ELECTROSPRAY EMITTERS FOR
MASS SPECTROMETRY

TECHNICAL FIELD

[0601] The present invention relates to ionization sources for mass spectrometry and, in
particular, to an electrospray ionization source comprising a plurality of separate ion

emitiers.

BACKGROUND ART

10002] The well-known technique of electrospray ionization is used in mass spectrometry
to generate free ions. The conventional electrospray process involves breaking the
meniscus of a charged liguid formed at the end of the capillary tube into fine droplets using
an electric field. In conventional electrospray ionization, a liguid is pushed through a very
small charged capillary. This liquid contains the analyte to be studied dissolved in a large
amount of solvent, which is usually more volatile than the analyte. An electric field induced
between the capillary electrode and the conducting liquid initially causes a Taylor cone to
form at the tip of the tube where the field becomes concentrated. Fluctuations cause thé
cone tip to break up into fine droplets which are sprayed, under the influence of the electric
field, into a chamber at atmospheric pressure in the presence of drying gases. An optional
drying gas, which may be heated, may be applied so as to cause the solvent in the droplets
to evaporate. According to a generally accepted theory, as the droplets shrink, the charge
concentration in the droplets increases. Eventually, the repuisive force between ions with
like charges exceeds the cohesive forces and the ions are gjected (desorbed) into the gas
phase. The ions are attracted to and pass through a capillary or sampling orifice into the

mass analyzer.

19003]  Incomplete droplet evaporation and ion desolvation can cause high leveis of
background counts in mass specira, thus causing interference in the detection and
guantification of analytes present in low concentration. It has been observed that smaller
initial electrospray droplets tend to be more readily evaporated and, further, that droplet
sizes decrease with decreasing flow rate. Thus, it is desirable o reduce the flow rate per
emitter and, consequently, the droplet size, as much as possible {on the order of microliters

or even nanoliters per minute) in order to spectra with minimal background interference.



However, conventional electrospray devices and conventional liquid chromatography
apparatuses which deliver eluent to such electrospray devices are typically associated with
flow rates of several microliters per minute up to 1 ml per minute. It is therefore of interest
to use assembly or array of multiple nanespray or microspray emitiers with the goal to
generate more ions per unit volume of analyte solvent while still realizing low flow rates per

sach emitter,

[0604] Attempts have been made to manufacture an electrospray device which produces
nanoelectrospray. For example, Wilm and Mann, Anal. Chem. 1996, 68, 1-8 describes the
process of electrospray from fused silica capillaries drawn to an inner diameter of 2-4 um at
flow rates of 20 nl/min. Specifically, 2 nanoelectrospray at 20 nl./min was achieved from a
2 um inner diameter and 5 pm outer diameter pulled fused-silica capillary with 600-760 V
at a distance of 1-2 mm from the ion-sampling orifice of an API mass spectromet&f. Other
nano-electrospray devices have been fabricated from substantiaily planar substrates with
microfabrication techniques that have been borrowed from the electronics industry and

- microelectromechanical systems (MEMS), such as chemical vapor deposition, molecular

. beam epitaxy, photolithography, chemical etching, dry etching (reactive ion eiching and

deep reactive ion etching), molding, laser ghlation, ete.

[0065] In order io realize the aforementioned benefits of micro-electrospray or nano-
electrospray at highér overall flow rates, electrospray arrays of densely packed tubes or
nozzies have been developed, using either capillary pulling or microfabrication and MEMS
techniques, so as to increase the overall flow rate without affecting the size of the ejected
droplets. For example, FIG. 1A illustrates an array of fused-silica capillary nano-~
electrospray ionization emitters axranged in a circular geometry, as tanght in United States
Patent Application Publication 2009/0230296 Al, in the names of Kelly et al. Each nano-
electrospray ionization emiiter Z comprises a fused silica capillary having a tapered tip 3.
As taught in United States Patent Application Publication 2009/0230296 A1, the tapered
tips can be formed either by traditional pulling techniques or by chemical etching and the
radial arrays can be fabricated by passing approximately 6 cm lengths of fused silica
capillaries through hoeles in one or more discs 1. The holes in the disc or discs may be
placed at the desired radial distance and inter-emitter spacing and two such dises can be
separated to cause the capillaries to run parallel to one another at the tips of the nano-

electrospray ionization emitters and the portions leading thereto.
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[0666] In order to introduce ions gencrated by a multi-emitter electrospray apparatus into
a mass spectrometer (MS), the simplest approach would be to locate the several emitters at
sufficient distances from one other such that electric fields from any given emitter do not
measurably affect the operation of any other emitter and provide a sepamte ion indet into the
mass spectrometer for each emitter. This approach is not generally practical because of the
requirement of proportionally higher evacuation pumping speed with an increase in the
number of emitters and lon inlets. A preferable approach is to use a standard vacuum
interface (singie ion inlet to the mass spectrometer, such as the entrance orifice of the ion
transfer tube) while locating and configuring the emitters in such a way that the
transmission efficiency into the single ion inlet is close o eptimiied. Normally, a liquid jet
with charged droplets emanating from an emitter tip occupies space roughly representad by
cone with an 80-90 degree angle at the apex (at the emitter tip). The optimal emitter
positiqn, relative to an MS ion in'}e't,‘is therefore a compromise between the competing
requirements of efficient sample transfer into the ion inlet and efficient sample de-solvation.
To-.acco.mpﬁsh efficient sample transfer, the distance between the emitter capillary and the
ion inlet should be short and the axis of the emitier should be directed towards the lon inlet.
On the other hand, to accomplish efficient de-solvation, a longer travel distance to the inlet
18 require&. For a single emitter, the optirnal distance is found to be between 2 to 4ﬂmm,

resulting in 2 4-8 mm diameter ion plume at the inlet plane.

