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Clinical scenario
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brachial index, ABl)¥# &

Right ABI = ratio of
Higher of the right ankle systolic pressures
(posterior tibial or dorsalis pedis) mmHg

Higher arm systolic pressure (left or right arm) mmHg

Left ABI = ratio of

Higher of the left ankle systolic pressures
(posterior tibial or dorsalis pedis) mmHg

Higher arm systolic pressure (left or right arm) mmHg




Clinical scenario

3 FEMIKMEERZEF L - S MEMEL (Ankle brachial index, ABI)
ABI FEEEE

>1.30 = B H#ERIIM E (Noncompressible)
0.91-1.30 1IE% (Normal)

0.41-0.90 $iE P EFEZE (Mild-to-moderate disease)
0.00-0.40 EE[EE (Severe disease)

B3R Hiatt WR: Medical treatment of peripheral arterial disease and claudication. N Engl J Med 2001; 344:
1608-21.

R-ABI: 0.71 L-ABI: 0.83

Interpretation:
Mild to moderate peripheral arterial disease
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DM was diagnosed with ABI < 0.9

Aspirin

Other antiplatelet drugs

Reduced macrovascular complication
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1! e - DynaMed

Key word: Peripheral artery disease and
diabetes mellitus



Results from searching: Summaries

Database

DynaMed

Title of article

Peripheral arterial disease (PAD) of lower extremities

Contents

€ All patients with atherosclerotic lower extremity
peripheral arterial disease (PAD), including
asymptomatic patients
1. Antiplatelet therapy to reduce risk of myocardial
infarction, stroke, or vascular death.
2. Suggested drugs are aspirin 75-325 mg/day
e aspirin 75-100 mg once daily
3. clopidogrel (Plavix) 75 mg once daily.
€ For intermittent claudication(not response to exercise
therapy)
1. Cilostazol (Pletal) 100 mg orally twice daily
2. Trial of cilostazol recommended by ACC/AHA as
initial therapy for PAD in patients without heart
failure




=& Synopses ClinicalEvidence

1! i * ClinicalEvidence (BMJ)

Key word: Peripheral artery disease and
diabetes mellitus



Results from searching: Summaries

Database

ClinicalEvidence (BMJ)

Title of article

Peripheral arterial disease

Contents

€ Antiplatelet agents reduce major cardiovascular events,
arterial occlusion, and revascularisation compared with
placebo, with the overall balance of benefits and harms
supporting treatment of people with peripheral arterial
disease.

€ Cilostazol may improve walking distance compared with
placebo.

€ Cilostazol may reduce the incidence of cerebrovascular
events compared with placebo but may be no more
effective at reducing cardiac events.

€ Cilostazol may be more effective than pentoxifylline at
improving claudication distance.




#'= syntheses, Cochrane Library

LOGIN

COCHRANE LIBRARY NOT REGISTERED

Enter e-mail address
Independent high-quality evidence for health care decision making FORGOTTEN PASSWORD ?

from The Cochrane Collaboration Enter password INSTITUTIONAL LOGIN =
REMEMBER HE

Search Search Manager Medical Terms {MeSH) Browse
@ Title, Abstract Keywords E Peripheral artery disease and diabetes mellius m m
Search Limits View searchtips (Word variations have been searched) Add to Search Manager
@ Cachrane Reviews (0) There are 0 results from 7530 records for your search on ‘Peripheral artery disease and diabetes mellitus in title abstract keywords in Cochrane
' ' Reviews

@Al



F#z Studies, Pubmed

Key word: Peripheral artery disease and
diabetes mellitus



Results from searching: Summaries

Database

Pubmed

Title of article

Peripheral arterial disease and diabetes-Review article

Ref

Sec. Biol. Med. Sci., MASA, XXXIII, 1, p.65-78 (2012)

Contents

€ There are no confident results for a positive effect of
anticlaudication drugs, Cilostazol and pentoxyphillin
derivates in patients with stable claudication, and in
revascularized patients with non-stable claudication and in
critical limb ischemia in diabetic and non diabetic
populations.
€ There is an evidence for the use of Clopidrogel and
Aspirin in diabetic patients with PAD to improve functional
status and to lower cardiovascular risk.
» From the CAPRIE (Clopidogrel versus aspirin in
patients at risk of ischemic events)
»From the CURE (Clopidogrel in Unstable Angina to
Prevent Recurrent Ischemic Events)




Results from searching: Summaries

Database

Pubmed

Title of article

Diagnosis and management of peripheral arterial
disease

Ref

BMJ 2012;345:e5208

Contents

€ Two drugs are currently available in the UK for the
treatment of intermittent claudication: cilostazol and
naftidrofuryl oxalate.

