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FLUID HANDLING METHODS 

BACKGROUND OF THE INVENTION 

0001) A variety of medical diagnostic procedures involve 
tests on biological fluids, Such as blood, urine, or Saliva, and 
are based on a change in a physical characteristic of Such a 
fluid or an element of the fluid, Such as interstitial fluid, 
blood, etc. 
0002) A variety of devices have been developed for 
performing tests on fluids. In many Such devices, fluid is 
introduced into the device at one location but analyzed at 
another. In Such devices, movement of the introduced fluid 
from the introduction location to the measurement location 
is necessary. AS Such, these devices require a reliable way in 
which to move fluid from an introduction site to a measure 
ment Site easily and without adversely affecting the fluid. 
0003) A variety of different design configurations have 
been developed to provide for this fluid movement. One type 
of device relies on capillary action to move fluid through the 
device, where the fluid paths through the device are dimen 
Sioned to provide for this capillary action. Other designs 
include those intended for use with gravity, those intended 
for use with injection of the Sample under preSSure, and the 
like. However, moving fluid using these types of device may 
not be completely reliable. For example, gravity may not 
provide enough force to efficiently move a fluid in a flow 
path or flow may not be controllable. 
0004. As the interest in devices for testing an analyte 
continues, a need for devices that are capable of reliably 
moving fluid between different areas of the device remains. 

SUMMARY OF THE INVENTION 

0005 Fluid handling devices for determining the concen 
tration of an analyte in a fluid are provided. Embodiments of 
the Subject fluid handling devices include a skin piercing 
element, at least one analyte Sensing chamber and a pumping 
chamber having a deflectable membrane, wherein the pump 
ing chamber is capable of transporting fluid from the skin 
piercing element to a Sensing chamber upon deflection of the 
deflectable membrane. Also provided are novel kits that 
include the Subject devices. 

BRIEF DESCRIPTIONS OF THE DRAWINGS 

0006 FIG. 1 illustrates a fluid handling device and a 
housing in the form of a local controller module according 
to an exemplary embodiment of the present invention. 
0007 FIG. 2 illustrates the fluid handling device and 
local controller module of FIG. 1 from another perspective. 
0008 FIG. 3 illustrates the fluid handling device and 
local controller module of FIG. 1 retained in a fixed position 
on an arm of a user. Also shown is an exemplary embodi 
ment of a remote controller module according to the present 
invention. 

0009 FIG. 4 is an exploded view of the fluid handling 
device of FIG. 1. 

0.010 FIG. 5 is perspective, partially assembled view of 
the fluid handling device of FIG. 1. 
0.011 FIG. 6 is another perspective, partially assembled 
view of the fluid handling device of FIG. 1. 
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0012 FIG. 7 is a cross sectional view of the fluid 
handling device of FIG. 1 taken along the section line 7-7 
of FIG 5. 

0013 FIG. 8 is an exemplary embodiment of an actuator 
according to the Subject invention. 

0014) 
FIG 8. 

FIG. 9 is a cross-sectional view of the actuator of 

DETAILED DESCRIPTION OF THE 
INVENTION 

0015 Fluid handling devices for determining the concen 
tration of an analyte in a fluid are provided. Embodiments of 
the Subject fluid handling devices include a skin piercing 
element, at least one analyte Sensing chamber and a pumping 
chamber having a deflectable membrane, wherein the pump 
ing chamber is capable of transporting fluid from the skin 
piercing element to a Sensing chamber upon deflection of the 
deflectable membrane. Also provided are novel kits that 
include the Subject devices. 

0016. Before the present invention is described, it is to be 
understood that this invention is not limited to particular 
embodiments described, as Such may, of course, vary. It is 
also to be understood that the terminology used herein is for 
the purpose of describing particular embodiments only, and 
is not intended to be limiting, Since the Scope of the present 
invention will be limited only by the appended claims. 

0017 Where a range of values is provided, it is under 
stood that each intervening value, to the tenth of the unit of 
the lower limit unless the context clearly dictates otherwise, 
between the upper and lower limit of that range and any 
other Stated or intervening value in that Stated range is 
encompassed within the invention. The upper and lower 
limits of these Smaller ranges may independently be 
included in the Smaller ranges is also encompassed within 
the invention, Subject to any Specifically excluded limit in 
the Stated range. Where the Stated range includes one or both 
of the limits, rangeS eXcluding either or both of those 
included limits are also included in the invention. 

0018. Unless defined otherwise, all technical and scien 
tific terms used herein have the same meaning as commonly 
understood by one of ordinary skill in the art to which this 
invention belongs. Although any methods and materials 
Similar or equivalent to those described herein can also be 
used in the practice or testing of the present invention, the 
preferred methods and materials are now described. All 
publications mentioned herein are incorporated herein by 
reference to disclose and describe the methods and/or mate 
rials in connection with which the publications are cited. 

0019. It must be noted that as used herein and in the 
appended claims, the Singular forms “a”, “an', and “the 
include plural referents unless the context clearly dictates 
otherwise. 

0020 When two or more items (for example, elements or 
processes) are referenced by an alternative “or, this indi 
cates that either could be present Separately or any combi 
nation of them could be present together except where the 
presence of one necessarily excludes the other or others. 
0021. It will also be appreciated that throughout the 
present application, that words Such as “top”, “bottom 
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"front”, “back”, “upper”, and “lower” and analogous terms 
are used in a relative Sense only. 
0022. The publications discussed herein are provided 
solely for their disclosure prior to the filing date of the 
present application. Nothing herein is to be construed as an 
admission that the present invention is not entitled to ante 
date such publication by virtue of prior invention. Further, 
the dates of publication provided may be different from the 
actual publication dates which may need to be independently 
confirmed. 

0023. As will be apparent to those of skill in the art upon 
reading this disclosure, each of the individual embodiments 
described and illustrated herein has discrete components and 
features which may be readily Separated from or combined 
with the features of any of the other several embodiments 
without departing from the Scope or Spirit of the present 
invention. 

0024. The figures shown herein are not necessarily drawn 
to Scale, with Some components and features being exag 
gerated for clarity. 
Devices 

0.025 AS Summarized above, embodiments of the subject 
invention include fluid handling devices, where in many 
embodiments the fluid handling devices are employed for 
determining the concentration of an analyte in a fluid. 
Embodiments of the fluid handling devices of the subject 
invention provide for controlled delivery of physiological 
fluid extracted from a Subject, e.g., Such as interstitial fluid 
and the like, to analyte (e.g., glucose) monitoring sensors 
located within the device, as described below. 
0.026 Embodiments of the subject invention include a 
pumping chamber that is capable of transporting fluid from 
a first region of the device to a Second region of the device, 
where in many embodiments this pumping chamber may be 
actuated automatically, e.g., by an actuator under the control 
of a processor. The pumping chamber may be employed to 
controllably start and stop the flow of fluid in a flow 
pathway, e.g., repeatedly. 

