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Description

[0001] The present invention relates to an apparatus for measuring the blood oxygen saturation in a subject’s tissue
and to a method for determining the blood oxygen saturation in a subject’s tissue.

[0002] Monitoring blood oxygen saturation in a subject’s tissue is of clinical importance, since low blood oxygen
saturation is indicative of potentially lethal disorders. This is, for example, the case for preterm infants, which often suffer
from impairments of the gestational tract such as necrotizing enterocolitis or obstipation, and are at a constant risk of
developing shock. In the case of preterm infants, there is, therefore, the need to constantly and accurately monitor the
abdominal oxygen saturation.

[0003] The blood oxygen saturation in a subject’s tissue is defined as:

CHb
St0qy = Oz
CHbO, + CHb

where ¢(HbO,) and c(Hb) are the concentrations of oxyhemoglobin and deoxyhemoglobin, respectively.

[0004] Near-infrared spectroscopy (NIRS)is a non-invasive technique to measure blood oxygen saturationin a subject’s
tissue. NIRS relies on the distinct absorption characteristics of oxyhemoglobin (HbO,) and deoxyhemoglobin (Hb) in the
near-infrared spectral range in order to determine the relative concentrations of HbO, and Hb. NIRS can be performed
non-invasively by placing a spectroscopic sensor on a subject’s skin and measuring the attenuation of a light signal after
it has passed through the subject’s tissue.

[0005] The measured light attenuation is related to the concentration of a given light absorbing species (chromophore)
by the Lambert-Beer law:

7
Ay = -—-log}f‘g = g cd

where A, is the light attenuation at a particular wavelength A, c is the concentration of a particular chromophore, ¢, is
the extinction coefficient of a particular chromophore at a particular wavelength, and d the light source to detector
separation distance. Using the known extinction coefficient, a chromophore’s concentration can be calculated from the
measured light attenuation. In the case of a mixture of different chromophores, the relative concentrations of the chromo-
phores can be determined by measuring light attenuation at several distinct wavelengths, at which the extinction coef-
ficients of the chromophores differ. For a mixture comprising N different chromophores, this requires measuring the
attenuation at a minimum of N different wavelengths.

[0006] In a typical NIRS apparatus, a light signal of a known wavelength and intensity is transmitted into a subject’s
tissue and the light that is diffusely reflected from the tissue is detected to calculate the light attenuation. To accurately
determine the concentration of chromophores in a tissue form the measured light attenuation, it is necessary to account
for the optical properties of the tissue, in particular absorption due to other chromophores present in the tissue and the
tissue’s scattering properties. In practice, the tissue’s scattering properties need to be accounted for by calibration
measurements. To account for chromophores other than HbO, and Hb, the absorption spectra of these chromophores
have to be determined in order to estimate the wavelength-dependent extinction coefficients, and the light attenuation
has to be measured at a minimum of 2+M wavelengths, where M is the number of additional chromophores that should
be accounted for. Several methods for addressing these problems have been developed in the prior art.

[0007] EP 1259 791 B1 discloses a NIRS method for measuring the total blood oxygen saturation within a subject’s
tissue by measuring the light attenuation at three or more wavelengths and calculating the difference in attenuation
between the wavelengths. This approach is also known as the "differential wavelength method". This method requires
measuring at N+1 different wavelengths in order to determine the concentrations of N different chromophores. By
determining the differential attenuation, the contributions of tissue light scattering, fixed light absorbing components,
and measuring apparatus characteristics are minimized relative to the attenuation attributable to HbO, and Hb, which
improves the accuracy of the measured blood oxygen saturation.

[0008] US 2012/0136225 A1 discloses a method for determining the blood oxygen saturation within a subject’s lower
gastro-intestinal tissue that involves taking into account the presence of wavelength dependent absorbing material not
present in blood. Specifically, US 2012/0136225 A1 suggests taking into account light attenuation due to stool present
in a subject’s lower gastro-intestinal tract, particularly meconium present in the gastro-intestinal tract of new-born infants.
US 2012/0136225 A1 also teaches the use of the differential wavelength method for analyzing NIRS data.
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[0009] Although the differential wavelength method minimizes the contribution of the scattering properties of the tissue,
it still requires calibration to account for scattering as well as unspecific background absorption. This calibration is
performed by determining the blood oxygen saturation of a given reference tissue assuming that the oxygen saturation
of said reference tissue is the weighted sum of the oxygen saturation of a subject’s venous and arterial blood. This,
however, requires knowledge of the relative contributions of venous and arterial blood in that tissue. Although empirical
data for the relative contributions of venous and arterial blood oxygen saturation exist, the reliability of this data is
questionable. Thus, the available calibration methods present a potential source of error for the differential wavelength
method.