[8067] The above considerations suggest that, if multiple elecirospray emitters are
employed instead of a single emitter, these should all be positioned as close as possible
the position of the single emitter that they replace. Unfortunaﬁely, placing multiple emitters

in random stack or arranged in regular pattern in the rather limited volume near the vacuom
interface has had limited success, in practice. One of the reasons for such limited success is
the interference of the electric fields originating from the various emitters, when packed into
the requisite small space. This effect has been theoretically modeled by Si et al.
(“Experimental and theoretical study of a cone-jet for an electrospray microthruster
considering the interference effect in an array of nozzles”, Journai of Aerosol Science 38,
2007, pp. 924-934) who demonstrated that, for an array of closely-spaced emitters
operating simultaseously, the operating voltage required for cone-jet spraving increases as
the emitier spacing decreases. Regele et al. (“Effects of capillary spacing on EHD spraying
from an array of cone jets”, Journal of Aerosol Science 33, 2002, pp. 1471-1479)



experimentally determined similar results for an array of four electrospray capillaries and
mathematically predicted the same behavior for a 5 x 5 square array. Regele et al. also |
found that, at very close spacings (3-4 capiliary diameters), the electrical potential required
for stable electrospray operation can decrease and postalated that fine wire electrodes
interspersed among the capillaries could improve epe:raﬁon. Also, space ché,rge clouds

produced by individual cone jets contribute to interference effects.

[0008] Recently, Deng et al. (“Compact muliiplexing of monodisperse electrosprays”, |
Journal of Aerosol Science 40, 2009, pp. 907-918) have described a microfabricated planar
nozzle array Syéte:m, schematically illustrated in FIG.1B, capable of being fabricated with a
packing density of up to 11,547 sources/cm’. The Deng et al. apparatus (FIG.1B) corprises
a reservoir 4 used to distribute an anaiyte bearing liquid to an array of electrospray nozzles
5, held at an electrical potential V1, so as to form Taylor cones 6 and emit jets through
 apertures in a separate planar extractor electrode 7, held at a second electrical potential V2.
The apertures in the extractor electrode 7 are aligned with respective nozzles 5 and the gap
between the extractor clectrode and the nozzle tips is comparable to the nozzle diameter and
spacing. The apparatus further comprises a collector electrode 8 held at a potential V3. The .
apphied poiénﬁals are such that V1 > V2 > V3 (with V3 typically being ground potential).
Deng et al. note that the extractor electrode 7 both localizes the electric field and shields the
jet region (between the nozzles & and the extractor electrode 7) from the spray region

(between the extractor electrode and the collector electrode 8).

06097 IFIG2, interference effects between emitters of a conventional emitter array are
shown based on distortion in equipotentiai (iso-electric potential) surface shapes when
multiple emitters present. Each of FIGS, 2A-2C is a cross section through a conventional
electrospray apparatus comprising one or more emitter capillary electrodes 10a-10¢, and a
counter electrode 12, 14, 16 comprising one or more apertures 11a-11e through which
emitted ions pass on a path to a mass spectrometer jon inlet. Solid arrows in FIG. 2
represent calculated ion trajectories for m/z = +3508 ions emitted in a cone with 25 degrees
sexni angle. Dashed lines in FIG. 2 represent calculated equipotential surfaces at 250 Volt
intervals. These calculations were performed using SIMION 3-D, version 8.0.4 ion optics
modeling software (available from Scientific Instrument Services of Ringoes, N.J.). The
calculations employed a 2 dimensional grid with 200 grid units per millimeter around

electrospray emitter capillaries having inner diameters of 100 pm, outer diameters 230 pum
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and energized at 2.0 kilovolts, 3.0 mm away from a grounded counter electrode. The
spacing between emitter capillaries was set at 2.5 mm. FIG. 2A, 2B and 2C show the
calculated results for the case of a single emitter, three emitiers in a line and five emitters in
a line, respectively. The dashed lines shown in FIGS. 2A-2C represent the intersection of

three dimensional iso-potential surfaces with the cross-sectional plane of the diagrams,

[6010] The calculated results presented in FIGS. 2A-2C clearly demonstrate that attempts
to place emitters in close mutual proximity (for wustance, with an inter-emitter distance close
to or smaller than the emitter—inlet distance) resuit in off-axis deflection of ions emitied
from peripheral emitters, thereby possibly leading to decreased transmission efficiency into
amass specirometer. Further, the electric field at the outermost emitters is stronger relative
10 the field at the central or innermost emitters. Because of the variation of electric field
strength across the array, electrospraying conditions will be different for the different
emitters. The different electrospray conditions may include pon-uniformity of rates of
emission among a plurality of emitters, non uniformity of direction of emitied particies
among the various emitters, and even non-uniformity in kinetic energy of emitted ions
comprising a single mass-to-charge ratio (m/z). These inconsistencies may possibly canse

inconsisient or noisy experimental results.

