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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to
use ORLADEYO™ safely and effectively. See full prescribing
information for ORLADEYO™.

ORLADEYO™ (berotralstat) capsules, for oral use
Initial U.S. Approval: 2020

ORLADEYO is a plasma kallikrein inhibitor indicated for prophylaxis
to prevent attacks of hereditary angioedema (HAE) in adults and
pediatric patients 12 years and older. (1)

Limitations of Use:

ORLADEYO should not be used for treatment of acute HAE attacks.

M

¢ Recommended Dosage: One capsule (150 mg) taken orally once
daily with food. (2.1)

See Full Prescribing Information for:

o Dosage adjustment in patients with moderate or severe hepatic
impairment. (2.2)

o Dosage adjustment in patients with chronic administration of P-gp
or BCRP inhibitors. (2.3)

o Dosage adjustment in patients with persistent gastrointestinal
reactions. (2.4)

Capsules: 150 mg, 110 mg (3)

INDICATIONS AND USAGE -----s-nrnememmmemencnnas

HrHKGRE AR IS E S X

CONTRAINDICATIONS
None (4)

An increase in QT prolongation can occur at dosages higher than
the recommended 150 mg once daily dosage. Additional doses or
doses of ORLADEYO higher than 150 mg once daily are not
recommended. (5.1)

ADVERSE REACTIONS
Most common adverse reactions (210%) are abdominal pain,
vomiting, diarrhea, back pain, and gastroesophageal reflux
disease. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
BioCryst Pharmaceuticals, Inc. at 1-833-633-2279 or FDA at
1-800-FDA-1088 or www.fda.gov/imedwatch.

DRUG INTERACTIONS
P-gp or BCRP inhibitors — Reduce ORLADEYO dosage when co-
administered. (7.1, 12.3)

P-gp inducers — Avoid use with ORLADEYO. (7.1)

CYP2D6, CYP3A4 or P-gp Substrates: Appropriately monitor or
dose titrate narrow therapeutic index drugs that are predominantly
metabolized by CYP2D6, CYP3A4 or are P-gp substrates when
co-administered with ORLADEYO. (7.2, 12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 12/2020
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

ORLADEYO™ s indicated for prophylaxis to prevent attacks of hereditary angioedema (HAE) in
adults and pediatric patients 12 years of age and older.

Limitations of Use:

The safety and effectiveness of ORLADEYO for the treatment of acute HAE attacks have not been
established. ORLADEYO should not be used for treatment of acute HAE attacks. Additional doses or
doses of ORLADEYO higher than 150 mg once daily are not recommended due to the potential for
QT prolongation [see Warnings and Precautions (5.1)].

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage
The recommended dosage of ORLADEYO is one 150 mg capsule taken orally once daily with food.

2.2 Recommended Dosage in Patients with Hepatic Impairment
No dosage adjustment of ORLADEYO is recommended for patients with mild hepatic impairment
(Child-Pugh Class A) [see Use in Specific Populations (8.7) and Clinical Pharmacology (12.3)].

In patients with moderate or severe hepatic impairment (Child-Pugh B or C), the recommended
dosage of ORLADEYO is one 110 mg capsule taken orally once daily with food [see Use in Specific
Populations (8.7) and Clinical Pharmacology (12.3)].

2.3 Recommended Dosage for Concomitant Use with P-gp or BCRP Inhibitors

In patients with chronic administration of P-gp or BCRP inhibitors (e.g., cyclosporine), the
recommended dosage of ORLADEYO is one 110 mg capsule taken orally once daily with food [see
Drug Interactions (7.1) and Clinical Pharmacology (12.3)].

2.4 Dosage Adjustment in Patients with Persistent Gl Reactions

Gastrointestinal (Gl) reactions may occur in patients receiving ORLADEYO [see Adverse Reactions
(6.1)]. If Gl events persist, a reduced dose of 110 mg once daily with food may be considered.

3 DOSAGE FORMS AND STRENGTHS

Capsules:
e 150 mg: a white opaque body with a black imprint “150” and a light blue opaque cap with a
black imprint “BCX".
e 110 mg: light blue opaque capsules with a white imprint “110” on body and a white imprint
“BCX” on cap.

4 CONTRAINDICATIONS
None

5 WARNINGS AND PRECAUTIONS
5.1 Risk of QT Prolongation with Higher-Than-Recommended Dosages

ORLADEYO should not be used for treatment of acute attacks of HAE. Additional doses or doses of
ORLADEYO higher than 150 mg once daily are not recommended. An increase in QT was observed
at dosages higher than the recommended 150 mg once daily dosage and was concentration
dependent [see Clinical Pharmacology (12.2)].

BioCryst Pharmaceuticals, Inc.
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6 ADVERSE REACTIONS
The following clinically significant adverse reaction is described elsewhere in the labeling:
e QT Prolongation [see Warnings and Precautions (5.1)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of
another drug and may not reflect the rates observed in practice.

The safety of ORLADEYO is primarily based on 24-week (Part 1) data from a 3-part, double-blind,
parallel-group, and placebo-controlled study (Trial 1) in 120 patients with Type | or Il HAE randomized
and dosed with either ORLADEYO 110 mg, 150 mg or placebo, once daily with food. After Week 24,
patients who continued in the study received active treatment through 48 weeks.

In Trial 1, a total of 81 patients aged 12 years and older with HAE received at least one dose of
ORLADEYO in Part 1. Overall, 66% of patients were female and 93% of patients were Caucasian
with a mean age of 41.6 years. The proportion of patients who discontinued study drug prematurely
due to adverse reactions was 7% and 3% for patients treated with 110 mg and 150 mg ORLADEYO,
respectively, and 3% for placebo-treated patients. No deaths occurred in the trial.

The safety profile of ORLADEYO was generally similar across all subgroups of patients, including
analysis by age, sex, and geographic region.

Table 1 shows adverse reactions occurring in 210% of patients in any ORLADEYO treatment group
that also occurred at a higher rate than in the placebo treatment group in Trial 1.

Table 1: Adverse Reactions Observed in 210% of Patients in any ORLADEYO Treatment Group
(Trial 1)

ORLADEYO
Placebo

Adverse Reaction (N=39) 110 mg 150 mg Total
(N=41) (N=40) (N=81)

n (%) n (%) n (%) n (%)
Abdominal Pain” 4 (10) 4 (10) 9 (23) 13 (16)
Vomiting 1(3) 4 (10) 6 (15) 10 (12)
Diarrhea' 0 4 (10) 6 (15) 10 (12)
Back Pain 1(3) 1(2) 4 (10) 5(6)
Gastroesophageal Reflux Disease 0 4 (10) 2(5) 6 (7)

" includes Abdominal pain, Abdominal discomfort, Abdominal pain upper, and Abdominal tenderness

Tincludes Diarrhea and Frequent bowel movements

Gastrointestinal reactions, including abdominal pain, vomiting, and diarrhea occurred more frequently
in patients receiving ORLADEYO 150 mg versus ORLADEYO 110 mg or placebo. These reactions
generally occurred early after initiation of treatment with ORLADEYO, became less frequent with
time, and typically self-resolved. No patients in the ORLADEYO 150 mg dose group and 1 patient in
the ORLADEYO 110 mg dose group discontinued treatment due to a gastrointestinal adverse
reaction.

BioCryst Pharmaceuticals, Inc.
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Less Common Adverse Reactions

Other adverse reactions that occurred in Part 1 of Trial 1 with an incidence between 5% and <10% at
a higher incidence in ORLADEY O-treated patients compared to placebo included headache (9%
versus 5%), fatigue (6% versus 3%), and flatulence (6% versus 3%).

A maculopapular drug rash was reported in less than 1% of patients treated with ORLADEYO. The
rash resolved, including in subjects who continued dosing.

Safety data are also available from 227 patients enrolled in an ongoing, open-label, long-term safety
study (Trial 2) who received ORLADEYO 110 mg (N=100) or 150 mg (N=127) once daily with food
and are consistent with the 24-week controlled safety data from Trial 1 (Part 1).

Laboratory Abnormalities

Transaminase elevations

In Part 1 of Trial 1, a single 150 mg ORLADEY O-treated patient discontinued treatment due to
asymptomatic elevated transaminases (ALT >8x the upper limit of normal [ULN] and AST >3x ULN).
Total bilirubin was normal. No subject receiving 110 mg or placebo developed transaminase levels
>3x ULN. In addition to this patient, 2 ORLADEYO-treated patients developed laboratory-related
hepatic adverse events compared to 1 placebo-treated patient. No patient reported serious adverse
reactions of elevated transaminases.

7 DRUG INTERACTIONS

This section describes clinically relevant drug interactions with ORLADEYO. Drug interaction studies
are described elsewhere in the labeling [see Clinical Pharmacology (12.3)].

7.1 Potential for Other Drugs to Affect ORLADEYO

P-gp or BCRP inhibitors

ORLADEYO is a P-gp and BCRP substrate. A dose of 110 mg ORLADEYO is recommended for
patients with chronic administration of P-gp or BCRP inhibitors (e.g., cyclosporine) [see Clinical
Pharmacology (12.3)].

P-gp Inducers

Berotralstat is a substrate of P-gp and BCRP. P-gp inducers (e.g., rifampin, St. John’s wort) may
decrease berotralstat plasma concentration, leading to reduced efficacy of ORLADEYO. The use of
P-gp inducers is not recommended with ORLADEYO.

7.2 Potential for ORLADEYO to Affect Other Drugs

CYP2D6 and CYP3A4 Substrates

ORLADEYO at a dose of 150 mg is a moderate inhibitor of CYP2D6 and CYP3A4. For concomitant
medications with a narrow therapeutic index that are predominantly metabolized by CYP2D6 (e.qg.,
thioridazine, pimozide) or CYP3A4 (e.g., cyclosporine, fentanyl), appropriate monitoring and dose
titration is recommended [see Clinical Pharmacology (12.3)].

P-gp Substrates

ORLADEYO at a dose of 300 mg is a P-gp inhibitor. Appropriate monitoring and dose titration is
recommended for P-gp substrates (e.g. digoxin) when co-administering with ORLADEYO [see
Clinical Pharmacology (12.3)].

BioCryst Pharmaceuticals, Inc.
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary

There are insufficient data in pregnant women available to inform drug-related risks with ORLADEYO
use in pregnancy. Based on animal reproduction studies, no evidence of structural alterations was
observed when berotralstat was administered orally to pregnant rats and rabbits during
organogenesis at doses up to approximately 10 and 2 times, respectively, the maximum
recommended human daily dose (MRHDD) in adults on an AUC basis (see Data).

The background risk of major birth defects and miscarriage for the indicated population is unknown.
In the U.S. general population, the estimated background risk of major birth defects and miscarriage
in clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data
Animal Data

In animal reproduction studies, oral administration of berotralstat to pregnant rats and rabbits during
the period of organogenesis did not cause fetal structural alterations. The berotralstat dose in rats
and rabbits was up to approximately 10 and 2 times, respectively, the MRHDD in adults (on an AUC
basis at maternal doses of 75 and 100 mg/kg/day, respectively). In a pre- and postnatal development
study in rats, oral administration of berotralstat to pregnant rats during the period of organogenesis
and until delivery at doses up to 45 mg/kg/day (approximately 2 times of the MRHDD on a mg/m?
basis) did not cause fetal structural alterations either. Berotralstat concentrations in the fetal blood
were approximately 5-11% of the maternal blood.

8.2 Lactation
Risk Summary

There are no data on the presence of berotralstat in human milk, its effects on the breastfed infant, or
its effects on milk production. However, when a drug is present in animal milk, it is likely that the drug
will be present in human milk. Low levels of berotralstat were detected in the plasma of rat pups when
dams were dosed with the drug orally during the lactation period. The berotralstat concentration in the
pup plasma was approximately 2% of the maternal plasma (see Data).

The developmental and health benefits of breastfeeding should be considered along with the
mother’s clinical need for ORLADEYO and any potential adverse effects on the breastfed infant from
ORLADEYO or from the underlying maternal condition.

Data
Animal Data

In the pre- and post-natal development study in rats, berotralstat was administered to dams during
the pregnancy and lactation periods at doses up to 45 mg/kg/day (approximately 2 times of the
MRHDD on a mg/m? basis). Berotralstat was detected in the plasma of pups during the lactation
period. The berotralstat concentration in the pup plasma was approximately 2% of the maternal
plasma. Both dams and pups at 45 mg/kg/day showed statistically significant decreases in body
weight gain (p < 0.05). No treatment-related effects were observed at 25 mg/kg/day (approximately
equal to the MRHDD on a mg/m? basis).

8.4 Pediatric Use

The safety and effectiveness of ORLADEYO for prophylaxis to prevent attacks of hereditary
angioedema have been established in pediatric patients aged 12 and older. Use of ORLADEYO in
this population is supported by evidence from an adequate and well-controlled study (Trial 1) that
included adults and a total of 6 adolescent patients aged 12 to <18 years of age. The safety profile
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and attack rate on study were similar to those observed in adults [see Adverse Reactions (6.1),
Clinical Pharmacology (12.3) and Clinical Studies (14)]. An additional 10 adolescent patients aged 12
to <18 years were enrolled in the open-label study (Trial 2).

The safety and effectiveness of ORLADEYO in pediatric patients < 12 years of age have not been
established.

8.5  Geriatric Use

The safety and effectiveness of ORLADEYO were evaluated in a subgroup of patients (N=9) aged =
65 years in Trial 1. Results of the subgroup analysis by age were consistent with overall study results.
The safety profile from an additional 5 elderly patients aged = 65 years enrolled in the open-label,
long-term safety study (Trial 2) was consistent with data from Trial 1 [see Adverse Reactions (6.1),
Clinical Pharmacology (12.3) and Clinical Studies (14)].

8.6 Renal Impairment

No dosage adjustment of ORLADEYO is recommended for patients with mild, moderate or severe
renal impairment [see Clinical Pharmacology (12.3)].

ORLADEYO has not been studied in patients with End-Stage Renal Disease (CLcr < 15 mL/min or
eGFR < 15 mL/min/1.73 m? or patients requiring hemodialysis), and, therefore is not recommended
for use in these patient populations [see Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

No dosage adjustment of ORLADEYO is recommended for patients with mild hepatic impairment
(Child-Pugh Class A) [see Clinical Pharmacology (12.3)].

In patients with moderate or severe hepatic impairment (Child-Pugh B or C), the recommended dose
of ORLADEYO is 110 mg once daily with food [see Dosage and Administration (2.2) and Clinical
Pharmacology (12.3)].

11 DESCRIPTION
ORLADEYO (berotralstat) capsules is a plasma kallikrein inhibitor. Berotralstat is presented as the
dihydrochloride salt with the chemical name 1-[3-(aminomethyl)phenyl]-N-(5-{(R)-(3-
cyanophenyl)[(cyclopropylmethyl)amino]methyl}-2-fluorophenyl)-3-(trifluoromethyl)-1H-pyrazole-5-
carboxamide dihydrochloride. The chemical structure is:

F3C

Berotralstat dihydrochloride is a white to off-white powder that is soluble in water at pH < 4. The
molecular formula is C3oH2sF4NeO ¢ 2HCI and the molecular weight is 635.49 (dihydrochloride).

ORLADEYO is supplied as 150 mg (equivalent to 169.4 mg berotralstat dihydrochloride) and 110 mg
(equivalent to 124.2 mg berotralstat dihydrochloride) hard gelatin capsules for oral administration.
Each capsule contains the active ingredient berotralstat dihydrochloride and the inactive ingredients
colloidal silicon dioxide, crospovidone, magnesium stearate, and pregelatinized starch.
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12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Berotralstat is a plasma kallikrein inhibitor that binds to plasma kallikrein and inhibits its proteolytic
activity. Plasma kallikrein is a protease that cleaves high-molecular-weight-kininogen (HMWK) to
generate cleaved HMWK (cHMWAK) and bradykinin, a potent vasodilator that increases vascular
permeability resulting in swelling and pain associated with HAE. In patients with HAE due to C1-
inhibitor (C1-INH) deficiency or dysfunction, normal regulation of plasma kallikrein activity is not
present, which leads to uncontrolled increases in plasma kallikrein activity and results in angioedema
attacks. Berotralstat decreases plasma kallikrein activity to control excess bradykinin generation in
patients with HAE.

12.2 Pharmacodynamics

Concentration-dependent inhibition of plasma kallikrein, measured as a reduction from baseline of
specific enzyme activity, was demonstrated after oral administration of ORLADEYO once daily in
patients with HAE.

