PROSTASCINT™ KT
(CAPROMAB PENDETIDE)

KIT FOR THE PREPARATION OF INOIUM IN [ | | CAPROMAB PENDETIDE
For INTRAVENOUS USE ONLY

DESCRIFPTION

PROSTASCINT™ (CAPROMAB PENDETICE) IS THE MURINE MONOCLONAL ANTIBODY, 7E} |-C5.3,
CONJUGATED TO THE LINKER-CHELATOR, GLYCYL-TYROSYL-(N, E-DIETHYLENETRIAMINEPENTAACETIC
ACIDFLYSINE HYDROCHLORIDE (GYK-DTPA-HCL). THE 7E ) 1-C5.3 ANTIBODY IS OF THE IGCG |, KAPPA
sSUBCLASS (I3 | K). THIS ANTIEODY IS DIRECTED AGAINST A GLYCOPROTEIN EXPRESSED BY PROSTATE
EPITHELIUM KNOWN AS PROSTATE SPECIFIC MEMBRANE ANTIGEN (PSMA). THE PSMA EPITOPE
RECOGNIZED BY MONOCLONAL ANTIBODY (MAB) 7E| 1-C5.3 IS LOCATED IN THE CYTOPLASMIC
BOMAIN, EXPRESSION OF THIS OLYCOPROTEIN MAS NOT BEEN DEMONSTRATED ON ANY OTHER
ADENOCARCINOMAS OR TRANSITIONAL CELL CANCERS TESTED. THE ANTIBODY IS PRODUCED BY SERUM-
FREE /N VITRO CULTIVATION OF CELLS, AND PURIFIED BY SEQUENTIAL PROTEIN ISOLATION AND

CHROMATOGRAPHIC SEPARATION PROCEDURES.

EACH PROSTASCINT™ KIT CONSISTS OF TWO VIALS WHICH CONTAIN ALL OF THE NON-RADICACTIVE
INGREDIENTS NECESSARY TO PRODUCE A SINGLE UNIT DOSE OF INDIUM IN | | | PROSTASCINT"
IMMUNOSCINTIGRAPHIC AGENT FOR ADMINISTRATION BY INTRAVENOUS INJECTION ONLY. THE
PROSTASCINT™ VIAL CONTAINS O.5 MG OF CAPROMAB PENDETIDE IN | ML OF SODIUM PHOSPHATE
BUFFERED SALINE SOLUTION ADJUSTED TO PH 6; A STERILE, PYROGEN-FREE, CLEAR, COLORLESS
SOLUTION THAT MAY CONTAIN SOME TRANSLUCENT PARTICLES. THE VIAL OF SODIUM ACETATE BUFFER
CONTAINS 82 MG OF SODIUM ACETATE IN 2 ML OF WATER FOR INJECTION ADJUSTED TO PH 5-7 wrtH
GLACIAL ACETIC ACID; IT IS A STERILE, PYROGEN-FREE, CLEAR, AND COLORLESS SOLUTION. NEITHER
SOLUTION CONTAINS A PRESERVATIVE. EACH KIT ALSO INCLUDES ONE STERILE O.22 UM MiLLex® GV
FILTER, PRESCRIBING INFORMATION, AND TWO (DENTIFICATION LABELS.

THE SODIUM ACETATE SOLUTION MUST BE ADDED TO THE STERILE, NON-PYROGENIC HIGH PURITY
INotuM IN | | | CHLORIDE SOLUTION TO BUFFER IT PRIOR TO RADIOLABELING PROSTASCINT™ . THE

IMMUNOSCINTIGRAPHIC AGENT INDIUM IN 111 CaPROMAB PENDETIDE (INDiUM IN | ]
PROSTASCINT™) IS FORMED AFTER RADIOLABELING WITH INDIUM IN 1 1 |,

C (=) DIy |

INDIUM IN | | | DECAYS BY ELECTRON CAPTURE WITH A PHYSICAL HALF-LIFE OF 67.2 HOURS (2.8
DAYS).' THE ENERGIES OF THE PHOTONS THAT ARE USEFUL FOR DETECTION AND IMAGING STUDIES ARE

UISTED IN TABLE |.

<< TABLE N2 1>>



EXTERNAL RADIATION

THE EXPOSURE RATE CONSTANT FOR 37 MBo (I MCD OF INDIUM IN 1 1 | 1S 8.3 x 1 0™ C/KG/HR
(3.2 | R/HR). THE FIRST HALF-VALUE THICKNESS OF LEAD (PB) FOR INDIUM IN | | | 15 ©.023 oM.
A RANGE OF VALUES FOR THE RELATIVE ATTENUATION OF THE RADIATION EMITTED BY THIS
RADIONUCLIDE THAT RESULTS FROM THE INTERPOSITION OF VARIOUS THICKNESSES OF PB IS SHOWN
IN TABLE 2. FOR EXAMPLE, THE USE OF O.834 CM OF LEAD WiILL DECREASE THE EXTERNAL

RADIATION EXPOSURE BY A FACTOR OF ABOUT | ,000.

<<  TABLEN® 2>>

THESE ESTIMATES OF ATTENUATION DO NOT TAKE INTO CONSIDERATION THE PRESENCE OF LONGER-
LIVED CONTAMINANTS WITH HIGHER ENERGY PHMOTONS, NAMELY INDIUM IN | 1 4M/1 |1 4,

TO ALLOW CORRECTION FOR PHYSICAL DECAY OF INDIUM IN | | |, THE FRACTIONS THAT REMAIN AT
SELECTED INTERVALS BEFORE AND AFTER THE TIME OF CALIBRATION ARE SHOWN IN TABLE 3.

<< TABLE N2 3>>

CLINICAL PHARMACOLOGY

PHARMACODYNAMICS

PROSTATE SPECIFIC MEMBRANE ANTIGEN 15 EXPRESSED IN MANY PRIMARY AND METASTATIC PROSTATE
CANCER LESIONS, AND /N VITRO IMMUNOHISTOLOGIC STUDIES HAVE SHOWN 7E1 1-C5.3 TO BE
REACTIVE WITH OVER ©5% OF THE PROSTATE ADENCCARCINOMAS EVALUATED. IN GENERAL, PSMA
EXPRESSION BY PROSTATE CANCER CELLS IS EITHER UNCHANGED OR INCREASED IN PATIENTS TREATED
WITH HORMONAL THERAPY (SEE PRECAUTIONS, DRUG INTERACTIONS). THE 7E [ |-C5.3 ANTIBODY
1S IMMUNOREACTIVE WITH NORMAL AND HYPERTROPHIC ADULT PROSTATE TISSUE. IN CUNICAL STUDIES
OF PATIENTS WITH PROSTATE CANCER, INDIUM IN | | | PROSTASCINT™ LOCAULIZED TO THE PROSTATE,

AND SOME KNOWN PRIMARY AND METASTATIC TUMOR SITES.

NON-ANTIGEN-DEPENDENT LOCALIZATION, SUSPECTED TO BE SECONDARY TO CATABOLISM, HAS BEEN
OBSERVED IN THE LIVER, SPLEEN, AND BONE MARROW. ALTHOUGH THERE IS VARIATION AMONG
INDIVIDUALS, THERE MAY ALSO BE LOCALIZATION AND IMAGING ACTIVITY IN THE BOWEL, BLOOD POOL,
KIDNEYS, URINARY BLADDER, AND GENITALIA. INTRACELLULAR LOCALIZATION OF 7E| |I-C5.3 HAS
BEEN OBSERVED IN HISTOCHEMICALLY PREPARED TISSUE SECTIONS FROM NORMAL ADULT SKELETAL
AND CARDIAC MUSCLE, ALTHOUGH PRIMATE STUDIES REVEALED NO SPECIFIC LOCALIZATION TO THESE

TISSUES.

