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atherosclerosis. Prev Med. 2023 Jun;171:107489.
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Classification and guidelines

ESCguidelines 2023
OPG for CLI PARC Eur J Vasc Endovasc Surg SR {liEiE
Conte MS, etal Patel MR, et al. 2018; 55:305-368

JV§2009;50:1462-73 JACC 2015;65:931-941

FDA 2012

Wound healing clinical Bl
focus grol ideli A—_—
Weiid ;e g"ruF’:e < Wificlassification AHA/ACC guidelines Global vas r guidelines
i iy Mills JL, et al JACC 2017;69:671-126 JVS 2019;69:35-1255
e VS 2014;59:22284 = E
_—_— New adverse event classification JCS/JSVS
Society of Interventional Radiology 2022 Guideline
J Vasc Interv Radiol 2017:28:1432-1437 .

1 BERINTAA RTA | Bl 76k

PR &, TRIRHRNG . FEMELUE/ BIC BT D ERLEHE S AR 1ITRT,

#1: HiE - a2l

CLI CLTI: HimtBis0ZAL (oM™, ckD)
TASCI 9348 GLASS 48
Fontaine/Rutherford WIFI53 48

PLAN (WIfI stagetWIfT ischemia
stageh 51 TREDTE Rz FI#T)

1. EXE. fHEHFE. BxF0EL
(1) FEEMEOZEA
TREOEE:, BYHIT PR ORBIMIZEE D b ONRFRTH - 72720 Z OJFRBILEE R i
(CLI: critical limb ischemia) & FR S 4V72 75, BEIRIGMEEEIE 2 5 o0 T IEIBr oo U 2 7 D@ iE
FIAVEE ST A FER A e T i (CLTI : chronic limb threatening ischemia) & i &
D LI Ttz RRAFHNTHEIRS N, 1SPER IR 230, Sl b2 E T L, Bz k&
L7RVRIEN S otz 2 EMTE R LR TRY | BIRBEOEEN M S R TH



2.

Do HEMICEED CLTI O FRUME R O EE T RKEBEINRZ F.0 & L& HRAE NS FRO
MAERE~L 7 N LTW5D, R, BEHEL FERBGID AR EZ 2T AIZB W TIEZED
BERNEEZETH D, S DI T OMEREDNBUEOEEICKE S BEE T2 EERRK T
ThoHERBSND LIV, nooption E VI FTR AT T —bigRINLH & LR

ST,

(2) CLTI HJiE B Al 1L D254k

T D FEIEE 53 $1% Rutherford, Fontaine 4348 C# 8l S 41, CLI |X Rutherford4, 5, 6.
Fontain3, 4 233%494 5, 2N O6OHHEITSH THILAINS N, B8] (W ; wound)
FEM (I;ischemia) , &Y% (fl ; foot infection) @ 3 TEH THE(L L. CLTI BREFHEKOE
JEJE 2 A fEMCEHE LA T —2 > 7925 W B0 8 Sz, WHT 28I o BiE
JERTERHRIE DIRE DA TR, TPROWHEIZHO AR THDLZ ENRINTEBY EHF O
A RTA L THHTESNTWDLIHIETH D, 7o, HA RT7A4 T TEOREE (WIH
S3FR) LB OMRRE (GLASS 73%H) ([CMA T, BF U A7 3l L7z 5 2 THEH &Rk
% . PLAN (Patients risk estimation, Limb Staging, ANatomic pattern of disease) = > &7 k73
mEIATWD,

(3) IMEHRE OFEELE IO

MR NL, RS 70 2 OFEMEMEIZ XD TASKIT BB HN LI TE 722, BETFO
MAERENFEREZ 723 L 912720 . Global Anatomic Staging System (GLASS 77%H) 23 #i7-
WZIRB SN TWD, MATHEICE T D M2 R RIREIR SFA ik (FP fHik) & TH)
Ik BK fiElgk (IP fHi) TENLNMEMT NS 7 L— REP, FP grade & IP grade D
HEDHIZL D GLASS stage ZIRETHHDTH D, BT —T /WVIRIFIZEL D FTHEME T
D ML ERER RS O P REMEHEE IR S D, & HIZ, pedal arch O EEMENFETR SN D K
D72 . BRELE DI AE OARIL & R § 5 o3 BRI S vz,

MEBREROEE

ZO 10 FFHTHIEFE L LTOIT—FT A2 W MATHERICBONTH KX RESERH
572, One straight line DHELRDY EVT O Y72 AT R D EFE Thd D23, M2 TAIEGES
LIz 5 < Angiosome OREE A IS LIRS ORESS D, = RARA > Rk & LT
ERHTRIZ X D blush Ik DOFRENARF LS HE SN, Nz T, BRLEO mE x4 5
AT =T IAEROFRME L RENTND 3,

T =T IAGHET A ZADHES L L CIE SFATREICKT 2 HBNEHMEA T b, 3Kl a—
Ty RNL—2 TTLZ I —OBENRH D BREDKBIZE G L THDER, B FREIC
BWTIE S — N K DIRERBAEIAR L L TIEETH D, L — Tk 2B AR LT
TN AT, MATHEOFIEE L TOI T —T VIR &S, RAMOELIZE LT,
BeE, KEZ PO E LT T iR BASIL2 38k & BEST-CLI 35k O plihi 23 ficilt
WEINTND Y, HROFETNL, ISR | ROV T 56D ThoTz, I
WICHEERRBR TH L, MRICE O TR 2MEENBE E 7D, — T, AT
X ENENOIEEIFEREN T DIEF 2B 52T 57290 SPINACH #RERB THiL, T
BERETDIRT, AGEEERET2RFAHE IR TWD O 2ok H7edhc, BUT
A RART T =T JWEIR ORI 2 VER], Wi D no option JEFNZ KT 5 [Trans-
catheter Arterialization of Deep Veins| DA ZMENHE iz, R ECEEIRS v & TF



SCHR
1.

i LR T O R FARICENR L2 ER S5 FETH Y . #IROEBIRIL & W5 & 6 72 2o
REFETHD 7,

MATFFEED 2 TIEAME OTEIEICE b R WIEFI OB E & L T bk LTo LA
T —F AR STz, AT, AMEIEEIZES L CIX bFGF B4 & J/JpTia L FASHETE (negative
pressure wound therapy : NPWT) 2 EDZE T U A EHINTETWD, ZDOXHIT, £
AR OEHE AN DIRIEIZIIMETH Y, DO L IR>TWND,

S B D24k

Amputation free survival (AFS) 282 E TlROIVH SN T2 EEHMEHEA TH L8, &£

DEERIIE 2 T HRIG ORI E B D 2 & e < EFET DIERIN 20-30%F/ET D, ZD

k@ AFS TR & LT 1TV 2 e, 8 OBFITAIEIRIEICITEETH D
 E OB EAMSIRIIIL T LB ER T2 b O TIERV, T07), AT i

ﬁﬁﬁfﬁ%ﬁ@%Igﬁﬁ@E&Lkﬁ%ﬁﬁkhfﬁwoﬁﬁ@ﬁ%ﬁ\EET%QW

SiE (MALE ; KU, sEC, ERRAEEADRZA B MATEE) LM% ORFM 2 FEREEA &

LTW5 <@ﬁnf%$m£@%f 1L duplex echo TR 4L TN 523, SFA & x# 7z
D%T@ﬁ SEEAM D FBPEF IR STy, £, BKREYZR TG H X

B TR 1 k&i%ﬁw k%h%éﬂfné ZHRIEL TV BEDEZX T2 BE L,
patient reported outcome, well being DO FEAM & FEATFEAR & L CHEEMENHE LT 5,

SN

HFEDEEZ .0 & LT, B A2 Lz, 10 4R LRPMEE 2 2 (b LW B I
fELTW5B, —J7, LM EAEERMEN ATRE & e~ -, MATHEIC XV AE OB % B
h#bff%éﬁ\@%@@i%<@%l_iéﬁé%ﬁﬁﬁfhwiﬂfmﬁwkwﬁﬁ
& LTREE o LaHilfa eI L 72 v,

lida O, et al. Impact of angiosome-oriented revascularization on clinical outcomes in critical limb
ischemia patients without concurrent wound infection and diabetes. J Endovasc Ther. 2014
Oct;21(5):607-15

Utsunomiya M, et al. Wound Blush Obtainment Is the Most Important Angiographic Endpoint for
Wound Healing. JACC Cardiovasc Interv. 2017; 10:188-194

Nakama T, et al. Clinical Outcomes of Pedal Artery Angioplasty for Patients With Ischemic Wounds:
Results From the Multicenter RENDEZVOUS Registry. JACC Cardiovasc Interv. 2017 Jan
9;10(1):79-90

Farber A, et al. Surgery or Endovascular Therapy for Chronic Limb-Threatening Ischemia. N Engl J
Med. 2022; 387:2305-2316

Bradbury AW, et al. Surgery or Endovascular Therapy for Chronic Limb-Threatening Ischemia.
Lancet. 2023: S0140-6736(23)00462-2

lida O, et al. 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) Circ Cardiovasc Interv. 2017 Dec;10(12):¢005531

Shishehbor MH, et al. Transcatheter Arterialization of Deep Veins in Chronic Limb-Threatening
Ischemia. N Engl J Med. 2023; 388:1171-1180
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MERARGMEORMBFIEMERTHD, BUSERICESBIE CRARBIDEREEI LN
V. Flo. ASAR CRANUSERNNEE L I BRI AEEN' D 2.
Lutonix BTK J Invasive Cardlol

COfesh, MERMFIED Lz BT EREERE T RREROR OB BIAROEMCORN2EER SPINACH Circ Cardiovasc Interv|
5Nn%.

IMPACT DEEP Jacc
OLIVE clrc Cardlovasc Interv|

N5, FIfFIER_ECOBNBRIHEE 2 H 9 3 ERME AR OB ICEE WL - X050, Z<OmFERMFEN
EHZNTLS.

£
INEHLLVBRNEN THNE, BEOHBSTEREANCERMMENTEEZISND B ER

PREVENT 1 svs

MFERAERSECONT, BRI, FHEETET SEOUEF, TRMECT 3 LEFHE A
R R BRI A S BEEE : e oo ot ogy
— new device, strat
= EVT registry
C e . . . =5 A R
Classification and guidelines HRE - &0 2L
0PG for OLI ESC guidelines
conte h;’s" wtal Pawlpagvcem ;3;18 ?’g;f;g;;{:sscs”fg [CICLI ; Rutherford/Fontaine @ CLTL: ZIRtEEDZAL (DM, ckD)
JVS 2009;50:1462-73 JACC 2015; 31-941

OTASCHY4E @ GLASS3E
FDA
Wound healing clinical
o - .
Wourr‘zc;z fanijru:egan Wi classification AHY/ACC guicelines < CWagner/University of Texas S WIFIDHE
2001,9:258-268 Mills JL, et al JACC 2017;69:71-1: JVS 2019:69:35-1255
VS 2014;59:220-234

@PLAN (WIfI stagetWIfI ischemia
stagehSIN{TAHEDH AL

New adverse event classification JCS/ISVS
Society of Interventional Radiology 2022 Guideline
JVasc Interv Radiol 2017:28:1432-1437 .
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(Sp%: =¥ .
méﬂ%; OLIVE Registry Study Group

PHEERTE - SPp2 4120210 (8) 10:00-12:00 Endovascular Treatment for Infrainguinal Vessels in
BIfSRAT : TKPSI I 77 Lo Ao — 77 Ly AN—NAT Patients With Critical Limb Ischemia
(HEXE#H3 —13—1 TAKANAWA COURT 3K OLIVE Registry, a Prospective, Multicenter Study in Japan
With 12-Month Follow-up

Rk PR o
s

PR 2 4R R AR
FHU—F /I N—F g2 a

0 9 .
° "
BRI  PRc2 5420 6H (k) 16:00-18:00 9 9,
BRESAT : TRPRIIA Y 77 LAy d— ATy LU AL—AT 000 P
(X3 —13-1 TAKANAWA COURT 30) 19 clinical sites

. oiro Cardiovase Inferv 20130:057° |

Baseline Characteristics -1 Baseline Characteristics -2
Paient Chararisics 1=314) mean 25000 nto
T ] ReosGned
Age >=80 years 82(6%) = o
Male gender 203(65%) nemisell 212(&?/“)
Body mass index 22.1+3.5 (304) Hemoglobin <8.0g/dL 4(1.3%)
Body mass index <18.5 38(13%) C-reactive protein(CRP) 0.71(0.2-2.5) (294)
Serum albumin 3.7+0.5(292) CRP >3.0mg/dL 59(20%)
Serum albumin <3.0 g/dL 19(7%) Cardiovascular disease
I A ,
Hypertension 248(79%) - Pr\vor coronary‘d\sease 143(4&1/0)
Number of depressors >=3 64(21%) - Prior myocardial infarction 60(19%)
Diabetes mellitus 223(71%) - Prior cerebrovascular disease 66(21%)
insulin therapy 111(36%) - Heart failure 80(26%)
HbAlc T 6.2+1.2(201) % Brain natriuretic peptide (BNP) 1611 (59-428) (159)
c >=8. /o) o
Dyslipidemia 127(41%) S %2 200 M. CT{E2)
On statin treatment 81(26%) Anti-platelet/anti-coagulation therapy
History of smoking Past/Current 123(39%)/37(12%) - Aspirin 274(88%)
- Clopidogrel 124(40%)
Renal failure (>s-Cre 1.5mg/dL) 189(61%) opidogrel (30%)
Hemodialysis 163(52%) - Cilostazol 160(51%)




Baseline characteristics —3

Prior history of intermittent claudication 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)
[Actiiio o Daly Lving (ADL) betore revascurzation

Ambulatory/Wheel chair/Bedridden 37(12%)/188(63%) TA(25%)

Summary 1

» 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

EVT Region

Eur 3 Vasc Endovasc Surg 20063159-63.

Femoropopliteal region
(17.9%)

Below knee
(41.7%)

BK lesion: Lesion length

(n)

38 (11%)

85 (25%) 217(64%)

Over All (340)
IR UM 13 (9%) 29 (20%) 100 (70%) (142)
Post tibial [EACORPZACLD) 78 (72%) 109)
TG UR 16 (18%) 34 (38%) 39 (44%) (89)
T t
0% 20% 40% 60% 80% 100%

m <5cm @ >=5~<15cm

Over All

63 (25%)

Ant tibial  PAREED)
Post tibial

Peroneal

193 (75%)

123 (85%)

BK lesion: stenosis/occlusion

(n)

(256)

(144)

am

©n

20%

m Stenosis

40%

80% 100%

12

Summary 2
Anatomical characteristics

Below the knee vessel disease alone is around half
of patients

Long, diffuse, total is typical lesion characteristics




. . BASIL trial Olive registry
Primary and secondary end point
"
AFS AT 12 MONTHS 81.3%
MALE FREE AT 12 MONTHS “ 63.0%
0 w
" 88%
%% 5
0 i 0 Surgery 0
£, é . Angioplasty s
B L EEE
i 32 20 38 m 146 " 312 258 234 216 143 Follow-up period (months)
o oL ) ) ’ [ n )
S S S S— S e — ST m
o - e o
Procedural success rate 93 Lancet 2005
Optimal performance goal Wound core laboratory
JVS 2009;50:1462-73 -
Point Estimate, Efficacy  Qlive Bk
Outcomes % (95% CI OPG (%)
MALE+POD 76.9 (74.0-79.9) 7 88%
AFS 76.5(73.7-79.5) 71 74%
RAS 46.5 (42.3-51.2) 39
RAO 61.3 (58.0-64.9) 55 58% 2
Amputation 88.9(86.7-91.1) 84 92% Close up of ulcer
Death 85.7 (83.3-88.1) 80 81% T T T 1
s een [ ]
Bypass O Bl b H Hi & =0PG (Conte et al) EZABHELY | Roference tape
Planta Dorsum pedis.

=
o
c
=
o,

healing

BMI<18.5

0.54 (0.31-096) 0.03*
Hemodialysis 0.79 (058-1.09) 0.15
Wound infection  0.60 (0.360.98) 0.04*

“Statistically significant

Proportion of ulcers healed (%)

Time to would healing
Median value:
97=+10days

Months

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

13

Multivariate Analysis
| |  HR@s%o) |  pvae |
s N T TR N TR
BMI<18.5 222 (1.23-4.01) 0.008*
Statin administration 0.59 (0.30-1.13) 0.11 —
Patient's risk Anemia 1.80(0.97-3.32) 0.06
Heat failure 1.73(102:2.91) 0.04*
Wound condition Wound infection 1.89(1.07-3.32) 0.02*
MALE
Hemodialysis 1.98 (1.23-3.20) 0.005%
Patient's risk Heart failure 1,69 (1.08-2.66) 0.02%
Wound severity | Rutherford classification 6 225(1.36:3.74) 0.002%
Procedural factor  One straight line to foot 055 (0.23-1.28) 0.16
o BMI<18.5 0.54 (0.31-0.96) 0.03*
Patient's risk { Hemodialysis 0.79 (0.58-1.09) 0.15
Wound condition  Wound infection 060 (0.36-0.98) 0.04*
*Statistically significant




FI%E H{ﬁ} 75 R % ?%: E) j/l/ f: %Iﬁ OPGIC&2:Hil (20094, 1VS;50:1462)

MALE+POD TR

filifEAR

z 5 s O A R OREAR
OLIVEERZHLELT  MEIBEF FHlHEAR(CH D BAERE AR O

AFS (1) BRAEEAN : Rutherford 2 7 A Dk
EpEics 1 Epaxice i RAS (2) MAEHHZE OFA
EBEE= ( ) BEE=OFHME 1) SRR O

. PSRN RAO 2) A Atk
FROKE : IREDE (2) WRIMEDRE . 2) It
TR (3) Al A VLR i

AETE (3) AMSOFHTISECD e BT 1T
BEOEERE NYe

Al . 975 45 O FEA

MALE: major adverse limb event (above ankle or major re- ., AFS: 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.

por
erimary Outeame i comments CENTRAL ILLUSTRATION Gaps and Recommendations in CLTI Trials

Efficacy and safety outcomes

Objective Outcome Measures for Trials in g 0wt Gny sssesmers 34149 (69:4)

: X e SR o a0 CTCE T
Patients With Chronic Limb-Threatening Partof compositeendpoint  24/49.(49.0) 18 sudes asessed deth
Ischemia Across 2 Decades (either as primary or composite endpoint only; 6 ) .
e iy o e T SR IE B 3 E— TR
Analysis and Recommendations ey o secocar s i h H
composite endpoint
MALE (any assessment) 43/49 (87) s e e
Primary endpoint 12149 245) 001 and pten. reprtedacomes reoortng BEMG—THL
The database search yielded 7,216 papers in PubMed Part of composite endpoint 30/49 (612) 1 studie assessed MALE as S = Defineand report devie techncal = =
" § (either 3 primary or composite endpoint oly; 19 = Develop and uie 0L e
and 387 studies in ClinicalTrials.gov. We identified 49 secondary endpoint) studies assessed MALE as either specificforcLTl

EmFENIE (LME) TFRO
fHICESRNCENDRRN

relevant studies (n = 11,667) that fulfilled the inclu- primary orsecordary p
composite endpoint
sion criteria (Figure 1). Of these, 38 studies (8,188

TLR (any assessment) 43 @) MACE/MALE
patients) have been published, while 11 studies (3,479 e o) st e e ssnn: AFSIHAUE OB TN AL
patients) have not been published at the time of Part of composite endpoint 2/49 (45.0) 12 studies assessed TLR a5 = Report MACE and al-cause mortalty B
collating the data. Among the 49 trials, 29 were ran- Eiooi e R = et patancyocisiono degrs AUSERICR MR OR T EESHAEN
: = Rapor MALEconstentwith stodord ity
domized controlled trials and 20 were non- primary D'wnsﬂ'ﬂw plus. definitions at similar timepoints. = Direct measurement of patency in SEAEN
. N . composite endpoint | addtlonto TLRTVR Staging®aHiiAEN TV
lanldomlzed. A fullhhs( of thelsmdmsl m;enng Functiorl nd wound endpoins 10/43 0.4 & ging
inclusion criteria is shown in Supplemental Table 2. e N PO
harge bt s e | wems | Peruck GLASS##(dpedal U T mEOIREEN HEA
Unspedified 4/49(82) Mo details regarding the metric to SRR = Measure both ABI and T8I RENTLBL
sssessclnial improvemer SRy Rt . N .
Patency 25749 1) HEORRIN B2 AR BINE
) By arteral duplex /49 225) rm—
J Am Coll Cardiol Intv 2021 AL 2049 (41)  Cumently used by Mercator e e 2 memant

Medsystems
Procedural and technical success. 16/49 327) Laer, V.ot 1. 3 A Goll G ny, 202114(23)2584-2557.

Gaps Recommendations
Outcomes
Some studies assessed limited outcomes, A core group of autcames should be assessed in every CLTI trial (Table 2).
Definitions for many endpoints (eg, MALE, patency) formany d should b
were variable. (717.18). > o
N R N
Hemodynamic and functional testing — — / 7N /
Toe presstres are rarely assessed. We recommend measuring ABI and T over multiple time points. )
_ Walling distance i seldom assessed (15,19.45), We recommend assessment of walking distance with a valdated tool (eg, 6-min
Ik test).
e Primary AFS MALE-free survival
Definitions and assessment techniques for stenosis Trials can choose betwieen two approaches: 1) reporting patency/occlusion of the - -
and restenosis vary across tils. reated segment; and 2) reporting the degree of stenosis within the treated Secondary  Freedom from all-cause mortality Freedom from all-cause mortality
segment. In-hospital and 30-day morbidity and mortality  RAFS
Some studies incorporated TLR/TVR into the Direct measurement of patency is recommended, as relying on TLR/TVR may MALE Freedom from MALE and POD
definitions of patency. introduce bias. MACE AFS
Wound assessment Relief of ischemic pain Freedom from myocardial infarction
Wound assessment occurred in 49% of trials wound Wound assessment should be reported in patients with Rutherford class 5 and & Psychological morbidity o Freedom from stroke ) o
assessment strategies and reporting varied. disease. We recommend 2 comprehensive strategy for serial wound HRQL: generic and disease-specific instruments  Freedom from reinterventions (major and minor) in index leg
assessment over extended periods of ime. Such a strategy must include i ion and crossover i ion rates  No. of reil fons (major and minor) per limb salvaged
rigorousand adudiated (e, und Healing of tissue loss (ulcers, gangrene) Freedom from hemodynamic failure
area) and wound dlinial characteristics (eg, granulation tissue and infection) Extent and healing of minor amputations Freedom from clinical failure
LB Hemodynamic changes; absolute APs and TPs.  Freedom from CLTI
e T EEi T O ABI.TBI HRQL (VascuQol and EQ-5D)
PROS are rarely reported. procedures for the treatment of CLTI. We recommend including pein scores v i
and functionsl outcomes (eg, ambulatory and independent status) (46). raoliiesciQolandiEOSE) AT CE i SRS
Health economic analysis
Validated CLTI-specific QOL tools and PROs do not exist. QOL tools and PROs spedific to CLTI should be developed and validated. Once
available, these should be implemented. ABI, Ankle-brachial index; AFS, 4Ps) CLTL chronic limb-threatening ischemia: EQ-5D. EuroQol-5 Dimension
Study duration questionnaire. HRQL. health-related quality of life: MACE major adverse cardiac event: MALE, major adverse limb event; POD, perioperative death;
RAFS, reintervention- and amputation-free survival; TBI. toe-brachial index: TPs, toe pressures: VascuQol. Vascular Quality of Life questionnaire.
Studies reported outcomes across 3 Trial duration should llow assessment of mortaiy, imb-related adverse events,
wide range (1-60 mo) major adverse clinical events, and long-term device efficacy. Although this

duration may vary depending on trial-specific characteristics, most trials will
require follow-up of several years.
[J Am Coll Cardiol Intv 2021;14:2584-2597,
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(4) MATAE% D ADL
2> ADL FHli, FRZAATHERE OAMERE/EME L T RIMATHEIZ L > TEERT U
kB AfEEE L% % . SPINACH study investigators Tidffité ADL % [T r[RE)
B AT RIRE] THWNT ) (B T EW ) [E-& 0 ) PR CTiMii L7z, 248
BIETIC L D & 1% ADLIC 8% 52 2R+ & U<, mAiTHERTATREE, CLTI
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(5) MATHE% D QOL
MATEEHT% O QOL 1% SF36 & VascQOL (2 TRl & A 7=, Miai A= T IR, 5his.
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M TERARBINZ LT H T b, AmPRITNATHEDOEZERT U M
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OSR 7 EVT M A@EUNER L& LTH, ZOMmATHEOE N EEFI13 %
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MICHEEREZRELT20 . RBARHEORMUICHEREEEZE LY, RS
DERGERDSTD LIEGEEIZIE, MATHEZRORED T U b MRV ET S
ZLtiZ/e s, 2T, SPINACH study Tidd
S COMMIRRI 2 EFR LTz, D MIHIshofs e oo ML R
L LT, FRROBREEAIRED L MATENRER AL e s

Anatomic 97 (94-99) 91(87-94) | 0.006

Jj] i& % j/l/%“ﬂ%qz,ﬁﬂj [/ 7‘: . Hemodynamic 88 (84-93) 81(77-86) | 0.032
Perioperative adverse event, %