Cardiac Electrophysiology

At the recommended dose of 150 mg once daily, ORLADEYO does not prolong the QT interval to any
clinically relevant extent. At 3-times the recommended dose, the mean (upper 90% confidence
interval) increase in QTcF was 15.9 msec (23.5 msec). The observed increase in QTcF was
concentration-dependent.

12.3 Pharmacokinetics

Following oral administration of berotralstat 150 mg once daily, the steady state Cmaxand area under
the curve over the dosing interval (AUCtau) are 158 ng/mL (range: 110 to 234 ng/mL) and 2770
ng*hr/mL (range: 1880 to 3790 ng*hr/mL), respectively. Following oral administration of berotralstat
110 mg once daily, the steady-state Cmax and AUCtau are 97.8 ng/mL (range: 63 to 235 ng/mL) and
1600 ng*hr/mL (range: 950 to 4170 ng*hr/mL), respectively.

Berotralstat exposure (Cmax and AUC) increases greater than proportionally with dose and steady
state is reached by days 6 to 12. After once-daily administration, exposure of berotralstat at steady
state is approximately 5 times that after a single dose.

The pharmacokinetics of berotralstat are similar between healthy adult subjects and in patients with
HAE.

Absorption

The median time to maximum plasma concentration (Tmax) of berotralstat when administered with
food is 5 hours (range: 1 to 8 hours).

Effect of Food

No differences in the Cmax and AUC of berotralstat were observed following administration with a
high-fat meal, however the median Tmax was delayed by 3 hours, from 2 hours (fasted) to 5 hours
(fed).

Distribution

Plasma protein binding is approximately 99%. After a single dose of radiolabeled berotralstat 300 mg,
the blood to plasma ratio was approximately 0.92.

Elimination
The median elimination half-life of berotralstat was approximately 93 hours (range: 39 to 152 hours).

BioCryst Pharmaceuticals, Inc.

Reference ID: 4711629



Metabolism

Berotralstat is metabolized by CYP2D6 and by CYP3A4 with low turnover in vitro. After a single oral
radiolabeled berotralstat 300 mg dose, berotralstat represented 34% of the total plasma radioactivity,
with 8 metabolites, each accounting for between 1.8 and 7.8% of the total radioactivity.

Excretion

After a single oral radiolabeled berotralstat 300 mg dose, approximately 9% was excreted in urine
(3.4% unchanged; range 1.8 to 4.7%) and 79% was excreted in feces.

Specific Populations

Body weight, age, gender, and race did not have a clinically meaningful influence on the systemic
exposure of berotralstat.

Geriatric Patients

Based on the population pharmacokinetic analyses that included elderly patients (= 65 to 74 years,
N=25), age does not have a clinically meaningful impact on the systemic exposure of berotralstat [see
Use in Specific Populations (8.5)].

Pediatric Patients

Based on population pharmacokinetic analyses that included pediatric patients 12 to <18 years of
age, exposure at steady state following oral administration of berotralstat 150 mg once daily was
approximately 20% higher compared to adults. The higher exposure in adolescents is not considered
to be clinically meaningful.

Patients with Renal Impairment

The pharmacokinetics of a single 200 mg oral dose of berotralstat were studied in subjects with
severe renal impairment (CLcr less than 30 mL/min). When compared to a concurrent cohort with
normal renal function (CLcr greater than 90 mL/min), no clinically relevant differences were observed;
Cmax was increased by 47%, while AUCo-last was increased by 14% [see Use in Specific Populations
(8.6)].

The pharmacokinetics of berotralstat has not been studied in patients with End-Stage Renal Disease
(CLcr less than 15 mL/min or eGFR less than 15 mL/min/1.73 m? or patients requiring hemodialysis).

Patients with Hepatic Impairment

The pharmacokinetics of a single 150 mg oral dose of berotralstat were studied in subjects with mild,
moderate and severe hepatic function (Child-Pugh Class A, B, and C, respectively). The
pharmacokinetics of berotralstat were unchanged in subjects with mild hepatic impairment compared
to subjects with normal hepatic function. In subjects with moderate hepatic impairment; Cmax was
increased by 77%, while AUCo-inf was increased by 78%. In subjects with severe hepatic impairment,
Cmax was increased by 27%, while AUCo-ast Was decreased by 5%. The median half-life of berotralstat
was increased by 37% and 22% in patients with moderate and severe hepatic impairment,
respectively, in comparison to healthy subjects. The percent of unbound berotralstat increased 2-fold
from a mean of 1.2% in healthy subjects to a mean of 2.4% in subjects with severe hepatic
impairment [see Use in Specific Populations (8.7)].

Drug Interaction Studies

Effect of Other Drugs on the Pharmacokinetics of ORLADEYO

Berotralstat is a P-gp and BCRP substrate. Cyclosporine, a P-gp and BCRP inhibitor, increased
berotralstat Cmax by 25%, AUCo-iast by 55%, and AUCo-int by 69% [see Drug Interactions (7.1)].
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Effect of ORLADEYO on the Pharmacokinetics of Other Drugs

Berotralstat 150 mg once daily is a moderate inhibitor of CYP2D6 and CYP3A4, and a weak inhibitor
of CYP2C9 and CYP2C109.

Berotralstat at 300 mg dose is an inhibitor of P-gp and is not an inhibitor of BCRP (rosuvastatin
exposure was decreased by approximately 20%).

The effect of berotralstat on the pharmacokinetics of other drugs are presented in Figure 1 [see Drug
Interactions (7.2)].

Figure 1: Effect of ORLADEYO on Concomitant Medications

Recommendation
CYP3A4
Danazol AUC ——
Crnax ——
Midazolam AUC == For concomitant medications that are CYP3A4 substrates with
Crmax = a namow therapeutic index (e.g.. cyclosporine, fentanyl),
Amilodipine AUC - appropriate monitoring and dose titration is recommended
Crnax ==
CYP2D6
Dextromethorphan AUC —_—— For concomitant medications that are CYP2D46 substrates with
Crmax —_—— a namow therapeutic index (e.g., thiordazine, pimozide ),
Desipramine AUC —— appropriate monitoring and dose titration is recommended
Crmax -
CYP2C8
Tolbutamide AUC - Mo dose adjustment for CYP2C8 substrate toloutamide
Crmax L ]
CYP2C18
Cmeprazole AUC = Mo dose adjustment for CYP2C18 substrate omeprazole
Cmax ——
P-gp
Digoin AUC —— Maonitor serum digoxin concentrations and titrate dose
Crnax —_—— as needed
BCRP
Rosuvastatin AUC L ] Mo dose adjustment for BCRP substrate rosuvastatin
Crmax L
I T T T ]
0 1 2 3 4 5

Geometric Mean Ratio and 90% Confidence Interval

The dose for Orladeyo administered in the digoxin and rosuvastatin studies was 300mg. All other Orladeyo doses were 150mg.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis

Carcinogenicity of berotralstat was evaluated in a 2-year study in Wistar rats and a 26-week study in
Tg.rasH2 transgenic mice. The berotralstat doses (oral gavage) were up to 20 and 50 mg/kg/day in
rats and mice (approximately 5 and 10 times the MRHDD on a plasma AUC basis, respectively). No
evidence of tumorigenicity was observed in either species.
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Mutagenesis

Berotralstat tested negative in the in vitro bacterial reverse mutation assay (Ames test), the in vitro
chromosomal aberration assay in human peripheral blood lymphocytes, and the in vivo rat
micronucleus assay.

Impairment of Fertility

In a fertility study in rats, berotralstat at oral doses up to 45 mg/kg/day (approximately 2 times the
MRHDD on a mg/m? basis) showed no effect on fertility in males or females.

14 CLINICAL STUDIES
Trial 1 (NCT3485911)

The efficacy of ORLADEYO for the prevention of angioedema attacks in patients 12 years of age and
older with Type | or Il HAE was demonstrated in Part 1 of a multicenter, randomized, double-blind,
placebo-controlled, parallel-group study (Trial 1).

The study included 120 adult and adolescent patients who experienced at least two investigator-
confirmed attacks within the first 8 weeks of the run-in period and took at least one dose of study
treatment. Patients were randomized into 1 of 3 parallel treatment arms, stratified by baseline attack
rate, in a 1:1:1 ratio (berotralstat 110 mg, berotralstat 150 mg, or placebo by oral administration once
daily, with food) for the 24-week treatment period (Part 1).

Patients discontinued other prophylactic HAE medications prior to entering the study; however, all
patients were allowed to use rescue medications for treatment of breakthrough HAE attacks.

A history of laryngeal angioedema attacks was reported in 74% of patients and 75% reported prior
use of long-term prophylaxis. The median attack rate during the prospective run-in period (baseline
attack rate) was 2.9/month. Seventy percent of patients enrolled had a baseline attack rate of = 2
attacks/month.

ORLADEYO 150 mg and 110 mg produced statistically significant reductions in the rate of HAE
attacks compared to placebo for the primary endpoint in the Intent-to-Treat (ITT) population as shown
in Table 2. The percent reductions in HAE attack rate were greater with ORLADEYO 150 mg and 110
mg relative to placebo regardless of attack rate during the run-in period.

Table 2. Primary Efficacy Endpoint (Trial 1): Reduction in HAE Attack Rate- ITT Population

ORLADEYO
Placebo
110 mg QD 150 mg QD
Outcome N =41 N =40 N =40
HAE Attack rate, rate per 28 days* 1.65 1.31 2.35
. 30.0% 44.2%
0, 0,
% Rate Reductionf (95% ClI) (4.6, 48.7) (23.0. 59.5)
p-value 0.024 <0.001

* One patient in the ITT analysis was randomized to placebo but was not treated.

T Statistical analysis based on a negative binomial regression model; number of attacks included as dependent variable, treatment
included as fixed effect, baseline attack rate included as covariate, and logarithm of duration on treatment included as offset variable.

T Percent reduction relative to placebo.

Reductions in attack rates were observed in the first month of treatment with ORLADEYO 150 mg
and 110 mg and were sustained through 24 weeks as shown in Figure 2.
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Figure 2. Mean (+/- SEM) HAE Attack Rate/month Through 24 Weeks (Trial 1)- ITT Population
4 4

LV
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Pre-defined exploratory endpoints included the proportion of responders to study drug, defined as at
least a 50% relative reduction in HAE attacks during treatment compared with the baseline attack
rate; 58% of patients receiving 150 mg ORLADEYO and 51% of patients receiving 110 mg
ORLADEYO had a = 50% reduction in their HAE attack rates compared to baseline versus 25% of
placebo patients. In post-hoc analyses, 50% and 23% of patients receiving 150 mg ORLADEYO, and
27% and 10% of patients receiving 110 mg ORLADEYO, had a = 70% or = 90% reduction in their
HAE attack rates compared to baseline versus 15% and 8% of placebo patients, respectively. The
rate of attacks rated as moderate or severe was reduced by 40% and 10% in patients receiving 150
mg ORLADEYO and 110 mg ORLADEYO, respectively, versus placebo.

16 HOW SUPPLIED/STORAGE AND HANDLING
ORLADEYO (berotralstat) capsules:

150 mg: a white opaque body with a black imprint “150” and a light blue opaque cap with a

black imprint “BCX”. NDC 72769-101-01.

e 110 mg: light blue opaque capsules with a white imprint “110” on body and a white imprint
“BCX” on cap. NDC 72769-102-01.

e A 28-day supply of ORLADEYO is provided in a carton containing four child-resistant
shellpaks, each containing a 7-capsule blister card.

e Each carton contains a tamper evident seal.

e Do not use if tamper evident seal is broken or missing.

Store at 20°C to 25°C (68°F to 77°F). Excursions permitted between 15°C and 30°C (59°F to 86°F)
[see USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).

Inform patients of the risks and benefits of ORLADEYO before prescribing or administering to the
patient.
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Druq Interactions

Advise patients that ORLADEYO may interact with other drugs [see Drug Interactions (7) and Clinical
Pharmacology (12.3)]. Advise patients to report to their healthcare provider the use of any other
prescription or nonprescription medication or herbal products.

Not for Acute Treatment of HAE Attacks

Advise patients to take their usual rescue medication to treat an acute attack of HAE. Inform patients
that the safety and effectiveness of ORLADEYO has not been established as an acute treatment for
HAE attacks. Advise patients that they should not take daily doses higher than 150 mg once daily or
additional doses of ORLADEYO to treat an acute attack of HAE due to risk of QT prolongation [see
Limitations of Use (1) and Warnings and Precautions (5.1)].

For more information, visit wvw.ORLADEYO.com
ORLADEYO™ is a trademark of BioCryst Pharmaceuticals, Inc.

Manufactured for:
BioCryst Pharmaceuticals, Inc.
Durham, NC 27703

214094-BC-000
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PATIENT INFORMATION
ORLADEYO™ (or-luh-DAY-oh)
(berotralstat)
capsules, for oral use

What is ORLADEYO?

e ORLADEYO is a prescription medicine used to prevent attacks of Hereditary Angioedema (HAE) in adults and
children 12 years of age and older.
ORLADEYO is not used to treat an acute HAE attack.
Do not take more than one capsule of ORLADEYO a day because extra doses can cause heart rhythm problems.
It is not known if ORLADEYO is safe and effective to treat an acute HAE attack.
Itis not known if ORLADEYO is safe and effective in children under 12 years of age.

Before you take ORLADEYO, tell your healthcare provider about all of your medical conditions, including if
you:
e have liver problems or are on kidney dialysis.
e are pregnant or planning to become pregnant. It is not known if ORLADEYO can harm your unborn baby.
e are breastfeeding or plan to breastfeed. It is not known if ORLADEYO passes into your breastmilk. Talk to your
healthcare provider about the best way to feed your baby while taking ORLADEYO.

Tell your healthcare provider about all of the medicines you take, including other medicines for HAE, prescription
and over-the-counter medicines, vitamins, and herbal supplements.

Taking ORLADEYO with certain other medicines may affect the way other medicines work and other medicines may
affect how ORLADEYO works.

Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist when you get a
new medicine.

How should | take ORLADEYO?
e Take ORLADEYO exactly as your healthcare provider tells you to take it.
e Take 1 capsule, by mouth, 1 time every day with food.

What are the possible side effects of ORLADEYO?
Taking more than one capsule of ORLADEYO a day may cause serious side effects, including:
¢ heart rhythm problems. A heart rhythm problem called QT prolongation can happen in people who take more
than one capsule of ORLADEYO a day. This condition can cause an abnormal heart beat. Do not take more than
one capsule of ORLADEYO a day.

The most common side effects of ORLADEYO include:

e abdominal pain e vomiting e diarrhea e back pain e heartburn
Less common side effects include increases in liver function tests. Rarely, some patients had a brief, itchy rash.
These are not all of the possible side effects of ORLADEYO. For more information, ask your healthcare provider or

pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store ORLADEYO?
e Store ORLADEYO at room temperature between 68°F to 77°F (20°C to 25°C).
e Each carton contains a tamper evident seal. Do not use ORLADEYO if the tamper evident seal is broken or
missing.
Keep ORLADEYO and all medicines out of the reach of children.

General information about the safe and effective use of ORLADEYO.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not use
ORLADEYO for a condition for which it was not prescribed. Do not give ORLADEYO to other people, even if they have
the same symptoms that you have. It may harm them. You can ask your pharmacist or healthcare provider for
information about ORLADEYO that is written for health professionals.

What are the ingredients in ORLADEYO?
Active ingredient: berotralstat dihydrochloride
Inactive ingredients: colloidal silicon dioxide, crospovidone, magnesium stearate, and pregelatinized starch

Manufactured for: BioCryst Pharmaceuticals, Inc., Durham, NC 27703

ORLADEYO™ and the BioCryst Logo are trademarks or registered trademarks of BioCryst Pharmaceuticals, Inc.
© 2020 BioCryst. All rights reserved.

For more information, visit www.ORLADEYO.com or call 1-833-633-2279.