[6011] Although the apparatus described by Deng et al. (FIG.1B) appears to perform
adequately in many situations, the present inventors have determined that the planar
exiractor electrode utilized in that apparatus does not provide the optimal shielding between
the separate electrospray emitiers of an array. Thus, the present invention addresses the

need for an optimized shield electrode configuration.

DISCLOSURE OF INVENTION

[0812] In order to address the above identified limitations in the art, the present teachings
provide methods and apparatuses for eliminating above mentioned interference effects
between closely spaced electrospray emitters of an array {(a plurality) of emitters. The
present inventors have determined that suppiementary “shield” electrodes disposed between
and partially around emitters, optionally supported by post like sapports (which themselves
may comprise electrodes or portions of the electrodes), wherein the shield electrodes are
configured so as o spatially conform to (or approximately conform to) the electric field that

would surround an individual emitter in isolation, can provide optimal de-coupling between



the various emitters. The shapes and positions of these shield electrodes may be optimized
such that each emitter in the array is caused to emulate the operating conditions of a single
emitter operating in isolation. Such a configuration can enable fabrication of yet-more-
closely spaced emitter arrays without significant interference between emitters and with
uniform voltage applied across multi-emitter array, needing no increased voltage for near-

to-center emitters as in non-shielded configurations.

{08013] Disclosed herein is an electrospray ion source for generating ions from a liquid
sample for introduction into a mass spectrometer is provided. Such electrospray ion source
comprises (a) an emitter capillary having (i) an internal bore for tramsporting the liquid
sample from a source, (i) an electrode portion for providing a first applied electrical
potential and (iit) an emitter tip for emitting charged particles generated from the liquid
sample and (b) a counter ¢lectrode for providing a second applied electrical potential
different from the first applied electrical potential and is characterized by (c} a shield
electrode disposed at least partially between the counter electrode and the emitter ﬁp of the
-emitter capillary for providing a third applied electrical potential intermediate to the first
and second applied electrical potentials, the shield electrode contoured in the form of a
portion of an electrical equipotential surface formed, in the absence of the shield electrode,
under application of the first and second applied electrical potentials to the electrode portion

of the emitter capillary and to the counter electrode, respectively.

[0614]



According to a first aspect of the present invention, there is provided an electrospray
ion source apparatus for generating ions from a liquid sample for imtroduction into a mass
spectrometer comprising (&) a plurality of emitter capillaries, each having (i) an internal
bore for transporting a portion of the liquid sample from a source, (ii) an electrode portion
for providing a first applied electrical potential and (iif) an emitter tip for emitting charged
particles generated from the liquid sample portion; (b) a counter electrode for providing a
second applied electrical potential different from the first applied electrical potential; and
(c) at least one shield electrode disposed at least partially between the counter electrode and
the emitter tip of at least one of the emitter capillaries for providing a third applied electrical
potential intermediate to the first and second applied electrical potentials, the electrospray
ion source apparatus being characterized in that: the at least one shield electrode is
contoured in a form that approximates a portion of an electrical equipotential surface
created under apf)iication of the first and second applied electric potentials to the elecirode
portion of a single isolated emitter capillary and to the counter electrode respectively; and
the electric potential applied to the shield electrode is chosen to match the electric potential
of the chosen electrical potential surface; and the shield electrode is shaped in the form of

an ellipsoidal cap, a spheroidal cap or a frusto-conical surface

[0015]



According to a second aspect of the present invention, there is provided a method for
providing ions to a mass spectrometer, comprising the steps of (a) providing a source of
analyte-bearing liquid; (b) providing a plurality of an electrospray emitter capillaries, each
having (i) an internal bore for transporting the analyte-bearing liquid from the' source, (ii)
an electrode portion and (iii) an emitter tip for emitting charged particles generated from the
analyte-bearing liquid; (¢) providing a counter electrode; (d) providing at least one shield
electrode disposed at least partially between the counter electrode and the emitter tip of at
least one of the emitter capillaries; (¢) distributing the analyte-bearing liquid among the
plurality of electrospray emitter capillaries; and (f) providing first, second and third
electrical potentials, respectively, to the plurality of electrode portions of the clectrospray
emitter capillaries, the counter electrode and the at least one shield electrode, wherein the
third electrical potential is intermediate to the first and second electrical potentials, such that
the charged particles are emitted from each of the emitter tips, the method being
characterized in that: the step of providing the at least one shield electrode comprises
configuring a shield electrode in a form that approximates a portion of an electrical
equipotential surface created under application of the first and second electrical potentials to
the electrode portion of a single isolated emitter capillary and to the counter electrode,
respectively; the electric potential applied to the shield electrode being chosen to match the
electric potential of the chosen electrical potential surface; the shield electrode being shaped

