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Direct PK comparison of

JIVI° vs. ADYNOVAT!

A randomized, crossover study in adult patients
with severe hemophilia A

INDICATION
» JIVI ®is a recombinant DNA-derived, Factor VIIl concentrate indicated for use in previously treated adults and pediatric patients
7 years of age and older with hemophilia A (congenital Factor VIl deficiency) for:
e On-demand treatment and control of bleeding episodes.
e Perioperative management of bleeding.
¢ Routine prophylaxis to reduce the frequency of bleeding episodes.
» Limitations of use
JIVI is not indicated for use in:
e Children <7 years of age due to a greater risk for hypersensitivity reactions and/or loss of efficacy.
e Previously untreated patients (PUPs).
e Treatment of von Willebrand disease.

SELECTED IMPORTANT SAFETY INFORMATION
» JIVlis contraindicated in patients who have a history of hypersensitivity reactions to the active substance, ﬂ- -
polyethylene glycol (PEG), mouse or hamster proteins, or other constituents of the product. ' Vl

Please see full Indications and Important Safety Information throughout. For additional ﬂﬂ[lhﬂmﬂ[]hlllﬂ lﬂﬂ[ﬂ[
important risk and use information, please see the full Prescribing Information for Jivi. ([Eﬂﬂmhﬂlﬂﬂn P[EV|H[E[I-H[IE|


https://labeling.bayerhealthcare.com/html/products/pi/Jivi_PI.pdf

Dosing with Jivi® for routine prophylaxis @
Jivi® dosing frequency can be adjusted based on bleeding episodes =

For patients =12 years

Recommended starting regimen for Jivi is twice weekly
(30-40 IU/kg) for all prophylaxis patients.™

Start simply TWICE WEEKLY

Based on bleeding episodes, less frequent dosing of

EVERY 5 DAYS Jivi every 5 days (45-60 IU/kg) can be used.™

From there, you have the flexibility to adjust your patient’s
: : UP OR .
Fine-tune regimen T DOWN dosing frequency up or down as needed, based on
bleeding episodes.!

*100% of patients in the every-5-days and twice-weekly dosing arms remained on the same dosing regimen for the duration of the main study.’

Learn about dosing information for patients 7 to <12 years of age at www.jivihcp.com or refer to the full Prescribing Information.

SELECTED IMPORTANT SAFETY INFORMATION

» Hypersensitivity reactions, including severe allergic reactions, have occurred with JIVI. Monitor patients for
hypersensitivity symptoms. Early signs of hypersensitivity reactions, which can progress to anaphylaxis, may
include chest or throat tightness, dizziness, mild hypotension and nausea. If hypersensitivity reactions occur, l . =
immediately discontinue administration and initiate appropriate treatment. J’ VI

Please see full Indications and Important Safety Information throughout. For additional ﬂﬂ[lhﬂﬂl[l[]hlhﬂ o
important risk and use information, please see the full Prescribing Information for Jivi. (IHIII]HII]IHHHI) F[Ey|ﬂ[ﬂd-ﬂllﬂ|


https://labeling.bayerhealthcare.com/html/products/pi/Jivi_PI.pdf
http://www.jivihcp.com
https://labeling.bayerhealthcare.com/html/products/pi/Jivi_PI.pdf

PK parameters of Jivi® in patients =12 years of age from the @
PROTECT VIl trial (arithmetic mean+SD)’ ;

* Measured following a single dose (25 IU/kg and 60 1U/kg)’

Chromogenic assay One-stage assay

—— s I BT e
AUC (IU*h/dL) 1640+550 4060+1420 1640+660 4150+1060

C,.. (IU/dL) 64.2+9.2 16730 69.4:11.3 213271

t, (h) 18.6+4.6 17.9+4.0 21.4+131 17.4+3.8

MRT,, (h) 26.7+6.6 25.8+5.9 29.0+14.0 24.5+5.4

V. (mL/kg) 42.8+5.0 39.4+6.3 44.7+£5.4 36.0+6.5

CL (mL/h) 142+33 121+53 146+44 11441

CL (mL/h/kg) 1.68+0.39 1.63+0.52 1.74+£0.54 1.52+0.38

Recovery

[1U/dL)Y/(1U/kg)] 2.13+0.47 2.53+0.43" 2.21+0.55 3.25+0.841

PK, pharmacokinetic; SD, standard deviation; AUC, area under the curve; Cmax, maximum drug concentration in plasma after single dose; (1 terminal half-life;
MRT,,, mean residence time after an IV administration; VSS, apparent volume distribution at steady-state; CL, clearance.

