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DEPARTMENT OF HEALTH AND HUMAN
SERVICES ODS POSTMARKETI
PUBLIC HEALTH SERVICE REVIEWNG SAFETY
: FOOD AND DRUG ADMINSTRATION
- TO: George Mills, MD, Director FROM: o T
Division of Medical Imaging and Radiopharmaceutical Drug | Ann Corken Mackey, RPh, MPH Date: December 28, 2004
Products Safety Evaluator
HFD-160 Janos Bacsanyi, MD
Safety Evaluator
Division of Drug Risk Evaluation
(DDRE) HFD-430
DATE REQUESTED: January 7, 2005 REQUESTOR/Phone #:
DATE RECEIVED:
DRUG Est (Trade): NDA/IND SPONSORS:
Ferumoxides (Feridex IV) Ferumoxides: #20-416 Ferumoxides (Berlex)
Iron dextran (INFeD, Dexferrum) Iron dextran Iron dextran: INFeD (Watson Pharma),
Iron sucrose (Venofer) INFeD: #17-44] (ANDA) Dexferrum (Am Regent Labs)
Sodium ferric gluconate (Ferrlecit) Dexferrum: # 40-024 (ANDA) Iron Sucrose (Am Regent Labs)
Iron sucrose: #21-135 Sodium ferric gluconate (Schein Pharm)
Sodium ferric gluconate: #20-955

THERAPEUTIC CLASSIFICATION: %
EVENT: Fatal cases of anaphylaxis

Executive Summary: This consult Was prepared in response to a request from the medical officer in HFD-160 to search AERS for
fatal cases of anaphylaxis associated with injectable iron products because of concerns of hypersensitivity reactions associated with

product used as an MRI contrast agent (ferumoxides, taken up by cells of the reticuloendothelia) and there are four iron replacement

products (two iron dextran products, iron sucrose, sodium ferric gluconate). Ferumoxide was approved in August 1996, iron dextran

was approved in 1957 (note that INFeD and Dexferrum are approved under ANDAs), iron sucrose was approved in November 2000,
nd sodium ferric gluconate was approved in August 1999.

ODS is unable to ascertain drug use data in kidney dialysis centers or imaging centers (where many of these injectable iron products
are administered); therefore, reporting rate rates cannot be calculated.

In this case series, the patients receiving iron dextran were older (median age=70) and had chronic illnesses (e.g., renal disease,
diabetes, congestive heart failure) and/or recent surgery, with at least 7 out of 1§ patients receiving dialysis. Iron dextran products are
labeled for fatal anaphylaxis with a black box warning. Ferumoxides, iron sucrose, and sodium ferrjc gluconate products are labeled
for anaphylaxis/severe hypersensitivity; AERS has not received any cases of fatal anaphylaxis for these products,




threatening hypersensitivity reactions were observed in three studies and tWo post-marketing studies, Several cases of mild or
moderate hypersensitivity reactions were observed in these studies. A total of 83 anaphylactoid reactions including serious or life-
threatening reactions have been reported in post-marketing spontaneous feports worldwide between 19972 and 2002 based on estimated
use in more than 2 million patients.

Sodium ferric gluconate: Precautions: Serious hypcrsensitivity reactions have been reported rarely in patients receiving Ferrlecit. One
case of life-threatening hypersensitivity reaction has been observed in 1,087 patients who received a single dose of Ferrlecit in a post-
marketing safety study. Three serious hypersensitivity reactions have been reported from the spontaneous reporting system in the
United States.

Search Date: December 13, 2004 | Search Type(s):

Search Criteria: Drug Names: Ferumoxides (Feridex IV), iron dextran (INFeD, Dexferrum), i
gluconate (Ferrlecit)
MEDDRA Terms: A naphylactic responses (HLT), Type 1 Mypersensitivity (PT); fatal outcome

Search Results:
- Ferumoxides: A search of AERS identified no reports of fatal anaphylaxis associated with ferumoxides use.

Iron dextran: A search of AERS identified 18 reports of fatal anaphylaxis associated with iron dextran use; all cases are included
based on this analysis.

DEMOGRAPHIC DATA (n = 13)
AGE (YEARS): 64 MEAN, 70 MEDIAN, 29 (0 87 RANGE (n=16)

GENDER: FEMALE (10), MALE (7), UNK (1)
SOURCE: DOMESTIC (18)
YEAR: 1989-1995 (5), 1996-1999 (7), 2000-2004 (6)

ADMIN RTE: IV (15), IM (1), UNK (2)
INDICATION: TX OF ANEMIA/IRON DEFICIENCY (14), PREVENTION OF ANEMIA (1), UNK (3)
DOSE®: 3 MG (1), 5 MG (1), 8 MG (1), 20 MG (1), 25 MG (5), 50 MG (3), 100 MG (2), UNK @)