PHARMACOKINETICS
N

BASED ON DATA OBTAINED FROM CLINICAL STUDIES, INDIUM IN | | | PROSTASCINT™ DEMONSTRATED
A MONOEXPONENTIAL ELIMINATION PATTERN WITH A TERMINAL-PHASE HALF LIFE OF 67 £ | | HOuURs
(MEANTE SD). APPROXIMATELY | O% OF THE ADMINISTERED RADIOISOTOPE DOSE IS EXCRETED IN THE
URINE DURING THE 72 HOURS FOLLOWING INTRAVENOUS INFUSION. THE PHARMACOKINETICS OF
INDIUM IN | | | PROSTASCINT™ ARE CRARACTERIZED BY SLOW SERUM CLEARANCE RATE (42 £ 22

ML/HR) AND SMALL VOLUME OF DISTRIBUTION (4 = 2. L), ,



e

CLINICAL STUDIES

INDIUM IN | | | PROSTASCINT™ MAs BEEN ADMINISTERED IN SINGLE DOSES TO OVER 800 PATIENTS
IN CUNICAL STUDIES, AND IN REPEAT ADMINISTRATIONS (2 TO 4 INFUSIONS) TO 6! PATIENTS. A O.5
MG DOSE WAS DETERMINED TO BE THE LOWEST EFFECTIVE DOSE. THE IMAGING PERFORMANCE OF
INDIUM IN | | | PROSTASCINT™ WAS EVALUATED IN 4 PHASE 2 AND A PHASE 3 TRIAL IN EACH OF TWO
CLINICAL SETTINGS: (| ) PATIENTS WITH CLINICALLY-LOCALIZED PROSTATE CANCER WHO WERE AT HIGH
RISK FOR METASTASES AND (2) PATIENTS WITH A HIGH CLINICAL SUSPICION FOR OCCULT RECURRENT

OR RESIDUAL PROSTATE CANCER.

S c ~DIAGNOS P

IN ONE OF TWO OPEN LABEL, MULTI-CENTER, UNCONTROLLED PIVOTAL PHASE 3 TRWLS, 180
PATIENTS WITH A TISSUE DIAGNOSIS OF PROSTATE CANCER WHO WERE CONSIDERED AT HIGH RISK FOR

LYMPH NODE METASTASES UNOERWENT INDIUM IN |} | PROSTASCINT " IMMUNOSCINTIGRAPHY PRIOR
TO SCHEDULED STAGING PELVIC LYMPHADENECTOMY. HIGH RISK WAS DEFINED AS AT LEAST ONE OF
THE FOLLOWING: (1) PROSTATE SPECIFIC ANTIGEN (PSA) 2 | OX THE UPPER LIMIT OF NORMAL &

GLEASON SCORE 27 (2) PROSTATIC ACID PHOSPHATASE ABOVE THE UPPER LIMIT OF NORMAL; (3)
EQUIVOCAL EVIOENCE OF LYMPH NOBE METASTASES ON CT OR ULTRASOUND & PSA 28X THE UPPER
LIMIT OF NORMAL; (4) GLEASON SCORE 28; OR (5) CLINICAL STAGE C & GLEASON SCORE 26. ALL
PATIENTS MAD BEEN EVALUATED FOR METASTATIC DISEASE USING STANDARD NON-INVASIVE IMAGING
TECHNIOUES, AND WERE CONSIDERED TO HAVE CLINICALLY*L.OCALIZED PROSTATE CANCER. THE INDIUM
IN | | | PROSTASCINT™ IMAGES WERE INTERPRETED ON-S[TE, AND THE READER HAD ACCESS TO ALL
CLINICAL DATA. THE INTERPRETATIONS WERE CORRELATED WITH THE RESULTS OF SURGICAL STAGING;
HMOWEVER, A CORRELATION OF SPECIFIC AREAS OF INOIUM IN L 11 PROSTASCINT™ UPTAKE TO
SPECIFIC SITES OF TUMOR INVOLVEMENT WAS NOT PERFORMED.

ONE HUNDRED FIFTY“TWO PATIENTS HAD AN INTERPRETABLE SCAN AND SURGICAL STAGING. FORTY
SCANS WERE CLASSIFIED AS TRUE POSITIVE, 25 AS FALSE POSIMVE, 63 AS TRUE NEGATVE, AND 24
AS FALSE NEGATIVE. THE RESULTS FOR IMMUNGCSCINTIGRAPHY ARE SUMMARIZED IN TABLE 4.

<« _ TABLE N2 4>>

SIXTY-FIVE PATIENTS (43%) HAD POSITIVE INDIUM IN | | | PROSTASGINT™ IMAGES FOR PELVIC LYMPH
NCODE METASTASES: OF THESE J38% (25 PATIENTS) DID NOT HAVE METASTATIC PROSTATE CANCER AT
SURGERY. EIGHTY-SEVEN PATIENTS (57%) HAD NEGATIVE INDIUM IN | | | PROSTASCINT™ IMAGES:
OrF THESE 28% (24 PATIENTS) DID HAVE METASTATIC PROSTATE CANCER AT SURGERY. THE OVERALL
ACCURACY OF INDIUM IN | | | PROSTASCINT™ IMMUNOSCINTIGRAPHY, AS MEASURED AGAINST PELVIC

LYMPH NODE DISSECTION, WAS 68% (1 03/152).

A RETROSPECTIVE SUBSET ANALYSIS SUGGESTED THAT A POSITIVE INDIUM IN | | | PROSTASGINT™
SCAN IN PATIENTS WITH A GLEASON SCORE 27 AND A PSA 2 40 CONTAINED ADDITIONAL. INFORMATION
REGARDING THE LIKELIMOOD THAT TUMOR METASTASES WOULD BE FOUND AT THE SCHEDULED STAGING

PELVIC LYMPHADENECTOMY,
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IN THE SECOND OPEN LABEL, MULTI"CENTER, UNCONTROLLED PIVOTAL PHASE 3 TRIAL, | 83 PATIENTS
_ WITH A HIGH CLINICAL SUSPICION OF RESIDUAL OR RECURRENT PROSTATE CANCER FOLLOWING

RADICAL PROSTATECTOMY WERE EVALUATED. PATIENTS WITH A RISING PSA, A NEOGATIVE BONE SCAN,
AND NEGATIVE OR EQUIVOCAL STANDARD DIAGNOSTIC TECHNIQUES, (E.G. TRANSRECTAL ULTRASQOUND,
CT ScAN, OR MRI) UNDERWENT INDIUM IN | | | PROSTASCINT™ IMMUNOSCINTIGRAPHY PRIOR TO
BIOPSY OF THE PROSTATIC FOSSA. THE INDIUM IN | | | PROSTASCINT™ IMAGES WERE INTERPRETED
ON-SITE, AND THE READER MAD ACCESS TO ALL CLINICAL DATA. THE INTERPRETATIONS WERE
CORRELATED WITH THE RESULTS OF HISTOPATHOLOGIC ANALYSIS OF THE PROSTATIC FOSSA BIOPSY

SPECIMENS.