*Combined data from phase 1 and phase 2/3 studies.

TRecovery value could not be calculated for one subject.

SELECTED IMPORTANT SAFETY INFORMATION
» JIVI may contain trace amounts of mouse and hamster proteins. Patients treated with this product
may develop hypersensitivity to these non-human mammalian proteins.

» Hypersensitivity reactions may also be related to antibodies against polyethylene glycol (PEG). ﬁ’ V’ ’
Please see full Indications and Important Safety Information throughout. For additional ﬂﬂ[lhﬂﬂl[l[]hlhﬂ o
important risk and use information, please see the full Prescribing Information for Jivi. (IHIII]HII]IHHHI) F[Ey|ﬂ[ﬂd-ﬂllﬂ|


https://labeling.bayerhealthcare.com/html/products/pi/Jivi_PI.pdf

Crossover study examining PK characteristics of Jivi~ and (2
Adynovate’ (N=18)*
The small size of the patient cohort could be a potential limitation of this study.2

The PK profiles of Jivi® and Adynovate® were compared in a randomized, open-label, single-dose, crossover study with a washout period between doses.

Study * Previously treated male patients aged 18-65 years with severe hemophilia A (FVIIl <1 1U/dL)
description previously treated with any FVIII product for =150 exposure days.

e Primary endpoint: AUC, " based on one-stage clotting assay.
last!

In the preplanned analysis, the 50 1U/kg doses administered in this study were calculated based on the 1000 IU nominal potencies on the vial labels for the 2 products.

n=9

Jvi® 50 IU/kg >7-day Jvi® 50 IU/kg
. washout followed
Randomization by treatment
= J crossover
Pre-study wash-out period >3 days WSSl Adynovate® 50 IUkg Adynovate® 50 IU/kg

for SHL products >5 days for EHL
FVIII products.

PK samples were collected predose, and at 11 time points: 0.25, 0.5, 1, 3, 6, 8, 24, 48, 72, 96, and 120 hours after infusion.
assessment

PK, pharmacokinetic; AUC(M
*Adapted from Solms et al.
TArea under the curve is the total amount of a drug that reaches the bloodstream, measured by plasma concentration, over time.?

.. area under the curve (from time 0 to last data point).

SELECTED IMPORTANT SAFETY INFORMATION

» Neutralizing antibody (inhibitor) formation has occurred following administration of JIVI. Carefully monitor
patients for development of Factor VIII inhibitors, using appropriate clinical observations and laboratory
tests. If expected plasma Factor VIII activity levels are not attained or if bleeding is not controlled as / - 5
expected with administered dose, suspect the presence of an inhibitor (neutralizing antibody). J’VI

Please see full Indications and Important Safety Information throughout. For additional ﬂﬂ[lhﬂm[l[]hlhﬂ o
important risk and use information, please see the full Prescribing Information for Jivi. (IEIII]HII]IHHHI) F[Eyh[ﬂd-ﬂllﬂ



https://labeling.bayerhealthcare.com/html/products/pi/Jivi_PI.pdf

Potency-adjusted PK analyses of Jivi’ and Adynovate™ 2

The preplanned analysis was followed by a post hoc analysis

e In the preplanned analysis, the 50 IU/kg doses administered in this study were calculated
based on the 1000 IU nominal potencies provided on the vial labels of the 2 products

e In this study, the actual potencies were 1030 [U/vial for Jivi® and 1141 1U/vial for
Adynovate®. This resulted in actual administered doses which were approximately:

o 3% higher than the planned 50 IU/kg dose for Jivi®
° 14.1% higher than the planned 50 IU/kg dose for Adynovate®

e A subsequent post hoc analysis of PK parameters was conducted using the actual
potencies of the 2 products being compared

*Adapted from Solms et al.