€ A meta-analysis of 26 studies assessing the efficacy of
these drugs found that both offer modest improvement in
walking distance with minimal adverse effects. However,
there is little follow-up data beyond six months and cost
effectiveness remains questionable

€ The new NICE guidelines recommend only naftidrofuryl
for use in patients with PAD and suggest that it be reserved
for those who have failed to improve with structured
exercise programmes and do not wish to be referred for
angioplasty or surgery.




Results from searching: Summaries

Database Pubmed

Title of article Diagnosis and management of peripheral arterial
disease

Ref BMJ 2012;345:e5208

Contents € Although antiplatelet agents and vasodilators (such as

nifedipine) may be useful for reducing overall
cardiovascular risk, there is little evidence that these drugs
offer any benefit in treating the symptoms of claudication




Results from searching: Summaries

Database Pubmed

Title of article Long-term effects of cilostazol on the prevention of
macrovascular disease in patients with type 2 diabetes
mellitus

Ref Diabetes Research and Clinical Practice Volume 91, Issue
1, January 2011, ell—-el14




Long-term effects of cilostazol on the prevention of
macrovascular disease in patients with type 2 diabetes
mellitus

Method

The medical records of all patients with T2DM were
retrospectively reviewed from January 1995 to
February 2007.



Long-term effects of cilostazol on the prevention of
macrovascular disease in patients with type 2 diabetes
mellitus

Recruited Subjects
(n=4383)
Antiplatelet agent treatment = 2 yrs

Exclude Subjects
not satisfy the criteria

(n=2745)
Total Enrolled Subjects
(n=1517)
Exclude Subjects
with multi-drug combination
(n=608)
I | | I

Aspirin Aspirin Cilostazol Cilostazol

Monotherapy Combination Monotherapy Combination
(n=401) (n=187) (n=2986) (n=25)

L

| Statistical Analysis |

Fig. 1 - Patient disposition of the current study.



Long-term effects of cilostazol on the prevention of
macrovascular disease in patients with type 2 diabetes
mellitus

Table 1 - Baseline characteristics of study subjects.

Variables Aspirin monotherapy Aspirin combination Cilostazol monotherapy p
(n=401) (n=187) (n=296)

Gender (M/F) 75/112 131/165 0.029
Age (years) 55.7 £ 10.0 577+ 84 58.2+ 104 0.003
Weight (kg) 63.8+11.1 62.7 £9.9 63.3+ 8.9 0.046
Height (cm) 162.7 + 8.3 1615+ 74 1609+ 9.0 0.558
Medication

OHA mono 8s 47 64 <0.001

OHA combi 90 26 70

Insulin mono 30 41 66

Insulin + OHA 29 12 22

No medication 164 61 74
HbAlc (%) 12186 77+19 7.5+ 16 0.048
PP2 (mg/dL) 171.7 + 77.5 177.5+79.1 192.7 + 78.7 0.032
SBP (mmHg) 136.6 + 19.3 134,54 18.9 133.5+ 15.2 0.150
DBP (mmHg) 86.6+11.1 82.0+11.0 84.9+11.2 <0.001
T-chol (mg/dL) 199.8 + 41.9 1984 + 39.1 198.5+ 39.9 0.918
TG (mg/dL) 187.5 4+ 1275 182.5 + 153.0 161.1 + 100.0 0.077
BUN (mg/dL) 15.3+5.2 16.3+5.0 154+ 5.7 0.223
Creatinine (mg/dL) 0.8+ 0.2 09+0.3 1.0+1.2 0.109
AST (U/L) 26.7 + 282 28.4 + 18.0 248+ 18.0 0418
ALT (U/L) 31.9+443 31.7 + 316 248+ 18.0 0.149

Mean + 5.D.; ANOVA, Chi-square; F/U indicates follow up; OHA, oral hypoglycemic agents; mono, monotherapy; combi, combination therapy;

PP2, post-prandial 2 h glucose; SBP, systolic blood pressure; DBP, diastolic blood pressure; T-chol, total cholesterol; TG, triglyceride.




Long-term effects of cilostazol on the prevention of
macrovascular disease in patients with type 2 diabetes
mellitus

Table 2 - Total macrovascular disease events of the study subjects.

