usp 51%
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25%>0rganically Bound lodine
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25% Organically Bound lodine
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IOPAMIDOL-250
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~ I0PAMIDOL-250

IOPAMIDOL injection, USP 51%

[__NOT FOR INTRATHECAL USE |
25% Organically Bound lodine

For Intravascular Use.
Protect from light. Retain in carton until time of use.
Abbott Laboratories, North Chicago, IL 60064, USA RAOS5605-2/R2-8/97

(01) 0 030074

Each mL of sterile, nonpyrogenic, aqueous solution provides 510 mg iopamidol with 1 mg tromethamine and 0.33 mg
edetate caicium disodium. May contain hydrochtoric acid for pH adjustment. pH is 7.0{6.5 to 7.5). Each mL contains
approximately 0.036 mg (0.002 mEq) sodium and 250 mg organically bound iodine. Check for presence of particulate
matter before use. Discard unused portion. Caution: Federat (USA) law prohibits dispensing without prescription.
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IOPAMIDOL-250
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Sml - i
JOPAMIDOL-250
{ ADPAMIDOL Injection, USP 51%

[NOT FOR INTRATHECAL USE |
25% Organically Bound lodine

For Intravascular use.
Protect from light. Retain in carton until time of use.

Abbott Labs., N. Chgo., IL 60064, USA  RAO54634-2/R2-9/97

€01) O 030074 811703 0O

Each mi ol snie, sonpyrogesic. aqueous 30kuon provides 510 mg wpamidol with 1 mg
tromathamens aad 0.33 mg edetate colcm duodmm blay costam hydrochionc acid for
pH somswnent pH i 70 i6.510 7.5, Each mL comtams approxsnately 0.035 mg i0.02 mEq)
sodwem and 250 mg Organe ally bowad mdeee. Check for presence of parnculate matter
betors yse. Discard wassed porton. Caytion: Federal {USA! law prombss dispensing
without prescrption

TILIEsLITEE
ik




\@ \\\

2. Pultthe barrel down until air is
expelied from the syringe.

RAO5635-2/R2-9/97
©Abbott 1997 Printed in USA

Abbott Laboratories
North Chicago, IL 60064, USA
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APPROVED

OP EN < PUSH AND PULLTO OPEN
) 30 mL NDC 0074-8117-03

IOPAMIDOL-250

IOPAMIDOL injection, usp 51%
I NOT FOR INTRATHECAL USE I

25% Organically Bound lodine

= |0PAMIDOL-250°

i

IOPAMIDOL tnjection, usp 51%

0

(01) 1 030074 811703 7
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QﬁEMIEIRX_EEEIEH_NQ; 2 2. ANDA # 75-005 (Plastic Syringe)

1.
3. NAME AND ADDRESS OF APPLICANT
Abbott Laboratories
Attention: Thomas Willer
One Abbott Park Road
Abbott Park, IL 60064-3500
4. LEGAL BASIS FOR SUBMISSION
Based on Bracco Diagnostics' Isovue 250, Isovue 300 and Isovue
370 with patents (4001323) expired on 1/4/96. Exclusivity (D-28)
for Isovue 370 will expire on 5/15/98.
5. SUPPLEMENT (S)N/A 6. PROPRIETARY NAME N/A
7. NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE(s) FOR:
Iopamidol N/A
9. AMENDMENTS AND OTHER DATES:
FDA: 7/9/97 Deficiencies faxed to firm.
Firm:
11/14/96 Orig. submission
12/20/96 Tel.amendment
1/17/97 Amendment
8/15/97 Firm's response to the 7/9/97 facsimile.
9/12/97 Amendment (Labeling)
10. PHARMACOLOGICAL CATEGORY 11. RX or OTC
A nonionic radiopaque Rx
contrast media
12. RELATED IND/NDA/DMF(s) 13. DOSAGE FORM
: Injectable soln
14. POTENCY
51%(250 mg I/mL) 30mL, 50 mL*
61%(300 mg I/mL) 30 mL, 50 mL
76%(370 mg I,/mL) 30 mL, 50 mL
the
*30 mL plastic syringe was add to the 51% concentration in‘ amendment dated 9/12/97. .
FAS
18. CONCLUSIONS AND RECOMMENDATIONS
Approval
19. REVIEWER: DATE COMPLETED:
J.Fan 9/3/97
2/5/98 (Revised)
cc: ANDA 75-005
ANDA DUP
DIV FILE
Field Copy
Endorsements: 2
N ‘
HFD-623/J.Fan/2/5/98 . *ﬂoﬁ?’ o 4‘”q€