@ CRESPIIRR D) IS TE F . B E THO R K Death 27(10-44) | 33(1.2-52) | 071

Myocardial infarction 0.7 (0.0-1.1) 0.1(0.0-0.4) | 0.54

V/r ]\ ‘? /]) “/ O)ﬂéﬁi %%7\8\ &) %) %) O) Cerebrovascular disease 1.3(0.0-22) | 1.2(0.0-2.4) | 093

Acute renal failure 1.3(0.0-2.2) 20(0.3-36) | 054

@ Jﬁl?ﬁ‘@j]ﬁ_%ﬁ’]ﬁky] : Jfﬂl?ﬁ—ﬁ@f"ﬁ@ ABI 753‘ 0.1 Major amputation 27(1.0-44) | 31(1.1-51) 071

Major adverse limb event 47(21-7.3) | 57(2.8-8.4) | 062

;EE /»;L Z) 73\ SPP 7j§ 10mmHg fz% i (‘J:#E'f‘ L Surgical site infection 47(21-72) | 0.0(0.0-0.0)  0.001

Data are presented with 95% confidence intervals. EVT indicates endovascular
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UTHE CLTI I BT D I T EICE#ET 27 N1 A2 5HMli 9 2 B8 endpoint & L
T Amputation Free Survival (AFS) 2MEH IS Z ERZW, LA L Z D endpoint
(X5EZBED CLTIIR D T —L & —E L T DD Tidlewn (i), £ 2T 2013 ££iTF
% 24 AFEEERMARE RS S PRI ERL S 2 0 TEE NI M2 53 2 B R R AR AR
% WG 12 &> T, W< 27 endpoint 2328 S 7z, £DOFOOE DIZAIGIRRED &
ST, ZO 10 FHITT A A ENEE (EVT) 77 = v 7 O L inFE SO K =
<Efb Lz, 7= & 21X one-straight line 7> 5 pedal arch, wound blush, FZ&# N
IRENEAL LT D, £ 26 QWM R LV RKIEITHRAE 2 Fo70 £ CLTI 15
BHEOBE O D o7, ZOHT 2013 FLUKE [AIGIER] % CLTI I8RO
endpoint & U THLAIAAL T D ORFRRER N Tz, LoL, Ziub ORIEIRER
% endpoint (2 L7=[EHKRER CIIT A ADEL ZFE+ 5 Z L IXR#EETH 72, =D
Z L EME 2 CAMGIRR Z endpoint (252 EDOERERNESIZONTELE L,
HIZBIIED CLTI {5EMER 2 i3~ 5 7= O ORNEIZ I 1T DA HEIRIR, MR IR 221
DNTIRND,

AFS 23372 endpoint (272 572 W H & MALE [Z2W\WT

BE3k AFS NEE PR IMIEHE., T3 ZDFHIICHIT % endpoint & SN TE7-, L
2L, 2013 £ WG TORMETLLR, BHEIEHEABE L T7 31 A &2iHilid 2 L 5127
STAER. AFS MR SN TH ., AIEIRE & OTRHENRBO D Z EBRHAL NIRRT,
AFS DB S IVIERITH 18-27% IR T KU & ST 447 L CO B IEBI NS FET
DT Mol (K1)2,AFS & & 12 MALE (major adverse limb event) % endpoint
ELTHEHESNTWD, Zhud, 2B &L T To FRERGIE, Brld L <IZHED
SAEHEY bypass 7, AMEIROMAREREIN, MARTEMERIEDOBE S L ERIND Z ENRLN I,
HEFCld MALE 12 EVT (2 & 5 re-intervention (AL T2V, Ziuid MALE O
7Y distal bypass 2% EVT X WD > 2RI TE 72 0T, BIELZNABEE L C
WHEBEZBND, S BIZHESNTIE EVT id minor 7250 A & 5l STV 5 T, MALE
IZIZANTW WD THA S, L LAGOBLENDE 25 & Bk R IK CHRRA
RN 5 b0 b EVT, MEWNIGEFHREZ L7 @ re-intervention L7-2H O b | BIETERE
FE LS AT Ko T EGL 2 i 2 F [ REMER S < 70 2 DT MALE IZ3® 5 R&E T2
EEZD, AREWH TR DERIT/2D 2 EITRET D ENH DM, B O
(CHELEDONLOTI ZITRE LT,



3.

10 219 18% 19% 27%

HELL

70 -

60
50
40 -
30
20
10

lida Kawarada Kobayashi Rocha

1 BB RISRE T THDIERS B LR VEE k2 LY 3IARE) /

T - RUIBTIC L 5 B4TREAD DRAL

. Amputation Free

. wound healing

| SR

CLTI 2B 2 AHEEREIXMATEE ORI O FIZE Y LD, ZiUTFEsD E N NWFE
ThbH, MITHREIILTWZ2WEMENEE TS Z &30 (K2), LALBHLMIS

ATV WEE L LT, MATHRDY) & Al
EIREIT 16k 1S Tidenz & Th 5, Al
EHRI MG B AR WS O AT O R
INZix, OfFHFBNCAHE ~D MR35 H AL
OGS, @EEAIRIIZE > TY A v—IZ
i LT b RaRDN N EE, QAT R IR E
TIT2 TWTAEEN LTV 503, A IXHER S
TR S e W = FER AR B Eh 23 &
% (XM3), FEEEECIXmATHENKY) LT
WTCHABIEER SO NN En3d 5 (1Y
4), THHRIGIERZAT O ERE 2RI S
2%, CLTI IZIEI TW R WANSTRE O EiF

OfFEFr) (CHREE
@aETHEE
OmITEZE(RIILTLSH

AlZiak

*
MATERR DY)

-_
2 : AR TR ORI O LicK Y 2o
(AT FEE & AlEHAR R IX RS )

AlSamIEES
gr=NA

*

MITEREDAKI)

Bl ICIFRN & EhVRL (BREREIARKTH)

K3 : AIEREIE LN EVES. MITERBOARRICEEA RS DED 3 2



%‘fi[ﬁl’/ﬁiﬁ@ﬁi 5 i < Vo 7:’_ & A 5 1. One straight line strategy (FTZ1hH
Ml BIESERICIEH TR
WS A T - D e AUETE R y . 2. Indirect EVT LW\ Tamh>k
3. poor vascular bedT%3

BFONRNONFES , MmATHEE a

MmiTERIFRH LML
B Lo LAIGIRIEISRS S e nr HEEmERSnEn
—RAIEEFEMNIZIT42F 260 iR
%, MOne straight line strategy 1% ;
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% @F b7 b ER TR BEED b Ry — 2 (BEiZ GVG X Y 31/)
FRE LTV WgE (MATHEOHE N S E 0 ofe b B X TWDHA, WICHIZHZEL
TS L, TCICHMAELILSES) RETHD, I I TORILOFEEIZITME VIR
DENDERNRHNVENTHDL Z LN H D, AGIHEIZEHR TE, 2L THEHEATEE T
b5, L LA, MENERORINIREMT, ZERINRFHECTIT O XE Th v B E I
RME &R O, ABLX° SPP 72 E O D RFBIARFHIETIT ) 2 & LvTET | Al
EIRIRHE O L 5 I HFMT 2 2 SIXREECH D, = HICERRIZIW Tk~ 22 MAT
HEENMEEL, MATHENK LW o THMITHET 2 ERA BTK fEIKICF%
DFTVRWEELH D,

TR 7= X 9 \ZAMETERE % endpoint (T L 7= IR FER TIXIMATEHE DT /N1 A DE
NMEZRHET 2 Z & IXREETH -7, TOEBIT, 22555,

(1) MBI T A ANEYLHIE T 2 2hRB 17\ 2 & = AIGAR U o B
MATFREAAT O g (M PIEIRT S R) 1%, B ZI0RE L ENE iR 57
DT A A TEH Y ZIUT K > THENICAIEIEE 2 RET 525, SRR RS 2 i3
% mode of action [ZFFHEDOHE TV, MATHEIC L > o E5F. Bk, 2o
MERFZ2 & DEMIMED VR STz & LT HAIGRHE CIXRiA S bR 2 L RO b iz,
BARBNZIE, P EA UARHB~OREFRAEEN L T H ARG E 2 AUX, I8 NIRE
THRAATIHEITHZ LB TET, AGZEAT IEREOREICEZNOND, £
TR/ 2 OPRNGOIEREIER T D, EGITIT AT I L 282, 136
DENRD B, BIEIEEICEL TV 5D, BEAIEIERICIS W TG xI T A5 D
R ORI CTh D, Z ORITIXRRHIZ IS NIRRT S A 212 K 2 AT R
FERDASIRIEO 12 DI+ RN 2 DT n s nw o iIE (eik) H k&<
HELTWD (M4), ZoRELZIE, ZBINCGHMETE VW2 L bMETH D,

(2) HfED EVT [EWEEsR D[RR
9ok, 2013 D WG TIFAUSTER OB D MATHEDORFUZ SOV THHELE



DRINTWRPSTZZ ERHIT oD, DF D MATHENKI L-iE» LA E T
O M OFFIET G DIRVRIA LIE LIRS Biviz, ZHUXEARZ T ORBETIdk
<, BRKDATA R4 T D Global Vascular Guidelines (GVG)IZH W T H I TR
BT L 0 R ORI OWTRLE A 2 S e 9, Z OB LV KO 5FET P2 O%y
FE IR BT L 0 FXATT £ T LoAT IR EAMGICEERER G O N2 WEE R H Y |
BIE~DIBIENE LN o T2iGE . BUED EVT EfREEa CIIAEIREL S5 2 L 1X
TERNWILAZRLTWD, BfE, AG~EEERAZ NS E 5 EVT EREE 20,
ZHOFHRBIZB W TIZ LDL 7 7 = L— 3 2% HBO 72 & OfUIMES & U, ik O Rt
LT S5 & 5 WL ~ORERESR 4 A S8 5 RORIE T LRHG IR 218
H#TD5ZENTERY, FIARSNZ LDL 77 2 L—V AR TH L LA D —T®
TIE, BRRBRICRIT 2@ PULHEL LT EVT BOBROARIEE NSRS NIZZ &
Mo HHFETE D 5,

ZDOE DI EVT ORFUZ DN TDOBE L BN IEROIEEE TIIA T Th o 72,

I, D LESTZFE LD D, BUESRLN P 81X, EVT I L 5 MATHEIZIBWT
pedal arch ¥ TIZILIENFIHETH D & STV D 0, BUR TR £ ClidT @235 sh
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2010~2015%F

HDEZE DPADEEE 18.0~41.0%

Study Country

Fvents for analysis

Design Sample sze Mean age M ow up fime Duration of _ Disbetes | PAD (%) Diagnosis of PAD

aysis (ycars)

Fishbane et al. 1996 (8] UsA

Japan

UsA

Portugal

Zhou et al. 2015 [16]

Multi-nation

oC 132 615 59 2 NA B0 A8
PC 1010 605 635 2% 65 338 165 A8
R 20873 614 577 628 NA 377 253 Clinical ssessment,
RC 2w 62 %6 4 58 24 405 histor
Clinical assessment,
doooler
C 12 6 559 s 198 NA
oC 19 & 0 36 8 200 A8, vascular calcfication
8 598 698 1056 151 198 A
2 03 £ 73 02 B, Clinical assessment
o 616 64 792 77 27 28 A8
n 564 534 2 1 95 18

A8, clinical assessment,
history

Abbreviations: PAD peripheral ateral disease; USA United states of America; PC prospective; AC retrospective; NA: not applicable; A8 ankle-brachia blood pressure index; AC: allcause; CV cardiovascular. Multnation”
United States EuropeJapan, Canada, Australia/New Zealand
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Okamoto K, Kobayashi S, et al AJKD 48 269, 2006
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Variable OR  9%Cl P Value Bib
Age (per 10yr increase) 115 11010120 <0.001
White race (versus non- 127 L1410 142 <0.001 Bt
white racc]
126 L3014l <0001 MR
5 <0.001
<0.001 B2z
<0.001 -
127 L3014 <0001 BN B
091 0871009 <0001 D E RS
¥ L14 1010129 0037 YRR M EIE T
Malnourished 147 12310174 <0001
Albumin level (per 1./ 0.67 0.58100.77  <0.001 ESE-ET LIS MmE
dl increasc)
PTH level (pe 096 09310099 0016 PTHIET
L3 LI0to 117 <0.001 BTEAR
075 05710099 0034 BRSEET

Xu

Ann M O'Hare, et al. } Am Soc Nephrol. 2002,13:497-503,
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17BERR 113408 YRATITAYILE1— CKD or ESRD vs IE# B EE

Higher odds of target lesion
revascularization (OR 1.68
(95% C1 1.25-2.27), P=0.001)

(only with endovascular)

Higher odds of major

amputations (OR 1.97 (95%

Cl 1.37-2.83), P<0.001)
(with endovascular or open
bypass)

Higher odds of mortality (OR
2.28(95% CI 1.45-3.58),
P<0.001)
(with endovascular or open
bypa

&

CKD or ESRD

EVTH B I & HR3R AT
OR 168

LA

EVT or bypassk K {1 K7

M OR 197
i I! EVT or bypass#% 3£ 1=

OR 2.28
Anantha-Narayanan M, et al.J Vasc Surg. 2021, 73: 331-340. i
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i FavcursNonESAD Favours ESAD
=
= AFS  EVT OR:0.48
e BS OR:0.28
= #EEE EVT OR:0.54
Favours NonESRD Fovours SR BS OR:0.33
Lol £ EVT OR:0.51
I A BS OR:0.26

Dawson DB et al. Catheter Cardiovasc Interv. 2021: 98: 297-307

#
10000 * * I * B *
o 2
S 100 . S 1 1 1
@ ' 2 H
T 100{ e T 1 .
S 8
& i &
S I S '
8 K S ] e
T T T T T T
Mo 1 W o) 10N
Fontaine Fontaine

*p<0.001 vs. PAD(-), #p<0.001 vs. Fontaine |
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BHTEME (IDH) IEFTFEPADRIE D RV R F

X% BEHDEEA55914  BATEME D EH nadir SBP <90mmHg

e imgTonek  IDHERLE FIRPADRIE D
e Urmiiay BHEOEIS (%) SN (95%C1)
.. . 82% ° re
W3 A%k OnhA#%k o @) EVT BRAER o8 0 : 1.00 (reference)
50 3%
(74/102) .
- 37b\ﬁ 1£ 73% 18 >0to <15 —o— 1.07 (1.01-1.13)
o | g%ﬁ%??% " -— 1.04 (0.98-1.10)
#ERA62% e P
i %
B 57% oy G169 127] ﬁ 1& 82% § ’
40 32% (26/65) 238 15 to <30 e : ﬂ 1(: 111:,: 33
(21/65)
5% ) —— 1.37 (1.30-1.43)
o R ——
05 1 15 2 *
A FTELIAR EVT #
ENREROTH " fald 0t i e S 2012 4“25,*' Scong Yt . A Kitney D 2021, 77{5KT30 738 ®
BMC Nephrology BEHEIE (IDH) [EFRCLIFEE - CLIC L AT DM I BREF
- o < N
. Intradialytic hypotension is an important g BATEMLE D EE B 305 AT ELLELSBPA 20mmHg A EAE T or iE 47 o R {ESBP<90mmHg
URSEAAME AS risk factor for critical limb ischemia in - FFARCLISEE or
nadirR—ZT90 patients on hemodialysis CLIZL BT FACLIRE or CLICKARE-EHEMERELT ST BRI
mmHgA T &Y idoa' @, Ta o Mochida, Ko hioka', Kol IDHEE
INOFEATBAIEEFI 02 SHR p-value
LB L TIRAERI2 ] (95% CI)
OmmHgl FO i S Age® 148 0.18
Ei&?i—%uﬂ% ° (085-2.37)
S%IDHEER H P=0.01 Male 226 023
2 04 (0.60-855)
B Smoking® 548 001
3 JFIDHEE o (147-204) |
£ History of (VD 326 007
© 091-117)
| ; ; , I\DH‘ 313 004 I
0 300 600 200 (.05:937)

Days

Matsuura R, Kobayashi s, et al. BMC Nephrol 2019 20:473

Typical overlap in vascular disesase ~ ~REACH registry~

PADE B4 B E DD NI ERE S HDHEE

Total n= 67,888 Risk factor only 18.2%

i fn 5 9 5

IR 16.6%

44.6%

PAD n= 8,273
TR B 52%
MM ERE 23%

CAD+CVD 13%

CAD: coronary artery disease; CVD:cerebrovascular disease; PAD: peripheral artery disease

Bhatt DL, et al. JAMA 2006; 295: 180-189

PAD(-) PAD(+)
Fontaine’s classification
(N=51) 1(N=27) 1 (N=8) V(N=11)
EmEOEER (%) 9.8 55.6%* 50.0% 54.5%*
X Z= e (%) 3.9 222 37.5*  36.3

p<0.05, **p<0.01 vs. PAD(-)

Xy

Ohtake T, Kobayashi S et al: J Vasc Surg_53: 676-683: 2011
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N BALER EA2ER

9% (/100N - 4F) 4.9 3.1 1.5
ST (#4/100A - 5) 1.6 1.0 0.5
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UAE DEERARBR» b/ b A

IXC®IZ

2013 FF DRk 24 LR A RS SRR AR MR R 236 I oV CHEE 1B 1 (CLID
FEIE L AER S LT BRIRFHIFE RS 1. BT A A OBRFE O, BEICK T L0 -
B0 L7220 BBEOMREE LRI SN, Flo, REZRFHMREE . 24 225
R OWRE, Objective performance goal (OPG) 1Efk7e CUET — % —DIEERHEEA N
AREL 725 Z & bW Sz, Lan L, /R D 10 4250 L7228, ARFEIIC 31T 2 87
TNARABNTEL ELTEY, BECKOTA 74 U HlE S, EEMEE S CLI
O o ERyE RN N E L (CLTD ~& R0 | BRFHEIEEO RE LR ST
Do £D XD 7T 2023 FRCK K0 ARFEEIZ 31T D EHE R RFREER (BASIL-2 35k,
BEST-CLI i) 2 Sz, ARICBW T2 S OB & v 7= 72 i R e i
TERRIZS S L e DL A G LT,

BASIL-2 3B% (Andrew W Bradbury et. al.; Lancet; 2023 May 27;401(10390):1798-1809)

2014 #2025 2020 AZEM (UK, Sweden, Denmark) 41 fifigk CE&k S 17z 345 {5
@ CLTI O B4 % g TR 2 25 L C B #RE - 723 o1 S 2 Ffi(Bypass: 172 $i)
CIENTER (EVT : 173 1) ([CEAELIZEI A, TROKUIM 2y b)) & 23ERE
CRARE FEFMMER & U B Lz, BEEE O FHERIT 72 5, M2 BT
15-20%. CMFEZERETE 13-24% T, 85-90% D & (A 238D 7=, Bypass FfI% 84%!\C
Bypass TINDIEIT S 41, 6%12 EVT, 10%(3MATHENIT S /e ~7-, EVT i
95%IZ EVT 2317 41, 8%\ Bypass Fifr, 2%IXMATHED AT S e hoTe, FE
FHEIEH T B 2 4FE0 FREKUINT (&1 ) & 2ERE A% T Bypass B 63%, EVT
B 53% & HEIZ EVT B TN TH - 72, RS LCITAE I Bypass £ T < (Bypass53%
vs EVT45%) . FhUIHT (Bypass20% vs EVT18%) . MALE (Bypass41% vs EVT45%) .
MACE (Bypass40% vs EVT42%) IZ[A% Ch -7, HMITHEIIAREIZ EVT BECrE$
ToH o7 (Bypassb% vs EVT19%), LLEDOFEF X 0 FEH LA T O L 0 T hrif~o AT
BEEOFEIZ D O T, B MREE O DI FATHERZLEET5% 0
CLTI BHEIZX, HmMOMITHAENE L CEMl EVT 258 E T XX Z LAURBR I T,

BEST-CLI #B% (A. Farbar et.al.; NEJM, 2022, 377 (25): 2305-2316)

2014 E2 5 2019 4FIZECK (USA, Canada, Finland, Italy, New Zealand) 150 fifigx%
TEGR S 7= 1847 il 0 CLTI 0 i % Bypass T I FH ATREZ2 B Firk 2 A4 5 1434
B (aR—F1) LRBEXAOARAANZEELRTSH 396 0] (aR:—F2) IZHEL, %



27— AT Bypass Fifi & EVT ICHEIEAIZEID 17, MALE (BBl A 282 SAEHY
ARG, AR X OB MARBREIR) F 7032 C ORAFR L FEFHGEA &
L CHBHRR Uiz, B EE O FHERRT 68 k. AT EEE 13-19%., E BRI HEEE
40-50%., BHTEFE 10-15% T, 70-80% D EH IZAIE Z 58D 7=, Bypass BfiX 98%. EVT
BT 85%IZFHER G Tz, FEFIEE CTdb 5 MALE F 7213 85ERE L DR
FIEL, 3R — b LBV TR i 2.7 42 C Bypass #f 43%. EVT #£ 57% & f
B2 Bypass BFE CIKETH - 72, 2dh— b 2 12BWCILBHRER # Y5 1.6 45 C Bypass
Bt 43%. EVT #f 48% & ML CHEZITRD 2 h o Tz, WfEOA FHGIRE AR I LN
Dak— K CTR%SCTE-7, BLEORERELY CLTT BEIHT2EEE LT, HFE
FiRE A LT, A oMmITHEET & LT Bypass FIN&Z ZET & Z EQRIE S
iz,

ZE

W FIE R Z CLTI 512 LT EVT & Bypass O & H 523 9IAT 5 ATl &
LT L CWA 0 EME L7z —>OKRBIEZ RCT CThimn e B diER e ot
ZOHFIITNWL O 0HBANRDH D EEbh b,

O L OOHHIT, B RBE N R D 2 ERET 55, BASIL-2 BRI E Tl
&S N TN O 5 IS TAxey 6 » H 2B 2 DM TEREBOBE Z x5 & L3,
BEST-CLI #RBR TIEZFINOMWED U A 7 372 < AVEFFT & M8 N T 0 il 7 1284 72
R TEIREBOBEZXIG L Lic, ZORS, B8k LB O 4T BASIL-2 3K
572 7%, BEST-CLI #5#:68 % € BASIL-2 a3 £ 0 2RIV U A2 7 OFE CLTT
BENGENTVLEN T TE 5, o, LFppEREE L0 HAIEHEE ) BASIL-2
B CTL I BE SN TS, BEST-CLI iREk T3 FEIR~D Bypass Fii23 428
X2 TRV T, REFSZHEICE 08O PMEAFC L Bl R E2 %< &
ATNDZERTHEND, LIz 5> T, MRBROMKROENIBNT, BEEFOE
JiE BE DEWVFERICKB ST & bivs,

H OO OOEHITEEAGEE OFEWTH 5, BASIL-2 BRI 2SR T F 72138
B X0 EToUkE2 EEFMEER & Lz, BEST-CLI iRBR CIX 2L £/ 132 8
KV EToOGENICINA T, A0 FEE L FTI A (MALESETHL S A /3 2 VB AR AR,
MR R X OSBRI RSN 28 £z, EVT BECIEZ O FIfTHaERENEEIC
2 < ERERICEZBERIFT LI L Bbivs, £7-, BEST-CLI &k Tix EVT O#JHiAk
RN 86% LK< . EVT IZMRBREEMITA 15%I2 Lovd &3, FERLZAEMH O 7= D3k
IR HMET S A 2O HBEE © 072 < EVT FHOEORBENE RIS iz & Eb
N5,

AFIZH TS CLTI B ITENEE 2 <. BEER, AT RIIHETHY . mK
BROFERZ X O F FEMIRICKMT 5 2 L ITREETH 223, BASIL-2 3RER L W AKFD



ERARIZIDWNEE 28 L T D L%, BEST-CLLI BEBROFER LY . BV EFH
k% A3 2B Fik U 2 7 72~ CLTT 3 Tl Bypass FIF A FERE LK (EVT
LD HENLTWD Z EIZERITRV, AFTIE CLTI BE(2xf3 5. Bypass. EVT i6%
OHIME LY A ~ U —#F5ETH 5 SPINACH i ER M TN TH Y AHGOHPAN K& <,
EYe A A0EL T 5 CLTI A& I21X Bypass AR THD Z EMAGLMNER->TED,
RED MR LERANEG ., AT £ TICR A LEZRAMGIZIE EVT AR LD, —
FTURT DEWEFRERROBEIZIT EVT ZERTHS Z EARESNTWD,
ZAUE BASIL-1 3R T 2 L. EOAGFRHIFRF TE 2 IX EVT LV & Bypass 23 BA4F
AR Ch o TR L BB T2,

BET T 2 BRI R AR (21X CLTT BT 28T /S 2 DSt & 2k, I
T —F —OIFRMBESHENIHIFF ST D, makko FEFHMNE B ITRERE T, 2
BHXLY EToOUKNE ENTEY ., BEST-CLI ik Tlidmy O EE 2/ A (MALE:#;
AN VBRI ARAE, ARl L OB ARBREIR) 25BN STz,
A2 D IMATHEINO LI Z1T 5 7291212 MALE % & it E AMLETh 72 &b
AN, FHT A ZADOFRKRFHEEEE & U UIZeMEOB RN HITRFER LT, BE &
D Lol AOMEOBLED S I MATEEZ G O MALE 3% L b b,

maER & b CLTT B 3213 WIFT 2038 5O < BRRRH 23T Tl v | BEH
o, BIERIRREZ ST 2 A4 AR TG I D B EHHE R I X B En o & Th D L b
b, BB EFIROGEZIMT 2 2 &b TRICEELZ LITTEERRKRFTH Y,
HARNDRAIF72 AZEIROER IR DA LETH LI DI T o XEHA THh D & b
b, Fio, MR & b ME R O ERET RICEERIZ2 03 Thbh T b9, 1R
EAL OB LS = 2 —OIB BRI SR A 13 T Ty, CLTT B OB NEhfRD
FBARHI OfET FRONEE S | S ER B RBIC X 2 EMRIBA O INEE S 2 5k LT
% EBbhs,

AFRIZFUNT 10 4EATNTAER L 7 CLTT A 123 2 BEREHm R AR Tl BT 1 2
DEEAFIRRE & LB LT, B TERINA 2 L 2IZI0E LT, BRI FEREZ O, AlERE
F T LR OWEN G OND Z & i i T 572 DI S 7z, LavL, thige
BRIZEERT 5 CLTI BF I EMIEBRENFIETH L EHIRERFREBE L2572,
BEBGRICIF D 0 0 D 2 Ll oTe, Flz, B L= CLTI BEIXAUE D72 2 Fiy
KIBE £ N S R ANGRRE 2RI 5 2 L2720 | HT /A A OFRAZINHIZh R
ZEBRTHRR SN 2BIGEORE W, 2HIRERRLE Y X7 BE~OR LTS
12 < 7o Tz,

B LOERARGHm BRI W TR, TR FEIIRIFEZE 022 itk &, BEWIBF
PEOUCEOFHG Z . FHmICE L7 2 AT DR 2 85Hh L. #Ekini# & o RCT
ATV, BMLEER 701308 = 2 —CH MM L e R T T 5, ok, AlGR
i T XL PR SGE ORI, A ERET L7z BASIL-2 3, BSET-CLI &5k, A



Ti{T4 72 SPINACH R LV OPG #AEpk L T, SJTEEZZLAIICHIT S CLTI
B D Real-World Data (RWD) Z W= L2 Y —ifF52 THZIME: & 224 %2 2h 4

5, 2D X H 72 RCT & RWD ZAAG W Iz IR FIHEIE O 1ERAY CLTI B OF#l7
S A ITBLE TIE RN EBF R D,



chronic Iimb-threateniné ischemia

® New global vascular guideline has been published in 2019

W JCS/JSVS Guideline on the Management of Peripheral Arterial
Disease in 2022

# of manuscripts for CLI/CLTI(PubMed)
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CLTI treatment Algorism (JCS/JSVS Guideline)|

BASIL-2 study

BPurpose: To compared the effectiveness of a vein bypass first
with a best endovascular treatment first revascularisation
strategy in terms of preventing major amputation and death in
patients with chronic limb threatening ischaemia who required
an infrapopliteal, with or without an additional more proximal
infra-inguinal, revascularisation procedure to restore limb
perfusion.

