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(57) ABSTRACT 

A system for determining a biologic constituent including 
hematocrit transcutaneously, noninvasively and continu 
ously. A ?nger clip assembly includes including at least a 
pair of emitters and a photodiode in appropriate alignment to 
enable operation in either a transmissive mode or a re?ec 
tance mode. At least one predetermined wavelength of light 
is passed onto or through body tissues such as a ?nger, 
earlobe, or scalp, etc. and attenuation of light at that wave 
length is detected. Likewise, the change in blood ?ow is 
determined by various techniques including optical, 
pressure, pieZo and strain gage methods. Mathematical 
manipulation of the detected values compensates for the 
effects of body tissue and ?uid and determines the hemat 
ocrit value. If an additional wavelength of light is used 
which attenuates light substantially differently by oxyhemo 
globin and reduced hemoglobin, then the blood oxygen 
saturation value, independent of hematocrit may be deter 
mined. Further, if an additional wavelength of light is used 
which greatly attenuates light due to bilirubin (440 nm) or 
glucose (1060 nm), then the bilirubin or glucose value may 
also be determined. Also how to determine the hematocrit 
with a two step DC analysis technique is provided. Then a 
pulse wave is not required, so this method may be utilized 
in states of low blood pressure or low blood ?ow. 

20 Claims, 15 Drawing Sheets 
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METHOD AND APPARATUS FOR NON 
INVASIVE BLOOD CONSTITUENT 

MONITORING 

CROSS-REFERENCE TO RELATED 
APPLICATIONS 

This application is a continuation of US. application Ser. 
No. 09/771,596, ?led Jan. 30, 2001, now US. Pat. No. 
6,671,528 Which is a continuation of US. application Ser. 
No. 09/244,756, ?led Feb. 5, 1999, now US. Pat. No. 
6,181,958, Which is based on, and claims priority from US. 
Provisional Application Ser. No. 60/073,784, ?led Feb. 5, 
1998, all of Which are incorporated herein by reference in 
their entireties. 

BACKGROUND 

1. The Field of Invention 

The present invention relates to improvements in the 
systems and methods for non-invasively measuring one or 
more biologic constituent concentration values. More 
particularly, the present invention relates to non-invasive 
spectrophotometric systems and methods for quantitatively 
and continuously monitoring the hematocrit and other blood 
parameters. 

2. The Prior Art 

Modern medical practice utiliZes a number of procedures 
and indicators to assess a patient’s condition. One of these 
indicators is the patient’s hematocrit. Hematocrit (often 
abbreviated as HCT) is the volume expressed as a percent 
age of the patient’s blood Which is occupied by red 
corpuscles, commonly referred to as red blood cells. The 
present invention is presented in the conteXt of hematocrit. 
HoWever, it is to be understood that the teachings of the 
present invention apply to any desired biologic constituent 
parameter. 

Medical professionals routinely desire to knoW the hema 
tocrit of a patient. In order to determine hematocrit using any 
of the techniques available to date, it is necessary to draW a 
sample of blood by puncturing a vein or invading a capillary. 
Then, using Widely accepted techniques, the sample of blood 
is subjected to either high-speed centrifuge, cell counting, 
ultrasonic, conductometric or photometric methods of evalu 
ating the sample of blood in a ?Xed container. Prior US. Pat. 
No. 5,372,136 indicates a system and methodology for 
determining the hematocrit non-invasively, Without punc 
turing or invading the body, spectrophotometrically and 
continuously in a subject. The present invention relates to 
improvements upon the above cited system. 
Beyond the above referenced patent, others have sug 