HFD-623/V.Sayeed, Ph.D./2-9-98" o
x:\new\firmsam\abbott\ltrs&rev\75005n2.d
F/T by: bc/2-10-98
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Iopamidol Abbott Laboratories
Injection - Abbott Park, IL
51%, 61% &76% '

in 30 mL/50 mL Polypropylene Syringe Submission Date:
ANDA #75-005 November 14, 1996

Reviewer: Lin-Whei Chuang

Iopamidol solution is a radiopaque agent. When injected intravascularly, it opacifies those vessels
in the path of flow of the contrast medium, permitting radiographic visualization of the internal
structures of human body until significant hemodilution occurs. It is used for angiography
throughout the cardiovascular system.

This application was submitted for iopamidol injection, 51%, 61%, and 76% in 30 mL and 50 mL
of polypropylene syringe. The firm requests a waiver of the bioavailability/bioequivalence
requirement for the test products per 21CFR 320.22(b)(1). The test products are intended for
intravascular administration. The listed reference products which are the basis of this submission
are Isovue-250® (iopamidol injection, 51%), Isovue-300® (iopamidol injection, 61%), and Isovue-
370" (iopamidol injection, 76%), manufactured by Bracco Diagnostics Inc. (Formerly Squibb
Diagnostics), approved under NDA #18735 and #20327. (The reference products are in glass
containers). -

The comparative formulations of the test and reference products are presented below:

Ingredient per Isovue- Iopamidol | Isovue- Iopamidol | Isovue- Iopamidol
mL 2508 inj. 51% | 300® inj. 61% 370% inj, 76%
(Bracco)* | (Abbott)* | (Bracco)** | (Abbott)** | (Bracco)*** | (Abbott)***
Iopamidol 510 mg 510 mg 612 mg 612 mg 755 mg 755 mg
Edetate Calcium | 0.33 mg 0.33 mg 0.39 mg 0.39 mg 0.48 mg 0.48 mg
Disodium
Tromethamine 1 mg 1 mg 1 mg 1 mg 1 mg 1 mg
Water for gstol gstol gstolmL | gstol mL [gqstol mL |gstolmL
Injection ml mL

*  Equivalent to 250 mg iodine/mL
** Equivalent to 300 mg iodine/mL
*** Equivalent to 370 mg iodine/mL

Ve




Comments:
1. The test product is a parenteral solution intended solely for administration by injection (IV).

2. The test products, iopamidol injection 51%, 61%, and 76%, contain the same active and
inactive ingredients in the same concentrations as Bracco's Isovue-250F, Isovue-300R, and |
Isovue-370%, respectively, which were approved under NDA #18735. A |

Recommendation: -

The Division of Bioequivalence agrees that the information submitted by Abbott Laboratories
demonstrates that lopamidol Injection, 51%, 61%, and 76%, fall under 21 CFR Section 320.22 ®)(1)
of the Bioavailability/Bioequivalence Regulations. The waiver of in-vivo bioequivalence study for
the firm's Iopamidol Injection, 51%, 61% and 76%, is granted. From the bioequivalence point of
view, the Division of Bioequivalence deems the test injectable formulations to be bioequivalent to
Isovue-250", Isovue-300%, and Isovue-370R, respectively, manufactured by Bracco Diagnostics Inc..

¢/ 2
.
Lin-Whei Chuang -
Division of Bioequivalence
Review Branch I

!

