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Best-CLI NEJM
IN.PACT RANDOMIZED Eurointervention

TOBA JVS
2022

2005 BASIL Lancet

PREVENT JVS
2007

2019 Lutonix BTK J invasive Cardiol
SPINACH Circ Cardiovasc Interv

2014 IMPACT DEEP JACC

2021PROMISE JVS

BASIL2 Lancet

2023

2013
OLIVE Circ Cardiovasc Interv

Surgery vs EVT
EVT new device, strategy

Surgery

EVT registry

201

OPG for CLI
Conte MS, et al

JVS 2009;50:1462-73

WIfI classification
Mills JL, et al

JVS 2014;59:220-234

PARC
Patel MR, et al.

JACC 2015;65:931-941

AHA/ACC guidelines
JACC 2017;69:e71-126

New adverse event classification
Society of Interventional Radiology

J Vasc Interv Radiol 2017:28:1432-1437

ESC guidelines
Eur J Vasc Endovasc Surg 
2018; 55:305-368 

JCS/JSVS 
2022 Guideline

FDA
Wound healing clinical

focus group
Wound Repair Regan

2001;9:258-268

FDA PMDA
201

2023
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Circ Cardiovasc Interv 2013;6:68-76

Patient Characteristics n=314 mean ±SD(n) n (%)
Age – years 73.1±9.8(312)

Age >=80 years 82(6%)
Male gender 203(65%)
Body mass index 22.1±3.5 (304)

Body mass index <18.5 38(13%)
Serum albumin 3.7±0.5(292)

Serum albumin <3.0 g/dL 19(7%)
Risk factors

Hypertension 248(79%)
Number of depressors >=3 64(21%)
Diabetes mellitus 223(71%)

insulin therapy 111(36%)
HbA1c 6.2±1.2(291)

HbA1c >=8.4 % 23(8%)
Dyslipidemia 127(41%)
On statin treatment 81(26%)

History of smoking Past/Current 123(39%)/37(12%)

Renal failure (>s-Cre 1.5mg/dL) 189(61%)
Hemodialysis 163(52%) 

Patient Characteristics mean ±SD(n) n (%)
Risk factors (continued)

Anemia* 212(68%)
Hemoglobin <8.0g/dL 4 (1.3%)
C-reactive protein(CRP) 0.7 † (0.2- 2.5) (294)
CRP >3.0mg/dL 59(20%)
Cardiovascular disease

Prior coronary disease 143(46%)
Prior myocardial infarction 60(19%)
Prior cerebrovascular disease 66(21%)
Heart failure 80(26%)

Brain natriuretic peptide (BNP) 161† (59-428) (159)
BNP >200 67(42%)

Anti-platelet/anti-coagulation therapy
Aspirin 274(88%)
Clopidogrel 124(40%)
Cilostazol 160(51%)

－ 11 －



Lower limb characteristics mean ±SD(n) n (%)
Priorhistoryof intermittentclaudication 150(48%)
Rutherford classification

R4/R5/R6 38(12%)/228(73%)/46(15%)
Tissue loss 274(88%)
Location of wound

Digit 177(57%)
Dorsal surface 30(10%)
Plantar surface 86(28%)
Calcaneal 39(13%)

Multiple ischemic wounds 62 (20%)
Wound infection 48(15%)
Ankle brachial index(ABI) 0.70±0.22(263)

ABI >=0.9 / ABI <0.4 51(19%)/16(6%)
Skin perfusion pressure (SPP)

Dorsal surface 26±12(285)
Plantar surface 30±16(282)

Activities of Daily Living (ADL) before revascularization
Ambulatory/Wheelchair/Bedridden 37(12%)/188(63%)/74(25%)

Patient’s demographics
DM70  (around half of them was treated by insulin)
Hemodialysis  50
Rutherford 5 is majority of CLI patients (73 )
Comorbidity is high prevalence

(41.7%)

17.9%)

(40.4%)

BK lesion: Lesion length 

(n)

(109)

(340)

(142)

(89)

BK lesion: stenosis/occlusion 

(n)

(111)

(256)

(144)

(91)
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BASIL trial Olive registry

Lancet 2005

Bypass OPG Conte et al

JVS 2009;50:1462-73

Patients were assigned to one of three risk groups based on the number of risk factors; Low [0]; 
Moderate [1]; High [3].  The risk factors for delayed healing  were BMI<18.5, hemodialysis, wound 
infection.  

