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4% Idarucizumab 2.5g/50ml/vial *2 /SET

8% 4 Praxbind

8% 4 2R MR/ WIER

BOEHRINGER INGELHEIM PHARMA GMBH & CO. KG

NDC 0597-0197-05 'ﬁ onl

Praxbind®

(idarucizumab)

Injection

=3 & 2.5 g/50 mL
(50 mg/mL)

For Intravenous Use Only
For Single Use Only. Discard Unused Portion.

i 2 vials for plete doseof 5g

Nl| lly
Contains 2 vials each containing 2.5 g/50 ml
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FactorXa inhibitors

Rivaroxaban
:> Apixaban

Edoxaban

Betrixaban
‘The action mechanism
of andexanet alfa

Factorllainhibitor
Dabigatran

Dabigatran reversal agent
:> Idarucizumab

FactorXa inhibitors reversal agent
Andexanet alfa

FactorXa inhibitors
Rivaroxaban

:> Apixaban
Edoxaban

Betrixaban

¢ £¥
‘:> Univeg: miagmt

"Va A < The action mechanism

i of ciraparantag

Factorllainhibitor
Dabigatran

Zhao S et al. Am J Cardiovasc Drugs (2020)




ldarucizumab is easy to administer and has
no contraindications

Idarucizumab 5 gram IV*

Idarucizumab is administered as a fixed dose, -
regardless of the clinical situation (\ 7=

Vials contain a ready-mixed solution — -
for administration -

Infuse intravenously

AN The complete 5 gram Give the
= dose should be given as OR complete 5 gram dose
‘e~  two consecutive IV In two separate
.H- = infusions over 5-10 consecu_ti\{e bf)lus

B minutes each injections

No need for anticoagulation tests prior to administration or between vials

Restricted to hospital use only. Praxbind SPC, 2017



RE-VERSE AD: idarucizumab provided immediate, complete, and
sustained reversal of dabigatran anticoagulation, based on dTT

120 = Group A: Uncontrolled
11204 ° bleeding (n=293)

100 —
90 —
80 —

707 Idarucizumab
60 — SN

dTT (s)

50 —

dTT (s)

Group B: Emergency surgery or
procedure (n=195)

Idarucizumab

40 —
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0 T T T T T T

Baseline 10-301h 2h 4h 12h 24h

min
Time post-idarucizumab

T Median and 25th/75th percentiles T 10th/90th percentiles

Baseline 10-301h 2h 4h 12h 24h

min
Time post-idarucizumab

® 5th/95th percentiles == === Assay upper limit of normal

dTT, diluted thrombin time
Pollack et al. N Engl J Med 2017



Survival curve comparing non-vitamin K oral antagonist anticoagulant (NOAC)-
associated intracerebral hemorrhage (ICH) and vitamin K antagonist
anticoagulant (VKA)—-associated ICH 90-day mortality
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—— NOAC
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Follow-up (days)
Number at risk Neurology 2017; 88:1693
— 390 262 220 202 186 0
— 90 64 o) a1 48 0
NOAC-ICH patient VKA-ICH
(N=100) (N=440)
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RE-VERSE AD: 98 patients with ICH

30-day mortality

Mortality due to ICH
in RE-VERSE AD ™1

16.4

ICH

(n=98)

13.5 20 1

Group A
(n=301)
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Patients (%)
(o]
o

IS
o

dabigatran{#

Mortality due to all types of

36

RIS RERAIL

ICH in RE-LY®?2

Warfarin D150
(n=90)

(n=37)

D110
(n=27)

o

]

AET

Data for mortality due to ICH in RE-LY comes from a historical cohort. No clinical conclusions can be drawn from this comparison

D150, dabigatran 150 mg BID; D110, dabigatran 110 mg BID; 1. Pollack et al. New Engl Med J 2017; 2. Hart et al. Stroke 2012
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Most ICH patients experienced improvement in neurological status and
physical function after idarucizumab administration

NIHSS score* mRS score
(stroke severity) (disability)

40+ 84

Median mRS
- -—-——- admission 3
Median NIHSS 29— > N - Median mRS
admission 6 discharge 2
Median NIHSS .
NIHSS NIHSS discharge 2 mRS mRS
admission discharge admission discharge

*The NIHSS score for two patients at admission and one patient at discharge was not available
Grond M et al. ESOC 2017



2021 EHRA Practical Guide:

Management of bleeding in patients taking NOACs

Bleeding while using a NOAC

¢

* Inguire about NOAC, dose, and time of last intake
* Inguire about co-medication (including antiplatelets, NSAIDs, OTC drugs, ...)
* Blood sampling to determine creatinine (clearance), hepatic function, WBC
» Rapid coagulation assessment, incl. plasma drug levels (if available)

v

Mild bleeding

| 7 |

A 4

Non-life-threatening
major bleeding

7 + N |

-

-

Delay or discontinue next dose
Reconsider concomitant medication
Reconsider choice of NOAC & dosing

Supportive measures:

* Mechanical compression

* Endoscopic hemostasis if gastrointestinal bleed

* Surgical hemostasis

* Fluid replacement; RBC [ platelet substitution

* Consider adjuvant tranexamic acid

* Treatment of factors / comorbidities contributing
to bleeding

For dabigatran:
* Consider idarucizumab / hemodialysis (if

idarucizumab is not available)

For dabigatran-treated patients:
Idarucizumab 5g i.v.

