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Description

STATEMENT OF GOVERNMENT SUPPORT

[0001] This invention was made by an agency of the
United States Government or under a contract with an
agency of the United States Government. The name of
the U.S. Government agency is: the Department of
Health and Human Services.

FIELD

[0002] The present disclosure is directed to appara-
tuses for intranasal delivery of a substance to a subject.

BACKGROUND

[0003] Various devices have been developed to pro-
vide for the nasal delivery of treatment agents, such as
medications or vaccines, to a subject. Aerosol delivery
of drugs, vaccines, and other therapeutic, preventative,
and diagnostic medical products avoids many of the
drawbacks of injection, including need for skilled person-
nel, risk of blood-borne disease, high cost, patient aver-
sion to injection, and the need to safely dispose of used
needles and syringes. However, conventional aerosol
delivery devices have significant shortcomings that pre-
vent their widespread use. Such shortcomings include,
for example, complicated device construction and oper-
ation, high cost of manufacture and use, and external
power requirements.
[0004] Dry powder inhalers can be an attractive means
to administer medications or vaccines since they do not
require reconstitution. However, conventional dry pow-
der inhalers have numerous shortcomings that restrict
their widespread use and adoption. Accordingly, im-
provements in dry powder delivery devices are desirable
[0005] Documents GB 2 470 486, US 2008/289629,
US 2011/126830 and US 2011/088690 are also disclos-
ing nasal delivery devices.

SUMMARY

[0006] Various embodiments of nasal delivery devices
for delivering a powder to a nostril of a subject are dis-
closed herein. In one embodiment, a nasal delivery de-
vice includes an air-receiving section that has a first pas-
sageway therethrough to allow air to pass through the
air-receiving section, a powder-reservoir receiving sec-
tion sized to receive a powder reservoir, and a powder-
delivery section that has a second passageway there-
through to allow aerosolized powder from the powder
reservoir to pass through the powder-delivery section.
The first passageway can have a first end and a second
end, with the first end being further from the powder-
reservoir receiving section and the second end being at
or near the powder-reservoir receiving area. The second
end of the air-receiving section can include a flattened

region so that air exiting the air-receiving section has a
generally flattened profile.
[0007] In some embodiments, the first end of the air-
receiving section has a larger cross-sectional area than
the second end. The first end of the air-receiving section
can have a generally circular cross-sectional area. The
flattened region can be at least partly defined by a curved
sidewall and the curved sidewall can be configured to
generally match a respective sidewall on a powder res-
ervoir.
[0008] In some embodiments, the powder-reservoir re-
ceiving section can include at least one piercing member
that is configured to engage and pierce a frangible cover
of a powder reservoir. The piercing member(s) can be
sized to extend into the powder reservoir and generally
push the frangible cover towards at least one side wall
of the powder reservoir. The piecing member(s) can be
formed of two piercing members located on opposing
sides of the powder-reservoir receiving section. In some
embodiments, the powder-reservoir receiving section in-
cludes at least one attachment member for coupling a
powder reservoir to the powder-reservoir receiving sec-
tion. The attachment member(s) can include grooves that
are sized to engage with a respective lip on the powder
reservoir. In some embodiments this coupling is irrevers-
ible, providing an auto-disabling feature that prevents re-
use of the device.
[0009] In some embodiments, an inlet tube can be cou-
pled to the air-receiving section, with the inlet tube having
a first end sized to be placed in a mouth of a user to
receive air from an exhalation of the user. The inlet tube
can include a visual indicator of air passing therethrough.
The visual indicator can include an expandable region of
the inlet tube, with the expandable region being expand-
able from a first, flattened configuration to a second, ex-
panded configuration when air passes through the inlet
tube. The visual indicator can also include an elongate
member fastened to the inlet tube, with the elongate
member being configured to change shape when air
passes therethrough. The elongate member can be con-
figured to unroll when air passes therethrough.
[0010] In some embodiments, the second passageway
can have an inlet end and an exit end, with the inlet end
being at or adjacent the powder-reservoir receiving sec-
tion and the exit end being sized to be received in a nasal
opening of a user. The inlet end of the second passage-
way can have a larger cross-sectional area than the flat-
tened region of the second end of the first passageway.
In some embodiments, the second passageway can in-
clude a recirculation zone, with the recirculation zone
having a larger cross-sectional area than the inlet end of
the second passageway.
[0011] In some embodiments, a hinge member can be
provided that extends along at least a portion of the air-
receiving section, the powder-reservoir receiving sec-
tion, and the powder-delivery section, with the hinge
member being located to allow the device to move be-
tween an open configuration for manufacture and a

