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Endoskopie und Gefifanalyse
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Abstract— Retinal Vessel Analysis is a new technique to
assess behavior of large retinal vessels based on diameter
measurements. The Retinal Vessel Analyzer (RVA) meas-
ures continuously on-line obtaining data in relation to time
and local position. Possible analysis tools include (a)
Time Course Analysis of physiological, pathological, or
therapy induced changes; (b) Local Course Analysis to
recognize local narrow or wide vessel segments along the
vessel; (c) Vasomotoric Analysis to determine vasomo-
tions and blood pressure related diameter changes; (d)
Functional Analysis to examine dynamic behavior e.g. the
ability to autoregulate and (e) Functional Imaging 1o
visualize functional parameters of vessels in single vessel
segments. RVA is thus able to recognize and study different
autoregulation mechanisms. (Supp. BMBF- 13N8001)

Keywords— RVA, vessel analysis, functional imaging,
diameter

Introduction

The vessel diameters are the essential adjusting elements of
autoregulation. They are influenced by age, pathologic and
therapeutic changes. Large retinal vessels with diameters
between 200 to 100 um and less influence retinal microcir-
culation and control blood flow, capillary pressure distribu-
tions and substance exchange. Most known methods for
diameter measurement estimate only one diameter value
off line at one local measuring point and at one time point.
Thus they cannot supply the necessary information about
functional temporal and local vessel behavior.

Aim of Retinal Vessel Analysis is to develop methods to
examine function and individual capacities of vessel seg-
ments along the vessels. It is based on on-line diameter
measurements. Analysis is able to recognize diameter
changes in response to functional demands and changes
due to compensation of disturbances in microcirculation. It
may define vascular risk factors, early but still reversible
pathologic changes and therapeutic effects.

Materials and Methods

To demonstrate the potential possibilitics of the Retinal
Vessel Analysis examples from experimental studies in
healthy volunteers and groups of paticnts arc described in
the results section. All studics were performed by Retinal
Vessel Analyzer (RVA, Imedos GmbH Weimar, Ger-
many).

The RVA was developed to analyze large retinal arteries
and veins as previously described [1,2]. The instrument
measures vessel diameter in relation to time and local
position along a vessel in real time or from tape recordings
off line. It measures continuously (time resolution: >25/s;
measuring  resolution:  <lum; local  resolution:
180um/vessel segment; measuring time: 1s to 10min) from
a video picture sequence of the retina. Resulting is a meas-
urement data basis. Data of a whole session or parts of it
can be selected and exported to be analyzed by RVA pro-
grams or external programs. Methods for vessel analysis
consist of the following groups:

Time course analysis

Local course analysis
Vasomotoric analysis
Functional analysis
Functional imaging
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Fig. 1: Measuring data basis of RVA (venous reaction to
100% oxygen breathing; zero values indicate temporary
measurement interruption)

3 dimensional display of RVA data basis for a venous
segment is shown in fig 1. The retinal image documcnts
the location of the measurcment window (yellow) and
which part of the vessel is examined. The vessel within the
window is divided into vessel scgments of about 180um
length. For cach image of the video sequence the diamcter
of one vessel segment is measured and is assgned (o a
time point and to the local position of the measurenent
point along the vessel. Thus a local counse of dameten
along the vessel will be assessed within a short e penad
(z-axis in the diagram). Continuous mcasurenicnts osult m
a time coursc observing dynamic (temporal) vessel behay

ior along the time axis (x-axis in the diagram ).

Vessels are not stifl tubes. The 3+ D-diagramy m . |
shows wavy diameter changes in relaton 1o tine and the
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local course along the vessel. These local changes can
amount to 10% of the mean diameter and more. Therefore
a representative vessel diameter should be defined as statis-
tical predictand over a given time period and vessel length.