Aspirin monotherapy  Aspirin combination ~ Cllostazol monotherapy

(=401 =181 [1=2%
Average follow-up period (years b6:423 15461 1428 <001
Total affected subjects , % 4110 1 (12 31(109 )11
Cardiovascular disease [t % 10 1053 124 0783
Cerebrovascular disease (n, % 24 (60 17{8] 2068 0382
Perpheral artersal disease (n, % 203 103 2007 0952




Long-term effects of cilostazol on the prevention of
macrovascular disease in patients with type 2 diabetes

mellitus
1 Aspirin
E Aspirin combination
100 =:_ I Cilostazol
085 T
E 0,90 7 -
£ ™ =
m 085
0.80 T
e By Gehan's generalized Wilcoxon test, p = 0.399
c 2 4 6 &8 10
Period (year)
—m
Aspirin alcne 4071 376 2147 141

Aspirin combination 187 181 177 140 103 18
Cilostazol alone 26 288 24 155 109 57

Fig. 2 - Survival analyses of the study subjects. By Gehan’s
generalized Wilcoxon test, there were no significant
differences of macrovascular disease free survival
between each study subgroup.

I Aspirin
1,004 , Aspinin combination
| 11 Cil0Stazol
095+ s
[
2 0801
:
D 0857
0.801
By Cox proportional hazard model, p= 0,133
0.797

o 2 4 & 8 10
Period (year)
Fig. 3 - By Cox proportional hazard model, there were also

no significant differences of macrovascular disease free
survival between each study subgroup.



Long-term effects of cilostazol on the prevention of

macrovascular disease in patients with type 2 diabetes
mellitus

The results of this study showed that the
development of macrovascular disease in the
cilostazol monotherapy subgroup was not
significantly different from aspirin monotherapy
and the aspirin combination groups



EBMpvH, R

Appraisal
BASTATY



;%

Oxford Centre for Evidence-Based Medicine 2011 Levels of Evidence

A

X K

Question

Step 1
(Level 1%)

Step 2
{Level 2*)

Step 3
(Level 3%)

Step 4
I Level 4*)

5 (Level 5)

How common is the
problem?

Local and current random sample
surveys [or censuses)

Systematic review of surveys
that allow matching to local
circumstances®*

Local non-random sample**

Case-series**

n/a

imonitoring test

Is this diagnostic or

ISystematic review
of cross sectional studies with

Individual cross sectional
studies with consistently

Mon-consecutive studies, or studies without
iconsistently applied reference standards**

iCase-control studies, or
"poor or non-independent

Mechanism-based
reasoning

curate? consistently applied reference applied reference standard and reference standard™**
Diagnosis) standard and blinding blinding
hat will happen if [Systematic review Inception cohort studies \Cohort study or control arm of randomized trial* |[Case-series or case- n/a
e do not add a of inception cohort studies control studies, or poor
erapy? lquality prognostic cohort
Prognosis) tudy**
s this ISystematic review Randomized trial Mon-randomized controlled cohort/follow-up ase-series, case-control Mechanism-based
ntervention help? [|of randomized trials or n-of-1 trials jor observational study with study*=* tudies, or historically reasoning
(Treatment Benefits) dramatic effect ontrolled studies**
What are the ISystematic review of randomized  [Individual randomized trial Non-randomized controlled cohort/follow-up Case-series, case-control, [Mechanism-based

ICOMMON harms?
(Treatment Harms)

trials, systematic review

of nested case-control studies, n-
jof-1 trial with the patient you are
raising the question about, or
lobservational study with dramatic
effect

or (exceptionally) observational
study with dramatic effect

study (post-marketing surveillance) provided
there are sufficient numbers to rule out a
common harm. (For long-term harms the
duration of follow-up must be sufficient.)**

What are the RARE
lharms?
[ Treatment Harms}

ISystematic review of randomized
trials or n-of-1 trial

Randomized trial

or (exceptionally) observational
Etudy with dramatic effect

lor historically controlled
studies**

reasoning

Is this (early
detection) test
worthwhile?
fScreening)

ISystematic review of randomized
trials

Randomized trial

Mon -randomized controlled cohort/follow-up
study*=

ICase-series, case-control,
or historically controlled
sbudies**

Mechanism-based
reasoning
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Was the assignment of patients to treatment randomised

RIS 53 RIS 2

L B A PIERE

Ans: Random selection was not used for the determination of the
treatment groups.




Were the groups similar at the start of the trial

SRBAR = 52 1R AT

L B A PIERE

Ans:
1. There were significant differences in many different variables.

a. For the aspirin monotherapy group, the patients were younger and the
ratio of women was higher, and the DM related variables such as the
HbAlc and post-prandial glucose were better than the other subgroups.