ONE HUNDRED FIFTY-EIGHT PATIENTS HAD AN INTERPRETABLE SCAN AND PROSTATIC FOSSA BIOPSY.
TWENTY-NINE SCANS WERE CLASSIFIED AS TRUE POSITIVE, 29 AS FALSE POSITIVE, 70 AS TRUE
NEGATIVE, AND 30 AS FALSE NEGATIVE. THE RESULTS ARE SUMMARIZED IN TABLE 5,

< "TABLE N8 5>>

FIFTY-EIGHT PATIENTS (37%) HAD POSITIVE INDIUM IN | | | PROSTASCINT™ IMAGES IN THE PROSTATIC
FOSSa: OF THESE 50% (29 PATIENTS) DID NOT HAVE RECURRENT PROSTATE CANCER ON BIOPSY.
ONE HUNDRED PATIENTS (63%) HAD NEGATIVE INDIUM IN | | | PROSTASCINT™ IMAGES: OF THESE
30% (30 PATIENTS) HAD RECURRENT PROSTATE CANCER ON BIOPSY. THE OVERALL ACCURACY OF
INDIUM IN | | | PROSTASCINT™ IMMUNOSCINTIGRAPHY, AS MEASURED AGAINST PROSTATIC FOSSA

BIOPSY, WAS 639% (99/1 58).

INDIUM IN | | | PROSTASCINT™ LOCALIZED TO ONLY THE PROSTATIC FOSSA IN 29 (] 8%) PATIENTS,
TO PROSTATIC FOSSA AND EXTRAFOSSA SITES IN 20 (| 8%) PATIENTS, AND TO ONLY EXTRAFOSSA
SITES IN 39 (25%) PATIENTS. THE STUDY WAS NOT DESIONED TO EVALUATE EXTRAFOSSA SITES OF
UPTAKE. THREE EXTRAFOSSA SITES OF UPTAKE WERE BIOPSIED, ONE OF WHICH WAS POSITIVE FOR

METASTATIC PROSTATE CANCER.

BROSTASQINT™ RESULTS in PATIENTS wWitH DISTANT METASTASES

CLINICAL TRIALS HAVE NOT SPECIFICALLY STUDIED THE ABILITY OF. INDIUM IN | | | PRosTAScINT™
TO IMAGE DISTANT (EXTRA-PELVIC) METASTASES, AND A LIMITED NUMBER OF PATIENTS WITH DISTANT
(PRIMARILY BONE) METASTASES WERE ENROLLED. THIRTEEN PATIENTS OUT OF |6 (8 1%) witd CT
EVIDENCE OF DISTANT SOFT TISSUE DISEASE HAD POSITIVE EXTRAFOSSA INDIUM IN 11|
PROSTASCINT™ sScans. THIRTY-FIVE OUT OF 61 PATIENTS (57%) WITH BONE SCAN EVIDENCE OF
DISEASE HAD POSITIVE INDIUM IN | | | PROSTASCINT SKELETAL UPTAKE; HOWEVER, INDIUM IN | | {
PROSTASCINT™ IMAGING DID NOT IDENTIFY MOST SITES OF ABNORMAL BONE UPTAKE ON BONE SCAN,
NOR DID IT DEMONSTRATE ANY NEW SITES OF METASTASIS THAT WERE NOT SEEN ON BONE SCAN. - THE
INDIUM IN | | | PROSTASCINT™ SCAN DID, HOWEVER, DEMONSTRATE SITES OF BONE MARROW
METASTASES THAT WERE NOT SEEN ON BONE SCAN IN 2 OF 43 PATIENTS IN THE PHASE | STUDY.
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RemeAT ScANg

SIXTY-ONE PATIENTS RECEIVED A TOTAL OF 74 REPEAT INFUSIONS OF INDIUM IN | |1
PROSTASCINT™. THE INCIDENCE OF ADVERSE REACTIONS UPON REPEAT INFUSION (5%) WAS
COMPARABLE TO THAT OBSERVED AFTER SINGLE INFUSION {4 %). HUMAN ANTI“MOUSE ANTIBODY
(HAMA) LEVELS WERE DETECTED (AT LEVELS > 8NG/ML) BY RADICIMMUNE ASSAY (RIA) AFTER SINGLE
INFUSION IN 8% (20/239) OF PATIENTS WHILE | % OF PATIENTS HAD LEVELS GREATER THAN | CO
NG/ML. SERUM HAMA LEVELS WERE DETECTED BY RIA AFTER REPEAT INFUSION IN 19% (5/27) oF

PATIENTS.

BIODISTRIBUTION WAS LINALTERED ON 85 OF 70 (83%) EVALUABLE REPEAT SCANS. THE EFFICACY
OF REPEAT INDIUM IN | | | PROSTASCINT™ IMAGING WAS NOT EVALUATED.

INDICATIONS AND USAGE

INDIUM IN | | | PROSTASCINT™ IS INDICATED AS A DIAGNOSTIC IMAGING AGENT IN NEWLY-DIAGNOSED
PATIENTS WITH BIOPSY-PROVEN PROSTATE CANCER, THOUGHT TO BE CLINICALLY-LOCALIZED AFTER

STANDARD DIAGNOSTIC EVALUATION (E.G. CHEST X-RAY, BONE SCAN, CT scaN, OrR MRI), wHO ARE AT
HIGH-RISK FOR PELVIC LYMPH NODE METASTASES (SEE CLINICAL PHARMACOLOGY, [MAGING

PERFORMANCE IN NEWLY-DIAGNOSED PATIENTS). 'T IS NOT INDICATED IN PATIENTS WHO ARE NOT AT

HIGH RISK.

INDIUM IN | | | PROSTASCINT™ IS ALSO INDICATED AS A DIAGNOSTIC IMAGING AGENT IN POST
PROSTATECTOMY PATIENTS WITH A RISING PSA AND A NEGATIVE OR EQUIVOCAL STANDARD METASTATIC
EVALUATION IN WHOM THERE IS A HIGH CLINICAL SUSPICION OF OCCULT METASTATIC DISEASE. THE
IMAGING PERFORMANCE OF INBIUM IN | [ | PROSTASCINT™ FOLLOWING RADIATION THERAPY HAS NOT

BEEN STUDIED.

THE INFORMATION PROVIDED BY INCIUM IN | | | PROSTASCINT™ IMAGING SHOULD BE CONSIDERED
IN CONJUNCTION WITH OTHER DIAGNGCSTIC INFORMATION. SCANS THAT ARE POSITIVE FOR METASTATIC
DISEASE SHOULD BE CONFIRMED HISTOLOGICALLY IN PATIENTS WHO ARE OTHERWISE CANDIDATES FOR
SURGERY OR RADIATION THERAPY UNLESS MEDICALLY CONTRAINDICATED. SCANS THAT ARE NEGATIVE
FOR METASTATIC DISEASE SHOULD NOT BE USED IN LIEU OF NHISTOLOGICAL CONFIRMATION,

PROSTASCINT™ IS NOT INDICATED AS A SCREENING TOOL FOR CARCINOMA OF THE PROSTATE NOR FOR
READMINISTRATION FOR THE PURPOSE OF ASSESSMENT OF RESPONSE TO TREATMENT.

CONTRAINDICATIONS

INCIUM IN | | | PROSTASCINT™ SHOULD NOT BE USED IN PATIENTS WHO ARE WYPERSENSITIVE TO THIS
OR ANY OTHER PRODUCT OF MURINE ORIGIN OR TO INDIUM IN [ | | CHLORIDE.