[0010] Analternative method for performing NIRS measurements is to measure light attenuation at several wavelengths
and at several different distances between the light source and the light detectors. The absorption p,, , at a particular
wavelength A can then be calculated based on the following equation:

1 8A 1\?
l»‘a,)\—% 11110-8-5"3

where g ; is an empirically determined value that accounts for attenuation of the light signal due to light scattering in
the subject’s tissue at the particular wavelength i, A, is the attenuation at the particular wavelength A, d is the mean
distance between light source and detectors, and 0A, /dd is the slope of the attenuation versus the light source to detector
distance. The concentration of chromophores can be calculated from the absorption p, ; using the Lambert-Beer law.
This approach is also known as the "multi-distance method". It has been applied to measure the blood oxygen saturation
of muscle tissue (Tachtsidis, llias et al. "A Hybrid Multi-Distance Phase and Broadband Spatially Resolved Spectrometer
and Algorithm for Resolving Absolute Concentrations of Chromophores in the Near-Infrared Light Spectrum." Advances
in Experimental Medicine and Biology 662 (2010): 169-175). However, the reported approach does not take into account
other absorbers than HbO, and Hb, in particular light absorbers present in a subject’s abdomen.

[0011] Thus, it is an object of the present invention to provide an NIRS apparatus and method for more accurately
determining the blood oxygen saturationin a subject’s tissue. The invention particularly aims at more accurately measuring
the blood oxygen saturation in the abdomen of new-born infants, in particular preterm infants.

[0012] To solve this problem, the invention has found that blood oxygen saturation within a subject’s tissue can be
more accurately determined using a multi-distance method and accounting for the absorption due to light absorbers
other than hemoglobin and deoxyhemoglobin in a subject’s tissue as well as due to light scattering in a subject’s tissue.
[0013] The invention, therefore, relates to an apparatus for non-invasively determining the blood oxygen saturation
within a subject’s tissue, comprising

at least one light source for transmitting a light signal into the subject’s tissue;

atleastonelight detector for detecting the light signal from the light sources after it has passed through the subject’s tissue,
wherein the one or more light sources and the one or more light detectors are configured to measure the attenuation of
the light signal at two or more light source to detector distances; and

a processor connected to the light sources and the light detectors,

characterized in that

the one or more light sources and the one or more light detectors are configured to measure the attenuation of the light
signal at three or more distinct wavelengths in the range of 650 nm to 3 pum, and

the processor includes an algorithm for

determining the attenuation of the light signal as a function of the wavelength and the light source to detector distance;
calculating the slope of the attenuation of the light signal versus the light source to detector distance as a function of the
wavelength; and

calculating the blood oxygen saturation within the subject’s tissue on the basis of said slope of the attenuation of the
light signal and empirically determined data that account for attenuation of the light signal due to light absorbers other
than hemoglobin and deoxyhemoglobin in the subject’s tissue and due to light scattering in the subject’s tissue.
[0014] By measuring the attenuation as a function of the light source to detector distance, it is possible to calculate
the relative absorption ., , using the multi-distance approach. This removes the necessity of performing calibration by
determining the blood oxygen saturation of a given reference tissue assuming that oxygen saturation of said reference
tissue is the weighted sum of the oxygen saturation of a subject’s venous and arterial blood. The invention only needs
to account for light scattering of the tissue. This removes a source of systematic error, since it no longer requires any
assumptions on the relative contributions of venous and arterial blood.

[0015] By measuring light attenuation at three or more distinct wavelengths and using empirically determined data
accounting for attenuation of the light signal due to light absorbers other than hemoglobin and deoxyhemoglobin, it is
possible to account for attenuation due to, for example, stool or other absorbers present in the subject’s tissue. This is
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of particular importance when measuring the blood oxygen saturation in the abdomen of new-born infants, where stool
has a significant influence on the absorption properties in the near-infrared range. The data can be easily determined
using samples of known absorbers, for example stool samples taken from a number of new-born infants. This significantly
improves the accuracy of the measured blood oxygen saturation.

[0016] The light sources and the light detectors are configured to transmit the light signal into a subject’s tissue and
to detect the light signal after it has passed through the subject’s tissue. Preferably, the light sources and the light
detectors are configured such that the detectors detect the light that is diffusely reflected from within the subject’s tissue.
Preferably, the light sources and the light detectors are configured such that they can be brought into direct contact with
the subject’s skin in order to avoid any interference with ambient light.