Results

Time Course Analysis compares vessel diameters ob-
tained at different sessions 1o examine age related, patho-
logic, or therapy induced changes. The advantages of RVA
consist in the high accuracy of mean values calculated for
the examination time period and examined vessel length as
well as the high degree of local independence in single
case examinations. The whole 3-D diagram of fig. 1 can be
reduced to one mean value.
Local Course Analysis is able to recognize local narrow
or wide vessel segments along the vessels. To obtain the
local course along the vessel RVA calculates the means of
measurement values over the measurement time. The 3-D
diagram of the data basis is reduced to a 2-D diagram
representing the diameter in relation to local position along
the vessel (local course). The advantage consists in the
ability to compare diameter changes segment for segment,
for narrow and wide vessel segments along the vessel.
Therefore RVA allows evaluation of the local course of
diameter changes along the vessel segment. Control of
blood flow is influenced especially by the narrow vessel
segments. Studies show (see also fig 8 and 9 ) that diame-
ter change is different in different vessel segments accord-
ing to functional need and underlying pathology.
Vasomotoric Analysis examines the temporal wavy
changes which can be seen in the data basis of fig. 1. These
diameter changes of retinal vessels can be caused by blood
pressure waves e.g. pulsations or by vasomotions (myo-
genic wavy activities) .
The analysis of segmental changes in diameter pulsation
magnitudes or pulsation form includes information about
stiffness and / or contractile state of each vessel segment.
Analysis of vasomotions could also be used to recognize
effects of polyneuropathies. Limits to date are the detection
of small diameter changes caused by pulsations, because
their changes amount to 1 % of mean diameter or less.
The aim of Functional Analysis is to provide an artificial
functional stimulus and to analyze the temporal diameter
response of vessels to compensate for the provoked
changes in microcirculation.

Time Course of Diameter - 100% oxygen breathing
healthy subject
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Flg 2: Time course of response to 100% oxygen breathing
(superior temporal vein, superior temporal artery )
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Provocation stimuli for retinal microcirculation include
changes in breathing gas composition, functional light
stimuli, changes in systemic blood pressure or intraocular
pressure (IOP) and others.

Fig. 2 rcpresents arterial and venous diameter responses to
20 minutes of 100% oxygen breathing. Fig. 1 displays the
whole data basis of the venous vessel for comparison. The
temporal vessel response in fig. 2 is the representation of
the mean of measurement values over all vessel segments.
For the venous reaction the 3-D-diagram of fig. 1 is re-
duced to a 2- D- diagram in fig. 2. Vessels undergo con-
striction during provocation. Arterial response is less then
venous response. After provocation vessel diameters return
to baseline values. A possible provocation to examine
myogenic reactions consists in increasing systemic blood
pressure by isometric exercise.

Time course response is represented in fig. 3 as means over
time periods in healthy volunteers.
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Fig. 3: Group mean of time course response to isometric
exercise (green box) known as Bayliss effect

Momentary increase in blood pressure causes dilation of
arterial vessel diameter. During further increase of blood
pressure the arterial diameter is decreasing. This effect is
known as Bayliss effect. Venous diameters react in an
opposite way to the provocation.

Venous reaction to suprasystolic IOP provocation
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Fig. 4: Time course response to suprasystolic IOP increase
(glaucoma patients and age matched volunteers)

Time course in fig. 4 represents group mean responses to
IOP rise to suprasystolic values (see schematic IOP course
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red linc) in veins of healthy age matched (blue line) and
glaucoma patients (green line).

Vessels are compressed during provocation and react by
considerable dilation after provocation. The ability to dilate
is reduced significantly in the glaucoma group.

Venous Time Course (group mean )
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Fig. 5: Temporal response before and after treatment

The time course responses to the same provocation and for
the same glaucoma group can be compared before (green)
and after (dark-green) treatment with dorzolamide eye
drops (fig.5). Comparison shows no improved ability to
dilate but a considerably shorter dilation period (intersec-
tion t between time course and baseline - blue). If we as-
sume, that the venous dilation indicates the postischaemic
autoregulative compensation period then treatment might
improve autoregulation during and/or after provocation by
accelerating autoregulatory compensation (5 min com-
pared to more than 10 min before treatment). That could
imply that postischaemic periods may be considerably
shorter with treatment. In addition venous diameter drops
even under baseline values and indicates a counterregula-
tuon.

Previous studies without provocation could not prove any
retinal diameter changes before and after treatment with
dorzolamide. Changes could be elucidated only in the
dynamic vessel response to a provocation stimulus.

Vessel reaction to moderate IOP increase
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Fig. 6: Temporal response to small JOP increasc.