EJuly 2014 ~ Nov 2020
W41 vascular surgeryfs% : UK (39), Sweden (1), Denmark (1)
WAEIL 345

Andrew W Bradbury et. al; Lancet; 2023 May 27;401(10390):1798-1809

History of Clinical evaluation index for CLI
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BASIL-2: randomization'

‘ 345 patients enrolled and randomly assigned ‘
I

¥

vein bypass group best endovascular treatment group
I

173 assigned
165 received best endovascular treatment
6 received alternative treatment

15 received no treatment 2 received no treatment

» 1M FU: 2 withdrew/lost FU, 10 died ‘ > 1M FU: 4 withdrew/lost FU, 5 died

145 received vein bypass
12 received alternative treatment

172 assigned ‘

» 6M FU: 9 withdrew/lost FU, 8 died L: 6M FU: 4 withdrew/lost FU, 6 died
» 12M FU: 4 withdrew/lost FU, 5 died 12M FU: 3 withdrew/lost FU, 11 died
» 24M FU: 3 withdrew/lost FU, 16 died » 24M FU: 2 withdrew/lost FU, 12 died

Andrew W Bradbury et. al.; Lancet; 2023 May 27;401(10390):1798-1809




BASIL-2:

Background

Vein bypass group (n=172) Best treatment group (n=173) |
lsex+ [Female 33 (19%) 32 (18%)
[Mate 139 (81%) 141 (82%)
[Median age, years 724 (64-3-787) 725 (62.7-797)
38 (22%) 36 (21%)
] o
31 (18%) 35 (20%
157 (91%) 158 (91%)
(5%) 9 (5%)
Race (3%) 5 (3%)
therf (1%) 0
eclined (o provide or missing (1%) (1%)_
trok (15%) 34 (20%
revious myocardial infarction (24%) 23 (13%)
Previous angina (13%) 21 (12%)
revious CABG (13%) 15 (9%)
revious PCI (13%) 17 (10%)
Previous dialysis 10 (6%) (3%)
IMedical history /Any previous vascular intervention o the trial leg 54 (31%) 67 (39%)
JAny previous vascular intervention o the non-trial leg 30 (23%) 58 (34%)
Any antiplatelet use 131 (76% 138 (80%)
129 (75%) 138 (80%)
128 (74%) 129 (75%)
use]| 46 (27%) 50 (29%)

BASIL-2: treatment arm details

Table 1: First details by treatment arm
‘ VB ‘ BET
(N=172) (N=173)
First revascularisation intervention received-N (%)
Best treatment 10(6) 165 (95)
Surgical bypass 145 (84) 5(3)
Non-bypass surgery* 2(1) 1(1)
No revascularisation intervention received 15(9) 2(1)
Reason no revascularisation intervention received-N
Deterioration of condition 5 1
Improvement in condition 2 0
Participant declined intervention 3 0
No reason provided 5 1
Time from tofirst (weeks)-N (%)
<2 125/157 (80) 140/171 (82)
24 24/157 (15) 20/171 (12)
>4 8/157 (5) 11/171 (6)
Median [IQR, N] 0.9[0.3-1.7, 157) 0.6 [0.3-1.6,171]

BET=Best Treatment; I
“In participants who received a first revascularisation intervention.

*Thrombectomy, thrombolysis, endarterectomy, fasciotomy or other revision of anastomosis.
rT— E

Range; VB=Vein Bypass.

BASIL-2: K-M analysis

Amputation-free survival Kaplan-Meier curve

Overall survival Kaplan-Meier curve

100 HR 135 (95% C11:02-1-80) 100 HR1:37 (95% C11:00-1-87)
B
R B
s B
H 3
* 2
£ 50 H
8 H
R s s
2 —— Vein bypass group —— Vein bypass group
H] —— Best endovascular treatment group. — Best endovascular treatment group
o 1 2 31 4 5 & 7 8 o 1 1 3 4 5 b 7 8
Veinbypassgroup 172 120 94 78 58 37 19 8 o Veinbypassgroup 172 141 116 % 72 46 25 14 o
Bestendovascular 173 127 112 91 67 47 19 5 o Bestendovascular 173 142 125 106 79 61 30 12 1
treatment group. treatment group

Andrew W Bradbury et. al.; Lancet; 2023 May 27:401(10390):1798-1809

BASIL-2: Background (cdnt’)

Vein bypass group | Best endovascular treatment group
(n=172) (n=173)
[Patients with diabetes 117 (68%) 120 (69%)
Diabetes [Patients with insuiin dependent diabetes 62/117 (53%) 61/120 (51%)
[No data [) 1/120 (1%)
[BMI (kg/n) 27149) 268 (5:5)
[Patients with chronic kidney disease 58 (34%) 60 (35%)
[Estimate glomerular fitration rate (mL/min per 1-73 m) 665 (23:2) 676 (24:3)
[Rest or night pain on 22 (13%) 19 (11%)
[Severity of ciinical disease on the tral leg Tissue loss only 39 (23%) 32 (18%)
Both 111 (64%) 122 (71%)
Previous. intervention to the trial leg 20 (12%) 22 (13%)
[Unknown 77 (45% 76 (44%
[Trialleg interventions IFybrid procedure planned 7 :ZW} 4 Ez%) !
[Unknown 77 (45% 76 (44%)
[Duplex ultrasound 39 (23%) 37 (21%)
MRA 34 (20%) 43 (25%)
Imaging method [CT angiography 44 (26%) 45 (26%)
DSA 50 (29%) 44 (25%)
[Missing 5(3%) 4(2%)

BASIL-2: Results

e i’:‘i‘;?ﬂ"““ [Estimate (95% CI)
[Primary outcome [N amputation-free survival 108 6370) PR (0710 T 50057
D ny cavse 91 (53%) FRTaT o0 a7
orsmputation 55 120%) Rz 0wz
[20-day morbdity 79 (46%) RITLT (199 10 139,F0 0T (001 1016)
[50-dy mortality 10 (6%) e o
71 1%) o 120D G0 (0T
0% RR 055 T (075 to 119070 0035 (013 1w006]
[Lmonth 5/146 (10%)
losiate use 2 months 33/124 (27%)
P months 21795 1)
[Subseqvent intervention 50 25%)
5 (5%)
Secondary [Crossover intervention 16 (27%)
loutcomes onth G1(15; 66 patients) 90 patients)
fPEDIS 2 months. 5.7 (25:19 patients) 58 (21:23 patients)
4 months 65 (0132 pationts) 5.4 (15,17 pationts)
month 17/51 (33%) 30/56 (15%)
i % monthe 5/12 (22%) 211 G5%)
4 months 175 3% /10 (a0%)
month 1003 60 patients) patients]
el 7 monthe 09 (0.4: 38 patients patients)
i months 10 (03:23 patients) : 26 patients)
month 0 patients) patients)
frapt 2 months 05 (0.4: 12 patients) patients)
' months 07 (04: 7 patients) patients]

BASIL-2: summary

B 201457 AHB2020F11 BIS, AFYR RVx—TF >, TUI—I DA GRS BRI, BIRE(LIEREICLACLTITHE
NEEZPL. BROMBEROIOHICH FOTERNABELSN-BESA (REHUTOLYEHEEIChTERE
SEAL; LTWVEWBEEED) &, RO MATEREIRE L TER, A/ SAEIRTT 28 (1720) . RISEBLZEVT
EHATS B (173N (SRAEAICEIY 114, 2F DiBHARIEE =,

B BEDEMHPRIEET258 . KIEA19% THo1zo BR/ A/ SRIOKRES (&, KREMIRAEASA, BABRBIR. EX
BREBARE A2 R &Lz EVIOREBA &, L — B RHA TSN BIRMIART AL RT U, RIEEFDE RS AT
UrhBESIT

u KYE/BET (., AR/ A/ SRBETIE108A (63%) . EBEVTH TIZ2A (53%) =58 D T FHIEHR 1.35 [95%Cl 1.02-
1.80] p=0.037) , WAt/ N1/ SRETIFI1A (53%) . EBEVTHTIET7 A (45%) AFET-L 1= FHIEHR 1.37 [95%Cl 1.00-
1.87)

B @EEL, BRAOMTHERHTNS08 LURISRELI-LDOEEH, BE. RUECOREDSIE, DIE AN (R A
ISABEBIN, EBEVTHAON) . RUIFREEA AU (FRTN25A. 28N) TH-1= (DIME . RUIFREFIEET HETH
([FHEISHRESN T .

T RDyavELT,

® EFEVTISLZBAOMTHRA L, HMR/ S/ SRMFELBL TYMMEREFEHEH SREEICREADENTEITRBL T,
® THALDT—4MD, BEHLTO&YALEHAOMIT SN BT AT ISE]
Z<OCLTIBE <L, BOOMITERBHEL TEBEVIEZERT NELARHSNT

o

Andrew W Bradbury et. al.; Lancet; 2023 May 27401(10390):1798-1809




BEST-CLI study

mPurpose: €14 TR (CLT) 2343 2 MEABICAS T, IE
RABREN BN MITEETOEELNEBNTLEINELLE T 51

BIZfTbn=220D/ 5L )Lak—rRER

BEnroliment: Aug 2014 ~ Oct 2019
®FU: Cohort1: ~Oct 2021, Cohort2: ~Dec 2019

m150f#5%: USA, Canada, Finland, Italy, New Zealand

miEfI%: 1847
®Cohort!: F i A R KIRTE AR £ A2+ BB h

oCohort2: KB /N /SREEMNBLEH

A. Farbar etal.; NEJ, 2022, 377 (25): 2305-2316

BEST-CLI: randomization

1847 underwent
T

r
1434 Had single segment of great saphenous vein:
Cohort 1

V—‘—\

1
396 Needed alternative conduit:
Cohort 2

V—‘—\

Surgery

718: intention-to-treat analysis 716: intention-to-treat analysis
662: per-protocol analysis 705: per-protocol analysis

Endovascular therapy

Surgery

197: intention-to-treat analysis 199: intention-to-treat analysis
188: per-protocol analysis 191: per-protocol analysis

Endovascular therapy

Disposition at end of the tia Disposition at end of the trial Disposition at end of the tria Dispositon at end of the tria
209 Died 248 Died 49 Died 47 Died

94 Withdrew 60 Withdrow 24 Withdrew 10 Withdrew

68 Wre lost to follow-up 64 Wre ot to follow- 12 Were lost to follow-up 14 Were lost to folow-

37 Did not consent to fllowup after 48 mo
27 Were followed until eariy site closure
283 Completed the trial

39Did
28 Were followed unilearly site closure
277 Completed the tral

-up
not consent to followup after 48 mo.

2 Did not consent to followup after 48 mo.
5 Were followed unti early site closure
105 Completed the trial

jlow-up
3 Did not consent o followup after 48 mo.
4 Were followed until early site closure
121 Completed the trial

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

g
BEST-CLI: baseline WIfI grade
n
I Cohort 1 "Cohort 2
Endovascul
Overall Surgery ar Overall ‘Surgery | Endovascular|
Characteristics (N=1434) | (N=718) (N=716) N (N=199)
Wound Grade
(18.9) (19.0} (18.9) (28.8) (27.2) (30.4)
(43.1 (41.5) (44.7) (41.6) (41.9) (41.4)
2 438/1378 225/684 213/694 90/382 47191 43191
(31.8) (32.9) (30.7) (23.6) (24.6) (225)
(62) (6.6) (58) (60) (63) (58)
Foot Infection
[ 779/1390 374/689 405/701 248/387 119/192 129/195
w0 | s | | e | ww |
(20.8) 19.2) (22.4) (18.6) 18.8) (18.5)
(2.6) (35) a.7) (0.5) {0.5) (0.5)
(16.4) (12.8) 12.0) (14.0) (10.1)
- 3 114/1339 56/666 58/673 24/374 13/186 11/188

BEST-CLI: procedure backaround
Cohort 1 Cohort 2
Overall | Surgery | Endovascular | Overall Surgery | Endovascular
(N=1395) | (N=687) (N=708) (N=190) (N=195)
Popliteal Artery, no. (%)
Angioplasty alone 112 (8.0) 1(0.1) 111(15.7) 31(8.1) 2(1.1) 29(14.9)
angioplasty
Tiblal/Pedal Arteries, no. (%)
‘Angioplasty alone 294(21.1) | 13(1.9) 281(39.7) 70(18.2) 2(1.1) 68 (34.9)
Drug-coated balloon 3525 | 0(00) 35(4.9) 3(08) 0(0.0) 3015
angioplasty
Drug-eluting stents 66 (4.7) 3(04) 63(8.9) 14(3.6) 0(0.0) 14(7.2)
Stent-grafts 2(0.1) 0(0.0) 2(03) 0(0.00) 0(0.00) 0(0.00)
Interventionalist Details, no. (%)*
e T e e | saEe | e | s
Interventional Cardiologists’ 110(7.9) 7(1.0) 103 (14.5) 17 (4.4) 0(0.0) 17 (8.7)
Interventional Radiologists’ 98(7.0) 3(04) 95(13.4) 25(65) 0(0.0) 25(128)
-~ Vascular Medicine Specialistst 4(0.3) 1(0.1) 3(04) 6(1.6) 0(0.0) 6(3.1)
Other* 1(0.1) 1(0.1) 0(0.0) 0(0.00) 0(0.00) 0(0.00)

BEST-CLI: Background BEST-CLI: Background (cont’)
Gohort Gohort 1 Cohort2
Overall Surgery Endovascular Therapy Overall Surgery Endovascular Therapy [Cohort Cohart 1 Cohort 2
(N=1434) (N=718) (N=716) (N=3%) (N=197) (N =199) Overall Surgery | Endovascular Therapy|  Overall Surgery | Endovascular Therapy
Age —yr 669599 66.9+9.8 67.0£10.0 68.6+9.2 68488 68.8+9.6 (N =1434) (N=718) (N=716) (N =396) (N=197) (N =199)
Female sex — no.ftotal no. (%) 408/1434 (28.5) | 201/718 (28.0) 207/716 (28.9) 111/396 (28.0) | 56/197 (28.4) 55/199 (27.6) [Statin — no./total no. (%) 1001/1424 (70.3), 503/713 (70.5) 498/711 (70.0) 307/394 (77.9)| 153/195 (78.5) 154/199 (77.4)
Wihite 1028/1423 (722) | 500711 (70.3) | 528712(742) | 275390 (70.5) | 143/104 (73.7) | 1321196 (67.3) IAspirin — no.total no. (%) 953/1424 (66.9) | 476/713 (66.8) 4770711 (67.1) | 280/394 (71.1)| 1390195 (71.3)| 1411199 (70.9)
Race or eth Black 275/1423 (19.3) | 156/711(21.9) 119/712 (16.7) 96/390 (24.6) | 40/194 (20.6) 56/196 (28.6) lopidogrel — no./total no. (%) 312/1424 (21.9) [137/713 (19.2) 175/711 (24.6) 97/394 (24.6) | 55/195 (28.2) 42/199 (21.1)
o otal no. (%) Asian 201423 (14) | 13711 (18) 712 (1.0) 290 (05) | 2/194(10) 0196 Ivedication PPrasugrel — no.total no. (%) 511424 (0.4) | 21713 (0.3) 3711 (0.4) 1394 (0.3) | 0195 1199 (0.5)
Other 10011423 (7.0) | 42/711(5.9) 581712 (8.1) 17/390 (4.4) | 91194 (4.6) 8/196 (4.1) Ticagrelor — no./total no. (%) 1011424 (0.7) | 41713 (0.6) 61711 (0.8) 41394 (1.0) 0195 41199 (2.0)
Bm::‘:’s“;dex *“72’;‘::3 :; L) ”2’: .*27:‘:3‘7 “’;7;‘1‘5‘: 2] 532’:16:“537“ “2’;17:‘;“2’ 252’;90“:‘::‘ pre E';c::g(;:ia\ anticoagulant— 55/1424 (3.9) | 27/713 (3.8) 28711 (3.9) 22/394 (5.6) | /195 (4.6) 131199 (6.5)
Hypertension 1238/1424 (86.9) | 620712 67.1) | 616712 (86:8) | 3501395 (88.6) | 174/196 (87.2) | 179/199 (89.9) arfarin — no.fiotal no. (%) 9311424 (6.5) | 461713 (6.5) 47711 (66) 311394 (7.9) | 121195 (62) 19199 (9.5)
10411423 (73.2) | 521/712 (73.2) 520/711 (73.1) 299/395 (75.7) | 147/196 (75.0) 152/199 (76.4)
Diabetes 10231424 (11.8) [ 513712 72.1) | 510712716) | 2381395 (60.3) | 1221196 (622) | 1167199 (58.3) [fobacco cessation —no fotal no. (%) | 9711424 (6.8) | 49/712 (6.9) 48712(87) | 261395(66) | 11196 (5.6) 15199 (7.5)
Current smoking 509/1424 (35.7) | 264/712 (37.1) 245/712 (34.4) 140/395 (35.4) | 69/196 (35.2) 71/199 (35.7) [Previous intervention
Hedial sty ooy atoyaaszs ™ ornigs s sourts sy | aris ey uaes ove) | o1 s | Tomnoe o8 oo pe oy o K| TG4 | 4T 68) | 9TTiz(62) | 40093 (102) | 20194 (103) | 20199 10
Congestive heart failure 7911422 (56) | 38711(5.3) 4711 (5.8) 271395 (6.8) | 121196 (6.1) 151199 (7.5) [Ankle—brachial index in index limb 0584032 | 0585031 0.59+0.34 0542030 | 053027 0544032
Stroke. 190/1424 (13.3) | 91712 (12.8) 901712 (13.9) 621385 (15.7) | 38/196 (19.4) 24199 (12.1) ILimb status |Ankle pressure — mm Hg 849+47.7 | 852%462 84.5%49.2 81.3449.6 | 80.4+47.3 822451.8
Ghronic obstructive pulmonary disease | 2081424 (14.6) | 1001712 (14.0) | 108/712(152) | 69/395 (17.5) | 541196 (17.3) | 35/199 (176) Hfoe pressure — mm Hg 03257 | 3655277 3614235 31.0%217 | 37.0%235 255+184
End-stage kidney disease 1511423 (108) | 67712 (0.4) 84711 (11.8) 45/395 (11.4) | 251196 (128) | 201199 (10.1)




BEST-CLI: Results for Cohort 1
L)
any cause 302/709 (42.6) 408/711 (57.4) 0.68 (0.59-0.79) <0.001
234/709 (33.0) 267/711 (37.6) 32-1.17)
74/709 (10.4) 106/711 (14.9) 4-0.98)
[Efficacy lajor 65/709 (9.2) 167/711 (23.5) 7-0.47)
inor 205/718 (28.6) 237/716 (33.1) -1.02)
12/687 (1.7) 9/708 (1.3) -3.68)
139/687 (20.2) 246/708 (34.7) 43-0.65)
75/718 (10.4) 85/716 (11.9) 71-1.33)
39/718 (5.4) 44/716 (6.1) 3 (0.60-1.43)
33/718 (4.6) 23/716 (3.2) 1.46 (0.86-2.50) 0.16
269/718 (37.5) 309/716 (43.2) 0.94 (0.80-1.11) 0.48
244/718 (34.0) 226/716 (31.6) 0.34
[Safety 590/718 (82.2) 614/716 (85.8) 0.07
10 ETT] o |
[Technical success of index procedure — no./total no. (%) 651/662 (98.3) 596/704 (84.7)
cedure [Median no. of days (IQR)’ 6 (4-9) 3(1-8)

BEST-CLI: summary

ECLTI(BME TR M) (Cxtd B M ERAREN L A/ SRATO FEAE B AL LLEGAER
T, 201458 AM2019E10 B ETIZ, KRE ., h 4. T4V IUR 15 F7, =a—
C—35URM 150/ TEES Tz,

BREBEEELLSES BEEZEL, EVINAREROV TN AR AL s
NI=CLTIEEZ 1847 EFIN BRI, EDIZ, FMICE ARG RRERIRT ST
HHEE1434H1ETR—M, RBED/ (/R EEEE T HBE396HER—R2(C
Y stz

BZDFER, R—M OB AR h R (E2. 7 E TO X BIHEE B HAERE, FiEs
42.6%. MERAEEEN57.4% (/\F'—K££0.68, 95%Cl 0.59-0.79, P<0.001) . 3
R—P2TILBHHAR o RAE1.64 T42.8%. 47.7%1=>1=([E0.79. 0.58-1.06, P=
0.12), MEDAETERRERE, WThOIR—TERASE o1,

A Farbar etal; NEJM, 2022, 377 (25): 2305-2316
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Gruz Silva J. Port J Card Thorac Vasc Surg. 2023 Jul 7:30(2):11-12
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A. Farbar et.al.; NEJM, 2022, 377 (26): 2305-2316

BASIL-2 and BEST-CLI
OFBmTOraLDEL

_ BASIL-2 BEST-CLI

*TRIEHI AHRFHEONEAFHOTAISERTR  FHOBEDYRIHEL AR FHELER
W6 AZBALRETHRKEENES FifiomA I EETRE THIREEOBE
EEFERE LREARCHEERE LY LTOYE REHLYLTOUMRURNDEZLBNA

IR/ /SR S RO ATSAE., MAERRE
LU R MZREM EETTXATORAIS
KRR FFEXLEEEEER (MALE)

Cruz Silva J, Port J Card Thorac Vasc Surg. 2023 Jul 7:30(2):11-12

2B DERE
B DODRERELRCTIZEFTELEETHY . ABDEBREILE
1AM, BELEEIEBSAIL-20F AT ILT—ILRIZIELY,
REMTEEE—RIVFRAVMNIANIHED DENELIERIZE
EBERIZLTWS,
REVEREFRASHY . FHYRIMNEITNIE, SAEFHHNEAEN
DI EVTRYEBN TS EIZERITAL,
mLML., EVICERASNTLVSDCB,DEST /N1 AD{E FASEEAE
WGHERIZ/RDU B EILREBDEEHY) .
MBEST-CLITEVTE DA INEHMELS, BEST-EVTELNZ M ESH
SRE(TRIRBEMEITIE15%) .
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CLTI iz*f¥ 5 581D RCT #BRI% H AR NIZHEFTRED>

fhE &

1. XC®IZ
AFER E R T M (CLTI: chronic limb threatening ischemia) {2 xf L C i A ik
M2 K& A2 2 trial [TBEE CHEERSE Sz, TOPTHER S ERR~OZENK
XN ODOHFSEIE, 2022 FITHE S 72 BEST-CLIAF4E V' (Farber A, et al. N Engl J
Med. 2022; 387:2305-2316) & 2023 (2P S 4172 BASIL-2 #1592 (Bradbury AW,
et al. Lancet. 2023;401:1798-1809) T 5. LLTFITHFFEBEZ A M0 L AFZERIARDS AR
AAFREEFTREDNC DN TR 5,

