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| Myocardial Experimental BMT Purified bone marrow—  Intracardial Reduction of infarcted area, Orlic et al.25
infarction derived hematopoietic improved cardiac hemo-

dynamics
Phase 1 studies have confirmed the wati i Jackson et al 2
feasibility of intracoronary '
injections of autologous
mononuclear BMC a few days after
myocardial infarction, and the
results have indicated improvement
of left ventricular function

further
investigate
the effects of
this

mobilized

peripheral-
blood SCT
Clinical BMT Bone marrow cells Intracoronary  Decreased infarct size, improved ~ Strauer et al 3
(autologous) ventricular function and myo-
cardial perfusionf
Clinical BMT Purified bone marrow— Intramyocardial Enhanced left ventricularfunction, Stamm et al 4+
(autologous) derived hematopoietic improved infarct tissue per-
stem cells fusions
Clinical BMT Bone marrow or Intracoronary  Improved left ventricular ejection  Assmus et al. #°
(autologous) peripheral-blood cells infusion fraction, improved regional
wall motion in infarct zonef

T Patients underwent revascularization with the use of

balloon angioplasty and subsequent stent implantation before
infusion of bone marrow cells.

N Engl J Med 2003;349:570-82.



ASTAMI study

—————

e Autologous Stem-Cell Transplantation
in Acute Myocardial Infarction

o effects on left ventricular function of
intracoronary injections of autologous
mononuclear bone marrow stem cell (BMC) 4
to 8 days after myocardial infarction treated
with acute percutaneous coronary intervention

o anterior-wall infarction only (greatest effect on
LV function)

N Engl J Med 2006;355:1199-209.



e Primary aim of the study

o Clinically important improvement in LV

function as measured by the left ventricular
ejection fraction (LVEF)

e Sample size calculation: 50 for each
group
o 80% power, 5% alpha error

o clinically important difference in LVEF between
baseline and 6 months: 5 %

o SD: 8.3%
o 10% Drop out




Diay O: patient with acute anterior wall myocardial
infarction undergoes PCl with stent implantation in
culprit lesion in left anterior descending coronary artery

Day 3—5: randomization

|

50 Assigned to mononuclear

BMC group

=

L

1608 Patients with 5T-slevation
myocardial infarction

280 Had antarior wall
myocardial infarction

]

50 Assigned to control group

L ]

519 Did not fulfill inclusion
- o
criteria
— 127 Met exclusion criteria

Day 4-7: baseline recordings on 5PECT and echocardiography

244 Were eligible for the study

}

Day 4—&: bone marrow aspiration
and intracoronary mononudear

BMC injection

|

%3 Were not invited to participa
owing to logistic reasons

151 Were invited to participate

—==| 5 Were unwilling to participat

Z2-3 Wk after myocardial infarction: MR

101 Were included in the study

]

v

& Mo after myocardial infarction: SPECT, echocardiography,
MRI, coronary angiography

1'Was sxcluded owing to early

heart transplantation

100 Underwent analkysis
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Meta-Analysis o L ALz o
Systematic Review
Evidence Guidelines

Randomized Controlled Trial
Clinical Trial with control - Hlz] 9k o
Cohort studies

Case Control studies

Case Series/Case Reports
Ideas, Editorials, Opinions
Animal research

In vitro research
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http://clinicaltrials.gov/ct2/show/NCT00478803
http://clinicaltrials.gov/ct2/show/NCT00478803

CARVARS} CAVIAAR

; l-,|g http://clinicaltrials.gov/ct2/show/NCT0047: O ~ B & X ” CT Conservative Aortic Valve .. X o

<

SRS L Home Search Study Topics Glossary
ClinicalTrials.gov

Full Text View Tabular View Mo Study Results Posted Related Studies

Conservative Aortic Valve Surgery for Aortic Insufficiency and Aneurysms of the Aortic Root. CAVIAAR

This study is currently recruiting participants.
Verified on May 2007 by Assistance Publique - Hopitaux de Paris

First Received on May 24, 2007. Last Updated on May 3, 2011 History of Changes

Sponsor: | Assistance Publique - Hopitaux de Paris

Information provided by: | Assistance Publique - Hopitaux de Paris
ClinicalTrials.gov Identifier: | NCT00478803

P Purpose

The primary objective of the CAVIAAR study is to prove that aortic valve sparing is associated with a 50% increase of 3 years-survival rate without increased mortality or serious increased morbidity events
when compared to mechanical valve replacement.

The main hypothesis of this study Is that a standardized procedure of valve sparing based on external aortic annuloplasty in patients with dystrophic aortic insufficiency andfor aortic root aneurysm
increases survival rate without increased mortality or serious increased morbidity events when compared with patients undergeing mechanical aortic valve replacement.