This Patient Information has been approved by the U.S. Food and Drug Administration. 12/2020
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% 1:ORLADEYO™# 5E# T 10%LLLIZBHON-EI{ERA (RER 1)

ORLADEYO™

n (%) n (%) n (%) n (%)
fgE o 4 (10) 4 (10) 9 (23) 13 (16)
& it 1(3) 4 (10) 6 (15) 10 (12)
TSP 0 4 (10) 6 (15) 10 (12)
HiE 1(3) 1(2) 4 (10) 5 (6)
BRESEREKRE 0 4 (10) 2 (5) 6 (7)

g, EET IR, LIRAME. ERERNEEND,
PTFRBLCERDOHESEEND,
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fedE. B, THIGE DHIEE R (E. ORLADEYO™ 110 mgX (FF5tREEE L TORLADEYO™150
mMogZERSSN-EEBTIYEHEEIZEREL, chbDRIE(E, BIL TORLADEYO™(Z KB AEBIRER R
HICREL, FFRIEEBITHEEMNMETL. BE. BRITHELZ, HILRRDOEMERADT=HIC
ORLADEYO™# 5% hik Lf-8 &L, ORLADEYO™ 150 mgEt TIZ0%|. ORLADEYO™ 110 mg# T
X165l TH o=,

HEEDEEIEA
HERLD/N—FLZH T, REENS%LUELI0%RFE T, N DTS5 RELELTORLADEYO™IZ 5 £ &
THRIBENEMN =T DMDEIERIE. B85E (9%x15%) | & (6%x13%) . 58X (6%x13%) THoT=,

ORLADEYO"4 B E5XN-REDI1NRETHEXESRESAREINT -, BB ILHELI- (BEE
LE-#EREZEL),

ZEMOT R ETHPOIEERRATEMHHER GRER2) [CEF SN, BELELICTORLADEYO™
110 mg(N=100) X (%150 mg(N=127) #1H1EE 5 i-E&227HI ML FIARTEETHY . BHERL (/31—
b D24:BE DTS REEDREHDT—FEBELTLS,

fEREEEER

FSVRT7IF—LF

alBR10D/\—F1IEHS L TORLADEYO™ 150 mgZ B Al 5 SNz BE LGN IERMED ISV RATIF—F
ERIALTHAEEEE LR (ULN) D8E#E. ASTAULNDIMERBI DIk 5 &L LTz, BEYILEVIEXIE
E T#Hho1z, ORLADEYO™ 110 mgX [F TS5 ARE I/ EIN-BE TIX. ULNDIEEBZ SNV RTIF
—FEIEEDHLNEMN o=, ZDEFLISZ, ORLADEYO" %1% 5 & 1= 5 & 205 THa FR 12 25 B 5E oD BT i
DEEEZENROONZ(TSEREREEINF-EE TN  FSURTIF—E LROEELGEEAN
wESN-BE XM o7,

7 EMHEEEA

AIETIE. ORLADEYO™EDERRHICEBRLGEMMEEERIZ OV THRRS, EMHEEERFERICONT
(X, RAIXEORBEICREIN TV [ HEFEE(12.3)58E],

7.1 D EFIH ORLADEYO™ -8 &% & ¥4 AT e

P-#ZE & X< BCRP FAEHI

ORLADEYO™[X P-#EBE XU BCRP DEETHS, P-HEELE XL BCRP HEH|(fl: o0 AR
NERPE SR OEETIX ORLADEYO™ 110 mg DREEMN RIS [ £ ZEH (12.3)5 K],
P-HEEQEFEA

RO RAZYMNE P-HEERER U BCRP DEETHS. P-HEELREFZERI P )I77oEL Y £k
3=V X J—R)[EROMS LAY OMBEFEEZETSE. ORLADEYO"DREHIETITHH TN
b, P-HEEEEFEF|E ORLADEYO™DHEAE 5 ILf I NI,

7.2 ORLADEYO™hith D ZHI I8 84 & (X T R HEHE

CYP2D6 B U CYP3A4 EE

ORLADEYO™ 150 mg I CYP2D6 % U CYP3A4 DHIEENEEHITH S, £IZ CYP2D6 (FAIF Y
U EEDRE)XIE CYP3A4 (L UARKRY Y, TR )VE) TRESNDABREBOFEWNFRAZEIC DT
(X, BUHE=R2) O RUBSRSIHREINS [ FLFEHE12.3)58],

BioCryst Pharmaceuticals, Inc.



P-HEELEEE
ORLADEYO™300 mg | P-#EEBEDMHEERITHS. P-HEEAEREE Pl >dx2 )%
ORLADEYO™ &Gt BREICIK, #EUIEE=2U T RUBSHRE DRSNS [ fGFEHE (12.3)SHE],

8 BEOKHICHITAHER

8.1 IFIE

YRIDEH

1ERFP D ORLADEYO™MDERIZESET BURIIZDOWWTOIRETOF AL T —2(EF+9TH5B,
EBYDOEERESHREBRICHEOVT. REERBOEIRS VMR U DS FIZ, AUC [TE DA TORKHE
£EEh 1 BIR52(MRHDD) DZFNZENM 10 ER U 2 EEFTOHENDANAR LAY EROKRE LT
LA RBEEILIIRHONGEIN 2= (T—4SH),

B EHABEEICHTIERGEREERVREDERYRAVIETHTH D, KEO—BERTIEL. BEEKR
HICHEZRSNTIRICE TAERBAEREERLURENDERIRAVDHEEX. TNETh 2~4%E &
U 15~20%TH D,

T—4

BYr—5

FMDOEBEREEERBRICHAOT, BEERIDITRSYERUE IS F(IROMIILRAZYIEZRAOKRSL
f=ECh B RBEE L XA NGO, TYRRUDIHFTORORIILRAZYEDRKAZEIXHEA
®D MRHDD DZNZNH 10 ERU 2 & (BEMIZTN T 75 R 100 mg/kg/ BE#&RELIZLED
AUC [ZE D) ThHoT=o FVFDIE-FRIRFEIZEETHHAERICE T, BREHRREI SN MERFETOITIRS
wkZ. 45 mg/kg/B (mg/m? #2H T MRHDD DO#J 2 f5) FTOREDANALI LR AV EEOKR S L5
BLHENGIBET LA ONGEN ST, BIERTOMPAOM LAY NEEIIBETOMPEEDH
5~11%TdH>7=,

8.2 ®Z

JRAODEH

EFBELFOROMIILAZYRDFE. BELRBRADEE, BIAEE~NDOEEIZEAT 5T —2(F4H L
M. EYHHMOBIPICEET S5, ENEBE P TEEETAAREENT L, FELIZROMNIILR
AYrEROKBREINE-BSYEDOEENFFSVOMBEFR TIHEEEDOROMIILAZYIEHEN
fzo FYRTOROLS L RAZY O MEEFRE SBEY TOMTE R EEDF 2% THo1=(T—F2SHE),
BIEICLKAHRERUVEBRADHZEL. BHRIZESTOH ORLADEYO™MMDEEKRMILENY . BIROERKS
X|& ORLADEYO™([Z K BEBEHEZIT-FADHODDBHENLBEETERELLICEEINEIRETH S,
T—4

BYr—5

SybDIE-BRRFEAICETHHER T, BIRRVZZIAM P D BSYMZ 45 mg/kg/BH (mg/m2 & T
MRHDD O] 2 ) ETOREDRNALIILRAZYNER S LT, FI M PO FSvbD miZF TlERAOL
FILRBYEABRHE SN, FIYPTORON LAY MFEFEE IR TOMEFREDH 2%
THoT=. 45 mglkg/ BE R ESN-BRUFSYMNIB D THAZHICEELEREEMMANZTDH SN
(p <0.05), 25 mg/kg/B (MRHDD D IFIZHE[mg/m?#E]) DAETIX., B EITEEL-ZEFEDHL
nigmot=,
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84 IMNREADKRES

Fi L2 BULO/NREETOEGHOERFEOREFIHIZE TS ORLADEYOMDEL LM RUEM
MHIEFEILL TS, COKFTO ORLADEYO™ FEAIE. A R 6 HID 12 LA L 18 RN HFE
BEEWNRELE-FBUN DILKBEEIN-HB GRER DALDIETURIZKYERIFONATINS, SRERIC
BITH2REMTOT7AIVRUEEHEEX. RATERIN-LDERETHo=[FI/E/H 6.1). L& ELE
(12.3) R UG FKFEE 14)DIESR], SoIZ 10 flOBFEEE (FiH 12 UL 18 KR HNIEEFHRAR
(GRE& 2) [HAA AN T=,

12 BRBDNEEEITHT S ORLADEYO™MDREMR UL RIEFEIIL TLVELY,
8.5 WElE~NDRE
AR 1 T 65 MULEDBE STV IL—T (N=9) X RIZ. ORLADEYO™ DR 2R U REFTL

T=o FWA DY T T I —THITOFERE. 2ARHITHBRBERE-BLTOV -, FERRPIR MR (F
BR2)ICHAANLGNT- 65 MU LDEEREE S HIOREMTOTI7AILIE, HER 1 DT —2[E/EH

6.1). BoFERE12.3) RV EFGE 14)DIESBIEEEALT IV,
8.6 THEHEEES

BE.DEEXEEEOEHAEREETEEICKL. ORLADEYO™ D ARRET EH RSN ML EE
12.3)DIESH],

KRBT 2 (ESRD) B3 (CLcr < 15 mL/min X[ eGFR < 15 mL/min/1.73 m2, BELLZMABEHEET
%8E%E) TOH ORLADEYO™DAER IEBEINTULVEL =8, ChioDEEFEEFTO ORLADEYO™®D{#
RITHREING W EEEHE(12.3)DIESE],

8.7 HFHEERES

B2 (D FFHEBEREE (Child-Pugh 4895 R A)2H T HEE(ZRL. ORLADEYO™ M AS A (LR Sh
BN BEFERE(12.3)DIESE],

PEFEEXIEEEDFH#EEEE (Child-Pugh 748952 B XL C)ZH I HEETD ORLADEYO™ D #f

RAZX11I0mg 1B 1ETHY . BELELITREITHAERVAE 2.2) RV EFKEE(12.3)DES
®’1,

11 &R

ORLADEYO™ (RORZJLRAYRN) AT )L, MMEFAV LA DBREEITHS, NARSILRAZYMNEIZE
BIETHY . LR 1-[3-(FS/AFIL) Tz IL]-N-(5-{(1R)-(3-> 7 /2 =)L) [(>oBTAEILAFIL) 7
S/AFILY2-T0ABTZIL)-3-(R)TILABAFIL)-IH-ESY —JL-5-DILRF L 7IF ZIBRIBELLT
Tend, LFRBEITIUTDEYTHS,
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RO RAZYE ISR IR ~MERBXIIMKB BN KT, pH=4 TKIZAITS, 2 FHI
C3oH26F4NsO2HCI, 3 F= (& 635.49 (Z1EFE1E) TH B,

ORLADEYO™ (3. OB ERADESFUEHATEIL 150 mg(RAMSILR Ry~ —1EEE 169.4 mg [Z4H
L) EU 110 mg(NArS LRV ZIGEEE 124.2 mg [ZHAH) ELTHREESN S, 1 hTEILRIZERIAR
DANORIILAEYEZIERIEEEHL . REERD THIEEEKT (B, VORKRERY | ATTIVEY
TR I L, RUBHDTILVI7—Ib T ToEER/T 5,

12 ERERZERE
12.1 {EF%F

NORSIILRABYMEIMIBHIILAVISEE T HMBAIILAVBERITHY . DN BEHEEEE
BBET S, MFA)ILLUIE. BERFFZ/—5 2 (HMWK) 235707 7—E ThY. YIkIhi=-
HMWK (cHMWK) &M E BB E TESE S8 A MEILRYE CTHLITOFUFERTHEITK
Y. HAE [CEEL-BRRRVFEAZELS, CLAVEESA—(CL-INH) DR Z R IIH#EET £(Z &5 HAE &
ETIE, MPFEH)ILAVEEDEELREMEENTEELGE =, MFH) LAV EHEDFIEHFREL S
mEH=5L. MEEZFEREEZELS AOMSIILRAZYMNIMBEA) ILLVEEEZRTSE ., HAE B&IC
BTHBELGITZOF U ERREHIET S,

12.2 FEhHZE

HAE EB3E(ZHEULVT ORLADEYO™®M 1 H 1 B O SICKYBEKEFMNZMEA) LA DEE L HE
FEInf-, MFHVILAURE R HENBREIEDODR—RS/UMLDFDELTRESNT-,
DREREES

HEAE (150 mg 1 B 1 [E#%5) 126V T, ORLADEYO™EEERMICEKRD HHIRED QT BRERE
AL HERED 3EDOESECHIT5 QTcF DT (LA 90%EEXE) N 15.9 msec
(23.5 msec) THot=, BN = QTcF EMILBEXKFHTHoT=,

12.3 ZEMERE

RNORSILAZYRE50 mgF1BIEIR ARG L-EEDTEEREICE TECnak VR SRRO MR T miE
(AUCwau) I%. #FN 158 ng/mL (£ : 110~234 ng/mL) R 12770 ng-hr/mL (#iEH : 1880~3790 ng:
hr/mL) T#H %, NALZILRA S Y10 mgZ1B1ERORE LI-EEDEEIREICZE T 5 Cmax X AUCta
[XZFNZFN97.8 ng/mL (& : 63~235 ng/mL) X U1600 ng*hr/mL (&EFH : 950~4170 ng*hr/mL) T&H %,

NORSIILRAEZYEDIREE (Cnax RUAUC) IFAELLE KYBKREEML., 6~12B BETIZE B IREEITET
5, IH1IAIZR S ZDOARORIILAZYEFDEEIRETHOREEITHEHRZRSZDHSETHS,

ANOFSILREVNDENBREL . RERABKERE SHAEEE CTRAKTHS.

RIR

BEL—HITKRELESEEOROMNIILAZYED G M3RE R EEZERFE (Tmax) O & R{E (X5 (5
F:1~8K5fH) TH 5,

BEDEE

SEFEBEEZDARONIILAZYRDCnaxE AUCIZE RO NN ST=HY ., Tmax® H 3248 (L2855 (4
B) NSO GER) ANEEGMEZELT-,

BioCryst Pharmaceuticals, Inc.



>
Eil

=)

REAMAEINIONTHS, MATEZREHL-AOIILAZYF300 mgZzBEEIFE G LIz, MiK/MEE

tt[iﬁﬁ"3092f‘ﬁ)’37‘:o
RO ILAZY D E S4B HA D o R AE (X #9935 (8EEH : 39~ 15204 ) THo 1=,
R

ANORSIILAZYREIn vitro TCYP2D6E KU CYP3A4IZ LY RSN . R EIERIZIELY, BRESTEZRE LA
AFSILRRYR300 mogZFEREIFBOZESLI=EE. RO IILRAAYMNIMEE PR RETEED34%% 5 &, 8FELE
DERHEYBRENENRRETRED 1.8~7.8%% 58 7T-,

B

METHERZRE L =RORSIL AR Y300 mgZFBEERIZBORELI=EE, $99%ARPIZHE#IN (REBIK
3.4%. & :1.8~4.7%) . 79%MNERIZHEM SN -,

HEDEH

RE, . B RVANEEIROMIILAIYND 2 EBREEICIHKRNICERDHI7EERITIEM -
T=o

EhEE

SEEE (FR6omUL74F LT . 256 28 BEMEMERAEZN ICEINIL, FEEAAARIILR RV
NDEBBRBEEICEHRKNICEROHIZEERIZIUEN [ HEDELIZHIFEEH (8.5)DESRE],
hEEE

12@m I E18EmARED/NEREZ SO BEFAEYBEBENICINE. ROFSILRASZ Y50 mgEl1H1[E
BOBELEEEZOEEREICETIBREEIL. RALLERTH200E Mo, EETOBREENSEIL
ERERBIICELRDAH D ETEZLNLLY,

EHEEFE T 0E8E

EEEHEEMES (CLcrAY 30 mL/min Kif) OEEBRBFEXMRIZ. AOMSILRASYE 200 mg ERIEOKRE
BROEMEEN RSNz, EEGEREEZE T SREFFI/R—N(Cler 90mL/min #8) LELELF-LE. BR
FREICERDHIEIZEDONT ., Cnax & 47%IEMLT=HY. AUCouast [& 14%IENL - [ fFEDEL/IH
1731&/H (8.6)DIESE],

KHIBF £ (ESRD) % (CLcr < 15 mL/minX[ZeGFR < 15 mL/min/1.73 m2, & L X MK EREET
BEE)IZHITHIRORIILRZYFDEYENRE (XREFSNTULVELY,

e EZH 7 FE

BE.DEERVEEDF#EEREEEHE I 5ERE (Child-Pugh 24895 X A.B RU C)ZREIZ. RO
FSILRAYE 150 mg BEER O SEEOEYB AR SINT -, ROMIILR YD EYENGEIL., FF#EE
NEETHIEBRELLBRL CEEDITFHERESEE TR E TIEIELLGM oz, FEEDIFHEERE
EAE BT BHHERE TIE. Cmax & 77%. AUCo.int |E 78%1&E ML 1=, EE DRFILREEE L H I HHERE TIX.
Cmax [& 27%1EML . AUCo-ast [& 5B T Lz, P EERVEE DI HEEETEEZE I LEEFTOROMNIL
AAYLDEFHO D REIIBEVEE LVEZNTN 37 RV 22%EHo1=, EESE DO LR
AYLDEIEIL, BEBERE TODTY 1200 EEDITFHAEEEEXHE T HHERETOEY 2.4%E 2 &I
ML= HFEDELICHITEEHB.7)DIESHE],
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EUHEEERRE

ORLADEYO™ DEYEIFEIZR (X T HFI D E
NOMSILAZYMIP-HEEEHERUBCRPOEE THD, P-HEEAE R UBCRPEERITHSVOXKR
Yok, RAFSJLRAZYRD Cmaxad25% ., AUCo-astZE55% . AUCo-infe69% NSt 1= [EYIEE 1E/H (7.1)
DESHE ],

FIDEYBIFEIZ R [FFORLADEYO™ D72

RO JILASYE 150 mg 1 B 1 [E#% 5 (X CYP2D6 R U CYP3A4 OHIEEREHFITHY . CYP2CI RV
CYP2C19 OB\ HEHITHS.