gested various means of noninvasive measurement of hema 
tocrit. Speci?cally, Mendelson, US. Pat. No. 5,277,181; 
Seeker, US. Pat. No. 5,188,108; Gonatas, US. Pat. No. 
5,528,365; IshikaWa, US. Pat. No. 5,522,388; Shiga, US. 
Pat. No. 4,927,264; Tsuchiya, US. Pat. Nos. 5,441,054, 
5,529,065, 5,517,987 and 5,477,051; and Chance, US. Pat. 
Nos. 5,353,799, 5,402,778, and 5,673,701 have attempted to 
de?ne means of directly measuring desired biologic con 
stituents such as hematocrit. Even though the various patents 
indicate the need to utiliZe multiple Wavelengths measured 
at different detection sites and/or the need to perform dif 
ferential or ratiometric operations on the detected optical 
signal, all fail to isolate and resolve the individual and 
speci?c scattering and absorption coef?cients of the desired 
constituent. At best they address only bulk attenuation 
coef?cients and/or bulk diffusion constants of the scattering 
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2 
media While attempting to resolve such constraints as tissue 
nonhomogeneity. As an example, tissue may be considered 
to contain a bulk absorptive coef?cient due to blood, 
collagen, Water, ?bers, bone, ?ngernail, etc. Hence, in order 
to determine the absorptive coef?cient of the blood itself, the 
bulk value of the tissue per se must be prorated by the 
amounts of the above constituents. Secondly, the actual 
absorptive coef?cient of the blood must then be decoupled 
or isolated from its proration factor as Well. 

OBJECTS OF THE INVENTION 

Thus, it is an object of the present invention to provide an 
improvement in the systems and methods for the non 
invasive (transcutaneous) and continuous determination of 
the blood. Hematocrit in living tissue. 

It is yet another object of the present invention to provide 
an improvement in the systems and methods for the non 
invasive (transcutaneous) and continuous determination of 
the blood constituents, including glucose, bilirubin, 
cholesterol, tissue Water, etc. in living tissue. 

It is another object of the present invention to provide a 
system and method and apparatus for the display of both 
immediate and/or continuous visual information regarding 
the HCT of the subject. 

It is yet another object of the present invention to provide 
a repeatable and reliable method and apparatus for the 
non-invasive determination of hematocrit transcutaneously 
and in real time even under varying physiological condi 
tions. 

Still another object of the present invention is to provide 
a method and apparatus for the instantaneous determination 
of the bulk absorption coef?cient of the scattering media. 

These and other objects and advantages of the invention 
Will become more fully apparent from the description in the 
speci?cation and claims, Which folloW. 

SUMMARY OF THE INVENTION 

In one aspect, the present invention accomplishes the 
transcutaneous, noninvasive, real-time and continuous mea 
surement of the hematocrit and other blood constituents of 
the patient. That is, the electronic circuitry necessary is 
included to receive signals from a detector and to generate 
appropriate signals at various input sites as described in US. 
Pat. No. 5,372,136. Yet another aspect of the present inven 
tion is the ability to eXtract the blood absorption coef?cient 
from the bulk tissue diffusion constant or the bulk absorption 
coef?cient of the scattering media by requiring both physical 
and mathematical operations. 

BRIEF DESCRIPTION OF THE DRAWINGS 

FIGS. 1 and 1A shoW a ?nger placed into a clam-shell 
type ?Xture constituting a receiving means for detector and 
emitter arrays operating in a transmission mode and the 
blood conduit Which in the ?gures is the ?nger. 

FIGS. 1B and 1C are similar to FIG. 1A, but shoW the 
detector and emitter arrays operating in a re?ectance mode. 

FIG. 1D is a schematic diagram for a mylar base With a 
detector, emitters and either a strain gage or a pressure 
transducer for inclusion in the clam-shell ?Xture. 

FIG. 1E is a schematic diagram for a detector emitter 
array using a single, moveable emitter in a transmission 
mode. 

FIG. 2 shoWs actual patient data plot of ln(i) vs. d. 
FIG. 3 illustrates actual patient data of the (6i/6t)/i depen 

dence on d. 
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FIG. 4 shows the blood absorption coef?cient’s depen 
dence on hematocrit. 

FIG. 5 indicates the nonlinear relationship betWeen the 
VC/Vf and pressure. 

FIG. 6 shoWs the electrical circuit diagram of the pieZo 
?lm/strain gage transducer means. 

FIG. 7 is the plot of f(H) vs. measured Hematocrit. 