UNRESPONSIVE (2)
GENERAL (FLUSHING, BURNING) 3)
NAUSEA (1)
BACKACHE (1 )
TIME TO DEATH?:
CONCOMITANT MED]

CATIONS (NOT MUTUALLY EXCLUSIVE)
ANTINEOPLASTIC AGENTS (1)

ANTIHYPERTENSIVES (3)

ANTIBIOTICS (4)

NOT STATED (12)




SIGNIFICANT MEDICAL HISTORY (NOT MUTUALLY EXCLUSIVE)
RECEIVING DIALYSIS (7)
RENAL DISEASE (5)
HYPERTENSION (6)
DIABETES (5)
CONGESTIVE HEART FAILURE (3)
PANCREATITIS (1)
BLADDER CANCER (1)
RECENT SURGERY (3)
NOT STATED (7)
ALLERGY HISTORY (MUTUALLY EXCLUSIVE)
NO KNOWN ALLERGIES (5)
CORN ALLERGY (1)
IRON DEXTRAN (1)
PENICILLIN/ASPIRIN/CODEINE/PENTAZOCINE (1 )
VANCOMYCIN/ASPIRIN/CODEINE (1)
PREVIOUS IRON DEXTRAN EXPOSURE (6)'

" For 11 out 18 patients previous €xposure not stated; 2 patients had received 1 dose of iron dextran previously, 1 patient had received 2 doses
previously (experienced nausea, fatigue, shivers, and was pale and clammy), | patient had received a 7 doses previously, 1 patient had received 5
doses previously; and 1 patient had previous eéxposure unspecified (experienced an allergic reaction). Only one patient was reported as being jron
dextran naive.

Case presentation:

FDA# 5538766 (Domestic, 1997) A 50-year-old male who was receiving hemodialysis for chronic renal failure developed decreased
blood pressure (systolic=70 mmHg) one minute after receiving an 8 mg IV test dose of iron dextran to treat anemia. He was treated
with 25 mg of diphenhydramine and rapid IV normal saline. The patient became unresponsive; cardiac arrest was called. Upon
-ntubation, it was noted that the patient had a swollen larynx. The patient expetienced asystole and did not respond to standard life
' support including defibrillation (four times). An initiaj autopsy report specified anaphylaxis. Nine days earlier, the patient's hematocrit
was 29.2 and his hemoglobin was 9.5, His additional medical history included glomerulonephritis and hypertension; concomitant
medications were not reported. He had no known allergies and was naive to iron dextran.

Iron sucrose: A search of AERS identified no reports of fatal anaphylaxis associated with iron sucrose use.

Sodium ferric gluconate: A search of AERS identified two reports of fatal anaphylaxis associated with sodjum ferric gluconate use.
One report was excluded from analysis because although the patient (66-year-old female) experienced an anap| ylactic reaction, it
appeared that she died of acute renal failure (creatinine=10.3, BUN=63) and/or hyperkalemia (K=9). The other case was excluded
from analysis because the 67-year-old female recovered from anaphylaxis and developed another unexplained condition and died. The
condition was described as distended veins on forehead, swollen neck, and "bugged out” eyes; her cardiac monitor showed electrical
mechanical dissociation. The former patient had a history of malnutrition, hypertension, hypothyroidism, GERD, and hepatitis A. The
later patient had a complicated medical history including acute renal failure, congestive heart failure, and COPD exacerbation.

Discussion/Conclusions: An AERS search identified 18 cases of fatal anaphylaxis associated with iron dextran use. Fatal
anaphylaxis is a labeled adverse event for iron dextran. F erumoxides, iron sucrose, and sodium ferric gluconate products are labeled
for anaphylaxis/severe hypersensitivity; AERS has not received any cases of fatal anaphylaxis for these products.

References:
I. Ferumoxides injectable solution (Feridex 1V) product labeling, Berlex, revised March 1998,
Iron dextran injection (Dexferrum) product labeling, American Regent Laboratories, revised October 2001,
Iron dextran injection (INFeD) product labeling, Watson Pharma, revised February 2001,
Iron sucrose injection (Venofer) product labeling, American Regent Laboratories, revised June 2003.
Sodium ferric gluconate injection (F errlecit) product labeling, Schein Pharmaceuticals, June 2001,
Matzke GR. Intravenous iron supplementation in end-stage renal disease patients. Am J Kidney Dis 1999, 33 (3): 595-7.
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Reviewer’s Signature / Date: Ann Corken Mackey 12/28/04

Reviewer's Signature / Date: Janos Bacsanyi 12/28/04

~;Division Director Signature / Date: Mary Willy 12/28/04
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Ann Corken
12/28/04 02:22:39 pPM
PHARMACIST

Mary willy

12/28/04 02:26:05 PM

DRUG SAFETY OFFICE REVIEWER

Signed off for Dr. Mark Avigan, director DDRE