[0017] The light sources may be broadband light sources emitting light over a range of wavelengths. Alternatively, the
light sources may be a collection of light sources each emitting light at a narrow spectral bandwidth, such as a collection
of light emitting diodes. In a preferred embodiment, the light sources include a collection of light emitting diodes each
emitting light at a different wavelength.

[0018] The light detectors may be, for example, photodiodes or any other device that can convert light to an electrical
current. Each detector may comprise a collection of individual detectors, each of which detects light at a different
wavelength.

[0019] The light sources and the light detectors are configured to measure the attenuation of the light signal at two or
more light source to detector distances. This enables the apparatus to determine the attenuation of the light signal as
a function of the light source to detector distance and to perform an analysis according to the multi-distance method.
[0020] In one embodiment, the apparatus comprises a single light source and two or more light detectors positioned
at fixed distances from the light source. Alternatively, the apparatus comprises a single light detector and two or more
light sources positioned at fixed distances from the light detector. In these embodiments, the light source to detector
distances do not change during the measurement.

[0021] In yet another embodiment, the apparatus comprises a single light source and a single light detector, wherein
the light source and/or the light detector are movable in order to vary the light source to detector distance during the
measurement. This embodiment has the advantage that the attenuation of the light signal as a function of the light source
to detector distance can be sampled over a wide range and a large number of data points.

[0022] The light sources and the light detectors are configured to measure of the attenuation of the light signal at three
or more distinct wavelengths in the range of 650 nm to 3 um, preferably in the range of 650 nm to 1 wum, more preferably
in the range of 680 nm to 950 nm. For example, each light source may be a collection of individual light sources each
emitting light at a narrow spectral bandwidth. In this case, the detectors may be broadband detectors that can detect
light at least at these spectral ranges. Alternatively, the light sources may be broadband light sources and a diffraction
grating or specific emission filters may be used to detect the light in a wavelength-specific manner.

[0023] In order to increase the accuracy of the measurement, attenuation is preferably measured at four or more
distinct wavelengths, more preferably at five or more, most preferably at seven or more. In a particularly preferred
embodiment the light detectors are configured to measure of the attenuation of the light signal at seven distinct wave-
lengths in the range of 650 nm to 1 um.

[0024] In the case of performing the measurement on a subject’s abdomen, in particular the abdomen of a new-born
infant, ithas been found that measuring in the range of 815 to 875 nm does not increase the accuracy of the measurement.
Therefore, the light detectors are configured to measure of the attenuation of the light signal at seven distinct wavelengths
in the range of 650 nm to 1 um, excluding the range of 815 to 875 nm.

[0025] In the case of performing the measurement on a subject’'s abdomen, several combinations of wavelengths
have been found that offer an increased measurement accuracy. These wavelengths can be selected to better distinguish
between Hb, HbO,, and other absorbers present in a subject’s abdomen, such as stool. These optimized combinations
of wavelengths are set out in the following.

[0026] In one embodiment, the light detectors are configured to measure of the attenuation of the at three or more
distinct wavelengths selected from 695 + 5 nm, 712 = 5nm, 733 = 5nm, 743 = 5 nm, 762 = 5 nm, 783 = 5 nm, 790
* 5nm, 805 = 5 nm, 880 = 5 nm, 895 = 5 nm, and 910 = 5 nm. Preferably, the wavelengths are selected from 712 =
5nm, 733 = 5nmm, 762 = 5nm, 783 = 5nm, 805 = 5nm, 880 = 5 nm, 895 = 5 nm, and 910 = 5 nm.

[0027] In one embodiment, the light detectors are configured to measure of the attenuation of the light signal at 712
*+=5nmm, 736 £ 5nm, 762 = 5nm, 784 = 5 nm, and 910 = 5 nm.

[0028] In one embodiment, the light detectors are configured to measure of the attenuation of the light signal at 712
+=5nmm, 736 £ 5nm, 762 = 5nm, 784 = 5 nm, 895 = 5 nm, and 910 = 5 nm.

[0029] In order to measure the attenuation at a given number of distinct wavelengths, it is sufficient that the light
sources and the light detectors are configured to measure the attenuation at distinct wavelength ranges, which at least
include the specified wavelength. The spectral bandwidth of each wavelength range may vary, as long as the wavelength
ranges can be clearly distinguished. Preferably, the attenuation is measured at distinct wavelength ranges having a
bandwidth of = 25 nm or less, more preferably = 15 nm or less, most preferably = 5 nm or less.
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[0030] In a preferred embodiment, the apparatus is configured to measure the attenuation at more than two light
source to detector distances in order to improve the accuracy of the calculated slope of the attenuation of the light signal
versus the light source to detector distance as a function of the wavelength. In a preferred embodiment, the apparatus
is configured to measure the attenuation at three light source to detector distances.