in the form of an ellipsoidal cap, a spheroidal cap or a frusto-conical surface.
[0016] Disclosed herein is a method for providing an electrospray ion emitter apparatus is

provided. Such method comprises the steps of (a) providing a first emitter capillary having

an internal bore, an electrode portion and an emitter tip and
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(b) providing a counter electrode at a distance from the emitter tip wherein the method is
characterized by: (c) determining a form of an electrical equipotential surface created
around the electrospray emitter capillary under application of a first and a second electrical
potential to the electrode portion of the electrospray emitter capillary and to the counter
electrode, respectively; (d) providing at least one additional emitter capillary disposed
parallel to the first emitter capillary, each additional emitter capillary comprising an internal
bore, an electrode portion and an emitter tip and (e) providing at least one shield electrode,
each shield electrode approximating a portion of the form of the electrical equipotential
surface and disposed at least partially between the counter electrode and the emitter tip of

the first emitter capillary or the at least one additional emitter capillary.
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[8817] In various embodiments, a shield electrode may be contoured in the form of a
portioﬁ of an electrical equipotential surface created under application of first and second
applied electrical potentials to the electrode portion of a single isolated emitter capillary and
to the counter clectrode, respectively. In various embodiments, a shield electrode may be
shaped in the form of an ellipsoidal cap, a spheroidal cap, & flat plate or a frusto-conical
surface. In various embodiments, one or more shield electrodes may have an aperture for
providing a pathway for motion of the charged particles or may be associated with one or

more electrode support structures.

{0618] In some embodiments, at least one shield electrode may comprise a first ring
electrode disposed at least partially exteriorly to the plurality of emitter capillaries; and a
second ring electrode disposed at least partially interiorly to the plurality of emitter
capillaries. Alternatively, at least one shield electrode may comprise a single ring eiectmde
that is disposed at least partially exteriorly and at least partially interiorly to the plurality of

emitter capillaries.

{00 19] In various embodiments, a shield electrode may be bbnﬁgured_ so as to provide an
improved uniformity of emission of charged particles eﬁlitmd from épluraiity of emitter
tips. The uniformity of emission may, for example, may comprise a uniformity of rate of
emission of charged particles from the plurality of emitter tips, may comprise a uniformity
of kinetic energy of charged particles.comprising a common mass-to-charge ratio, or may
comprise a uniformity of direction of emission of charged particles from the plurality of

emitter tips.

* BRIEF DESCRIPTION OF DRAWINGS

[0620] The above noted and various other aspects of the present invention will becorne
apparent from the following description which is given by way of exampie only and with

reference to the accompanying drawings, not drawn to scale, in which:

[0621] FIG. 1A iliustrates an example of 2 known array of fused-silica capillary nano-

electrospray ionization emitters arranged in a circular geomefry;

[0622] FIG. 1B is a schematic diagram of a known multiplexed electrospray system

comprising separate collector and extractor electrodes;



{66231 FIGS. 24-2C are diagrams of caicuiated field Lines (dashed) and emiﬁed ion
trajectories {solid arrows) for a conventional single emitter (FIG. 2A) and conventional
arrays of three (FIG. 2B) and five (FIG. 2C) emitters;

{0624] FIG. 3A is a schematic diagram of a single-ion-emitier assembly including a

shield electrode in accordance with the prasent teachings;

{00257 FIG. 3B is a schematic diagram of a second single-ion-emitter assembly including

a shield electrode in accordance with the present teachings;

[6026] FIG. 3C is a schematic diagram of a third single-ion-emitter assembly including a
shield electrode in accordance with the present teachings;

{6027} FIG. 44 is a schematic diagram of an emitter array apparatus comprising a linear
array of emitters in accordance with the present teachings, including calculated field lines

(dashed) and emitted ion trajectories (solid arrows);

10628] FIG. 4B 1s a schematic diagram of another emitter array apparatus in accordance

with the present teachings;

{0029] FIG. 5A is a schematic perspective drawing of a first emitter array apparatus
comprising an array of emitters configured in a circle in accordance with the present

teachings;
' [0636] FIG. 5B is cross sectional view through the apparatus of FIG. 5A;

[#031] - FIG. 5C is a cross sectional view of an emitter array apparatus that is a variant of
the apparatus of FIG. 5A;

{0632} FIG. 6A is a schematic plan view of another emitter array apparatus comprising an

array of emitters configured in a circle in accordance with the preseﬁt teachings;
[0633]  FIG. 6B is cross sectional view through the apparatus of FIG. 64,
[0634] FIG. 6C 1s a second cross sectional view through the apparatus of FIG. 6A; and

[0835] FIG. 7 is a schematic perspective drawing of a yet another emitier array apparatus
comprising an array of emitters configured in a circle in accordance with the present

teachings;



MODES FOR CARRYING OUT THE INVENTION

[0636] The present invention provides improved methods and apparatus for providing
multiple electrospray emitters in mass spectrometry. The following description is presented
to enable one of ordinary skill in the art to make and use the invention and is provided in the
context of a particular application and ifs requirements. F will be clear from this description
that the invention is not limited to the illustrated examples but that the invention also
includes a variety of modifications and embodiments thereto. Therefore the present
description should be seen as illustrative and not limiting. While the invention is
susceptible of various modifications and alternative constructions, it should be understood
that there is no intention to limit the invention to the specific forms disclosed. On the
contrary, the invention is to cover all modifications, alternative constructions, and
equivalents falling within the essence and scope of the invention as defined in the claims.
To more particularly describe the features of the present invention, please refer to FIGS. 2-7

in conjunction with the discussion below.