FIG. 8 shoWs the instantaneous time derivatives of (6i/ 
6t)/i and 6P/6t versus time during one cardiac pulse. 

FIG. 9 plots (6i/6t)/i versus 6P/6t for a given human pulse 
at d1, d2, d3, and d4 

FIG. 10 plots (6i/6t)/(6P/6t) versus time during a single 
cardiac pulse cycle. 

FIG. 11 is the circuit diagram of the pressure transducer 
means. 

FIG. 12 plots 0t versus Xb at a ?xed Hematocrit. 

FIG. 13 gives the patient data of the neW transcutaneous 
Hematocrit method and system plotted versus the measured 
Hematocrit standard. 

DETAILED DESCRIPTION OF THE 
INVENTION 

In a preferred embodiment of the invention, measure 
ments are conducted using a modi?ed version of the appa 
ratus described in US. Pat. Nos. 5,456,253 and 5,372,136, 
both of Which are incorporated herein as if reproduced in full 
beloW. Both of these patents form part of the present 
disclosure. 

Thus, in a preferred embodiment, hematocrit is measured 
in living tissue located at some convenient location on the 
body, such as, an ear lobe, ?nger tip, nose or other accessible 
tissue sites. In a preferred embodiment the apparatus and 
signal manipulations described in US. Pat. No. 5,372,136 
are utiliZed to measure various optical parameters that Will 
be described hereafter. The numbered components in FIGS. 
1, 1A, 1B, and 1C are similar to the numbers in FIG. 1 of 
US. Pat. No. 5,456,253. 

In the present disclosure, FIG. 1 shoWs the ?nger 7 of an 
individual placed into a clam-shell type ?Xture 6 Wherein the 
optical and other physical measurements can be easily 
performed. The clam-shell type holder alloWs for adaptabil 
ity to various ?nger siZes. HoWever, other ?Xture methods 
such as FIGS. 1B through 1E, can be used to obtain similar 
physical data as using the clam-shell ?Xture. 

Theoretical Basis of the Spectrophotometric and 
Mathematical Analysis for Transcutaneous 

Hematocrit Measurement 

Non-invasive, transcutaneous hematocrit measurement 
using a spectroscopic method is described beloW: 
I. Introduction 

Earlier spectrophotometric techniques have fallen short of 
being able to fully characteriZe the individual blood absor 
bance coefficients. The folloWing discussion demonstrates 
the method of decoupling, or isolating from the bulk tissue 
attenuation parameters (including the convoluted absorptive 
and scattering parameters) the individual blood absorptive 
constants. This unique method identi?es, isolates and com 
partmentaliZes each of the contributing biologic elements of 
the tissue media. This decoupling process can either isolate 
the blood absorbance of interest and/or eliminate the scat 
tering contribution from the bulk media measurement. 

1O 

15 

25 

35 

40 

45 

55 

65 

4 
From photon diffusion analysis: 

a2 2 —S(p) (1) 
WWW) — a WP) — T 

Where, 

1 (2) 
D _ 3(K +s) 

a = \/3K(K + s) (3) 

K = KbXb + KSXS + KWXW (4) 

H (5) 
Kb = V(JWSAT + (1 —SAT)U'ar) + (1 - H)Kp 

S = SbXb + S,X, (6) 

_ U'SHU —H)(l.4-H) (7) 
_ v 

and Where, 
ot=Bulk attenuation coef?cient of the tissue sample 
K=Bulk absorption coef?cient of the tissue sample 
S=Bulk scattering coefficient of the tissue sample 
D=Diffusion constant 
Kb=Macroscopic absorption coef?cient for Whole blood 
(WB) 

Sb=Macroscopic transport-corrected scattering coef?cient 
for WB 

Kp=Macroscopic absorption coef?cient for plasma 
KS=Macroscopic absorption coef?cient for skin, & other non 

Water/blood components 
KW=Macroscopic absorption coef?cient for Water 
V=Volume of a red blood cell (RBC) 
H=Hematocrit, volume fraction of RBCs to total blood 
volume 

SAT=OXygen saturation % 
oa0=Absorption cross-section of oxygenated RBCs 
oar=Absorption cross-section of deoXygenated RBCs 
oS=Transport-corrected scattering cross-section of RBCs 
Xb=Fractional volume of blood per total tissue volume 
XS=Fractional volume of skin, & non Water/blood compo 

nents per total tissue volume 
XW=Fractional volume of Water per total tissue volume 
1P(p)=The photon density at a distance p 
S(p)=The source function. 