2. BEST-CLI #F%% (Title: Surgery or Endovascular Therapy for Chronic Limb-Threatening Ischemia)
(1) WFFEHA

WA T ETEE (OB XA X248 [BSX: bypass surgeryl] « ML NIEE [EVT:

endovascular therapyl) (2 L7283 & 5FlE S Az, BUERENH DL FEhRE 28 12 R 1A
3% CLTT FEFNZK LT EVT AR SA X2 L DB T D G 2 5l L

77
2 FHik

@

&)
®

WRIET YA v 0 Zhiag (150 fusx) - Al E - EERMAT « S8R (7 2 U 71,

NFHE, T4 TR AZVT =a—V—=F 2 R)

WFFEIH © 2014 45 8 A-2019 4 10 A

WFFET — 2 : cohort 1 BAF72HZEFHIK® Y (3mm LA L) | cohort2 RAF72H

Firlk7e L (3mm Aifi)

*RBH

ZINAHE 0 1) 18 5% LA . 2) BIARINZA - Lkl FIEIR ARG HE - mATENRRIC K
% i (%2 B REE . AP<50, TP>30, {i % : AP<70, TP<50,
TcPO2<30mmHg), 3) /A NZMEF S —5 > FLEA

BROMIEYE : 1) T# 2 RN TR S5 (PAD LSO BRR), 2) SAEHARE Y X
7 @, 3) KU FiE, 4 FFBIIREE(LIERE, 5) BRREIHLL A
JEIE & D

Bt BAFR BFHAIROAIET cohort 1or 2, =Dtk 1) EERIEIR, 2) 55

FEMEE AP HAOHFM) 30 HLINIC FHEIT

FHlTE H: 1) primary outcome (PO): MALE (& /% LY or new bypass,

interposition graft revision, thrombectomy, or thrombolysis) or 1= *42CT D

first major reintervention: i~ onsite, JH . L 7= R F5HELXE S (CEC)



3

4)

S

@

#E

@

H3EH L 7z, technical failure: VA ¥ —27 0 ARA] « FAFHRAE>50% * o E T
DI L 2) secondary outcome (SO): MALE, %% 30 HLAWNAELS. minor
intervention, MACE

MERHAFAT : 24 4] 2100 45 (cohort 1: 1620 fil, BSX 53% vs. 61% EVT [BSX favor],
cohort 2: 480 1. surg 53% vs. endo 45% [EVT favor]) (2 CHIE I 7=2%, #F
FERRBEIC KT 2 77 RBIARF53Th o772 1830 il TEEXDFKE T

Cohort 1: 1434 5] (BSX 718 #4i| vs. EVT 716 ffl, median FU 2.7 4%) #£#5 67
% BMI 28, CAD (H#EhR%ERE) 43%, CHF (BEOLA4)  5.6%, ESRD (R
B AR4)  11%, DM 72%, non-ambulatory 13%, A% F > 70%, IP (& )
k) 72 L 1/3, ABI 0.58

BSX (FffrE TFE 4 H) : FP (B KRB EIIR)  bypass 307, F-T or pedal
276, Pop- T or pedal 115 *85% single segment of GSV (KIRTEFRK) |, %pt T
72854 40% FP bypass, 6% A LIM%&E

EVT (R#ETOHIM 1 H) : SFA475 (67%), Pop 376 (53%), tibial 364 (51%)
* SFA BMS (X7 A X /WVAT > F) 29%, DCB GEAla—T 1 71— )
19%, Pop DCB 18%, BMS 16%, Tibial angioplasty 40% Endovascular
procedure MESMFHE: 73%, EERARNFIE: 15%, HUHHRE: 13%

Technical success: BSX 98% vs. EVT 85% (108), endo failure: 66/108 (30 H
LINIZ bypass)

PO: BSX 42.6% vs. EVT 57.4% (HR (/»#— K[t) : 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] = @ fih ® AE # 28 72 L
*Perioperative death or MALE: 20.2% vs. 34.7% HR 0.53

Subgroup: (FIFFEHER favor—— B A - 80 1% LA WIFI grade 3 wound -
B - R ICTREIED V. JERIIE BSX & EVT TIaAMAMEICAEZN 2 L, A
BeifE - BSX 6 A vs. EVT 3 H

Cohort 2: 396 il (BSX197 #i| vs. EVT 199 i, median FU 1.6 4F)

Technical success: BSX 100% vs. EVT 80.6%, endo failure: 26/37 (30 H AN
\Z 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] ZOfti> AE 72372 L POD (Jfit%E) 2.6% vs.
0.5%, MALE or POD 25.3% vs. 33.8%

HZE# k% A3 %5 CLTI € BSX-EVT Ol Jf D& T HAEFIZ VT BSX-



first 2MER D MALE or death |ZBHHE L 7=,
®@ BFEHIRDZ2W CLTI i, EVT X BSX L E2BORno T,

BASIL-2 #ff%%  (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) #FFEERY
PREREE OZAL (Elnd . BRI, B RREF OB, CLTT OBERE &
L CTHEAKRP OB TEIREE 2A6 3 2EFAZEML TS EREEEZ T,
Z ORI RBREMIC T 5= e T ARKE L L, BASIL2 TiE B FEiREA
WZxF U CIA TR 23 0B & 95 CLTI 1okt L CHFE#HARE 72 BSX vs. Best
EVT Oif# ki 2 ik L7,
2 Hik
O WETHA > Zhisk - A—7 7L - phase 3 41 D L E S %
@ WFFEHIH - 2014 45 7 H-2020 4F 11 A
@ xIGEE
SNEHE 1) PRI AEMTH%>620H, 2) EVT & BSX & i 71218 L7 JE
B, 3) 12 7 H LANIZAZR) TP WA I2%F LC EVT 72 L. 4) QOL/ME
FHVERZER] GEGE, AV =—TF V5E. T ~v— 2 i8)
BROMIEHE © 1) ZERRPRAES], 2) FEBHARREAL YR B i SR O RIEHRER]
@ RCT HIMET « 4Fn, KA. FERM. B, BRAER, R,
® WBREFE AR BEEIRGER (SVG (KIRTEFARZ Z 7 ~) ARHf L4
FBHEHIWT L 7235813\ L& 7)) EVT DCB, BMS, DES, T& 77 L7
I —fEH N7z, FU: 1, 6,12, 24 7  HRQOL/events COVID-19
2R DT — 213 FU RIS LT
® FHMMEH : PO KUlWrabEE F47F (AFS: amputation-free survival), SO 4t
. KU, MALE, MACE (chronic limb-threatening ischemia or major
amputation affecting the non-trial leg, myocardial infarction, transient
ischemic attack, or stroke) FF/EME. MLOIGR~DOBAITHE, AlGIHE (WIFI,
PEDIS) “Z#kef (BUmAIMA) QOLF¥fi (EQ-5D-5L, SF-12, ICECAP-O,
VascQOL) 17 )55l (ABPI, SPP) Z4&M43EAl 30 H LINEEADHE
@ #eit : BASIL-1 #2512 1 4 AFS 72% 600 4 4HE, FE T ¥ 3 FiER
COVID-19 2% AKX 2 4 FU f#HR & LT FU MUV 345 4
(3) R



@© 3454 (19%&ME, 81%FME, FHF s 72.5 5%) BSX 172 44 vs. EVT 173 4,
FU ff 40 7°H 200 events, #| 0 fH1F H 72 ipK O 72 BSX 84%,
EVT 94% 94%7% 4 BRLINIZIEHRE  EVT (X 84% 2N FHHREHE 12 L 0 fifT
@ PO FEL or YK BSX 63% vs. EVT 53% HR 1:35* (1-02 to 1-80); p=0-037
BSX 3.3 4F, EVT 4.4 4 ZRAAERITY 7T <722 L SO 1 BSX 53%
vs. EVT 45% HR 1-37 (1-00 to 1-87) KUJKr BSX 20% vs. EVT 18% HR 123
[95% CI 0-75-2-01]), FE#E#E BSX 5% vs. EVT 19% HR 0.27 (0.13 to
0.55), crossover intervention BSX 27% vs. EVT 19% HR 143 (0.94 to 2.18)
@ 30 HUWNIEL (BSX 6% vs. EVT 3% HR 245 (0.84 to 7-20), AfHiE, MACE,
MALE, pain free, HRQOL2 B£fHIZ 772 L L& SE BSX 61 4 vs. EVT 49
4, WL SRR FRSE BSX 25 4 vs. EVT 23 4
(4) #&3E
@O IP % L ClATHRN 24+ 5 CLTIIC% L T EVT IZH~ BSX iZ kit L
IFFETD 35% Y A7 FFRICEE L7, ZDOEWIEIZ EVT FEOKRRIET
RIZHGT D KEIWTRIL RIS

4. &% Trial OFE L B AR A~DIEME

BEST-CLI #&#i% & BASIL-2 #BRICEE L CTgai L7=, W h ot RCT TH Y =
BT VA LAULNE WD, A THIITT SN b DO TH W REREZ O F EAMICHMET D
ZEEARFTH D, F7AHO CLTLIZFHERI R IHARE CTh BB AR L T,
BEST-CLI 82 T34k 10.6%, BASIL-2 5 Tld /3o /SAFET 6% EVT T 3% & (KX
v,

TIEZERIZ BEST-CLI O E728 R EHETH S, 1) EER LA NS A SR Y 27 2)
NA RARYEERIE H Y . 8) BEHAR 3 mm LA E 27 AR O BE REMIZB L
TEDOREFZSTH0EMMNT 5 2 E K FEECH S, MEIHAT L 72 Bl 5
M X AP CTIX. D2MBICHEY T DIERIT. TN Z B LR Tk,
87.5%/76.1%/46.3% T > 7= 3,



CLTI patients underwent endo approach between January 2017 and December 2020 with
preprocedual assessment for great saphenous vein (n = 352)

Patients characteristics: age 72 years old, mean BMI 21.7 kg/m?, diabetes: 63%,
hemodialysis: 56%, non-ambulatory status: 47%.

1) Surgical periprocedural 2) Bypass target 3) Great saphenous
and 2-year mortality (GLASS IM grade) vein availability

Standard risk

Standard surgical risk was defined as estimated < 5% Arterial lesion characteristics were classified by GLASS
perioperative and < 50% 2-year mortality, inframalleolar modifier, and P 0-1 was defined as an adequate
and these were calculated by the SPINACH score target tibial artery for a distal anastomosis of a surgical bypass

Diameter 23.0 mm of great saphenous vein was adequate

F7. D-3)EF T XTI TIEFNIT AR D 33% T - 72, FEERICAFH O CLTLIEFIZE
W BEST-CLI ORI HE A i 7= I EBIZ BB L F 13 THY ., ZhboOfREEZH - T
L CHBIAIZED A ARDEERIZZF O £ EAERNE 2 = & NEETX 5,

CLTI with R5-6 assessed 1) perioperative risk, 2) SVG
diameter, and 3) inframalleolar angiography (N=352)

Periprocedural and Bypass target

2-year mortality (GLASS IM) Vein availability

30-day risk=5% or 30-day risk=5% or
2-year risk=50% 2-year risk=50%

13 13%

GLASSIIMP2: GLASS IM 2
21%

Saphenous

30-day risk<5% and
2-year risk<50% GLASS IM 0-1

Saphenous

vein <3.0mm

In Japanese CLTI practice, only 33% (115/352) CLTI fits for the BEST-CLI Cohort 1

R

CLTL 3B ARBEALMERE TH Y | fEBRAFER OB XY BERIRED MR R 5, b
A Ol - FERW - BAEEE O RS ﬁﬂqu%%T$®Afﬁﬁf%i§ﬂﬂét‘f
%, BASIL-1 7% 2005 4F Lancet TH&E SV TLAEE HIZ RCT 2B S - 72 B

I, 1) RAELE, 2) IRRIRIKATE, 3) 1%%!%7/\4’7@* MEZBND, ZD 204
BICEB W T BSX ORETHN K E < ZLiZ/e s, EVT T OIERT A AR
EREMRESGEOREN SN TND, LrLAaRS EVT SiEOSENRD b Tz
& LTH, BEST-CLI B Tik EVT OF YIRS bznolz, — TR HADE



w o=

BRIV EE 2 b5 BASIL-2 (R, I NTEIRA OFEEZ\V)EERCTlX, EVT OF
FPERERD Bz, U EL D ZEF o 2 L~rd@En 250 RCT B CHIX T % i 5E
WHE S, 4 CLTI {3 E LTna, E-4REEN LA E BRI, A
HIZFBIT 5 CLTL IZH T BEST-CLI (2% %7 2 JEH] 28 1/8 L7272 WHEDOEHE T
b5, LEDORIENG, EVT T A Z5HI S HE TH 505, AHFsA O CLTI %t
T2 BAEDEGIRIZE B L 72 C ORISR EICB T 2 R 2 aHInETh 5 9,

Farber A, et al. N Engl J Med. 2022;387:2305-2316.

Bradbury AW, et al. Lancet. 2023; 401:1798-1809.

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



How can we adapt result of the BEST CLI trial
into the Asia CLTI practice?

Osamu lida, MD, PhD, FACC
Osaka Police Hospital Cardiovascular Center

Osaka, Japan
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In Japanese CLTI practice,
unfit CLTI for the BEST-CLI is very common

80 years old male, BMI 18.5
DM, hemodialysis, CAD, CHF (EF 50%)

Wifl stage 4 (W-2, I-3, fl-2)

GLASS IP4 i diti IM-2 i diti

BASIL-2 conflicts with BEST-CLI

Diff k two trials ass n tme
Surgery or Endovascular Therapy for 1. Average age ing s i quired an infra-popliteal, with
Chronic Limb-Threatening Ischemia A) BEST-CLI: 67yrs orwi “inguinal

B) BASIL-2: 72yrs
. Endpoint
A) BEST-CLI: MALE-free survival
B) BASIL-2: AFS
. Who did EVT
A) BEST-CLI: 75% VS
B) BASIL-2: 84% IR
. Conclusion
A) BEST CLI: bypass-first strategy favor
B) BASIL 2: EVT-first strategy favor
. Outcome mainly driven by

(BASIL-2): an open-label, randomised, multicentre, phase 3

HR135(95%1102-180)

— Veinbypassgroup
— et endonascla restment group

A) BEST CLI: fewer major amputation °© 1 2 3 4 5 6 7 8
and reintervention in the bypass- B, :"‘""":"":"“““;"”"";’ .
first group procimtandi B A B

B) BASIL 2: fewer death in the best B
EVT first group Figue 2: Amputation-freesurvival aplan- Meer curve

HR=hazard ratio.

Farber A, et al. N Engl J Med. 2022;387:2305-2316 Bradbury AW, et al. Lancet. 2023:50140-6736(23)00462-2

My CLTI practice is not changing before and after BEST-CLTI
and BASIL-2 presentations

Before revascularization, we routinely conduct 1) calculation of 2-year mortality risk, 2) SVG evaluation,
3) Wound stratified by WIFI classification, 4) Anatomical severity classified by GLASS stage in my practice

Age  BMI  Failure Failure

Limb St Limb Function

4 s

wifi High Impaired
Wound Grade Ambulatory

In our everyday practice, many patients do not have a suitable SVG for vein bypass, so they are deemed only
suitable for EVT; and even patients who are deemed suitable for vein bypass and have a good vein might
choose the less invasive endovascular option.
Azuma N, lida O, et al. Circ Cardiovasc Interv. 2019;12:e008015.

Hata Y, lida O, et al. J Cardiol. 2021;78:341-346

Clinical question (1): How prevalent the BEST-CLI cohort 13@}j
candidate is in real-world Japanese CLTI practice? &

CLTI patients underwent endo approach between January 2017 and December 2020 with
preprocedual assessment for great saphenous vein (n = 352)

Patients characteristics: age 72 years old, mean BMI 21.7 kg/m?, diabetes: 63%,
hemodialysis: 56%, non-ambulatory status: 47%.

1) Surgical periprocedural
and 2-year mortality

2) Bypass target
(GLASS IM grade)

3) Great saphenous
vein availability

PO-1
76.1%

ristics were classified by GLASS Diameter 23.0 mm of great saphenous vein was
inframalleolar modifier, and P 0-1 was defined as an adequate  adequate
target tibial artery for a distal anastomosis of a surgical bypass

Standard surgical risk was defined as estimated <5%  Arterial lesion char:
perioperative and < 50% 2-year mortality,
and these were calculated by the SPINACH score
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CLTI with R5-6 assessed 1) perioperative risk, @
2) SVG diameter, and 3) inframalleolar angiography (N=352)>

Periprocedural and
2-year mortality

30- day riskEE5% o

30-day risk<5% and
2-year risk<50%

In Japanese CLTI practice, only 33% (115/352) CLTI fits for the BEST-CLI Cohort 1.

30-day risk>5% or.
2-year risk>50%

GLASSIIM2]

Bypass target
(GLASS IM)

Vein availability

30-day risks5% or
2-year risk250%

13%

GLASS IM 2

21%

Saphenous]

13%

Saphenous

GLASS IM ¢-1 vein <3.0mm

Clinical question (2): If Pt fits BEST-CLI cohort 1 (SVG>3mm
and life expectancy>2year), should we consider bypass-first?

- Preferred strategy is stratified by WIFI and GLASS severity in Global vascular guideline -
Preferred initial revascularization strategy

Bypass surgeny,

Open bypass

- Indeterminate

1 2 3 4

Limb severity (WIfl stage)
=0nly 8.8% [6.1%-12.3%)]
(31/352) met GVG-based
bypass-preferred conditions.

Conte MS, et al. J Vasc Surg. 2019;69:35-1255.

Intermediate

c
S
S
=
-~
o
S
3
8
2
5

Anatomic complexity
(GLASS stage)

Clinical question (3): How prevalent the BASIL-2 candidat@
is in real- world Japanese CLTI practice? =

Avein bypass first

infra-popliteal with

(BASIL-2): an open-label, randomised, multicentre, phase 3

HR135(95%1102-180)

Figure 2: Amputation-free survival Kaplan-Meer curve
HR=hazard ratio.

Bradbury AW, et al. Lancet. 2023:50140-6736(23)00462-2

Inclusion criteria:

- Have provided written informed consent;

- Have SLI due to IP +/- inflow (more proximal) disease;

- Have had no previous vascular intervention to the target IP artery within
the previous 12 months (vascular interventions to the non-target 1P
arteries are permitted);

- Be judged by the responsible clinicians to require early IP +/- inflow
revascularisation (in addition to BMT, analgesia, foot and wound care);

- Have inflow adequate to support both trial revascularisation strategies;

- Bejudged th Ve
and BET;
- Have an anticipated life expectancy > 6 months;
English.or

services available at the relevant hospitals, to ensure informed consent;
- Are able and wiling to complete the HRQoL and health economic.
questionnaires, with help if required.
Exclusion criteria:

Sy

Clinical question (3): How prevalent the BASIL-2 candldate@
is in real-world Japanese CLTI practice? b

2) Bypass target
(GLASS IM grade)

3) Adequate GSV

1) Six-month estimated
(the cut-off value: 2.5mm)

mortality < 50%

6M-mortality < 50%!

(253/352 patients)

(337/352 patients) (268/352 patients)

Clinical question (3): How prevalent the BASIL-2 candidat@
is in real-world Japanese CLTI practice? =

1. Six-month mortality < 50%

2. An adequate target tibial
artery for surgical bypass

3. Adequate quality of GSV
(the cut-off value: 2.5mm)

=68.8% of patients (242/352)
met the criteria.

Palliative therapy is real in Asian CLTI practice

an

I —1 Paralysis or unremediable
A palliative medici flexion contractures

Goal of ADL/age/nutrition

treatment Jeardiac function Aggressive treatment

Wound assessment Tschemia
SPP/ABI Yes (PAD-CLI) No @‘-‘ =
Tnfection _I_|in,eui°"
Yes No Yes No

No amputation

No Revascularization

- conservative Tx with pain,
infection and wound management

Debridement/
minor amputation

2. Wound bed preparation l

Re-vascularizati - - -
@ vascu rization Patients with nonfunctional lower

extremity due to paralysis or

I flexion es are
unlikely to benefit from attempts at
revascularization, and there will be little
change in quality of life despite a
successful intervention.

Wound bed preparation
Debridement/
P

’ Treatment to promote wound healing
'S l

Soft Tissue

Azuma N, JCS 2022 guideline on management of LEAD
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Which CLTI may be considered for palliative therapy? Take home message

L0 <Mortality risk> v'In Japanese everyday practice, 33% of CLTI had 1) standard
70 2‘7 O age>75years . X » . .
s 53.69 o&7o O BMI < 18.5 kg/m? surgical risk, 2) IM modifier 0-1, and 3) SVG>3mm, which were fit
-0%  @12-month O Non-ambulatory for BEST-CLI trial.
@6-month O Hemodialysis
0.6 O Ejection fraction <50% Of these stratified by additional data of WIFI and GLASS, 8.8% of
O Albumin < 3.0g/dL

CLTI would be primarily considered for bypass-first strategy.

Cumulative incidence

o4 — 25 factors
—— 4 factors v'If criteria of bypass surgery was widen by life expectancy>6 month
02 = 3 factors and SVG>2.5mm, 68.8% of CLTI would be fit for BASIL-2 trial.
= 2 factors _
0.0 —_— = 1 factor ({ ) @
2 Follow-up pgriod (month) 12 No factor o 1630, et a1 5 2025 éEST’CU
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In Japanese CLTI practice,

Goal of CLI treatment unfit CLTI for the RCT study is very common

80 years old male, BMI 18.5

-~
H/%q Outcome Improvement DM, hemodialysis, CAD, CHF (EF 50%)
r— N
0

ﬁADL Improvement |

‘\ QOL Improvement |

Wifi stage 4 (W-2, 1-3, fI-2) GLASS IP4 i diti IM-2

Absolute goal for CLI patient is to improve Pt’s mortality with well-being.
Many innovations of CLI treatment in current decade Innovation of Evidence in CLI treatment
3 BASIL trial CRITISCH registry
Evidence (1): BASIL Trial, CRITISCH Registry gAS”_ Bypass versus Angioplasty in Severe Ischemia of Registry of First-Line Treatments in Patients with
_ the Leg -multicenter randomized controlled trial Critical Limb Ischemia

Evaluation: SPP (skin perfusion pressure) & e , ] rm—_
Wound grading: WIfl classification % ) | . b \M“‘\%M‘
Technique: tibial puncture, trans-collateral approach ’ "

N
Strategy: Angiosome concept, wound brush ,‘
Technology: DES, DCB, atherectomy : G'

10
1w

Monm

Wound care: NPWT (negative pressure Wound therapy) C.or|':lusion: surgic?I bypass and endovﬁscu\artheraPy have Conc!lfsion: The inter‘im.a.naly‘sis confirmed that vyhen
. .‘ similar outcomes in terms of amputation and survival rate physicians are free to individualize therapy to CLI patients
. . .. 7 7 in a long term follow up of 5.5 years the endovascular-first approach achieved a non-inferior AFS
Evidence (2): Priority study, SPINACH study  IPriiosri rate compared with bysacs surgery.
sF INA cH Lancet. 2005;36:1925-34. JACC Cardiol Intv. 2016;9:2557-65.




Innovation of Evaluation in CLI treatment
Skin perfusion pressure (SPP)

TABLE 2 Hemodynamic Definitions for CLI

Patients With Tissue Loss Patients With Ischemic Rest Pain

Ankle pressure <70 mm Hg Ankle pressure <50 mm Hg
Toe pressure <50 mm Hg
TcPQ; <40 mm Hg

Skin perfusion
pressure <40 mm Hg

Toe pressure <30 mm Hg
TcPQ; <20 mm Hg

Skin perfusion
pressure <30 mm Hg (23)

Patel MR, et al. ] Am Coll Cardiol. 2015;65:931-941.

-

Probability of

0 5 10 15 20 25 30 35 4 45 50
SPP (mmHg)
Castronuovo J, et al. J Vasc Surg. 1997,26:629-37.

Innovation of Wound grading in CLI treatment
WIfI Classification

[ k of amputation at 1 year for each combination 77|
0_[Never s )
W |1 ot e e Ischaemia - 0 Ischaemia - 1 Ischaemia - 2 Ischaemia - 3
i R - Tl - - [ i
G = ROCOO go- oo
P o005 wn =)
? w3 | M
fl -
v
WIfl score 0 (none) w3
I. Wound 1 (mild) 13
Il Ischemia 2 (moderate) f12
1Il. foot Infection 3 (severe)
High risk for major amputation
The of patients with CLI should consider the three components of this classification system.

