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INDICATIONS AND USAGE

Rebinyn®, Coagulation Factor IX (Recombinant), GlycoPEGylated, is a recombinant DNA
derived coagulation Factor IX concentrate indicated for use in adults and children with
hemophilia B for on demand treatment and control of bleeding episodes and perioperative
management of bleeding.

Limitations of Use: Rebinyn® is not indicated for routine prophylaxis or for immune tolerance
induction in patients with hemophilia B.

Please see additional Important Safety Information throughout.

Please see accompanying Prescribing Information.
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In a phase 3 study of adults with <2% factor levels, a single dose of
Rebinyn® 40 IU/kg was shown to

Elevate factor levels above baseline levels'?

achieved after an infusion'® sustained after 7 days’?

n=6

“Based on pharmacokinetic (PK) assessment of a single dose of Rebinyn® 40 1U/kg in 6 adults (mean FIX activity 16.8%),
3 adolescents (mean FIX activity 14.6%), 13 children aged 7-12 (mean FIX activity 10.9%), and 12 children aged 0-6

(mean FIX activity 8.4%) upon enrollment in the phase 3 trials using 1-stage assay and product-specific standard.
All values are geometric mean.

®Based upon a 2.34% increase in factor levels per IU/kg infused in adults.

[ Rebinyn® achieved an 83-hour mean half-life in adults"» j

IMPORTANT SAFETY INFORMATION
Contraindications

® Rebinyn® is contraindicated in patients with a known hypersensitivity to Rebinyn®
or its components, including hamster proteins.

Warnings and Precautions
e Hypersensitivity reactions, including anaphylaxis, may occur. Signs may include

angioedema, chest tightness, difficulty breathing, wheezing, urticaria, and itching.

Discontinue Rebinyn® if allergic or anaphylactic-type reactions occur and initiate
appropriate treatment.

Please see additional Important Safety Information throughout.
Please see accompanying Prescribing Information.

In paradigm™ 2 and paradigm™ 5, a single dose of Rebinyn® 40 IU/kg
was shown to elevate factor levels above baseline in pediatric patients’<

In children : In children : In adolescents
aged <6 years : aged 7-12 years aged 13-17 years

achieved after achieved after achieved after
an infusion'< : an infusion'< : an infusion'f
sustained sustained sustained
after 7 days'< : after 7 days'< : after 7 days'<
n=12 n=13 n=3

Based on PK assessment of a single dose of Rebinyn® 40 1U/kg in 3 adolescents (mean FIX activity 14.6%), 13 children aged
7-12 (mean FIX activity 10.9%), and 12 children aged 0-6 (mean FIX activity 8.4%) upon enroliment in the phase 3 trials
using 1-stage assay and product-specific standard. All values are geometric mean.’

9Based upon a 1.51% increase in factor levels per U/kg infused in children aged <6.
Based upon a 1.59% increase in factor levels per IU/kg infused in children aged 7-12.
"Based upon a 1.96% increase in factor levels per IU/kg infused in adolescents aged 13-17."

i 1 ]
Emili, whose son, Xander, lives with hemophilia B and takes Rebinyn®.
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In a phase 1 study, compared to BeneFIX, Rebinyn® was shown to??

. Increase FIX activity Prolong time in the body Keep FIX activity higher

* Rebinyn®: 1.31%" ¢ Rebinyn®: 93 hours ¢ Rebinyn®: 72¢

o BeneFIX: 0.68%°  : eBeneFIX:19hours @ e BeneFIX: 7¢
oPer IU/kg. (U x h/mL).

e Rebinyn® is not approved for routine prophylaxis.
e Animals given repeat doses of Rebinyn® showed accumulation of PEG in the choroid
plexus. The potential clinical implications of these animal findings are unknown.

Rebinyn® achieved and maintained higher factor activity??
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[In this study, the estimated time to 1% with Rebinyn® was 22.5 daySZ'Cj

?Based upon a phase 1 study of patients administered 1 of 3 doses of Rebinyn® (25, 50, or 100 1U/kg) compared with

one 50 IU/kg dose of their prior SHL recombinant FIX (rFIX) (n=7) or plasma-derived FIX (pdFIX) (n=8) using a 1-stage assay
and product-specific standard. For Rebinyn®, estimated mean activity is adjusted to a dose of 50 IU/kg. Differences were
similar in comparison of Rebinyn® to pdFIX (recovery 1.3 vs 1.1 IU/dL per IU/kg, 1.2x; half-life 93 vs 18 hours, 5.2; area
under the curve [AUC] 70 vs 9 U x h/mL, 8x).2

Please see additional Important Safety Information throughout.
Please see accompanying Prescribing Information.