II. Analysis 
The light ?uX, or intensity, i, is given by 

When evaluated at p=d, one solution to equation (1) is: 

Bad (3) 

Where A is a nontrivial function of the tissue scattering 
coef?cient, S, the distance, d (if small), and the bulk attenu 
ation coef?cient, 0t. If 0t d>>1, then (8) becomes: 

(9) 
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Where 

or (1/d2+1/o1d) for 0<n<2, 
Where n is the power that d is raised to. 

FIG. (2) shows the actual patient data plot of ln(i) vs. d, 
where 01 is determined directly from the slope of the line. 

The attenuation coef?cient, 01, is a bulk term Which 
encompasses the attenuation measurement sensitivity to 
variations in skin color, presence of bone, callous, blood and 
Water content, etc. In addition, 01 expresses the optical “path 
lengthening” effects of both the absorption and scattering 
characteristics of the tissue. Therefore, since 01 is a function 
of HCT and the intensity of the transmitted light can be 
measured, the HCT can be calculated by manipulation of the 
preceding relationships. 

Beginning With equation (9), the troublesome and com 
plex tissue function, A, can be eliminated by taking the 
logarithm of (9) and differentiating With respect to the 
distance, d. Unfortunately the term Xb is not knoWn but 
changes With time as a result of a patient’s cardiac cycle. 
Therefore, by differentiating With respect to time, this 
parameter becomes the time rate of change of blood volume 
Which can be obtained through several methods described 
beloW. These time and distance derivatives may be per 
formed in either order. 

[1] Taking the logarithm of (9) and differentiating With 
respect to the distance, d, yields: 

6[ln(i)] (10) 
a = 6d 

Next the derivative of (10) With respect to time, t, gives: 

E: 61 

(11) 

[2] Alternatively, ?rst differentiate (9) With respect to 
time, t, to get: 

are negligible, and normaliZing (12) by i yields: 

FIG. 3 plainly demonstrates the offset term When the 
various graph lines are extrapolated to d=0. The amount of 
offset is shoWn along the y-axis. 

Next differentiate (13) With respect to distance, d, to 
eliminate that offset term to get: 
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(14) 

ad ‘I 

Equations (3)—(7) are noW used to extract the hematocrit 
from 01. Squaring (3) and differentiating With respect to time 
results in: 

(15) 

Substituting the derivatives of (4) and (6) into (15) and 
rearranging: 

and K<<S so that (16) can be simpli?ed to: 

611 (17) 

By using the 805 nm Wavelength the red blood cell 
absorption cross-section constants are equal, Oa0=Oar, and 
KP is negligible. The hematocrit can then be determined 
directly from Kb as (5) simpli?es to: 

FIG. 4 shoWs the linearity of Kb(H). 

If KbS>>KSb, Where S is approximately 1.0/mm in human 
tissue, then solving (17) for Kb and substituting into (17a) 
gives: 

(13) 

To reWrite in terms of measurable intensity, i, (10) and 
(14) are substituted into (18) to obtain: 

(19) 

H: 301, 

If KbS is not >>KSb, then substituting (5) and (7) into 
(17a) and rearranging terms yields: 
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2 a ax , S 18 
= g” g/TI’[SUV+KUV(I—H)(L4—H)] ( a) 

Alternatively from (13a): 

~ a-(iii/BI/i) (18b) 

~ (d—do)'Xé 

Equation (18a) indicates a small nonlinearity in H may 
occur based on the magnitude of K for a given individual. 