Time to 
wound healing HR (95%CI) p-value

BMI<18.5 0.54 (0.31-0.96)

Hemodialysis 0.79 (0.58-1.09)

Wound infection 0.60 (0.36-0.98)
*Statistically significant

93%
87%

86%
69%

Time to would healing 
Median value: 
97 10days

HR (95%CI) p-value

AFS HR (95%CI) p-value

BMI<18.5 2.22 (1.23-4.01)

Statin administration 0.59 (0.30-1.13)

Anemia 1.80 (0.97-3.32)

Heat failure 1.73 (1.02-2.91)

Wound infection 1.89 (1.07-3.32)
MALE

Hemodialysis 1.98 (1.23-3.20)
Heart failure 1.69 (1.08-2.66)

Rutherford classification 6 2.25 (1.36-3.74)

One straight line to foot 0.55 (0.23-1.28)

Time to wound healing
BMI<18.5 0.54 (0.31-0.96)

Hemodialysis 0.79 (0.58-1.09)

Wound infection 0.60 (0.36-0.98)

*Statistically significant

Patient's risk

Wound condition

Patient's risk

Wound severity
Procedural factor

Patient's risk

Wound condition

－ 13 －



MALE: major adverse limb event (above ankle amputation or major re-intervention), AFS: Amputation free survival, 
RAS; any reintervention, above ankle amputation of the index limb, or stenosis, RAO: a any reintervention, above ankle amputation of the index limb
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SPINACH
 

 





 
SPINACH  

 
 

 SPINACH study  
SPINACH study OSR EVT

Primary outcome
amputation-free survival 23 548 OSR 197 EVT 
351 CLI 1) 

 

1) 
 

2) WIfI
 

3) ankle pressure Skin perfusion pressure(SPP)
 

4) Initial technical success anatomical 
success hemodynamic success 1,2) 

 
  

SPINACH study
 

(1)  
OSR EVT

Rutherford WIfI
WIfI W grade I grade fI grade OSR EVT

2)

WIfI propensity score matching Covariates
 

(2)  
Primary outcome AFS
OSR EVT

interaction analysis
OSR OSR

AFS
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WIfI W grade fI grade
WIfI 2) 

secondary endpoint Major amputation and/or any 
reintervention C ”reintervention”

Best CLI  

 
(3)  

CLTI

SPINACH
”wound-free limb salvage”

”wound-free survival”
2) 

 
(4) ADL 

ADL /
SPINACH study investigators ADL

ADL CLTI
high WIfI stage WIfI 

stage 3) 
 

(5) QOL 
QOL SF36 VascQOL
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QOL negative OSR QOL
positive 4) 

 
(6)  

OSR
EVT

BMI high WIfI wound grade
WIfI SPINACH data

5) 
 

(7)  
OSR EVT

SPINACH study
1) 

 
 

 
 ABI 0.1

SPP 10mmHg
 

2) 
 

(8) limb based patency (LBP) rate 
ABI 0.1 SPP 10 mmHg LBP

 LBP OSR EVT
6) 

 
  

(1) WIfI
ADL, QOL, 

－ 19 －



SPINACH study
WIfI

 
WIfI stage

WIfI wound grade ischemia grade
WIfI grade stage

SPINACH study  
 

(2) SPINACH study 1 hemodynamic 
initial success

 
 

(3) SPP
SPINACH SPP

hemodynamic success
LBP

LEAD
 

 
  

SPINACH study
WIfI W grade, I grade, fI grade WIfI stage, SPP, 

initial hemodynamic success limb-based patency
ADL, QOL any reintervention rate  
 

 
1. Surgical reconstruction versus peripheral intervention in patients with critical limb 

ischemia - a prospective multicenter registry in Japan: the SPINACH study design 
and rationale. Azuma N, Iida O, Takahara M, Soga Y, Kodama A. Vascular. 
2014;22(6):411-20. doi: 10.1177/1708538113518204. PMID: 24476584. 