A single 80 1U/kg dose of Rebinyn®, followed by two 40 IU/kg doses, was predicted
to maintain target FIX levels for a 2-week postoperative period using PK simulations®

Rebinyn® achieved and maintained higher factor activity?

Rebinyn®: 80 IU/kg

200 7

Rebinyn®: 40 1U/kg

inyne:
Postoperative Rebinyn®: 40 1U/kg

Postoperative
150 —

Dashed line=mean
predicted FIX activity.
Shaded regions=
95% confidence
intervals for

FIX activity.

100 —

WFH Target FIX
>40% for 3 days
— >30% for 3 days
>20% until Day 14

50

Plasma Activity (U/dL or 1U/dL)

WFH=World Federation
of Hemophilia.

Time (days)

Rebinyn®: 80 IU/kg, followed by 40 1U/kg x 2 every 5 days
rFIX: 150 1U/kg, followed by 40 1U/kg x 6 at 12 hours, 40 1U/kg x 10 every day
mmmmm  pdFIX: 110 1U/kg, followed by 40 1U/kg x 6 at 12 hours, 40 1U/kg x 10 every day

3 doses of Rebinyn®
vs 17 doses of BeneFIX or pdFIX were required
to maintain the same WFH target FIX activity level®

Scan here to
view additional
modeling data

IMPORTANT SAFETY INFORMATION (cont’'d)

Warnings and Precautions (cont’d)

¢ Development of neutralizing antibodies (inhibitors) to Factor IX may occur.
Monitor patients for development of factor IX inhibitors if bleeding is not
controlled with the recommended dose of Rebinyn® or if expected Factor IX
activity plasma levels are not attained. Factor IX activity assay results may vary
with the type of activated partial thromboplastin time reagent used.
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In a phase 1 study, Rebinyn® was shown to*®

Keep FIX activity higher : Increase FIX activity : Maintain FIX levels at 7 days
¢ Rebinyn®: 96.6° ¢ Rebinyn®: 1.7%° ¢ Rebinyn®: 19%
e Alprolix: 22.0° : e Alprolix: 0.8%¢ e Alprolix: 3%

P<0.001 P<0.001 P<0.001

*Based upon a phase 1 study of 15 patients administered a single dose of Rebinyn® 50 IU/kg compared with a single dose
of Alprolix 50 1U/kg using both 1-stage (shown above) and chromogenic assays. The standard Alprolix dose of 50 IU/kg
was administered for both products to allow for comparison of dose-dependent parameters; dose normalized to 50 IU/kg
to reflect minor differences in dose administered. Geometric mean half-life was also prolonged (Rebinyn: 103.2 hours,
Alprolix: 84.9 hours). All comparisons were significant (P<0.001) for both assays.*

°lU x h/mL.

Per 1U/kg.

Comparison of Rebinyn® and Alprolix

Rebinyn® achieved and maintained higher factor activity*®
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¢ The clinical relevance of these PK differences is unknown
® Rebinyn® is not approved for routine prophylaxis

[ The half-life of Rebinyn® was 103 hours vs 85 hours for Alprolix.* ]

Please see additional Important Safety Information throughout.
Please see accompanying Prescribing Information.

A single 80 IU/kg dose of Rebinyn®, followed by two 40 IU/kg doses, was predicted
to maintain target FIX levels for a 2-week postoperative period using PK simulations®

Rebinyn® achieved and maintained higher factor activity®
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Rebinyn®: 80 1U/kg, followed by 40 IU/kg x 2 at days 6 and 12
mmmn  FIXFC: 80 1U/Kg, followed by 50 IU/kg x 8 at 6, 30, 54, 78, 126, 174, 222, 270 hours

3 doses of Rebinyn®
vs 9 doses of Alprolix were required to maintain
the same WFH target FIX activity level®

Scan here to

view additional

IMPORTANT SAFETY INFORMATION (cont’'d) modeling data

Warnings and Precautions (cont’d)