1 2 



EP 3 248 642 B1

3

5

10

15

20

25

30

35

40

45

50

55

closed configuration for use.
[0012] In some embodiments, a powder reservoir can
be configured to be coupled to the powder-reservoir re-
ceiving section. The powder reservoir can include one or
more alignment markings to facilitate alignment of the
powder reservoir when coupling it one or more piercing
members on the powder-reservoir receiving section. The
powder reservoir can include a treatment agent and, in
some cases, an excipient. The excipient can be selected
so that a greater portion of excipient lofts before the treat-
ment agent.
[0013] In another embodiment, a method of delivering
an aerosolized treatment agent to a subject is provided.
The method can include attaching a powder reservoir
containing a treatment agent to a nasal delivery device,
positioning an air inlet end of the device into an air delivery
source, positioning an exit end the device at least partially
within a nostril of the subject, delivering air through a
passageway in the air inlet end to the powder reservoir,
the passageway comprising a flattened region so that air
exiting the flattened region enters the powder reservoir
with a generally flattened profile, and delivering aero-
solized treatment agent through the exit end of the device
and into the nostril of the subject.
[0014] In some embodiments, the air delivery source
comprises exhaled air and the air inlet end of the device
is positioned in the subject’s mouth. In other embodi-
ments, the air delivery source can comprise an external
source, such as a squeeze bulb or other types of air
sources (manual or powered).
[0015] In some embodiments, the act of attaching the
powder reservoir to the device can include attaching a
lip of the powder reservoir to one or more grooves on the
device. The act of attaching the powder reservoir to the
device further can include piercing a frangible cover of
the powder reservoir with at least one piercing member
that extends from the device.
[0016] At least one piercing member can extend into
the powder reservoir and push the frangible cover to-
wards at least one side wall of the powder reservoir.
[0017] In some embodiments, the method can include
providing a visual indication when air is delivered through
a passageway in the air inlet end to the powder reservoir.
The act of providing a visual indication can include ex-
panding a region of the air inlet end from a first, flattened
configuration to a second, expanded configuration when
air passes through the air inlet end. The act of providing
a visual indication can include changing a shape of an
elongate member fastened to the air inlet end when air
passes therethrough. In some embodiments, the elon-
gate member unrolls to change shape.
[0018] In some embodiments, before attaching the
powder reservoir, the method comprises folding the de-
vice about a hinge member and attaching opposing sur-
faces on the device to one another. The attachment of
opposing surfaces can include ultrasonic welding of op-
posing surfaces. The attachment of opposing surfaces
can also include snap fitting opposing surfaces together.

The attachment of opposing surfaces can also include
bonding opposing surfaces together by an adhesive.
[0019] In another embodiment, a device can include a
reservoir containing a treatment agent and an excipient,
with the reservoir comprising a pair of opposing sidewalls
that are generally curved toward one another to facilitate
air flow across an inside surface of each sidewall, a seal-
ing member for sealing the treatment agent and the ex-
cipient inside the reservoir, and an attachment member
extending from the reservoir to facilitate coupling of the
reservoir to a powder-reservoir receiving section of a na-
sal delivery device.
[0020] In some embodiments, the sealing member can
include a frangible member. The frangible sealing mem-
ber may be a metallic foil, polymer film, combination
foil/film material, or other similar type of material. The
sealing member can include one or more alignment
markings to facilitate alignment of the powder reservoir
when coupling the powder-reservoir receiving section. In
some embodiments, the excipient can be selected so
that a greater portion of excipient lofts before the treat-
ment agent when exposed to an air flow. The excipient
can also be positioned in the reservoir relative to the treat-
ment agent so that a greater portion of excipient lofts
before the treatment agent when exposed to an air flow.
[0021] The foregoing and other objects, features, and
advantages of the invention will become more apparent
from the following detailed description, which proceeds
with reference to the accompanying figures.

BRIEF DESCRIPTION OF THE DRAWINGS

[0022]

FIG. 1A is a partial side view of a nasal delivery de-
vice with a remote activation member.

FIG. 1B is a perspective view of a powder reservoir.

FIGS. 2A-2C illustrate partial views of a nasal deliv-
ery device being coupled to a powder reservoir.

FIG. 3 illustrates a partial cross-sectional view of the
nasal delivery device coupled to a powder reservoir.

FIG. 4 illustrates an embodiment of a nasal powder
delivery device coupled to a powder reservoir.

FIG. 5 illustrates a partial cross-sectional view of the
device shown in FIG. 4.

FIG. 6 illustrates another view of the device shown
in FIG. 4.

FIGS. 7A and 7B illustrate different stages of oper-
ation of an inlet tube with a visual indicator of airflow.

FIGS. 8A and 8B illustrate cross-sectional views of
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a delivery device and powder reservoir, illustrating
a flattening of an air receiving portion of the device.

FIG. 9 illustrates a fluid flow analysis of an exemplary
dry powder delivery device that utilizes a narrowed
zone to deliver a flattened pattern of air flow into a
powder reservoir.

FIG. 10 illustrates another fluid flow analysis of an
exemplary dry powder delivery device that utilizes a
narrowed zone to deliver a flattened pattern of air
flow into a powder reservoir.

FIG. 11 illustrates another exemplary dry powder de-
livery device and powder reservoir.

FIGS. 12A and 12B illustrate an exemplary folding
mechanism for a dry powder delivery device.

FIG. 13 illustrates an exemplary folding mechanism
for a dry powder delivery device.

FIG. 14 illustrates another exemplary dry powder de-
livery device and powder reservoir.