For FXa inhibitor -treated patients:
Andexanet alpha (Dosing: See Fig. 10)

Otherwise, consider:

PCC 50 U/kg; +25 U/kg if indicated
aPCC 50 U/kg; max 200 U/kg/day

Discuss impact of bleeding on patient's consideration of risks and benefits of anticoagulation

Assess risk of repeat bleeding

Post-bleeding management

Re-evaluate modifiable bleeding risk factors
Review correct choice and dosing of NOAC

= Re-initiate anticoagulation in the absence of absolute contraindication (shared decision making).

2021 EHRA Practical Guide




Most patients experienced improvement in neurological status and
physical function after thrombolysis following idarucizumab
administration

Ischaemic stroke
NIHSS score* MRS score

(stroke severity) (disability)

o E_ /
m
i *
2 0 : o
3] Median admission DEI 4 # Median admission
z __® NHSS7 ... S
E . v
Median discharge 2 1 Median discharge
g NIHSS2 _mRS1____
D I . D I
iss oSS mRS mRS
admission iseharges admission discharge

No hemorrhagic transformation. 1 patient expired due to PE two weeks later.
(anticoagulation had not been restarted)
NIHSS from 7 to 2. 86.67%(26/30) individuals benefitted from intravenous thrombolysis at
discharge

The NIHSS score was not available for two patients at discharge
mRS, modified Rankin Scale; NIHSS, the National Institutes of Health Stroke Scale
Diener H-C et al. ESOC 2017



Acute management of acute ischaemic stroke in a patient on NOACs:
Currently only available for dabigatran (idarucizumab) can consider

thrombolysis treatment

NOAC plasma level below the lower limit of detection

Yes

l No or unsure

Last NOAC intake > 48 hours, normal renal function

Yes

J’ No or unsure

Dabigatran intake & availability of idarucizumab

Yes

lNo

Patient on apixaban, edoxaban or rivaroxaban:
Last intake within 24-48 hours & normal renal function
OR
Plasma level < 30 ng/ml (measured > 4 hours after intake)®

l

A 4

‘l' Yes

Consider
thrombolysis? in
selected patients
after reversal of

dabigatran

No

Consider thrombolysis? in highly selected patients

‘ Proceed with \

v | v

Stroke Unit or Intensive Care Unit treatment

2021 EHRA Practical Guide



Praxbind enhance Pradaxa safety benefit based on Taiwan
real-world experiences

N DOL: 1006168 FICP 201801 _24(1).0008
Case Studies EMGFEPHE Fo s 1SR

Formosa JournaL oF Creacar Prassacy Vol 26 Ne. 1(2018), pp. 73-79
Copyright® 2018 by Taiwan Socisty of Health-System Pharmacists 8 Airiti Press FormosA .J CLIN PHARM
All mghts reserved.

Real-World Experience with Idarucizumab to Reverse
Anticoagulant Effect in Dabigatran-Treated Patients: Report of ROH S

11 Cases from Taiwan
LA Idarucizumab Az 12 A B2 Bl ;& & fR [0

Li-Kai Tsai, M, php,* Huey-Juan Lin, mp, mph,T Su-Kiat Chua, mp, php,t MR RIS
Pen-Chih Liao, mp,§ Yuan-Po Yang, mp,|| Ping-Chen Chou, mp,{ Management of Ischemic Stroke with
Chun-Wei Lee, Mp# Mao-Jen Lin, mp, pho,** Hsi-Ming Chen, o, t Idarucizumab and Systemic Thrombolysis: Case
Jung-Tze Yeh, ms, it and Yi-Heng Li, mp, Pho§§ Report

L EETA ) L 3
Shih-Li Hsiao®, Yu-Ting Tseng’, Ya-Mi Shen’, Shih-Ju Hsiao™

| HTES ERERA
TR ERERR
Background: This study aims to observe the effectiveness and safety of idarucizumab :E:! zi zim :g’ ;::;Y;_]:f;z;?‘:f ospital
in dabigatran-treated patients with severe bleeding or requiring surgery in Taiwan. R + R » 1160 P S SRR 13688 - RGNS - (073517166 ext 122
: _ Hng HETY S - . - 4 - (013517166 ext 1227 »
Methods and Results: In Taiwan, 11 dabigatran-treated patients developed severe phsrmmacy 7 @jiamnren org o o

bleeding, fracture that needed surgery, and acute ischemic stroke requiring throm-
bolysis. These patients were treated with idarucizumab and obtained adequate
| O S S . W = 0 i ) I . SN (Y S SN o0 P,

Conclusions:
v' Real-world experiences reconfirm the efficacy of Praxbind and demonstrate its

role in improving patient safety with dabigatran treatment.
v Continued education about appropriate use of Praxbind is necessary in Asia.