RD INITIALED YHUANG &/
FT INITIALED YHUANG. ~ / /977

VA

cc: ANDA 75005 (original, duplicate), Chuang, HFD-652 (Huang), HFD-650 (Director),
Drug File, Division File.

First Draft, LWC, 05/16/97, c:\wpfiles\75005w.n96
Final Pink, LWC, 06/02/97. X:\new\firmsam\abbott\75005w.n96
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DIVISION OF CHEMISTRY I
OFFICE OF GENERIC DRUGS

:Mlcroblologlst S Rev1ew #1

Apr:l.l 24, 1997

A. 1. ANDA: 75-005 o

AEELIQANI Abbott Laboratorles o o A
.= Attention: Thomas F. Wlller, Ph D.;ﬁ'
=-3-One -Abbott Park Road. - -et o o
: Abbott Park IllanlS 60064 3500

2. W Iopamldol InJectlon USP

3. DQSAGE_EQBM_AND_RQHIE_QE_ADMINISIRAIIQH Sterlle aqueous
nonpyrogenic parenteral solutlons, contained in single™¢
polypropylene plastic syrlnges for 1ntravenous 1nfu81on;,

51% (250 mg Iodine/mL) 50 mL fill in a 50 ‘mL syringe -
61% (300 mg Iodine/mL) 30 mL f£ill in a 50 mL syringe
: 50 mL fill in a 50 mL syringe .

76% (370 mg Iodine/mL) 30 mL £ill in a 50 mL syringe
’ SO mL £ill in a 50 mL syringe

4. MEIHQDiSl_QE_SIERILIZAIIQN

e :

5. RBINCIRLE_INDIQAIIQNS Anglography of the cardlovascular_L

system, including contrast enhancement of computed 3
tomographlc brain imaging

6 . PHARMACOLOGICAL CATEGORY: Radlopaque diagnostic agent
(contrast medlum) :

B. 1. DAIE_QE_INIIIAL_SHBMISS.IQN

November 14, 1996 (Recelved by OGD on 11/15/96)
- Subject of thls Review




ANDA 75-005 . Microbiologist's Review #1

4. ASSIGNED_EQR_REYIEHv APrll 17 1997
- .‘_,L

C. REMARKS. The- 1nformat10n, prov1ded in the subm1s51ons ‘wag: =
sufficient to determine:that the- applicant is taking-the. necessary*
steps to ensure the sterility of the subject drug products
,(Iopamldol Injectlon USP 51%, 61% & 76%) S

D. QQNQLHSIQNS The submlsslons are therefore acceptable o1 .
basis of. sterlllty assurance. Spec1f1c comments are prov1ded,:n
'"E Rev1ew Notes. ;vran B T L

' Kenneth H. Muhvich, Ph.D.

’ HFD 620/1n1t1a1ed by RPatel
-drafted by KHMuhvich, 4/24/97

cc: o B
" original ANDA 75-005 AN
' Field Copy - AFA




CJABBOTT
Hospital Products Division
Abbott Laboratories

One Abbott Park Road
Abbott Park, lllinois 60064-3500

November 14, 1996

CENTER FOR DRUG EVALUATION AND RESEARCH % }/'7 ﬂ%
DIVISION OF GENERIC DRUGS, HFD #630 \
Metro Park North |i S
7500 Standish Place, Room 150 e et W L
Rockville, Maryland 20855 V= .
\l'_‘.'»‘&
ATTENTION: Douglas Sporn NOV V5 e
Acting Director .