DETAILED DESCRIPTION

[0023] The following description is exemplary in nature
and is not intended to limit the scope, applicability, or
configuration of the invention in any way. Various chang-
es to the described embodiment may be made in the
function and arrangement of the elements described
herein without departing from the scope of the invention.
[0024] As used in this application and in the claims,
the singular forms "a," "an," and "the" include the plural
forms unless the context clearly dictates otherwise. Ad-
ditionally, the term "includes" means "comprises." Fur-
ther, the terms "coupled" and "associated" generally
mean electrically, electromagnetically, and/or physically
(e.g., mechanically or chemically) coupled or linked and
does not exclude the presence of intermediate elements
between the coupled or associated items absent specific
contrary language.
[0025] As used herein, the term "frangible" means ca-
pable of being broken and/or removed to allow access
to materials behind or under the "frangible" member. Ac-
cordingly, a "frangible" cover on a container can be, for
example, punctured or cut to obtain access to materials
within the container or, alternatively, entirely or partly re-
moved to obtain access to the materials.
[0026] Treatment agents, as used herein, comprise
agents that can be administered to living organisms for
an effect in the treated organism. Such agents include
live and killed organisms for vaccination, immunogens,
immune activators or suppressors, chemotherapeutics,
pharmaceuticals, nucleic acids, insulin, hormones, anti-
bodies and fragments thereof, receptors, proteins, car-
bohydrates, fats, nutrients, anesthetics, narcotics, and

pain relievers.
[0027] Exemplary methods of the present disclosure
comprise delivery of treatment agents such as vaccine
compositions. The present disclosure contemplates the
use of any vaccine composition or other treatment agents
that can be delivered via the disclosed devices and/or
disclosed methods of administration. Particularly pre-
ferred vaccination compositions are those for measles,
mumps and rubella. Such compositions may comprise
measles vaccine, mumps vaccine, rubella vaccine and
combinations and mixtures such as measles and mumps,
rubella and mumps, measles and rubella, and measles,
mumps and rubella. Other particularly preferred vaccine
compositions are those for influenza. Such compositions
may comprise live virus vaccines, inactivated virus vac-
cines, and virus-like particle vaccines. The vaccines fur-
ther comprise pharmaceutical or formulation compo-
nents such as those known in the art, including, but not
limited to, diluents, compounding agents, surfactants,
and agents to maintain sterility.
[0028] Although the operations of exemplary embodi-
ments of the disclosed method may be described in a
particular, sequential order for convenient presentation,
it should be understood that disclosed embodiments can
encompass an order of operations other than the partic-
ular, sequential order disclosed. For example, operations
described sequentially may in some cases be rearranged
or performed concurrently. Further, descriptions and dis-
closures provided in association with one particular em-
bodiment are not limited to that embodiment, and may
be applied to any embodiment disclosed.
[0029] Moreover, for the sake of simplicity, the at-
tached figures may not show the various ways (readily
discernible, based on this disclosure, by one of ordinary
skill in the art) in which the disclosed system, method,
and apparatus can be used in combination with other
systems, methods, and apparatuses. Additionally, the
description sometimes uses terms such as "produce" and
"provide" to describe the disclosed method. These terms
are high-level abstractions of the actual operations that
can be performed. The actual operations that correspond
to these terms can vary depending on the particular im-
plementation and are, based on this disclosure, readily
discernible by one of ordinary skill in the art.
[0030] The embodiments described herein relate to dry
powder inhalers for nasal administration of drugs, vac-
cines, and other therapeutic, preventative, and diagnos-
tic medical products. In some embodiments, the powder
is placed in an inhaler device from which it is lofted into
the airstream of the patient by the patient’s own expiratory
flow for conveyance into the naris. Such nasal dry powder
inhalers provide numerous advantages over convention-
al aerosol delivery systems, such as a nebulizer-liquid
vaccine system, including, for example, their simpler con-
struction and operation, low cost, and no need for exter-
nal power. In addition, dry powder vaccines and medica-
tions can have some advantages as the delivery agent
over other delivery media, such as less stringent cold
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chain requirements.
[0031] FIG. 1A illustrates a dry powder delivery device
10 comprising an air receiving section 12, a powder res-
ervoir receiving section 14, and a powder delivery section
16. FIG. 1B is an exemplary powder reservoir 18, which
can be secured to device 10 at powder reservoir receiving
section 14.
[0032] Powder reservoir 18 can have a sealing mem-
ber 20 that must be pierced or opened before powder
within powder reservoir 18 can be delivered to a location
outside of powder reservoir 18. Although FIG. 1B illus-
trates a sealing member that extends across and covers
a top portion of powder reservoir 18, it should be under-
stood that other types of sealing members can be used
to seal the reservoir before use. Sealing members can
be formed of various materials that are capable of sub-
stantially sealing powder within powder reservoir 18 with-
out reacting with the powder. In the example shown in
FIG. 1B, sealing member 20 comprises a foil lid.
[0033] FIGS. 2A-2C illustrate a method of coupling
powder reservoir 18 to device 10. As shown in FIG. 2A,
one or more alignment marks 22 can be provided on pow-
der reservoir 18 to create a visual cue for aligning powder
reservoir 18 with powder reservoir receiving section 14
to facilitate coupling of the powder reservoir 18 to device
10. In the event that powder reservoir 18 is designed to
be received by powder reservoir receiving section 14
concurrently with the removal and/or piercing of sealing
member 20, the alignment marks can be positioned on
sealing member 20 itself. For example, as shown in FIG.
2A, two alignment marks 22 are provided on an outward
facing surface of sealing member 20. Powder reservoir
receiving section 14 can have two corresponding seal-
cutting and/or seal-removing members (e.g., piercing
members 24) that extend from the powder reservoir re-
ceiving section 14.
[0034] As shown in FIG. 2B, after aligning piercing
members 24 with respective alignment marks 22, sealing
member 20 can be pierced by piercing member 24 as
the power reservoir 18 moves into contact with device
10 (or vice versa). If desired, respective guide members
can be provided on one or both of device 10 and powder
reservoir 18. For example, as shown in FIG. 1B and 2A,
powder reservoir 18 can be formed with one or more
grooves 26 that are configured to receive piercing mem-
bers 24 and guide them along an interior surface of pow-
der reservoir 18. In some embodiments, grooves 26 can
comprise a pair of grooves that extend along opposing
(facing) surfaces on the inside of powder reservoir 18.
[0035] As piercing members 24 extend into powder
reservoir 18, sealing member 20 is pushed back against
the walls of the inside of powder reservoir 18 as shown
in FIG. 2C. An attachment mechanism can be provided
to securely couple powder 18 to device 10. As shown in
FIG. 2C, the attachment mechanism can comprise one
or more grooves 28 along the base of powder reservoir
receiving section 14 that are sized to receive a lip 30 (or
rim) that extends along at least a portion of an upper

