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THE SUCCESSFUL APPLICATION OF A LOCAL INFUSION ANGIO-
PLASTY CATHETER IN A RABBIT WODBL OF FOCAL FEMORAL
ATHEROSCLEROSIS.

EFFECT OF HEART RATE ON DOPPLER INDICES OF LEFT
VENTRICULAR DIASTOLIC FILLING IN MAN

Michael R. Harrison, M.D., F.A.C.C., G. Dennis C]ifton,
Pharm.D., Martin R. Berk, M.B.B.Ch., Mikel D. Smith, H.D.,
F.A.C.C., Anthony N. DeMaria, M.D., F.A.C.C. University
of Kentucky, Lexington, KY

Although a number of factors including age, myocardial
compliance, and LV preload and afterload have been shown
to influence Doppler measurements of transmitral flow, few
data exist regarding the effect of heart rate on Doppier
indices of left ventricular diastolic filling. Therefore
we studied 10 normals (mean age 29 yrs) using pulsed-wave
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the local infusion of the vessel wall (VW) wich
biclegically ective substences at the time of balloom
engioplasty (BA) mey be important in reducimg compli-
cations, The ebility of a Lecal Infusion Angioplesty

Doppler from the apex. We used a 2.5 MHz transducer with

tie cample volume placed at the mitral annulus.
Transmitral flow measurements included maximal early (E)
and late (A) fi1ling velocity, integrated velocity (FVI),
time to peak filling velocity, and mear deceleration.
Measurements were recorded during spontaneous heart rate

(BASE) and transesophageal atrial pacing (PACE) at 90/min,

Results (mean+SD): (*=p<.05)

Heart Rate Em/s Am/s E/A %A of FVI
BASE “72+TZ 55%. T TI7ETUS TUBEE, NI
PACE  88%a* S58FT L49FA% 1.21F.28%  L36F7*
No chang2 in mean values for deceleration rate (4.4 m/sz)
or time to peak filling velocity (50 msec) was observed
vetween the two recordings. At increased rates, E
velocity remains unchanged, %A of FVI increases, and A
velocity increases approximately 2% for each 1 beat
increment of heart rate. Thus, the atrial transport
component of diastolic filling becomes greater at higher
heart rates, perhaps as a compensatory response to the
decreased diastolic flow period. This finding must be
accounted for when evaluating Doppler transmitral flow
velocities before and after interventions,
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Factuors in Restenosis: Experimental Observations

LOCAlL DRUG DELIVERY TO INHIBIT RESTENOSIS: INITIAL
IN VIVO RESULTS WITH AN INFUSION BALLOON

John McB,_Hodason, M.D. FACC., John Strony, M.D.,, Burt
Adelman, M.D. Medical College of Virginia and McGuire VAMC,
Richmond, VA.

Restenosis following coronary angioplasty is, in large part, the
resuit of iocal smooth muscle proliferation, Delivery of agents with
antiproliferative actions at the site of sngioplasty may therefore inaibit
rostenosis. We performed initial studies in dogs using @ new infusion
balloon (IB) which delivers soluble agents directly into the vessel wall
through multiple small holes (USCI). L 10 animals, IB inflation to 4
atmespheres was performed in the anterior descending coronary artery
and 3-7 cc. of infusate was delivered over ! min. Control inflation was
performed in the circumfiex usiug a balloon without infusion side
holes, Number of animals, agents used and time of sacrifice were: (2)
buffered saline, 72 hr. and 2 br.; (2) aurin tricarboxylic acid (TCA)
400 uM, 72 hr. and 2 he,; (1) TCA 200 uM, 2 br; (1) TCA 1 mg/kg/ce,
72 hry (2) Heparin 5,000 U/ce, 14 4; (2) Heparin 10,000 U/ce and
Omimug 50%, K4 d. Perfusion fixed histologic samples demonstra~
ted 00 perivascular mﬂu_nmtion or injury in any of the IB treated
arteries. There were no qn‘fetencu between the IB artery and conzrot
artery. There was no evidence of acute hemorrhage into the wall or
excessive intraluminal t_hmmbns formation in animals sacrificed at 2
hr. Despite potent antiplatelet activity, TCA did not alter systemic
platelet or clotting function whea delivered locally through the IB.