[0031] The minimum and maximum light source to detector distances can be optimized based on the sensitivity of the
detectors and the optical properties of the subject’s tissue. In the case of an apparatus for measuring the blood oxygen
saturation in the abdomen of a new-born infant, the minimum light source to detector distance is preferably at least 0.8
cm, more preferably at least 0.9 cm, and most preferably at least 1.0 cm. Preferably, the shortest distance between the
light source and the detectors is in the range of 0.8 to 2 cm, more preferably at least 0.9 to 1.5 cm, and most preferably
0.95 to 1.2 cm. The longest light source to detector distance is preferably in the range of 2 to 10 cm, preferably 3 to 8
cm, most preferably 4 to 6 cm.

[0032] The algorithm calculates the blood oxygen saturation within the subject’s tissue on the basis of the slope of the
attenuation of the light signal versus the light source to detector distance as a function of the wavelength. Thus, the
algorithm calculates the blood oxygen saturation level using the multi-distance method.

[0033] In a preferred embodiment, the algorithm included in the processor calculates the relative absorption p,, ata
particular wavelength A based on the following equation:

where g ; is an empirically determined value that accounts for attenuation of the light signal due to light scattering in
the subject’s tissue at the particular wavelength i, A, is the attenuation at the particular wavelength A, d is the mean
light source to detector distance, and 0A,/0d is the slope of the attenuation versus the light source to detector distance.
[0034] It should be noted that the above formula calculates the relative absorption ., ;, which is equal to the absolute
absorption multiplied with a factor k. This factor can be determined using calibration measurements. Using the relative
absorption, is sufficient to calculate the relative concentrations of chromophores. Since the blood oxygen saturation as
defined above is the ratio of the HbO, concentration to the total hemoglobin concentration, itis not necessary to determine
the absolute concentration of HbO, and Hb. therefore, it is not necessary to determine the factor k, and k has been
omitted from the above formula for . ;.

[0035] The absorption u,; can then be used to calculate the concentrations of HbO,, Hb and other light absorbers
using the Lambert-Beer law.

[0036] The reduced scattering p , is an empirically determined value that accounts for attenuation of the light signal
due to light scattering in the subject’s tissue. To calculate the relative absorption p,, according to above-mentioned
formula, it is sufficient to know the relative reduced scattering s s which is defined as

Hs X = (1 - h)\)

where h is a scattering parameter of a particular tissue. The scattering parameter h can be determined from measuring
the scattering properties of reference tissue. For example, h is determined by measuring the scattering properties of the
abdomen of a number of new-born infants. In a preferred embodiment, the parameter h is assumed to be in the range
of 10 to 10-3 nm-!, preferably 2-10-4 to 8:104 nm-1, more preferably 5-104 to 8:104 nm-1. In a particularly preferred
embodiment, h is assumed to be 6.4-104 nm-1. It has been found that these values accurately account for scattering in
the abdomen of a new-born infant.

[0037] The absolute reduced scattering can be determined by multiplying ., as defined above with a factor k. For
the present invention, however, it is not necessary to determine k.

[0038] The parameters h and k can be experimentally determined by frequency domain absorption measurements as
described, for example, in Sergio Fantini, Maria Angela Franceschini, Joshua B. Fishkin, Beniamino Barbieri, and Enrico
Gratton. "Quantitative determination of the absorption spectra of chromophores in strongly scattering media: a light-
emitting-diode based technique," Appl. Opt. 33, 5204-5213 (1994).

[0039] In one embodiment, the algorithm calculates the blood oxygen saturation by calculating the relative concen-
trations of HbO, and Hb according to the following equation:
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—~1
CHb EHb N EHLO.M  Eother, Ay | Ha,
CITbO2 | = | EITb, A EITVO,.As  Eother Az Ha, o
Cother EITb, s  EITbO2. A3  Eother,Aa Ha, g

where ¢yy,00 and ¢y, are the relative concentrations of oxyhemoglobin and deoxyhemoglobin, respectively, . ;, is the
absorption determined at the particular wavelength An according to the equation given above, ¢, is the concentration
of light absorbers other than hemoglobin and deoxyhemoglobin present in the subject’s tissue, and ¢, ; , is the extinction
coefficient for the light absorbing species x at the particular wavelength An.

[0040] The relative concentrations calculated according to this formula are equal to the absolute concentrations mul-
tiplied by a factor k. However, to calculate the blood oxygen saturation StO, itis sufficient to use the relative concentrations
and the following equation:

[0041] The values for ¢, ; , represent data accounting for attenuation of the light signal due to light absorbers. These
data can be determined empirically by measuring the absorption spectra of the respective light absorbers in isolation.
[0042] Inordertoimprove the accuracy when measuring the blood oxygen saturation of new-born infants, it is necessary
to account for absorption due to meconium and transitional stool.