RO JILRAAZYE 300 mg [ P-HEEBEDOEEXRITHY . BCRP OEEF|TIELZL (ARNREZFU DR
BEI(31 20%EL) .

EIDEDHREICRIZTNONIVREIVNDEEEXR 1 (2R [EYHEEEH(1.2) DIESE],
E1:ORLADEYO ™A FAZRIC R X T 5 E

Recommendation
CYP3A4
Danazol AUC -
Cmax ——
Midazolam AUC - For concomitant medications that are CYP3A4 substrates with
Cmax - a nammow therapeutic index (e.g., cyclosporine, fentanyl),
Amiodipine AUC - appropnate monitoring and dose titration is recommended
Cmax -
CYP2D8
Dextromethorphan AUC —_— For concomitant medications that are CYP2D6 substrates with
Cmax —_— a namow therapeutic index (e.g., thioridazine, pimozile),
Desipramine AUC —— appropriate monitoring and dose titration is recommended
Cmax -
CYP2C9
Tolbutamide AUC <> No dose adjustment for CYP2CO substrate tolbutamide
Cmax L 3
CYP2C19
Omeprazole AUC - No dose adjustment for CYP2C19 substrate omeprazole
Cmax d
Pgp
Digoxin AUC — Monitor serum digoxin concentrations and titrate dose
Cmax —— as needed
BCRP
Rosuvastatin AUC ® No dose adjustment for BCRP substrate rosuvastatin
Cmax <&
I T T L | ¥ 1
0 1 2 3 4 5
Geometric Mean Ratio and 90% Confidence Interval
The dose for Orladeyo administered in the digoxin and rosuvastatin studies was 300mg. All other Orladeyo doses were 150mg.

BioCryst Pharmaceuticals, Inc.



13 JEEREREERER

13.1 AN, ZERYE., ZHREEDOES

FENAE

Wistar SwkzRUVz 2 FREREBE R U To.rasH2 FSU RV =wHI I AZ LV = 26 BRIRERIZEKY . RO
RSILRAZYRDDNAURMEZE ML=, SYRRURTIRIZETAROMS LA YO BE GREIFEOTS) X
&K 20 % U 50 mg/kg/B (Mf4EH AUC [ZE D MRHDD OZFNhEnf 5 BV 10 %) Thof=. WVTh
DEMREICHWTENAVREIIRDH SN, ST=,

TEERERM%

NORZIILRAZYRE, MIEZ U= in vitro BIRRAZ EHER (Ames) . in vitro ERRAEI) 2/ \BRE B A
EEHBREY invivo JYMNMERERICHWLTEETH 1=,

ZHREEDEE

SYMZRREERERICE T, AORSILR A YR E, 45 mg/kg/ B (mg/m2#:E T MRHDD D#3 2 &) ETOHOH
=T, Mi#ESYEDZIREEICEELX RIEN o1,

14  ERERAHE
ERtER 1 (NCT3485911)

SR ERIEFEAL-_EERT AR B ITEEM L EGER GRERL) D/ S —FLZHE T, 12F L E DI
BXIINBEHAED EFIZHITAMEHFEFRIEDF I T HORLADEYO™ DA M REESNT=,

AREABRIZIE., SBM Drun-inHAfE ARIE Y ERMFIE (T LD FHELF2E U LZERL . JABREZ1E LI ERA
LB ARUVEEREEFL120608H AN ont-, 248 OB ERB (/N\—F1) 2. R—RSA VD FHEHEE
TREAMEL. 3BEDSB1DICEFLLLIOLETEREAIZEIY T2 (ROFIILZAZYFL10 mg, ABRS
JLARAYR150 mg, X (ETS5ERE1IHIRERSEEA(ICROKRE),

BEIIHERICSNT SR TR HAE JBEEEZFIELI=A, 2B FIL HAE RIEDBED-HIZL
AFX1—FEEFFRTHENHTFRINT-=,

ME M FEMEEZEOBRENEED74%IZHESN, 75NN BEICRBFHEDFEREMNH o=, run-
inFAR P DREEBE (R—RSAUFOFEEHEE) DPRIEX2.9E/A THotz. BEINI=EEDT0%IL
N—RSAVDFEEHEEMN2E/A U LTH1=,

F2I12RF KSIZ. Intent-to-Treat (ITT) M FM R EMIZH LT, T EFHMIER THAHAERIED R IRHEE
(&, FS5ERELELTORLADEYO™ 150 mgR 18110 mgTHiEt M- B2E T2 RUT-. HAEH/E
SEDETEE., run-inBi R OREBEICHIDHET . TS5 RELLELTORLADEYO™ 150 mgR U
110 mgTKREM>T=,

10
BioCryst Pharmaceuticals, Inc.



F2:EYEETEMIER GRERL) HAEREDETE—ITTRANREM

ORLADEYO™
TS5tk
110 mg QD 150 mg QD

FHERE 41 %5l 40 I 40 i+
28 BH1=Y D HAE FAE5EE" 1.65 131 2.35

- 30.0% 44.2%

b3744
YIE T 2 (95%Cl) (4.6, 48.7) (23.0, 59.5)
p & 0.024 <0.001

CITT B 1 BIIZ T SEAR B IS M A IZBIYA TSN I=AS . SARITATh R 5T,

A TIEERETIVICESREHEN REEHELTETNIREEY. EENRELTEENDAE. HTBLELTEENEIR—ZS5(Y
RV, A TRV ERELTE TN BARMRD R,

t IS ERICHT BETFE,

FEIEFEEDF DL, ORLADEYO™ 150 mgR U110 mglZ&BAENDRAD 1A BAEIZEHEIN, K2(ZR

F L1224 BEEHE L=,

X 2:24BFETOF (+/- SEM)HAER(EHEE/A (RERL) ITTRET I REM

(attacks/month)
0o

Mean (+/- SEM) Investigator-Confirmed Attack Rate

- == -+ ORLADEYO 110 mg
= —=— -2 ORLADEYO 150 mg
o > Placebo 0

Baseline 1 2 3 + 5 6
Month

ERNCEEL-ERMFHAEBICIIL AR —FEAESFENTEY . A—RSA VRO REMEELLLELT
ARERER 5D O HAE FEEH 50% L EARXICE D LIZEE EEZ STz, ORLADEYO™ 150 mg &%
BELI-8& D 58%K% 1 ORLADEYO™ 110 mg %5 LB & D 51% TIE. R—X T/ UEFELLELT
HAE F/ESEE A 50% L LD LI=DIZxt L., T5RETIX 25% TH o1, BEREH TIX. RA—R5T1>
ELLEIL T HAE H#ESEENZFNE N 70%LL LR U 90% U LB LT=DI%. ORLADEYO™150 mg %1%
BEanf-E& TIL 50%K T 23%, ORLADEYO™ 110 mg #ix 5N -EE TIX 27% RV 10%ThH 1=
DIzl TS5ERETIE 15% KU 8% TH o1, ORLADEYO™ 150 mg KU 110 mg #ixE5Shi-EH&
[CHEITHPEERIEIEELHEIN-RIEOHEEIITSERELERTENREN 40% R 10%FEA LT,

11
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16 #HB/RESSIVIERIVAE
ORLADEYO™ (ANARSJILRAYR) ATEIL:

e 150 mg: BEBFREHADKIKIZI150|EEBTHFIN, AFEARABHAFT YV IICIBCXIEERT
ENZE&h TLVS, NDC 72769-101-01,

e 110mMy:XRBFEAIBHDAT LT, KKIZT110) BB THESN, F¥yTIZIBCXIEHRBT
ENZEEhTULVA, NDC 72769-102-01,

e ORLADEYO™I[&.7 A7t/ D PTP o—rZUALTz. FYAMILRL D REAVZAD T T )LiNvy 48
UL -H—r> T 28 B MBI S,

o FBAHA—IUITIE., HFES—ILDTESNTLNS,

o HEI—IMABEXIEIRELTWSSEIEFERALANIE,

20°C~25°C (68°F ~77°F) TR T %. iR EEMRME X 15°C & 30°C (86°F [Z%19 % 59°F) MRITH BRSNS
[REZEEH DEEEFDEFSHED_EL],

17 BEAVUEIVVTER
FDANEFEL-EBEASAE (BEBR ZHOCISBBICMETHIL,
BEICAARIEZEE T HH1Z. ORLADEYO™MDYRIRUAR T4y EBEITIEZ 5,
EWHEER

ORLADEYO™A\Mih D EFRIEMBEERZELAM e DA EEBEBICBIE T AL [ EYHEEH (T)
RUGFEE12.3)DIESHE] MONAE, —RAEES. JITEEDFERIZOWT,. EEKEEICHR
EFERLSEHICBETHIE,

HAE DS MEIAEICIFIFERALEGWN &,

HAE Q2 M REQABREBICITBEDLAX 1 —FEEZFRITILIICEBICBIETH5ZL, HAE RIEIZTHT S
EHEABRLLTORFINDEEMR UM RITHEILTWVRNIEFEBEITIEZA DT E, QTEENDYRIN
BH51=8 . HAE D aMFEZEET H1-6HIZ. ORLADEYO™®M 150 mg 1 H 1 % 5% 25 1 BIRE
ETOERE, RILEMBEEEZTOIRETIILBEWCEEEBICIETAEIRFDHIRA), ZERVEF
LDZEEGL)DESRE],

F£L<IE. www.ORLADEYO.com #8 ¥ 5L,
TORLADEYO™ J[Z. BioCryst Pharmaceuticals, Inc. DE1ZE T,

HEE:
BioCryst Pharmaceuticals, Inc.
/—=AAASAFME—FL(27703)

214094-BC-000

12
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e ORLADEYO™[I 21 HAE HEDBEICAWVWSILIETERE AN
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AS5T4Hh Tt 150 mg

FT1E8 (E2a1—IL1)
HEEFTRIERE VRN XEICEHT S1FH
1.7 AIEERMGS—&

MBAsHA—T7o1N0 T v



1.7 FfERZ)S—F#R WAt A—T 7o v T v
*ZF A5 7/ 150 mg

L7 TRIREIRIZNAG = FEZL i 3



1.7 [RIREI 9 — Bk BB A—7 70T 4 vy
*Z 545 7 150 mg

1.7 RERMDG—ER
ARF D RIFER N S TAFAE L7200,



* S5 TH4Hh Tt/ 150mg

F1E (E2a—IL1)
HEZEETRIEREUORAXEIZCEHT 5 15H
1.8 RAAXE ()

RIDRAXEZZHI S L

B4 —T7o1NOT 09D



1.8 WA+ cE (%) MAEStA—T 7T v
AT F AT 7 150mg

B >
LRI B/ == = ISR 3
1.82 ZNHE « NI (Z2) LB DRRETEARIL oottt en s 8
1.8.3 FTE « AR (Z2) L ZDFHTERRIIL oottt 10
1.8.4 fHH FEDTEE () LB DERTERRIL oo et 11



1.8 I™fIXE (%) ettt —T77 o0 T 400
*ZF A7/ 150mg

1.8 HHAXE (F)

1.8.1 &HfAXE ()



20204 XX A 1ERL (BFRLhi)

BAREER D EES

87449

S S R
AHAM : B6EH

LUy AL S

~Nu fFVRY y NERRE S T2

A2TAH7tIN150mg

ARFERALA -

ORLADEYO Capsules 150mg

) EE-EMEOLASGZICLVEMT L

2.2 (ROBAHAICEZRELAENIE)
KFND RS LRBUE OB O & 5 B

3. M- HK
3.1 #mK

WR5ed 4 5 A7 7 1150 mg

1h 7L mh
BRKSY | Ne h TR Z v FEEREE172.5mg
(R hFAKy &L T150mg)

WaTNT 7 —bT T T a AR
Ry, BEMKT AR, ATT Y v
b1l [ SRV

HTRNVKEK BT F ., BT

v, HE2E
3.2 HHIDOMEIR
o4 4+ 5 A5 7% V150 mg
FIE i 7L
¥yo/H
& RVARIREE)

" ift TR 1
igé @ $9322 mg
- WA : #7246 mg

HRl=— K BCX150

4. MRERIIZHE
B MEMZEO R FAED R AT

5 MEXFHRICET SERLOEE
FRRBRIZI VT, BEE D ABIC X 5 2MEFRIEOIIE
PN AT 2 AN R UL EMEIIRF Sh T,

6. RZERUAE
WE. A O Eo/NRIZIE, e FFLRZ v B
L LT150mg (1% 7 &) %151@1’*&1#}5@“5

8. BELEAMIE
8.1 BEIIZ OFRICUT ONELZ HoIiii L, Hfigz s
7 ECTHERATHE,
(1) BMERIEOHREE BINCARIZRA L2 &,
(2) AANTIIQTHEE 2 GO - REVDIRENHH Z &,
82 QMIEENH LONDEBTNNH DD T, AAIFRLHT KL
Be5RL, DEBERREZIT D 72 EREORREE +0 iR
THZE, . QTEEZK I LT WEER, AHFID
M REN FRT D R0 H 5 BE TIX, QTIERS O
BIWERR S LT 2O TRIZERTDHZ &,
[9.1.1, 9.3.1, 10.2, 16.6.3%H4]

9. HENERZHTIEFICEHTIIE

9.1 AHHE - BEEZEDOHIEH

9.1.1 QTIEE X iZZ DBEERE D H 5 B3, QTIEE A Z LS
FTUVEE CRER, Bt DRE, K8 Y 7 A fES O
BHE)

QUIEENE LT AT H S bhorBENLH D, [8.2
2]
9.3 FrikREfEE 2 E
9.3.1 hEERUVEEDIHEES (Child-Pugh2%8B. C) @
HHEHE
AFIOMPPEEN EFH L, QTEHEELNH 5 b9 725
BFEnrdH b, [8.2. 1112, 16.6.2, 17.3.1=MK]
9.5 1117
TR ST L C WA ATREME D & 5 & MEiciT, g LR
WHENERME A ElE D &R SN DG EICoRrEET 52
L,
Z v PR X CHREZBRT S Z ERHERINLTH
5, 7 v hOW - fRIEFAEICE T 2B CIR6~17H T
AR OFGERIEFE R (150mgZz 1A 1A% 5) 8. 61i@H§'smﬁ
A%ﬂfﬁﬁ;%&ﬁw’&% TR DRI, IR -
A Efﬂ ihkﬁ TR AE RIE SR o T, W*fﬂe
@HT fif V% F%#Zﬁt%ﬁﬁﬂ)ﬁﬂga VN []7:97S
I 5 (150mg75:1E|1|_l¢£5L) D1 5{*@ﬁ%§!5753ﬁ%ﬂ7’_)5ﬁ
%%&Ew_k% IR - MY A, ALF, REICITEE S
FIF E 2o 729,

9.6 EILIR
R EOR IR ORI O AR S L, RRLOM
U AT 5 2 L
EILUA HOFET v bOMIERIAE FIA RSy N5
PR D RIBUDWE TR S L2,

9.7 INR
IRHARER, FrAR, 2R, SR 12RO /N %
R & U iR NG L th.ab\o

10. #BEEA
AFNEFEIZCYP2D6 2 CYPIAA TR &5 (invitro)
[16.45 1]
Fo, RENIP-HEE AE R OFUETEEE (BCRP) DXk
BThv, mARCPHEAEANET S5, CYP2DEK T
CYP3A4D TFEFEDAEH], CYP2CODTHIWHLEHITH 5,

102 fHRERE (BHRISEET S &)

FHN 4 BRAER - HE 715 Fr « fEBRIR+

VIBRARY | aARY COPE | 7 AR Y U nP-
[16.7.1% ] JAlc kv, AFlof | BEEE'E. BCRP,
FREEN ER L7 & | KO'CYP3A4% [
OWENRD D, THZ KD, K
A O i AR EE A 5
THEZEZLND,