We conclude that direct infusion of active agents into the vascular
wall is feasible without local injury or systemic effect and may be an
eﬂ'ecuyc method for delivering agents designed to inhibit restenosis
following angioplasty.

Catheter (LIAC) to eimultancously perfora a succesesful
BA and to infuse the VW with @ biologically active sub-
otance was evaluated, Bileteral focal femorsl ethezo-
sclerosis ves produced in Mow Zealand White rebbits by
air dessicetior injury followed by a 28 day 2% choles-
terol, 6% peanut oil diet. BA, was performed in 5
vessels, with e single | min infletion, ueing @ LIAC
(2.25uzm belloon te SAta (n=1), or a 2.0em balleon, to
7.5 Ata (n=3) or 10 Atm (n=1)). The VW wae infused with
r-tPA during the 5 and 10Ate inflaticns (a=2) end with
eeline during the 7.5Ate inflations (a=3). Angiograme
vere obteiued before, during end immedistely after BA.
Histologic sactions were prepered and immunchistoche-.
mistry performed with e monoclonal entibody to e=tPA.
The 10 Atm and 2 of the 7.5 Atm inflations achieved
succeseful BA, defined as o > 20% iucrease in
anglographic lumer diemeter. An immunopezozidase
reaction identified v-tPA in the vessel wall of those
rvabbits that recaived r-tPA but mot im those that
recaived saline. Thus, this preliminacy study indicates
thet the LIAC performs successful BA end probebly
achieves local infusion of the WW.

EVIDENCE FOR NEUTROPHIL AND COMPLEMENT
ACTIVATION EARLY AFTER PTCA.

PG.Steg. MD, C.Pasquier,Ph®>, T.Pham,MD, S.Martin,PhD,
JM.Juliard, MD, %.Himbm.MD. MA Pocidalo,MD,
R.Gourgon,MD. JHakim,MD. Hopital Bichat, Paris, France.

It has been suggested that activation of neutrophils and the
complement system (C) play a role in post-ischemic myocardial
dysfunction and in restenosis. The aim of this study was o test
whether PTCA activates neutrophils and C. Neutrophil activation
was assessed ex vivo by l.measurement of plasma lactoferrin
(LF) and rlasmn myeloperoxidase, to study release of specific and
uzurophilic granules respectively. 2.chemiluminescence and
3.plasma fluorescent thiobarbituric acid reactive substances
(TBARS). These measurements were performed 1 blood drawn
from the coronary sinus, before and immediately after PTCA (7
Pts) or coronary angiography (A) (4 Pts).

After PTCA, LF increased 2 fold (p<0,02, paired t-test) whereas
after A a non significant increase of +12 % was observed. Plasma
myeloperoxidase and TBARS did not change significantly in both
groups. Whole blood chemoluminescence stimulated in vitro by
phorbol-myristate scetate and zymosan increased afier PTCA, while
the increase was non significant after A, Neutrophil count and
adherence properties were not modified by PTCA or A.

Total hemelytic complement (CH 50), C3, C4 and factor B

decreased slighdy (7 to 16 %) after PTCA "and after A .
. Conclusion : Early after PTCA, the neutrophil oxidative response
is increased (chemiiuminescence), suggesting priming of the
neutrophils, l1-:‘tl)=ssibly by complement activation. Furthermore, the
presence of LF in the plasma suggests neutrophil activation. The
role of angiogranhic dye in the pnming process, as well as the
consequences of neutrophil activation deserve further study.


https://core.ac.uk/display/82218354?utm_source=pdf&utm_medium=banner&utm_campaign=pdf-decoration-v1