WARNINGS

PATIENT MANAGEMENT SHOULD NOT BE BASED ON INDIUM IN 1 | ] PROSTASCINT™ SCAN RESULTS



WITHOUT APPROPRIATE CONFIRMATORY STUDIES SINCE IN THE PIVOTAL TRIALS. THERE WAS A HIGH
RATE OF FALSE POSITIVE AND FALSE NEGATIVE IMAGE INTERPRETATIONS (SEE PRECAUTIONS).

INDIUM IN | | | PROSTASCINT™ IMAGES SHOULD BE INTERPRETED ONLY BY PMYSICIANS WHO MHAVE
HAD SPECIFIC TRAINING IN INDIUM IN [ |1 PROSTASCINT™ IMAGE INTERPRETATION (SEE

PRECAUTIONS, IMAGING PRECAUTICONS).

ALLERGIC REACTIONS, INCLUDING ANAPMYLAXIS, CAN OCCUR IN PATIENTS WHO RECEIVE MURINE
ANTIBODIES. ALTHOUGH SERIOUS REACTIONS OF THIS TYPE MAVE NOT BEEN OBSERVED IN CLINICAL
TRIALS AFTER INDIUM IN | | | PROSTASCINT™ ADMINISTRATION, MEDICATIONS FOR THE TREATMENT OF
HYPERSENSITIVITY REACTIONS SHOULD BE AVAILABLE DURING ADMINISTRATION OF THIS AGENT.

INOIUM IN | | | PROSTASCINT™ MAY INDUCE HUMAN ANTI-MOUSE ANTIBODIES WHICH MAY INTERFERE
WITH SOME IMMUNOASSAYS, INCLUDING THOSE USED TO ASSAY PSA AND DIGOXIN (SEE
PRECAUTIONS, DRUG/LABORATORY TEST INTERACTIONS).

PRECAUTIONS

CENERAL

THERE WERE HIGH RATES OF FALSE POSITIVE AND FALSE NEGATIVE IMAGE INTERPRETATIONS IN THE
PIVOTAL TRIALS (SEE CUNICAL STUDIES). FALSE POSITIVE SCAN INTERPRETATIONS MAY RESULT IN: (1)
INAPPROPRIATE SURGICAL INTERVENTION TO CONFIRM SCAN RESULTS: (2) INAPPROPRIATE DENIAL OF
CURATIVE THERAPY |F RESULTS ARE NOT CONFIRMED; OR (3) INADEQUATE SURGICAL STAGING IF ONLY
AREAS OF UPTAKE ARE SAMPLED. SURGICAL SAMPLING SHOULD NOT BE LIMITED TO THE AREAS OF
POSITIVE UPTAKE, UNLESS HISTOLOGIC EXAMINATION OF THESE AREAS IS DIAGNOSTIC. DUE TO THE
POTENTIAL. FOR FALSE NEGATIVE SCAN INTERPRETATIONS, NEGATIVE IMAGES SHOULD NOT BE USED IN
LIEU OF HISTOLOGIC CONFIRMATION. PROPER PATIENT PREPARATION IS MANDATORY TO OBTAIN
OPTIMAL IMAGES FOR INTERPRETATION (SEE IMAGING PRECAUTIONS, BELOW).

BONE SCANS ARE MORE SENSITIVE THAN PROSTASCINT FOR TME DETECTION OF METASTASES TO
BONE, AND INDIUM IN | | | PROSTASCINT™ SHOULD NOT REPLACE BONE SCAN FOR THE EVALUATION

OF SKELETAL METASTASES.

IMAQING PRECAUTIONS

RADIOPHARMACEUTICALS SHOULD BE USED ONLY BY PHYSICIANS AND OTHER PROFESSIONALS WHO
ARE QUALIFIED BY TRAINING AND EXPERIENCE IN THE SAFE USE AND HANDLING OF RADIONUCLIDES.
INDIUM IN | | | PROSTASCINT™ IMAGES SHOULD BE INTERPRETED ONLY BY PHYSICIANS WHO HAVE
HAD SPECIFIC TRAINING IN THE INTERPRETATION OF INDIUM IN | | | PROSTASCINT™ IMAGES.

THERE MAY BE INDIUM IN | | | PROSTASCINT . CLEARANCE AND IMAGING LOCALIZATION OBSERVED
IN THE BOWEL, BLOOD POOL, KIDNEYS, AND URINARY BLADDER. WHEN OBTAINING ALL 72-1 20 HOUR
PLANAR AND SINGLE-PHOTON EMission COMPUTED TOMOGRAPMY (SPECT) IMAGES, THE BLADDER
SHOULD BE CATHETERIZED AND IRRIGATED. THE ADMINISTRATION OF A CATHARTIC IS REQUIRED THE
EVENING BEFORE IMAGING THE PATIENT, AND A CLEANSING ENEMA SHOULD BE ADMINISTERED WITHIN

AN HOUR PRIOR TO EACH 72-1 20 HOUR IMAGING SESSION.



THE CONTENTS OF THE KIT ARE NOT RADIOACTIVE. HOWEVER, AFTER THE INDIUM IN | | | CHLORIDE
IS ADDED, APPROPRIATE SHIELDING OF INDIUM IN | | ] PROSTASCINT * MUST BE MAINTAINED. CARE
SHOULD BE TAKEN TO MINIMIZE RABIATION EXPOSURE TO PATIENTS AND MEDICAL PERSONNEL,
CONSISTENT WITH PROPER HOSPITAL AND PATIENT MANAGEMENT PROCEDURES.

EacH PROSTASCINT™ KIT IS A UNIT OF USE PACKAGE. THE CONTENTS OF THE KIT ARE TO BE USED
ONLY TO PREPARE INDIUM IN | | | PROSTASCINT™; UNLABELED PROSTASCINT SHOULD NOT st
ADMINISTERED DIRECTLY TO THE PATIENT. AFTER RADIOLABELING WITH INDIUM IN | | |, THE ENTIRE
INDIUM IN | } | PROSTASCINT™ DOSE MUST BE ADMINISTERED TO THE PATIENT FOR WHOM [T WaS
PRESCRIBED. REDUCING THE DOSE OF INDIUM In | | |, UNLABELED PROSTASCINT ™, OR INDIUM IN
1 | | PROSTASCINT™ MAY ADVERSELY IMPACT IMAGING RESULTS AND IS NOT RECOMMENDED.

THE COMPONENTS OF THE KIT ARE STERILE AND FYROGEN-FREE AND CONTAIN NO PRESERVATIVE.
INDIUM IN | 1| PROSTASCINT™ SHOULD BE USED WITHIN 8 HOURS AFTER RADIOLABELING, T IS
ESSENTIAL TO FOLLOW THE DIRECTIONS FOR PREPARATION CAREFULLY AND TO ADHERE TO STRICT
ASEPTIC PROCEDURES DURING PREPARATION OF THE RADICLABELED PRODUCT.

FO \T1O R

MURINE MONCCLONAL ANTIBODIES (MABS) ARE FOREIGN PROTEINS, AND THEIR ADMINISTRATION CAN
INDUCE HAMA. WHILE LIMITED DATA EXIST CONCERNING THE CLINICAL SIGNIFICANCE OF HAMA, THE
PRESENCE OF HAMA MAY INTERFERE WITH MURINE-ANTIBOOY BASED IMMUNOASSAYS, OR GOULD
COMPROMISE THE EFFICACY OF DIAGNOSTIC OR THERAPEUTIC MURINE ANTIBODY-BASED AGENTS AND
INCREASE THE RISK OF ADVERSE REACTIONS. FOR THESE REASONS, PATIENTS SHOULD BE INFORMED
THAT THE USE OF THIS PRODUCT COULD ADVERSELY AFFECT THE FUTURE ABILITY TO DIAGNOSE
RECURRENCE OF THEIR TUMOR, THE ABILITY TO PERFORM CERTAIN OTHER LABORATORY TESTS, OR
TO USE OTHER MURINE-BASED PRODUCTS. PATIENTS SHOULD BE ADVISED TO DISCUSS PRIOR USE
OF MURINE-ANTIBODY BASED PRODUCTS WITH THEIR PHYSICIANS (SEE HETEROLOGOUS PROTEIN

ADMINISTRATION, BELOW).