CYP3A4TIUH | ARFIOPFAIZL Y AFHNICYP3ALE T

S b EA| b OFEXI oM | FREIZIHET 572
SEVT A, | BENERLEZED [, IRLDHEKD
TAaTEy |MERDD, R#@ZHIH L,
4 [16.7.2, BEY FRIED L
16.7.3%: ] EZbD,




A4 FERSELR - HEE VR | W - fElRIN T
CYP2D6 T | AFIOGFHICL Y, | AFNZCYP2D6% R
S D HH| INHLOESOMF |EFET LD, Zhb

FEA IR A |[BENERLEZED | O3AN O ZH0H
M7 7 | RERD D, L. fHRER ES
[16.7.4% 1] THEEZLND,
vaxvy AROPEFRIC IV, | ARFNLE & TP-#
[16.7.5% /] VAU rombiR | REEERET L
ENERLIZE0WH |, PHEEAZEEZT
ERH D, L=y a% v ol
EREEIRDLZE
2k, vaxvw
DI REAN LR
LHrEZLND,
QTIER#KEZ |QTEZEENRH LD |HFHICE YV QTERE
T ERMOI | DBENANH D, TER MR 552
T2 34 nnd s,
PR IR
(8.2, 9.1.1,
9.1.3% 1]

11. BIEA
WOBWERR®HH0ND Z LMD DD T, BEE+HIAT
W, BREDRBOSNIHEIIT RGPS 5 7 LT
EZATO Z &,

11.1 EX%EIEA
11.1.1 FFEEREE (3.8%)
11.1.2 QTEER FEETH) [93.1. 16.6.2. 17.3.1&%H]

11.2 Z Db DEIER

5%k F10%Ai 1%L 5%

REERE, R
PR, Wi

H oAb & (MR, T, B

&R LU F95
Rk
i3 4 ALT E&H. AST L5,

y-GTP L5

14. ERLDIEE

14.1 EFIRABEFDFE
PTPELEEDIANIPTPY — R BB L TARAT 2 & 5
HEdT 52 L, PTPU— hORKIC LY . BWBATAR
TEHREEA~FIA L, BT ELE B2 U CHERARS DR
EBRAMEEZIRT LMD D,

15. ZottoixE

15.1 BEEREAICE D C1E#R
WEAMERRBRIC W T, 7Tr Ra s v lBIoREREO H 5
B HEYERP FIROMEEBZDALTO EHNED R
TW5,

15.2 JEEREREABRBAEIZE O < 1R
Z v NEOH =7 A4 PILORBEEGREERBRICBWN T, &R
FEEHHIC, BEORRT - MRk ) VAREE (B 2 AT
B (w7 v 77— RkUHEBERMROZE R, i)
RO BT,

16. EWMENRE

16.1 meiRE

16.1.1 EE&KE
H A fEE AR A 66112 AFISTMg™ % Bl 5 L7z & & Ok
WEIRE T A —ZIZLTFD LR TH-o729,

HORSROEYBEE/NS A —4

Cmax Tmaxa AUCO—! T1/2
(ng/mL) (R5H) (ng- h/mL) | ()
Hefry -
o)) 37.9 (‘zl'gg- 553 55.6
(@R (24) 5 '00) (23) (26)
%) '

&) Tmad TP RAE (HEDH)

16.1.2 REHRE
HRE MR R A 145112 AR A 150mg % 14 B B R AE G- L7 &
EORYTRE AT A—HIIUTOLEY ThHoY GE
ANF—4)

RIEFBSHOEWEE/NSA—2 HEAT—H)
Cmax Tmaxa AUCtau T1/2
(ng/mL) (F5HD) (ng- himL) | (FF[H)

S
Y 158 2.50 2770 40
(ZEEH% (24.4) (1.0-8.1) (24.0) (32)
%)
a)  Tmedd P 9eE (GHEH)

16.2 RUY

1621 BEDFE
TERERR A 2201 & 56t G, e B HS [ A #I300mg™ %
BE L&, 2L R L ClT e (FPORE) (325 RS
D2 ThoTe DTkt L, BZRICEREH & 720 . 3D
BRIEDN T HIT=H . Cra CAUCIZ B GIZ A B2 o T2
Y UHEAT—4) .

16.3 9%
TERERR A ICAAII50mg % 1% Q% 5 L7z & & OAKI O iR
S ASRIF9% CTH - 729 CEMRENTE & 'LC-MSIMS, 4+
EAT—4) ,

16.4 {3
AFNTEIZCYP2D6 K )CYP3AL TR &5 (invitro)
[10.2/]

16.5 HE;ftt
AFI300mg™® & EEHRG Lz & &, H51,1760 8 = TICR
F128.1%, FEFEPIC77.4% ki S dviz, 51200/ £ T
BRI CTREM OB TDOI, ERRNTREATH-
7o URTIC4.1%HEI S iz 5 HRELIRIE2.79%, FE{H
(245.5% ki S 7z 9 BARZELIRIZL7.2%)

166 BHENDER*HT HEE

16.6.1 BHEEEEEE
T O BHERERE  (eGFR 30mU/minAlili) %243 2 45E
ZRIBIT, AHF200mg™ ZHEEE Lz & & ORyBfEL
MEt L7, BHEEEIESR (eGFR 80mL/miniE) DO#ERE &
FElE LT CodS39%H901 L7223, AUC T3 75134 B
ootz NEANT—F) , MEENT 255 &3 5K
BEARLBE COEMBIREIIRF S TR,

16.6.2 FTHsREEEESE

R, PR EEOMMRERE (Z 2 Child-Pughsy
A, B, C) AT Y5 ITAKI150mg% BnlF 5 L7
L EORMBRENRT A—FZFUTDOLEY Thotz, F
7o, BH6RE % OB B O MBEPARIIERES S RIT, EF
TR FRERED B CTL10%, MREE, PR N OVEE O fFHkRE
[ BE TL24, 157K U2.38% T 729 SEATF—
2) . [93.1, 1112, 17.3.1%H]



AH150mgH MR OISR OEMBE/NF A —4

}ﬂ:%%ﬁlé ﬁﬁ%—“ D @Jﬁ( Cmax AUCO—t T1/2
TR (ng/mL) (ng: h/mL) (FRERE)
IEH 6 55.1+35 858+428 96.3+41.9
R 6 56.3+37.6 878+367 102+49.1

R 6 90.1+45 1,320+442 | 125+15.6
ES 6 64.5+36.3 730£261 125+41.8

ST R HE (R 2
AH150mgHE A IR ERHOEYBE/NF A —4 HE)

e e e/l AT O Fe [90%CT]
IR | s (PR e 5 )
- Crax [ AUCo-
T 6
B 6 1.01[0.54, 1.88] 1.04 [0.62,1.77]
& 6 1.77 [0.95, 3.29] 1.70[1.00, 2.87]
HE 6 1.27[0.68, 2.37] 0.95[0.56, 1.61]

16.6.3 BREDEE
< hIRE Y S OREFEDBIEMFITICISWT, (KE
DIEEE L TGRIRSH, KEEOBREFETIENE h T LA
oy FOIMAPEEN EFTLZ LR ENTZ, (825
i<

16.7 EWHEEER
16.7.1 9 RRKRY >
fERERALTHIC S 7 v AR Y »600mga %5 L, 1R I
AFN300 mg'™  (FERHBEOK2ME) &G LizEZ A,
BEARE L I LT h T LA H N DCrax?325%., AUC,.
385% E5- L72® (UMEAT—%) ., [10.25H]
16.7.2 S8YS L
R R A 211 A K 150mg % & FIRFEIZ 72 5 £ CLHLEI9H
MIXEROEE L, I¥ Y75 (CYP3A4EE) 4mg (R
A) 20 L7ZEZ A, AL EHBELTIZY 740
Cra345%, AUC,.73124% 15 L7=9 (AHEATF—%) |
[10.2& 1]
16.7.3 7LOPEY
e A 1361 AAI150mg % 7B IRREIC 22 5 £ TLH1AI12
AREROEE L, 7oAy (CYPSARE) 5mg
&) 0L A, EFHRFE LT an Y
B D Crax345%, AUC 23 77% L5 L7219 (AEAT—
2) . [102&M]
16.7.4 TXAFAAMLIFY
R A 21 B2 A A 150mg % B IR AEIC 72 5 £ TLHRI9H
MREROES L, %2 o X 77> (CYP2D6%E
B) 30mg (RA) ZOFALIEEZ A, OB L i L
TTFHFA P A RLT 7 2 DCra3196%, AUC.73178% t
HLUEY QrEAT—%) . [102&H#]
16.7.5 >dxL v
TEEERRALTHICARIZ00mg™ (B AEOR2ME) 28
RHEIC 725 £ CLALES A G- L, AHKI300 mg™ #5105
figlcy TX 0285 mgafth Lzl 2 A, VIa3X o
Crax)358%., AUC,.7348% L5 L7-9 ULEATF—%) ,
[10.22 1]
16.76 FILTAZF
TR A 21 B2 A A 150mg % 7E HIRAEIZ 72 5 £ CTLHLEI9H
MER NS L, M7 %2 R (CYP2C9AE) 500 mg
o) ZOfALEEZ A, FEIFAREIRL T LT X
I FOCra?319%, AUC373% E5-L729 (AEAT—
2)

) AFNOAREIN-HERARET (e bIrxzy hELT
150mgZ 1A 1E#E N 53 5] Th D,

17. BRERARIE

171 BHERUVREHICET 5558

17.1.1 ERNZEIERAR (APeX-JEAER)
12i% LA B O P SUZIWRGE A f & P PEAE (HAE) HRaE 1941
Txtgr & UT- Sl LR EEA L ZHE R 7 & A RE
ITRERI LGB (R#1110mg™ | 150mg. X7 5 &R %
THLERE O #5) ([2BW T, FHEFHMETE B Tb 5 #5241

REIZI 1T DHAERIEOSE (28H H7- VY OFIEBEFD 1%,
AFN150mg 58 TLALE], TR ARBET218ETHY . A
FI150mgHE T 7w ARRE & el L CT49%k L7

(p=0.003) .
BIWERIX, AKI150mg# 5-7#£0>33.3% (3/9%1) 12780 &
. BEU-EWERZ EIEERE. 5o, iR, 5B ms
FEANRKIFITH - 721,

17.1.2 @5 EIEHER (APeX-25KER)
125 LA Lo PR ST IS v TR E (HAE) #5121
Bz x4 & LT sk LRI E AL R SR 7 7 2Rk
WATRERIHEBEABR  (A#I110mg™ | 150mg. Xz 7T &R
ZLALURREOEE) 2B\, FEFHMEEE Th 5 524
HRFIZ 31T DHAERIEDOBEE (28H & 72 DOFIEREIED
1%, AFHI150mgR 5RECL3LE, 7T B REET2.35ETH
. AFIS0mgR 5EET T B AREE & Ll L CA4%I L7
(p<0.001) .
BWERIEZ, AH150mg 5-#£0037.5% (15/4061) (2788 5
. EREWEAIZ. TH @61 10%) . HEERE (GF,
75%) . Bk (3. 7.5%) . A& (26, 5.0%) . EAEES
i (2fl, 5.0%) TH-o7-2 GrEATF—%) ,

17.3 Z 0

17.3.1 Thorough QTERER
TEREGREAN 2 XI5 L LI2T VA ML BER T 7R
REFREEGABRIC BT AFNEHR A& (150 mg, n=14) |
EHE (450mg® | n=14) | I7 7R (n=12) %#14A
G LT @M P RE (Ch) KO 7 EARMHIEL
7-QTcF (Fridericial®) 1%, #4150 mg#% #x5- L7z & 158
ng/mL} 3.4 msec ([if190%(EHHIXH : 0.0, 6.8 msec) T
Y. AFKI450 mgH &% 5 L7- & &577ng/mL K& UR21.9msec

(FHI90% S HEIX [ : 14.4,29.4 msec) Tih-7=9 UHEIA

F—4) , [931, 1112, 16.62%H]

) AAOARSNIZHEMARERIEL T"e hI VA& hELT
150mgZ 1 H1ERE N L5325 TH D,

18. FExhFEE

18.1 fER%RF
N b TARE Y MIRARG RIS U 7 LA T
ERTHD, ML) 7 LA T, @hFRERS= ) —F v
PO 58 o u T T —PThH Y, B FENEE T
S LM MEIEME THHT T VX = BT
Do N RNINAVARE Y MIMIEH Y 7 LA AGEEE T S
. BBV VERERF BT 2R T T o=k
D agiil e

182 miEH ") U LA VERMBEER
N hFAVRAK y FOIMSED Y 7 LA kT D ICsIE
0.88 nmol/LT& > 7= (invitro) 4,

183 YU LA HEFERIT S OX U EAREER
_a hZAARZy Mt MEFEIRN RIS 58D
T A NEAFMET TR = DREAEZIHE LT [ECs :
556 nmol/L (F-#J) 1 (invitro) 9,

18.4 £ FMEFDH ) U LA VEHBEEER
EFE MEROmMIED U 7 LA EICKTT AR b
JVA Ry N DFHIECs 135.4 nmol/lLTH Y . HAEBRE S
PR U 7= i <1315.9 nmol/L. (CE¥)) Tdh -7 (ex vivo)

14)
o

19. ERESICET BRI R

—f4& s Xa M TRy MEREE (JAN)

{54 : 1-[3-(Aminomethyl)phenyl]-N-(5-{(1R)-(3-
cyanophenyl)[(cyclopropylmethyl)amino]methyl}-2-
fluorophenyl)-3- (trifluoromethyl)-1H-pyrazole-5-
carboxamide dihydrochloride



Sy

5

N C30H25F4N50°2HC1
1 635.48

PR A~ A EXIIHIRA R OHR

21. FREBEM

22, Ak
PTP :

23. &

1
2)
3)
4)
5)
6)

7)

8)
9)
10)
11)
12)
13)

FEPNE R
FEPNE R
FEPNE R
PR

(74 7 x1)

GERRR - IR Z > 1)
GERRIR « FLto31m)
(CEpyEhEaRER  101505%)
(FEYyEhREER « 1065U5k)

HER CEMEIRERER : 1037K5R)

&k
108545%)
HNEE
1077805%)
&R
&R
HNEE
HNEE
B
&k

(I HReRE = L (T 1T 2 S rEaAER
(BB E R (2 BT 2 el

CEYAH /R AR © 105585R)

CEYAE /AR © 1153858)
(CRYAE E VR RRER « 112345%)
(ENE3FAZRER - 301345k, APeX-JikER)
(MBAVEE3FHERER « 302345k, APeX-2:XER)
(AN EE LA BR 106385, Thorough

QT/QTcitER)
14) #NER GEEGR : SEEER)

24, XEEERERUVEVEDESE
PR ST Vet A M SR R
TEL 0120-316-834
FUTCH R P H AR AT 3-4-1

26. HERFTEEE

26.1 BERSET
MASHA—T 7T 4T
HOLARHE X 1-1-1

26.2 BR3ET
JoJE SR ARt
TR PR X H A AT 3-4-1



1.82 ek PR () LT DHTERN
B P I8 P VR 0D A 3 R 0D S8 S B

BARVEM E M IE (Hereditary angioedema : HAE) %, ##fAlIE M LR ORI A~ 22 X -
THEULDEENSAEMEEDTHREEO S 5 BEBHEETH D, HAE 1, B, WHIH, M
9H, THILARE . AEddR. B L OWRICIH T 2 MEVEFIE (BIE) 240 R 2 & A ERRARFH
Th b,

HAE 11T & A EOJEFIT, HEfiE AR O TEHREIN - THHMik C1l =277 —F
FLERY (C1-INH) OB s+ Tdh D SERPINGl DERICL > THIERIESh, 7I9VF=
> (BK) OFfERF 25| &4, CILIINHOARET D &, MDY 7 LA k> TaEdy
FEX =/ =7 OUENEFIZTOE L, MEMEFELZ S 2 E 29 BK i ain s, Cl-
INH KABJEIZ X 5 HAE (C1-INH-HAE) (X E 725 REaREMEBEERETH Y | EF DK
455D 3ITFHENE, 4470 113 SERPING] O -2 BRI G4 U 5,