SELECTED IMPORTANT SAFETY INFORMATION

» Animmune response associated with IgM anti-PEG antibodies, manifested as symptoms of acute
hypersensitivity and/or loss of drug effect, has occurred with JIVI administration. In the clinical trials,
the IgM anti-PEG antibodies disappeared within 4-6 weeks. No immunoglobulin class switching from
IgM to IgG has been observed.

» A low post-infusion Factor VI level, in absence of detectable Factor VIl inhibitors, may be due to

loss of treatment effect related to high titers of anti-PEG IgM antibodies. In these cases, discontinue f T
JIVI and switch patients to a different anti-hemophilic product. J’V’

Please see full Indications and Important Safety Information throughout. For additional ﬂll[lhﬂlll[l[]hlhﬂ it
important risk and use information, please see the full Prescribing Information for Jivi. (IHEIJHII]IHHHU P[Hyh[ﬂﬂ-ﬂllﬂ
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Comparative PK results for Jivi® vs Adynovate™ @

Based on nominal Potency-adjusted PK Results (N=18)
potencies of the 2 In the post-hoc analyses, PK results were based on
products per vial labels the actual potencies in the vials of the 2 products
MEAN MEAN
MEAN AUC ., MEAN AUC,,.2f CLEARANCE* TERMINAL
(N=18) HALF-LIFE?

17 Il Adynovate® [l Jivi®
16 hours
hours

2311
1Ush/dL

2150
1U-h/dL

Mean ratiol (90% Cl): Mean ratiol (95% Cl): Mean ratioll (95% Cl): Mean ratioll (95% Cl):
1.07 (0.99-1.16) 1.22 (1.11-1.33) 0.82 (0.75-0.90) 1.06 (1.02-1.11)

PK, pharmacokinetic; AUC@"\SSW area under the curve (from 0 to last data point); AUC
*Half-life and Cl are not weight-dependent parameters, so they are not normalized.
Area under the curve is the total amount of a drug that reaches the bloodstream, measured by plasma concentration over time.®
*Clearance is the rate by which a drug is eliminated from the body.
SHalf-life is the time it takes for the amount of a drug in the blood to decrease by one half.?
IGeometric least squares.?

dose-normalized area under the curve; Cl, confidence interval.

norm’

SELECTED IMPORTANT SAFETY INFORMATION
» A reduced recovery of Factor VIII after start of JIVI treatment may be due to transient low titers of
anti-PEG IgM antibodies. In these cases, increase the dose of JIVI until recovery of Factor VIII returns

to expected levels. /Ji V’ w

Please see full Indications and Important Safety Information throughout. For additional ﬂﬂ[lhﬂm[l[]hlhﬂ o
important risk and use information, please see the full Prescribing Information for Jivi. (IEIII]HII]IHHHI) F[Eyh[ﬂd-ﬂllﬂ
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Median time to target FVIII threshold levels with Jivi® vs @
Adynovate™ R

Estimated from a population PK model (N=18) based on potency-adjusted
results?*

52.5 hours

Il Adynovate® Jivi®

10% 50 IU/kg (n=18) " 50 IU/kg (n=18)

60.2 hours

68.1 hours

77.5 hours

79.6 hours

91.4 hours

104 hours
1%

120 hours

0 20 40 60 80 100 120
PK, pharmacokinetic. Median modeled time to threshold (hours)

*Adapted from Solms et al. A population PK model was developed based on data obtained by a one-stage assay to simulate
time to reach FVIII thresholds of 1%, 3%, 5%, and 10% FVIII.?

SELECTED IMPORTANT SAFETY INFORMATION
» The most common (incidence >=5%) adverse reactions in clinical trials in previously treated patients / - om
(PTPs) =7 years of age were headache, fever, cough, and abdominal pain. J’VI

Please see full Indications and Important Safety Information throughout. For additional ﬂll[lhﬂlll[l[]hlhﬂ o
important risk and use information, please see the full Prescribing Information for Jivi. (IEIII]IIII]IHHHI) F[Eyh[ﬂd-ﬂllﬂ


https://labeling.bayerhealthcare.com/html/products/pi/Jivi_PI.pdf

Please see full Indications and Important Safety Information throughout. For additional important risk and
use information, please see the full Prescribing Information for Jivi.

You are encouraged to report side effects or quality complaints of prescription drugs to the FDA.
Visit www.fda.gov/medwatch or call 1-800-FDA-1088.
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