0027. As will be described in greater detail below, 
embodiments include devices that are in fluid communica 
tion with a skin piercing element, e.g., a skin piercing 
element may be temporarily (removably) or permanently 
affixed to the device. In Such embodiments, the pumping 
chamber is configured to transport fluid from the skin 
piercing element to a Sensing chamber in the device upon 
actuation of the pumping chamber. 
0028. The subject fluid handling devices include fluid 
processing features (analyte Sensing chambers) for measur 
ing and/or analyzing or otherwise evaluating one or more 
aspects of a fluid introduced to the device. The Sensing 
chamber of the Subject fluid handling devices may have an 
electrochemical, photometric or colorimetric configuration 
by which to perform a measurement on a Sampled fluid. 
0029. The subject fluid handling devices may be used to 
process a variety of organic and inorganic fluids as will be 
apparent to those of skill in the art. It is to be understood that 
the Subject invention is not limited to any particular liquid or 
type of fluid. The fluids may be naturally occurring or 
Synthetic, and may be pre-processed or otherwise manipu 
lated prior to use with the Subject devices. That is, a wide 
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variety of fluids may be processed (e.g., measured, detected, 
Separated, analyze, and the like) according to the Subject 
invention, where fluids include, but are not limited to, whole 
blood, interstitial liquid, plasma, buffer or buffer-containing 
Sample, etc. For example, a Sample of whole blood, inter 
Stitial liquid, plasma, cell Suspensions, protein Solutions, 
Serum, urine, tears, water, buffer or buffer-containing liquid, 
and the like, may be contacted with a Subject device and 
processes, e.g., for analyte determination. In many embodi 
ments, the fluid is a bodily fluid such as blood or interstitial 
fluid. 

0030 The size of a given fluid handling device may vary 
widely depending on the particular analytical protocol per 
formed and, as Such, may include Small Scale or miniatur 
ized devices known in the art. In certain embodiments, the 
devices are dimensioned to be comfortably worn or other 
wise retained by a user, as described below. Embodiments of 
the Subject devices may be used with Submicroliter, nano 
liter and even picoliter amounts of fluid. Such fluid handling 
devices may be characterized as microfluidic devices Such 
that they include one or more pathways or channels of 
extremely small or microfluidic dimensions. By “microflu 
idic' is meant that the device includes one or more liquid 
pathways or channels, conduits, or reservoirs that has at least 
one dimension, e.g., depth, Width, length, etc., that ranges 
from about 5 microns to about 2500 microns. In certain 
embodiments, all of the fluid pathways may be So dimen 
Sioned. A fluid pathway of the Subject invention may have a 
depth that ranges from about 5 microns to about 500 
microns, e.g., from about 25 microns to about 500 microns, 
and/or a width that may range from about 25 microns to 
about 500 microns, and/or a length that may range from 
about 1,000 microns to about 5,000 microns. Exemplary 
microfluidic and other devices that may be adapted for use 
with the Subject invention are described, e.g., in interna 
tional publication no. WO 02/49507, as well as U.S. appli 
cation Ser. Nos. 10/143,253 and 60/558,375, and s 
filed Mar. 31, 2004 and entitled “Triggerable Passive 
Valves”, attorney docket no. DDI-5043, the disclosures of 
which are herein incorporated by reference. 
0031 Turning now to the figures, FIG. 1 illustrates an 
exemplary embodiment of a fluid handling device 12 and 
housing Structure 14, within which device 12 may be opera 
tively loaded, and which in this case is in the form of local 
controller module 14. Local module 14 controls certain 
functions of device 12 and may be a microprocessor. AS 
illustrated in FIG. 1, fluid handling device 12 has yet to be 
received by (e.g., inserted partially or completely into) local 
controller module 14. 

0032. During use, fluid handling device 12 may be 
received in local controller module 14. In Such embodi 
ments, device 12 may be coupled to the local controller 
module 14 to enable electrical communication between the 
local controller module and a device received thereby. 
Accordingly, embodiments include fluid handling device 12 
operatively coupled to (e.g., located within and controlled 
by) local controller module 14. When fluid handling device 
12 is coupled to local controller module 14, local controller 
module is in electrical and mechanical contact with fluid 
handling device 12. In this manner, analyte measurement 
control may be provided by module 14 and/or module 14 
may receive measurement data from device 12 Such as data 
related to the concentration determination of an analyte in a 
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fluid contacted with device 12. Connectors or contacts are 
provided to operatively couple the devices with a local 
controller module whereby the local controller module pro 
vides the requisite Signals to the devices to perform the assay 
measurement and includes a componentry for determining 
the value of Such measurement. AS noted above, local 
module 14 may control the functions of device 12, e.g., 
actuation of a pumping chamber of the device as will be 
described, and other functions of device 12 described herein. 
Local controller module 14 may be capable of data Storage 
and transmitting and receiving data from another Source 
Such as a remote Source. 

0.033 Local controller module 14 is programmable such 
that an assay protocol performed at a Sensor chamber of the 
device and the timing thereof may be customized according 
to Software algorithms. Such algorithms may provide for the 
“continuous' monitoring of concentration of an analyte in a 
user, i.e., for automatically measuring the concentration of 
an analyte in a user according to a predetermined Scheduled, 
e.g., at two or more points over a given time period or even 
continuously over a period of about 24 hours, 48 hours, etc. 
For example, embodiments of the Subject devices may be 
configured to remain in intimate contact with a user and 
continuously or periodically obtain Sample from the user and 
monitor one or more analyte concentrations over a given 
period of time, where in many embodiments Sampling and 
analyte determination are performed automatically accord 
ing to an algorithm of the device. Embodiments of the 
Subject invention may also provide for the user to implement 
an assay "on demand, thereby overriding the continuous 
monitoring protocol. Such analyte concentration measure 
ments may be stored by the microprocessor of module 14 or 
other memory storage element (Such as communicated to a 
remote location, e.g., to remote controller module 16 
described below) for immediate or later retrieval by the user 
or a physician. 

0034. In combination, fluid handling device 12 and local 
controller module 14 may be user-retainable, e.g., they may 
be worn by a user, Such as on the user's arm or the like, e.g., 
as shown in the figures. In this particular embodiment, 
module 14 includes straps 602 for attachment to the arm of 
a user. Continued use by a Subject for minutes Such as 
Several minutes or more, e.g., an hour or multiple hours, a 
day or multiple days or more, etc., is contemplated with the 
Subject invention. Use for an extended period of time is 
contemplated. In certain instances, a device 12/controller 14 
System may be worn or retained by a Subject for up to about 
24 hours or longer. Module 14 may incorporate other forms 
of user-retainable elements Such as patches, plates, ban 
dages, Strips, wraps, sleeves, bracelets, Suction cups, and the 
like. In this manner, embodiments of the Subject devices are 
Suited for Sustained or continued use by a user. AS the Subject 
devices includes on or more analyte Sensors, the present 
invention integrates Sensor formats that are amenable to 
prolonged retention by a patient. Maintaining a Subject 
device in close anatomic association with a user for an 
extended period through the use of an easily-retainable 
Support allows for constant or periodic monitoring (e.g., 
analyte monitoring Such a glucose monitoring) by a user, 
physician or other care provider. In many embodiments, this 
monitoring is accomplished automatically. 

0035. Accordingly, local controller module 14 may have 
a skin-facing portion and/or Surface which appositions fluid 
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handling device 12 loaded within and fluid handling device 
12 may have a skin piercing element affixed thereto for 
continuous indwelling of the skin piercing element to a 
Section of the user's skin while module 14/device 12 are 
maintained at the site of the user. Local controller module 14 
may be configured So as to be maintained against the skin for 
extended periods, as noted above. To this end, local con 
troller module 14 may have a “watchband”, “legband', or 
"armband' configuration in certain embodiments to be worn 
by a user, e.g., Worn on a limbic region, e.g., a Wrist or 
forearm, of the user. Housing 14 may have a configuration, 
Such as a Substantially planar configuration, for adhesive 
contact with a Suitable location, e.g., arm, torSo, thigh, hip, 
etc., on the user's body. 

003.6 Local controller module 14 may include first data 
display 406 which may provide audio and/or visual indica 
torS to a uSer. 