surface of powder reservoir 18. Thus, when fully inserted,
lip 30 snaps into grooves 28 to securely couple powder
reservoir 18 to device 10. In some embodiments this cou-
pling is irreversible, providing an auto-disabling feature
to prevent reuse of the device.
[0036] FIG. 3 shows a cross-sectional view of powder
reservoir 18 coupled to device 10. In FIG. 3, the piercing
members 24 have pushed back sealing member 20 (not
shown for clarity) along the inside wall of powder reservoir
18 and lip 30 is engaged with grooves 28. Accordingly,
as shown in FIGS. 2A-2C and FIG. 3, the removal of
sealing member 20 occurs during the act of attaching
powder reservoir 18 to device 10. This advantageously
reduces exposure of the contents of powder reservoir 18
by limiting the chances of contamination of the materials
within the reservoir before use. In other embodiments,
however, the sealing member can be removed (either
manually or through some other tool) and then the device
can be coupled to unsealed powder reservoir.
[0037] FIG. 4 illustrates device 10 coupled to powder
reservoir 18. As shown in FIG. 4, an inlet tube 32 can be
coupled to air receiving section 12. Inlet tube 32 can be
configured to receive air from any source. In addition,
inlet tube 32 can be formed with various shapes, such
as a cylindrical tube, so long as inlet tube 32 has a pas-
sageway that is configured to allow air from the source
to be delivered to the powder reservoir.
[0038] In one embodiment, inlet tube 32 can be con-
figured to receive exhaled air from a user to aerosolize
the powder and deliver the aerosolized powder through
powder delivery section 16. Powder delivery section 16
can be tapered at a nasal insertion area 17 (e.g., a nasal
prong tip) to allow comfortable insertion in a wide range
of nasal orifice sizes. In addition, as shown in FIG. 4, one
or more tabs 19 can be positioned at the base of the
nasal insertion area 17. Tab(s) 19 can prevent over-in-
sertion of the device into the nares, past the optimum
comfortable depth. As shown in FIG. 4, nasal insertion
area 17 can taper in a cylindrical manner from a larger
diameter to a smaller diameter at the tip.
[0039] When configured for oral exhalation of a user,
inlet tube 32 can have a first end 34 sized to receive a
mouth of a user and a second end 36 configured to be
coupled to air receiving section 12. Second end 36 can
be coupled to air receiving section 12 in any known man-
ner, including, for example, by a friction fit such as by
sliding a slightly larger diameter of second end 36 over
an outer surface of air receiving section 12 (or vice versa).
One or more protrusions can be provided on surfaces of
the air receiving section 12 and/or inlet tube 32 to secure
the two elements together.
[0040] FIG. 5 is a cross-sectional view of a portion of
device 10 coupled to an inlet tube 32 and a powder res-
ervoir 18. As shown in FIG. 5, inlet tube 32 has been slid
over an outer surface of air receiving section 12 and pro-
trusions 38 on air receiving section 12 are engaged with
mating grooves on an outer surface of inlet tube 32 to
removably secure the two elements together.
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[0041] Referring again to FIG. 4, inlet tube 32 can be
configured to permit exhalation, which is desirable to aer-
osolize the powder for delivery and restrict oral inhalation
of the powder by the user. In this embodiment, various
mechanisms can be provided to restrict oral inhalation
of the powder. For example, FIGS. 4 and 6 illustrate inlet
tube 32 with a flattened region 40 intermediate first end
34 and second end 36. As used herein, the term "flat-
tened" or "flattened region" refers to a structure that has
a first cross-sectional dimension that is significantly long-
er than and a second, perpendicular cross-sectional di-
mension. In some embodiments, the first cross-sectional
dimension is at least 1/3 longer than the second cross-
sectional dimension. In other embodiments, the first
cross-sectional dimension is at least twice as long, and
in some embodiments at least three times as long, as
the second cross-sectional dimension.
[0042] Flattened region 40 can be configured so that
it permits exhaled air to pass therethrough, but restricts
the delivery of inhaled air in the opposite direction. For
example, flattened region 40 can comprise a compliant
material with a relatively thin wall that opens easily (e.g.,
like a balloon) when air is blown into the flattened region.
However, when subjected to suction, the compliant flat-
tened region 40 will collapse, thereby restricting inhala-
tion by the user and delivery of powder from powder res-
ervoir 18 into the oral cavity of the user.
[0043] Other types of devices to restrict oral inhalation
of the powder can be provided. For example, FIG. 14
illustrates a device 10 that has a flow restricting member
that is moveable on the air inlet side of device 10 between
a first position that restricts air flow towards the inlet tube
32 and a second position that allows air flow towards
powder reservoir 18. In the embodiment shown in FIG.
14, the flow restricting member comprises a ball 41 that
is moveable into a valve seat 43 to restrict air flow towards
inlet tube 32 when air is withdrawn from the inlet tube
(e.g., during an inhalation). When air is directed into inlet
tube through an exhalation, ball 41 moves away from
valve seat 43, allowing air to pass to the flattened region
40 into powder reservoir 18.
[0044] In addition, during exhalation of the user, inlet
tube 32 can provide a visual indication of the act of ex-
haling. For example, flattened region 40 can be config-
ured to visually expand during user exhalation, thereby
providing a visual indication that the user has exhaled
into inlet tube causing delivery of aerosolized powder to
the user’s nasal orifice. The visual expansion of flattened
region 40 can comprise, for example, a significant visual
expansion of the cross-sectional area of flattened region
40, such as by expanding the cross-sectional area to
double the original size or greater when a exhalation is
delivered by a user that is sufficient to aerosolize the
powder in powder reservoir 18 and deliver it through pow-
der delivery section 16.
[0045] As shown in FIGS. 4 and 6, inlet tube can com-
prise multiple sections of different configurations. For ex-
ample, first end 34 can comprise a tubular member with