MiEH Y 7 LA v OMEL FBIEOIGRE L OH O 7= OB N8R THh 5 2 & NFEFE
ENTWD, BHRIZBWTL, BRI T 7 VF =0 B2 ZR/IRESERTHDL 7 4 T VL° (A
T F 8 MEEEEYE) 75 HAE OSYERIEOM#EIS CRRBENTWD, £2, XU F— K®P (Cl-
AT 7 FR_R—%) 3, HAE OAMREER L MR A 5 AL EIC L D HAE OEVERIED R
JEINH OMEGE CTHRBINTWD, HRTHERINZ DY 7 LA UBHEAIZZ N E TIZRU,
N fFNVARE y MIRADORFR B OMmEL Y 7 LA L THERITH S,

Nu kT VAS y hOFRMERS L O, 53 MR 2 BRIl S Tn B,

301 &R (APeX-J 3lR) /X— M 1 Tid, HARAN TR T TR HAE T, 8 MDA Y —
=2 7N 2 [RILL 0 HAE F{ERFEO SN HBE 19 flE, Xa kT LAF v k150 mg
131 EERE, e b0 AFy b 110mg 1 B 1 EERERELT 7 2R TGOV
DINCIEAEZ I ZFN O AT T, 24 WG Ulc, EEFHMEE X, 24 B OBREBIEICE T 55
PR EIC X 5 HAE BRIEOHEE & Uiz, HAE BIEICxT 50 kL2 % v hORhEL L
T, 150 mg B H-HETHRAEBEE D 49%I800 L (p=0.003) | #at #HINH B DRI E RN
HOWRTHD EEZ LN, BIMO L AR Z—fITClE, X—A2 T A & ik L CRIE
BAFE DS 50%LL_ED U728 BRE 23 57%., T0%LA b U 78 BRE 23 29% CTh» 7=, ~a k7
WALy MIEETHY, BB RBEMEZ R LT, "2 T/ A% > | 150 mg %
HRECRIBLUBERIX EMEEE,. B, IR, BABLOMEE EAS 1 HlThoT,

HAN HAE BEIZBIT A ENER NLEET 1 7 7 A VX, WAVE 3 B TE T
Lo LFEEETHH- T,

302 3R (APeX-2 #lBR) ~~— k1 Tk, BCKAD THIXE 1A HAE T, 2~8 B D &
7 ) —=2 RN 2 2L E O HAE S1ER RO SN T-HERE 121 filE, Xa T AZ v
F150mg1 B 1 [BFGHE, o hI 022y 110mg 1 B 1 EEREF LT T 2R &5
DOWTIUNTIEAESIZEID (i, 24 B G Uic, FEFHMEE B (X, 24 B OIEELIFIC
BT DIRBRA S EEAHIEIC & D HAE BIEOHE L LT,

HAE BEICxIT 28 h V2% v FOFFRE LT, 150 mg B 58 THRAFBED 44%I8
DL (p<0.001), ZOFRERITHEFHIINCHENSBKNICEROSH LD EHZ 2 B,
BN L AR B — AT Tl R_R—2 T A L Helle UCRIESEED 0% B L= ik
FH50%., 90%LL D LI WeBRE N 23% CTh -T2, X F TNV AX Yy MIEZETHY, &
REC BIF R B Z R LTz, WP oR_a b TV 2 H » M EGERET 10%0L FITRE L.
T REERLY LEEEICEB L ERRIER Z2E 1 IRT,



1.8 IRAFCE (%)
*ZF A7/ 150mg

ettt —T77 o0 T 400

x 1 WIFhhDRA FFIILRE Y FMESET 10%LL EICERO o -BIEA (302 HER)

~No hFNVARE Y bk
n (%) n (%) n (%) n (%)
i-3rN 4 (10) 4 (10) 9 (23) 13 (16)
U - 13) 4(10) 6 (15) 10 (12)
T 0 4 (10) 6 (15) 10 (12)
GRS 1(3) 1(2) 4(10) 5(6)

*IESR. MEEARER, M BED. MERERANE £

T R L OHEEIOHEER S E1D




1.8 I™fIXE (%) ettt —T77 o0 T 400
*ZF A7/ 150mg

1.83 HiE-HA=z () LZDRTEHEN

93 AHRRBR (301 FABR K TN 302 FRER) (W TZIEBRIR D YL - R, f@EE R BCK AWEER
FROHARAWERE 255 L Li-EyEiie (PK) A5 (101 3ABk) M NHAE & & %15 L
L7- PK iR (109 k) @ PK KU J1% (PD) 7 —4# ., WNZ HAE BE X% L LT
Proof of concept iR (203 k) DM, A2, PK XO'PD 71 7 7 A )L OfER % A
TERN L7,

101 FXBRTIE., BEEFEWERE 2353212, FHHAEOERBRHEZ AW T PK LO'PD (ex vivo
V7 A URRERBRICE T 2FAOE) 27 i L. HAE OJRREARRNR ONRIRICEEE L7z
A PK 7 —% & PD s & OB Z MG LT,

ZNHORBROFERNG, Xu F T AR E Y hOMSEF PK 7’0 7 7 A VL, (ERERRERE
& HAE #BRE CHEIIL WD Z R EnTz, WINITIER U, BIFIRER 23 RE S iz,
FEBRBEEIHEGEOHEMEY S REIBENT S, SOICEFIREOREITHEL 20
N, Toax & 3 BERLESE S, EFIREE (6~12 HZICET D) TOEMBIII~5[ETHY ., %
W7 V7 7 AB LB FEHORWHRES (tp) &—HT 5, e hI A%y SO
BEIL, WOk AR E CHIE SN BB E S REEL L T,

101FBRTIX Y 7 LA Uil & X h T VA H » MEE L OREMEIL 27 A N Emx
7V (R?=0.85) TR<FATE, FHIECs X 9.7ng/mL ThH o7z, £7-, 203 3R (HAE
BEBRE) TR W T HIRERS (B-R) AT SE0E X, Z OBIEMEIIHEE ECso 11 ng/mL D>/
7EA R Bmax BTV (R2=0.75) TELBPITE, EHEBREICHITOMELE—HLT
776

%5 1 AHRRER T PK/PD OFEFRICHE-SE | 2 2 tHRER (203 3BR) TiX. 55 mg. 110 mg.
218 mg BELON300mg 1 H 1 BOHEE 28 HERHME L7-, ARBROFEERNS, 1 B 1[5
110 mg LA LD 503 HAE BIEOMHENZAN TH D Z EAVRS A, 218 mg & TF 300 mg
D1 B 1 EORGITIEMANCTEREOHILSERAEFZ LEE L TWe, At Xe F 7
VAR NgEFE RS OMBIIA R ARBIERERZ R L, HERE X OWREE &5 OFMEHEE O 5y
Moo | it & 4 BIERE DL BICHERF T2 2 EEZE S AR5 2 & 2 BAT 1T D AR
N SI7Z, 110mg O & TIE, ECso D 4.98 (5O MAEHR b7 7IRE (Caw) DEHN,
7R & LT 70%DFEREE OB AR Sz (p<0.001), 110 mg £5-CTld, 5k
FHD 64%K N 43% T b7 ZIRENZ LI ECs D 4 5K VECso D 6 552 Tz,

203 REROFHIMER LT — X 12X 301 3B KL O 302 3Bk TR S i ik -
AEIE, Re b2y R 110mg KON 150mg 1 B 1 [ETH -7,

FRRFRBRIZ 3T ECso (23S < BIERE A9 0, TNE/ 2 5 AlREMEN & 2 #5rE
DEGEHET D72, 110~218mg DHEIZOWTE LT HLa Y Ial—ra r&E
i U7z, & SICHIBRIE T XA — 2 HEE A2 VT, #EEHED 7 7 REHEEE &2 A L
oo V22— a VORERENS, "0 hTLAX Y F150mg 1 B 1EIOEGIZED, b
T 7RISR DRI 93% T ECso D 4 {5, HE D 80% T ECso D 6 G812 5 & THI S
776

553 FERER 2 BB OFE R, WToORRICE N TH 150 mg 1 H 1 EIOHETEY mWE
Bk % T B I RSO3 F8 80 BTz, WTHORBRICIHEWTEH, 150mg1 H 1 [E0H&E
FEETHY, L CERMEILRE CTH -7z, HAE BEORIEMGI OO0 ik - HE L
LTIX150mgl H 1 EIRZYTHDLEEZ D,

10



1.8 WA E (%) MASHA—T 7 o7 4>
*ZF A7/ 150mg

1.84 FHRLDIE () LZDHRTEREN

2. R (ROBEFIITHEES LW &)
AHN DR 2%t Lis#UE OBEERE O & 5 B
[ EARAL]

— PR E R E LTRE LT,

5. ZRE IR T M EoEE
EEARFRBRIC B W T, BEEA LS ALEIC X 2 2M R EORIEIMHN 6T 5 A 20k O aMlT
Ry AN GAV AN

(R EARAML]

HAE HBFE %2 x4 L L AFOEKRRERIL. HAE OEHOIVEIHEN 3T 5 KO &M & O
e EWETIEMN TEINTEY ., REALE D UEIZ X 2 2R IEORIEMHNIZ R 5%
BIIHER SN TV R W= ORE LT,

8. HELIAMER

8.1 BE NIIZDOFEBICLLTONEZHmlZil L, BfRES- ECEAT 2L,

(1) BMERIEOIREE BWICARIZRA Lenz &,

(2) AFNIXZ QT EE GO Z DB ENH D Z L,

82 QTIEENH LN DZBZENNH DD T, AAFGAI L OEGHix, LEXREZIT O 72
CHRAEDIRIEEZ TR T H 2 &, £, QTIERE 2 2 Lo W EE S, AH| o I i
D EAF D AREMED & 5 B TIE, QT ERFEDORIWEM 1N H 6 oiod < 72 % O THRITIERT
HZ &, [9.1.1, 93.1, 102, 16.6.3 BHE]

[R% E AR L]

8.1 (1) HAE B Z x5 & L= AANOBERRBIL. HAE ORI OFIEMHNIIHT 2 H ML O
LRV EMRT 2N TEBSNTEY . AAIORMERIEIT T 210 R ITMR S
TWRWEORE LTz, B, AAEETICBWTHAMERIEIAEL YD Z D, &
PEFEVEIZ KT T % HAE FAFIREIRIC X 2 WU 72 0L &S TE D IKHI 282 T < 2 L IdE
EThD,

8.1(2) FEEGAFIER K OV IRFBR D gD & S REFE 50 QT IER 3R BT 5 AlREME S 4 & T
RN ENE, ZTUHONFIZOWTHEMEAZIT) ZENEHEETHLTZORE LT,

82  AANOEKHERIZBW T, QT EEAEZ LT WAEFIIRII S TW-2 &, £,
ARG E TIZAHAN 150 mg 512 £ % QT HER DA ILR W3, QT/QTe R TAAID &
A& (450 mg) BEHFFIZ QT MIRDIEE N A G v, AFIO M HIRE EHFEZ QT IEES
DI DAREMENEE TERNI ENGERE LT,

11



1.8 I™fIXE (%) ettt —T77 o0 T 400
*ZF A7/ 150mg

OAFEDE mAEAT HEFICHET HEE

9.1 BOHE « BEEIRS D H 5 B

9.1.1 QT IR XIFZ DD & 5 BF ., QTIERZ K Z LT WESE (REEIR, 1 LR
B ED U m A MES O BE)
QT EENELTH X EH b bndrBENLRH D, [8.25H]

(B EARIL]
INHLOEHHE « BEEESE 2479 2 BE IIAFOMKRR SR ST Y, QT LERDHE
EXATHBOV A7 ICETDHERPB 2N LD EEMWEZ1T S HRYTRIE LT,

9. REDY REAT HABEEICHEHT HIER

9.3 IFHREREEBHE

9.3.1 WK OVEHEOFHEREREE (Child-Pugh 5% B, C) O H D EHE
AFNOMAFREN EF L, QTIEERL LbILT L b BEhnd b, [8.2, 11.1.2,
16.6.2, 17.3.1 2]

[F% EARHL]

TR RERR & A 3 5 B x5 & LT ARAI OB iERERIZ I\ T P E K OVEE o iTHk6E
Pz 2 A BB TIRE R AIRBEOHEE Coax 25 240 ng/mL £ T EHT 2 A fEMENH 5 Z LB %
E L7,

Thorough QT FERIZIBWN T, AFlIEHE (450mg) HGRFOREFEEITEKRHE TH S 150mg %
BEEDOF) 4 51288 L, 77 BRMIE L= QTcF (Friedricia #. AAQTCFE) 1% 21.9 msec T&H V|
QTIERD Y A7 N H EFH 2 HILD 10mseec & EAl>7-, KB 5, AAQTCF D liff] 90%(5 #H
X L BR2S 10msec (272 5 L ARE S D AT HIREEZ | QTcF & MiEh~u b Z /L2 % v MRED
R SSETAEANTHE L2 24, YEomEh~a hF VA% v MEEEIE 222 ng/mL &
B Eni-,

OAFEDE AR T HEEICHET IEE
9.5 if-fir

Il SUOTHEIR LTV D ATREME D & 2 LetEI2iE, 16 EOA SN a4 BBl & s
NAGRIZORBEETH T &,

Z v NEO U X CEZERT D2 ERERINTND, 7y Fof - fRIERAICES
%R CHER 6~17 HICAR|OGRRETF R (150mg 2 1 H 1 [1#&5) O 8.6 fFDOREND
NIZHEZRE L L & EIROMER M, IR - JRIRHA, AF IR ICITEELZ KT
S hrole, U0 - e AAIZE T 23R TR 7~19 HICAF OEKREZE & (150mg
Z1HI1EEE) O1LSEOBRENALNT-HAEEZHRG Lz &, K- RIERA, EF kE
\ZITBAE RIF S o Tz,

[RERAL]
AREN DL A DPe 5AZ BT 2 ZENETMESL L TORWTZORRE LTz,

12



1.8 I™fIXE (%) ettt —T77 o0 T 400
*ZF A7/ 150mg

9.6 52 FL.hmt

R EOFRMEL O REOEREZEE L, FILOME TP IEEZRFT5 2 &,
B 14 HEOFT v FOIMAEFIZ R F TV AKX v s BRHKRIIES O 5%0 TR
7,

[RREFRAML]
FERRRARBRICB W TIHH BT ER SN TV D, AFIORZILT ORGP iImEST L
TWARWTZOFRE Lz,

9.7 /NS
R AERE I, B, FUR ., SR OT 12 Rl O/ 2%t 5 & U 7= BRI I3 520 L C
b‘iﬁb‘o

[RRERRAL]

ERNMZBNT, INo0BEFEZNGE LIEHKRBREZEE L TN ENbRE LT,

1046 AA/EH

AFNEFEIZ CYP2D6 J O CYP3A4 TREF S D (invitro), [16.4 B ]
F o, ARANL P-HEE QE N OFIEMEEE (BCRP) ORETHY, mAETPHEAE %

B5E9 %, CYP2D6 & () CYP3A4 O HFEEEDFLEA], CYP2C9 DFHWHEAITH 5,

102 BFEE (BFHICEET 52 L)

SEF4 % ERRSER - HEE TR BEFE - fERIAT
VI BAKRY v 27 ZRY COIC I AR OMPER | 7 v AR Y 8 P-FEEAE, BCRP, KT
[16.7.1 Z ] ENERLIZEO®REND D, CYP3A4 ZHET S Z L2 L0 AFI DI+
RENERTZEZ20615,

CYP3A4 TR S DA | AFKIOGEHIC LY . 26 DR O M HIRE | AFNT CYP3A4 & HFRREICIET 5720,
SHEYT A TAuVE | BNERLEEORERD D, D OIEFN OB A IHE L e E k-
v [16.7.2,16.7.3 2 HR] RS R Y W

CYP2D6 THUGH & 41 23640 | AR OPIC L0 . 21 b OFEHI DML PIRE | AFIIT CYP2D6 #IHET 5720, Zhbd
FXAPBA M T 7 | BEFLEZLEORERD D, FEFN O 2 P0H L, P ER4 5 &
A [16.7.4 ZR] BExbhb,

vaxry ARAOOFRICEY IR OMAREDN | AANLEAECTP-HEEREAHET L720,

[16.7.5 & R] ERLELOWERDH D, PEEAE 2N L2y T% 2 0 Ok
HINHZLIZRY VIR OmPRE
BEATLHEZZ LN,
QTERZEZ T LNAL |QTEELRH LN LBENNH D, PFRIC LY QT RSB T HBEN
T2 HH NdH 5,
PUREENRIESE [8.2, 9.1.1,
9.1.3 ]

13



1.8 I™fIXE (%) ettt —T77 o0 T 400
*ZF A7/ 150mg

[R5 E AR L]

AHNL invitro T, CYP3A4 (XN CYP2D6 TRE# S D Z L MR I TW5DH, 7o, P-HEEN
B R OFEMMEE R (BCRP) OEETHY, BHET P-HEEAEAMET S, CYP2D6 KT
CYP3A4 OHFFLE DOFLEH], CYP2C9 DFFWHEAITH 5,

