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BIOTRONIK

REACT.

REsponse Adapted Combination Therapy

Satisfactory PTA?"

PTA
|/

Residual stenosis /
flow limiting dissection post-PTA?"

Residual stendsis / flow limiting
dissectiofj post-DCB?"

Passeo-18 Lux
+ Pulsar 18

o
Passeo-18 Lux

BIOLUX 4EVER ¥

fTLR93.6% A
PP89.9% /4

'BIOLUX P-Iil (SFA) §

fed TLR 94.5%
PP84.9% &

* Rocha-Singh K, Tepe G, Schneider P, Zeller T. Refining Strategies for the SFA: Consensus Panel SFA Treatment Algorithm,
Supplement to Endovascular Today Global, Spring 2014: 11.

** The use of Passeo-18 Lux for post-dilatation is not within the indication for the product

PTA=percutaneous transluminal angioplasty ; PP=Primary Patency; fTLR=freedom from Target Lesion Revascularization for BIOFLEX

PEACE and BIOLUX 4EVER freedom from clinically driven TLR for BIOLUX P.IIl and DEBAS

f

® Pulsar-18
Pulsar-18 + Passeo-18 Lux™"

{ BIOFLEX PEACE DEBAS

fTLR 97.1% |
PP 86.2 %

fTLR 94.0%
PP 94.0%

1: Tepe G. Presented at CIRSE 2017, 12-month All-Comers SFA subset data

2: Deloose K. Presented at CX 2017, 12-month data

3: Nolte-Ernsting C. Presented at CIRSE 2017, 12-month data

4: Mwipatayi P. et al. First-in-man experience of self-expanding nitinol stents combined wit
drug-coated balloon for the treatment of femoropopliteal occlusive disease. Vascular, Jan 2
[Epub ahead of print]
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How to REACT with SERELL
Passeo-18 Lux Drug Coated Balloon

All-comers @ a Glance: 700/882
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_ = =

SMOKERS DIABETIS CLI CALCIFICATION  LESION LENGTH
69.0% 47.1% 38.3% 74.9% 8.5 CM

94.0%

fcdTLR @ 12-m




REACT.

REsganse Adsgted Combiration Theragy

Can DCB alone fits all?

Provisional stenting rate in real-world DCB trials up to 40%
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Levant2 In.Pact SFA Illlumenate BIOLUX P-1 Illumenate BIOLUX P-lll Lutonix In.Pact Lutonix In.Pact

T
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IDE Global all-comers Global Global Global Long Global Long
Lesions Lesions
Illumenate Global : Schroé H. et al, Catheter Cardiovasc Interv 2017
BIOLUX P-IIl all comers: Tepe G, CIRSE 2017 Levant Il : Rosenfield K. et al, N Engl J Med n. 2, 373, pp. 145-153 -
Lutonix Global: Thieme M. et al, JACC: Cardiovascular Interventions 2017 In.Pact SFA: 2, Tepe G. et al, Circulation n. 5, 131, pp. 495-502
Lutonix Global Long lesions®: Thieme M. et al, JACC: Cardiovascular Interventions 2017 lllumenate IDE : 3, Krishnan P. et al, Circulation. 2017;136:1102-1113
In.Pact Global: Jaff MR, VIVA 2016 Biolux P-I: 4, Scheinert D. et al, J. Endovasc. Ther. 2015;22:14-21

In.Pact Global Long Lesions: Ansel G. TCT 2015




How to REACT with U2 AL

Passeo0-18 Lux DCB & Pulsar BMS

BIOLUX 4EVER / DEBAS
12-m outcomes 12-m outcomes

35.2% 35.2%
PP @ 12-m | PP @ 12-m

94.0% 94.0%

fcdTLR @ 12-m fcdTLR @ 12-m




Combining Passeo-18 Lux & Pulsar shows = -

excellent outcomes in SFA compared to DES

Combiration Theragy
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DCB plus BMS DES
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BIOLUX 4 EVER DEBAS ZILVER PTX RCT ZILVER PTX Japanese MAJESTIC
PMS
Passeo-18 Lux+ Pulsar + ELUVIA®
Pulsar Passeo-18 Lux

ZILVER PTX RCT : PMA P100022: FDA Summary of Safety and
Effectiveness Data

ZILVER PTX Japan : Hiroyoshi Yokoi, JACC, Volume 9, Issue 3, February
2016

MAIJESTIC : Mueller-Huellbeck. S. Presented CIRSE 2015

BIOLUX 4 EVER : Deloose K., Presented at CX 2017, 12-month data (365 days)

DEBAS: Mwipatayi P. et al. First-in-man experience of self-expanding nitinol stents combined with drug-coated balloon for the treatment of
femoropopliteal occlusive disease. Vascular, Jan 2017 [Epub ahead of print]. The use of Passeo-18 Lux for post-dilatation is not within the
indication for the product.




REACT SFA Treatment Algorithm =250
Maximizing Outcomes — Minimizing Burden

POBA
Predilation at least 3’
Slow inflation

@ Satisfactory

Passeo-18 Lux |:> Mission
accomplished

Unsatisfactory ‘ ‘

Pulsar-18 / \

As Low as Reasonably Achievable A Simple, Flexible and Dynamic treatment

+ post dilation at the physician discretion with Passeo0-18 Lux DCB & Pu|sar-18 BMS

! | when and where needed,

leaving as less metal as possible behind

Mission
accomplished




BIOTRONIK REACT Pilot Study ="

Refining REACT Algorithm

. Consensus on stent requirement to treat elastic recoil and
flow limiting dissection

J No clear definition for flow limiting dissection in peripheral
artery

] Should a dissection be treated or observed?
] Full lesion stenting or spot stenting?

J How to improve procedural hemodynamic assessment and
related stenting approach?




BIOTRONIK REACT Pilot Study ~ ~*5
Objectives

] Evaluate the utility of adjunctive procedural assessments to
identify flow limiting dissection

" Procedural DUS
= [VUS
* Intra-arterial pressure measurement
] Estimate REACT algorithm clinical performance

] Health care resources assessment




BIOTRONIK REACT Pilot Study 2%

Design
Design Global Multicenter Prospective Pilot Diagnostic Study
Obiective Evaluation of adjunctive procedural assessments to diagnose post drug-coated
J balloon flow-limiting dissection when bi-planar angiography is inconclusive
= Diagnostic performance of adjunctive procedural assessments (DUS, Intra-
Primary arterial pressure measurement, IVUS) :
Endpoints = Specificity and sensitivity for various diagnostic parameters (PSVR, pFFR, ...)
= Determination of optimal cut-off via ROC curve
Secondary = Stenting rate, Nb of stents/lesion, stented length (full, spot)
Endpoints = Primary Patency, cdTLR , MAE
(selected) = Procedure and FUP costs
Study = Enrolment : 12 months
duration = 6 months and 12 months

# Subjects

= 150

Theragy
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Conclusions

] DCB alone cannot treat all lesions

J The BIOTRONIK REACT approach allows physicians to treat
SFA with full-lesion paclitaxel coverage offered by a DCB and
stenting when and where needed, potentially reducing metal
burden rather than the one-fits-all with DES

(J The REACT Pilot Study will be the first study to look beyond
full lesion treatment with DCB and BMS but investigate a

treatment algorithm
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