0037 FIG. 2 illustrates fluid handling device 12 prior to 
insertion into local controller module 14. Local controller 
module 14 may be provided with insertion cavity 704, and 
may be configured to accept fluid handling device 12. Local 
controller module 14 may be in electrical communication 
with fluid handling device 12 by way of contact pad 706 on 
fluid handling device 12 and contact pin 708 located within 
insertion cavity 704. As noted above, this electrical com 
munication may provide for local module control of aspects 
of device 12, e.g., aspects of analyte concentration determi 
nation Such as timing thereof (e.g., timing of pump actua 
tion, assay timing, etc.). For example, local module 14 may 
control aspects of fluid transport of fluid handling device 12 
Such as the timing of the Stop and Start of fluid transport from 
the user through the skin piercing element and to an analyte 
Sensor of the device. 

0038 FIG. 3 illustrates attachment of fluid handling 
device 12 and local controller module 14 onto the arm of a 
user. FIG. 3 also illustrates optional remote controller 
module 16 located within communication range of local 
controller module 14. Either a physical connection or 
remote/telemetry type connection may be employed to pro 
vide communication between remote controller module 16 
and local controller module 14. Communication between 
local controller module 14 and remote controller module 16 
may be by way of radio frequency (RF), or other wireless 
means. For example, RF signals Sent and received by first 
and Second telemetry units, respectively may be employed. 
An exemplary System which may be adapted for use in the 
subject invention is disclosed in U.S. Pat. No. 6,083,174 to 
Brehmeier-Flick, the disclosure of which is herein incorpo 
rated by reference. Other telemetry units and applications 
thereof well known in the art are also applicable to the 
present invention. Regardless, transmission of data to other 
diagnostic and/or data storage device(s) Such as to remote 
controller module 16 from local controller module 14 may 
be carried out in any Suitable fashion, e.g., in burst or 
continuous fashion. Telemetry for use in the home is con 
templated. In the case of a hospitalized patient, telemetry of 
data to a central Intensive Care Unit (ICU) station provides 
another example of use. 

0039) Remote controller module 16 may include a second 
data display 508. Display 508 may be an audio and/to visual 
display for displaying results, e.g., analyte measurement 
results, to a user. In certain embodiments, remote controller 
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module 16 may be configured to receive a test strip 516 for 
determining analyte concentration by way of a received test 
Strip. In this manner, remote controller module 16 may be 
used with local controller module 16 and device 12 to 
determine analyte concentration of a fluid applied to device 
12 and may be capable of analyte determination of a fluid 
applied to a test Strip received by module 16. 
0040. As illustrated in FIGS. 1, 2, and 3, and as noted 
above, fluid handling device 12 may be mounted on an arm, 
or other Suitable location of a user, and may be used to 
monitor an analyte in a bodily fluid Such as blood glucose in 
interstitial fluid. For example, a skin piercing element as 
noted above may be incorporated into device 12 for piercing, 
cutting or lancing the skin and, in many embodiments, also 
includes a fluid collection channel or transfer pathway for 
transferring the Sampled physiological fluid Such as for 
example interstitial fluid within the skin to fluid handling 
device 12 with which it is operatively associated. Skin 
piercing elements and methods of using skin piercing ele 
ments which may be adaptable for use with the subject 
invention, are described for example in U.S. Ser. No. 
10/143,253, the disclosure of which is herein incorporated 
by reference. The skin piercing element may be any Suitable 
element capable of accessing bodily fluid, e.g., a needle Such 
as Small gauge needle, e.g., about 25 to about 30 gauge 
needle. In certain embodiments, the insertion depth of a 
needle may range from about 1.5 mm to about 3 mm. In 
certain embodiments, a skin piercing element may be 
retractable inside device 12 and may be moved from a first 
retractable position to a Second fluid accessing position 
outside the device to contact a user. This may be done 
repeatedly over a given time period to provide periodic 
analyte monitoring over a period of time. Actuation of a skin 
piercing element from a retracted position to a skin-piercing 
position may be manual or automatic, e.g., may be under the 
control of local module 14 or remote module 16. For 
example, advancement of a skin-piercing element to a 
position for collecting physiological fluid from a user may 
be performed manually by the user or driven by a motor 
controlled by local controller module 14. Such advancement 
and skin-penetration may be done automatically according 
to a preprogrammed Scheduled or at the will of the user in 
certain embodiments. 

0041. In certain embodiments, a skin piercing element is 
provided to a user already affixed to device 14 or may be 
provided separately and a user may select a skin piercing 
element when needed and affix it to fluid handling device 12. 
For example, a skin piercing element may be affixed (e.g., at 
manufacture or by a user prior to use) about inlet chamber 
140. 

0042. In certain embodiments, a plurality of skin piercing 
elements may be incorporated into a cartridge associated 
with fluid handling device 12. Such a cartridge may include 
a plurality of skin piercing elements. Device 12 (and/or local 
controller module 14) may further provide componentry for 
operatively moving, e.g., advancing and reversing, a car 
tridge relative to an aperture of fluid handling device 12 
(and/or local controller module 14) for exposing and con 
cealing an individual skin-piercing element through the 
aperture to an acceSS Site on the user's skin. Alternately, at 
least a portion of the apertured device may be moveable to 
expose and unexposed an individual skin-piercing element 
for fluid Sampling. 
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0043. The movement of a skin-piercing element relative 
to a cartridge, if employed, may be accomplished passively 
Such as by components fixed within the local controller 
module relative to the cartridge for advancing or deflecting 
a skin-piercing element through a device aperture towards 
an access site on the user, penetrating the access site with the 
skin-piercing element and then withdrawing or retracting the 
skin piercing element from the acceSS Site. Such components 
include, but are not limited to, ramp Structures and clip 
mechanisms. AS noted above, the timing of Skin piercing 
may be controlled automatically for example by local con 
troller 14 and/or remote controller 16 Such that fluid Sam 
pling and analyte determination may be automated. In this 
manner, Such may be accomplished passively with respect to 
a user in that the user need not actively initiate skin piercing 
and/or physiological fluid flow and/or analyte measuring. 
This may be particular convenient for in instances where 
multiple skin piercing and/or physiological fluid flow and/or 
analyte measuring cycles need to be performed over a given 
period, e.g., over about 24 hours, for example for monitoring 
glucose levels over this period. 
0044) In those embodiments in which a skin piercing 
element (or plurality of skin-piercing elements) translate 
along with a cartridge device operatively associated (e.g., 
partially or completely integrated) with device 12 and/or 
local controller module 14, in Some embodiments each skin 
piercing element may be operatively attached to the car 
tridge device So as to be movable relative to the cartridge 
device So as to optimize the angle by which the skin is to be 
pierced by the skin-piercing means, thereby reducing pain to 
the patient and trauma to the Skin, e.g., as described in the 
above-mentioned U.S. patent application Ser. No. 10/143, 
253. 