* The use of Factor IX-containing products has been associated with thrombotic
complications. Monitor for thrombotic and consumptive coagulopathy when
administering Rebinyn® to patients with liver disease, post-operatively, to newborn
infants, or to patients at risk of thrombosis or disseminated intravascular
coagulation (DIC).

e Nephrotic syndrome has been reported following immune tolerance induction
therapy with Factor IX products in hemophilia B patients with Factor IX inhibitors,
often with a history of allergic reactions to factor IX. The safety and efficacy of
using Rebinyn® for immune tolerance induction have not been established.
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Estimated number of doses and amount of FIX per episode3*

Mild to

moderate bleed Total
Total Dosage

Infusions (1U/kg)

Rebinyn® (40 1 40 *A single dose should be enough for minor and
rFIX 70 40 2 110 moderate bleeds. Your doctor may recommend
odFIX 55 40 2 95 additional doses of 40 IU/kg.?
®Based on a PK modeling to WFH guidelines.
Simulated results based on phase 1 PK studies
Severe bleed Total :
Total Doostaage of Rebinyn® (n=30), rFIX (n=7), pdFIX (n=8), and
Days 0 02505 1 12515 2 22525 QNONGIEE(VIT)] rFIXFc (n=15).3
Rebinyn® (80 1 80 “Based on a PK modeling to WFH guidelines.
rrix @ o @ o @ m 6 350 Slmu\af(ed results based on a phase 1 PK study
of Rebinyn (n=15).>
pdFIX 110 40 40 40 40 40 6 310
rFIXFc 80 50 50 50 4 230
Life-threatening bleeds Total

Total Dosage
Days 0 025125225 3 325525 6 7.251025 13 13251625 18 1925 QINASENCE(IIT)

Rebinyn® 80 40 40 40 40 5 240
rFIXFc 110 90 90 90 80 80 80 80 80 80 80 11 940

Surgery Total
Total Dosage

0 02505 1 12515 2 22525 L z £ . 1 11.25 12 Infusions (1U/kg)

Rebinyn® (80 40 40 3 160

rFIX 150 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 17 790
pdFIX 110 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 17 750
Rebinyn® (80 40 40 3 160
rFIXFc 80 50 50 50 50 50 50 50 50 9 480

Intracranial hemorrhage

Total

Days 0 05 1 15 2 25 3 35 4 4 i . Infusions (IU/kg)

Rebinyn® 80 40 40 40 40 5
rFIX 140 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 28
pdFIX 100 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 50 28

IMPORTANT SAFETY INFORMATION (cont’'d)

Adverse Reactions

e The most common adverse reactions reported in clinical trials (>1%) were itching
and injection site reactions.

Please see additional Important Safety Information throughout.
Please see accompanying Prescribing Information.

(3.
=

In a phase 3 study in previously treated adolescents and adults®

¢ Half of the patients treated on-demand were able to resolve all bleeds with a single
dose of Rebinyn®

e Of the remaining patients, those previously treated with multiple high doses® saw a
significant decrease in FIX use with Rebinyn®

Patients previously treated with multiple SHL doses needed up to 80% less FIX¢

with Rebinyn®®
160 60%
64 less

160
58%

711 Iess

243
-l 80%
475 < less

IU/kg with previous FIX
IU/kg with Rebinyn®

dn a phase 3 study, the efficacy of Rebinyn® in adults/adolescents was evaluated. The on-demand arm included 15 patients;

1 patient had no bleeds; the other 14 patients received Rebinyn® 40 IU/kg for the treatment of bleeds. Patients received
on-demand treatment for 28 weeks. Seven patients controlled all bleeds (62 bleeds) with a single 40 1U/kg dose of Rebinyn®.
The remaining 7 patients (81 bleeds) required >2 doses to control at least 1 of their bleeds. Of those 7, 4 patients who were
previously treated with multiple high doses (2-3 doses of 60 [U/kg or 83 1U/kg) were able to control 71% of their bleeds with
a single dose and used 58%-80% less FIX while using Rebinyn® 40 IU/kg.®

IMPORTANT SAFETY INFORMATION (cont’d)

Adverse Reactions (cont’d)

e Animals administered repeat doses of Rebinyn® showed accumulation of PEG in
the choroid plexus. The potential clinical implications of these animal findings
are unknown.
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: rated their bleed control rated their bleed control
1-2 infusions'’ . as successful (defined as : as successful (defined as

bleeds treated with

n=143 bleeding episodes? excellent or good)'?

n=142 bleeding episodes

excellent or good)’
n=42 bleeding episodes

“Results shown are from the on-demand arm of the
adolescent/adult trial, in which 15 previously treated
adolescent/adult subjects were treated for on-demand
bleeds. In 14 subjects, there were a total of 143
bleeding episodes. In 1 subject, no bleeding episode
data were recorded.