2. Three-Year Outcomes of Surgical Versus Endovascular Revascularization for 
Critical Limb Ischemia: The SPINACH Study (Surgical Reconstruction Versus 
Peripheral Intervention in Patients With Critical Limb Ischemia). Iida O, Takahara 
M, Soga Y, Kodama A, Terashi H, Azuma N; SPINACH Investigators. Circ 
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Cardiovasc Interv. 2017;10(12):e005531. doi: 
10.1161/CIRCINTERVENTIONS.117.005531. PMID: 29246911 

3. Ambulatory Status Over Time after Revascularization in Patients with Chronic 
Limb-Threatening Ischemia. Kodama A, Takahara M, Iida O, Soga Y, Terashi H, 
Kawasaki D, Izumi Y, Mii S, Komori K, Azuma N. J Atheroscler Thromb. 
2022;29(6):866-880. doi: 10.5551/jat.62892. PMID: 34039832 

4. Health Related Quality of Life Over Time After Revascularisation in Patients With 
Chronic Limb Threatening Ischaemia. Kodama A, Takahara M, Iida O, Soga Y, Mii 
S, Kitano I, Deguchi J, Fukui D, Komori K, Azuma N; SPINACH investigators. Eur 
J Vasc Endovasc Surg. 2021;62(5):777-785. doi: 10.1016/j.ejvs.2021.06.037. PMID: 
34531117 

5. Predictive Model for Mortality Risk Including the Wound, Ischemia, Foot Infection 
Classification in Patients Undergoing Revascularization for Critical Limb Ischemia. 
Azuma N, Takahara M, Kodama A, Soga Y, Terashi H, Tazaki J, Yamaoka T, Koya 
A, Iida O. Circ Cardiovasc Interv. 2019 ;12(12):e008015. doi: 
10.1161/CIRCINTERVENTIONS.119.008015. PMID: 31771341 

6. Limb-Based Patency After Surgical vs Endovascular Revascularization in Patients 
with Chronic Limb-Threatening Ischemia. Utsunomiya M, Takahara M, Iida O, 
Soga Y, Hata Y, Shiraki T, Nagae A, Kato T, Kobayashi N, Suematsu N, Tasaki J, 
Horie K, Uchida D, Kodama A, Azuma N, Nakamura M. J Endovasc Ther. 2020 
Aug;27:584-594. doi: 10.1177/1526602820923388. PMID: 32431246 
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CLTI endpoint

Amputation Free Survival AFS endpoint
CLTI 2013

24
WG endpoint

10 EVT
one-straight line pedal arch wound blush

1) CLTI
2013 CLTI

endpoint
endpoint

endpoint
CLTI

 

 
AFS endpoint MALE  

AFS endpoint
2013 WG

AFS
AFS 18-27%

2) AFS MALE major adverse limb event endpoint
  

bypass 3)

MALE EVT re-intervention MALE
distal bypass EVT

EVT minor MALE

EVT, re-intervention
MALE
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CLTI

1

CLTI
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One straight line strategy 

Indirect EVT 
poor vascular bed

ABI SPP

BTK
 

endpoint
 

 
(1)  

mode of action

 
 

(2) EVT  
2013 WG
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Global Vascular Guidelines (GVG)
4) P2

EVT
EVT

LDL HBO

LDL
EVT

5)  
EVT  

EVT
pedal arch 6)

poor vascular bed

Arch
EVT LDL HBO

7)  

 

 
CLTI GVG WIfI
4) CLTI CLI WIfI

GVG
 

WIfI
 

 
 

(1) Wound Blush8) Tissue oxygen 
saturation9)

 
(2) WIfI fI

4) IWGDF
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2cm 2cm
SIRS

flow chart, pathway
 

MRI CT

MTP

 
 

 
IWGDF practical pathway

11)  
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CLTI wound bed preparation

TIME11) TIMERS12) MOIST13) Wound Hygiene14)

wound bed preparation

 

Negative 
Pressure Wound Therapy; NPWT

Negative Pressure Wound 
Therapy Instilation and Duwelling 
time; NPWTi-d

OASIS

EpiFix

event

15)  
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wound bed preparation

16)

17)  

Transmetatarsal Amputation TMA 10
18) open

open
 

 
 

endpoint
Olive registry

6
19)

CLTI
11 4)
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2015 2025

10 10 2015 135
115 30

75 500

 

2022

1)  

 
 

1)

 
 

1)  
2) PAD  
3) CVI  
4)  
5)  
6)  
7)  

－ 33 －



 
1)  
2) CLI or CLTI 
3)  
4)  
5)  
6)  
7)  

all Japan
 

 
 

ADL  
1)  
2)  
3)  

 
1)  

2)  

 
ADL  
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2)  
65

12.5 65 55.6
3)

90
3)  

 
ADL ADL  

 

3)  
4)  

 
1. Peripheral Neuropathy (PN)               
2. Peripheral Arterial Disease (PAD)  
3.  

 
Type  
Type             
Type                   
Type  

 
Type  
Type             
Type                  
Type 

 
 