- I uaARY
AFHNL P-BEE B M O BCRP OHEETH Y . CYP3A4 T S D 2 &2 in vitro THE
BINTWD, 7 ARY L P-HEEAE., BCRP, KN CYP3A4 Z[HET 5,
TR A 17 Hllc 7 7 AR Y > 600 mg Z 85 L, 1 REfEIZIZAH] 300 mg (F&R =K 2
) ZHRELZEZA, FERARFFEEE LT hT AV AHX Y D Cpax 2 25%. AUCo 3
55% bE5- L ONEAT—4), [105 35k

- XXV TA
XV T AFCYP3AL DIETHY | AL CYP3A4 OHFFEEDIHERITH 5.
TEFERA 21 BIZAH] 150mg %2 EFIRREIC/Z22ET1 H 1819 AMXERO&HESG L, I4
Th4mg (BRA) ZPFHLTIEEZ A, FIEFFHRFE R L TI XY T LD Chax B3 45%.
AUCo 23 124% E5- L7z OWEIAT—#), [115 38k ]

- TLAaTE
TAuTYE X CYPIA DHEETHY | AAIX CYP3AL DHFREEDIHEAITH 5,
TEFERE A 13 BIIZAA] 150 mg 2 EFIRREIZ/Z22E T 1 H 1R 12 HREIEROKE L, 7 A
oy (CYP3AJE) Smg (Fen) ZOFHALZE Z A, FEGFHABE L L CT Ve
D Croax 23 45%, AUCo DX 77% E5H- Uiz GMEAT—%), [112 58]

- TXAbRB AT
TXA R A RLT 7 0% CYP2D6 OIETHY . AAKIL CYP2D6 O HFEEDFAEHRITH
%o BEEEAA 21 BIZAA] 150 mg 2 EFIRREIC /2D ECT1 H 1R 9 HMKEROEE L, T
FAIrAMLTZ7230mg (B0 Z20FALZEZ A, EOFARFE L TTFA ha x
RLT 7 2D Coax B 196%, AUCo 23 178% EH-L7= (UREAT—4), [105 iRk ]

- vEXYy
TUAF VAL PHEEAEORE TH D, AANIPHEEAEOFHVLEARITHY . mHETP-
HEAEZET 2 2 &8 invitro THEGR I LTV A,

R 17 BIZAHK] 300 mg (BERHEOK 2 £5) 2 EFIREICZ25E T H 1[H 8 HF#E
HL, Z0% Y AF 0025 mg &5 1 R ICAR 300mg 2% G- L7 2A, vIF
D Crnax 3 58%., AUCo4 2% 48% - L7z (GMEANT—4), [115 55#k]

AL, FEERIRZ MR I C B W TAANR G- & QT MEDIER & OBEMENGE TE 20
Z & KX Thorough QT BRI\ T (450 mg) #5-F52 QT IR DR NG SHh T 5,
Flo, QTERZE Z T Z LML TV OEA] (FUREARES) T3 d, BMTH QT Mk
BHER SEDAREMENH D0, ABIEPFHLIZEED QT IERE ORI Y A7 IZBT D FHRN 20
ZEnn, EEMAEZITY HITRE LT,

14



1.8 A CE (R) ettt —T77 o0 T 400
*ZF A7/ 150mg

11. BEH
WRORWERANH oD Z ERH DD T, BLEEHDIITV., BENBD LNLEICIE
BehZ2wikd 57 PO uE AT Z L,

11.1 ERZRIER
11.1.1  JIFBERERES (3.8%)
11.1.2 QT iER (BHEEAH) [9.3.1, 16.6.2, 17.3.1 ZH]

(R ERRAL]

11.1.1  IFeéneksE

Z v B ROV BT D E RS B ERBRIC B W TR RERE = I BEh#E 9 2 AT SR D H 41T
WA Z LW NCENADEERRABRICIBNTZ L— R 3 L ED ALT E5-. JFEEE 5% OV
FEEMAERFENBOLNTNDL I ENLEE L,

11.12 QTIiEE

FEERR ZZ SRR IZ B W AR G- £ QTHROIERE & OB #EMENGE TE RN & LT
Thorough QT #BRIZIHBWT QT MFRDIEE VRO HILTWND Z LN BERE LTz, AAIDERR
BRI 3\ CHKGRIFF £ TIZARAN 150 mg #2512 & D QT iEE O #H A IL 720 E DD Thorough QT 7
BRiCB W TARIOE AR (450 mg) FGHFZ QT RIFEDIER N S AL, A O i i fE 51y
2 QT RN BT 2 REME N T E TE RV EDLERE LT,

11. FIfEH
11.2 Z OO EIEH
5%LL F 10% A 1%L b 5%
VH 1t % | ME¥. L B5 REERYE. H AE R
N A
R L OV TH i
b
it fik ALT k5. AST k5.
v-GTP L&
[R% EARHL]

EIEE 3 AHRER (301 3AER) Jo L OES BRR AR (204 3RS & OF 302 3AER) (ZH6 W TAAI 150 mg
BRGSO RRGEN DEE LT,

14. #H EoEE

14.1 AR O

PTP 2 DAL PTP o — OO L CRAT 2 L 98T 52 &, PTP v — FOREEK
2L 0, BEOBASARIERFEA~TIA L, BIOEXEIL28 2 U CHERIFR K% O \EE R A PHE
EHETLZEND D,
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1.8 I™fIXE (%) ettt —T77 o0 T 400
*ZF A7/ 150mg

[RREARAML]
— P E R E LTRE LT,

15. ZDOEE
15.1 BgRMEAIZHES < THH
W ERABRIZB W, 7o Fa 7 U8R ORERED & 5 BE I HEMEG D FIRO 3 F4# 2

A ALT O ERAPE DN TWD
(R EARAML]

WSRO 2 FHFRER (204 3X5R) K OVEE 3 AHERER (302 #BR) OOFAFRITICIWVC, AYERFE LR
D 3fEERBZ D ALT O FRAPED ONT-BEITEH T v Ra X U BB OGN 7= 2 L H
ORELT, 7o huZ o BEROHLEEFEDHI L, 74% (16/216 ) (ZHAERFH EIRO 3 %%

B2 D ALT O LHENZBH ST,

15. ZDOfOEE

15.2 FEERARBABRAGR I D < fH

7 v FROH =7 A PN ORERGEERBRICI N T, AAIRG%IC, BROGE - Mfkic
U VRREIEICBEEST ST (w7 v 7 7 — Y R OMRRERCR M O 22 (b, Jaikik) 2580 5

nir,

(R EARL]
HRRREBR ORRICEE ST RE LT,

16



A5T4Hh T+t 150 mg

F18 (E2a—IL1):
FEEFTHEREVORTXEICET 1B
1.9 —iRHIBTRIZIR D XE

KA A—T7o10T 09D



1.9 —fREIA FRICHR D 0 MASHA—T 7 v T v
AT F A 7L 150 mg

B
I e 2 N = X = - J NSRS 3
1291 JAN ettt ettt ettt ettt ettt et et et et et et et et et ettt et et e e ettt eeenn 3
IS T 3 vy )5~ e = VUSSP 3



1.9 —fREIAFRITAR D 0E MASHA—T 7 v T v
*ZF AN 7 150 mg

1.9 —MBIHELBIZBRIXE

1.9.1 JAN
AARTO—XHILFA 2O TIE, AAR%L IXa hJ vV AH |, 34 [Berotralstat] & L
THFEEL, Sf24 1 H 9 HAHTSRAIRES 0109 6 1 B@mO@m Y ESh, 52 4 4
H 14 BAHFSRAESKETE 0414 55 3 BB ) BFE Sz,

B 5 301-3-A3

JAN :
AARL X NI )LAKy NERE

# 4 : Berotralstat Hydrochloride

b4
HAA
1-[3«(7 X ) AFN)T7 = =V]-N-(5-{(1R )-3-> 7 / 7 = =/V)[(V 7 r 7 B EJL A F /L)
TINAFNA2-TNA BT == )3(F ) TF e AFIV)-1H-E'F V) —)L-5-F )L 7R
FUT N HEME
P
1-[3-(Aminomethyl)phenyl]-N-(5-{(1R)-(3-cyanophenyl)[(cyclopropylmethyl)amino]methyl} -
2-fluorophenyl)-3- (trifluoromethyl)-1H-pyrazole-5-carboxamide dihydrochloride

1.9.2 #HELRUSFHK

F
o)
.
= N * 2HCI
\Y
F N—N
U\NHz
ﬁ

AN

a\

%K . C3()H26F4N60 -2HCI
& : 635.48



A5T4Hh T+t 150 mg

FT1E (Eoa—IL1):
FEEFTHEREAVORHXEICET S1EHR
110 B2 - BIEFZFDIEEEREEHDE LD

KA A—T7o10T 09D



1.10 #H3E - BIEREOBEREGROE LD ettt —T77 o0 T 400
AT F A 7L 150 mg

IR R By E e ey s SN B e T 3



1.10 #H3E - BIEREOBEREGROE LD ettt —T77 o0 T 400
AT F A 7L 150 mg

110 EX - BIEFOREEEREEHDT LD

% | 1-B(7 X AF )7 ==V N-(5-{(IR)-(3-3 T ) 7 = =/V)[(¥ 7 a T a B/ AT L)
LB TR IATA2-T A e T 2= )3 R Tvda A FI)-1H-¥' T Y —)L-5-T1 )b
4 AT I MR

fiiE

* 2HCI

e -

TEAGNE A8 M VR 0D S MRS A D S8 S B

BB
L - | lE, AR 12, Eo/nRIZiE, " v Ay FELTI150mg (1 77k
A& |V 218 1EROEST5,
jprae
DIEE
Hilg | 4 (PE) - A7 545 7 &L 150mg
FOH | BRRRSY « & 1 A7 eafxo h SRy MEREE 1725 mg (N F LA F
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] 20 mg/kg/day) . ZHE72 ISR R OIS 5 1) 7 MURKER 01218
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OVHAMEAE T O BERRERFT LA 11 O 894D~ H & LA
eXa VAKX MIBET 5 U LR ERO MR 22
b, PRIRHIRR D AR, W8I & ORRAE DR, IBAE

(FFo8)  COERSY RIS AT 72 AR C D Pk K f OVIEJE
MK D Z2fadt,

39 | &% | 1. 25 20 mg/kg/day Week 26 & OF 39 |2 Al ) TR HIREE D ALT JRIE O

@l n 7.5 K¥ HEINASER Bz Ay, B 2 BHMEEAT LT A B 7e hs
20 -7,

fri] mg/kg/day PLD D /3A A~ —H — T % BMP O JRHEE D F #AH

BEM) 72BN 23, 7.5 O 20 mg/kg/day D MERETRRS i
7eP3. 1 mg/kg/day TIFFRO HALRNN > 72, 2.5 mg/kg/day
DOHETIRH BMP IR E OEMAR D B 7=, HETidb
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7T RARITHAATEML . 2O o 5B

AN




110 #3E - BIESOREHEEEHOE L

AT F A 7L 150 mg

ettt —T77 o0 T 400

bleo Tk L7z, E£7=, Zo8mT, Mk hick
Wb 13 T O EITE B 4 i X 5E 47 vl i
LT,

~_p hF VAL v k% 20 mgkg/day O FETHE 1 FlICHE
Bl Uiz & & BRRHESEI T A —X O % b
TR\ EE O BP0 HARIREESE 358 Bz, [BIEH
2 CIREARIR B2 0T LR b7z o 7=, PLD OFR
WEEFTAPRD LN oT=Z Eonn, ARBRIZKEIT D
BMP O/ & PLD (2B U 7= A2 R oA & o
RN B 72 /1B 22 L o s ilbivrz,

J1 |39 | #& | 30, 55 K& | 30 mg/kg/day 55 } ¥ 80 mg/kg/day % ¢ 5- L 7= @iy CoNRM:, 8k & O
=1lm|n 80 /OTAKERE, W N 80 mg/kg/day & £ 5- L /=8 CTD
mg/kg/day JHI K OB IRNE iz, 2D OBBEITIRAEE &
7 | H CH TR 2 KB Y . 7=, 80 mgke/day %
A BELEBMTALNET AT I, UL RO L AT
o 2= O L bR DS LS THD, 30, 55 L
L 80 mg/kg/day DMEHET, U U EEIEDNA A~ —H—T
® % di-22:6-BMP O R I E O F BARAFH) 7o BN 2378 9
BTz, EASHIRRCIE, 55 &Y 80 mg/kg/day DMEMET,
BIMOEBEOE A, BRMEBGK, RO/ UTHE
HRENRD LN, _a hIALAZy McEBEIRb
ORENT, 13 B OREIEHROK TRIIZ 7SR T
SYHICIEE LT, B RAE I R O O YL/ N EVERT
MR, ZOFTROEEREIZHE-S X, 55 mgkg/day
PECRAELARSN
EIER | RIVER RSB 96/223 51 (43.0%) BRI A R OB 14/223 5] (6.3%)
ot | BIEF DR REGIRCOIH] | BIRBAERS | IR
FERR T
N 19 (8.5%) [24] ALT L5 8 (3.6%) [17]
N=223) | fEY 18 (8.1%) [28]
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R 10 (4.5%) [16]
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4.2.1 FEIERER
| =5 | 24 k1L 5E Jth A R | € Jth 7t 2% | BEEE | FEEH SEEH
4.2.1.1 $hHh =BT+ HHER
42.1.1-1 |BR-7353-001 BioCryst BCX7353: Inhibition of Human Plasma Kallikrein by BCX7353 BioCryst, Birmingham, AL, NA ST &
USA
4.2.1.1-2 |BR-7353-002 BioCryst BCX7353: Inhibition of human serine proteases by BCX7353 BioCryst, Birmingham, AL, NA FTE & #
USA

4.2.1.1-3 |BR-7353-004 BioCryst Evaluation of the Effect of BCX7353 on Bradykinin Release from BioCryst, Birmingham, AL, NA Ealif=g s
the Surface of Endothelial Cells USA

4.2.1.1-4 |BR-7353-005-REV01 BioCryst BCX7353: Inhibition of Kallikrein Activity in Human Plasma by BioCryst, Birmingham, AL, NA 5T & #
BCX7353 USA

4.2.1.1-5 |BR-7353-006-REV01 BioCryst BCX7353: Inhibition Kallikrein Activity in Ex-Vivo Activated Human BioCryst, Birmingham, AL, NA 5T & #
Plasma from Hereditary Angioedema (HAE) Patients USA

4.2.1.1-6 |TD-BR-18-002-DEV BioCryst Method Development for the Measurement of Kallikrein Activity in BioCryst, Birmingham, AL, NA Ealif=g
Human Plasma USA

4.2.1.1-7 TD-BR-18-002-VAL BioCryst Quialification of an Assay for the Quantitative Determination of BioCryst, Birmingham, AL, NA FTE &
Kallikrein Activity in Human Plasma USA

4.2.1.1-8 TD-BR-18-7353-011 BioCryst Assessment of Kallikrein Stability in Plasma Samples from BioCryst, Birmingham, AL, NA FTE & #
Hereditary Angioedema Patients Orally Dosed with BCX7353 USA

4.2.1.2 BIRHZEEH R

4.2.1.2-1 |BR-7353-003 BioCryst BCX7353: Evaluation of BCX7353 on Prothrombin Time in Human BioCryst, Birmingham, AL, NA ST &
and Animal Plasma USA

4.2.1.2-2 TD-BR-18-7353-010 BioCryst BCX7353: Evaluation of BCX7353 on ACTIVATED PARTIAL BioCryst, Birmingham, AL, NA Bl
Prothrombin Time in Human and Animal Plasma USA

4.2.1.3 REMEEHER

42131 |23 B | \curobehavioral Evaluation of BCX7353 Administered Orally in [ TR NA LM E F
Rats

4.2.1.3-2 124 B  Rcspiratory Evaluation of BCX7353 Administered Orally in Rats NA Ralib=t )

4.2.1.3-3 ’=125 I (£ \aluation of the Effects of BCX7353 on Cloned hERG Channels NA Bl s
Expressed in Human Embryonic Kidney (HEK293) Cells

42134 |35 I Cadiovascular Evaluation of BCX7353 Administered Orally in the NA 5T & 4
Cynomolgus Monkey

42135 [141030 0 [ ] Effect of BCX7353 on Action Potentials in Isolated Rabbit Cardiac NA 54 & 4
Purkinje Fibers