a generally circular cross section, flattened region 40 can
comprise a flattened and/or more oval construction, and
second end 36 can comprise another tubular member
with a generally circular cross section. As shown in FIG.
6, flattened region 40 can also have a wider profile along
the width of the flattened dimension than the tubular sec-
tions at the first and second ends 34, 36, to increase the
size of the cross-sectional area of flattened region 40
during exhalation. Although first and second ends 34, 36
are shown with generally circular cross sections, it should
be understood that the first and second ends 34, 36 can
be provided with other shapes if desired, including, for
example, oval, rectangular, etc.
[0046] FIGS. 7A and FIG. 7B illustrate another exem-
plary embodiment of an inlet tube 132 that is configured
to restrict air flow in the inhalation direction (indicated by
arrow 135) and permit air flow in the exhalation direction
(indicated by arrow 137). In this embodiment, inlet tube
132 can have an elongate member 139 (e.g., a tubular
streamer element) fastened or otherwise coupled to inlet
tube 132 and having a passage that extends there
through. In the exemplary embodiment of FIGS. 7A and
7B, elongate member 139 is fastened to an area inter-
mediate the first end 134 and second end 136 of inlet
tube 132 by an internal ring member 142. As shown in
FIG. 7A, elongate member 139 is maintained in a closed,
folded, and/or rolled configuration when no exhalation is
applied to elongate member 139, restricting air flow
through the passage of elongate member 139. If a user
inhales (pulling air in the direction of arrow 135), suction
on elongate member 139 is increased, further restricting
the flow of air through elongate member 139. However,
as shown in FIG. 7B, if an exhalation is applied to elon-
gate member (pushing air in the direction of arrow 137),
elongate member 139 can open up, unfold, and/or unroll
to open the passage within elongate member 139 and
permit air to pass through inlet tube 132.
[0047] In operation, elongate member 139 can also act
as a visual indicator of air flow within the inlet tube. As
shown in FIG. 7B, when an exhalation is applied to inlet
tube 132, elongate member 139 unrolls (like a streamer)
and the user or another observer (e.g., a physician or
other medical staff member) can see that the user has
exhaled with sufficient force to cause air to be delivered
through inlet tube 132.
[0048] In some embodiments, device 10 can be con-
figured to direct air into the powder reservoir in a sub-
stantially flat pattern. For example, as shown in FIG. 5,
device 10 comprises an air flow channel 48 that transi-
tions from a substantially circular cross-sectional area 50
to a narrowed zone 52. Narrowed zone 52 can be, for
example, an elongate slit-shaped passageway in air flow
channel 48. An intermediate transition zone 54 can be
provided to reduce air turbulence caused by the transition
of the flow channel 48 from a circular profile (e.g., area
50) to a flattened profile (e.g., narrowed zone 52). Nar-
rowed zone 52 can be sized to direct air through device
10 and into powder reservoir 18 in a substantially flat
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pattern, creating an "air knife"-type air flow profile.
[0049] FIGS. 8A and 8B are cross-sectional views tak-
en along portions of device 10 to illustrate an exemplary
transition from a non-flat cross-sectional air path (e.g.,
circular cross-sectional area 50) to a generally flat cross-
sectional air path (e.g., slit 52). As shown in FIG. 8B,
narrowed zone 52 is general defined by two side walls
56, 58. One or both side walls 56, 58 can be curved to
reduce turbulence of air flow through narrowed zone 52,
or to otherwise achieve a desired air flow pattern. In the
embodiment illustrate in FIG. 8B, the side wall closest to
the user during operation (i.e., side wall 56) is curved to
generally match a shape of powder reservoir 18. For ex-
ample, as shown in FIG. 1B and FIG. 5, powder reservoir
18 has side walls that curve inward at the sides as well
as at the bottom of powder reservoir 18. As shown in
FIG. 5, powder reservoir 18 is narrower at its bottom than
at its top (e.g., where lip 30 is located). When air is di-
rected into powder reservoir 18, the curvature of powder
reservoir 18 shown in FIG. 5 can help facilitate efficient
aerosolization and delivery of powder out of powder res-
ervoir 18 as indicated by arrow 60, which indicates a gen-
eral flow path of air in powder reservoir 18. As shown by
arrow 60, air flowing into powder reservoir 18 undergoes
a substantial reversal of direction from when it enters
powder reservoir 18 to when it exits powder reservoir 18.
Turbulence and fluid resistance within powder reservoir
18 can be reduced by providing a powder reservoir with
one or more curved walls as illustrated herein.
[0050] Accordingly, the geometry of flow channel 48
can facilitate effective entraining of a dose of dry powder
(containing medication, vaccines, etc.) into an airflow,
while breaking apart agglomerations of powder into their
constituent particles, without significantly increasing fluid
resistance through the device.
[0051] One or more expansion zones can be provided
at powder delivery section 16. For example, as shown in
FIG. 5, an expansion zone 62 is provided at the outlet of
powder reservoir 18 into device 10. Expansion zone 62
has a larger cross-sectional area than narrowed zone 52
to permit flow separation to allow for greater mixing of
the powder within the generated airflow. In addition, ex-
pansion zone 62 can further widen into a recirculation
zone 64, which can be configured to cause the largest
particles to recirculate back into higher velocity flow por-
tions of the airflow created by the user’s exhalation (or
other source).
[0052] FIGS. 9 and 10 illustrate fluid flow analyses for
exemplary dry powder delivery devices that utilize a nar-
rowed zone 52 to deliver a flattened pattern of air flow
into powder reservoir 18. The streamlines of FIGS. 9 and
10 show a high velocity air-knife pattern of flow entering
powder reservoir 18 and then expansion of the flow into
recirculation zones 64. FIG. 10 illustrates a device with
an expansion zone 62 before recirculation zone 64, with
FIG. 9 having only a recirculation zone 64, which func-
tions as both the expansion zone and recirculation zone.
As shown in FIGS. 9 and 10, the high velocity narrowed