553
69.1 45.3 13.4

9.9 ADL Type
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95
Type II IV

PAD
PAD

PAD
CLI

 

 
553 ADL  

 

PAD/CLI  

 

 
 

 
1)

1-8 2022  
2)

30: 670-677 2010 
3)

4 31-36 2012  
4)

Update 240: 881-887 2011  
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CLTI

82.6 481.4
Renal Fail 1995;17:437  

 
CLTI

 
 

 

 
CLTI

 
(1)  

 
 

 
 

 
 

 
 

 
 

 
 

CRP  
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(2)  
 

Qb ml/min  
2  

Kt /V urea  
 

 
1. iHDF  
2.  

 
1. CTA  
2. PAN  
3. PS  
4. E VPS  
5. PMMA  

 
 

 

CLTI

CLTI
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2013 24 CLI

Objective performance goal (OPG) 
10

CLI
CLTI

2023 BASIL-2
BEST-CLI

 
 

BASIL-2 (Andrew W Bradbury et. al.; Lancet; 2023 May 27;401(10390):1798-1809) 
2014 2020 UK, Sweden, Denmark 41 345
CLTI (Bypass 172 )

EVT 173
72

15-20% 13-24% 85-90% Bypass 84%
Bypass 6 EVT 10% EVT
95% EVT 3% Bypass 2%

2 Bypass 63% EVT
53% EVT Bypass Bypass53% 

vs EVT45% Bypass20% vs EVT18% MALE Bypass41% vs EVT45%
MACE Bypass40% vs EVT42% EVT

Bypass5% vs EVT19%

CLTI EVT  
 
BEST-CLI (A. Farbar et.al.; NEJM, 2022, 377 (25): 2305-2316) 

2014 2019 USA, Canada, Finland, Italy, New Zealand 150
1847 CLTI Bypass 1434

396
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Bypass EVT MALE

68 13-19%
40-50% 10-15% 70-80% Bypass 98% EVT

85% MALE
2.7 Bypass 43% EVT 57%

Bypass 2 1.6 Bypass
43% EVT 48%

CLTI
Bypass

 
 

 
CLTI EVT Bypass

RCT
 

BASIL-2
6

BEST-CLI
BASIL-2

:72 BEST-CLI :68 BASIL-2 CLTI
BASIL-2

BEST-CLI Bypass

 
BASIL-2

BEST-CLI
MALE:

EVT
BEST-CLI EVT

86% EVT 15
EVT

 
CLTI

BASIL-2
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BEST-CLI
CLTI Bypass EVT

CLTI Bypass EVT
SPINACH

CLTI Bypass
EVT

EVT
BASIL-1 2 EVT Bypass

 
CLTI

BEST-CLI MALE:

MALE

MALE  
CLTI WIFI

CLTI

 
10 CLTI

CLTI
CLTI

 

RCT

BASIL-2 BSET-CLI
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SPINACH OPG CLTI
Real-World Data RWD

RCT RWD CLTI
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CLTI RCT  

 
 

 





 
CLTI RCT  

 
 

 
 (CLTI: chronic limb threatening ischemia)

trial
2022 BEST-CLI 1) Farber A, et al. N Engl J 

Med. 2022; 387:2305-2316 2023 BASIL-2 2) Bradbury AW, 
et al. Lancet. 2023;401:1798-1809

 
 

BEST-CLI (Title: Surgery or Endovascular Therapy for Chronic Limb-Threatening Ischemia) 
(1)  

 [BSX: bypass surgery]  [EVT: 
endovascular therapy]

CLTI EVT
 

(2)  
150

 
2014 8 -2019 10  

cohort 1 3mm  , cohort 2
3mm  

 
1) 18 2) /

AP<50, TP>30, : AP<70, TP<50, 
TcPO2<30mmHg 3)  
1) 2  (PAD ) 2) 

, 3) 4) 5) 
 

 cohort 1 or 2,  1) 2) 
 (IP ) 30  
: 1) primary outcome (PO): MALE ( /  or new bypass, 

interposition graft revision, thrombectomy, or thrombolysis) or  *
first major reintervention: onsite, CEC