[0043] In one particular embodiment, €,,e.3, IS determined by measuring the absorption spectra of isolated samples
of stool, transitional stool, meconium, and/or biliverdin. In a preferred example, €44, 5, is determined by measuring the
absorption spectra of isolated samples of meconium.

[0044] Meconium is the earliest stool of a mammalian infant. Meconium is composed of materials ingested during the
time the infant spends in the uterus: intestinal epithelial cells, lanugo, mucus, amniotic fluid, bile, and water. It has been
found that averaged absorption spectra of meconium samples taken from number of different subjects can be used as
a source of extinction data for the above calculation. In one embodiment, the data accounting for attenuation of the light
signal due to light absorbers therefore include the wavelength-dependent extinction coefficients of meconium samples
taken from new-born infants.

[0045] Transitional stool is produced by a new-bom infant during its first days of life. Transitional stool differs from
meconium in its composition and comprises high amounts of biliverdin. Therefore, the data accounting for attenuation
of the light signal due to light absorbers preferably include the wavelength-dependent extinction coefficients of transitional
stool samples taken from new-born infants, preferably during the first two weeks after birth, more preferably during the
first week after birth, most preferably during the first five days after birth.

[0046] In another preferred embodiment, the data accounting for attenuation of the light signal due to light absorbers
therefore include the wavelength-dependent extinction coefficients of biliverdin.

[0047] Inanotheraspect, the presentinvention also provides a method for non-invasively determining the blood oxygen
saturation within a subject’s tissue, comprising the steps of transmitting a light signal from at least one light source into
the subject’s tissue; and detecting the light signal after it has passed through the subject’s tissue at one or more detection
points and at least two different light source to detector distances; characterized in that the method further comprises
the steps of

measuring the attenuation of the light signal at three or more distinct wavelengths in the range of 650 nm to 3 um,
determining the attenuation of the light signal as a function of the wavelength and the light source to detector distance;
calculating the slope of the attenuation of the light signal versus the light source to detector distance as a function of the
wavelength; and

calculating the blood oxygen saturation within the subject’s tissue on the basis of said slope of the attenuation of the
light signal and empirically determined data that account for attenuation of the light signal due to light absorbers other
than hemoglobin and deoxyhemoglobin in the subject’s tissue and due to light scattering in the subject’s tissue.
[0048] This method is particularly suited to determine blood oxygen saturation in the abdomen of new-born infants,
as it allows to account for the presence of light absorbing species, such as meconium and transitional stool, and can
provide accurate measurements of the blood oxygen saturation. In a preferred embodiment, the method is therefore
carried out on the subject’'s abdomen. The subject preferably is an infant. Preferably, the infant is at most one year old,
more preferably at most six months old, most preferably at most three months old. The method is particularly useful for
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non-invasively measuring the blood oxygen saturation of preterm infants.

[0049] The light source to detector distance is preferably set as discussed above for the apparatus of the invention.

[0050] Preferably, the attenuation of the light signal is measured at three or more distinct wavelengths selected from
695 £5nm, 712 £ 5nm, 733 = 5nm, 743 £ 5nm, 762 = 5nm, 783 = 5nm, 790 = 5 nm, 805 = 5 nm, 880 = 5 nm,
895 = 5 nm, and 910 = 5 nm. Preferably, the wavelengths are selected from 712 = 5 nm, 733 = 5 nm, 762 = 5 nm,
783 = 5nm, 805 = 5nm, 880 = 5nm, 895 = 5nm, and 910 = 5 nm.

[0051] In one embodiment, the attenuation of the light signal is measured at 712 = 5 nm, 736 = 5 nm, 762 = 5 nm,
784 = 5nm, and 910 = 5 nm.

[0052] In one embodiment, the attenuation of the light signal is measured at 712 = 5 nm, 736 = 5 nm, 762 = 5 nm,
784 = 5nm, 895 = 5nm, and 910 = 5 nm.

[0053] The step of calculating the blood oxygen saturation preferably involves the same steps as discussed above for
the algorithm of the inventive apparatus.

[0054] Preferably, the step of calculating the blood oxygen saturation within the subject’s tissue involves calculating
the relative absorption ., , at a particular wavelength 2 based on the following equation:

t’

1 dgA 1\~
= (1?2 _2
Ha.x s A nll od d

where pg, is an empirically determined value that accounts for attenuation of the light signal due to light scattering in
the subject’s tissue at the particular wavelength i, A, is the attenuation at the particular wavelength A, d is the mean
distance between light source and detectors, and JA, /0d is the slope of the attenuation versus the light source to detector
distance.