RE: lopamidol injection, USP, Plastic Syringe
- ORIGINAL ABBREVIATED NEW DRUG APPLICATION

Abbott Laboratories hereby submits this original Abbreviated New Drug Application for the
subject drug to provide for 50% Dextrose Injection, USP, in a 50 mL polypropylene plastic
syringe, in accordance with Section 505(j) of the Federal Food, Drug and Cosmetic Act. The
subject drug is an aqueous, terminally sterilized drug product. The dosage form and
manufacturing site may be described as follows:

The dosage forms and manufacturing sites may be described as follows:

Abbott Manufacturing

List Number Concentration Dosage Form* Facility

8117 lopamidol 51%** 30 mL/50 mL Rocky Mount,
50 mL/ 50 mL North Carolina

8118 lopamidol 61%*** 30 mL/50 mL Rocky Mount,
50 mL/ 50 mL - North Carolina

8119 lopamidol 76%**** 30 mL/50 miL Rocky Mount,
50 mL/ 50 mL North Carolina

* Polypropylene Plastic Syringe
** 250 mg lodine/ mL

*** 300 mg lodine/ mL

**** 370 mg lodine/ mL

Abbott Laboratories is filing this ANDA in accordance with guidance fumished by CDER on
February 21, 1996 in a meeting with industry trade groups concerning packaging changes for
established drug products from glass to plastic pnimary containers. We include a copy of a
letter from Dr. Roger Williams, CDER, to Dr. Thomas Willer, dated September 3, 1996,

notifying Abbott that this product should be submitted as an ANDA. See the attachment to this
letter.

.
%
&
#
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D. Sporn
Page Two
November 14, 1996

The Agency has determined that the process for submitting currently approved small volume
parenteral products in glass containers to be packaged in plastic containers shall be via an
abbreviated new drug application.

The subject drug is a prescription drug and not an over-the-counter drug. Abbott Laboratories'

Hospital Products Division will manufacture the 50 mL finished dosage form at
its currently approved Rocky Mount, North Carolina facility. Please refer to Drug Master
File for a full description of this Abbott Laboratories, Hospital Products Division facility.

Please refer to the accompanying Table of Contents for a list of the data supporting this newly
prepared submission. These data have been presented in nine volumes consistent with the
Office of Generic Drugs Policy and Procedure Guide #30-91, entitled "Organization of an
Abbreviated New Drug Application and an Abbreviated Antibiotic Application." dated April 10,
1991

We also include in Section XX| of this application the "Certification Requirement for All
Applications For Approval of a Drug Product’ and "Certification Requirement for All
Applications For Approval of a Drug Product Concerning Using Services of Disbarred Persons"
as required by the Generic Drug Enforcement Act of 1992.

In compliance with 21 CFR 314 covering FDA preapproval inspections of manufacturing sites,
Abbott Laboratories has submitted a complete true copy of the CMC section from this
application ("designated as the field copy") to the FDA district office (Atlanta. Georgia) with
inspection responsibilities for the Abbott Laboratories Hospital Products Division manufacturing
site (Rocky Mount. North Carolina) listed in this application. The signed certification follows
this letter.

We request twenty-four months expiration dating for this product based on the accelerated
stability data enclosed herein. At the request of the Agency, we will provide samples of the
buik drug substance and finished dosage form.

Additionally, we include after this letter a copy “Checklist for completeness and acceptability for
filing Abbreviated applications.” This is part of Mr. Douglas Sporn’s letter to industry, April 8,
1994, as Attachment A,. We added an extra column the OGD checklist in which we included
the location (volume number and page number) in this ANDA where the specified information
can be found. We hope that this aid will permit the Agency to expedite its prereview and
acceptance of the ANDA.

iy
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D. Sporn
Page Three
November 14, 1996

This is the second in a series of submissions of drug products to be packaged in plastic
syringes. These products were summarized in Dr. Williams’ letter (September 3, 1996). The
first submission was for 50% Dextrose Injection, USP, 50 mL, Plastic Syringe, as a supplement
(S-002) to NDA 19-445, Division Of Metabolism And Endocrine Drug Products, HFD #510.
This supplement was accepted for review on May 30, 1996 and the Agency review is
underway now. We have included the full data package for the plastic container in that
submission. We also include a full data package of several volumes herein.

We trust that this submission is complete.

Sincerely,

ABBOTT LABORATORIES
! e S 7
horwna ¥l

Thomas F. Willer, Ph.D.