－ 55 －



, technical failure: >50%
 2) secondary outcome (SO): MALE, 30 minor 

intervention, MACE 
2100  (cohort 1: 1620 BSX 53% vs. 61% EVT [BSX favor], 

cohort 2: 480 surg 53% vs. endo 45% [EVT favor]) 
1830  

(3)  
Cohort 1: 1434 BSX 718  vs. EVT 716 median FU 2.7  67

 BMI 28, CAD  43%, CHF  5.6%, ESRD
 11%, DM 72%, non-ambulatory 13%,  70%, IP

 1/3, ABI 0.58 
BSX 4 FP  bypass 307, F-T or pedal 
276, Pop- T or pedal 115 *85% single segment of GSV , %pt

 40% FP bypass, 6%  
EVT 1 : SFA 475 (67%), Pop 376 (53%), tibial 364 (51%) 
* SFA BMS  29%, DCB  
19%, Pop DCB 18%, BMS 16%, Tibial angioplasty 40% Endovascular 
procedure : 73%, : 15%, : 13%  
Technical success: BSX 98% vs. EVT 85% (108), endo failure: 66/108 30

bypass  
PO: BSX 42.6% vs. EVT 57.4% (HR : 0.68, P<0.001) [TS7 Death: 
33% vs. 37.6%, HR 0.98, Major amputation: 10.4% vs. 14.9%, HR 0.73, Major 
reintervention: 9.2% vs. 23.5%, HR: 0.35] AE
*Perioperative death or MALE: 20.2% vs. 34.7% HR 0.53 
Subgroup:  favor←→ 80 : WIFI grade 3 wound

 BSX EVT
BSX 6  vs. EVT 3  

Cohort 2: 396  (BSX197  vs. EVT 199 , median FU 1.6 ) 
Technical success: BSX 100% vs. EVT 80.6%, endo failure: 26/37 30

bypass  
PO: BSX 42.8% vs. EVT 47.7% (HR: 0.79, P=0.12) [TS7 Death: 25.9% vs. 
24.1% NS, Major amputation: 15.2%% vs. 14.1%, NS, Major reintervention: 
14.2% vs. 25.6%, HR: 0.47] AE POD  2.6% vs. 
0.5%, MALE or POD 25.3  vs. 33.8% 

(4)  
CLTI BSX EVT BSX-

－ 56 －



first MALE or death  
CLTI EVT BSX  

 
BASIL-2 (Title: A vein bypass first versus a best endovascular treatment first revascularisation 

strategy for patients with chronic limb threatening ischaemia who required an infra-popliteal, with or 

without an additional more proximal infra-inguinal revascularisation procedure to restore limb perfusion 

(BASIL-2): an open-label, randomised, multicentre, phase 3 trial, Bradbury AW, et al. Lancet. 2023; 

401:1798-1809.) 
(1)  

 ( ) CLTI
  

BASIL2  
CLTI BSX vs. Best 

EVT  
(2)  

phase 3 41  
2014 7 -2020 11   

 
1) >6 2) EVT BSX

, 3) 12 IP EVT 4) QOL/
 ( ) 

1) 2)  
RCT  

  (SVG
) EVT DCB, BMS, DES, 

FU: 1, 6, 12, 24 HRQOL/events COVID-19
FU  

PO  (AFS: amputation-free survival) SO 
MALE MACE (chronic limb-threatening ischemia or major 

amputation affecting the non-trial leg, myocardial infarction, transient 
ischemic attack, or stroke)  (WIFI, 
PEDIS)  ( ) QOL  (EQ-5D-5L, SF-12, ICECAP-O, 
VascQOL)  (ABPI, SPP)  30  

BASIL-1  1 AFS 72% 600 3
COVID-19  2  FU FU 345  

(3)  
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345  (19% 81%  72.5 ) BSX 172  vs. EVT 173  
FU  40  200 events  BSX 84%, 
EVT 94% 94% EVT 84%  
PO  or : BSX 63% vs. EVT 53% HR 1·35* (1·02 to 1·80); p=0·037
BSX 3.3 , EVT 4.4 SO BSX 53% 
vs. EVT 45% HR 1·37 (1·00 to 1·87)  BSX 20% vs. EVT 18% HR 1·23 
[95% CI 0·75–2·01]), BSX 5% vs. EVT 19% HR 0.27 (0.13 to 
0.55), crossover intervention BSX 27% vs. EVT 19% HR 1·43 (0.94 to 2.18)  

30  (BSX 6% vs. EVT 3% HR 2·45 (0.84 to 7·20), , MACE, 
MALE, pain free, HRQOL2  BSX 61  vs. EVT 49

,  BSX 25  vs. EVT 23  
(4)  

IP CLTI EVT BSX
35% EVT

  
 