pattern of airflow results in high lofting and effective deag-
glomeration of powder through powder delivery section
16.
[0053] FIG. 11 illustrates another embodiment of a de-
vice 210 that includes an air receiving section 212, a pow-
der reservoir receiving section 214, and a powder deliv-
ery section 216. Powder reservoir 218 can be secured
to device 210 at powder reservoir receiving section 214
by various known mechanical means, including, for ex-
ample, a friction fit. A flattened region 252 can be provid-
ed along the air receiving section 212 to create a flattened
pattern of air flow (e.g., an air-knife pattern) into powder
reservoir 218 when it is coupled to device 210 and air is
delivered in the direction shown by arrow 237.
[0054] In some embodiments, the delivery device can
be formed with a folding body as shown in FIG. 12A, FIG.
12B, and FIG. 13. FIGS. 12A and 12B illustrate front and
back views of a device 310 that comprises a unitary fold-
ing body that has two sections 370, 372 coupled by a
hinge member 374. Hinge member 374 can comprise a
"living hinge" formed of the same material as that of sec-
tions 370, 372 to allow the device to be molded as a
single piece. Hinge member 374 can be formed of a thin
amount of the material of sections 370, 372 to allow hinge
member 374 to bend along a line 376 of hinge member
374.
[0055] As shown in FIGS. 12A and 12B, sections 370,
372 can generally have bilateral symmetry so that after
molding the unitary device 310 in a substantially flat state,
sections 370, 372 can be folded about line 376 to form
an operational device for receiving a powder reservoir to
enable delivery of powder within the powder reservoir to
a nasal orifice of a user. After folding sections 370, 372,
the two sections can be secured together using various
methods of attachment. For example, sections 370, 372
can be coupled together along opposing flanges 378,
380 by an adhesive or other securing method, such as
ultrasonic welding. In some embodiment, energy direct-
ing features can be added at locations along the weld
area (e.g., the raised ridge 385 extending generally per-
pendicularly from flange 378 in FIG. 13) to facilitate ther-
mo-sonic coupling during the ultrasonic welding of the
seal and to extend the seal to minimize powder loss dur-
ing use.
[0056] Alternatively, or in addition, one or more phys-
ical features can be provided to secure sections 370, 372
to one another. For example, as shown in FIG. 13, one
or more projections 382 can be arranged on one section
in direct opposition to respective openings 384 sized to
receive the projections and form a friction or "snap" fit.
[0057] By forming the device with a living hinge as de-
scribed above, the device can be manufactured using a
single tool and at a relatively low cost. In addition, rela-
tively complex three-dimensional geometries, such as
those shown in FIGS. 12A and 12 (and described in more
detail elsewhere herein), can be formed as a unitary
molded structure in a quick-cycling, multiple cavity tool.
[0058] As disclosed herein, the combination of the de-
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livery device and the powder reservoir facilitate the dep-
osition of medication deep into the biologically active na-
sal mucosae-not just on the biologically inactive epithelial
tissues exterior to the nasal valve. In some embodiments,
the delivery of powder in this manner can be further im-
proved by causing an initial part of the powder dose to
be delivered into the naris to coat the surfaces of the
exterior nose and the nasal valve. This coating can at
least partially cover the mucous layer, thereby inhibiting
further capture of powder by these surfaces and enabling
the bulk of the powder dose to pass through the nasal
valve to desired target tissues deeper in the nasal tract.
[0059] To facilitate the delivery of powder to desired
target tissues, in some embodiments, the medication can
be mixed with sufficient excipient so that the excipient
provides a coating function, resulting in a reduced portion
of treatment agent that adheres to the nasal valve or other
non-target surfaces.
[0060] The powder can be layered in the cup so excip-
ient is preferentially lofted at the beginning of the dose
to provide the coating, and the treatment agent lofts out
of the cup at the end of the dose. For example, the ex-
cipient can be located in the powder reservoir at the exit
area of the powder reservoir.
[0061] To further facilitate the lofting of the excipient
before the medication (or other treatment agent), the ex-
cipient material can be selected so that it tends to loft
before the medication. For example, if low density spray
dried particles of excipient are included, these will tend
to rise to the surface in the powder reservoir due to grav-
itational settling. Also, because of their low density and
large cross-sectional area, they will loft before denser
particles.
[0062] In some embodiments, an excipient material
can be selected with hydrophilic porous interior, but low
surface energy exteriors. Such particles will be more like-
ly to stick to the moist nasal valve, but be less likely to
capture particles of medication.
[0063] In contrast to conventional systems, the sys-
tems disclosed herein can be manufactured relatively in-
expensively making them well-suited for use with single-
dose disposable use as is generally preferred for vacci-
nation. In addition, to restrict re-use of single-use dispos-
able delivery devices, in some embodiments the powder
reservoir can be configured to attach to the powder-res-
ervoir receiving area in an irreversible fashion. For ex-
ample, lips on the powder reservoir can be sized to lock
with the grooves so that the powder reservoir cannot be
removed from the device. This auto-disabling feature can
prevent reuse of the device, which can be particularly
useful in certain applications in which cross-contamina-
tion between patients is undesirable (e.g., vaccine deliv-
ery applications).
[0064] Although the devices described herein are gen-
erally intended for single-use disposable application, de-
pending on the particular nasal delivery application, in
some embodiments, the delivery devices can be cleaned
and/or sterilized for reuse with a different powder reser-