Study of time course responscs to small 10P increascs
(rapid rise by 20 mmHg aftcr basclinc mcasurcment and
relcase after 1,5 minutes - sce marked period in the dia-
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gram) is represented in fig. 6. Arterial and venous re-
sponses are different and opposite. During provocation
arteries respond by increasing diameter, veins by decreas-
ing. After provocation venous diameter increases while
arterial diameter decreases. Veins show a considerable
dilation with slow return while arteries show strong coun-
terregulation after cessation of provocation.
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Fig 7: Temporal response of diameter to flicker light

Fig. 7. represents arterial vessel response to 12,5 Hz
flicker light. Provocation by flickering light causes vascu-
lar dilation by neurovascular coupling [Riva et al] and acts
as a functional stimulus. Vessel response is very rapid
without visible delay. After provocation diameter drops off
to levels below baseline to counterregulate before returning
to pre stimulus levels.

The aim of Functional Imaging is first the reduction of
the large amount of measured values in the data basis
(fig.1) to characterizing parameters which describe func-
tions of vessels and secondly the representation of the
determined functional parameters assigned to each vessel
segment within the vessel image. Such functional parame-
ters could represent the segmental autoregulation reserve,
the segmental ability to constrict or the segmental vessel
resistance and others.

Venous local course in response to 100% oxygen breathing
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Fig. 8: Constriction reserve o owygen brcathing
(healthy person, bluc = confidence interval, p=0.0%)

Fig. 8 shows the local course of diamcter caction belore
and during 100% oxygen breathing determined by caleula
tion ol means over chosen time periods betore and dunng
provocation. The ability tor consinction duc 1o ovpen
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provocation can be determined for cach vessel segiment by
calculating the difference between both courses. This dif-
ference could represent a functional parameter for  the
ahility to constrict.

In contrast to the healthy volunteers represented in fig. 8
in a patient with systennie hypedension (fig. 9) vessel seg-
wients lost constricuon ability during oxygen provocation.

Venous local course - response o 100% oxygen breathing
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Fig 9: Constriction reserve of hypertensive patient (9b:
Vessel with loss of smooth muscles modified [6])

Discussion

Historically the Bayliss effect is considered as autoregula-
tion. If we define that retinal autoregulation represents the
ability to compensate for disturbances in microcirculation
or altered functional demands of surrounding tissue we
have to extend the historical meaning of autoregulation.
Therefore autoregulation is a generic term for different
local feedback control systems, superimposed on each
other influencing the vessel diameter as the adjusting ele-
ment. We can therefore assess regulatory changes by
measuring vessel diameter. The feedback may be caused
by metabolic (metabolic autoregulation) or mechano-
myogenic (Bayliss effect) conditions, or can be due to
ncurovascular coupling (light changes) and others. The
described examples demonstrate variant temporal (dy-
namic) vessel responses. Vessel behavior ranges from
dynamic changes within seconds (flicker responses) to
minutes (metabolic responses). By application of special
provocation methods it is possible to select and examine
different autoregulative systems. Using the RVA we can
recognize different autoregulative systems by assessment
of temporal dynamic behavior of vessel responses. Estima-
tion of autorcgulation range (dilation reserve and constric-
tion reserve) in different autoregulative systems has a very
high potential to indicate vascular risk factors, early in-
volvement of functional changes and disturbances of
microcirculation as shown by the IOP provocation stimu-
lus.

Other studies demonstrate [4] that autoregulation ability to
constrict against blood pressure rise is reduced in advanced
age and diabetic angiopathy. Similar results are obtained
by means of RVA [3] when breathing 100% oxygen. The
vessel response to 100% oxygen breathing should not be
an autoregulative response. However the segmental con-
striction describes the ability to constrict which is an im-

portant scgmental vessel function for autoregulation. Re-
duced constriction of wide vesscl segments may be inter-
preted as reduced ability for muscular constriction or seg-
mental loss of smooth muscles within the affected vessel
scgments (fig. 9b). This effect was described in hyperten-
sive and diabetic paticnts [6).

Our results presented here demonstrate the problems inher-
ent to conventional measurement methods, which estimate
only onc value at onc local and temporal measurement
point (see fig. 1). These methods are only usable for static
time course analysis and only for study results of group
means. Onc cssential advantage of RVA is the ability to
detect temporal and local vessel changes characterizing
singlc vessel scgments and individual eyes with high accu-
racy, a feature not obtainable with other methods. The
RVA can select, recognize and evaluate different autoregu-
lation mechanisms and their individual reserve for single
vessel segments in single eyes of an individual patient.
Therefore physiologic and pharmacologic research,
screening of vascular risk factors, early recognition of
retinal diseases and individual optimization and quality

management of therapeutic approaches is feasible.
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