Manager, Regulatory Affairs

Hospital Products Division

Phone: (847) 937-6845

Fax: (847) 938-7867

Internet: WILLETF@hpdapp01.hpdap.msmail.abbott.com

TFW:tw

g.iopf.tfw/5
Attachments
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Hospital Products Division
Abbott Laboratones

D-389, Bidg. AP30 -

200 Abbott Park Road

Abbott Park, lllinois 60064-3537

December 20. 1996

CENTER FOR DRUG EVALUATION AND RESEARCH
OFFICE OF GENERIC DRUGS. HFD #630

Metro Park North i

7500 Standish Place. Room 150

Rockville. Marvland 20855

ATTENTION: Douglas Spomn
Director €

Re: ANDA 75-005 lopamidol Iniection. USP. Plastic Svringe

TELEPHONE AMENDMENT

Abbott Laboratories herebv amends the above-referenced abbreviated new drug application
for the subiect drug product. We are responding to a telephone request from Ms. Anna Marie
Weikel. OGD Consumer Safetv Officer. to Dr. Thomas Willer on December 20. 1996. in which
an original signature debarment statement be submitted. We inciude the requested original
signature documents in Exhibit |.

Please telephone me at your earliest convenience if you need additional information.
Sincerelv.

ABBOTT LABORATORIES

Phorrene 27N,

- Thomas F. Willer, Ph.D.
Manager. Reqgulatory Affairs
Hospital Products Division
Phone: (847) 937-6845
Fax: (847) 938-7867
Internet: WILLETF@hpdapp(01.hpdap.msmail.abbott.com |

Jome . IR W - RRL B TLE =

- | - RECEIVED .
kU9 3 1998

g:12-96f tfw/253
Attachment

GENERIC NRGS




cC)ABBOTT

Hospital Products Division

Abbott Laboratories
D-389. Bidg. AP30

200 Abbolt Park Road N M ‘g
Abbott Park, lilinois 60064-3537
January 17, 1997 MW\ l%(q’l

CENTER FOR DRUG EVALUATION AND RESEARCH

OFFICE OF GENERIC DRUGS, HFD #630

Metro Park North |i . ‘ o

7500 Standish Place, Room 150 R s

Rockville, Maryland 20855

ATTENTION:

Douglas Spomn
Director

Re: ANDA 75-005 lopamidol Injection USP, 51%, 61%, and 76% in Plastic Syringes

Abbott Laboratories hereby amends the above-referenced abbreviated new drug application
for the subject drug. We are responding to the Agency’s letter dated January 3, 1997 which
made the following comment:

COMMENT:

RESPONSE:

Sincerely,

“We are refusing to file this ANDA under 21 CFR 314.101(d)(3) for the
following reason:

The application is not acceptable for filing without an approved ANDA
Suitability Petition, because the approved labeling for the reference listed
drug for lopamidol Injection USP, 51%, ISOVUE-250, does not list your
proposed 30 mL container size. Therefore, please withdraw all references
to the 30 mL container size for the 51% strength.”

Abbott Laboratories hereby withdraws the 30 mL plastic syringe, 51%
concentration from this ANDA. We provide a listing of all references in this
ANDA to the 30 mL container, 51% concentration in Exhibitl. We will file an
ANDA Suitability Petition in the near future. We trust that this information is
sufficient for OGD to accept for filing and commence its ANDA review.

ABBOTT LABORATORIES

Thomas F. Willer, Ph.D. e P T
Manager, Regulatory Affairs T Y s
Hospital Products Division s ,

Phone: (847) 937-6845 JAN 2T 109y

Fax: (847) 938-7867

internet: WILLETF@hpdapp01.hpdap.msmail.abbott.com GE TN -,
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Hospital Products Division
Abbott Laboratories

D-389, Bidg. AP30 -

200 Abbott Park Road

Abbott Park, lllinois 60064-3537 " A7 4 ,::‘:L Y
September 12; 1997 /- L4
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CENTER FOR DRUG EVALUATION AND RESEARCH

OFFICE OF GENERIC DRUGS, HFD #630

Metro Park North Il QF(‘,?!\ICD
7500 Standish Place, Room 150 Ll Sadiadi
Rockville, Maryland 20855

ATTENTION: Douglas Spomn
Director

Re: ANDA 75-005 lopamidol Injection
MINOR AMENDMENT

Abbott Laboratories hereby amends the above-referenced abbreviated new drug application for
the subject drug product. We are responding to the Agency’s letter dated July 9, 1997 which
contained comments on chemistry and labeling issues. We previously responded to the
chemistry questions on August 15, 1997.