®Results shown are based on a bleed assessment by
either the patient (for home treatment) or the study
investigator (for treatment under medical supervision).
Bleeds were assessed using a 4-point scale of excellent,
good, moderate, or poor.

Abdiel, lives W th hemophilia B and takes Rebinyn®
N

IMPORTANT SAFETY INFORMATION (cont’'d)

Contraindications

® Rebinyn® is contraindicated in patients with a known hypersensitivity to Rebinyn® or its
components, including hamster proteins.

Warnings and Precautions

Hypersensitivity reactions, including anaphylaxis, may occur. Signs may include
angioedema, chest tightness, diffi culty breathing, wheezing, urticaria, and itching.
Discontinue Rebinyn® if allergic or anaphylactic-type reactions occur and initiate
appropriate treatment.

Please see additional Important Safety Information throughout.
Please see accompanying Prescribing Information.

1

In all major surgeries studied'<

preoperative dose' intraoperative success rate'

‘Results shown are from the surgery trial, which included 13 previously treated adolescent and adult subjects. On the day of their
respective surgeries, patients received 1 infusion of Rebinyn® 80 IU/kg. Postoperatively, subjects received infusions of Rebinyn®
40 1U/kg at the investigator’s discretion for up to 3 weeks after surgery. Across 13 surgical procedures (9 major)—which included
9 orthopedic, 1 gastrointestinal, and 3 oral cavity procedures—the hemostatic effect during surgery was evaluated on a 4-point
scale of excellent, good, moderate, or poor. Treatment success was defined as excellent or good hemostasis.!

FIX activity sustained up to 48 hours postsurgery'#¢
1 e e e Gl
120
90

60 —

FIX Activity (%)

30

Time (hours)

dn the surgery study, mean FIX activity following an initial preoperative Rebinyn® 80 IU/kg in 13 procedures was assessed
by 1-stage assay with product-specific standard. At 8 and 24 hours, 1 subject who had no FIX activity measurement
obtained was excluded. At 48 hours, 2 subjects who had no FIX activity measurement obtained were excluded and

4 subjects re-dosed prior to the second day after surgery for whom FIX activity at 24 hours were 84%, 112%, 131%, and
134%. The FIX activity at 48 hours reflects a measurement on the second day after surgery (range 47-57 hours).!

°Range shaded represents the normal population FIX activity range of 50% to 150%.°
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In clinical trials, 115 previously treated male patients were given Rebinyn® for

8801 exposure days'

Adverse reactions include hypersensitivity (1%),
itching (3%), and injection-site reactions (4%)"®
Formation of inhibitors and thrombotic
complications have been associated with FIX
treatment. Monitor patients for the development of
inhibitors and signs of thrombosis’

Inhibitors and
thrombotic events’ 702

?ldentified in 115 previously treated patients who were treated with Rebinyn® in clinical studies. A previously treated
patient was defined as a subject with a history of at least 150 exposure days to other FIX products (adolescent/adult
subjects) or 50 exposure days to other FIX products (pediatric subjects) and no history of inhibitors. There were a total of
8801 exposure days, equivalent to 170 patient-years. A total of 40 patients (35%) were treated for more than 2 years.'

PEGylation® is a technology used to extend half-life'

Selective Attachment : Prolonged Circulation : Activated FIX Release

Site-directed

glycoPEGylation

* &+ °
Active FIX \
PEG selectively attaches to : GlycoPEGylation keeps Rebinyn® Rebinyn® releases rFIX
the FIX activation peptide by * in the bloodstream for longer, where * similar to native human FIX
site-directed glycoPEGylation ‘it needs to be to stop bleeding™ ¢ once activated'

°PEG=polyethylene glycol.

IMPORTANT SAFETY INFORMATION (cont’'d)

Warnings and Precautions
Adverse Reactions

* The most common adverse reactions reported in clinical trials (>1%) were itching and

injection site reactions.

e Animals administered repeat doses of Rebinyn® showed accumulation of PEG in the
choroid plexus. The potential clinical implications of these animal findings are unknown.