It should be reiterated that the change in received intensity 
With time is a result of the change in normalized blood 
volume resulting from the cardiac cycle itself as blood 
pulses through the eXamined tissue. As the intensity of the 
received light is measured, its time rate of change can be 
calculated. The change With distance can be determined by 
placing multiple emitters (such as 1—4 in FIG. 1A) and/or 
multiple detectors such that multiple thicknesses of tissue 
and hence, lengths of tissue are penetrated. 

To eXamine 

BXb 
61 

further, the folloWing can be de?ned for the illuminated 
tissue: 

Vb=Volume of blood, 
VW=Volume of Water, and 
VS=Volume of skin, tissue and other non-Water or blood 

components. 
By de?nition, 

X _ V, (20) 
b _ vb + vw + v, 

differentiating (20) With respect to time gives: 

avb avw (Z1) 
axb (vw'l'vs)w_vbw 
T : (vb+vw+v,)2 

Since 

6 VW 19 Vb 
61 << 61 

and Vb<<VW+VS, (21) simpli?es to: 

a vb (Z2) 
"2 _ T 
at — Vtotal 

It is emphasiZed that 0t is a function of the bulk absorption 
and scattering coef?cients, K and S, as Well as hematocrit, H. 
Further, that K and S are functions of the fractional volumes 
of each constituent, Xb, X5, and XW, Which must be used to 
prorate the individual absorption and scattering coef?cients, 
Kb, KS, KW, S b and SS. Therefore, the transducer system must 
be responsive not only to a change in volume (AV) due to the 
in?uX of the blood, but must also be responsive to the 
normaliZed change in volume of blood, normaliZed to the 
total volume of the ?nger (Vf)or tissue being measured, 
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For Re?ectance (R) measurements in homogenous tissue: 

R=Ae_°", Where Az(1/I‘2+1/(XI‘), Where r is the radial 
distance, and 

HoWever, for tissue, Which is typically non-homogeneous 
With a dermal and subcutaneous layer, the re?ectance Will 
not be a trivial function but can be described as approxi 
mately: 

Where C1 and C2 are inter-related photon ?uX densities 
betWeen the dermal layer 12 and the subcutaneous layer, 12a 
(see FIGS. 1C and 1E). Likewise, C3 is a strong function of 
Z1, Z2, (x1, and (x2; i.e., the thickness of the dermis or dermal 
layer 12, subcutaneous layer 12a, and their respective ot’s. 

Since C3‘ is a function of the inter-related photon ?uX 
densities C1 and/or C2 and if Xb‘1 does not equal Xb‘2, then 
the slope C3‘ Will not be nulled out by the Xb‘ monitors 
mentioned. Therefore, Xbz‘ must be greater than Xbl‘. Then 
the pressure or pieZo monitors Will compensate correctly. 
The circular pressure balloon is ideal for not only sensing the 
change in a pressure, but also providing a pressure against 
the dermis causing Xbl‘ to be small. HoWever, recogniZing 
that the penetration depth of the 800 nm light typically 
eXtends through dermal layer 12 into the deep tissue, sub 
cutaneous layer 12a, a different Wavelength selection is 
appropriate. Thusly, When the photons only penetrate into 
the dermal layer 12, C3‘ Will only be a function of Z1 and (x1. 
Those selected Wavelengths, as mentioned in US. Pat. No. 
5,372,136, Would be the green (570—595 nm) Wavelength 
and 1300 nm Wavelength. The green Wavelengths are used 
as the hematocrit bearing Wavelength and the 1300 nm 
Wavelength is used as the non-hematocrit bearing, or refer 
ence Wavelength. That is, for re?ectance measurements the 
green (Gr)-1300 Wavelength pair Would give the hematocrit 
information as: 

AGr / Gr 11G, 
A1300/1300 ' @1300 : NET) 

III. Methods of 

Measurement 

6Xb/6t can be measured and compensated for through the 
use of a number of different methods—(a) a pressure 
transducer, (b) a strain transducer such as pieZo electric ?lm 
or strain gage, (e) a different Wavelength of light, such as 
1300 nm, Which also holds 6Xb/6t information, but holds 
little hematocrit information, or (d) other transducers. The 
individual methods of obtaining 6Xb/6t are addressed beloW. 
