004.5 FIG. 4 is an exploded view of fluid handling device 
12. In this particular embodiment, fluid handling device 12 
includes three parts: pressure disk 10, elastomeric disk 20, 
and sensor disk 30. Pressure disk 10 and sensor disk 30 may 
be rigid, while elastomeric disk 20 may be flexible. “Flex 
ible” with reference to a substrate or broadly references that 
the substrate may be bent without breaking. The substrate 
may be So bent and Straightened repeatedly in either direc 
tion at least 100 times without failure (for example, crack 
ing) or plastic deformation. This bending must be within the 
elastic limits of the material. The foregoing test for flexibil 
ity may be performed at a temperature of about 20 C. 
“Rigid’ broadly refers to a substrate which is not flexible, 
and is constructed Such that it cannot be bent along any 
direction more than about 60 degrees (and often not more 
than 40, 20, 10, or 5 degrees) without breaking. 
0046. As shown, pressure disk 10 includes access slot 40, 
assembly bosses 50, and energy directors 55. Elastomeric 
disk 20 includes clearance holes 60, deflectable pump mem 
brane 70, inlet channel 90, sensor chamber 100, waste 
channel 110, and vent 120. Sensor disk 30 includes pumping 
chamber 150, inlet chamber 140, and assembly recesses 130. 
Inlet chamber 140 may be in contact with a skin piercing 
element as described above (not shown) that may be inserted 
into the tissue of the user, allowing extraction of physiologi 
cal fluid Such as interstitial fluid from the user. In certain 
embodiments, a skin piercing is in direct or indirect com 
munication with inlet chamber, e.g., inlet chamber may 
include a skin piercing element, e.g., may be a part of the 
inlet chamber. 
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0047 Pressure disk 10 and sensor disk 30 may be fabri 
cated using any Suitable technique. For example, pressure 
disk 10 and/or sensor disk 30 may be injection molded using 
thermoplastic polymers. Suitable polymers include, but are 
not limited to, acrylic, Stryrene, polycarbonate, ABS, and 
polyolefins. Blends of these polymerS may also be used. 
Certain embodiments may employ ultrasonic welding in the 
assembly of pressure disk 10 to sensor disk 30. In such 
instances, polymerS may be selected that are amorphous in 
Structure, as opposed to crystalline, as amorphous polymers 
are more suitable for ultrasonic welding. One of skill in the 
art will appreciate that injection molding is capable of 
providing product of exacting detail, and may be employed 
to easily form the features of pressure disk 10 and sensor 
disk 30. Pressure disk 10 and sensor disk 30 may be used as 
molded, or they may be Subjected to post treatment to render 
their Surfaces more hydrophilic. Post processes include, but 
are not limited to, exposing the parts to reactive gas plasma 
or corona, or coating the Surfaces with hydrophilic materials. 
0.048 Elastomeric disk 20 may be fabricated using any 
Suitable technique, e.g., elastomeric disk 20 may be molded, 
using injection molding or reaction injection molding. Elas 
tomeric disk 20 may also be cast. In any of these methods, 
the ability to replicate fine detail is necessary. Suitable 
materials for construction of elastomeric disk 20 include a 
wide variety of natural and Synthetic rubbers, including, but 
not limited to, silicones, polyurethanes, EPDM, and various 
polymer blends. In Selecting the material, biocompatibility 
and flexibility are important attributes to consider. If neces 
Sary, post treatment may be used to render the Surfaces more 
hydrophilic. If the parts are used as molded, tracks and 
channels formed in elastomeric disk 20 and sealed with 
surfaces on pressure disk 10 and sensor disk 30 are less 
likely to leak, Since the parts may be hydrophobic when used 
as molded. 

0049. When pressure disk 10, elastomeric disk 20, and 
sensor disk 30 are assembled, access slot 40 in pressure disk 
10 allows an actuator to make contact with pump membrane 
70 in elastomeric disk 20. An actuator may be provided as 
part of local controller 14. Actuation may be performed 
manually by the user or may be performed automatically, 
e.g., driven by a motor or the like controlled by the local 
controller module 14. Other manners and componentry that 
enable an actuator to make contact with pump membrane 70 
may also be employed. The actuator may make contact on 
one end of pump membrane 70, then slide towards the other 
end, in this way providing a peristaltic pumping motion. Any 
Suitable actuator or technique for actuation may be 
employed. 

0050 For example, the pumping chamber 150 (which 
may be dish shaped in certain embodiments) has a fixed 
Volume, which may be in the range of nanoliters. Upstream 
from pumping chamber 150 is connecting channel 155 and 
downstream is outlet channel 90 which is located in the 
elastomeric disk 20. In certain embodiments, actuation may 
be accomplished as now described with reference to FIGS. 
8 and 9. As now described in greater detail, a method of 
handling a fluid may include collecting fluid in pumping 
chamber 150, e.g., to introduce fresh or new fluid to chamber 
150, optionally pinching pumping chamber 150 to stop the 
flow of the fluid, collapsing a predetermined length of 
pumping chamber 150 to dispense a fixed volume of fluid 
towards a Sensor, perform a measurement on the fluid 
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present at the Sensor, de-collapse (i.e., stop the collapse of) 
the predetermined length of pumping chamber 150 and 
de-pinch (i.e., Stop the pinching of) pumping chamber 150. 
0051. In this manner, a two-step activation may be 
achieved with a single movement. By deforming pumping 
membrane 70 through a spring (not shown) loaded pinching 
pin 200 or the like, connecting channel 155 will be closed 
with the first movement. This will stop the flow of fluid from 
the inlet. With further movement of the pinching body 210, 
pumping membrane 70 will be Squeezed into pumping 
chamber 150 and the fluid will be pumped along the outlet 
channel 90 and along the rest of the fluidic structure. In this 
manner, the pump Volume of fresh fluid refreshes the Sensor 
chamber 100 more than once. 

0052 By controlling the speed of pinching body 210 
movement, it is possible to make an analyte measurement 
during controlled flow, or by Stopping the actuator after it 
has completely deformed the pumping membrane 70 into the 
pumping channel 90. It is also possible to make an analyte 
measurement under Stopped flow conditions. 
0053. By removing the pinching body 210, the fluid may 
be drawn back from outlet channel 90 into pumping cham 
ber 150, at which point there is no mixing between “used” 
and “fresh' fluid, as connecting channel 155 is still closed by 
the deformation of the pumping membrane 70 by pinching 
pin 200. With further movement, pinching pin 200 may be 
removed, thereby opening connecting channel 155 and 
letting fresh fluid flow into pumping chamber 150. 

0054. In certain embodiments, the dispensed volume of 
fluid (in the pinch-collapse mode) is at least as great as the 
combined Volume of the connecting channel and the Sensor 
volume. This ensures that the sensor is contacted with fresh 
fluid for analyte Sensing. For example, the dispensed Volume 
of fluid (in the pinch-collapse mode) may be about 1.5 times 
or more as large as the combined Volume of the connecting 
channel and the Sensor Volume, e.g., about 3 times as large, 
e.g., about 5 times as large, in certain embodiments. 

0055. The amount of pressure required to deflect mem 
brane 70 may vary. In certain embodiments, the amount of 
pressure may range from about 0.1 N to about 10 N. 

0056 Assembly bosses 50 on pressure disk 10 include 
energy directors 55 that are mateable with assembly recesses 
130. Energy directors may be any suitable shape such as for 
example conical in shape, and are used to focus pressure and 
ultraSonic energy. In this way, energy directorS 55 and 
assembly recesses 130 are fused. When assembled, pressure 
disk 10 and sensor disk 30 Squeeze elastomeric disk 20, 
Sealing the channels and chambers that are formed. 

0057 Elastomeric disk 20 includes clearance holes 60, 
that allow assembly bosses 50 to reach assembly recesses 
130. Pump membrane 70 forms the top of pumping chamber 
150, thus forming a deformable channel. An actuator may be 
introduced by way of acceSS Slot 40, deforming pump 
membrane 70 and forcing fluid out of pumping chamber 
150. When assembled, elastomeric disk 20 and sensor disk 
30 form inlet channel 90, sensor chamber 100, waste chan 
nel 110, and vent 120. Pumping chamber 150 is connected 
to inlet channel 90, and when actuated, causes fluid to flow 
from pumping chamber 150 to inlet channel 90, sensor 
chamber 100, and waste channel 110, or other connected 
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conduits. Air that is displaced flows out of the device by way 
of vent 120, preventing a build up of back pressure. 