Revascularization should always be discussed, as its suitability is increased with more severe stages.
ESC/ESVS 2017 guideline

Innovation of Evaluation in CLI treatment
Skin perfusion pressure (SPP)

Estimate risk of amputation at 1 year for each combination |

oxmamra ‘
2022 SERITH

FRAHBIRERAA RS> |
8105 2022 il an h Manras o Pher A e

|wo

Twa ‘
w2

Ischaemia - 0 Ischaemia - 1 Ischaemia - 2 Ischaemia - 3

l
9 N ANEY - ENEd - EER
R B

w3

fl-0 |fl-1|fl-2 |fi-3|fl-0 |fl-1 fI-2|fI-3 [fl-0 |fI-1 (fl-2 fI-3 [fl-0|fl-1fl-2 |fl-3

# 32 WIfl ischemic grade ICXg % SPP {E (#:28)

WiIfl ischemic grade SPP value
-0 =50 mmHg
I-1 40~49 mmHg
2 30~39 mmHg
-3 <30 mmHg

Innovation of Technique in CLI treatment

Expert technique for the BTK-CTO with bi-directional approach
v’ Retrograde approach (tibial puncture)
v’ Trans-collateral approach
v’ Trans-pedal approach

Trans pedal arch approach

Trans collateral approach

Tibial puncture

Innovation of Strategy in CLI treatment

Angiosome concept

Gakanest

Angiosome is an anatomical concept, defined as the blood
supply from a main, secondary or distributing artery to a
specific tissue area.

Circ Cardiovasc Interv. 2014;7:642-644.

Wound brush

Wound besi st

756, 465% 001

Conclusion: The presence of wound brush after EVT is
significantly associated with wound healing. Wound brush
as an angiographic endpoint for EVT may serve as a novel
predictor of wound healing in patients with CLI.

JACC Cardiovasc Interv. 2017;10:188-194.

Innovation of Technology in CLI treatment (SFA)

Drug-coated balloon vs. Stentgraft vs. Drug-eluting stent

IMPERIAL trial 1-Year Results INFERIAL

IN.PACT SFA Trial

SUPERB Trial: SUrgical versus PERcutaneous Bypass
Primary Patency through 3 Years i

Ziver PX0CS (Cook).

)

3
asc 1 asstcation)

(@) & oso o2 e
¢,
o mr 7o
w236 233 T ==z =
E —

nterprtation o the Ziver 71
in terms of primary patency and majo adverse events 3t 12 months

i g s S e e ey

Ste ntgll'éﬂft DES )

leavelscatiold behindlstrategy)
(Stent;based treatment)

DCB

leavelnothingibehindlstrategy]
(DCB_based]treatment)]




12-momths primary patency in latest devices

IN.PACT Admiral DCB

(Medtronic): 89.2%
(LL:9%6cm, CTO: 16% )
lida O, et al. JEVT 2017

Viabahn stent graft

(Gore): 88.1%
(LL: 226 cm, CTO: 66%)
Ohki T, et al. JVS 2017

Eluvia™ DES (Boston
scientific): 88.5%
(LL: 9*4cm, CTO: 40%)
Gray WA, et al. Lancet 2018

Ranger DCB
5.0*150mm

Repetitive PTX therapy in a short period

IN.PACT DCB
5.0*150mm

gl

Eluvia DES g
7.0%0mm [ v |

1% session (Day 0)

2" session (4 month)

3 session (5 month)

Courtesy of Dr. Takimura

What | have learnt from this case is;

1) Aneurysmal degeneration is not specific issue in FP-DES, 2) Exposure to a certain amount
and duration of PTX might cause vascular damage leading to aneurysmal degenaration.

Innovation of Technology in CLI treatment (BTK)

40%
30%
20% -
10%

0%

12m-restenosis rate

30% £0.170
P=0.298

20% 17.1%

10%

6m-restenosis rate

0%
Passeo0-18 Lux PTA
Zeller T, et al. ) Am Coll Cardiol Intv. 2015;8:1614-22.

Both studies demonstrated no beneficial effect of DEB on
reducing the incidence of restenosis if RCTs were conducted.

IN.PACT DEEP - T T
Zeller T, et al. J Am Coll Card hﬁ@h Sﬁ@w ﬁ§ it o o7
1ys) 117

The Global Lutonix DCB BTK Registry

I s

[ Time N

reedom from TLR

Survival % [95% CI]

98.9% [97.0%, 99.6%]
50.6% [86.4%, 93.5%)
76.0% [69.2%, 81.5%]

~
o
Rutherford Category Shift
77% Improved by >1 RCC
60% Improved by >3 RCC
C i 12 month di safety

and efficacy of the Lutonix 014 DCB for the treatment of
BTK arteries.

Scheinert D@LINC 2018

Innovation of Wound Therapy in CLI treatment

Control

Sl ()

NPWT

Scheduledvisitday
bersstrisk 7 14 28 42 56 84 112
Control 7

74 e 53 4 38 21

1 70 30 40 50 60 70 B0 90 100 110 170
Daysto complere cosure (100%)

Conclusion: NPWT delivered by the VAC Therapy System
seems to be a safe and effective treatment for complex
diabetic foot wounds, and could lead to a higher proportion
of healed wounds, faster healing rates, and potentially fewer
re-amputations than standard care.

Lancet 2005; 366: 1704-10.

Post NPWT

NPWT (negative pressure wound therapy)

Emergent debridement

Post skin transplantation

Innovation of Evidence in CLI treatment

Priority

Study design:
a prospective multicenter observational study
Study site:
37 participating centers all over Japan
Study participants:
CLI patients requiring assistance for their daily lives
because of their disability of activities of daily living (ADL)
and/or impairment of cognitive function
Primary endpoint:
one-year survival compared between the
ization and non-| ization groups

Results

A total of 662 CLI patients were registered.

(n =562 in the revascularization group, and n = 100 in the
non-revascularization group)

94.4% of patients (625/662) completed the one-year
follow-up.

Death was observed in 33.7% of patients (223/662).

H
A 1
vs. H |
g P=0.120
i
N

Follow-up period (months)

After the propensity score matching, there was no significant
difference in one-year survival between the two groups,
although the revascularization group had a significantly
higher survival rate at three months.

lida O et al. JACC Cardiovasc Interv. 2017;10:1147-57.




Impact of revascularization on mortality in subgroups

nrity

Hazard ratio ofrevasculaizaton for moralty
Favors ¢ -> Favors Non-

Revscariaion . eascuaraaton
o o5 1 2 4 .
o \?\\\ Interaction effect
overa
sewoumri, . ! ‘i\ v Non-older age
. 2 A
- e Vs, v Non-HF
e X
Reguardayss
E— v Rutherford 5or 6
suoke
oo Above variables are in favor for
Coromsy ey diase
o o revascularization
<D
*
e oo In the risk stratification analysis, revascularization was associated
—_— P with a significantly lower mortality risk in the subgroup who had
mm‘:‘“ - ischemic wounds and did not have an advanced age or heart failure.
No -
ves * lida O et al. JACC Cardiovasc Interv. 2017;10:1147-57.

Innovation of Latest evidence in CLI treatment

» SFINACH

To investigate 3-year outcome compared between EVT
and BSX for patients with critical limb ischemia in a real-
world settings

Endpoint

Primary endpoint: 3-year amputation-free survival (AFS)

Secondary endpoints: 3-year 1) freedom from major “\
adverse limb event (MALE), 2) freedom from major
amputation and/or any re-intervention 1)

Amputation-free survival

Surg group
EVT group
P=028
T

\
Results: :l;/ {A\\ T -

N . B . 0 6 12 18 24 30 36
548 CLI patients (n = 351 in the EVT group and n =191in Follow-up period (months)
the Surg group.) were followed, and 80% of patients N“&f;’g%c;k o 1 e 10 w15 4
(n=437) completed the 3-year follow-up. EVTgowp 205 237 197 181 130 114 60
The 3-year AFS were not different between the two

During the follow-up period, 47 patients underwent major
treatment strategies in the overall population.

amputation and 237 patients died.

lida O et al. Circ Cardiovasc Interv. 2017;10:e005531.

EVT or BSX? (Risk stratification)
SFINACH

Factors less favorable for surgical
reconstruction (-1 point for each)
v'Non-adherence to CV risk management
¥'Hemoglobin < 10 g/dL
v Diabetes mellitus
v'Renal failure (including Dialysis)
v Contralateral major amputation

P=0043 P=0003

8 i

P=0478 .
. +
: é

Hazard ratio of EVT for
primary outcome
S e
g2

0125

Favors EVT & -> Favors surgery
2 @
,‘

1 Q2 a3 Q4
Factors more favorable for surgical (s-2points) (-1point) (0 point) (= 1point)
reconstruction (+1 for each)
Y'WIfl Classification W-3
v'WIfl Classification fl2/3
v History of minor amputation
v Prior revascularization after CLI onset

Quartiles of favorability score for surgery

The subsequent interaction analysis suggested that
there would be a subgroup more suited for surgical
reconstruction and another benefiting more from EVT.

MYy CLTI (chronic limb-threatening ischemia) practice in real-world practice

Before revascularization, we routinely conduct 1) calculation of 2-year mortality risk, 2) SVG evaluation,
3) Wound stratified by WIFI classification, 4) Anatomical severity classified by GLASS stage in my practice

Survival predictors of CLTI

General Condition

he

High low  Renal  Heart
Age  BMI  Failure Failure

Limb Function

=

Wifl High Impaired
Wound Grade Ambulatory

In our everyday practice, many patients do not have a suitable SVG for vein bypass, so they are deemed only suitable for EVT; and
even patients who are deemed suitable for vein bypass and have a good vein might choose the less invasive endovascular option

vBilateral CLI
lida O et al. Circ Cardiovasc Interv. 2018;10:¢005531. Azuma N, lida O, et al. Circ Cardiovasc Interv. 2019;12:e008015. Hata, lida O, et al. ] Cardiol. 2021;78:341-346
Classification by favorability score
Case 55 yrs, Male, W312fi2 oY {38
for surgical revascularization
History Factors less favorable for surgical reconstruction Factors more favorable for surgical

ESRD on hemodialysis, Hypertension,
AP (undergo bypass surgery), AF,
Nondrinking, Nonsmoking,
ADL: ambulatory
Medication
Aspirin 100mg, Clopidogrel 75mg, Warfarin 2mg,

Rabeprazole 10mg, Bisoprolol fumarate 3mg,

Cinacalcet hydrochloride 25mg, Telmisartan 20mg

reconstruction (+1 for each)
WIfl Classification W-3
[Awifi classification fi2/3
v History of minor amputation
Prior revascularization after CLI onset

(-1 point for each)
v Non-adherence to CV risk management
v Hemoglobin < 10 g/dL
Diabetes mellitus
v’ Renal failure (including Dialysis)

v’ Contralateral major amputation Bilateral CLI
3 p=00s3 p=0003
L B o8 ——
g,z p=0478 .
gy 4 [ — +
1
-‘ﬁz o " #
SEL os + *
g8 o
£ 0125
= a1 Q2 a3 as
(s-2points) (-1point) (0 point) | (21point)

Quartiles of favorability score for surgery

lida et al. Circ Cardiovasc Interv. 2017;10. pii: €005531.
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Extremely poor BTA run-off ®surgical approach is the
best for achieving wound healing

Prior bypass
using SVG angiogram

Post bypass using SVG angiogram

Time course of ischemic wound after bypass surgery

Case 68 yrs, Male, W2I3f12

History
Hypertension, Diabetes mellitus
Cl (cerebral infarction)
Complete AV block (post pacemaker)
ADL: ambulatory
Medication
Aspirin 100mg, Clopidogrel 75mg,

Amlodipine 5mg, lansoprazole 15mmg

Sitagliptin 50mg, Glimepiride 1mg,

Classification by favorability score
for surgical revascularization

Factors more favorable for surgical

Factors less favorable for surgical reconstruction
(-1 point for each) reconstruction (+1 for each)

v’ Non-adherence to CV risk management v WIfl Classification W-3

¥ Hemoglobin < 10 g/dL @wm Classification fi2/3

Diabetes mellitus History of minor amputation
v Renal failure (including Dialysis) Prior revascularization after CLI onset

v’ Contralateral major amputation v Bilateral CLI
%, pe00i3 rofET—]
g,3 =047 .
st g 4 — +
s8¢ 2 4
£21 ¢ L 2
SR
5§85 o

2 0125
= a1 @ L5} Qs
(-2points) (-Lpoint) (0 point) = TPOMT

Quartiles of favorability score for surgery

lida et al. Circ Cardiovasc Interv. 2017;10. pii: €005531.

Anatomical features are easily treated by endovascular
approach= Endo is the best for achieving wound healing

Post EVT angiogram

Time course of ischemic wound after EVT

Before EVT After EVT
¢ ‘ | E ¥

14 days 50 days
: F

73 days
#2]
% b




Many innovations of CLI treatment in current decade

Evidence (1):
Evaluation:
Wound grading:
Technique:
Strategy:
Technology:
Wound care:
Evidence (2):

BASIL trial, CRITISCH Registry
SPP (skin perfusion pressure)

WIfI classification

Angiosome concept, wound brush
DES, DCB, atherectomy
NPWT (negative pressure wound therapy)

Priority study, SPINACH study  IPririty
SFINACH

Palliative therapy is real in Asian CLTI practice

an

—

Goal of ADL/age/nutrition .
treatment Jeardiac unction AgE »
Wound assessment, ischemia
SPP/ABI Yes (PAD-CUI) No
[ infection | [ infection 1
Yes No Yes No

2. Wound bed preparation
Debridement/
minoramputation

Early stage l

Wound bed preparation
Debridement/
minor amputation

Re-vascularization

| Treatment to promote wound healing

Soft Tissue Reconstruction

Paralysis or unremediable
flexion contractures

l

No amputation

No Revascularization

- conservative Tx with pain,
infection and wound management

Patients with nonfunctional lower
extremity due to paralysis or
unremediable flexion contractures are
unlikely to benefit from attempts at
revascularization, and there will be little
change in quality of life despite a
successful intervention.

Azuma N, JCS 2022 guideline on management of LEAD

Which CLTI may be considered for palliative therapy?

1.0 <Mortality risk>
70.2% g e
<18. m
L 8 53.6% @12-month o Non-ambulafory
< @6-month O Hemodialysis
E 0.6 O Ejection fraction <50%
‘2 O Albumin < 3.0g/dL
z — >5 factors
3 = 4 factors
0.2 = 3 factors
= 2 factors
0.0 e T e ] factor
0 5 12 No factor

Follow-up period (month)

Hata Y, lida O, et al. JCS 2023

Major amputation is at the highest risk for mortality

among all surgical treatments
-30 days outcome post major amputation-

Incomplete
healing

Complete

healing

OgakiT, lida O, Hata Y, et al. Int Wound J. 2022;19:36-43.

BASIL-2 conflicts with BEST-CLI

Surgery or Endovascular Therapy for
Chronic Limb-Threatening Ischemia

Di
1.

2.

ifferences between two trials Avei first
Average age
A) BEST-CLI: 67yrs

B) BASIL-2: 72yrs

pass irst

patientswi
threatening ischaemia who required an infra-popliteal, with
. . op e

9

(BASIL-2): an open-label, randomised, multicentre, phase 3

Hemodialysis frequency in
BEST-CLI: eGFR<30% excluded

trial

A) BEST-CLI: MALE-free survival
B) BASIL-2: AFS
Who did EVT
A) BEST-CLI: 75% VS
B) BASIL-2: 84% IR
Conclusion
A) BEST CLI: bypass-first strategy favor
B) BASIL2: EVT-first strategy favor
Outcome mainly driven by
A) BEST CLI: fewer major amputation
and reintervention in the bypass-
first group
B) BASIL 2: fewer death in the best
EVT first group

sis frequency in |
: BSX6%vs. EVT3% |

HR135(95% 1102-180)

Figure 2: Amputation: free survival Kaplan Meier curve:
HRehazard rati.

Farber A, et al. N Engl ) Med. 2022;387:2305-2316

Bradbury AW, et al. Lancet. 2023:50140-6736(23)00462-2

Trans-catheter Arterialization of Deep Veins in CLTI

Study subjects: no-option 105 CLTI (DM: 77%, HD: 18%, RS5: 65%, previous intervention: 74%) defined
as either the absence of a pedal artery target for EVT or BSX or the absence of a viable single segment
of an autogenous vein conduit despite the presence of a pedal artery target that could receive a graft

Procedural Steps for Transcatheter

ion- ival
arterialization of the Doep Veins B Amputation-free Survival or Death from Any Cause

Transcatheer AreializationofDeep Vins

Overall survival
404 — Freedom from target limb amputation
— Amputation-free survival

Percentage of Patients

204 AFS: 66.1%, FFMA: 76.0%, Survival: 87.1%
*HD group: AFS 36.8%

Days after Index Procedure

Forest Plot of 6-Month Amputation-
Free Rate by Subgroups

0 30 60 90 120 150 180 210 240 270 300 330 360 o o w aow

Conclusion: Transcatheter arterialization of the deep veins was safe and could be performed successfully
in patients with CLTI and no conventional surgical or endovascular revascularization treatment options.

Shishehbor MH, et al. N Engl J Med. 2023;388:1171-1180.
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WIfl classification
for decision making process of
CLTI treatment strategy

Nobuyoshi Azuma M.D., Ph.D.
Professor and Chairman, Department of Vascular Surgery,
Asahikawa Medical University

[ Diabetes } [Chronic kidney disease }
[ Aging }

¥

Increasing complexity of arterial
lesion / Resistant to EVT

pr—p——

Impact on
Ulcer Healing

Calcification and below-the-ankle arterial disease

Effects of Infra-malleolar Status According to
Global Limb Anatomic Staging System on
Clinical Outcomes in Patients With Chronic
Limb-Threatening Ischemia

v Single centered retrospective study

v 509 limbs with tissue loss due to
isolated infrapopliteal arterial lesions

v All patients underwent EVT

Delayed Wound Healing

Unadjusted Univariate Model Adjusted Multivariate Model

HR [95%Cl] 14 HR [95%C1] [
Male 1,02 [78-1.32] 900
Age >75 years 81 [63- 107
Body mass index <185 kgim? 1.25 [88-1.79] 210
Non-ambulacory status 172 [130-227] <001 149 [1.11-2.00] 008
Diabetes mellitus 1,12 [86-1.47) 383
Hemodialysis 132 [1.03-1.69] 029 137 [1.05-1.79] 020
Coronary artery disease 116 [91-1.49] 234
Congestive heart falure 120 [.74-1.96] 454
Cerebrovascular disease 1,01 [70-1.45] 951
Left ventricular ejection fraction <50% 1.75 [1.22-2.50] 002 1.72 [1.20-2.50] 030
Serum albumin <3.0 g/dL 159 [1.16-2.17] 003 130 [93-1.82] 14
WIl classification 4 145 [1.12-1.89] 004 1.33 [1.02-1.75] 032
No below-the-ankle runoff vessel 1.20 [80-1.82] 360
GLASS infra-malleolar grading class 2 149 [1.09-2.04] 013 141 [1.01-1.96] 044
Below-the-knee runoff vessels 99 [85-1.16] 952
GLASS infrapopliteal grading class 99 [89-1.10] 906

Toyoshima T, lida O, Hata Y, et al. Angiology 2022; in press

Effects of Infra-malleolar Status According to
Global Limb Anatomic Staging System on
Clinical Outcomes in Patients With Chronic
Limb-Threatening Ischemia

v Single centered retrospective study

v 509 limbs with tissue loss due to
isolated infrapopliteal arterial lesions

v All patients underwent EVT

Delayed Wound Healing

Unadjusted Univariate Model Adjusted Multivariate Model

HR [95%CI] 4 HR [95%C1] 4
Male 102 [78-1.32] 900

Age >75 years 81 [63-1.04] 107

Body mass index <I8.5 kgim? 125 [88-1.79] 210

Non-ambulatory status 172 [1.30-2.27] <001 149 [1.11-2.00] 008
Diabetes mellitus 1.12 [86-1.47] 383

Hemodialysis 132 [1.03-1.69] 029 1.37 [1.05-1.79] 020
Coronary artery disease 1.16 [91-1.49] 234

Congestive heart failure 1.20 [.74-1.96] 454

Cerebrovascular disease 1,01 [70-1.45] 951

Left ventricular ejection fraction <50% 1.75 [1.22-2.50] 002 1.72 [1.20-2.50] 030
Serum albumin <3.0 g/dL 159 [1.16-2.17) 003 130 [93-1.82] 14
WIHl classification 4 145 [1.12-1.89] 004 1.3 [1.02-1.75] 032
No below-the-ankle runoff vessel 1.20 [80-1.82] 360

GLASS infra-malleolar grading class 2 149 [1.09-2.04] 013 141 [1.01-1.96] 044
Below-the-knee runoff vessels 99 [85-1.16] 952

GLASS infrapopliteal grading class 99 [89-1.10] 906

Toyoshima T, lida O, Hata Y, et al. Angiology 2022; in press

Predictive Model for Postoperative
Ambulatory Function after Lower Extremity
Bypass in Chronic Limb-Threatening
Ischemia

\H_‘_‘:i

Survival (%)

Table IIL Predictors of postoperative nonambulatory status

— Postoperative ambulation

Predictors Multivariate model — Postoperative non-ambulation

Preoperative nonambulation months
Functional nonindependence
Age, per year 1.10 [1.04—1.17] (P = 0.0003)
WII-W3 5.45 [1.46—20.3] (P = 0.01) months o 6 2 % 36 48
WII-12/3 N/1

Hemodialysis 4.10 [1.35—12.4] (P = 0.01)

6.10 [1.96=19.0] (P = 0.001)

6.01 [1.68-21.4] (P = 0.006)
Number at risk and estimate

Postoperative
Ambiiaion »

COPD 4.65 [1.23-17.6] (P = 0.024) emor a0 sbpe b 8% S8 S8
Diabetes mellitus N/ Postoperative 7 -

Preoperative GNRI N/1 non-ambulation 4 4 i 2 o
LVEF, per % N/T Estimate 100 100 100 S41 404 346
Operation time, per minute N1

Miyake K, Azuma N, et al. Ann Vasc Surg 2021; 71: 321-330

Predictive Model for Postoperative
Ambulatory Function after Lower Extremity
Bypass in Chronic Limb-Threatening
Ischemia

HITROMITRRMEROEL

Pre-operation

Ambulatory

119 of Pts had lost
43% of Pts had gained ambulatory function

ambulatory function

Post-operation

Miyake K, Azuma N, et al. Ann Vasc Surg 2021; 71: 321-330
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Original Article

J Atheroscler Thromb,

1; 26: 000-000.

Ambulatory Status Over Time after Revascularization in Patients
with Chronic Limb-Threatening Ischemia

Akio Kodama', Mitsuyoshi Takahara?, Osamu lida®, Yoshimitsu Soga®, Hiroto Terashi®, Daizo Kawasaki®,
‘Yuichi Izumi?, Shinsuke Mii®, Kimihiro Komori' and Nobuyoshi Azuma® on behalf of the SPINACH investigators.

Table 2. of baseline ch istics with ambulation loss

Adjusted odds ratio

W] clinical stage 4 (vs. WIfI clinical stage 2/3)
A3 months 2.1[1.2103.7] (P=.010)*
At 12 months 2.9 [1.6 t0 5.0] (P<.001)*
At 24 months TG 10910 2.8] (P=.083)
At36 months 1.2[07 10 1.9] (P=.54)

Surgical reconstruction (vs. EVT alonc)
At 3 months
At 12 months
At 24 months
At 36 months

090510 1.5] (
0.6[03 10 1.0] (s
0.5 (0.3 10 0.8] (P=.006)*
0.8 (0.5 to 1.4] (P=.46)

QOL after revascularization

Health Related Quality of Life Over Time After Revascularisation in Patients
With Chronic Limb Threatening Ischaemia

Akio Kodama ', Mitsuyoshi Takahara ©, Osamu lida °, Yoshimitsu Soga °, Shinsuke Mii °, Ikuro Kitano ', Juno Deguchi , Daisuke Fukui *,
Kimihiro Komori *, Nobuyoshi Azuma ', on behalf of the SPINACH investigators

Table 2. Adjusted association of baseline characteristics of 415 patients with chronic limb threatening ischaemia with improved
quality of life (QOL) in the vascular QOL (VascuQOL) questionnaire after revascularisation

3 months 1 year 2 years 3 years
Age per 15D 79 (0591 0.68 77 (0561 71 (0.54—0.94)"
Male sex 14(0.65— 124 230 (0.48° .85 (0.32-2.25)
Non-ambulatory status 49 (0-26— 0.68 x 50 (0.28—0.88)" .65 (0.33-1.26)
Current smoking .95 (0.4 0.69 (0.22- 2.14) 190 (035 2.32) 03 (0.42-2.52)
Body mass index per 1 SD 117 (0.87— 1.05 (0.82-1.34) 1.23 (0.93-1.63) 1.29 (0.88-1.88)
Diabetes mellitus 1.03 (048 112 (0.46-2.75) 1.36 (0.69-2.66) 1.28 (0.60-2.73)
Renal failure .73 (0.42— 0.50 g .33 (0.18-0.61)" .31 (0.18-0.55)"
Heart failure .68 (0.361. 0.87 .85 (0.36_1.98) .84 (0.243.01)
Wl stage .61 (0.42-0. 0.70 (0.50-0.98)" 81 (0.42-1.54) .93 (0.581.48)
Surgical reconstruction 81 (1.06-3. 1.12 (0.54-2.32) 149 (0.90-2.45) 109 (0.53-2.23)

Data are presented as adjusted odds ratios (95% confidence interval) for improved QOL, derived from the multivariable logistic regression model
in which all of the variables in the tables and baseline HR-QoL values were entered as explanatory variables. SD = standard deviation; WIfl =
Wound, Ischaemia, and foot Infection.
*p <.050

Eur J Vasc Endovasc Surg (2021) 62, 777—785

ORIGINAL ARTICLE

Predictive Model for Mortality Risk Including the
Wound, Ischemia, Foot Infection Classification in
Patients Undergoing Revascularization for Critical
Limb Ischemia

Hiroto Terashi,MD, PhD; Junich Tazaki, MD, PhD: Terutoshi Yamaoka, MO, PhD; Atsuhit Koy, MO Osarmu i, MD:
on behalf o the SPINACH investigators

[ fcor Vil Betorton Estimated survival rate [95% confidence interval]
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Azuma N. et al. Circ Cardiovasc Interv. 2019;12:e008015.

