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Regulatory Issues: FDA

Dexrazoxane (Totect™): FDA Review and Approval for the
Treatment of Accidental Extravasation Following Intravenous

Anthracycline Chemotherapy

ROBERT C. KANE, W. DAVID MCGUINN JR., RAMZI DAGHER, ROBERT JUS'

°E, RICHARD PAZDUR

Office of Oncology Drug Products, Center for Drug Evaluation and Research, U.S. Food and Drug
Administration, Silver Spring, Maryland, USA
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LEARNING OBJECTIVES

After completing this course, the reader will be able to:

1. Evaluate anthracycline tissue injury resulting from drug extravasation.

2. Administer dexrazoxane in its new role of reducing extravasation tissue injury.
3.

Describe the proposed mechanism of action of dexrazoxane for this use.

@D  Access and take the CME test online and receive | AMA PRA Category I Credit™ at CME.TheOncologist.com

ABSTRACT

of i ion is prob-
lematic and most reports are anecdotal. On September
6, 2007, the U.S. Food and Drug Administration ap-
proved Totect™ 500 mg (dexrazoxane hydrochloride
for injection) for the treatment of extravasation result-
ing from i.v. anthracycline chemotherapy. In two stud-
ies, a total of 57 evaluable patients experienced
extravasation from peripheral vein or central venous
access sites with local swelling, pain, or redness. The
presence of anthracycline in skin biopsy tissue was con-
firmed by tissue fluorescence, and treatment with a
3-day schedule of dexrazoxane began within 6 hours of

the event. The primary endpoint was a reduction in
the need for surgical intervention. Only one patient
required surgical repair of the injury site, and late se-
quelae in the remainder were absent or mild. Also, the
sponsor, TopoTarget A/S, Copenhagen, Denmark,
performed controlled nonclinical studies in support
of dexrazoxane dose and timing for the reduction of
tissue injury resulting from anthracycline extravasa-
tion. For this uncommon but serious complication of
anthracycline therapy, the need for surgical interven-
tion was 1.7% with this regimen. The Oncologist 2008;
13:445-450
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Drug Administration, 10903 New Hampshire Ave, Bldg. 22, Room 2109, Silver Spring, Maryland 20993-0002, USA. Telephone: 301-

796-2330; Fax: 301-796-9845; e-mail: robert kane@fda hhs.gov  Received December 18, 2007; accepted for pul
0i: 10.163 4

2008. ©AIp! Press 1083-71 d

tion February 22,

The Oncologist 2008;13:445-450 www.TheOncologist.com

siFo

2uaqE 10 W

800 '9 aunf w0

<

TOPOTARGET



%%
(% !

B

/ " 566

# 3" 77 * "% - #
I # " " %
(:47B (* % 11 %

(#

46 \
$ %!

%
%#
(*

TOPOTARGET



TOPOTARGET



$ n

( %

(% (




%_ [} ]

19 | # H




(HS$ %

7"
%

% - ((
R S )
H$ "& % # A"
7 % 0%" 77 %#> -
'$" # U H
E"% % ( ( $&"
I %% - % ( H
E"% % ( %"
"4 %" " & #"
E"% "7
% ( H
E"% ( (% & %
B O>%) !l %% !l @ %
% ( H
# ) % "

$;7" % % $

$
$

%
( H

TOPOTARGET



TOPOTARGET