0.058 Sensor chamber 100 (Also referred to as a reaction 
chamber) provides for accumulation of Sample from pump 
ing chamber 150, and overlays a Sensor located on Sensor 
disk 30, i.e., an electrode positioned on Sensor disk 30 (e.g., 
printed thereon) In this particular embodiment, only one 
Sensor chamber is shown. However a plurality of Sensor 
chambers may be employed, e.g., for Serial and/or parallel 
processing of a Sample in a plurality of Sensor chambers. In 
this manner, using the pumping chamber of the device, flow 
of fluid may be Stopped, processed at a Sensor chamber, and 
flow initiated again to transport the fluid to another region 
where the fluid may be stopped, processed at another reac 
tion chamber, and flow initiated again to transport the fluid 
to another region, etc., all by way of pumping chamber 
actuation and de-actuation. 

0059 Sensor chamber 100 produces a signal in response 
to the presence, and concentration of, analyte in physiologi 
cal fluid present in the chamber. The Sensor chamber may 
have a volume in the range from about 25 nL to about 2000 
nL. Sensor chamber 100 may be of any suitable configura 
tion and include any Suitable componentry and/or chemicals 
for generating a signal in response to the presence of analyte 
in fluid present in the chamber. While in the broadest sense 
a signal that is indicative of the presence of analyte may be 
provided, in many embodiments a Signal that is proportional 
to the amount of analyte in the physiological fluid may be 
provided. 

0060. When assembled, inlet channel 90 is formed 
between elastomeric disk 20 and sensor disk 30. Inlet 
channel 90 provides a conduit between pumping chamber 
150 and Sensor chamber 100. Waste channel 110 is formed 
down stream of sensor chamber 100, and receives sample 
after it has passed through sensor chamber 100. Waste 
channel 110 provides Space for accumulation of Spent 
Sample, Such as Sample where measurements have been 
made or where measurements are not desired. In certain 
embodiments, fluid may be passed from waste channel 110 
to another analyte Sensor, e.g., by actuating a pumping 
chamber, which pumping chamber may be the same or 
different from one that caused fluid to flow into the waste 
channel. Vent 120 is downstream of waste channel 110, and 
provides for escape of displaced air to atmosphere. Vent 120 
is shown as exiting the disk on its perimeter, but may also 
exit the assembly through its top or bottom Surfaces. 

0061 Sensor disk 30 includes assembly recesses 130 that 
receive assembly bosses 50 when assembled. Assembly 
recesses 130 are sized to allow adequate clearance for 
assembly bosses 50, and include a flat surface that allows 
contact with energy directors 55. Inlet connector or chamber 
140 is provided, and is connected to a skin piercing element 
Such as a sampling needle (not shown). In certain embodi 
ments, care should be taken to minimize accumulation of 
liquid in connector 140. Inlet chamber 140 is upstream of 
pumping chamber 150 which provides Space for accumula 
tion of Sample from the Skin piercing element Accumulation 
of liquid takes place within chamber 150 as old liquid is 
replaced with new liquid, as the latter enters via 140. Inlet 
chamber 140 is connected to pumping chamber 150 by way 
of connecting channel 155. Fluid may be collected from a 
Subject through the Skin piercing element, into inlet chamber 
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140, and through connecting channel 155. In certain 
embodiments, a peristaltic System may be employed to 
provide a negative pressure on actuation, e.g., a Seal may be 
provided that moves across the membrane 70 of the pump 
ing chamber. In certain embodiments, liquid may flow into 
chamber 150 partially or solely by inherent liquid pressure. 
For example, in the embodiments employing a pinch-dis 
pense System described herein, a negative preSSure would 
not be provided upon actuated. Accordingly, in certain 
embodiments, when actuated, pumping chamber 150 may 
draw Sample from a Sampling Site of a patient, through the 
skin piercing element, into inlet chamber 140, and through 
connecting channel 155. But in any event, pumping chamber 
transports fluid along the fluidic circuit, e.g., to a Sensing 
chamber. 

0062 Pumping chamber 150 may be of suitable geom 
etry. For example, pumping chamber 150 may be convex in 
geometry. Pumping chamber 150 may have a volume that 
ranges from about 20 to about 200 nanoliters, e.g., from 
about 15 to about 150 nanoliters and may have an internal 
radius that ranges from about 50 to about 1500 microns, and 
may have an overall length that ranges from about 1000 to 
about 5000 microns, in certain embodiments. 
0063 FIG. 5 is a partially assembled view of fluid 
handling device 12, from a first perspective. In this view, 
pressure disk 10 and elastomeric disk 20 have been joined. 
Access slot 40 is shown and is in direct proximity to pump 
membrane 70. Assembly bosses 50 have passed through 
clearance holes 60, and are aligned for contact with assem 
bly recesses 130. Inlet chamber 140, and pumping chamber 
150 are shown as features of sensor disk 30. 

0064 FIG. 6 is a partially assembled view of fluid 
handling device 12 from a Second perspective. In this view, 
pressure disk 10 and elastomeric disk 20 have been joined. 
Access slot 40 is shown and is in direct proximity to pump 
membrane 70. Assembly bosses 50 have passed through 
clearance holes 60, and are aligned for contact with assem 
bly recesses 130. Inlet chamber 140, connecting channel 
155, and pumping chamber 150 are shown as features of 
sensor disk 30. Inlet channel 90, sensor chamber 100, waste 
channel 110, and vent 120 are shown in the lower Surface of 
elastomeric disk 20. When assembled to sensor disk30, inlet 
channel 90 connects to pumping chamber 150 at channel 
edge 190. In use, fluid is drawn through a skin piercing 
element Such as a needle (not shown), into inlet chamber 
140, through connecting channel 155 and into pumping 
chamber 150. 

0065. In certain embodiments, analyte measurements 
may be Sensitive to flow. In the case of electrochemical 
glucose measurement, measurements may be Sensitive to 
flow. In certain electrochemically based glucose Sensors, 
glucose is a limiting reactant species. In the case where a 
glucose measurement is being attempted on a fluid Sample 
that is flowing, glucose is present in excess, and is not a 
limiting reactant Species. This may cause difficulty when 
correlating current to glucose concentration in the fluid. For 
this reason, it may be desirable for measurements to be made 
when the Sample has stopped flowing. Flow of Sample may 
be started and stopped by actuating and not actuating 
pumping chamber 150. 
0066 FIG. 7 is a cross sectional view of fluid handling 
device 12, taken along the section line 7-7 of FIG. 5. In this 
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view, pressure disk 10, elastomeric disk 20, and sensor disk 
30 have been assembled. As mentioned previously, in certain 
embodiments, method of assembly may include ultrasonic 
welding, with the polymer from the assembly bosses 50 
fusing with the polymer from the assembly recesses 130. 
This may be facilitated by way of concentrated ultrasonic 
energy and pressure at energy directors 55. When 
assembled, elastomeric disk 20 is compressed between pres 
sure disk 10 and sensor disk30. Compression of elastomeric 
disk 20 against Sensor disk 30 Seals the edges of pumping 
chamber 150, inlet channel 90, sensor chamber 100, waste 
channel 110, and vent 120. As noted above, a skin piercing 
element Such as a sampling needle (not shown) may be 
connected to inlet chamber 140. Pumping chamber 150 is 
formed between elastomeric disk 20 and sensor disk30, with 
pump membrane 70 forming the top of the chamber. Access 
to pump membrane 70 by an external actuator is made by 
way of access slot 40. 

0067. Although the embodiment illustrated in FIGS. 4, 5, 
6, and 7 use energy directors and ultraSonic assembly, a 
Subject device may be assembled using other methods. For 
example, certain embodiments may use adhesive. By plac 
ing a layer of pressure Sensitive or heat activated adhesive 
between pressure disk 10 and elastomeric disk 20, and 
between elastomeric disk 20 and sensor disk 30, the three 
diskS may be adhesively joined. Certain embodiments may 
use external clamping elements to maintain the three com 
ponents into contact with each other. 