Survival Prediction by SPINACH population data

On-line survival calculator

Risk factor Value |Definition
Favorability score for surgery 1 |calculated from the following factors
Non-adherence to CV risk management | 0 [0: No, 1:Yes
Hemoglobin <10 g/dl 0 [0:No, 1:Yes
Diabetes mellitus 1 |o:No, 1:Yes
Renal failure 0_l0:No,_1: eGFR<30, 2: On dialyisis
Wil Wound (W) 3 |fromoto3
Wifi classification: Foot Infection (fi) 2_lromoto3
Prior revascularization after CLI onset 0 [0:No, 1:Yes
History of minor amputation 0 [0:No, 1:Yes
Contralateral limb 0 |0: non-CL, 1:CLI, 2: Major amputation
Age 76_|(years)
Impaired mobility 0 [0:No, 1: Requiring 2: personal aid
Body mass index 20 |(kg/mn2)
Heart failure | 0 |o:No, 1:ves

Azuma N. et al. Circ Cardiovasc Interv. 2019;12:e008015.

CLTI patient with High WIfl stage

> Malnutrition and exhaustion due to inflammation
> Needing Long term to heal ulcer
> Delayed rehabilitation after revascularization

.

Strong negative predictor for

WIfl stage
(SPINACH study population)

> Ulcer healing after revascularization (especially EVT)
> ADL & QOL
> Survival

Stage 3
(29%)

lida O, Azuma N, et al
Circulation Cardiovasc Interv. 2017 e005531
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Outcome measures

> Ulcer Healing*
> Perfusion” a¢B®%E

> Perioperative complication
(within 30 days)

> ADL & QOL

* Perfusion, infection, malnutrition, pressure unloading

# Tissue perfusion, not anatomical results

75
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Guidelines

JVS CLTICxd 5EHE2019

CLINICAL PRACTICE GUIDELINE DOCUMENT

M) Check for updates

Global vascular guidelines on the management of
chronic limb-threatening ischemia

Michael S. Conte, MD (Co-Editor).” Andrew W. Bradbury. MD (Co-Editor).” Philippe Kolh, MD (Co-Editor).*
John V. White, MD (Steering Committee).” Florian Dick. MD (Steering Committee).® Robert Fitridge, MBBS
(Steering Committee)’ Joseph L. Mills, MD (Steering Committee).? Jean-Baptiste Ricco, MD (Steering
Committee)” Kalkunte R. Suresh, MD (Steering Committee), M. Hassan Murad, MD, MPH and the GVG
Writing Group,” San Francisco, Calif; Birmingham, United Kingdom: Wallonia, Belgium; Niles, ll; St Gallen, Switzerland:
Adelaide. South Australia: Houston. Tex: Poitiers. France: Bangalore, India: and Rochester. Minn

Joint guidelines of the Society for Vascular Surgery, European Society for Vascular Surgery, and World Federation of
Vascular Societies

Endorsed by the American Podiatric Medical Association, British Cardiovascular Society. British Society for Endovascular
Therapy, British Society of Interventional Radiology. Circulation Foundation, College of Podliatry. Society of Interventional
Radiology. Society for Vascular Nursing, the Society for Vascular Technology of Great Britain and Ireland, and the Vascular
Society of Great Britain and Ireland

ABSTRACT

Chronic limb-threatening ischemia (CLTI) is associated with mortality. amputation. and impaired quality of life. These Global Vascular
Guidelines (GVG) are focused on definition, evaluation. and management of CLTI with the goals of improving evidence-based care and
highlighting critical research needs. The term CLTI is preferred over critical limb ischemia, as the latter implies threshold values of
peripheral artery disease (PAD) in
mbalic and nonatherascleraic

impaired perfusion rather tt
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RESEARCH ARTICLE .
Diabetes Metab Res Rev 2013; 29: 377-

Published online in Wiley Online Library (wileyonlinelibrary.com) DOI: 10.1002/dmrr.2400

Diabetic foot disease: impact of ulcer location on
ulcer healing

Kristy M. Pickwell'*
Volkert D. Siersma®
Marleen Kars'

Per E. Holstein®

Nicolaas C. Schaper’

on behalf of the Eurodiale
consortium

Abstract

Background  Healing of heel ulcers in patients with diabetes is considered
to be poor, but there is relatively little information on the influence of ulcer
location on ulcer healing.

Methods The influence of ulcer location on time to healing of diabetic foot
ulcers was analysed by multivariate Cox regression analysis for 1000 patients
included in the Eurodiale study, a prospective cohort study of patients with

"Department of Internal Medicine, diabetic foot disease.
Subdivision of Endocrin
Maastricht University M

Maastricht, the Netherlands

Centre, | Results Median time to healing was 147 days for toe ulcers [(95%
confidence interval (C1 135-150 davs)1. 18R davs for midfoot nlcers (95%

Bl & AHS DA
BMIICEO>TIHMATORRD

100
L

80
L

% of ulcers that are not healed

T T T T T T T
0 2 4 6 8 10 12

Months since treatment start
p-value log rank test < 0.01

Figure 1. Kaplan-Meier curves for ulcer healing according to
ulcer location
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Clinical Investigation = THERAPY.
. . . Jour of rdovsce Thrpy B Wound Healing
Guillotine Transmetatarsal Amputations
. 20
With Staged Closure Promote Ty Table 3. Wound Healing Outcomes.
Early Ambulation and Limb Salvage SSroE Vo 2
in Patients With Advanced Chronic ity = ]
Limb-Threatening Ischemia Days to heal 2005 (1330-3168) 4
Healed wounds with skin substitute 26 (929)
placement® 3 .
Days to heal from skin substitute 1935 (137.3-3053) 3 '°
Brian D. Lepow, DPM", Alejandro Zulbaran-Rojas, MD'" placement H
Catherine Park, PhD' ", 123, Saakshi Chowdhary, DPM', Bijan Na]aﬁl PhD'®, Healed wounds with STSG placement’ 3 82.1) E
Jayde;| ?huTﬂ MD', Je:r:)' AMRD'afs’ DPM, MD', Joseph L. Mills, MD', Days to heal from STSG placement 0 (60.0-237.0) 2 o5
and Miguel Montero-Baker, Healed wounds with prev. EVT* 20 (71.4) &
Healed wounds with prev. Bypass 3(68)
Healed wounds with prev. arterialization 5(17.9) o]
Abstract
Purpose: Transmetatarsal amputation (TMA) with primary closure has long been an option for limb salvage in patients B B 2 s 2
with advanced chronic limb-threatening ischemia (CLTI) with extensive tissue loss of the forefoot. However, TMA healing Months
and closure techniques are challenging, specifically in high-risk patients. Guillotine transmetatarsal amputations (gTMA) with preT— Y rry 7 2

staged closure may provide an alternative treatment in this population. We report long-term outcomes of such technique. . o o e Py
Materials and Methods: A single-center retrospective cohort study of CLTI patients undergoing gTMA between 2017 - - . -

and 2020 was performed, Limb salvage, wound healing, and survival rates were quantified using Kaplan-Meier (KM) analysis.
Multivariate regression was used to identify the effect of patient characteristics on the outcomes. Results: Forty-four gTMA
procedures were reviewed. Median follow-up was 381 (interquartile range [IQR], 212-539.75) days. After gTMA, 87.8%
(n=36) of the patients were able to ambulate after a median incerval of 2 (IQR, 1-3) days. Eventual coverage was achieved
in a personalized and staged approach by using a combination of skin substitutes (88.6%, n=39) * split thickness skin grafts
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Multidisciplinary care improves amputation-free
survival in patients with chronic critical limb
ischemia
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Jayer Chung, MD, J. Gregory Modrall, MD, Chul Ahn, PhD, Lawrence A. Lavery, DPM, and
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Hioki H, Miyashita Y, Miura T, Ebisawa S, Motoki H, Izawa A, Tomita T, Koyama J, Ikeda U. EM% (;ﬁ{%@ L/ 73:(/ \7'3—73\‘(/ AT

Prognostic improvement by multidisciplinary therapy in patients with critical limb ischemia.
Angiology. 2015 Feb;66(2):187-94.
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Debridement
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6 M passed after EVT

before EVT
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Wound bed preparation: a systematic approach fo
Wound management

(GREGORY S, SCHULTZ PhD'" R GARY SIBBALD, MOY": INCENT FALANGA, MOY"; ELZABETH A AYELLO, PhD*
c 'DOWSETT: KETH HARDING, M8, Chi: MARCO ROMANELL, MD, Ph’; MICHARL C. STACEY, DS
LUC TEOT, MD, PhD'; WOLFGANG VANSCHEID, MO

hocic«

R5,6 Pt flow chart (wound heal) @£7ve)

Enrolled according to inclusion/exclusion criteria
n=314

Excluded for violation of inclusion criteria ‘
n=2

Eligible for data analysis
n=312

Treated above inguinal region in index EVT (2)

R4
n=38

FHET e (BFHEGL)
n=26

R5,6 Pt flow chart (wound heal) @£7ve)

Enrolled according to inclusion/exclusion criteria
n=314

Excluded for violation of inclusion criteria ‘
n=2

Eligible for data analysis
n=312

Treated above inguinal region in index EVT (2)

R4
n=38

ST AE (FEEL)
n=26

]
Time to wound healin g @(’i@ When we talk about CLI management, revascularization and
wound healing are often said to be the two wheels.
100 CLI[CDWCES L&,
4= B R
g miTER EASERIIM®R THS
=
3 . CLI @ &
5§ @ Median value
:ow 97 £10 days.
g wound healing Revascularization
I BlEia; MmiTEE
o
274 32 22
0 BlEIEERR (HARTYT c’ué;'ﬁ:“;‘;;zs%i".‘“é;";;‘mﬂ
0 3 6 9 12 v
Months
The proportion of not-healed patients was 54 +3 %, 29+ 3 %, el
18+3% and 14+3 % at 3, 6, 9 and 12 months, respectively. EmR s oot
Median value was 97 =10 days. 4 EuER
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evascularization
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However, Revascularization and wound healing are
not the same line. Not Equality.
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wound healing
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However, Revascularization and wound healing are
not the same line. Not Equality.
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evascularization

MmiTHEE

However, Revascularization and wound healing are
not the same line. Not Equality.
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evascularization

MmiTHE

However, Revascularization and wound healing are
not the same line. Not Equality.
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Discrepancy between limb salvage (LS)
and wound healing (WH) rate
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E{* 100% Limb salvage rate
80%
Median healing time 196 day
60%
Wound healingrate
40%
20% Approximately 20 % CLI patients are free from death
and amputation without complete wound healing.
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BPRE#RE$ 5L restenosis.

1 treatment

TI—kwY

2 wound evaluation

Validation and change the care

BREORR

TIV—RT 3 BRI mR DT E
miTEEELSI—E

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

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

R 5/ (Fd=a W R E

* CLTHE (Rutherford category 4-5)

o BETEIIRAZ ¢ % R<140 mm, R4 E>70%,
+2:1 TE| Y fi1F SAVAL (DES) vs i DS v — VK T(PTA).

Vascular Medicine in press

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.

Vascular Medicine in press

« 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(ics).
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)
Vascular Medicine in press

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 < 30m/min per 1.73m2,
measured < 30 days prior to the procedure date

8. Subject has a platelet count < 50 or > 600 X 103/uL.< 30 days prior
10 the procedure date

9. NYHA class 1V 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-atheroselerotic disease resulting in occlusion (eg, embolism,
Buerger’s discase, vasculitis)

13. Subject i 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 i reccived from the Boston Scientific study team)
Vascular Medicine in press

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

Vascular Medicine in press
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Flow chart bis ot o .
Age (Year) 74961 72, +10.14 0.6328
. Caucasian 53.1% (69/130) (35/71) 0.6081
Rendomly assigned
N - 130 N - 71 Black, of African heritage 11.5% (15/130) 14.1% (10/71) 0.6011
Hispanic or Latino_ (3/130) 5.6% (4/71) 1.0000
DES PTA 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
5 withdrew 3 withdrew Not Disclosed 2.3% (3/130) 2.8% 71) 1.0000
11 died 7 died e S Y
Previous 50.8% (66/130) (35/71) 0.8417
105 clinicalvisitat 12 months | | 54 clinicalvisitat 12 months Metialy Trested Diahees 130 @ 07923
- Ey - . History of 77.7% (101/130) (52/71) 0.4791
9 mlssed V|5|t 7 mlssed V|5|t History of Hypertension® (5971) 0.2865
Vascular Medicine in press Renal Insufficiency 15.5% (11/71) 0.6910 Vascular Medicine in press
Rutherford Class Anterior Tibial 36.8% (28/76) 0.6536.
4 50.8% (66/130) 58.6% (41/70) Peroncal 28.9% (22/76) 09224
02914 Tibioperoneal Trunk 23.7% (18/76) 0.8475
5 49.2% (64/130) 41.4% (29/70)
Prior lower limb amputation 21.5% (28/130) 22.5% (16/71) 0.8702 R ] dinmeter (mm)
Target Limb 35.7% (10/28) 25.0% (4/16) 0.4629 Distal 24705 (142) ( 25405 (7 00566
Non-Target Limb 57.1% (16/28) 56.3% (9/16) 0.9541 -
Both 7.1% (2/28) 18.8% (3/16) 0.3364 Moderste 0104
Minor 82.1% (23/28) 81.3% (13/16) 1.0000 NA 0.3452
Major 214% (6/28) 25.0% (4/16) 1.0000 oo 310 @) 6016 06059
Ankle-brachial index 0.9 £ 0.3 (n=115) 0.9 = 0.3 (n=65) 0.9180 un-Off Vessel Patency
' Toe-brachial index 0.4 *+ 0.2 (n=89) 0.5 £ 0.2 (n=49) 0.0787 Posterior Tibial 13.4% (19/142) 0.3224

e DR F LR

* 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.

Vascular Medicine in press

Clinical driven TLR

* ATLR 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.

Vascular Medicine in press




A 40% patency rate for PTA based on the results of a meta-analysisand a 25% treatment effect for DES

was assumed.

One-sided
lower 97.5%
DES (N=130) PTA (N=71) | Difference (95% CI) CI p
Primary
68.0% (70/103) | 76.0% (38/50) | -8.0% (-22.9%, 6.8%) -22.92% 0.8552¢
patency
MAE-free 91.6% (109/119) | 95.3% (61/64) -3.7% (-10.9%, 3.5%) -10.90% 0.0433°

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

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

Vascular Medicine in press
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Cumulative Event Free
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**1 Logerank p=0.5606
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30% =12 Months
25% =6 Months
=3 Months

=1 Month

DES (N=79 wounds) PTA (N=32 wounds)
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Rutherford category
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PIVOTAL INVESTIGATION OF SAFETY AND EFFICACY OF DRS FOR BTK TREATMENT

Primary

Endpoints

Prospective, randomized, multicenter,
Us and OUS single-blind trial
261 patients randomized
2:1 Esprit BTK™ vs. PT/

safety Endpoint @ 6 months:
MALE+POD

Efficacy Endpoint @ 12 months:
Primary Patency + Limb Salvage

Joumal of the Society for Cardiovascular Angiography & Interventions 2 (2023) 100964

- ICER{3

Inclusion criteria

« CLTI (R4,5)

General inclusion criteria

1) Subject must provide written informed consent prior to any clinical
investigation lated procedure.
2 critical

b-th Rutherford-Beck

ischemia,
dors,

3) Subject requires primary treatment of up to 2 de novo or restenotic (treated with prior PTA)

infrapopliteal lesions.
4) Subject must be at least 18 y of age.

clinical category

2R ORI B
. 18‘F{EL>U:
« JEIER

5) Female subjects of childbearing potential should not be pregnant and must be on birth control.

Joumal of the Society for Cardiovascular Angiography & Interventions 2 (2023) 100964

Anatomic inclusion criteria

1) Up to2 native infrapopliteal lesions, each lesion located in a separate infrapopliteal vessel i the

same limb. Restenotic (from prior PTA) lesions are allowe

2) Lesion must be located in the proximal 2/3 of native infrapopliteal vessels, with vessel
diameter of >2.5 mm and <4.00 mm by investigator visual assessment.

b) Total scaffold length
everolimus drug dose of 1790 g).

) The total scaffold length among all target lesions must not exceed 170 mm.

d) The target vessel cannot have any other angiographic significant lesions (>50%).

€) Tandem lesions are allowed if they are <3 cm apart, and the total scaffold length used to
cover the entire diseased segment is <170 mm. Each tandem lesion is considered 1 lesion.

170 mm total

2) Target lesion(s) must have >70% stenosis per visual assessment at the time of the procedure. If
needed, quantitative imaging (angiography, intravascular ultrasound, and/or optical coherence
tomography) can be used to aid the accurate sizing of the vessels.

3) The 2

the ankl the
ankle, with no significant lesion (>50% stenosis).

4) Significant lesions (>50% stenosis) in the inflow artery(ies) must be treated successfully (as per
the physician's assessment of the angiography) through the standard of care prior to the
treatment of the target lesion. Treatment can be done within the same trial procedure.

5) Nontarget lesions) (f applicable) must be located in separate infrapopliteal vessel(s) from the
target lesion and suitable to be treated per the institution’s standard of care,

6) Guidewire must cross the target lesion successfully. Crossing in an antegrade fashion is
preferred, but retrograde crossing may be used. However, the treatment must be delivered
antegrade.

o MERFE2.5—4mm. ¥F{i22/3

*50% U DB, WERI
170mmA T

« Lesion mismatchs72 Ly
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Exclusion criteria

General exclusion crteria

1 Subjscis cuently ptiipating narchar i instgaton thaths i s compieed i
primary

2) Pragnant or nursing subjects and those who plan pregnancy during the clvcal investigation
follow-up period.

3) Presence of other anatomic or comorbid condiions or other medical, socil or psychological

pinion,
clinical investigation or to comply with follow-up requirements.
4) Incapactated individuals, defined as persons who are mentally il mentally handicapped, or
individuals without legal authority, are exduded from the study population.
5 the

forefoot, or the
subject has had a major amputation to the contralateral extremity <1y prior to the index
procecureand snotndepandanty anbultg,

&) Subjocth and it d
(everolmes, po Llacudel, poly [ lsciclel,acide, Isctc 6l anc ebot chvamm, ke,
platinum, tungsten, acryfic, and fluoro polymers that cannot be adequately premedicated.
Subjct s a ko conkassenstiity Ut carnot b adcatly predicat

) aspiri; or to

adenosine- d\phcsphateamagumsts, i dopidogrel,prasugrl o teagrelonor 1 anicoag:

10) Subject has renal insufficiency as defined as an estimated glomerular fitation rate
<30 mUmin/1.73 m.

11) Subject s currently on dialysi

12) Subject has platelet count <100,000 cols/mm? or 700,000 cells/mm?, a white biood cell
(WBC) <3000 cells/mem?, or hemoglobin <9.0 g/dlL.

13 )or
has a severe autoimmune disease that requires chronic immunosuppressive therapy Leg,

0, or the subject

otherconitons. Subjects reated for HIV and who have an undetectobl el lad, sch thot
the immune system is ot consdered compromised, are clighle

19 Subjecthaso body mss ndex of <18 kg/m

15)

-
within 1y after the proced:
a3 chemotherapy but who have been in remission for at least & mo are clighble.
16) Subject has a coagulaton disorder that increases the isk of arteral thrombosis. Subjects wth
deep vein thrombosis and disorders that increase the isk of deep vein thrombosis can be
included in the study.

” P q
for acute limb ischemia of the target imb.
8

invalving any vessel of the
llowed. Any bypass to

the tibial anteries is not allowed.

ulants such as heparin or bivalirudin, and

study
mecicatons. Subjectwith planned Surgery o procecurs necesstating discontinuaton of ant
plateet mecicatons within 12 o aftr the index peocedure. Planed amputatin that wil

o oved,

#) Subject has a ife expectancy of <1
9) Subject has had a stroke within the previous 3 mo with a residual Renkin score of >2.

Pt nfection >385°C, WBC

> ’, tim scment
retaarsl hesds o s ol s 121 or clls of b ot amersl to
ent with IV anibiotics a the time of revascularizaton is accaptabl
201 Sbioc il or bl vl ot s ecotabiySfcs 1  whaschl
ho ars sble to mobilize on their own can be errolied.

BADERNEDHONTVD
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21) Subject with extensive tissue loss is saivageable only with complex foot reconstruction or

2) Osteomyelits that tothe Osteomyelits imited to the o
phalanges or metatarsal heads is acceptable for enrollment

b) Gangrene involves the plantar skin of the forefoot, midfoot, or heel.

) Deep ulcer orlarge the plantar skin , midfoot, .
o heel

d Fullhickness heel ulcer with/without calcaneal involvement. .

&) Any wound with calcaneal bone involvement

) Wounds that are deerned to be neuropathic or nonischemic i nature. .

9 Wounds that would require flap coverage or complex wound management for large soft
tissue defects
h) Fullthickness wounds on the dorsum of the foot with exposed tendon or bone. .
22) Subject is unable or unwilling to provide written consent prior to enroliment.
23) Subject has active symptoms and/or a positive test result of COVID-19 or other rapidly
spreading novel infectious agent within the prior 2 mo.
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Anatomic exclusion criteria

1) Lesions with severe calcification, in which there is a high likelihood that successful prediatation

cannot be achieved.
2) Lesion that has prior metallc stent implant.

3) Significant (>50% stenosis) lesion in a distal outflow artery that would be perfused by the target

vessel and that requires treatment at the time of the index procedure.

4) Subject has had or will reqire treatment in any vessel with an everolimus drug-coated or drug-
eluting device <30 d prestudy procedure, or during the index procedure, such that the cumu-

BERKR
LBICR T h A BE

WAL KRB OBELNBE
- BE30H UAICEES TREE

lative (Esprit BTK plus everolimus-eluting device) everolimus drug dose exceeds 1790 ug.

5) Target or (if applicable) nontarget vessel contains visible thrombus as indicated in the

angiographic images.

6) Subject h evidence of or

anatomy)
h

in the ipsilateral
extremity. (Pre- and post-angiographic imaging must confirm the absence of emboli i the distal

treated proximal inflow-limiting arterial stenosis or inflow-I
left untreated.

8) No angiographic evidence of a patent pedal artery.

9) Target or (f applicable) nontarget lesion location reqiring a bifurcation treatment method that
requires scaffolding of both branches (without the intention of scaffolding both branches,

provisional treatment is acceptable).

10) Aneurysm in the liac, common femoral, superfcial femoral, popliteal, or target artery of the

ipsilateral extremity.

11) Visual assessment of the target lesion suggests that the investigator is unable to predilate the

lesion according to the vessel diameter.