Trial  
BEST-CLI BASIL-2 RCT

CLTI
BEST-CLI 10.6%, BASIL-2 6% EVT 3%

 
BEST-CLI 1) 2) 

3) 3 mm

1)/2)/3)
87.5%/76.1%/46.3% 3)  
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1)-3) 33% CLTI
BEST-CLI 1/3

 

 
 

CLTI

BASIL-1  2005 Lancet RCT
1 , 2) 3) 20

BSX EVT
EVT

BEST-CLI EVT
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BASIL-2 ( ) EVT
RCT

CLTI
CLTI BEST-CLI 1/3

EVT CLTI
 

 
 

1. Farber A, et al. N Engl J Med. 2022;387:2305-2316. 
2. Bradbury AW, et al. Lancet. 2023; 401:1798-1809.  
3. Hata Y, et al. Japanese real-world population with chronic limb-threatening 

ischemia who meet the criteria of the BEST-CLI trial. Vasc Med. 2023 Oct 
31:1358863X231205229 

 

－ 60 －



－ 61 －



－ 62 －



－ 63 －





 

 
 
 
 
 
 

 

 
 





－ 65 －



－ 66 －



 

 
 
 
 
 
 

 

Innovation in CLI treatment
 





Absolute goal for CLI patient is to improve Pt’s mortality with well
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–
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→

≥
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WIfI Classification for decision making process of

CLTI treatment 
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2023/09/07
17:00 - 19:00

wound management team

Vascular surgeon, cardiologist

SOC

1 ―

―

NPWT
, PDGF, bFGF,

, EpiFix OASIS, 

2
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TIME
TIMERS
MOIST

1 wound bed preparation

wound hygiene

Reconstructive ladder

NPWT NPWTid
bFGF

PRP
, EpiFix OASIS

James RW et.al. Frequency of Debridements and Time to Heal. JAMA
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Hioki H, Miyashita Y, Miura T, Ebisawa S, Motoki H, Izawa A, Tomita T, Koyama J, Ikeda U. 
Prognostic improvement by multidisciplinary therapy in patients with critical limb ischemia.
Angiology. 2015 Feb;66(2):187-94.
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before EVT 6 M passed after EVT
Olive registry  6M

Median value 
97 10 days.
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Wound healing Revascularization Wound healing Revascularization

Wound healing Revascularization Wound healing Revascularization

Desert Foot
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Iida    Kawarada Kobayashi  Rocha  

wound healing

Amputation Free 

6
6
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※

Not heal
406
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Central plantar space

Lateral 
plantar A

Central plantar space

Arch A

Lateral plantar A
Interossei muscle
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1 treatment

2 wound evaluation
Validation and change the care

restenosis.

A medical staff performing a wound management must be able to 
detect restenosis by the assessment of the state of the wound. 

Day -2 Day 0
Restenosis suddenly increases necrotic tissue and the 
infection is worse.
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The SAVAL trial (ClinicalTrials.gov 
identifier: NCT03551496

•

• (Rutherford category 4-5)

• ≤140 mm, ≥70%, 

• 2:1 SAVAL (DES) vs (PTA).

Inclusion criteria

Pre-procedure Inclusion Criteria

1. Subject is 18 years or older and has signed and dated the trial informed consent form 
(ICF). Note: For subjects in Japan who are less than 20 years of age, the subject’s legal 
representative must provide written informed consent in addition to the subject.

2. Subject is willing and able to comply with the trial testing, procedures and follow-up 
schedule

3. Subject has chronic, symptomatic lower limb ischemia, determined by Rutherford 
categories 4 or 5 in the target limb, with wound(s) confined to toes/forefoot.

4. Subject is a male or non-pregnant female. If female of child-bearing potential, and if 
sexually active must be using, or agree to use, a medically–acceptable method of birth 
control as confirmed by the investigator.

• Intra-procedure Inclusion Criteria

1. Stenotic, restenotic or occlusive target lesion(s) located in the tibioperoneal trunk, anterior tibial, posterior 
tibial and/or peroneal artery(ies).