[0055] Preferably, p, is

psx = (1= hA)

where h is assumed to be in the range of 104 to 10-3 nm-1.
[0056] Preferably, the step of calculating the blood oxygen saturation includes the step of calculating the relative
concentrations of oxyhemoglobin and deoxyhemoglobin in the subject’s tissue according to the following equation

-1
CHb sHb,)\l EHbOQ,.\l EOthET‘,Al Ua-,)\l
CHbO2 | = | EHb,As EHVO2,Ay ESother s ta,X,
Cother EHb,As EHBOs, A3 Eother g Ha,Xs

where ¢cyp0p and ¢y, are the relative concentrations of oxyhemoglobin and deoxyhemoglobin, respectively, p, 5, is the
absorption determined at the particular wavelength An according to the equation given above, ¢, is the concentration
of light absorbers other than hemoglobin and deoxyhemoglobin present in the subject’s tissue, and , , , is the extinction
coefficient for the light absorbing species x at the particular wavelength in.

[0057] Preferably, the blood oxygen saturation StO, is calculated from the relative concentrations of HbO, and Hb
according to the following equation:

CHb
St0s = e
CHbO, + CHb

[0058] Preferably, the data accounting for attenuation of the light signal due to light absorbers include the data ac-
counting for attenuation of the light signal due to light absorbers include the wavelength-dependent extinction coefficients
one or more of meconium samples taken from new-born infants, transitional stool samples taken from new-born infants,
and biliverdin.
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Claims

An apparatus for non-invasively determining the blood oxygen saturation within a subject’s tissue, comprising

at least one light source for transmitting a light signal into the subject’s tissue;

at least one light detector for detecting the light signal from the light sources after it has passed through the subject’s
tissue,

wherein the one or more light sources and the one or more light detectors are configured to measure the attenuation
of the light signal at two or more light source to detector distances; and

a processor connected to the light sources and the light detectors, characterized in that

the one or more light sources and the one or more light detectors are configured to measure the attenuation of the
light signal at three or more distinct wavelengths in the range of 650 nm to 3 um, and

the processor includes an algorithm for

determining the attenuation of the light signal as a function of the wavelength and the light source to detector distance;
calculating the slope of the attenuation of the light signal versus the light source to detector distance as a function
of the wavelength; and

calculating the blood oxygen saturation within the subject’s tissue on the basis of said slope of the attenuation of
the light signal and empirically determined data that account for attenuation of the light signal due to light absorbers
other than hemoglobin and deoxyhemoglobin, in the subject’s tissue and due to light scattering in the subject’s tissue.

The apparatus of any one of the preceding claims,

wherein the light source and the detectors are configured to measure the attenuation of the light signal at three or
more distinct wavelengths selected from 695 = 5 nm, 712 = 5 nm, 733 = 5nm, 743 = 5nm, 762 = 5 nm, 783 =
5nm, 790 = 5 nm, 805 = 5nm, 880 = 5 nm, 895 = 5 nm, and 910 = 5 nm.

The apparatus of any one of the preceding claims,
wherein the minimum light source to detector distance is at least 0.8 cm.

The apparatus of any one of the preceding claims,
wherein the algorithm includes the step of calculating the relative absorption ., ; at a particular wavelength A based
on the following equation:

2

1 gA 1\~
#a,A—m 11110“53"3

where g, is an empirically determined value that accounts for attenuation of the light signal due to light scattering
in the subject’s tissue at the particular wavelength X, A, is the attenuation at the particular wavelength A, d is the
mean light source to detector distance, and 0A, /0d is the slope of the attenuation versus the light source to detector
distance.

The apparatus of claim 4,
wherein g, is

Hs, ) = (1 - hA)

where h is assumed to be in the range of 104 to 10-3 nm-1.

The apparatus of any one of claims 4 and 5,
wherein the algorithm includes the step of calculating the relative concentrations of oxyhemoglobin and deoxyhe-
moglobin in the subject’s tissue according to the following equation
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-1
CHb EHb,N; EHbO2, A, Eother, )y Ha, X,
CHbO, | = | EHb,A; EHBO2,M3 Eother i Ha,Xs
Cother EHb,As EHbBO2,A3 Eothers ta Ay

where ¢y, and ¢y, are the relative concentrations of oxyhemoglobin and deoxyhemoglobin, respectively, .,
is the absorption determined at the particular wavelength An according to the equation given above, c,,e, is the
concentration of light absorbers other than hemoglobin and deoxyhemoglobin present in the subject’s tissue, and
&40 1S the extinction coefficient for the light absorbing species x at the particular wavelength An.