[0037] FIG. 3A is a schematic cross-sectional diagram of an ion-emitter assembiy
including a shield eiectfode in accordance with the present teachings. The single emitier
assembly shown in FIG. 3A, as well as the alternative assemblies illustrated in FIGS. 3B-
3C, will frequently be used, not as a stand-alone device, but as part of an array of such
emitters. The emitter assembly 106 shown in FIG. 3A comprises an emitter capiflary
electrode 16a and 2 counter electrode 12 having aperture 11a as previously described in
reference to F1G. 2. The emitier capillary electrode 10a may comprise a hollow fube (e.g., a
capillary) having an infernal bore for transporting the liquid sample from a source and an
emitier tip at a capillary end. The emitter capillary electrode 10a also comprises an
electrode portion for providing a first applied electrical potential so as to impart the
electrical potential to the liquid sample and to theteby emit charged particles (droplets or
ions} from the liquid sample. The electrode portion may comprise a separate electrode in

contact with the capiliary, a needle electrode within the capillary bore or the capiliary, itself.

{6038] The counter electrode 12 may, in fact, be a portion of a MS instrument and, in
such an instance, the aperture 112 may be an ion inlet aperture of the MS. In addition, the
ernitter assembly 188 comprises a shield electrode 18 disposed between the emitter capillary
electrode 10a and the counter electrode 12. The shield electrode 18 comprise an apesture or
gap 172 which is disposed so as to enable ions emitted from the emitter capillary electrode

10



182 to pass on to the aperture 11a in the counter electrode 12. Alternatively, the shield
electrode 18 may be formed in two or more sections such that the gap 17a is the space

batween such sections.

00391 In three dimensions, the shield electrode 18 shown in FIG. 3A has the
approximate shape of a spheroidal cap or spheroidal dome. More generally, the shape of the
shield electrode 18 is chosen so as to approximate the shape of a particular iso-electric
potential surface 13, as that surface would otherwise exist in the absenée of the shield
electrode — that is, a surface corresponding to one of the iso-potential surfaces illustrated,
for instance, in FIG. 2A. Further, the electrical potential ap;;iied to the shield electrode is
chosen to match the electrical potential of the chosen iso-potential surface. Thus, the exact
size and shape of and the electrical potential applied to the shield electrode 18 depend on
the particular iso-potential surface that is chosen since, as is clear from FIG. 24, different

~ electrical potentials correspond to surfaces having different respective sizes and shapes.
These iso-potential surfaces arve themselves dependent upon apparatus parameters, such as
the geometries of the emitter capillary electrode 10a and the counter electrode 12.
Conceivably, the iso-potential surfaces couid‘ be mapped exparirnéntaﬂy, but are more

readily calculated, for instance, by using a software package such as SIMION 3-D.

[0040] FIG. 3B is a schematic cross-sectional diagram of a second ion-emitter assembly
including a shield electrode in accordance with the present teachings. The ion emitier
assembly 150 illustrated in FIG. 3B is similar to the assembly illustrated in FIG. 3A except
that the spheroidal cap electrode is replace by a shield elecirode or electrode assembly 1%
that is frusto-conical in shape with a central aperture 17a at the cone truncation. The frusto-
conical electrode or electrode assembly 19 may provide greater ease of manufacturing than
the electrode 18 while still providing improved emitter performance, relative to a

conventional system.

[06041} In the apparatus 208 shown in FIG. 3C, the surface of the shield electrode 28 (o1,
more generally, surfaces of shield electrodes 28) could be chosen to have a simpler shape as
compared to the shield electrode 18 shown in FIG. 3A. For instance, the shield electrode or
electrodes 28 may comprise one or several of curved or even flat plates which |
approximately lie on or along a chosen iso-electric potential surface 13, The electrode or
electrodes 28 may have relatively simple or easily-manufactured shapes, such as segments

of spheres or even a plurality of flat plates. The electrodes may comprise two or more ring
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structures, possibly asymmeiric, which encircie the aperture 17a. Each ring structure may
comprise a split ring such that the ring stricture comprises a first approximately half-ring -
separated by a gap from another approximately half ring. Whereas the shield electrode 18
(FIG. 3A) comprises a nearly hemi-ellipsoidal or nearly hemi-spheroidal dome that limits
the ability to position additional emitter capillary electrodes close to the illustrated
electrode, the electrode or electrodes 28 may be limited in shape or size so that separate
emitters may be more closely juxtaposed.. For example, the electrode or electrodes 20 may
be supported by support structures 15, such as rods that are disposed between and paraliet to
the emitter capillary electrodes. Such a configuration allows for a closer packaging of a
plurality of emitters near the inlet orifice while still providing the functionality of the
shiéldingelectmdc. ' ' '

[0042] Tn addition to the considerations discussed above, the particular electrode shafjc
will be determined based on balancing two considerations: size and shape sccuracy versus
packaging density and simplicity. For example, the apparatus 160 shown in FIG. 3A
follows more closely the equipotential surface, whereas the apparatus 200 illustrated in FIG.