Condition Intervention Phase
Aortic Valve Insufficiency Procedure: external aortic annuloplasty Phase Il
Device: Expansile Prosthetic Aortic Ring

Study Type:  Interventional

Study Design:  Allocation: Randomized
Endpoint Classification: Safety/Efficacy Study
Intervention Model: Parallel Assignment
Masking: Double Blind (Subject, Investigator)
Primary Purpose: Treatment

®100% -
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P Eligibility

Ages Eligible for Study: 18 Years and older
Genders Eligible for Study: Both

Accepts Healthy Volunteers:  No
Criteria
Inclusion Criteria:

» Adult patients with indications for elective surgery of aortic root aneurysms and dystrophic aortic insufficiency superiority grade 1
conformed to AHA or ESC guidelines or Adult patients with indications for elective surgery of isolated dystrophic aortic
insufficiency conformed to AHA or ESC guidelines

+ signed informed consent
Exclusion Criteria:

+ Valvular lesions not amenable to valve repair

+ Aortic root aneurysms without any significant aortic insufficiency (= grade 1)

» Long-term indications for oral anticoagulation (arrythmia, intra-auricular thrombus)

+ Concomitant other cardiac procedures (coronary bypass graft, mitral surgery, aortic arch surgery._.)
« Acute or chronic ascending aorta dissections

« Redo cardiac surgery

« Contra-indications to oral anticoagulation treatment or to transoesophageal echocardiography

+ Life expectancy < 36 mois

+ Contra-indication for implantation of the expansile ning : patients are known to have sensitivity to polyester or silicone, the aortic
wall 1s deemed unusually thin and/or friable above the native aortic annular base or local anatomy impairs the safe implantation
of the device in the subvalvular position (hypertrophic cardiomyopathy with septal obstruction of the left ventricular oufflow tract,

calcifications, adhesions.. )
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Primary Outcome Measures:

+ morbidity or mortality, evaluated on a composite criteria, associating mortality; structural and non-structural
valvular dysfunction, valve thrombosis, embolism, bleeding event, endocarditis, reoperations and permanent
valve-related impairment [ Time Frame: 3 years | [ Designated as safety 1ssue: No |

Secondary Outcome Measures:
+ separate analysis of each component of main endpoint composite criteria | Time Frame: during the 3 years |
[ Designated as safety issue: No |
+ minor bleeding events [ Time Frame: during the 3 years | [ Designated as safety issue: No |

+ Analysis of details of the operative procedures and reasons for intra-operative conversions [ Time Frame: during
the intervention and in intensive care | [ Designated as safety issue: No |

« cardiac rhythm (sinus rhythm or not) [ Time Frame: at per-operation andduring the intervention |
[ Designated as safety issue: Yes |

« quality of life (Short Form SF-36) [ Time Frame: during the 3 years | [ Designated as safety issue: No |

+ - Cardiac imaging (echocardiographic and CT-scan or MRI): coaptation height, systolic and diastolic diameters
of the aortic root at the levels of the base of the aortic annulus, sinuses of valsalva, sino-tubular junction and
ascending aorta [ Time Frame: during the surgery and if there is reintervention |

[ Designated as safety issue: Yes |
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Lansac E, et al. An aortic ring to standardise aortic valve repair: preliminary results of a

prospective multicentric cohort of 144 patients, Eur J Cardiothorac Surg. 2010;38:147-154



http://clinicaltrials.gov/ct2/show/NCT00478803

Tal=
Facwren” cEnfcal oo cpseracsys prodfils

AT O MO AT

Hurskesr o' poteres
A g AT
S ra o jrmed o Parm ol
By m Lrfsass rwas (re
o mTeio
Erompr i wbven
drmarywe dwre e e
H &

I

|
| 1]
L

STam riweie
Thakss grad't of arsscer (rere)
daa e o T rg of rw s e sl

Ty repesT

Flraors wichssa

(=T W ]

Farmmg mumrs

Comp ol o Ml e
Pericardal pabch

Ofest ninrs of omp dedess
o e e e e el e
Coarrsreary beypam n

Bl sl repaT

Oomrs of paoens brarmen ol s
et o ek repl sewers o

& rinl fwrflacon shlacon

Sasrrsd ourel cpal recereary Bypaem run
Fe-repat of cump prodepms
Craprsrmran for vades ropl saprs ane
Eypaum o ches riphs ooy

Hiaers cotans o gt mumars Lrss
ECC =rms jrein

dere e erem-darep g = e
Al poid i o= 180

£

L E RS LR e b ]
1150

1S =0T 415
LR ]

XN

2 e B PO-NT
1T o DLttty i =10
&0 s _TE)

T Sl A

13 &

1| ETE)

14 DT

IT.T = 18310
IT I =1 4 34=-13
i s e 0 -1
& ET_TE)

13 BT

1§48

e ]

18503 = T8 {212

1378 =305 -T2

P st n e ohi Lm0 - ) 148 o T T lil—-T1 00
Pl et e heoast cump repeir in = e 1345 & JPLT 30|
Th o=y e oy L. 1]

I'rs ey el P il
kv redased reerhi oy
Sorusc sl ol e i o
Fer-sruenural. desurss e
il e charcasbecern
O b foarmere achossmr weaadc)
Sirodos
Eectrag
Opssraseed wabes ssrics-ardit o
B om el e s

Cardfor reerkddey
P e ol el o rescpLr” rnee i ree

I
1 OTE
T

Thirty-day mortality

4 (2.8%)

In hospital morbidity

Valve related morbidity

54 patients—81 events

Structural valve deterioration 0
Non-structural dysfunction 6° (4.2%)
Valve thrombosis 0
Embolism (transient ischaemic attack) 3 (2%)
Stroke 1 (0.7%)
Bleeding 0
Operated valve endocarditis 0
Mediastinal re-exploration 7 (4.9%)
Cardiac morbidity
Pericardial effusion requiring drainage 7 (4.9%)
Pacemaker implantation 5 (3.5%)
Mediastinitis 1 (0.7%)
Myocardial infarction 4 (2.8%)
Atrial fibrillation 37 (25.7%)
Multiple organ failure 1 (0.7%)
Cardiac assistance (ECMO) 1 (0.7%)
ot licati
Pneumonia 3 (2%)
Phlebitis 1 (0.7%)
Acute renal insufficiency 4° (2.8%)
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