HEeTERQLQGOUS PROTEIN ADMINISTRATION
INDIUM IN | | | PROSTASCINT™ MAS BEEN SHOWN TO INDUCE HAMA TC MURINE |GG INFREQUENTLY

AND WITH LOW PEAK LEVELS AFTER SINGLE ADMINISTRATION, HAMA LEVELS WERE DETECTED (AT >8

NG/MU) B8Y RIA AFTER SINGLE INFUSION IN 8% (20/239) OF PATIENTS, WHILE | % OF PATIENTS MAD
LEVELS GREATER THAN | OO NG/ML. IN ADDITION, SERUM HAMA LEVELS WERE DETECTED BY RIA

AFTER REPEAT INFUSION IN | $% (5/27) OF THE PATIENTS.

WHILE LIMITED DATA EXIST CONCERNING THE CLINICAL SIGNIFICANCE OF HAMA, DETECTABLE SERUM
LEVELS CAN ALTER THE CLEARANCE AND TISSUE BIODISTRIBUTION OF MABS. THE DEVELOPMENT OF
PERSISTENTLY ELEVATED SERUM HAMA LEVELS COULD COMPROMISE THE EFFICACY OF DIAGNOSTIC
OR THERAPEUTIC MURINE ANTIBODY-BASED AGENTS. IN REPEAT ADMINISTRATION TRIALS, 93% (65/70)
OF THE EVALUABLE REPEAT INFUSIONS WERE ASSOCIATED WITH NORMAL TISSUE DISTRIBUTION OF THE
MAB CONJUGATE. PRE-INFUSION SERUM HAMA LEVELS WERE GENERALLY NOT PREDICTIVE OF

ALTERED DISTRIBUTION.

WHEN CONSIDERING THE ADMINISTRATION OF INDIUM IN | | | PROSTASCINT™ TO PATIENTS WHO HAVE
PREVIOUSLY RECEIVED QTHER MURINE ANTIBODY-BASED FRODUCTS, PHYSICIANS SHOULD BE AWARE



OF THE POTENTIAL FOR ASSAY INTERFERENCE AND INCREASED CLEARANCE AND ALTERED
BIODISTRIBUTION, WHICH MAY INTERFERE WITH THE QUALITY OR SENSITIVITY OF THE IMAGING STUDY.
PRIOR TO ADMINISTRATION OF MURINE ANTIBODIES, INCLUDING INDIUM IN | | ] ProsTASCINT™, THE
PHYSICIAN SHOULD REVIEW THE PATIENT HISTORY TO DETERMINE WHETHER THE PATIENT HAS

PREVIOUSLY RECEIVED SUCH PRODUCTS.

DRUG INTERACTIONS

THE EFFECT OF SURGICAL AND/OR MEDICAL ANDROGEN ABLATION ON THE IMAGING PERFORMANCE OF
INDIUM IN T ] PROSTASCINT™ MHAS NOT BEEN STUDIED. PRELIMINARY DATA SUOGGEST HORMONE

ABLATION MAY INCREASE PSMA EXPRESSION, WITH CONCURRENT DECREASE IN TUMOR EXPRESSION
oF PSA.2 THE USE OF PROSTASCINT™ IN THIS PATIENT POPULATION CANNGT BE RECOMMENDED AT

THIS TIME.

G | (o]

THE PRESENCE OF HAMA IN SERUM AS A RESULT OF PROSTASCINT MAY INTERFERE WITH SOME
ANTIBODY-BASED IMMUNOASSAYS (SUCH AS PSA AND DIGOXIN). WHEN PRESENT, THIS INTERFERENCE
GENERALLY RESULTS IN FALSELY MIGH VALUES. WHEN FOLLOWING PSA LEVELS, ASSAY METHODS
RESISTANT TO HAMA INTERFERENCE SHOULD BE UTILIZED. PSA ASSAYS WHICH WERE FOUND TO BE
RESISTANT To HAMA INTERFERENCE WERE HYBRITECH TANDEM-R AND ABBOTT IMX,

WHEN PATIENTS HAVE RECEIVED INDIUM IN | | | PROSTASCINT™, THE CLINICAL LABORATORY SHOULD
BE NOTIFIED TO TAKE APPROPRIATE MEASURES TO AVOID INTERFERENCE BY HAMA WITH CLINICAL
LABORATORY TESTING PROCEDURES. THESE METHODS INCLUDE THE USE OF NON-MURINE-BASED
IMMUNOASSAYS, HAMA REMOVAL BY ADSORPTION, OR SAMPLE PRE-TREATMENT TO BLOCK HAMA

ACTIVITY.
< P, OF F

LONG"TERM ANIMAL STUDIES HAVE NOT BEEN PERFORMED TO EVALUATE THE CARCINOGENIC OR
MUTAGENIC POTENTIAL OF INDIUM IN | | | PROSTASCINT™ OR TO EVALUATE ITS EFFECT ON FERTILITY,

PREGNANGY

PROSTASCINT™ 1S NOT INDICATED FOR USE IN WOMEN,
NURSING MOTHERS AND/OR (ACTATING WOMEN
PROSTASCINT™ 1S NOT INDICATED FOR USE IN WOMEN.
Bepiatric Use

THE SAFETY AND EFFECTIVENESS OF INDIUM IN | | ] PROSTASCINT™ IN PEDIATRIC PATIENTS MAVE NOT
BEEN ESTABLISHED. PROSTASCINT ™ IS NOT INDICATED FOR USE IN CHILDREN.



ADVERSE REACTIONS

PROSTASCINT ' WAS OENERALLY WELL TOLERATED IN THE CUNICAL TRIALS, AFTER ADMINISTRATION
OF 52O SINGLE DOSES OF INDIUM IN | | | PROSTASCINT™ . ADVERSE REACTIONS WERE OBSERVED
IN 4% OF PATIENTS. THE MOST COMMONLY REPORTED ADVERSE REACTIONS WERE INCREASES IN
BILIRUBIN, HYPOTENSION, AND HYPERTENSION, WHICH OCCURRED IN | % OF PATIENTS. ELEVATED
LIVER ENZYMES AND INJECTION SITE REACTIONS OCCURRED IN SUGHTLY LESS THAN | % OF PATIENTS.
OTHER ADVERSE REACTIONS, LISTED IN ORDER OF DECREASING FREQUENCY, WERE: PRURITUS,
FEVER, RASH, HEADACHE, MYALGIA, ASTHENIA, BURNING SENSATION IN THIGH, SHORTNESS OF
BREATH, AND ALTERATION OF TASTE. MOST ADVERSE REACTIONS WERE MILD AND READILY REVERSIBLE.
DATA FROM REPEAT ADMINISTRATION IN 8| PATIENTS REVEALED A SIMILAR INCIDENCE OF ADVERSE
REACTIONS (S5%). NO DEAT™HS WERE ATTRIBUTABLE TO INDIUM IN | [ PrROSTASCINT™

ADMINISTRATION.