Please see additional Important Safety Information throughout.
Please see accompanying Prescribing Information.

13

Unlike other FIX products, there is no need to calculate desired FIX activity levels
when determining the appropriate dose’'*"

The recommended dose for all patients is

for minor or moderate bleeds'<

¢ 80 IU/kg for major bleeds*

A single dose should be sufficient
for minor and moderate bleeds.
Additional doses of 40 IU/kg can
be given.'

Rebinyn® can be infused in 1-4 minutes’
With MixPro®, preparing a dose of Rebinyn® is as quick as

ATTACH'¢

Prefilled diluent syringe contains 4 mL of
diluent—works with any dose strength

TWIST"d

Adapter connects the syringe and vial,
with a 25-pm inline particle filter

MIX'd

After mixing the reconstituted
solution can be administered

dFor complete instructions on reconstitution and administration,
please refer to the Instructions for Use. rebiy
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Scan each code below using the camera on your smartphone for more information

Reconstitution : Trial Program : Patient Assistance : HCP Assistance
Video : : Programs :  and Support

Attach N N N
Twvist N N N
Mix N N .
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Please see additional Important Safety Information throughout.
Please see accompanying Prescribing Information.

Scan this code using the camera on your
smartphone to find a local representative
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TAKE CONTROLTO A

HIGH LEVEL

Greater coverage with the highest activity for the longest time242

High factor activity : Improved PK profile compared with BeneFIX and Alprolix**
sustained after longer half-life compared greater AUC compared

7 days with a single : with BeneFIX3¢ with Alprolix“«
40 1U/kg dose'? : P<0.001 P<0.001

aCompared with BeneFIX and Alprolix.2*

®Based upon a single initial dose of Rebinyn® 40 1U/kg in a subset of 6 adults upon enrollment in the phase 3 trials. Mean FIX activity was
16.8% (1-stage assay with product-specific standard), incremental recovery was 2.34 IU/dL per IU/kg, and half-life was 83 hours.!

Phase 1 study of 15 adults administered single doses of Rebinyn® (25, 50, and 100 1U/kg) and prior product (50 IU/kg). Comparison of
incremental recovery (Rebinyn® vs SHL rFIX: 1.31 vs 0.68 IU/dL per IU/kg), half-life (93 vs 19 hours), and AUC (72 vs 7 [U x h/mL]) are for
7 patients using 1-stage assay and product-specific standard. All comparisons were significant (P<0.001). Estimated mean activity for
Rebinyn® was adjusted to a dose of 50 IU/kg to allow for comparison of dose-dependent parameters.?

d9Based upon a phase 1 study of 15 patients administered a single dose of Rebinyn® 50 IU/kg compared with a single dose of Alprolix
50 IU/kg using both 1-stage and chromogenic assays. The standard Alprolix dose of 50 IU/kg was administered for both products to
allow for comparison of dose-dependent parameters; dose-normalized to 50 IU/kg to reflect minor differences in doses administered.
Comparisons were significant (P<0.001) for both assays; 1-stage results for Rebinyn® vs Alprolix included AUC (96.6 vs 22.0 IU x h/mL),
incremental recovery (1.7% vs 0.8% per IU/kg), and FIX at 7 days (19% vs 3%).4

® Rebinyn® is not approved for routine prophylaxis

* Animals given repeat doses of Rebinyn® showed accumulation of PEG in the choroid plexus.
The potential clinical implications of these animal findings are unknown

INDICATIONS AND USAGE

Rebinyn®, Coagulation Factor IX (Recombinant), GlycoPEGylated, is a recombinant DNA
derived coagulation Factor IX concentrate indicated for use in adults and children with
hemophilia B for on demand treatment and control of bleeding episodes and perioperative
management of bleeding.

Limitations of Use: Rebinyn® is not indicated for routine prophylaxis or for immune tolerance
induction in patients with hemophilia B.

Please see additional Important Safety Information.
Please see accompanying Prescribing Information.

. Novo Nordisk Inc., 800 Scudders Mill Road, Plainsboro, New Jersey 08536 U.S.A. =
Rebinyn® and MixPro® are registered trademarks of Novo Nordisk Health Care AG. re ' r
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