RE-INCLUSION OF 30 ML SYRINGE, 51% CONCENTRATION, IN ANDA 75-005

We request the re-inclusion of the 30 mL plastic syringe container for the 51% concentration that
we had previously withdrawn from the application on January 17, 1997 per Agency directive. We
filed a citizen petition (Docket No. 97P-0073/CP1) to file this container size in an ANDA. The
FDA approved this petition on June 10, 1997. We include a copy of the approval letter in
Exhibit. We hereby reactivate all referenced documents in the application pertaining to the 30
mL size container, 51% concentration. The list of these (previously) withdrawn pages is stated in
the amendment (see Pages 3-6). We will include the 30 mL presentation in the final printed
labeling contained herein.

LABELING RESPONSE
We were initially delayed in responding to the labeling issues in the Agency’s July 9, 1997
because Abbott Laboratories recently purchased Sanofi's McPherson, Kansas manufacturing
- facility and all products (NDAs and ANDAs) manufactured there. Our internal graphics
department, studio, and labeling department is processing this massive number of container,
carton, and package insert labeling changes as we change all marketed products labeling from
Sanofi to Abbott Laboratories. All other labeling changes are being slightly delayed. The Agency
made the following labeling comments in its July 7, 1997 letter:

COMMENTS: “Labeling Deficiencies:
1. CONTAINER - 30 mL and 50 mL
a. Include the statement 'For Intravascular Use".
b. Include the statement ""Retain in carton until time of use".
c. Include the statements "check for presence of particulate matter
L before use. Discard Unused portion.”
d. Please include the storage temperature statement, if space permits.

S
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D. Sporn
Page Two
August 29, 1997.

2. CARTON -1's

a. See the comment (b) under CONTAINER.

b. Include the statement "Use only if solution is clear and colorless to
pale yellow. Check for presence of particulate matter before use.’

c. We encourage you to relocate the statement "For Intravaecular Use” to
the main panel.

3. INSERT

a. TITLE -

b. Replace "lopamidol Injection 41%, 61% and 76% are NOT ... USE.' with
‘lopamidol Injection is NOT ... USE".

c. ADVERSE REACTIONS (Digestive)
Start a new paragraph with the text "Some of these ... rare
complications.”

c. DOSAGE AND ADMINISTRATION (General)
i General
Add the following as the second sentence of the first paragraph.
In the event that crystallization of the medium has occurred, discard —
the container, do not use. v Coayeh
ii. Computed Tomography Smeorrce
Revise the name of your drug product to read "Iopamidgl-&%' rather
than "lopamidol Injection xx%" to be consistent throughout the
DOSAGE AND ADMINISTRATION section. :

d. HOW SUPPLIED
i. Delete reference to the 30 mL glass vial container.
ii. We acknowledge your withdrawal of 30 mL plastic syringe of

lopamidol-250. Please delete reference to this product.”

RESPONSE: We made the requested changes and we provide annotated copies of thz;
changes made to the labeling in ExhibitlIl. We provide twelve copies of final
printed container, carton, and package insert labeling in Exhibit Iil. Please note
our comments about re-including the 30 mL container, 51% concentration, in the
application and, hence, in the labeling.

We trust that this submission is complete and that the ANDA may now be approved.
Sincerely,

ABBOTT LABORATORIE§

Thomas F. Willer, Ph.D.

Assistant Director, Regulatory Affairs
Hospital Products Division

Phone: (847) 937-6845

Fax: (847)938-7867

Internet: WILLETF@hpd.abbott.com
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