The apparatus of any one of the preceding claims,

wherein the data accounting for attenuation of the light signal due to light absorbers include the wavelength-dependent
extinction coefficients of one or more of meconium samples taken from new-born infants, transitional stool samples
taken from new-born infants, and biliverdin.

A method for non-invasively determining the blood oxygen saturation within a subject’s tissue, comprising the steps of
transmitting a light signal from at least one light source into the subject’s tissue; and detecting the light signal after
it has passed through the subject’s tissue at one or more detection points and at least two different light source to
detector distances; characterized in that the method further comprises the steps of measuring the attenuation of
the light signal at three or more distinct wavelengths in the range of 650 nm to 3 pm,

determining the attenuation of the light signal as a function of the wavelength and the light source to detector distance;
calculating the slope of the attenuation of the light signal versus the light source to detector distance as a function
of the wavelength; and

calculating the blood oxygen saturation within the subject’s tissue on the basis of said slope of the attenuation of
the light signal and empirically determined data that account for attenuation of the light signal due to light absorbers
other than hemoglobin and deoxyhemoglobin in the subject’s tissue and due to light scattering in the subject’s tissue.

The method of claim 8,
wherein the subject’s tissue is the subject’s abdomen.

The method of any one of claims 8 to 9,
wherein the subject is an at most one year old infant.

The method of any one of claims 8 to 10,
wherein the minimum light source to detector distance is set to at least 0.8 cm.

The method of any one of claim 8 to 11,
wherein the step of calculating the blood oxygen saturation within the subject’s tissue involves calculating the relative
absorption ., , at a particular wavelength A based on the following equation:

1 oA  1\?
=—  [ln1l0= - =
Hap =z — 01055 =3

where pg , is an empirically determined value that accounts for attenuation of the light signal due to light scattering
in the subject’s tissue at the particular wavelength A, A, is the attenuation at the particular wavelength A, d is the
mean distance between light source and detectors, and JA, /dd is the slope of the attenuation versus the light source
to detector distance.

The method of claim 12,
wherein g ; is
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He X = (]. - h/\)

where h is assumed to be in the range of 104 to 10-3 nm-1.

The method of any one of claims 12 and 13,

where the step of calculating the blood oxygen saturation within the subject’s tissue includes the step of calculating
the relative concentrations of oxyhemoglobin and deoxyhemoglobin in the subject’s tissue according to the following
equation

-1

CHb EHbA EHBOs, N Eothery Ha X,
CHbO, | = | €Hb,Ay EHbBOz,h2 Eother)y Ha,Xs
Cother EHb, A3 EHBOs,Ag Eother g Ha, X3

where ¢y, and ¢y, are the relative concentrations of oxyhemoglobin and deoxyhemoglobin, respectively, ., ,,
is the absorption determined at the particular wavelength An according to the equation given above, c,,e, is the
concentration of light absorbers other than hemoglobin and deoxyhemoglobin present in the subject’s tissue, and
&40 1S the extinction coefficient for the light absorbing species x at the particular wavelength An.

The method of any one of claims 12 to 14,
the data accounting for attenuation of the light signal due to light absorbers include the wavelength-dependent
extinction coefficients one or more of meconium samples taken from new-born infants, transitional stool samples
taken from new-born infants, and biliverdin.

10



10

15

20

25

30

35

40

45

50

55

EP 3 360 464 A1

9

Européisches
Patentamt

European
Patent Office

Office européen
des brevets

[

EPO FORM 1503 03.82 (P04C01)

EUROPEAN SEARCH REPORT

Application Number

EP 17 00 0216

DOCUMENTS CONSIDERED TO BE RELEVANT
Categor Citation of document with indication, where appropriate, Relevant CLASSIFICATION OF THE
gory of relevant passages to claim APPLICATION (IPC)
X PHONG PHAN ET AL: "Multi-channel 1-15 INV.
multi-distance broadband near-infrared A61B5/00
spectroscopy system to measure the spatial A61B5/1455
response of cellular oxygen metabolism and A61B5/1464
tissue oxygenation",
BIOMEDICAL OPTICS EXPRESS,
vol. 7, no. 11,
1 November 2016 (2016-11-01), page 4424,
XP055397532,
United States
ISSN: 2156-7085, DOI: 10.1364/BOE.7.004424
* abstract *
* figure 1(a) *
* section 2.1 *
* section 2.2 *
T CHRISTINA KOLYVA ET AL: "Cytochrome c 4,12
oxidase response to changes in cerebral
oxygen delivery in the adult brain shows
higher brain-specificity than
haemoglobin", TECHNICAL FIELDS
N EU RO I MAG E , SEARCHED (IPC)
vol. 85, 23 May 2013 (2013-05-23), pages A61B
234-244, XP055397647,
AMSTERDAM, NL
ISSN: 1053-8119, DOI:
10.1016/j .neuroimage.2013.05.070
* equation (1);
page 236 *
A US 2006/122475 Al (BALBERG MICHAL [IL] ET |7,9,10,
AL) 8 June 2006 (2006-06-08) 15
* paragraphs [0011], [0021], [0140] *
The present search report has been drawn up for all claims

