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Table 5: Single-dose Toxicity Studies with Icatibant
Species Route Dose levels (mg/kg)
Mouse s.C. 483, 614, 767
1v. 19.2,30.7, 48.3, 76.7
Rat s.c. 1227
Lv. 12.3,19.2
1.v. infusion 0,4, 20, 100
Dog 1.v. 0.4,2,10
1.v. infusion 15, 30, 60
P HEES 54 AP Lok

kR

< H=ddA

JA1E (JE049-0109, JE049-0122)0] 34l Al 33t

Table 6: Repeated-dose Toxicity Studies with Icatibant

Species Route Duration
Rat 5.C. 14 days*
5.C. 13 weeks™

iv. 1 month

1.v.- 5.c.- nasal 1 month*

inhalation 4 weeks*

nasal 1 month

nasal 6 months*

nasal 6 months

Dog 5.C. 10 days*
s.C. 4 weeks*
5.C. 13 weeks*
5.C. 13 weeks*

iv. 7 days

iv. 2 weeks*

iv. 1 month

iv. 4 weeks*

inhalation 4 weeks*

nasal 1 month*
nasal 6 months*®

* study includes toxicokinetics

42. SZAHEA=E A8 2%
421. @3 FAS5AH4AF (CTD 4.23.1)

AldeS H3tE Foigh v YA F(JE049-0127; JE049-0128;
JE049-0116; JE049-0117; JE049-0118)T} A= e IS HAA A|FFS IVE T3 vl

AQE / AW 57 / | Species / System /
A Y 017 2/% B/ EE
GLP/Non-GLP Sex(N)
JE049-0101 n}2 2 NMRKF SC 483, 614, 767
(GLP) (1-2 F/group) © g mmgy/body
JE049-0103 2 = /Wiskf SC 1227mg/kg




ANERE / NEY Fw/

Species / System /

E L= W o = ll:E
GLP/Non-GLP Sex(N) FAR=2/FA89 FoA 2/
(GLP) (IM/1F) w2
422 WIEEAEAAAE (CTD 4.2.3.2)
ANdds / NF =7 Species / System / - -
=1 Ko = 3=
GLP/Non-GLP Sex(N) FAR=/FAH FoA 3 s
B= SD
JE049-0127 (5/sex/group) sC 0, 1, 10, 50
(GLP) TK 149 < Y Fo mg/kg/day
(3/sex/ group)
H= SD
JE049-0128 sC 0, 1, 10,
(20M/ group) )
(GLP) 149 <t Wid Fof | S0mg/kg/day
TK group
P= SD
JE049-0108 SC 0,1, 3,
(GLP) (40/sex/ group) 132 Zob gjo] =] | 10mg/kg/day
TK (16M) e B 8/8/ Ay
JE049-0115 N/8el= SC 3¢ == 10 F<t | 10, 25, 75, 100,
(non-GLP) (1/sex/ group) fd B 15053 mg/kg
SC
JE049-0116 N/ E= . 0, 3.0,
47 Ft o 23
(GLDP) (5/sex/ group) LD 10mg/kg/day
e = 0, 10, 30,
JEO-01L7 2/ Y o¢ 100/200/120/60
cLp) (4/sex/group) b2e) ol e e /200/120/60mg
EoA A 7AEE /kg/day
5C 0, 3.0,
JE049-0118 A= _
135 =oF vjd 13] 10mg/kg/day =&
(GLP) (5/sex/ group) L
= TID ¥4 3.3mg/kg/injection
E049-0159 opg A sC
J b2/ 0, 10, 25, 50, 100
HHEEo CD-1 135 ®= 573 549
mg/kg/day
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A F= Firazyr 30 mg solution for injection in FIRAZYR




pre-filled syringe

Z AL Shire Orphan Therapies GmbH Shire Orphan Therap
371d 2008.7.11. 2011.8.25.
Each prefilled syringe of 3 ml contains | FIRAZYR injection is supplied in a
Agorz icatibant acetate equivalent to 30 mg | prefilled syringe delivering 30 mg
sa icatibant. icatibant. Each syringe delivers 3 mL
solution with a concentration of 10 mg
per mL.
symptomatic treatment of acute attacks of | FIRAZYR® (icatibant) is indicated for the
as hereditary angioedema (HAE) in adults | treatment of acute attacks of hereditary
a7 (with Cl-esterase-inhibitor deficiency). angioedema (HAE) in adults 18 years of
age and older.
Firazyr is intended for wuse wunder the | 2.1 Recommended Dosing
guidance of a healthcare professional. The recommended dose of FIRAZYR is 30
Posology mg administered by subcutaneous (SC)
The recommended dose is a single | injection in the abdominal area. Additional
subcutaneous injection of Firazyr 30 mg. In | doses may be administered at intervals of
the majority of cases a single injection of | at least 6 hours if response is inadequate
Firazyr is sufficient to treat an attack. In | or if symptoms recur. No more than 3
case of insufficient relief or recurrence of | doses may be administered in any 24
symptoms, a second injection of Firazyr can | hour period.
be administered after 6 hours. If the second
injection produces insufficient relief or a | 2.2 Administration Instructions
recurrence of symptoms is observed, a FIRAZYR should be inspected visually for
aw third injection of Firazyr «can  be | particulate matter and discoloration prior
P administered after a further 6 hours. No |to administration. The drug solution
°° more than 3 injections of Firazyr should be | should be clear and colorless. Do not
administered in a 24 hour period. administer if the product contains

In the clinical trials, not more than 8
injections of Firazyr per month have been

administered.

Special populations

Elderly patients

Limited information is available on patients
older than 65 years of age.

Elderly patients have been shown to have
icatibant.

increased systemic exposure to

particulates or is discolored.

Attach the provided 25 gauge needle to
the syringe hub and screw on securely.
Disinfect
the injection site and administer FIRAZYR

Do not use a different needle.

by subcutaneous injection over at least 30

seconds.

FIRAZYR

upon recognition of symptoms of an HAE

Patients may self-administer
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The relevance of attack after training under the guidance of
this to the safety of Firazyr is unknown |a healthcare professional [see Patient
(see section 5.2). Counseling Information (17)].

Hepatic impairment

No dose adjustment is required in patients
with hepatic impairment.

Renal impairment

No dose adjustment is required in patients
with renal impairment.

Paediatric population

The safety and efficacy of Firazyr in
children aged 0-18 vyears has not been
established.

Method of administration
Firazyr is intended for subcutaneous
administration preferably in the abdominal

area.

Firazyr may be self-administered or
administered by a caregiver only after
training in subcutaneous injection technique

by a healthcare professional.

The decision on initiating
self-administration of Firazyr should only
be taken by a physician experienced in the
diagnosis and treatment of hereditary

angioedema (see section 4.4).

Each Firazyr syringe is intended for single

use only.

Firazyr solution for injection should be

injected slowly due to the volume to be

administered (3 ml).
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