12) Target lesion has a high probability that atherectomy will be required at the time of index

procedure for the treatment of the target vessel.

g arterial lesions
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Primary Outcome Measures :
Primary Efficacy Endpoint:

Composite of Limb Salvage and Primary Patency [ Time Frame: At 1 year]. Composite of Limb
Salvage and Primary Patency includes freedom from: above ankle amputation in index limb.
100% total occlusion of target vessel, binary restenosis of target lesion and clinically-driven

target lesion revascularization (CD-TLR)
peak systolic velocity ratio (PSVR) >2.0 by DUS,

Primary Safety Endpoint:

Freedom from MALE+POD (Major Adverse Limb Event + Peri-Operative Death) [ Time Frame: At
30 days (for POD) and 6 months (for MALE) ]

MALE includes above ankle amputation in index limb, major re-intervention on index limb at 6
months and POD includes perioperative (30-day) mortality

Sl o oSty o G gioaghy & rsetions 2 031 100864

Follow-up

Assessments

14d (3 d)
30d(#7d)

30d (14 d)
42d @7 d)
90d (+14d)

180d(+28d)

1y(+28d)

2y(+28d)
3y(+28d)
4y(+28d)

5y(+28d)

Index wound assessment

Medications review, adverse events review, ABI/TBI measurement,
Rutherford-Becker class, index wound assessment, new wound
assessment, WIQ, PAQ, EQ-5D-5L

DUS

Index wound assessment

Medications review, adverse events review, ABI/TBI measurement,
Rutherford-Becker class, index wound assessment, new wound
assessment, WIQ, PAQ, EQ-5D-5L

DUS, medications review, adverse events review, ABI/TBI
measurement, Rutherford-Becker class, index wound assessment,
new wound assessment, WIQ, PAQ, EQ-5D-5L

DUS, medications review, adverse events review, ABI/TBI
measurement, Rutherford-Becker class, index wound assessment,
new wound assessment, WIQ, PAQ, EQ-5D-5L

DUS, medications review, adverse events review, ABI/TBI
measurement, Rutherford-Becker class, new wound assessment
DUS, medications review, adverse events review, ABI/TBI
measurement, Rutherford-Becker dlass, new wound assessment
Medications review, adverse events review, ABI/TBI measurement,
Rutherford-Becker dass, new wound assessment

Medications review, adverse events review, ABI/TBI measurement,
Rutherford-Becker dass, new wound assessment
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TERAEH B - SFfn S A48 H 30 H
1. BAfEREE 20234E7 A 11 B (CKIE)  17:00~19:00

2. PSS A7 4 AR L2 k= (Web H)
FOHR R X AR 1-6-8

3. HifsE (HORRES)
FAEWGE E:PFHIEAN GEHKP)
Z B ER (BJINERKY : Web), SiH & (KFRELLHRE © Web)
KA (BHRKE), IMKME= (HBESER R AT © Web)
SRV N (MR RFPRTRE), B2 (FE 0 1L ESRBE © Web)
RGN - PR, SR KW, Rk R (Web), @k, WE)IXAT
AR . ALiAC (Web), ZRJIHEF (Web), BFHWHEIFE (Web), [AILDHZS (Web)
F TP =N (RIFFEEE) - AR (Web), I &, &I (Web), [LAREEHLE
SESFIAE (Web), HEARMER A (Web)
F 7 =) (HAREFRDPIEB TR - SROIRET (Web), ZRPVIFE (Web)
Fh WG FHR - AR —, HRES, WK, HEBT

4. BofE &Rk

GRS

EE 2 ZEARE

R 3 IR RS - PR R S A A PR A A e S S

EEH 4 EEWETICh - - T g s

&#} 5 : Mnnovation in CLI Treatment| & &£}

ZBE 6 TR E PR B SRR D AT OV T (CBAK 25 42 5 7 29 AT SR 0529
5 1 FRAIEE EIER R A PR E R R A PR Rl s 3 THIE T
PR R L 92 ST FH 5 i 2 D il R AT L2 B - 2 R A R A%

5. mENR
5-1. B K OV 2R

FER, BAEGEE K VERICE28E8%, FERLVZEROCATF—"NBE k. B
BRI OMERE, FHR &L AR - FA R SRS E (O B, BIEE T
DR, WA WG OIEFENFHE L O 1 B3RO RA > RISz, MEITLLTo LB
ThD.

> RIERERE RS - AR R AR R 2RI, I PSR AN A £ 5 BRI



D 1 O E IR RS RN 5 O BRI & OVEGRRFEE O H# (LI E 9 D iR R O Ek &2 B & L T,
JEATHEE &R EER & OMEED TIZ, A 17T FELGRMES N, KR WG X, Rk 25
5 A 29 BAHTSEERETE 0529 55 | 5 A4 578148 = 3K 800 Jm 36 A 7 PR R SRR AR R A B
FIBEN/BITS 3 TEAE T B M AR FH BB 2R OO BRIREFAM I BE 3~ 2 FFlE AR ) (LT, BEfF
M) OWETAHAE LT, 2 M A BQUZIEET 5.

> BEMFRHmEARIS, FH D 10 FE03R0E L, HE - EROLHER, #Hiz7e/rkE (WIfl, GLASS)
EEBLIZAELOMLEMENE L. 207D, KWG O i TH 5 ERMETSICRE WD
T, OS5 FEHHT —~O—o L U TBEFFMIEREOSGT BRI S iz, S RN, BATE
BREsES AARMENRIEE, AARLME A 7 —_Xo L g VIREREES, ARV
&, BAREWNEYS, BRZ v T - BIRETFEOWH %215 T, KWG TOFHELED 5.

5-2. G (1) HERUGTICH Tz > T
TR R LY, AR AR MR S N BR O 50 YR OFERR, SGTOSBEMEIZ OV TR S
o BEIFLToLEY THS.

(1) B

TFREARA BRI B (lower extremity arterial disease: LEAD) DAEFIHEIT A, 30~50%LL EHEN3
LEEbNTWD., ZOHERNE, &t XOFERFEOHEMTHY, ZnbNY AZRFLEEZDL
NTWD, @By, ald5e0E B NI M (chronic limb-threatening ischemia: CLTI, LEAD
N Z TRV O RO Y 27 253 2 5E) OBREFLNTLLEx 615, L — il
TERTIE, BIEIRE A2 155 72 OB THEZIT O LERH Y, mERFEOM 2 BT
TONA ADBREPEAT. BT AL AFREICA Y v bRBHDHET TR, EERRENICLE
WHERENEBZ DN, Z2T, Si%HEE WG T, MRERDIEBRST A AOREME, f
NPESEAR I SV TR L 7.

2) VVARLNY LA

BEAFREAM AR A D YRR I X R B ERIRAF 28030 72 <, [ESM Tl BASIL (FREEENHY DL T 28 o HiE
TR AT % 2 AR BEY S A X 2l & L TR THE— 0 7 & Ak R (randomized
controlled trial: RCT)), PREVENT III 73, [EPNTiX OLIVE #kBR (FEAEME M BT ORifn & % ik
oE) MEMINTEBY, BH BTG EERTTho/z. 22T, ENLVYA N F—
% L 72 o7 OLIVE BBROFERRC, £ OMOIIET — & % 55 (B ElifafE 2 ER L7z, £ D%
@ 10 #£f81C, SPINACH, Lutonix, SAVAL, BASIL-2, Best CLI ZDfER AT D FL =1L T A b
V7 —5& WEHERERT — 2 BRI, HiiceliAd R4 007 ZAGELHTER2 80
O, NEZEHTLZMEPRAEA T TS, FB—ITRFENEDY ., EITHERIFIZE> TROUIWZ 4
e SNDIER], TRIAS FREDUIWY A7 3@ EFIZ B 5 LEDEVIE 2 FIZL-T, BHAE FEE M

(critical limb ischemia: CLI)7>% CLTI ~REMNZE HS NI Z DT s, ARIN7Z: CLTI B O &
SR £ C PLAN (Patient risk estimation, Limb Staging, ANatomic pattern of disease) DHE& 23 H Ty
L. ZhUE, BEVARIFMNE, T CEE B REAG (WIT 20 50) , (%8 5 22 O g 351] o ) 48 46 Mk oD B AT
(GLASS 733) (\Z&0IBR T # 2R E T 0D TH 5.
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(3) OLIVE #tBx

OLIVE 3B IZ, FERFOBEMN 7 H], BT OBEN S FIEEINDMT, WS ERb RS, BARIZE
JBEREMNEB 2D LTI, O BFEOEE M A ANEFHI FIEE MR A0 ER 5D, FER
B L, EERARGE R, DR, AT, DRRZEIFL TDHZEA W, Rutherford 7358 5 23 73%
THEEIIZZ W, FBEOENRZ N, BRSOy NIZERZZ0R 8 BlbW o2k #nbh5. 72, ENE
FHTIE, BTFOMERE, AERZE, BEXMORENSL, M FIICHEERERH 2. 2070,
A= DIRIRSAE DL, ZAUTRDDET LT A ZADBHFE DR L EIL TN D.

DI, KRBRIT LV L HERREE L THORND, JTATL TITOIN MBI G R ZE D Al s L
RWERTH -T2, Tz, SR SA SO G DR S - B BAELISIE SR ARV AGESED
I, BHARIZEBIT A RIS 159 (endovascular treatment: EVT) D A2 5 & 1 LT 2GR /ERL D %
WPEARENT.

OLIVE #BRTIZ, RSN O Kl SR L DRI G REAM CLY, AR T 20 L B L 72 A
IRTFEEH L. — 5T, FERTURBEANMIOWTIESbE#ER O RN DD, L8 BMRATICEY
FFICEETHLE RSN 3 DORFIT (1) BEE R, Q) FIRORE REDOEHMENME), 3)AIGED
HIEE ChHoT-. 2V, BEY R, M5ME ORE, AEOREEIZHE B 2% L LiAA, sHlifeiEz
TERR L7z

(4) 20 DR RAERICE 5L 2—

20 FEHOERKRIIEE S U RERFIEIC L D8, BERIFIEEIC = R A Rl R A3 B 70 %
72bar b RERHENREETHDH L, Tz, EMTPEHEIIEFITR BT ERNE W=D, i
DFHHIZESZRVERI AL, fEREL TROAMEFMIT AE Ee e, mATHE, Mmoo H
T ORBNIEFICREL, MATHESRIIL TORUEIRIFICEDRNWIEN LN, EERICAIETRE
ZRHIL CODIFZEIEH EV 2L, DARNEEE O BEIEE OFN, &7, BIEOSELL T O iti<s
HENCQWeinolzizs, I UL ERRI72 A 2hik & SRR A INER — B LN 2 2R EAVRES T
. oI, IWHERESZ BASIL-2, BEST-CLI TH U RRA U MNIE - TWD. ZOIH72 58I
WTC, ABlD WG TORFEE S 2 ThY, RKERMEHREITR LB b,

RIS TR, ZED XD a A s, ERNREFLUTOLEY THS.

> EHIZEoTH, fisRIZk->Th, AR Z B AR EDNTTOSHGLEITRWGERHY, R
X5 DN TA.

> BRI OVERC R, AUENERITIRB LI, WEALIKEZFI M 22N EETH
HEWHZ Lol S,

> MATHETIUITE BRI SRS, AT HED A EANGDIREN AT — /L TIRNIEMNFE
ZAEHEC T 5, MATHERL T, YT 2818 L 720,

> RGMTEBERERITRDEE R D, MREYSEET DT —T 0T A ALY U TRIR D&
LT TIHRWO T, AUEIEY AL T &S TR HIZ 725, ATl ORI AR ERR R IZ I3 B B
NTCWRIP2TeDT, 4 BIOWET TIEFHEE A ICANDE IO TR ).

> WANTIE, MO RE BTG H I A5 TR, 7 AU O A& AV C R RS T i I E
(skin perfusion pressure: SPP) (DWW THELIZEZA, KEOWFIEELIL, 7o & BEiflJE (toe
pressure) (Z X DR A3 R Z2 Dl Tz EBBERIFME R IR ZE DT AR TA NI B INLTZ,
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RO EGR S, £ ORIENEEEVIREGRICE 72, HARTIX SPP ZHIETLHIENTE
HDT, ZTOFHEN LB EE 2 D.

> BEBAESTOIUZONEVI DT TR, BRITHE, BOLNTEDRLRDIIENKETHS. SDGs
DHFDOUEDIZ Good Health & well being 73%%. QOL OFFIELHVEETHHAS, FHIIHE LT
O ANNDDITEEL .

>  BBRESTEVOTETRL, AfHIZENKOWFELIEONE NI Z R IEFIZEHE THS. OLIVE
RERTIX, BT 20, BhF7D, BIEEVNEWOYIHARH-T2D, BENRENETOEELENT
THERF CETINEWVI EZAD RN —FHERI L bNDS.

> BIREOFHOZEZEZETHMBELBHEICKIRTEDDND, HDWVIT ARG O —BRE L TRF
BTELONRE, EDWERB 2 FaRT ZEHRFETHL.

> FIETS 2ORLED ThFtatEds.

5-3. #7E (2) [Innovation in CLI Treatment |
R Z B XY, OLIVE iRBRLIBICBH SN 2N O W TR S, MBI T L B0 T
H5.

HZAR®D CLTI OB sl I R o b 2 56 (Gilln, (RRER, &M, FERE, LAR%) THD
ZED, RCT ZREEIZL TS,

WINZAT Oz BASIL fBRTlE, 7S — 2 MUE BT EANBH S A S 2T At S iz F 7z,
CRITISCH L AR & WZFZE T, T —T ViBERE IR S A S 2N e S -, Z S0 RF
ZElE, Wb FELIET A 772 (Amputation-free survival, AFS) Z = RAA L hEL TITHO AL, 234 73]l
\ZRT DRI RS T,

A ATIIHEIRIA, AT, milin D EEPLL, ARSI DB Tl ERBE R A COMh HL
W28, G H ELC SPP DMEHERIZE S D, AIEIZ- DWW T, Rutherford 233 T722<, WIf 43
Hiz AT, AEDO RESEEMOEIERE, KYD 3 SO —RZERULL CTEIEE AT 55912
725 TCND. HARIEEREFFEDHART AT, WIl 535 E SPP D5t 2 VER L, WIfl 7360 ischemia
& SPP #MRA TEDHINCLIZZED, SPP DFEHE(LIZ D723 7.

& NIBRIZBITHERO—DL LT, FEMAE O X ELT 57k (angiosome) DL E DB AN
HD. £z, ANGE I FEABEL QDR T HIELEHETHD.

BASIL iRBR OEF R LARE, #RERENR (superficial femoral artery: SFA) 81k T, A2 —F 127N
N—2 BT =TI, BENVEHAT U, AT N7 nEZAEh, L BIFCH5. —F, Bmdh
JREL T 8L T, A R 7Zefas N ERILS TR, BEIRE, &, mlimo BEIIULIZLIEE T
WA OPET D720, HILWT SAARKLETHD.

BIEERAL O BLIEE LTI, F2)E PAEH YL (negative pressure wound therapy: NPWT) 3 i bR C A< fiff
HEhTna.

EN OGRS L TiX, PRIORITY #7230 5. K ADL & LIZRRBFEDBF L, AT i
EERANRIFR TP RE L LIZNEIT 0 o7z, PROWELEEEN, BFHO QOL dikExs HIEL
LZOPNNEE DN, — 0, DAREPROVA, HUITAME K EW AT THE T o )7 25 & N
AL ANy iRV oY oy

H9—DEWNTITHz SPINACH REXTIX, 17— T WABEEINEH A S iz iz L, EH 50
BRI E D IOIRIEFN AN TWANFHA L7223 2 BERI T AFS (2T o7, SV S A/ SRl D A
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Uy MEIMAE PRI RN THREAIEF 12 ZL, REIBEDHIRFESNLHZETHD. SIS A2l
IFAMEDREDNIZHE L TODD, A TRICEDL 2K 73R R2RREFNZIXE S 720,

CLTI BEITHLTIE, PHROBRNUL, B FHEIROFEM, A0, M4 &I L5 Mo,
MR BOFAMAZAT 572 £ T, MATHEMRORIFZRETHIENEELE X TWD. AIHERKEVVE
BNL AT BRI 23R 32203, AMEAS/ NS VE B C i & O i 22 ) BB B S <R W B AL, BT —
TIRREIRIRT D5 505 5.

E-x, BEENE, FRASEENMK T L2 B E I, BERE R RIS 22%. BT, (KR T
B WS WS T URTDRA LI 5 EHLL EOBETIL, FEOIFLEEN 5 Blel2 5700, 77—
TV B S A XA DTN 720N, —JF, REIBHZE I 10%2338 L, JEIREIY A7 535
VL WO THUAZDIEWIGE, 03 @72 D)W ASEEL .

ITHE, BEST-CLI iR & BASIL-2 ilBR 35 7223, ELOL BT EEDIIEAEEEN TN
LD, HARDBRE ~OIMGEIXREETHS.

RS TR, S OICREZA XV BNOFHREHEN 2SN, ERRNFITZLUTOLBY THS.

> EVT IZBIT 2 AUETERIELL (delayed wound healing) OJRINAEANT T, # 1T 72N, BT D B,
WIHI 3D AT — P NEWEFIL, BB LSO W ERHAL MM -72. F72, GLASS 7338
O TREBIRFEE L5 0 BN 2\, BRELL T OB’ Z TG RERIE Z FE IR & 7 )
HHZ NIz,

> AT DA THRIL, IRROSITHEIEICKE < Eh Sh, itk oS THREIE, iiaTo
AATHERESS WIHT 0 E B LT\ 5. k7, MRS THERE LI O QOL 12t 9 5.
WI 23 D A 7 — I3 IR R, ADL, QOL, M PRI K& B4 520, HEFEICHE
EChDH. BARBRBFDZONA BT A MERIZEWT, SPP & WIfl S E A L, 1L
TEXZ EITIEFICEE 7).

YN N2
5-4. AT

RERD L OBIMEFHRIEHEOM T, HaThmseshiz. ERNFITLUTOLEY THS.

> CLTI ORIV DERIES Od Sa B, BB RO WET 2179, A AR R 1306
BUTEER. 10 M THZITMA B B 2 5 FE X TRECEZRETL CIHE 2.
> WEFRHMEFREE T, D) BEER, 2) #HRMEDORE, 3) AUGORHE L o T\ D,

> 1) BFEO ADL S0EMPRICHET S0, BREERICE, ADL S4B+ 5. %7z,
well-being (Z2OW T HIBRL L=V,

> 2) BRI, GLASS 2%, no option DJEHR], BELLTF ORI+ HR#z B3 5.

> 3) AEOFMNZ EREORMICEE L, 4) & LT W pEEZBNT 5.

> 3)EREORHEICIE, EE OB EDD.

> BTOHEHZFMICNZD. BOFEZT TR, BITORSCE A 7 7 A P —0FkE%

LEERHEACTHDZ L &BRLT 5.

> HIE ORGP EEVER R, AUEAE2ITIE L0, IREE T 22N EE THH V) Z LT
STzEED.

> IMATENREDFFIEL L CIX, SPP 2% 4 & b sh3, EAMAIT I Bl EA 5 50, Matd 5.

— 103 —



> eV AONERHMECIE, QOL, mATEIRED R A& 5. £z, W 3 FHOHER 27l 32 24022
DHDHDTITIRD.
TEFRIZEDIEEIC A>T ThH, WHL 3 EOB TR RELR DGR HD. ZharEGE
flicEneku.
KEDOS MATEEEZ O WH S TRICEETHEMEIN TN,
> RCT TiZ, Rutherford /7% 4 X° 5 OBES] L 2RIV, MLAERTZE O FFRAE T 13
WHE TR CE 2200 LALRWA, FIRZEIHNIC X 2 A1GOEB R A EWE Bbils,
Rutherford 5350 5 ODHF THANE DK EWEE R 6 DEHEILRCT Oxt4 &7 b7 RCT 12
A% Rutherford 73%6 4 ° 5 ®FEE L, RCT IZ AT, Real World T L2>7 — & BEL7e W
Rutherford 5358 5 <° 6 #771F T, FRIRFHIFEEESAZME « ZRMEOFHI 21T 5 721% 9 23
DOTIEARV . BIFEIE, real-world data OIEHGEEIC /2> TV DM, KETIZIRCT ©F
—ZNHTL 2DIZ% L, HADGIX real-world data #3F% L T\ 5.
RCT, FFZIRBRTIX, SOHENE CIC WEFE ZHAANSLT VWO T, FEEIRZ Kk L
720 . real-world data OEFEIINETH SH. HHKAET - THIRED Y RT AT 25 2
EEXIERT D E LD TN,

5-3. ZOfh (KRIElDO=FEHFR)

FHERIY, BEROEBRIL, TR ROUGTERIC ML ERRE S, HEREZFEROKE) &
STz, FREORE R, HHISHIILL T OLBV e/ -7,

> NILHIT), BEE RORKMOLER, WHT ORRFFHES M S PSR, MRS

> TESER M OFHE ) O TEEE RO M) - [RRMEOWRE] : BHER, HHZER

> [EHTRE I ER

> TRIREDOFAMR ] - TWIfl 250 : KiZE R, %S

Lt DBED IFIZHONTIILL T D LBV LT,
%208, 3 REITHE, FHERMGERSRETMAITY. MHOMY L ONFIILL TO LB &
T5.
%52 [ j(?ﬁ%?fé (BMGOMLE &gk M O #S), SFaiZE (WI 50%80), /IMWERE (RARFFE O
B & 72 BN OP)
%31 *ﬁ#éﬁ (BASIL-2 i & BEST-CLI i), HFHEEHDVIIARA oA =T 4
747 DN (FHOIRBROFER. G INIUTHEEFTREE 725 TIE)

% 4 BNIFREDOES OEG VIR U TERICHRO b, PEOESGZRET S, ARG FIC
ol 2 /LB OFITFERE BILICEER~EMNTES Z &2k o T,

SHOTIE
<25 2 [E1455 (9/7) 17-19 BE, 5 3 0123 (10/6) 17-19 BF, 5 4 [A123% (11/29) 17-19 B

AT A7 4 AR L2 ik

Uk
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KA EIRBE RS - F A4 e S R A AR Rk 3 2
TR B E T B L R S AV —F 7 7 —7 (WG)
AN 5 AL 2 [l e

BE WG FHR (ESLEIEN RS AR
TEREA H - 51549 H 28 H
1. PAERREF 202349 A7 H CKEE) 17:00~19:00

2. BT A7 ¢ ARR L2 &= (Web Jf#)
AR H Y XA 1-6-8

3. HEE (BOPRIg)
FTEHEWGE . HAIEAN BEFKRT)
Z B W ER (ENERKRT: : Web), il & (KEELIHET © Web)
KIEHLE (BHRKRT), IE= (HFESRE R AP
SFRIVE N (P RFRFPE © Web), B Z(E (R 1L ESRPE © Web)
JEATHBA - mERR (Web)
AR . AR (Web), ZRJIFET (Web), FpEseElE (Web), MAILSZA (Web)
F TP (RRIFPEFER) - IAARRT (Web), [ & (Web)
F 7P — N (HARERVICHRERE) - SO (Web), ZRPIVRFE (Web)
BT WG B - LA — (Web), W&, HEfAESE, BHEHFBIT

4. BofH &Rk
EEEL R R
w2 ZEAE
ERE3 AN SRR | R A WG SRR
ER 4 ¢ TERVEIRIR & Mia s 22 ) R R
GRS RROESR L BTICOW T EHER
Gk 6 NENTEE & TIECRIMENIRE ) SRR

5. FEAR
5-1. FSIZHTD

JEERER, BB MR Lo, &2 RIS lE () 1L, F3RSmE % 1 EME
boTHEETHZ & LT

5-2. AERESEHLIAGT © TERYETRNR & i sk RS 22
KHZEB XY, R MR IO W THRER DT, I TO LB TH S,

- 2019 #|Z Journal of Vascular Surgery (255 S 4V 72 CfE) i BEARME TR L (CLTD (Zxf9° %

BHATA BT A BRI S, W (BIE, i, SRy (28-S <GB HELE
IhTnWa.
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- MERRRHIRE T, BRHEERA TERWIEDET TV D, EABERWRWD &R0, TR

BNV E LTHIEMAINTHD = LR RICH 5.

- BREEIRIRI, TV — R, USRI, PSP, MRREE S 508, ki ko

THEMTE 2 FHITERD.

- MRS D56, BROT 7Y — R~ 3R RE S 5.

© AMEDOFBALIC & > TRIGTAII 35272 5.

- A TOE L, MEETICHMAIE LTRSS Open TMA HBEIRED—D>ThH 5.

- COORERTIHRT L L0, ZRHE - IS X o TR S VIR ERTIBRT — LI L D

TBIR D T7 DN ERIR BRAE S 0.

[= 2 &%)

- JEBRICE W T, BENRFE TR TE EMN AR ET20NEE L Bbhd. £z,

ZHEEE L EETH D, (THER)

c AMGOWBIICIIRBRELEE TH L. BFLROBER TS RWEEOLET, &, ik

REEFENEZOND (IHER)

© ZRFEEEO T T, RBIREICOVWTEET D Z LITEE L BN D, KREROEH 2Rk

DOXMGLETDHMNTHONTIE, @EmnnELEEbhs. (PHER)

VT, Olive RERDIEFIHRENH 7=, WMEIILITOLEBY TH 5.

< WEIX3PARBRETIHET 52205, BWUNZT 7 U — Rx o BMThbheho o lodis, 16Nz

N LBRALNDEGD B -T2

© MATAENTE L, AMEIIIERE L2V, SRR 2K o0 IRAL O 7= 60 i AT PR 205 PR 7

FEGIRC, MATAFEEARE) LT HAIGIZ M2 a2 72 VWEFI 3 6 % .

- FEUIMIAETF R (Amputation-free survival, AFS) Z1%, AMENER L7eWE AT L TV DIE

BINGENDT-D, AEEREZ = RARA L MILESEE LS, 20-30%DTElENH 5.

[= 2 F&]

5-3.