voir 18.
[0065] In addition, conventional systems generally per-
mit delivery of medication only to the lower respiratory
tract via oral inspiration, while the disclosed systems can
effectively deliver active ingredients to the nasal tract.
Delivery of dry powders to the nasal cavity provides an
attractive alternative to delivery to the deep lung and low-
er respiratory tract. Surfaces of the nasal cavity posterior
to the nasal valve have significant immunologically-ac-
tive tissues for the action of vaccines, and the nasal cavity
provides sites where medications can be effectively
transmitted to the brain.
[0066] For some dry powder medications or vaccines,
delivery should be restricted to the nasal cavity, i.e., neg-
ligible powder should be inspired below the larynx into
the lower respiratory tract. The dry powder devices dis-
closed herein can be powered by the patient’s exhalation.
Also, the exhalation can not only provide the air flow for
delivery of the powder, it can also prevent inspiration of
powder into the lower respiratory tract. Because the pow-
der delivery is automatically timed to occur during exha-
lation in this situation, the exhalation flow prevents inspi-
ration of powder into the lower respiratory tract. When
combined with a means to prevent accidental oral inspi-
ration of powder as described herein, the dry powder
devices disclosed herein are well suited for use by chil-
dren and others with limited ability to properly time pow-
der delivery within the breath cycle.
[0067] In view of the many possible embodiments to
which the principles of the disclosed invention may be
applied, it should be recognized that the illustrated em-
bodiments are only preferred examples of the invention
and should not be taken as limiting the scope of the in-
vention. Rather, the scope of the invention is defined by
the following claims. We therefore claim as our invention
all that comes within the scope of these claims.