OVERDOSAGE

THE MAXIMUM AMOUNT OF INDIUM IN | [ I PROSTASCINT™ THAT CAN BE SAFELY ADMINISTERED HAS
NOT BEEN DETERMINED. IN CLINICAL STUDIES, SINGLE DOSES OF |10 MG OF INDIUM IN T 11
PROSTASCINT™ WERF ADMINISTERED TO 20 PATIENTS WITH PROSTATE CANCER: THE TYPE AND
FREQUENCY OF ADVERSE REACTIONS AT THIS DOSE WERE SIMILAR TO THOSE OBSERVED WITH LOWER
DOSES. THE MAXIMUM INDIUM IN | | | DOSE ADMINISTERED WITH PROSTASCINT “IN A CLINICAL STUDY

was 6.5 MCI.

DOSAGE AND ADMINISTRATION

THE PATIENT DOSE OF THE RADIOLABEL MUST BE MEASURED IN A DOSE CALIBRATOR PRIOR TO
ADMINISTRATION.

THE RECOMMENDED DOSE OF PROSTASCINT™ 1S O.5 MG RADIOLABELED WITH 5 MCi OF INDIUM IN
111 CHLORIDE. EACH DOSE IS ADMINISTERED INTRAVENOUSLY OVER 5 MINUTES AND SHOULD NOT
BE MIXED WITH ANY OTHER MEDICATION DURING ITS ADMINISTRATION. INDIUM IN {1 | PrRosSTASCINT™
MAY BE READMINISTERED FOLLOWING INFILTRATION OR A TECHNICALLY INADEQUATE SCAN; HOWEVER,
IT IS NOT INDICATED FOR READMINISTRATION FOR THE PURPOSE OF ASSESSMENT OF RESPONSE TO

TREATMENT (SEE INDICATIONS AND USAGE.

EacH PROSTASCINT™ KIT IS A UNIT DOSE PACKAGE. AFTER RADIOLABELING WITH INDIUM IN 1 | |, THE
ENTIRE INDIUM IN | | | PROSTASCINT™ DOSE SHOULD BE ADMINISTERED TO THE PATIENT. REDUCING
THE DOSE OF INDIUM IN | | |, UNLABELED PROSTASCINT ", OR INDIUM IN | | | PROSTASCINT™ MAY
ADVERSELY IMPACT IMAGING RESULTS AND IS, THEREFORE, NOT RECOMMENDED. PARENTERAL DRUG
PRODUCTS SHOULD BE INSPECTED VISUALLY FOR PARTICULATE MATTER AND DISCOLORATION PRIOR

TO ADMINISTRATION, WHENEVER SOLUTION AND CONTAINER PERMIT.

Rapianon DosiMETRY
THE ESTIMATED ABSORBED RADIATION DOSES TO AN AVERAGE ADULT PATIENT FROM AN INTRAVENOUS
INJECTION OF PROSTASCINT™ LABELED WITH 5 MCi OF INDIUM IN | | | ARE SHOWN IN TABLE 6,

TOTAL DOSE ESTIMATES INCLUDE ABSOREBED RADIATION DOSES FROM BOTH INDIUM IN 1] ]| AND THE



e

INDIUM IN | | 4M RADIOCONTAMINANT. A LEVEL OF O.06% OF INDIUM IN | | 4M was UTILIZED FOR
THE DOSE ESTIMATES PRESENTED IN TABLE 6.

<: TABLE N2 6>>

i s 10 ™ u D

PROPER ASEPTIC TECHNIOUES AND PRECAUTIONS FOR HANDLING RADICACTIVE MATERIALS SHOULD BE
EMPLOYED. WATERPROOF GLOVES SHOULD BE WORN DURING THE RADIOLABELING PROCEDURE. THE

PREPARATION OF THE PRODUCT SHOULD BE DONE BY THE FOLLOWING PROCEDURE.

veeee L. REQUIRED MATERIALS, NCT SUPPLIEDY

A. INDIUM IN | | | CHLORIOE FROM AMERSHAM, INC. OR MALLINCKRGOT, INC.

ONE STERILE | ML SYRINGE

ViAL SHIELD

DOSE CALIBRATOR SET FOR INDIUM In | 1 ]

GELMAN [TLC-GC sTRIPS

DEVELOPING CHAMBER FOR CHROMATOGRAPHY (£.G. SCINTILLATION VIAL)
2 1-23 GAUGE STERILE NEEDLEa

SHieLD FOR |1 O ML SYRINGE
WATERPROOF GLOVES

ALCOHOL WIPE

WATER-SOLUBLE MARKER

©.9% S0DIUM CHLORIDE SOLUTION

DTPA ( O.05 M SOLLITION OF DIETHYLENETRIAMINE PENTAACETIC ACID}

GAMMA RAY DETECTOR

rxe-xeompopo

Zx

.o 2. STERILE, PYROGEN-FREE INOIUM IN | | | CHLORIOE SOLUTION MUST BE UTILIZED IN THE PREPARATION
OF THE INDIUm IN | 1| PRosTAScINT™, THC UsE oF MiaW PURITY INoiuM IN |11 CHLORIDE
MANUFACTURED BY AMERSHAM, INC. OR BY MALLINCKRODT, INC. 18 REQUIRED, THE INDIUM In L1
CHLORIOE SHOULD BE USED ONLY TO RADIOLABEL THE PROSTASCINT™ AND SHOULD NOT BE INJECTED
DIRECTLY INTO THE PATIENT. THE INDiuM IN | | | CHLORIDE SHOULD NOT BE UTILIZRED AFTER ITS

EXGRRATION DATE.

e e B BEFrORE RADICLABELING BRING THE REFRIQERATED PROSTASCINT™ TC ROOM TEMPERATURE. NOTE:

PROSTASCINT™ 18 A PROTEIN SOLUTION WHICH MAY DEVELOP TRANSLUCENT PARTICULATES. THESE
PARTICULATES WiLL BE REMOVED SY FILTRATION.

veee. B, CLEAN THE RUBBER STOPPER OF EACH VIAL WITH AN ALCCOMOL WIPE, WITH A STERILE | ML SYRINGE ADC

O.] ML OF SCBIUM ACETATE SOLUTION TO THE SHIELOED ViaL OF INDIUM IN | | | CHLOMDE AND MIX.
RETAIN REMAINING SODIUM ACETATE FOR USE IN STEP 7.

evee. B, WIiTH THE SaME | ML EYRINGE. WITHDRAW BETWEEN 6 & 7 MC! OF THE DUFFERED INOIUM IN | it

CHLORIDE AND ADD TO THE PROSTASCINT™ VIAL. FLUSH THE SYRINGE TO MIX THE PREPARATION. To
NORMAUZE PRESSURE., WITHORAW AN ECUAL VOLUME OF AIR, SWIRL GENTLY TO MIX, AND ASBAY
CONTENTS IN A DOSE CAUDRATOR. ON ONE OF THE LABELS PROVIDED, RECORD THE PATIENT'S
IDENTIFICATION, THE BATE, TIME OF PREPARATION, AND ACTIVITY IN THE VIAL, AFFIX THE LABEL TO THE

VIAL SHIELD.

R - B ALLOW THE LABELING REACTION TO PROCEED AT ROOM TEMPERATURE FOR 30 miINUTES.

e 7 WITH A SYRINGE. ADD THE REMAINING SODIUM ACETATE TO THE PROSTASCINT™ REACTION ViAL. To

NORMALIZE PRESSURE, WITHORAW AN EOUAL YOLUME OF AIR.