3C is simpler to manufacture and provides for closer inter-emitter spacing.

[6643} FIG. 4A is a schematic cross-sectional diagramr of an emitter array apparatus 306
in accordance with the present teachings. In FIG. 44, calculated iso-electric field surfaces
are indicated by dashed lines and trajectories of emitted ions are shown by solid arrows. To
facilitate comparison, the configurations and dispositions of the emitter capillary electrodes
| 10a-10e, the counter electrode 16 and the counter-electrode apertures 11a-11e are similar to
those shown in FIG. 2C. The apparatus 306 (FIG. 4A) comprises, in addition to the
compenents of the apparatus 58 (FIG. 2C), shield electrodes 26 and electrode support
structures 15. The calculation results shown in FIG. 4A assume that each electrode support
structure 15 is itself an electrode portion comprising a circular right cylinder (i.e., a rod)
disposed either between two emitier capiliaries or outward (with regard to a center axial
plane of the apparatus) relative 10 an end capillary. Comparison between FIG. 4A and FIG.
2C shows that field lines around the tips of the emitters between the emitter tips and the
counter electrode are returned to the condition of a single emitter capillary (Fig 2A).
Consequently, the ion trajectories from the full plurality of emitters are returned to the

condition of a single emitter capillary, with emission substantially non-deflected with
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respect fo an axial dimension of each emitter such that the ions from each emitter pass

th_rough an aperture in the counter electrode 16.

{0044]  As modeled herein, the electrode support structures 15 in the apparatus 306 (FI1G.
4A) are electrical leads to the electrodes 26. Thus, because of the potential gradient
between the emitter capillary electrodes 18a-18e¢ and the electrode support structures 15,
some of the iso-potential surfaces curve so as to be parallel with the emitter capillary
electrodes 10a-10e in the spaces between these electrodes and the support structures 15
Optionally, in some embodiments, the electrode support structures may be eliminated from
the regions between the emitter capillary electrodes. Omne variation of this concept is to
incorporate, into the apparatus 368, a single shield electrode or electrode structure (not
shown), disposed substantially per;ﬁendiculariy to the capiliary enﬁtter electrodes and
substantially paraliel to the chosen iso-potential surface. Such a single electrode may

_ comprise a plurality of contoured segments 28, one or more such segments for each emitter.
Such a singie shield electrode may be supported at its ends, outside of the region of the

emitter capillaries.

[0045] FIG. 4B is a schematic dj.a.gram of another emitter array apparatus in accofdance
with the present teachings. The apparatus 356 illustrated in FIG. 4B is a variation of the
apparatus 306 shown in FIG. 4A. To avoid a confusion of lines, iso-electric potentials are

- not shown in FIG. 4B. In the apparatus 350 (FIG. 4B}, those support structures 15 that are
between emitter capillary electrodes 1fa-10e support two or more arcuate or partial
spherical or spheroidal shield electrodes 28, with separate such shield electrodes for each
neighboring emitter. Further, the ratio, s/d, between the inter-emitter-electrode separation,
s, and the distance, 4, between the emitter tips and the counter electrode 1€ is much smaller
than in the apparatus 306. The smaller 5/d ratio is such that charged particles from several
emitters may be directed to a single aperture 11 in the counter electrode 16, Thus, in
general, there need not be a one-to-one correspondence between emitters and counter

electrode apertures.

[0046] In three dimensions, the arcuate shield electrode 20 may be rotated about an axis
within the plane of the drawing and parallel to the arrows of FIG. 4B, so as to form partial
dome structures slightly “above” and possibly shghtly between the emitter capillary

electrodes. (In this sense, the term “above” refers to the spatial region between the emitter



tips and the counter electrode 16.) Such dome structured electrodes can enable emitter

packing in two dimensions.

[6647} FIG. 5A is a schematic perspective drawing of a first emitter arvay apparatus,
apparatus 488, comprising an array of emitters configured in a circle. Here, the phrase
“configured in a circle” refers to a configuration in which the centers of the tips of the
emitter capillary electrodes 18 lie along a circle when viewed in ¢ross section. For aid in
visualizing the apparatus shown in FIG. 5, the circle in question is indicated by dashed
curve R1, this curve not to be considered as a part of the apparatus. Although a circular
configuration is illustrated, one of ordinary skill in the art will readily appreciate that the
emitiers may be configured in many alternative geometric patterns, such as a Square,_ an
ellipse, or some other shape. The configuration shown in FIG. 5A could also be described
as “cyiindri(ﬁai’; since an inner bore of a cylinder could be circumscribed around the emitter
capillary electrodes 16. The apparatus 400 frther comprises a first (outer) ring electrode 23
disposed at least partially exteriorly to the array of emitters and a second (inner) ring

electrode 25 disposed at least partially interiorly to the array of emitters.