0068 One or more other components, which may be 
integral to the device or Separated a distance therefrom, but 
coupled thereto, Such as one or more of, but not limited to, 
filters, heaters, mixers, and the like, as are well known to 
those of skill in the art. 

0069. As described above, in certain embodiments at 
least a portion of a fluid pathway includes a Sensing chamber 
100 (an analytical portion or compartment or reaction cham 
ber) within which processing of a fluid (e.g., analyte detec 
tion and/or measurement) may be performed. An analytical 
portion or compartment or reaction chamber is used herein 
to refer to a Sensor chamber region of a device in which 
Sample processing may be carried out. Examples of func 
tions which may be served by a sensor chamber include, but 
are not limited to, analyte detection, analyte measurement, 
chromatographic Separations, electrophoretic Separations, 
electrochromatographic Separations, and the like. 

0070. One type of sensor chamber 100 is photometric or 
colorimetric or reflectance-type analyte measuring System 
and in this regard a reaction chamber may be characterized 
as an optical, colorimetric or photometric reaction chamber. 
Such Sensors may include one or more reagents of a signal 
producing System, e.g., on a wall of a chamber, that produces 
a detectable product in proportion to the amount of analyte 
present in the chamber. The detectable product may then be 
optically or photometrically detected to provide for a detec 
tion of the presence of analyte, and/or a measurement of the 
concentration of analyte, that is present in the fluid inside the 
chamber. Such Sensors that may be employed in the Subject 
invention include, but are not limited to, those described 
herein and in U.S. Pat. Nos. 4,935,346; 5,049,487; 5,509, 
394; 5,179,005; 5,304,468; 5.426,032, 5,563,042; 5,843, 
692; 5,968,760; 6,743,597; 6,656,697; 6,541,266; 6,531, 
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322; 6,335.203; 6,312,888; 5,563,042; 5,563,031; 5,789,255 
and 5,922,530, which are herein incorporated by reference in 
their entirety. 

0071. A signal producing system may be made up of a 
plurality of reagent components that produce a detectable 
product in the presence of an analyte of interest. The Signal 
producing System may be an analyte oxidation Signal pro 
ducing System. By analyte oxidation signal producing Sys 
tem is meant that in generating the detectable Signal from 
which the analyte concentration in the Sample is derived, the 
analyte is oxidized by a Suitable enzyme to produce an 
oxidized form of the analyte and a corresponding or pro 
portional amount of hydrogen peroxide. The hydrogen per 
oxide is then employed, in turn, to generate the detectable 
product from one or more indicator compounds, e.g., dye 
couples, where the amount of detectable product produced 
by the Signal producing System, i.e., the Signal, is then 
related to the amount of analyte in the initial Sample. AS 
Such, certain analyte oxidation signal producing Systems 
may be characterized as hydrogen peroxide based signal 
producing Systems or peroxide producing Signal producing 
Systems. 

0072 The hydrogen peroxide based signal producing 
Systems may include an enzyme that oxidizes the analyte 
and produces a corresponding amount of hydrogen peroxide, 
where by corresponding amount is meant that the amount of 
hydrogen peroxide that is produced is proportional to the 
amount of analyte present in the Sample. The specific nature 
of this first enzyme necessarily depends on the nature of the 
analyte being assayed but is generally an oxidase. AS Such, 
the enzyme may be: glucose oxidase (where the analyte is 
glucose); cholesterol oxidase (where the analyte is choles 
terol); alcohol oxidase (where the analyte is alcohol); form 
aldehyde dehydrogenase (where the analyte is formalde 
hyde), glutamate oxidase (where the analyte is L-glutamic 
acid), glycerol oxidase (where the analyte is glycerol), 
galactose oxidase (where the analyte is galactose), a ketoam 
ine oxidase (where the analyte is a glycated protein, e.g., 
fructosamine), a 3-hydroxybutyrate dehydrogenase (where 
the analyte is a ketone body), L-ascorbate oxidase (where 
the analyte is ascorbic acid), lactate oxidase (where the 
analyte is lactic acid), leucine oxidase (where the analyte is 
leucine), malate oxidase (where the analyte is malic acid), 
pyruvate oxidase (where the analyte is pyruvic acid), urate 
oxidase (where the analyte is uric acid oxidase) and the like. 
Other oxidizing enzymes for use with these and other 
analytes of interest are known to those of skill in the art and 
may also be employed. 

0073. A signal producing systems also includes an 
enzyme that catalyzes the conversion of a dye Substrate into 
a detectable product in the presence of hydrogen peroxide, 
where the amount of detectable product that is produced by 
this reaction is proportional to the amount of hydrogen 
peroxide that is present. This Second enzyme is generally a 
peroxidase, where Suitable peroxidases include: horseradish 
peroxidase (HRP), Soy peroxidase, recombinantly produced 
peroxidase and Synthetic analogs having peroxidative activ 
ity and the like. See e.g., Ciet al. (1990) Analytica Chimica 
Acta, 233:299-302. 

0074 The dye substrates are oxidized by hydrogen per 
oxide in the presence of the peroxidase to produce a product 
that absorbS light in a predetermined wavelength range, i.e., 
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an indicator dye. The indicator dye may absorb Strongly at 
a wavelength different from that at which the sample or the 
testing reagent absorbs Strongly. The oxidized form of the 
indicator may be the colored, faintly-colored, or colorleSS 
final product that evidences a change in color. That is to Say, 
the testing reagent may indicate the presence of an analyte 
in a Sample by a colored area being bleached or, alterna 
tively, by a colorless area developing color. Examples of dye 
Substrates of include, but are not limited to, ANS and MBTH 
or analogues thereof; MBTH-DMAB; AAP-CTA; and the 
like. See e.g., in U.S. Pat. Nos. 5,922,530; 5,776,719; 
5,563,031, 5,453,360 and 4,962,040; the disclosures of 
which are herein incorporated by reference. 
0075 Another type of sensor chamber is an electrochemi 
cal Sensing chamber. Various types of electrochemical Sys 
tems and methods commonly known in the art of analyte 
detection and measurement may be employed by the present 
invention, including Systems that are amperometric (i.e., 
measure current), coulometric (i.e., measure electrical 
charge) or potentiometric (i.e., measure voltage). Electro 
chemical Sensors include an electrochemical cell that 
includes two electrodes and one or more reagents of an 
analyte determination System, where these elements work in 
concert to produce an electrical current in proportion to the 
amount of analyte present in the chamber. One or more of 
the electrodes may be an enzyme coated electrode. The 
generated electrical current provides for a detection of the 
presence of analyte and/or measurement of the concentration 
of, analyte that is present in the fluid inside the chamber. 
Examples of these types of electrochemical measurement 
Systems, which may be adapted for use with the Subject 
invention are further described, e.g., in U.S. Pat. Nos. 
6,521,110; 6,475,360; 6,444,115; 6,620,310; 4,224,125; 
4,545,382; 5,266,179; 5,834,224; 5,942,102; and 5,972, 199; 
as well as WO 97/18465 and WO99/49307; and U.S. patent 
application Ser. Nos. 09/333,793; 09/497,269 and 09/497, 
304; the disclosures of which are herein incorporated by 
reference. 