Long-term effects of cilostazol on the prevention of
macrovascular disease in patients with type 2 diabetes
mellitus

Table 1 - Baseline characteristics of study subjects.

Variables Aspirin monotherapy Aspirin combination Cilostazol monotherapy p
(n=401) (n=187) (n=296)

Gender (M/F) 138/263 75/112 131/165 0.029
Age (years) 55.7 + 10.0 577+ 84 5824+ 104 0.003
Weight (kg) 63.8+11.1 62.7 + 9.9 63.3+ 8.9 0.046
Height (cm) 162.7+ 83 1615+ 74 160.9+ 9.0 0.558
Medication

OHA mono 88 47 64 <0.001

OHA combi 90 26 70

Insulin mono 30 41 66

Insulin + OHA 29 12 22

No medication 164 61 74
HbAlc (%) 72+16 I7+19 75+16 0.048
PP2 (mg/dL) 171.7 £ 77.5 177.54+79.1 192.7 + 78.7 0.032
SBP (mmHg) 136.6 + 19.3 13454+ 18.9 133.5 + 15.2 0.150
DBP (mmHg) 866+ 11.1 82.0+ 11.0 8494+ 11.2 <0.001
T-chol (mg/dL) 199.8 + 41.9 1984+ 39.1 198.5 + 39.9 0.918
TG (mg/dL) 187.5 + 1275 182.5 + 153.0 161.1 + 100.0 0.077
BUN (mg/dL) 153+ 5.2 16.3+ 5.0 1544+ 57 0.223
Creatinine (mg/dL) 0.8+0.2 09+0.3 1.0+ 1.2 0.109
AST (U/L) 26.7 + 28.2 28.4 + 18.0 248+ 18.0 0.418
ALT (U/L) 319+ 44.3 31.7+ 316 2484+ 18.0 0.149

Mean + 5.D.; ANOVA, Chi-square; F/U indicates follow up; OHA, oral hypoglycemic agents; mono, monotherapy; combi, combination therapy;

PP2, post-prandial 2 h glucose; SBP, systolic blood pressure; DBP, diastolic blood pressure; T-chol, total cholesterol; TG, triglyceride.




Aside from the allocated treatment, were groups treated
equally

RESE MR CAE R ¥

R _ - R

Ans: Not mention about




Were all patients who entered the trial accounted for and

were they analysed in the groups to which they were
randomised

E | R T R S T PR HE T 2

S N TEE

Ans: Because the number of subjects was significantly smaller than the other

groups, the cilostazol combination subgroup was excluded and a total 884
subjects were included in the final analysis




Were measures objective or were the patients and
clinicians were blinded

A F[ VHIE &

SR
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Ans: Not mention about




BB IR IBRL ) 7 S 23ERL 1, 90 <2
M A TR
Ans:
Aspirin monotherapy  Aspinin combination  Cllostazol monotherapy ~ p
(n=401) (n=187) (n=29%)
Average follow-up period (years| 66+23 75461 61429 <0.001
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Lifestyle modifications(smoking, diet control and weight
loss) and Risk factors modification(glycemic control,
HTN and dyslipidemia) are the most imporant

Antiplatelet agents are of benefit in patients with PAD,
and can reduce the risk of cardiovascular diseases.

If intermittent claudication was noted, trial of cilostazol
recommended by ACC/AHA as initial therapy for PAD in
patients without heart failure



‘R 2 g2t 2h
4 e 22

An ABI < 0.9 is not only diagnostic of PAD even in the
asymptomatic patient, but is also an independent marker
of increased morbidity and mortality from cardiovascular
diseases.

Antiplatelet therapy can retard the onset and progression
of PAD and reduce cardiovascular events in diabetic
patients.

Early, aggressive management of the risk factors and
medical treatment might improve outcome In patients
with PAD.
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(B ¥ = E -Hiatt WHR: Medical treatment of paripheral artarial diseasa and claudication. M Engl J Med 2001; 344: 1608-21_)
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i ACEI= angiolensin-convearting-enzyme inhibitors; MWD= maximal
walking distance; PFWD= pain-free walking distance; SF-36= medical
autcomes shart form 36 quastionnaire: WIO= walking impairment o B s -
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FiE s Hiatt WR: Medical treatment of peripheral arterial disease and I e i S

claudication. N Engl J Mad 2001 ; 344: 1808-21._
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