ASEPTICALLY ATTACH THE ©0.22 UM MiLLEX® GV STERILE FILTER (PROVIDED) AND A STERILE HYPODERMIC
NEEDLE TC A 1O ML STERILE DIEPCSABLE SYRINGE AND WITHDRAW THE CONTENTS OF THE REACTION VAL
THROUGH TME FILTER INTO THE STRINOE. KEEP THE NS&DLE IMMERSED IN THE SCLUTION TD AvaiQ

CREATING AN AIR-LOCK IN THE FILTER.

..... S. REMOVE THE FILTER ANO NEEDLE. ASEPTICALLY ATTACH A FRESH STERILE MYPODERMIC NEEDLE TO THE
ZYRINGE. ASEAY SYRINGE ANC CONTENTS N A DOSE CALBRATOR. THE 9YRINGE SHOULD CONTAIN NOT

LEES THAN 4 MCI (1 48 MBo) oF INDIUM In-1 | 1.

RADIOCHEMICAL PURITY (RCP) BY INSTANT THIN LAYER CHROMATOGRAPNY (ITL.C) CAN 88 DETERMINED

cee el 10
BY THE FOLLOWING PROCEDURE:
A, MIX EQUAL PARTS (SEVERAL DRGPS OF EACH) OF INoUM IN 11 { PROSTASCINT™ wiITN OTPA
SOLUTION. ALLOW THE MIXTURE TO STAND AT RCOM TEMPERATURE FOR ONE MINUTE. SPOT A
aMALL DROP OF TME MIXTURE ONTO AN [TLC STRIP AT ITS ORIGIN.
B. PLACE THE STRIP IN A CHROMATOGRAPHY CHAMBER WITH THE GRIGIN AT THE BOTTOM AND ALLOW
THE SOWLVENT TO MICRATE 6 CM FROM THE ORIGIN OF THE STRIPF. REMOVE ANOD CUT THE STRIP
IN MALF AND MEASURE THE COUNTS PER MINUTE (CPM) OF BOTH HALVES WITH A OAMMA RAY
DETECTOR.
c. CALCULATE THE PERCENT RCP A9 FOLLOWS:
swRCP = ______CPMBOTTOMHAF X 100
CPM BOTTOM MALF + CPM TOP HALF
D. JF THE RADQCNEMICAL PURITY IS <80%, THE [TLC PROCEDURE SHOULD BE REPEATED. Ir
REPEAT TESTING REMAINS <BO%, THE PREPARATION EHOULD NCT BE ADMINISTERED.
..... 11. ONTHE SECOND LASEL PROVIDED IN THE KIT, RECORD THE PATIENT'S IDENTIFICATION, THE DATE, TIME
OF ASSAY. AND ACTIVITY IN THE SYRINGE. AFFIX THIZ LABEL TO THE SYRINGE SHIELD,
ev.. 12, INDIUMIN 1 || PROSTASCINT™ SHOULD BE USED WITHIN 8 HOURS OF RADIOLABELING.

I < DISCARD VIALS, NEEDLES, AND SYRINOES IN ACCORDANGE WITH LOCAL, STATE, ANO FEDERAL
REOULATIONS GOVERNING RADIOACTIVE AND BIOMAZARDOUS WASTE.

IMAGE ACQUISITION AND INTERPRETATION

IMAGES SHOULD BE ACQUIRED USING A LARGE FIELD OF VIEW GAMMA CAMERA EQUIPPED WITH A
PARALLEL HOLE MEDIUM ENERGY COLLIMATOR. THE GAMMA CAMERA SHOULD BE CALIBRATED USING
THE 1 72 AND 247 KEV PHOTOPEAKS FOR INDIUM IN | | | wiTH A 20% SYMMETRIC WINDOW.

WHOLE BODY OR SPOT PLANAR VIEWS OF THE PELVIS, ABDOMEN, AND THORAX SHOULD BE
PERFORMED BETWEEN 72 AND | 20 HOURS FOLLOWING INDIUM IN 1 L | PROSTASCINT™ INFUSION.
A CATHARTIC IS REOQUIRED THE EVENING BEFORE IMAGING AND A CLEANSING ENEMA SHOULD BE
ADMINISTERED WITHIN AN HOUR PRIOR TO EACH 7 2- | 20 HOUR IMAGING SESSION. IN ADDITION, THE
BLADDER SHOULD BE CATHETERIZED AND IRRIGATED.

WHOLE BODY ACOUISITION SHOULD BE CARRIED OUT FROM SKULL THROUGH MID-FEMUR. THE TOTAL
SCAN TIME OVER THIS AREA SHOULD BE NO LESS THAN 35 MINUTES USING A [28x512 OR

258x ] 024 MATRIX.



PLANAR IMAGES SHOULD BE ACQUIRED IN ANTERIOR AND POSTERIOR VIEWS FOR 7.5 MINUTES PER
VIEW USING A | 28X 28 OR 258x256 MATRIX, DUE TO UPTAKE OF INDIUM IN | | ] PRoOSTASCINT ™
BY THE LIVER, PLANAR IMAGES OBTAINED WITH THE LIVER IN THE FIELD OF VIEW MUST BE ACGUIRED
WITH ADEQUATE COUNTS TC ALLOW THE DETECTION ©OF LESIONS IN THE ADJACENT EXTRAHEPATIC
ABDOMEN AND PELVIS. THIS MAY RESULT IN PIXEL OVERFLOW WITH IMAGE DEGRADRATION IN THE REGION

OF THE LIVER.

TwWo SPECT IMAGING SESSIONS ARE NECESSARY. THE FIRST SPECT SESSION SHOULD BE OF THE
FELVIS AND BE PERFORMED APPROXIMATELY 30 MINUTES APTER INFUSION TO OBTAIN A BLOOD POCL
IMAGE. THE SECOND SPECT SESSION SHOULD INCLUDE BOTH THE PELVIS AND ABDOMEN, INCLUDING
THE LOWER LIVER MARGIN THROUGH THE PROSTATIC FOSSA AND BE PERFORMED BETWEEN 72 aND
] 20 HOURS AFTER INFUSION FOR DETECTION OF BENIGN AND MAUIGNANT PROSTATE TISSUE SITES.
DEPENDING UPON THE CAPASBILITY OF THE CAMERA FIELD OF VIEW TO INCLUDE BOTH PELVIS AND
ABDOMEN, EITHER ONE OR TWO SEPARATE ACQUISITIONS MAY BE NECESSARY DURING THE SECOND

SESSION.

TO RESOLVE IMAGING AMBIGUITIES PQGSSIBLY RESULTING FROM ACTIVITY IN BLOOD POOL, STOOL OR
URINARY BLADDER, FOLLOW-UP IMAGING SESSIONS WITH FULL PATIENT PREPARATION SHOULD BE

PERFORMED.