0.076. As noted above, in certain embodiments sensor 100 
located on Sensor disk 30 measures an analyte Such as 
glucose electrochemically. The fluid may be interstitial fluid. 
When measuring an analyte Such as glucose, the Sensor may 
contain a redox reagent System that includes an enzyme and 
redox active compounds or mediators. A variety of media 
tors are known in the art, Such as ferricyanide, phenazine 
ethoSulphate, phenazine methoSulfate, pheylenediamine, 
1-methoxy-phenazine methoSulfate, 2,6-dimethyl-1,4-ben 
Zoquinone, 2,5-dichloro-1,4-benzoquinone, ferrocene 
derivatives, OSmium bipyridyl complexes, and ruthenium 
complexes. Suitable enzymes include glucose oxidase and 
dehydrogenase (both NAD and PQQ based). Other sub 
stances that may be present in a redox reagent System 
include buffering agents (e.g., citraconate, citrate, malic, 
maleic, and phosphate buffers); divalent cations (e.g., cal 
cium chloride, and magnesium chloride); Surfactants (e.g., 
Triton, Macol, Tetronic, Silwet, Zonyl, and Pluronic); and 
Stabilizing agents (e.g., albumin, Sucrose, trehalose, manni 
tol and lactose). Other analytes and indicators that may be 
measured with the Sensor include urea, hemoglobin, lactate, 
alcohol, cholesterol, amino acids, choline, and coagulation 
factors. 

0.077 Embodiments include redox reagents systems that 
may be positioned in any Suitable location of a Subject 
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device, i.e., in any flow pathway of a device. In certain 
embodiments, the enzyme component of the reagent may be 
an enzyme or a plurality of enzymes that work in concert to 
oxidize the analyte of interest. In other words, the enzyme 
component of the reagent System may be made up of a Single 
analyte oxidizing enzyme or a collection of two or more 
enzymes that work in concert to oxidize the analyte of 
interest. Enzymes of interest include, but are not limited to, 
oxidases, dehydrogenases, lipases, kinases, diaphorases, 
quinoproteins and the like. The Specific enzyme present in 
the reaction area depends on the particular analyte for which 
the electrochemical cell is designed to detect, where repre 
Sentative enzymes include, but are not limited to: glucose 
oxidase, glucose dehydrogenase, cholesterol esterase, cho 
lesterol oxidase, lipoprotein lipase, glycerol kinase, glyc 
erol-3-phosphate oxidase, lactate oxidase, lactate dehydro 
genase, pyruvate oxidase, alcohol oxidase, bilirubin oxidase, 
uricase, and the like. In certain embodiments in which the 
analyte of interest is glucose, the enzyme component of the 
reagent System may be a glucose oxidizing enzyme (e.g., a 
glucose oxidase or glucose dehydrogenase). 
0078. The second optional component of a redox reagent 
System is a mediator, as referred to above, and which is made 
up of one or more mediator agents. A variety of different 
mediator agents are known in the art and include, but are not 
limited to: ferricyanide, phenazine ethylsulphate, phenazine 
methylsulfate, phenylenediamine, 1 methoxy-phenazine 
methylsulfate, 2,6-dimethyl-1,4-benzoquinone, 2.5- 
dichloro-1,4-benzoquinone, ferrocene derivatives, osmium 
bipyridyl complexes, ruthenium complexes and the like. In 
embodiments in which glucose is the analyte of interest and 
glucose oxidase or glucose dehydrogenase are the enzyme 
components, mediator of ferricyanid may be employed. 

0079 The subject devices may be used in a variety of 
applications. In certain embodiments, the Subject methods 
are employed in analyte determination assays in which the 
presence and/or concentration of an analyte in a fluid is 
determined. 

0080 Embodiments of the subject invention provide a 
number of advantages, including precise control over ini 
tiation and/or flow of a fluid in a fluid pathway, where in 
many embodiments Such is achieved automatically. Embodi 
ments of the Subject methods include repeatedly (continu 
ously or periodically) obtaining a fluid Sample from a 
subject for analyte determination. Embodiments of the Sub 
ject invention also include repeatedly stopping and Starting 
flow of fluid in a flow pathway. In this manner, the flow of 
liquid in a fluidic circuit may be controlled. 
0081. In using a subject device, a skin piercing element 
in contact with the inlet chamber of a fluid handling device 
is placed in contact with a Subject in a manner to pierce the 
Subject's skin to obtain physiological Sample. In many 
embodiments, the skin piercing element is affixed to the inlet 
chamber or otherwise in communication with the chamber. 
Fluid is drawn from the Subject into the pumping chamber 
of the device, e.g., by the inherent pressure of the fluid. Fluid 
may be collected continuously or periodically. For example, 
fluid may be continuously or periodically drawn from a 
Subject during the time period a user-retainable housing is 
maintained in contact with a body part of the Subject, i.e., 
during the time period the Subject wears a device. The fluid 
present in the pumping chamber may then be transported to 
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a Sensing chamber of a device by deflection of the pumping 
chamber's membrane, as described above. Fluid may be 
continuously or periodically pumped from the pumping 
chamber to an analyte Sensing chamber, e.g., fresh or new 
Volumes of fluid (e.g., newly collected from a Subject) may 
be continuously or periodically pumped along a fluidic 
circuit after previously pumped Volumes. 
0082) Referring to FIGS. 1-7, embodiments of the sub 

ject invention include insertion of fluid handling device 12 
into local controller 14. This may be performed by a user or 
fluid handling device 12 may be provided already inserted 
into controller 14. Local controller 14 is then placed in 
contact with a user So that Sample may be obtained from a 
site of user. For example, local controller module 14 may be 
placed upon the arm of a user or the like and retained thereon 
by a user retainable Support. 
0.083 Askin piercing element of fluid handling device 12 
penetrates into the tissue of the user. This may be achieved 
Simply by placing the controller in contact with skin in 
certain embodiments (i.e., the skin piercing element may 
extend from the controller So as to penetrate the skin when 
So contacted). 
0084 Communication is established between the local 
controller 14 and remote controller 16 (if employed), by way 
of a physical or wireleSS connection. Controlling commands 
may be sent between the remote controller 16 and local 
controller 14. For example, commands Such as the timing of 
the initiation of pumping chamber may be provided, which 
in turn draws fluid from the user to device 12. 

0085. An actuator, e.g., in local controller 14 makes 
mechanical contact with pump membrane 70 by way of 
access slot 40. In certain embodiments, a peristaltic type 
motion may be provided and Sample, Such as interstitial 
fluid, may be drawn from the user through a skin piercing 
element (not shown) and into inlet chamber 140, connecting 
channel 155, pumping chamber 150, channel edge 190, inlet 
channel 90, and sensor chamber 100. Representative 
Samples may include, but are not limited to, whole blood and 
interstitial fluid. 

0.086 Measurements may then be made by a sensor, 
located on sensor disk 30 and aligned with sensor chamber 
100. Measurements may be made while sample is flowing, 
or when it is Stationary. If it is desired to make measurements 
while Sample is stationary, the actuator may be stopped 
before measurements are made. To make additional mea 
Surements, the actuator may again Set in motion, and addi 
tional or “fresh” sample may be drawn from the user into the 
channels and chambers outlined above. Newly drawn 
Sample displaces the previously measured Sample. Previ 
ously measured Sample may accumulate in waste channel 
110, while air escapes through vent 120. Alternatively, 
previously measured Sample may be further transported to 
other Sensors of the device for additional measurements of 
the same or different analyte. This method may be repeated 
as necessary (drawing sample, measuring, drawing new 
Sample measuring . . . ), and may be part of a broader 
monitoring method. Broader monitoring methods are 
described in International Application PCT/GB01/05634 
(International Publication Number WO 02/49507 A1), 
which is hereby fully incorporated herein by reference as 
noted above. 

0.087 Results of measurements may be stored in a 
memory of local module 14 or may be communicated to 
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remote controller module 16. In either case, data may be 
further processed, e.g., componentry may compare a mea 
Surement to a threshold value or other reference value and/or 
perform computations on the measurement data to provide 
useful information to a user (or physician) about the State of 
health of the user Such as glucose levels. 