Journal of Stroke and Cerebrovascular Diseases, Tsai LK et al., 2017 Nowv.
Formosa Journal of Clinical Pharmacy Vol. 26 No. 1(2018), pp. 75-79



Intravenous Thrombolysis in Acute Ischemic Stroke After Idarucizumab
Reversal of Dabigatran Effect: Analysis of the Cases From Taiwan

Table 2. Clinical course, treatment, and outcome of cases from Taiwan, Japan, and Hong Kong

Case no. Time from last  Time from Time from the end of aPTT before aPTT after -PA dose  ICH NIHSS score  NIHSS score at
intake of admission to idarucizumab injection to  idarucizumab (s)  idarocimumab(s)  (mgfkg) at admission foll ow-up or
dabigatran to idarcizumab  start A-PA (min) discharge

admission (h) (min)

1 12 133 10 246 n.a i) No 12 12

2 2.5 o 10 36.1 n.a 7 No 12 10

3 24 41 17 . i . i 7 MNo 12 2

4 b 03 ] 5.0 na k) No 20 n.a

5 7 25 n.a. 329 276 b No 16 10

5 16 24 14 26.8 m. i o Yes(5) 24 na (morality)

7 9 i2 17 25.1 238 b Yes(A) 9 6

S 1.5 30 5 295 29.1 il MNo 19 16

9 9 T4 8 4248 262 b Yes(A) 23 14

10 n.d 101 6 1.5 274 N MNo 7 3

Mean = 5D 9.67 £ 6.39 6420 £3406  11.11 £ 4491 055+£572 2682+ 177 JE+.12 16.0 = 6.67 Y38+ 475

Japan n.a k) r-PA was given after 41.3 na na No 22 T
idarmciumab infusion
for 15 min

Hong Kong 2 h before onset  n.a. ri-PA was given 10min - 50.7 i B i No M improved

after the start of idarei-
umab injecuon

A, asymptomatic: aPTT, activated partial thromboplastin time; n.a, not available; NIHSS, MNational Institutes of Health Stroke Scale; ri-PA, recombinant tissue plasminogen activator; 5, svmp-
tomatic; 5D, standard deviation.

Fang, C.W. et al.,, Journal of Stroke and Cerebrovascular Diseases, in process. (Accepted in Dec. 2018)



Intravenous Thrombolysis in Acute Ischemic Stroke After Idarucizumab
Reversal of Dabigatran Effect: Analysis of the Cases From Taiwan

* 10 dabigatran-treated patients (6

men, mean age 71.10 - 7.96 years) 06
 Before stroke, the mean CHA2DS2-VASc ag : !

score was 4.50 § 1.57 and 8 patients (80%)

received dabigatran 110 mg twice daily. 20

* All patients were treated with5 g
idarucizumab, following APTT normalized.

* Intravenous rt-PA (mean dose .78 mg/kg)
was initiated a mean time of 11.11
minutes after idarucizumab infusion.

15

WNIHSS score

* The NIHSS score improved significantly 0
after thrombolysis (16.0 § 6.67 at Admission Discharge
admission to 9.38 § 4.75 at discharge’ P = Figure 1. The changes of the NIHSS score at admission and discharge.
NIHSS, National Institutes of Health Stroke Scale.

0.016).

e 1 patient suffered from symptomatic ICH
leading to mortality.

Fang, C.W. et al.,, Journal of Stroke and Cerebrovascular Diseases, in process. (Accepted in Dec. 2018)



1. BEEGEPEEENIS/NFAZIRA NOAC
(dabigatran, rivaroxaban, apixaban, edoxaban) - BIREZ 5T M 1257 7 &
(Class lll, Level of Evidence C-EQO) - MitEEBEEIRRB R EAMEEZER - o
ZEETE kA EL2(Class lIb, Level of Evidence B-NR) - 2 iR
dabigatran FIE#& - o]Z B A KRElidarucizumab EB 1] 125 FEE
(Class llb, Level of Evidence C-EQO) -

2. #%dabigatranmBEE£mELMNEE - BERBEFIR LS idarucizumab 5gk
i dabigatranf9#u MR (Class |, Level of Evidence B-NR) -
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