• Target lesion(s) must be at least 4cm above the ankle joint
• A single target lesion per vessel, in up to 2 vessels, in a single limb
• Degree of stenosis ≥ 70% by visual angiographic assessment
• Reference vessel diameter (RVD) is between 2.5 – 3.25mm 
• Total target lesion length (or series of lesion segments) to be treated is ≤ 70mm prior to DMC approval 

for stent overlap (Note: Lesion segment(s) must be fully covered with one DES BTK stent, if randomized 
to stent)

• Total target lesion length (or series of lesion segments) to be treated is ≤ 140mm after DMC approval for 
stent overlap (Note: Lesion segment(s) must be fully covered with up to two DES BTK stents, if 
randomized to stent)

2. Target vessel(s) reconstitute(s) at or above the stenting limit zone (4cm above the ankle joint)

3. Target lesion(s) is located in an area that may be stented without blocking access to patent main branches

4. Treatment of all above the knee inflow lesion(s) is successful prior to treatment of the target lesion

5. Guidewire has successfully crossed the target lesion(s)

Exclusion criteria

Pre-procedure Exclusion Criteria

1. Life expectancy ≤ 1 year

2. Stroke ≤ 90 days prior to the procedure date

3. Prior or planned major amputation in the target limb

4. Previous surgery in the target vessel(s) (including prior ipsilateral 
crural bypass)

5. Previously implanted stent in the target vessel(s)

6. Failed PTA of target lesion/vessel ≤ 60 days prior to the procedure 
date

7. Renal failure as measured by a GFR ≤ 30ml/min per 1.73m2, 
measured ≤ 30 days prior to the procedure date

8. Subject has a platelet count ≤ 50 or ≥ 600 X 103/μL ≤ 30 days prior 
to the procedure date

9. NYHA class IV heart failure

10. Subject has symptomatic coronary artery disease (ie, unstable 
angina)

11. History of myocardial infarction or thrombolysis ≤ 90 days prior to 
the procedure date

12. Non-atherosclerotic disease resulting in occlusion (eg, embolism, 
Buerger’s disease, vasculitis)

13. Subject is currently taking Canagliflozin

14. Body Mass Index (BMI) <18

15. Active septicemia or bacteremia

16. Coagulation disorder, including hypercoagulability

17. Contraindication to anticoagulation or antiplatelet therapy

18. Known allergies to stent or stent components

19. Known allergy to contrast media that cannot be adequately pre-
medicated prior to the interventional procedure

20. Known hypersensitivity to heparin

21. Subject is on a high dose of steroids or is on immunosuppressive 
therapy

22. Subject is currently participating, or plans to participate in, another 
investigational trial that may confound the results of this trial (unless 
written approval is received from the Boston Scientific study team)

Intra-procedure Exclusion Criteria

1. Angiographic evidence of intra-arterial acute/subacute thrombus or presence of 
atheroembolism

2. Treatment required in > 2 target vessels (Note: a target lesion originating in one 
vessel and extending into another vessel is considered 1 target vessel)

3. Treatment requires the use of alternate therapy in the target vessel(s)/lesion(s), (eg, 
atherectomy, cutting balloon, re-entry devices, laser, radiation therapy)

4. Aneurysm is present in the target vessel(s)

5. Extremely calcified lesions
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DES (N=130) PTA (N=71) P

Age (Year) 73.27 9.61 72.58 10.14 0.6328

Male 73.1% (95/130) 77.5% (55/71) 0.4944

Race/Ethnicitya

Caucasian 53.1% (69/130) 49.3% (35/71) 0.6081

Asian 25.4% (33/130) 25.4% (18/71) 0.9960

Japanese 100.0% (33/33) 94.4% (17/18) 0.3529

Korean 0.0% (0/33) 5.6% (1/18) 0.3529

Black, of African heritage 11.5% (15/130) 14.1% (10/71) 0.6011

Hispanic or Latino 5.4% (7/130) 5.6% (4/71) 1.0000

American Indian or Alaska Native 0.8% (1/130) 1.4% (1/71) 1.0000

Other 1.5% (2/130) 1.4% (1/71) 1.0000

Not Disclosed 2.3% (3/130) 2.8% (2/71) 1.0000

Smoking history

Current 20.8% (27/130) 25.4% (18/71) 0.4563

Previous 50.8% (66/130) 49.3% (35/71) 0.8417

Medically-Treated Diabetes 63.8% (83/130) 62.0% (44/71) 0.7923

History of Hyperlipidemiab 77.7% (101/130) 73.2% (52/71) 0.4791

History of Hypertensionb 88.5% (115/130) 83.1% (59/71) 0.2865

Renal Insufficiency 17.7% (23/130) 15.5% (11/71) 0.6910

Rutherford Class

4 50.8% (66/130) 58.6% (41/70)
0.2914

5 49.2% (64/130) 41.4% (29/70)