4.2.1.3-6 |150123 0 [ ] Effect of BCX7353 on lon Channels Expressed in Mammalian Cells NA ETE &

4.2.1.3-7 1502171 [ ] Effect of BCX7353 on Human Stem Cell-Derived Cardiomyocytes Bl

4.2.1.3-3  |[IB402 | ] GPCR Screen HEEH

4.2.1.3-9 [19071sH I (cifect of BCX7353 on Late Sodium Currents from Cloned hNav1.5 Bl
Channels Expressed in Human Embryonic Kidney Cells

4.2.1.3-10 [190719 I = foct of BCX7353 on Cloned Human Cardiac L type Calcium Bl
Channels (hCav1.2) Expressed in Chinese Hamster Ovary Cells

4.2.1.3-11 190720 0 I (cffoct of BCX7353 on Cloned hERG Potassium Channels Ealif=g ]
Expressed in Human Embryonic Kidney Cells

4.2.1.3-12 |1907211H I —fcct of BCX7353 on Cloned hNav1.5 Channels Expressed in Ealif=g
Human Embryonic Kidney Cells

4.2.1.3-13 |TD-DEV-20-7353-001 I (Simulation of Pro-arrhythmic Risk for BCX7353 Sl &

|
4.2.1.4 %ﬁ]—-‘r"ﬂ‘]%%*ﬁﬁfﬁﬁéisﬁ |
L | ____—
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4.2.2 EMEEHER
E L] 24 ML 5E fits 4 5E e e 8% BEEF (FEIEN-3EFEH
4221 SWERUVNY T3 VBES
4221-1 |(Ih4-BCX7353-01 I (HPLC/MS/MS Assay Validation for the Determination of BCX7353 ol NA FHEE
from Rat K3EDTA Plasma (5-2000 ng/mL) oy |
42212 |I4-BCX7353-02 I | °.C/VS/MS Assay Validation for the Determination of BCX7353 ) e NA ST E R
from Cynomolgus Monkey K3EDTAPIlasma (5 to 2000 ng/mL) [ ) |
42.2.1-3 |[I5-BCX7353-01 B - C/\ViS/MS Assay Validation for the Determination of BCX7353 [ A ! NA A= )
from Rat K3EDTAPlasma (1 to 1000 ng/mL) [ ]
42.21-4 |I5-BCX7353-03 I [P C/MS/MS Assay Validation for the Determination of BCX7353 | NA ST E R
from Rabbit K3EDTA Plasma (1 to 1000 ng/mL) [ o] |
42215 |lhe-BCX7353-01 I (-r.C/\VS/VS Assay Validation for the Determination of BCX7353 NA Al 3 et
from Mouse K3EDTAPIlasma (1 to 1000 ng/mL)
42216 |14 ] Full Validation of an HPLC-UV Assay for BCX7353 in Deionized NA 5T & 4
Water
4.2.2.1-7 -1440 I (\:idation of a High Performance Liquid Chromatographic Method NA STl &
for the Determination for BCX7353 in Dose Formulations
42218 |34 B |Partial Validation of an HPLC-UV Assay for BCX7353 in NA STEE
Physiological Salt Solution
4.2.2.2 iR
4.22.2-1 |TD-PKR-7353-15-001 I Pharmacokinetic Results for BCX7353 Rat Study; a Single NA Ealifce s
Intravenous Injection at 3.0 mg/kg Compared with a Single Oral
Gavage Dose at 30 mg/kg
4.2.2.2-2  |TD-PKR-7353-15-002 I | -h-macokinetic Results for BCX7353 Monkey Crossover Study; a NA FEE
Single Intravenous Injection at 2.5 mg/kg Compared with a Single
Oral Gavage Dose at 25 mg/kg
42223 |Ilos11 =Radiolabeled Mass Balance and QWBA of BCX7353 in Rats -0 NA FHEE H
4.222-4 |[oe12 Radiolabeled Mass Balance Study of [14C]BCX7353 in Monkeys [ NEREW NA Ralik=g )
42225 (969 I | Pharmacokinetics, Absorption, Distribution, Metabolism, and USA NA ST & H
[ ] Excretion after a Single Oral Administration of [14C]BCX7353 to
Rats
42226 |Ios9 I |~ osorption, Metabolism, and Excretion of [14C] BCX7353 | [EA NA &
] Following Oral Administration to Monkeys
4223 5%
42231 |IP1R2_Study 4 B [c/ood Partitioning of BCX7353 [ A | [ s~ NA ST 2
42232 | 1R2_Study 3 I (-'o5ma Protein Binding of BCX7353 -l | B s NA STAH & 4




1.12 FRHEHM—K BASHA—T7o N TavY
A2 THHTEIL150mg
=8 24 b 5E fit 4 E e e B BEEFE (FEEH - SFEH
4.2.2.4 i
42241 | 1R2_Study5 I | \/<tabolic Stability of BCX7353 in Hepatocytes [ ] | I S A NA Bl
42242 |50086 I | Conparative Characterization of BCX7353 Metabolites in Select B E | s NA BT &
Human Plasma Samples [ Y |
42243 |[s54113 I (/< tabolic Stability and Metabolite Characterization of BCX7353 in | A ! [ BN NA ik
Human Hepatocytes and Recombinant o] |
42244 (54130 B (- it'o UDP-Glucuronosyltransferase (UGT) Reaction | Nl N 00 A NA By s
Phenotyping
42245 (G711 I || dentification of Metabolites of BCX7353 in Selected Rat and | W W | [ [E NA FHEE A
[ Monkey Plasma, Urine and Feces Samples
42246 |[IBo49 I | Ccntification of BCX7353 Metabolites in Selected Human Urine [ ) ! [ ['EN NA FHEE
[ ] Samples after Oral Administration of BCX7353 [ o] |
42247 |IEo0617 I -2 uation of Test Articles for Carnitine and Glycine Conjugation in | [IEERCINEEEEEROE T s~ NA EaliR=g s
Primary Cultured Rat and Human Hepatocytes
4224-8 |po17 [ ] Metabolism of BCX7353 by Substrate Depletion in Pooled ol USA NA ST &
Cryopreserved Human Hepatocytes
42249 [lbo1s I Recombinant CYP Phenotyping (RCP) for BCX7353 BEE | s NA STEE R
42.2.4-10 |EEE166 B (5C<7353: A 14-Day Oral Study in Tg(HRAS) Wild-Type Mice ) ! [ BN NA ST &
A
4.2.2.5 HEiitt
L
4.2.2.6 RSB FHEVHEEER (FEEREKK)
4.2.2.6-1 1R2_Study 1 I [C P (C50 of BCX7353 s~ NA ST & 4
42.2.6-2 (I 1R2_Study 2 I | CYP Time Dependent Inhibition of BCX7353 [ ¥E NA ERlik=g e
4226-4 |53126 B (- \/itro evaluation of BCX7353 as an Inducer of Cytochrome P450 USA NA &
Expression in Cultured Human Hepatocytes
42265 |I58009 I © Vitro evaluation of BCX7353 as an Inhibitor and a Substrate of [ KETER NA EaliR=g s
Human P-gp, BCRP, OATP1B1, OATP1B3, OAT1, OAT3, OCT2,
MATEL and MATEZ2-K Transporters
42266 |IE78006 I | \/itro evaluation of BCX7353 as an Inhibitor of Human BSEP NA S E
Transporter
42267 |IE78099 I Vitro evaluation of BCX7353 as an Inhibitor of Human ABC and [ T apan NA SR E R
SLC Transporters (MRP2, OATP1B1, OATP1B3, OAT1, OATS3,
OCT2, OATP1A2, and OATP2B1)
42263 |IOCP1 I |- valuation of the potential for Time-Dependent Inhibition of CYP [ TUsA NA EmE A
P450 Enzymes in Human Liver Microsomes by BCX7353
(CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2D6, and CYP2E1L)
4.2.2.7 T DD IEMEN EEAER
L
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4.2.3 BHRER
=& 24 k1L 52 E A Al SE i hE ER BEEE FmEN SEER
4.2.3.1 EEHE5HEHEBR
L (REESEHEHRICEE
na)
4232 REHS BB
4232-1 (mEEL11 I |BCX7353: An Acute and 7-Day Oral Dose Range-Finding Toxicity |/ RO R 0 [ e NA R 5t
and Toxicokinetics Study in Rats
42322 |mmmL16 B [5CX7353: An Acute and 7-Day Oral Dose Range-Finding Toxicity | ERCHIFTEEEDOE T s~ NA HEmEH
and Toxicokinetics Study in Monkeys
42.32-3 |(EEE131 B  [5C<7353: A 4-Week Toxicity and Toxicokinetics Study in Rats with | I PO T UsA NA Bl
a 2-Week Recovery Period
42324 |(EEE132 B  [5C <7353 A 4-Week Toxicity and Toxicokinetics Study in Monkeys | [ ROTFIER0 [ BN NA 2Tl &
with a 2-Week Recovery Period
42325 (EEE144 B  (8CX7353: A 13-Week oral Toxicity and Toxicokinetics Study in NA Sl 2
Rats with a 6-Week Recovery Period
42.32-6 (EEE145 B [BCXx7353: A 13-Week oral Toxicity and Toxicokinetics Study in NA =g 2
Monkeys with a 6-Week Recovery Period
42327 |IE201 I |~ 26-\veck oral gavage toxicity study of BCX7353 by in the rat with NA Ealifg s
a 13-week recovery period
4232-8 |I201 B | Pccr Review of Liver and Bile Duct Sample from: A 26 Week Oral NA A=
Gavage toxicity Study of BCX7353 in the Rat Followed by a 13-
Week Recovery Period
42329 |E292 I /. 30 \veek study of BCX7353 by oral gavage in the Cynomolgus NA Bl 2
monkey with a 13-week recovery period
4232-10 (62 B |30 week repeat dose tox - monkey NA =g 2
4.2.3.3 Bi=EHHR
4.2.3.3.1 In VitroiRE&
423311 [AE02WJ] " T [5Cx7353: Bacterial Reverse Mutation Assay NA Tl & H
I
4.2.3.3.1-2 |AE02wJ 341 [ ] BCX7353: In Vitro Mammalian Chromosome Aberration Assay in NA Ealifg s
] Human Peripheral Blood Lymphocytes (HPBL)
223313 A5k | R D* : Bacterial Reverse Mutation Assay NA Bl
I
223314 AE54DL I | R C* : Bacterial Reverse Mutation Assay NA T4 & 4
I
423315 |[AE4DVEE 0 | [ ] A* : Bacterial Reverse Mutation Assay NA S-S
4.2.3.3.2 In VivoiRE§
423321 AW 25 T BCX7353: In Vivo Mammalian Erythrocyte Micronucleus Assay in NA Rk
N R
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4234 BPARMEER (FX2aFXFRTAVADFHEZEED)
4.2.3.4.1 REANARERHER
423411 |mmmie1 I (5C<7353: A 104 Week Oral Oncogenicity Study in Rats BB s NA T & R
Final report amendment No.1
4.23.41-2 |lBoos I |~ 26-week Carcinogenicity Study of BCX7353 by Oral Gavage in | [INRCINEEEROE| T s NA Rl
CByB6F1/Tg rasH2 Hemizygous Mice
4.2.342 EERIEHHESARERR
4.23.4.2-1 |[IBo03 I |~ 5-day and 28-day Dose Range Finding Study of BCX7353 by ol ] TS NA T &
Oral Gavage Administration in CByB6F1 Hybrid Mice
4.2.3.4.3 Z Db DEHER
EL
4.2.35 SREREFEHER
42351 ZMERVERETONPEREICET 5B
4.23.5.1-1 |E156 _ BCX7353: A Study of Fertility and Early Embryonic Development to NA 214l &
Implantation in Rats
42352 - e RELEICET KR
4.2.352-1 642 I /. Dose Range-Finding Embryo-fetal Development Study of NA 54 & A
BCX7353 by Oral Gavage in Rats
423522 643 I . Dosc Range-Finding Embryo-fetal Development Study of NA S E ¥
BCX7353 by Oral Gavage in Rabbits
4.2.3.5.2-3 |-)644 _ An Embryo-fetal Development Study of BCX7353 by Oral Gavage NA 214l &
in Rats
4.235.2-4 (o645 I (An Dose-Range Finding Embryo-fetal Development Study of NA Ealifg s
BCX7353 by Oral Gavage in Rabbits
423525 |lbs1s I [ =mbryo-fetal Development Study of BCX7353 by Oral Gavage NA ST 4 & #
in Rabbits
42353 HARIRUHERORER VICBAFEDOHKEICEET HHEBR
423531 157 B  [5Cx<7353: A Toxicity Study to Evaluate Pre and Postnatal 0 0 USA NA T &
Development Including Maternal Function in Rats
4.2.3.7.7 Z Db DEABR
423771 288 I [\ cutral Red Uptake Phototoxicity Assay of BCX7353 in BALB/c 3T3 0 0 [ [N NA SHEE ¥
Mouse Fibroblasts
4.3 BEXH
Antzelevitch, C.,L.Belardinelli, A. C. Zygmunt, A. Burashnikov, J. M. D. Diego, J. M. Fish, J. M. Cordeiro and G.Thomas (2004).” Electrophysiological Effects of Ranolazine, a Novel Antianginal Agent With Antiarrhythmic
4.3-01 o : ; 110-
Properties” Am Heart J Circulation 2004;110;904-910
4.3-02 |Bork K, Meng G, Staubach P, Hardt J. Hereditary angioedema: New findings concerning symptoms, affected organs, and course. Am J Med. 2006;119:267-74.
4.3-03 Chang, K. C., S. Dutta, G. R. Mirams, K. A. Beattie, J. Sheng, P. N. Tran, M. Wu, W. W. Wu, T. Colatsky, D. G. Strauss and Z. Li (2017). "Uncertainty Quantification Reveals the Importance of Data Variability and
"~ Experimental Design Considerations for in Silico Proarrhythmia Risk Assessment." Front Physiol 8: 917.
4.3-04 |Cicardi M, Johnston DT. Hereditary and acquired complement component 1 esterase inhibitor deficiency: A review for the hematologist. Acta Haematol. 2012b;127:208-20.
4.3-05 |Cicardi, M. and B. L. Zuraw (2018). "Angioedema Due to Bradykinin Dysregulation." J Allergy Clin Immunol Pract 6 (4): 1132-1141.
4.3-06 Colatsky, T., B. Fermini, G. Gintant, J. B. Pierson, P. Sager, Y. Sekino, D. G. Strauss and N. Stockbridge (2016). "The Comprehensive in Vitro Proarrhythmia Assay (CiPA) initiative - Update on progress." J Pharmacol
"~ Toxicol Methods 81: 15-20.
4.3-07 |Cugno M, Hack CE, de Boer JP, Eerenberg AJ, Agostoni A, Cicardi M. Generation of plasmin during acute attacks of hereditary angioedema. J Lab Clin Med. 1993;121:38-43.
4.3-08 |Cugno M, Nussberger J, Cicardi M, Agostoni A. Bradykinin and the pathophysiology of angioedema. Int Imnmunopharmacol. 2003;3:311-7.
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4.3-09 Dutta, S., K. C. Chang, K. A. Beattie, J. Sheng, P. N. Tran, W. W. Wu, M. Wu, D. G. Strauss, T. Colatsky and Z. Li (2017). "Optimization of an In silico Cardiac Cell Model for Proarrhythmia Risk Assessment." Front Physiol
~ 8: 616.
43-10 Eichenbaum, G., S. Damsch, A. Looszova, J. Vandenberghe, K. Van den Bulck, K. Roels, A. Megens, E. Knight, V. Hillsamer, B. Feyen, M. F. Kelley, A. Tonelli and L. Lammens (2011). "Impact of gavage dosing procedure
’ and gastric content on adverse respiratory effects and mortality in rat toxicity studies." J Appl Toxicol 31(4): 342-354.
FDA. (2019, 18 September 2019). "Recommended voltage protocols to study drug-cardiac ion channel interactions using recombinant cell lines." Retrieved 10 June 2020, 2020, from
4.3-11 , .
https://www.fda.gov/media/131157/download.
4.3-12 |Giknis, M. L. A. C., C.B. (2011). Neoplastic and Non-neoplastic Lesions in the Charles River Wistar Hannover [Crl:WI(Han)] Rat. Charles River, Charles River: 61.
4.3-13 |Hailey, J. R., J. B. Nold, R. H. Brown, J. M. Cullen, J. C. Holder, H. L. Jordan, D. Ennulat and R. T. Miller (2014). "Biliary proliferative lesions in the Sprague-Dawley rat: adverse/non-adverse." Toxicol Pathol 42(5): 844-854.
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