0088. In certain embodiments, results of one or more 
measurements are communicated to the user, physician, or 
the like, by way of display 406 and/or 508. 
Kits 

0089 Finally, novel kits are also provided. Kit embodi 
ments may include one or more Subject devices which may 
or may not be already coupled to a local controller module. 
Accordingly, certain embodiments may include one or more 
local controller modules for use with a Subject device, where 
a device and a local controller module may be provided 
coupled or may be provided Separated for coupling by a user 
at a later time. Embodiments may also include one or more 
remote controller modules. 

0090 The subject kits may further include one or more 
skin piercing elements for obtaining a physiological Sample 
from a Subject. A skin piercing elements may be provided 
affixed to a device or may be provided separated for affixing 
to a device by a user at a later time. In certain embodiments, 
a skin piercing element is provided affixed to a device. A 
plurality of skin piercing elements may be provided in a 
cartridge for loading into a device. 

0091. The subject kits may also include written instruc 
tions for using a device and/or local controller module 
and/or remote controller module for analyte determination. 
Instructions of a kit may be printed on a Substrate, Such as 
paper or plastic, etc. AS Such, the instructions may be present 
in the kits as a package insert, in the labeling of the container 
of the kit or components thereof (i.e., associated with the 
packaging or Sub-packaging) etc. In other embodiments, the 
instructions are present as an electronic Storage data file 
present on a Suitable computer readable Storage medium, 
e.g., CD-ROM, diskette, etc. In yet other embodiments, the 
actual instructions are not present in the kit, but means for 
obtaining the instructions from a remote Source, e.g. via the 
Internet, are provided. An example of this embodiment is a 
kit that includes a web address where the instructions can be 
viewed and/or from which the instructions can be down 
loaded. AS with the instructions, this means for obtaining the 
instructions is recorded on a Suitable Substrate. 

0092. In certain embodiments of the subject kits, the 
components of a Subject kit may be packaged in a kit 
containment element to make a single, easily handled unit, 
where the kit containment element, e.g., box or analogous 
Structure, may or may not be an airtight container, e.g., to 
further preserve the integrity (e.g., Sterility) of one or more 
components until use. 

0093. It is evident from the above results and discussion 
that the above described invention provides devices and 
methods for the determination of an analyte in a fluid. 
Embodiments of the subject invention provides for a number 
of advantages including, but not limited to one or more of, 
ease of use, Versatility with a variety of different applica 
tions, and the ability to control the flow of fluid in a flow 
pathway and the ability to control fluid Sampling for analyte 
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determination. AS Such, the Subject invention represents a 
Significant contribution to the art. 
0094 All publications and patents cited in this specifi 
cation are herein incorporated by reference as if each indi 
vidual publication or patent were specifically and individu 
ally indicated to be incorporated by reference. The citation 
of any publication is for its disclosure prior to the filing date 
and should not be construed as an admission that the present 
invention is not entitled to antedate Such publication by 
Virtue of prior invention. 
0.095 While the present invention has been described 
with reference to the specific embodiments thereof, it should 
be understood by those skilled in the art that various changes 
may be made and equivalents may be Substituted without 
departing from the true Spirit and Scope of the invention. In 
addition, many modifications may be made to adapt a 
particular situation, material, composition of matter, pro 
ceSS, process Step or Steps, to the objective, Spirit and Scope 
of the present invention. All Such modifications are intended 
to be within the Scope of the claims appended hereto. 

1. A method of determining the concentration of an 
analyte in fluid, Said method comprising: 

contacting a device with a skin Surface of a Subject, 
wherein Said device comprises: 
at least one analyte Sensing chamber, 
a pumping chamber having a deflectable membrane, 

and 

a skin piercing element; 
introducing a volume of fluid from Said Subject, through 

Said skin piercing element, to Said pumping chamber; 
and 

deflecting Said membrane of Said pumping chamber to 
transport Said Volume of fluid from Said pumping 
chamber to Said at least one analyte Sensing chamber of 
Said device to determine the concentration of an analyte 
in said volume of fluid. 

2. The method of claim 1, wherein further comprising 
Stopping the flow of Said fluid at Said at least one analyte 
Sensing chamber. 

3. The method of claim 2, wherein Said analyte concen 
tration determination is performed when Said fluid is 
Stopped. 

4. The method of claim 1, wherein Said analyte concen 
tration determination is performed when said fluid is flow 
ing. 

5. The method of claim 1, wherein Said analyte is glucose. 
6. The method of claim 1, wherein said at least one 

Sensing chamber is an electrochemical cell. 
7. The method of claim 6, wherein said electrochemical 

cell comprises a redox reagent System. 
8. The method of claim 1, wherein said at least one 

Sensing chamber is an optical Sensing chamber. 
9. The method of claim 8, wherein said optical sensing 

chamber comprises a signal producing System. 
10. The method of claim 1, further comprising receiving 

Said device in a housing to provide electrical communication 
between said housing and Said device. 

11. The method of claim 10, wherein said housing is a 
user-retainable housing. 
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12. The method of claim 10, wherein said housing com 
prises an indicator, and Said method comprises communi 
cating results of Said analyte concentration determination to 
Said Subject using Said indicator. 

13. The method of claim 10, wherein said housing com 
prises a controller for controlling Said device. 

14. The method of claim 13, further comprising providing 
communication between Said controller and a remote con 
troller. 

15. The method of claim 19, wherein said communication 
is accomplished using a physical connection. 

16. The method of claim 19, wherein said communication 
is accomplished wirelessly. 

17. The method of claim 16, further comprising wirelessly 
communicating the results of Said analyte concentration 
determination from Said controller to Said remote controller. 

18. The method of claim 1, further comprising introduc 
ing an additional Volume of fluid, from Said Subject, to Said 
pumping chamber. 

19. The method of claim 18, further comprising deflecting 
Said membrane of Said pumping chamber to transport Said 
additional Volume of fluid from Said pumping chamber to 
Said at least one analyte Sensing chamber of Said device to 
determine the concentration of an analyte in Said additional 
volume of fluid. 

20. The method of claim 19, wherein further comprising 
Stopping the flow of Said fluid at Said at least one analyte 
Sensing chamber. 

21. The method of claim 20, wherein said analyte con 
centration determination is performed on Said stopped fluid. 

22. The method of claim 19, wherein said analyte con 
centration determination is performed on flowing fluid. 

23. The method of claim 19, wherein said analyte is 
glucose. 

24. A method of determining the concentration of an 
analyte in fluid, Said method comprising: 

maintaining a user-retainable housing comprising at least 
one analyte Sensing chamber, a pumping chamber 
having a deflectable membrane, and a skin piercing 
element, in contact with a body part of a Subject; 

collecting fluid in Said pumping chamber by drawing Said 
fluid through Said skin piercing element; and 

deflecting Said membrane of Said pumping chamber to 
transport Said collected fluid from Said pumping cham 
ber to Said at least one analyte Sensing chamber of Said 
device to determine the concentration of an analyte in 
said volume of fluid. 

25. The method of claim 24, wherein said fluid is con 
tinuously collected from Said Subject while Said user-retain 
able housing is maintained in contact with Said Subject. 

26. The method of claim 24, wherein said fluid is peri 
odically collected from Said Subject while Said user-retain 
able housing is maintained in contact with Said Subject. 

27. The method of claim 24, further comprising commu 
nicating the results of Said analyte concentration determi 
nation to remote location. 

28. The method of claim 27, wherein said communicating 
is accomplished using a physical connection. 

29. The method of claim 27, wherein said communicating 
is accomplished wirelessly. 
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