THE SPECT IMAGES SHOULD BE ACQUIRED USING A 84xX64 OR | 28X | 28 MATRIX FOR A MINIMUM
OF 60 ©oR | 20 STOPS, RESPECTIVELY, OVER 360 DEGREES ROTATION FOR APPROXIMATELY 25
SECONDS PER VIEW AT THE FIRST SESSION AND 50 SECONDS PER VIEW AT THE SECOND SESSION,
RECONSTRUCTION SHOULD BE PERFORMED USING A BUTTERWORTH FILTER OR EQUIVALENT IN THE
TRANSVERSE, CORONAL AND SAGITTAL VIEWS, AN ORDER OF 5 AND CUT OFF OF 0.5 MAY BE USED
AS A STARTING POINT. SUICE THICKNESS SHOULD BE IN THE RANGE OF 8 TO { 2 MM,

FOLLOWING INDIUM IN | | | PROSTASCINT™ ADMINISTRATION, SOME OF THE RADIOLABEL LOCALIZES
IN NORMAL LIVER, SPLEEN, BONE MARROW AND GENITALIA,

IT HMAS BEEN REPORTED THAT INDIUM N | | | LABELED ANTIBODIES MAY LOCALIZE NON-SPECIFICALLY
IN COLOSTOMY SITES, DEQENERATIVE JOINT DISEASE, ABDOMINAL ANEURYSMS, POST-OPERATIVE BOWEL
ADHESIONS, AND LOCAL INFLAMMATORY LESIONS, INCLUDING THOSE TYPICALLY ASSOCIATED WITH
INFLAMMATORY BOWEL DISEASE OR SECONDARY TO SURGERY OR RADIATION. INDIUM IN | 1|
PROSTASCINT™ CAN DEMONSTRATE APPARENT LOCALIZATION YO SITES OF TORTUOUS BLOOD VESSELS.
CAREFUL REVIEW OF THE PATIENT’'S MEDICAL HISTORY AND OTHER DIAGNOSTIC INFORMATION SHOULD

AID IN THE INTERPRETATION OF THE IMAGES.

THE DIAGNOSTIC IMAGES ACOUIRED WITH INCIUM IN | | | PROSTASCINT™ SHOULD BE INTERPRETED
IN CONJUNCTION WITH OTHER ARPROPRIATE DIAGNOSTIC TESTS.

HOW SUPPLIED

THE PROSTASCINT™ KIT (NDC No. 57902-8(7-O 1) FOR THE PREPARATION OF INDIUM IN [ [ |
LABELED CAPROMAB PENDETIDE INCLUDES ONE VIAL CONTAINING O.5 MG OF PROSTASCINT™ PER |
ML OF SODIUM PHOSPHATE BUFFERED SALINE AND ONE 2 ML VIAL OF SODIUM ACETATE SOLUTION,
0.5 M. THESE SOLUTIONS ARE STERILE AND PYROGEN FREE AND CONTAIN NO PRESERVATIVES. EAcM



KIT ALSO INCLUDES ONE STERILE O.22 UM Miex® GV FILTER, PRESCRIBING INFORMATION, AND
TWO IDENTIFICATION LABELS.

STORAGE

STORE AT 2° To 8°C (36° To 46°F). DO NOT FREEZE. STORE UPRIGHT.

REFERENCES
KocHER, DC: RADIOACTIVE DECAY DATA TABLES. DQE/MC | 15:1 1028, 1981.

DATA SUPPLIED BY OAK RIDGE ASSOCIATED UNIVERSTMES. RADIOPHARMACEUTICAL INTERNAL
DOSE INFORMATION CENTER, 1 984.

WRIGHT, GL, JR: ET AL. EXPRESSION OF PROSTATE-SPECIFIC MEMBRANE ANTIGEN IN
NORMAL, BENIGN, AND MALIGNANT PROSTATE TIsSUES. UROL ONCoL, 1995: 1:18-28.

PROSTASCINT ™ (CAPROMAB PENDETMDE) IS COVERED IN WHOLE OR IN PART BY AT LEAST THE
FOLLOWING US PATENTS: #4,67 1,658, #4,741,800, aNp #5, 162,504,

MANUFACTURED AND DISTRIBUTED BY:

CYTOGEN CORPORATION
PRINCETON, NJ 08540-5308

Revisep___10/28/96



TABLES*
TABLE ! - INOiuM IN | | | PRINCIPAL RADIATION EMISSION DATA'
MgaN % PER MEAN
RapaTion DisiNTEORATION ENERGY (KEV)
GaMMa 2 s0.2 171.3
Gamma 3 o4 245.4
e

SHIELDING?

TABLE 2 - INoium IN 1 1 | RADIATION ATTENUATION OF LEAD

0.023

0.203

0.513

©.834

1.120

SHIELD THICKNESS
—iBRlem

0.5
10"
10*
10%

10™

ATTENUATION

LAcTOR

#
TO BE INSERTED INTO THE TEXT AT THE MARKED LOCATIONS.

|4
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TABLE 3 - INorum IN | | | PHYSICAL DECAY CHART, HALF-LIFE
67.2 HOURS (2.8 DAYS)

FRACTION

Housg RemapiNg
-48 1.64
36 |.44
24 1.28
-2 1.13
o* 1.00
12 0.88
24 0.78
26 c.e9
48 c.el
€0 0.54
72 o.48
a4 0.42
o8 0.37
(o8 0.33
120 0.28
132 0.26
144 0.23

* CALIBRATION TIME
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TABLE 4 - COMPARISON OF INDIUMIN { 1 1 PROSTASCINT™
AND HISTOPATHOLOGIC RESULTS FOR PRESURGICAL PATIENTS

NUMBER OF PATIENTS

INDIUM IN | | | PRasTASGINT™
+ -
SENSIIVITY
a
Biopsy + 40 2 6%
SeeciFrcrr
BioPsy . 28 a3 7266
Pasmve NEGanve
PREDICTIVE PREDICTIVE OveRaLL
ACCURACY
VALVE VALUE 8%
82% 72%
S04
TABLE 5 - INDIUM IN | | | PROSTASCINT™ AND

HISTOPATHOLOGIC RESULTS FOR RECURRENT OR RESIDUAL

DISEASE PATIENTS

NUMBER OF PATIENTS

™

INDIUM IN 1 1 | PROBTASCINT
-+ -
Bliopsy + 29 30
Biopsy - 29 70
Pogimve NEGATIVE
PREDICTIVE PREDICTIVE
vaLve VaLve
50% 0%

SENSITIVITY
49%

SeecimCITY
71%

OveEraLL
ACCURACY
63%

A aaad



TABLE & - ESTIMATED AVERAGE ABSORBED RADIATION DOSE IN ADULT PATIENTS
FROM INTRAVENOUS ADMINISTRATION OF PROSTASCINT LABELED WITH

5 MCI (1 8% MBaq) OF inotum IN | 1 | CHLORIDE
AVERAGE Dost Averace Dose

QRcAN (RAp/S MQD : wGy/ | QIMBQ)
Toral BODY 2.7 27
Bran Il 11
LIver 18.5 185
SPLEEN 18.3 163
Kioneys 12,4 |24
Lungs 5.6 56
HEART wALL 7.8 78
RED marRROW 4.3 43
ADRENALS - s.2 52
URINE BLADDER WalLl 2.2 a2
BoNE SURFACES 4.0 40
SromacH 3.1 3l
GALL BLADDER WaLL, 7.3 73
SMALL INTESTINE 3.3 33
UrrER LARGE INTESTINE WALL 5.0 S0
LOWER LAROE INTESTINE WALL 7.6 76
PanNCREAS 5.1 S
Swn i. 11
TesTes . . 5.8 5¢
PROSTATE 8.2 82
THYMUS 2.6 26
TrHYROID 1.4 a4
OTHER T\SSUES 2.0 20

“BASED ON DATA FROM 2| PATIENTS WHO RECEIVED DOSES OF PRosuScwr' LABELED WITH A MEAN
(£ SD)Inowum IN 1} | DOSE OF 4.8 = 1.0 MC1.