Place of search Date of completion of the search

The Hague 9 August 2017

Examiner

Albrecht, Ronald

CATEGORY OF CITED DOCUMENTS

T : theory or principle underlying the invention

X : particularly relevant if taken alone

Y : particularly relevant if combined with another
document of the same category

A : technological background

O : non-written disclosure

P : intermediate document

E : earlier patent document, but published on, or
after the filing date

D : document cited in the application

L : document cited for other reasons

& : member of the same patent family, corresponding
document

11




10

15

20

25

30

35

40

45

50

55

EPO FORM P0459

EP 3 360 464 A1

ANNEX TO THE EUROPEAN SEARCH REPORT
ON EUROPEAN PATENT APPLICATION NO. EP 17 00 0216

This annex lists the patent family members relating to the patent documents cited in the above-mentioned European search report.
The members are as contained in the European Patent Office EDP file on
The European Patent Office is in no way liable for these particulars which are merely given for the purpose of information.

09-08-2017
Patent document Publication Patent family Publication

cited in search report date member(s) date

US 2006122475 Al 08-06-2006 DK 1675501 T3 18-11-2013
EP 1675501 A2 05-07-2006
ES 2436214 T3 27-12-2013
JP 2007504883 A 08-03-2007
US 2006122475 Al 08-06-2006
US 2006247506 Al 02-11-2006
US 2012184830 Al 19-07-2012
WO 2005025399 A2 24-03-2005

For more details about this annex : see Official Journal of the European Patent Office, No. 12/82

12



EP 3 360 464 A1

REFERENCES CITED IN THE DESCRIPTION

This list of references cited by the applicant is for the reader’s convenience only. It does not form part of the European
patent document. Even though great care has been taken in compiling the references, errors or omissions cannot be

excluded and the EPO disclaims all liability in this regard.

Patent documents cited in the description

 EP 1259791 B1[0007]

Non-patent literature cited in the description

e TACHTSIDIS, ILIAS et al. A Hybrid Multi-Distance
Phase and Broadband Spatially Resolved Spectrom-
eter and Algorithm for Resolving Absolute Concen-
trations of Chromophores in the Near-Infrared Light
Spectrum. Advances in Experimental Medicine and
Biology, 2010, vol. 662, 169-175 [0010]

13

US 20120136225 A1 [0008]

SERGIO FANTINI ; MARIA ANGELA
FRANCESCHINI ; JOSHUA B. FISHKIN ; BENI-
AMINO BARBIERI ; ENRICO GRATTON. Quantita-
tive determination of the absorption spectra of
chromophores in strongly scattering media: a
light-emitting-diode based technique. Appl. Opt,
1994, vol. 33, 5204-5213 [0038]



LR EH(F)

[ i (S RIR) A ()

RE(EFR)AGE)

HA R E(FRR)AGE)

FRI&R BB A

EHA

ShERaELE

BEX)

ATFNESHEHLAFHNMEENENEEN S E
EP3360464A1 A NN
EP2017000216 HiEA

FHIERR D2 F]
TRERA R

CARAG AG
Universitat X% ZURICH

CARAG AG
Universitat X ZZURICH

WOLF MARTIN
STACHEL HELENE
SCHENK DANIEL

WOLF, MARTIN
STACHEL, HELENE
SCHENK, DANIEL

A61B5/00 A61B5/1455 A61B5/1464

A61B5/14551 A61B5/1464 A61B5/7235 A61B2503/045
ALBRECHT , RONALD

Espacenet

BERIAXEEFRAEBER LEALANMEAENENFEEN
FAEERZEEREAZRATROAZEAMBAMIE R 2 A KR
YHIBI BN AESHNRAMZ A EARNET S, ZEREN S EE5
BEATERRE  JEMEEMBE RN EH LIRS mMEEN

B,

patsnap

2018-08-15

2017-02-10


https://share-analytics.zhihuiya.com/view/2a88c194-ed3b-4c81-b467-c7a62d2f8566
https://worldwide.espacenet.com/patent/search/family/058017890/publication/EP3360464A1?q=EP3360464A1