[0048] As may be more readily observed lin FIG. 5B, which is a cross-éection through the
apparatus 400 along section A-A", the outer ring electrode 23 and the inner ring electrode
24 lie approximately along iso-electric potential surfaces 13 as discussed previously. Thus,
tﬁe inner and outer electrodes are maintained at a same electrical potential — the electrical
potential of the hypothetical iso-electric potential surface. As further shown in FIG. 5C, in
a slightly modified apparaius 450, the emiﬁers majf be angled mward, fowards the center of
the emitter array, so as o physically assist in directing the electrospray from the various

emitters towards a commeon focal region.

[0049] In order to further electrically shield the shargéd particle:é. that are electrosprayed
from each emitter 10 from the electric fields swrrounding adjacent emitters, the separate
inner and outer ring electrodes may be merged into a single ring electrode 24 as illustrated
in FIG. 6A, which is a schematic plan view of another emitter array apparatus. Apertures
within the ring electrode 24 are aligned with respective emitters 10 in order to provide
passageways for electrosprayed charged particles. These apertures are separated from one
another by bridge regions 27 which physically and electrically connect the inmer and outer
portions of the ring electrode 24.- The electrode 24 may be conveniently manufactured by
bending a single metal foil or sheet that has previously had apertures formed therein by a
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stamping process. In cross section, the electrode 24 may be dome-shaped or partially dome-
shaped, as is illustrated in FIGS. 6A and 6B, which show cross sectional views along
section lines A-A’ and B-B’, respectively. In some embodiments, the bridge regions may

comprise complex saddle shapes,

[0050] FIG. 7 is a schematic perspective view of yet another emitter array apparatus,
apparatus 600, comprising an array of emitters configured in a circle. In the particular
emitter array apparatus 608 shown in FIG. 7, the geometric projections, parallel to the
common axes of the emitters 18, of the positions of the shield electrodes 28 onio the plane
of the circle R1 are such that each such projected position resides at least partially between
two of the émitﬁcrs 10. Thus, the apparatus 660 comprises at least as many shield electrodes
20 as emitters lﬁ.

[88651] The shieid electrodes 26 of the apparatus 660 are disposed in a spatial region that
is outward from the plane described by the emitter tips, the term “outward” referring to a
spatial region that is between the emitter tips and a counter electrode (not shown). Each

shield electrode 2¢ shown in FIG. 7 approximates a portion of the form of an iso-electrical

. equipotential surface as described previcusly. Convenient approximating surface shapes

may be flat surfaces of plates, or as shown in FIG. 7, cones, Each such shield eiectrode may
be supported by a respective support structure {such as a rod) 15, these support structures
being interspersed with the emitter capillary electrodes 10. In the example shown in FIG. 5,
eight shield electrodes 28 are provided on respective support structures that pass through the
circle indicated by R1 and a ninth shield electrode 2¢ is provided on a support structure that
passes through the center of the circle indicated by RI.

100521 Impmve& methods and apparatuses for multiple electrospray emitier arrays have
been disclosed. The discussion included in this application is intended to serve as a basic
description. Neither the description nor the terminclogy is intended to limit the seope of the
invention. The reader should be aware that the specific discussion may not explicitly
describe all embodiments possible; many alternatives ave implicit. For instance, although
multiple apertures are illustrated in a counter electrode, it is possible to configure several
emitters sufficiently close to one another such that the ion emission fom the plurality is

direcied to a single aperture.
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16053} Further, each feature or element can actually be representative of a broader
function or of a great variety of aliernative or equivalent elements. Again, these are
implicitly included in this disclosure. Thus, a variety of changes may be made without
departing from the essence of the invention. Such changes are also implicitly included in
the description. Finally, note that any publications, patents or patent application
publications mentioned in this specification are explicitly incorporated by reference in their

respective entirety.

INDUSTRIAL APPLICABILITY

16054} | The present invention is anticipated to find application in the general field of mass
spectrometric analysis a5 2 means for generating ions to be analyzed or separated according
to their respective mass-to-charge ratios. One useful benefit of the present teachings in the
field of mass spectrometry relates to improved operation of multi-emitter electrospray
apparatuses. In accordance with the present teachings, each emitter may be associated with
a respectivé shiéiding electrode shaped as one of the equipotential surfaces of a single stand
alone emitter. Therefore, even when multiple emitters are present, the local field
environment around each emitter is the same as if it were operating just by itself. Thus,
operational conditions may be implemented in which cross-talk or electric field interference
between individual emitters is significantly reduced and the degree of uniformity of
emission from several emitters is increased. In the present invention, this improvement in
the uniformity of emission is accomplished without the need to apply higher voltages to
some emitters, thereby reducing or eliminating electrical breakdown 1ssues and eliminating
the need for additional or costly power supplies, extra electrical shielding, etc. This allows
for & denser packaging of emitters in close proximity to the vacuum interface of a mass
spectrometer, thereby resulting in more efficient ion transfer similar to the one in single

emitter geometry.
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CLADMS:

1. An electrospray ion source apparatus for generating ions from a liquid
sample for infroduction into a mass spectrometer comprising (a) a plurality of
emitter capillaries (10, 10a-10¢), each having (i) an internal bore for transporting a
portion of the liquid sample from a source, (it} an elecirode portion for providing a
first applied electrical potential and (iii) an emitter tip for emitting charged particles
generated from the liquid sample portion; (b) a counter elecirode (1Z, 16) for
providing a second applied electrical potential different from the first applied
electrical potential; and (c) at least one shield electrode (18, 19, 20, 23, 24, 25)
disposed at least partially between the counter electrode (12, 16) and the emitter tip
of at least one of the emitter capillaries (10, 10a-10e) for providing a third applied
electrical potential intermediate to the first and second applied electrical potentials,
the electrospray ion source apparatus being characterized in that:

the at least one shield electrode (18, 19, 20, 23, 24, 25) is contoured in & form
that aﬁﬁroximates a portion of an electrical equipotential surface created under
application of the first and second applied electric potentials to the electrode portion
of a single isolated emitter capillary (10, 10a-10e) and to the counter electrode (12,
16) respectively; and the electric potential applied to the shield electrode (18, 19, 20,
23, 24, 25) 1s chosen to match the electric potential of the chosen electrical potential
surface; and the shield electrode is shaped in the form of an ellipscidal cap, a

spheroidal cap or a frusto-conical surface.

2. An electrospray ion source apparafus as recited in claim 1, further
characterized in that:

the at least one shield electrode (18, 19, 20, 23, 24, 25) comprises an aperture
(17a, 26) for providing a patbway for motion of the charged particles emitted from at

teast one of the emitter capillaries (10, 10a-10e).

3. An electrospray ion source as recited in claim 1, further characterized by:
(d) at least one electrode support structure (15) disposed substantially parallel to the
emitter capiilaries (10, 10a-10e) and physically coupled to at least one shield
electrode (18, 19, 20, 23, 24, 25).
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4. A method for providing ions to a mass spectrometer, comprising the steps of
{a) providing a source of analyte-bearing liguid; (b) providing a plurality of an
electrospray emitter capillaries (10, 10a-10e), each having (i) an intémal bore for
transporting the analyte-bearing liguid from the' source, {ii) an electrode portion and
{iif} an emitter tip for emitting charged particles generated from the analyte-bearing
tiquid; (¢} providing a counter electrode (12, 16); (d) providing at least one shield
electrode (18, 19, 20, 23, 24, 25) disposed at least partially between the counier
electrode and the emitter tip of at least one of the emitter capillaries {10, 10a-10e};
(2} distributing the analyte-bearing liquid among the plurality of electrospray emitter
capillaries (10, 10a-10¢); and (f) providing first, second and third electricat
potentials, respectively, to the plurality of electrode portions of the electrospray
emitter capillaries (10, 10a-10e), the counter electrode (12, 16) and the at least one
shield electrode (18, 19, 20, 23, 24, 25), wherein the third electrical potential is
intermediate to the first and second electrical potentials, such that the charged
particles are emitted from each of the emitter tips, the method being characterized in
that:
the step of providing the at least one shield electrode comprises configuring a
shield electrode in & form that approximates a portion of an electrical equipotential
surface created under application of the first and second electrical potentials to the
electrode portion of a single isolated emitter capillary and to the counter electrode,
respecﬁvely; the electric potential applied to the shield electrode (18, 19, 20, 23, 24,
25) being chosen to match the electric potential of the chosen electrical potential
surface; the shield electrode being shaped in the form of an ellipsoidal cap, a

spheroidal cap or a frusto-conical surface.

5. A method for providing ions to a mass spectrometer as recited in claim 4,
further characterized by:

(g) providing af least one electrode support structure (15} disposed
substantially parallel to the emitter capillaries (10, 10a-10¢) and physically coupled
to at least one shield electrode (18, 19, 20, 23, 24, 25).
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6. A method for providing ions to a mass spectrometer as recited in claim 4,
further characterized by:

(g) providing an aperture (17a, 26} in at least one shield electrode (18, 19,
20, 23, 24, 25) such that the aperture provides a pathway for motion of the charged

particles emitted from at least one of the emitter capillaries (10, 10a-1Ge).
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ELECTROSPRAY EMITTERS FOR
MASS SPECTROMETRY

ABSTRACT

An electrospray ion source that comprises {a} ap emitter capillary baving (i} an
mtermal bore for fransporting a liquid sample, (11} an electrode portion for providing a first
applied electrical potential and (i1} an emitter tip for emitting charged particles generated
from the liquid sample and (b} a counter electrode for providing a second applied electrical
potential different from the first applied electrical potential is characterized by (¢) a shield
elecirode disposed at least partially between the counter electrode and the emitter tip of the
emitter capillary for providing a third applied electrical potential intermediate to the first
and second applied electrical potentials, the shield electrade contoured in the form of a
portion of an electrical equipotential surface formed, in the absence of the shield electrode,
under application of the first and second applied electrical potentials to the electrode portion

of the emitter capillary and to the counter electrode, respactively.

Fig da

20