Prior lower limb amputation 21.5% (28/130) 22.5% (16/71) 0.8702

Target Limb 35.7% (10/28) 25.0% (4/16) 0.4629

Non-Target Limb 57.1% (16/28) 56.3% (9/16) 0.9541

Both 7.1% (2/28) 18.8% (3/16) 0.3364

Minor 82.1% (23/28) 81.3% (13/16) 1.0000

Major 21.4% (6/28) 25.0% (4/16) 1.0000

Ankle-brachial index 0.9 0.3 (n=115) 0.9 0.3 (n=65) 0.9180

Toe-brachial index 0.4 0.2 (n=89) 0.5 0.2 (n=49) 0.0787

DES (N=142 Lesions) PTA (N=76 Lesions) p

Treated Limb- Right 54.2% (77/142) 50.0% (38/76) 0.5515

Lesion Locationa

Anterior Tibial 33.8% (48/142) 36.8% (28/76) 0.6536

Posterior Tibial 30.3% (43/142) 30.3% (23/76) 0.9977

Peroneal 29.6% (42/142) 28.9% (22/76) 0.9224

Tibioperoneal Trunk 22.5% (32/142) 23.7% (18/76) 0.8475

Lesion Length (mm) 68.1 35.2 (141) (10.8, 164.4) 68.7 49.2 (76) (9.0, 231.5) 0.9158

Reference vessel diameter (mm)

Proximal 3.1 0.7 (142) (1.8, 5.5) 3.0 0.6 (76) (1.8, 4.6) 0.4398

Distal 2.4 0.5 (142) (1.7, 3.7) 2.5 0.5 (76) (1.4, 3.8) 0.0566

Calcification

None/Mild 41.5% (59/142) 55.3% (42/76) 0.0530

Moderate 25.4% (36/142) 15.8% (12/76) 0.1044

Severe 31.7% (45/142) 25.0% (19/76) 0.3013

NA 1.4% (2/142) 3.9% (3/76) 0.3452

% Diameter Stenosis 78.6 17.5 (142) (32.4, 100.0) 76.6 16.7 (76) (41.0, 100.0) 0.4178

100% stenosis (Occlusion) 31.0% (44/142) 27.6% (21/76) 0.6059

Run-Off Vessel Patency

Anterior Tibial 7.0% (10/142) 14.5% (11/76) 0.0764

Posterior Tibial 13.4% (19/142) 18.4% (14/76) 0.3224

Peroneal 24.6% (35/142) 38.2% (29/76) 0.0369

≥1 pedal artery 83.1% (118/142) 72.4% (55/76) 0.0621

• The primary effectiveness endpoint, 12-month primary 
vessel patency, was defined as a binary endpoint based 
on core lab-adjudicated duplex ultrasound (DUS) flow in 
the absence of clinically-driven target lesion 
revascularization (CD-TLR) or surgical bypass of the 
target lesion. 

• if DUS was not performed or was non-diagnostic, 
computed tomography angiography or digital 
subtraction angiography were substituted if available.

• A TLR was considered “clinically-driven” if the clinical events 
committee determined that it occurred for diameter stenosis 
≥50% by quantitative angiography within 5 mm proximal or 
distal to the original treatment segment and the patient had 
recurrent symptoms, defined as an increase in Rutherford 
Classification by at least 1 category, or associated with an ankle-
brachial index (ABI) decrease of at least 0.15 or 20% compared 
with the baseline ABI in the treated segment. Toe-brachial index 
was allowed in cases of incompressible vessels.
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DES (N=130) PTA (N=71) Difference (95% CI)

One-sided 

lower 97.5% 

CI p

Primary 

patency
68.0% (70/103) 76.0% (38/50) -8.0% (-22.9%, 6.8%) -22.92% 0.8552a

MAE-free -10.90% 0.0433b

A 40% patency rate for PTA based on the results of a meta-analysis and a  25% treatment effect for DES 
was assumed.

a one-sided significance level (alpha) of 2.5% with at least 80% power and 2:1 allocation ratio, 201 patients were recruited

DES PTA P

Composite MAE rate 8.4% (10/119) 4.7% (3/64) 0.5475

Above ankle amputation 2.5% (3/119) 1.6% (1/64) 1.0000

Major re-intervention 5.9% (7/119) 0% (0/64) 0.0981

30-day mortality 0.0% (0/119) 3.1% (2/64) 0.1211

•
•
•

•
•

•
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