« AFS [TITAME TG/ L CTWORWERINEGENTLE Y —F, AlGERZ = RikA > b &

T5LEMAENES RV T ELMRENRHD. (THER)

© AFS [IRUIWT KL VECOREL RELZ T D0, = FRA U e LTHEEITIE RV

OERFERH Y, 7 AV I OEKFEE (Best CLI) TIE, Majoradverse limbevent (MALE) X°
Major intervention Z# FE T R A F & LTWD. (BRER)

- MFEFFE O L S OIS U T MALE OBENRR 5720, niREK A (objective

performance goals: OPG) DFXEIZMEIRT — X N3 H DO REIND. (PHER)

- AME ORI, 2T, EFOVWTRBEETSH Y, CLTIOBFEREIFEHELY. (BHER)
- BEWET U B LR well being & R D O bR T M TRV, UMEER)

FEETRMLGER « [RIRDER & HTITHOWV T

SFEIZEB XY, BRIFDERLBITIZONWTHE N7 MEITUTDO LB THS.
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© KRERTIE, BERFE, SHTEREDRHEINL, S bR EITL TWD 72, RO CTABE A E4
DIEFNIHEINA RAE 5. —, BUFOFRIREHEITBT#HT & 0 REIABE SR ATREIZ 22 Y,
BE DN KEBHN NI 2> TN D,

< WEEEICIXRIRTFT DN H 50, BRIZIT W=, SR CIRE LR TiE e 5720,

© FERE OLA, KU AT TEBIOIE & A 8 THRITHERF DN IREECTH 228, FRE LT O/
Gl CTHIUE 90%LL L THITHMERFCE 5.

- SPINACH #BROFERIZ L 2 &, 1B FROE M ESE O 7 BIDXBERFE T, D55 5 ETEN
ZFEMEL TV,

© PRI TE RIS ORI, AR (Peripheral Neuropathy: PN) , AW IfiL 45 & & (Peripheral
Arterial Disease (PAD)), [&YYIETodh 5. PN HIHIEH| CIIRKUIWHIZE LTI T0RMERF T,
YA A 0F L CRUIBNCE 256 Tho THATAMERFT& 5. 2kt L, PAD °Zh
WG & A 0F LTIERICIE, KUIWHCE 2 & T2 803 2 nIREMEDS @S, KOIWT % [al5kE
TEIUTBHITHERF CZ D AlEBMED @ .

- PADIIT VT LANEBFE R, PIZRICHSITCERWEEDN /4 2 HD L. 2D X5 7 EE
T, MEFEL, AEZIEHELTH, MTIERL VW EBbhs.

+ CLTI DIRIFIZBWT, BATOMERIE, MtHESCAERE LY b MO TH L EEX
Hb.

s BHARZ v N7« BIFFETIE, BREER LARICEIT 5 2REFOM B IEL Tk,
1 RS EIEAL TP D72 O RIFBIRATA RT7 A 2Bk LT, 5%, @i, HERIH, PAD
OHMBFAEND T, KUIWHIZ LW BT ARICEDL Z LA I ENEETHD.

[Z A b - BRIGEE]

PAD (ZJ&H 2 A 0F L T B IEF CIEREINER A @, RS BT 2R 0 5 B, R

DRBENRBRE L RDAEENH D120, EmsvETHD. (KEER)

PAD DIEFID 5 5, K13 DEYUER CTH 5. (THEE, FMER)

WROERIE, EOX51dh. UIMER)

> HMENTEET 720 T, EWRMEEE LIoRETHD. GREIZER)

> RPEOEEIIMAR T2 Lavel, WHIAETHIHETWS. (KHER)

> BRYEIANBBLE ST TSR WS b B D7, MATHERS, EEE Ok
Wl STl 2 Z L b EETH D, (THEER, HER, FMER)

BATHER 2 £ O L 9 IR~ & 0y, BBIFEAM DS, IR0 7220 2 TR~ & 2>, (B

%8)

> BEO well-being DRND, D7 LY HSZDORET I VITATK ZENRTELHZ ENE
ELEZ TS, GFHIZEE)

> well-being I(ZIEFICEETH L. BITEEIERTHMNE, SHROFEEEbNS. (F
TP R)

5-4. GETH (3) N&HTEAE & TR ENIRK &)
IMRZEB XY, BfTiCOW TSN BT T O LEB) TH 5.

o BHTEREENT 2021 4 349,700 NIZEL TW 5.
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- BRI E UCIIBERFMERIE N FE ThH 5, ZOBEITEFRAERTH LS. —FH T, B

LREDMEIN L TV 5.
o FEREN, DAEREIEYYETH Y, FEYLEITHIMERICH 5. CLTI JEFNIRGLIEIE F
ns.

- BHTHRE ORLEIMEEEGE, 4% TH Y, BEIMEMICH 5. UEDIK OfERERIE, —#A
FHEx LT, FEREIRIE OBHTIER] T 82.6 %, HEIRIFOFHTRERI TIX 481 51 5.

< BHTREORIFANL, MEAIRIENRETHLZ L0, BTFORBTRZ VLT W Ly
DD, IWRPREETH 5. £72, uar BATHRENE WO, FERS RS2 5503% <,
FIELT DR H 5.

- BHTERE O PAD AL, ABI (Ankle — Brachial Index) 0.9 Z7% » h A7 & L72MaI T,
18.0 - 41.0%CdH D. 7272 L, ABI ZFEIZ LTI MR\, EEOREERITL -
ERWEEZ LS.

- BHTRFE T D PAD OFERK 1L, miln, BYE, BERE, B, eEEhiREE, O iR
B LRI, (KR53 - (K7 v 7 3 v E, PTHIRTR, SR, SraRE T Th
5.

© BHTRF ARG LT A X fifHTC, PAD ZA0F L7ERITIE, #IEL &LilE s CaEo
AN RIS, 22 2.15 1%, 2.99 #1272 5. Fio, BHER IR -SRI B AR EER O PAD
BRI ANZ DO Ti2IL, EFRBEEGICIESRRETHD. CLTIAERITIX, AFS, Kk, £F0
WTILH Ay XD 0.5 AT, KUIBNZE S & 1FEAFRITHR 50% E 72 5.

BIRRARIZIE, BT FEROAEZT T, BIOEe, THERLBERLTWDLEEZXD
5. Hlzix, @EHTRINE (intradialytic hypotension: IDH) 1%, ##l PAD HIED U R 7[R
Ths.

- PAD, BWE, BEREOFMIZLVIEREZSEL, TNENOEFNIS U7 vy N7
075 MR LT & 2 A, B0/ EOMEREL L2 Ens, BTy N T
MEETHDLHLEZDLND.

- BTFROTA R4 (2011 ) OF 8 & [RIEARER] 2B b L Bbisd.

- BUE, BHTO 13 XS B 2 A T2 MiREEENT Ch 5. BTOARIIMZ T, DK
B, O, BRREICOVTHLEENLELEZOND.

[Z A b - BRIGEE]
IDH % 3JET 5 B 2803 5 2 L X aaed. (KHZER)
> KEMRFPIAENERA 1272 5. i, FEEMARKEDANOHAIS, FKREARERK
EAHZ, IDHZRIETDHZE08H5. UIMRER)
BHTFEROT — 2 ORI RIZ KO 72T 2 E AT D00, (FRIZER)
> RO T S, UIMER)

5-3. O (KEIDOZHE A F2)
WIENE, BCKTIThiz 2 SDOBFKRRBRICOWTHEE L TRANTES, o #H I
WCHER - 3T 5. o, THREE, H50VIERA NI AT 4 7 4 v 7 DB
BOBRBAERIZONTO TR ZBENT 2 TETHD.
Webex OFRFFIRIT messenger@webex.com 7B < 728, MREOFRIZTHEWZ/ZE 720,
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% 4 BIIFRREOEB OFEE WIS U TERICHRD I, BEOESZRET L. ik
Z O AREITHER 2 BRI 5.

AS%DOTE
-85 3 A3 (10/6) 17-19 KE, 55 4 [A1353% (11/29) 17-19 ¢

Bt A T A AR L2 Rk =
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KA EIRBE RS - F A4 e S R A AR Rk 3 2
TR B E T B L R S AV —F 7 7 —7 (WG)
AN 5 AL 3 [l A

BE WG FHR (ESLEIEN RS AR
TEREAH - Sfn641 A 12 H
1. BfEREF 20234210 A 6 H (&) 17:00~19:00

2. BT A7 ¢ AR L2 &= (Web Jf#)
AR I XA 1-6-8

3. A (Whrig)
FAEWGE R PHRIEN GUTRYS)
Z B:R ER (EJEFKY : Web), Sl & CKEREZIREEE : Web)
KiffZ (BHRRT), IHKE= (MPESEHRAPBE : Web)
SPRITE N (R RPRFBE), BOFZEE (&0 L SR © Web)
T8 SRR
A - AEiaC, ARIFET (Web), BFHsCPEE (Web), RMIAIZZZE (Web)
AT =N (REFEFE) © 0 K, EHEHE (Web), [LARLME
F7 W =3 (AARERIZEBFEMAR) - SO (Web), FRPIFFE  (Web)
A WG FH5 )R - A —, PRiEST, fkaEsE, AmEFHAT

4. BofHE R
EE : RS
“e2  ZEATE
B3 AN S RS 2 [FI5RA WG ik P ER
%H} 4 : TBASIL-2 and BEST-CLIJ F#7& £
EORES ¢ AN C M S 7o iRt D 7KERER (DES, BRS) | Fll &K}
%k} 6 : [How we can adapt result of the BEST CLI trial into the Asia CLTI practice? | i & £+

5. FENR
5-1. FSIZHTD

JEERER, BAMER MR Lo, &2 FIa@sE s () 1L, E3RaSmEg % 1 EME
boTHEETHZ & & LT

5-2. EEEREMLEEE © [BASIL-2 and BEST-CLI|

FEHZ B, BN HLOISATO47- BASIL-2 &, KEF L2 Tioiiz BEST-CLI @ 2 SOl EH) &
FEMEBME N ML (CLTD) A %t5e & U7 igsh oo RIS R AER I B I ot iR (i oo 7o, FNE
UL T Om\EY ThS.

ZID DERRATTEE, Wb S 825 LB WNTRE (EVT) OHka BiNE LizT v ¥

— 110 —



Lkt (RCT) TH 5.

BASIL 2 (%, HEOHz% % FlsE LT 2014 005 2020 FI2FE i S, B FREICL D 345
4D CLTI BFEZE /G E LTS, =2 RARA v NI TR A7 (AFS) C, Mm&EW
BENEEICEFEWVWIRERTH o720, TOELRBRIFIETROZELEEZZ BN,
BEST-CLI (%, KEOfEz% % .0 & LT 2014 4705 2019 423266 Xy, BARLL T OMmEHRE
IZX % 1,847 4D CLTI BB A5 R E LTW5S. BIAREIRS 77 03 HRE (ahR—k 1)
L, ROEE (3R —h2) IR TS, = RARA v MIEE FREAESES (MALE) Mt
CTC, am—h 1 TEIANAARSAMPEREICRA, 2R— b2 CIEImBEMICZERL, L0
RCThHotz. TOERBERITHA X —_X g VROZELELE 2 B3, drug-coated balloon
(DCB) X drug eluting stent (DES) O HBER D72 <, & NIRRT S - h 52
B ATHEMESR, EVT O L DB L > TiThbh TR Y, FENEE L EELE
Zbilh.

<HBROLEE & HARATOE 2 5>

2 DD T/RENTWARNW, 5%, BARTIHMEZIT 2 HBEICEE T REHE & LT,

CLTI BE Dbl e 71k, #WUk7 7 7 hoJL#E (BEST-CLI TIiXfEA 3 mm Ll E) 2AEA

NIZ# F ATRED, EVT O & MALE 1233 2 R R BRENR-CHE T BhIRAEI OO fifH) 21

AT RORE, BRMRENET OND.

HAR®D CLTI D EH D% ATBEHTOME R OB LR H v, 2 DORERIZH T 2 BFEE R & 1T

RESERD., 72, 200 E L ELLDBFIETHARRRBEEEZRIRLELTEBY, HAR

DBEFORBRE TR D.

M7 REZ FEFHMEE B ICAN D DS DPOENDRERICEEL KIFTL TS,

A E@ EVT TiE, DBC <° DES Offi UMK, FIEROBENm Ro7c 2 & b L

B2 oNDTI0, FRAEMEINE LRI 5 0ERH L L Bbhs.

B OEBIN) N7 +—~ 2 AHHE (objective performance goal: OPG) % iXE L, tk~x 72N

b 7e EVT Z Mt » fimd 5 2 L RBLER & Bbivs.

[E%E]

BEST-CLI (2351} 5 EVT #J#akTh= 1%, SPINACH (Tt~ KIBE AR VAR Tl Ze v, AT AT

fli &9 A TIE BEST-CLI O 5 FF LW haule->TWA e Ebisd. BASIL-2 1%

ABFRR S 0 ITON R VWEETEBINTEY, AREOHEEIZONVWTHLEET HHME

5. RCT TIEWTHOMAUC HIEH TE 5 CLTIEF DA DX G L o TNWAHTed, 2D

OREEE LY T AT—L KT —4% (RWD) &3 L T\ 5. KRERFFIROFEM A LI L\ D

Z LR TE S,

> ZTHERMOLBY, RCTIIZEDL L THIBR ARERERINBER SN D 72, FEERRIER O
2~3 B LK E ey, EEFHIEE b R 5720, 2 2ORBRTHRERN ML TL
F U, W TRV OLLE 3G A L,

2 OB E b BEERDPALOERR L NTEEN TV DINRBEIZRY 5 D»

> BEST-CLI Tt A FEIREIT 3 mm & 72> TWDER, BEO/NSSHE EARTIE2.S
mm & LTHREWEEDbI S, 72720, MBERIXEMLE AL TR S,

> 2 DORBRITH LT AN RAOFHMETIE AR, MATHETESFHRE > TS, FEE
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[CEERMIIEDTZD, SBBEZIZ L TR ELZEZ D0 ENDD.

5-3. ERRETRMLEEE - TMESL CHEME S - i 07K ER (DES, BRS) |

PRPER LY, KETEM S N ORI OWTHRE DD o7 MEIZLTO LY TH

2.

<SAVAL B>

SAVAL ##RI3% DES & S/v— U JERlT (PTA) % tb#id % RCT T, Rutherford 734 4, 5, &
TEWROFEEN 14em LUF, BREENAHTTI0 L EOBREZSGE L, HETALITEL S
4~10cm EC, BFETHIMEIL1 ROHLTHD.

BRAMVEE %<, AARTHEA L RDBEOZ BRI EIND. —TJ7, AIEBEGIERIN LTS
AT,

EHERIE 73 5%, BT 7 BILLE, BARANIE 33 6, BERSOBEISITR 7 E, BHEREREE
17%Td - 7-. Rutherford 734 4 TLHRHER AT 2BENREPLTHY, AAAT
%D PTA X 41%, DES 28 49% CTh-o7-. FREUIKOBERE L 2 FA - Tz,
FHEFHMMIE H 2 ME BT & L, BEEME, £ 721X clinically-driven target vessel revascularization
(TLR) (GERRAEFMATHE) OFENLFHMEiZIT-> 7.

1% OBATFER1E DES 28 68% CTdh > 7= DIZxt L, PTA 1L 76% & THLL LI BAFCTh-7-. B
IIARBIZE2Y, THREGI, FMMATHEOWT NS PTA 23 R RE R L, AIEIEEOEIA S
WZENR OGN hoTeicd, dBreE LTkl eo7z.

<LIFE-BTK >

[

T_a U AARHARBINE A F v 7 4 —/L K (BRS) IZ & DR & PTA Z LL#: L7 RCT T,
KEOM, TOT, A—ARTVT, ma—U—F 2 RTirbiiz. BARIISML Th7au.,
B O FEERAGE B 13 M8 OBRFR T, ZaEORNEH X, SAVAL iB[AEE, MALE &
it 30 BUANOEETE BNV ST,

AR CITEE) D 10 om LL EOJRETRA A 2 T E ClaM e L L7z

B OERD, BBk, RBE, AEORESE CTREMITRI TN S.

TR O ATREME MRV MERFIC A T > M X D ALE DS N EEZEFNIRA STV 5.

H5E]

IhoORERE, BUTOREEEORERT A » O H 2

> HUTOFMEEAZE T, WEMT 7 b7 A2 B S S5 ERNEZRAER & L TOR LD,
IHHORBRTHLEES L TCWD EEbNns. ®BippAE LTL, BEOFINEGEEND
Zll, MEBRGFEORTHMMEZFHMEL TBY, AENHE S TWRNT LR 5
nb.

178 BAFRTAM 2 B 51 TIT > T 528, B FORMEBICEYIZ2 00, B ER O N L DT

ARV

> MEEEOTNIEMTEDR, REEZEx CBEEAERALEEE2OND.

AA LS CIIBEOREMNPRKRE SRR D70, BAROFHIEEIERICSE 2725 D)

St CTd 5. HAIL Rutherford 7348 3 DBESCHITBE N L <, REMEMBLAE AT 2K
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FHIEFIZZ .

> [HETDH. BAD CLTI BEFIFEN 2T T0D I EnEL, ARIMIFEN G S
TIERZ RN ORIMESNC 72 5. BEIIREE S Z <, 3 BIREENHIUT/ A /S AL
BEPBEIZE DL TN D,

SAVAL §BRIT, XfGE D rest pain 2NFEFICE <, B Ehif/ £ (ABI) & &LV, Rest

pain ZXfG LT HDOThIUE, MATEREEEZ L < L2nE, PTA, BRI/ IL— U TEREK

7 (Plain Old Balloon Angioplasty: POBA) (Ziii L 78GR A DEBENL LY, ZORENER

I VBEHAREMENR H 5. £72, CLTLICZ2 > TSI TEREFEEE N H < 72 > T 528, ABI

09 LRETHOEIAHYITHS. AENLVEETH, WL MO 13 UL E, H 2503k

& L~V D ischemia grade O EFE Z LA AR & BBRDEA 720 ). Rest pain D BFH A #1

HANDGE, BIEEREEZED DL TN L NEEZS.

>  ABI BN E L R DIEBNIBRA SN TNDEDIZ, 0.9 Lia->TnD 2 &I, MATEREMICIZE
BRIEF TIXRNWEBZ DI, KVBREOBENEENTHDHAMRENLRH 5.

AE A L DBAERHMIE, 731 AOBRELFHECE 2 & b5 D TR L7, HEFEE)

ARIZEE Ly, BECRISE 72 O, MEORE, Mo Ky 77 —CrHMicx 5 2 & 23

SN0 T, IR OBFERIIMZ T, TREBIROMATEREFMLEE & LTHE XS

NEVD T2,

> IEHE L CORGHENIE Pima s BB L Bbnb.

2B L LBITRESMAAN STV, BAOFMIFRESETICB W TR EIZR D D .

BT DI AFVRIZOWNTOFHERDLE T2 )

> BARLHHN TIIERRCEX T NRAR D OB RITHE L. 7277, FERANC 3 EILL
EBEHTRE R AS TN D.

>  AARTORBRTIE, AIGHRELERT L2 LD, A 3 »H) TRENSLZEL,
MIET VT X 28 3 BL DG 2 7o 3BT B A M A AT,

> BT COLARENLZELTWAZENEETHY, BWHAANTE -T2 Ebid. i
TIT A TR DD EE A, 3 A, 12 BEREILLE, 1 AERIERET TV DA,
MO WBUEZ X T E—EROBEPHAAN DN E D HIT b, BEROH HEE
HFICERD L EDbNRD.

5-4. 5#%15# (3) THow we can adapt result of the BEST CLI trial into the Asia CLTI practice? |
A ZEE XY, CLTI BARRERIZ K95 B AROBUR MRS BT T D LB TH 5.

AAR LSO CLTHZRI CHEE CHBEE RN RE BRI TDEIRELEX TRV,
HAR®D CLTI i&¥ 1% SPINACH BF9E % BARIZE 2, AUEA K E T HUZIVEL T, S kiER
HNEAIE EVT 23R LT 5. SPINACH WFZEIC 1RSI #8072 BIEE DRl A 2 Y Tk
57, AL, RRICEBEEILLT O FRRHME O M ERH 5 .
- WHADIRERT — 2 N TETH, 2FIREE, #Ik7 7 7 O, AGIREE L ONLEIREE,
(2 FER =208 &R B LA T OdRREZ B9~ 5 &\ 9 ENTEFEO EEIT 2 Eb o> T,
+ BASIL-2 X° BEST-CLI [T &7 > A L-ULRE O, HARD SRR & OAEERITIK . BEST-
CLLO7'm b2 ThHsb, 3mm U LOFIRY 77 M AT DERIL33% ThoTo. F7e,
BASIL-2 D7'v ha/LTh b, 6 AU EORGHE TSI, 2.5mm L EOFRY 77 M %
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BT DRI 68.8% TH Y, BRAFMMILHEAEMEDD LOEWHNEERITHEET L2 &0
I L 7=,
- HATIIRRMERZ BTN BENZ WD, &S, BMI 2 18.5 K, TN, &
Hr, BRHERDS 50%A00, KT VT 2 UMAED 6 DDV A7 77 7 X —DH b 5 SLLEICHE
B LA ITIXEEICHIG LTV A,

[E%E]

AN OEERRABR ClE, BRANEBICEN RS D728, BARD CLTI BED 50%H05EHT & IET

% &, HROAEFRIL BEST-CLI iRBA T 15%, BASIL-2 T3~4 &L 720, Z 0 MILi#im D4

WA H DM, OEEKFR TRCT NEBIKD 2~3F| 279 Z L nWEINTWZZ &b,

O ORBRITZY T Ebhb.

> RCTIXEVT, AR FIO EL 5 TH LWARREIEIN TR Y, 3Bk & L TORZEMIEIT
B BVT - AR RO 86 5 TH LW BEICx T 5 RCT 3Bk, EVT JG#E
#, SMEHRRESE, KRUREELEL T 5 BHE T HBIEMTED 4 "% — 2
T, BEOIRIELIRIRGIEL 5B L1- RCT sBREE RO 217 5 & ElGE O 2%
M2 D DTN D,

> EKEREZ XD ETIEZEO@YER, T3 AOFIMEFMRER TIEE X TN RS,
TR ZADFIEFHEDOT-0121%, EOV Ty FEEo T UZ LW,

> kD RCT THMEZ RT OIF#E LY. Single-arm TT /3N ADF LR L7-%,
WD AT 7 & LTRWD Gl 24T 5 DILE 5 7.

T ZDFMZAT 5 T2 DIZIE, BFEMEOFHAG 72T Tide <, fEF a9 72850 & OFHn <

MAEERS T L DM 2 L7 N KWW B 2 5. SAVAL BR ClI & & 5 72 dflias &

VAW DYiEN

> HARIFBHIEmRINATEY, FEMITAR SR 5.

GLASS 73 CHlLE TR A O JE R IX /T EED>.

> CLTI T:RDHi2DOIFERIHEILL T O MEHZEDOFANT, GLASS HFUCIKIT 51 Tk
ik, KERBEEIREROEEEIEWE bbb, SF THARTERL CET—%
Z W Tyl OPG 7% & L72\  & RCT THREZFi#a S 2 D3 LW e Bbh 5.

> Singlearm TRRERT 5 & LCTH, FEERITITWERINER O ENRIZ/R D EBbihb.

BT ORI MER RS IT, WARETEIER LC, FkRAE0RD, AGIEE, KRN, AFS &

TR —FELCT A, AN SN D EEZTWER, ERtEBIEH 2 IC3HE - B59 5%

EWRH 5 EBbND. HAMIZ RCT, RWD W CTRllid 2 228) 0 431 72 5 R,

> [FETS. BEREBICImERSCAKAENHET & LTHES L, AGRIEIC TR O
fOREFNEEGT D720, WEZBERST TRHMET 2 Z & I13#E L.

> ERHNEROBEIRG D Z & &AM Uiz EC, AT om@S A A2 L, w7
KGBEDONT A TRBR AT Z L NEZE, AMEIEE & AT % 53 (T 7o Rl 23 2 22
TlE7Ze e,

>  RCTIZHARDEFERSIIFE > TV D720, S NZ EVT i & 72 5 BEIZx LT OPG
EERE L, B FIRNE & AETEIE & 2 EBIIC single arm T2 DIL E 5 A

> EEAMERME TR O ERIRFHIIZ B9 2 G FEEE CiX single arm TORHliA FEhi 45 =
Ll L, BRUCESWIIERRE FlE Lo T A ANRNL Dhvki & /. LarL, OPG

— 114 —



5-3.

IR ORI EEN O o T L VO FRENAE L TWDH Z EITITET RETHD.

» SPINACH &%, OLIVE iBRE 127 7V M A ATIFZEAERLETH DL, ERERIZE
FBT T NI ALADOPGIIHETE D EEbs.

BITREEZELZ ENHARATORETHNIE, ZhE TOTF—Z_X—2%F]H L T SPINACH

B> OLIVE 3B ) 3B HT A 7217 @ pool analysis 2170y, BMI 3@ <, 7/ 7 2 VED 3.0

Ul bd D RBOWSREOBITERE &L BEOREOENTEE & OB AMEHBRBRALFEML THRW

DTIL72 N,

> HEEFEEERDLNS. TAALAADELWVERHOTEDDOLEIRELHET H20LERNHD.

> WL LI 2K A TV D720, T X EHHAT OO FHENMLEIT R D.
MALE, MACE (255289 2 1% B8 OB 5 0 22U, S 5% IEF ITHVEN D 5.

SKRAEFEIZ AT 725 81E, OPG DAERL, BRAVT N E LR O L, B IEIEIC K DRkl 2

P72 & Bdoit 5. OLIVE il & SPINACH BRI U X Z7HENFLEL L TH Y, BRAVEANE

ETZXHLEbND.
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