Claims

1. A nasal delivery device (10,210,310) comprising:

an air-receiving section (12,212) that has a first
passageway therethrough to allow air to pass
through the air-receiving section (12,212);
a powder reservoir (18,218);
a powder-reservoir receiving section (14,214)
sized to receive the powder reservoir (18,218);
and
a powder-delivery section (16,216) that has a
second passageway therethrough to allow aer-
osolized powder from the powder reservoir
(18,218) to pass through the powder-delivery
section (16,216),
wherein the first passageway has a first end and
a second end, the first end being further from
the powder-reservoir receiving section (4,214)
and the second end being at or near the powder-
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reservoir receiving area (14,214),
wherein the second end of the air-receiving sec-
tion (12,212) comprises a flattened region
(52,252) so that air exiting the air-receiving sec-
tion (12,212) has a generally flattened profile;
and wherein
the powder reservoir (18,218) contains a treat-
ment agent and an excipient, the powder reser-
voir (18,218) comprising a pair of opposing side-
walls, the opposing side walls being generally
curved toward one another to facilitate air flow
across an inside surface of each sidewall, so
that in use the powder reservoir (18,218) is nar-
rower at the bottom than at the top, the device
(10,210,310) further comprising:

a sealing member (20) for sealing the treat-
ment agent and the excipient inside the
powder reservoir (18,218); and
an attachment member extending from the
powder reservoir (18,218) to facilitate cou-
pling of the powder reservoir (18,218) to the
powder-reservoir receiving section
(14,214) of the device (10,210,310).

2. The device of claim 1, wherein the powder reservoir
(18,218) has a frangible cover (20) and the frangible
cover (20) has one or more alignment markings (22)
to facilitate alignment of the powder reservoir
(18,218) when coupling it to one or more piercing
members (24) on the powder-reservoir receiving
section (14,214).

3. The device of claim 1, wherein the excipient is se-
lected and placed in the powder reservoir (18,218)
so that a greater portion of excipient lofts before the
treatment agent.

4. The device of claim 1, wherein the sealing member
(20) comprises a frangible member.

5. The device of claim 4, wherein the sealing member
(20) is a foil member or a polymer film.

6. The device of claim 1, wherein the sealing member
(20) comprises one or more alignment markings to
facilitate alignment of the powder reservoir (18,218)
when coupling the powder-reservoir receiving sec-
tion (14,214).

7. The device of claim 1, wherein the excipient is se-
lected so that a greater portion of excipient lofts be-
fore the treatment agent when exposed to an air flow,
and the excipient is positioned in the powder reser-
voir (18,218) relative to the treatment agent so that
a greater portion of excipient lofts before the treat-
ment agent when exposed to an air flow.

8. The device of claim 1, wherein the attachment mem-
ber comprises a lip member that is sized to be re-
ceived in a groove (28) on the powder-reservoir re-
ceiving section (14,214) of the nasal delivery device.

9. The device of claim 1, further comprising an inlet
tube (32,132) coupled to the air-receiving section
(12,212), the inlet tube (32,132) having a first end
(34,134) sized to be placed in a mouth of a user to
receive air from an exhalation of the user.

10. The device of claim 9, wherein the inlet tube (32,132)
comprises a visual indicator of air passing there-
through.

11. The device of claim 10, wherein the visual indicator
comprises an expandable region of the inlet tube
(32,132), the expandable region being expandable
from a first, flattened configuration to a second, ex-
panded configuration when air passes through the
inlet tube (32,132).

12. The device of claim 10, wherein the visual indicator
comprises an elongate member (139) fastened to
the inlet tube (32,132), the elongate member (139)
being configured to change shape when air passes
therethrough.

13. The device of claim 12, wherein the elongate mem-
ber (139) unrolls when air passes therethrough.

Patentansprüche

1. Nasale Zufuhrvorrichtung (10, 210, 310), die Folgen-
des umfasst:

einen Luftaufnahmeabschnitt (12, 212), der ei-
nen ersten Durchgang durch diesen hindurch
aufweist, um zu ermöglichen, dass Luft durch
den Luftaufnahmeabschnitt (12, 212) strömt;
ein Pulverreservoir (18, 218);
einen Pulverreservoir-Aufnahmeabschnitt (14,
214), der dimensioniert ist, um das Pulverreser-
voir (18, 218) aufzunehmen; und
einen Pulverzufuhrabschnitt (16, 216), der einen
zweiten Durchgang durch diesen hindurch auf-
weist, um zu ermöglichen, dass aerosoliertes
Pulver aus dem Pulverreservoir (18, 218) durch
den Pulverzufuhrabschnitt (16, 216) hindurch-
tritt,
wobei der erste Durchgang ein erstes Ende und
ein zweites Ende aufweist, wobei sich das erste
Ende weiter weg von dem Pulverreservoir-Auf-
nahmeabschnitt (14, 214) befindet und sich das
zweite Ende an oder nahe an dem Pulverreser-
voir-Aufnahmebereich (14, 214) befindet,
wobei das zweite Ende des Luftaufnahmeab-
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schnitts (12, 212) eine abgeflachte Region (52,
252) umfasst, so dass Luft, die aus dem Luft-
aufnahmeabschnitt (12, 212) austritt, ein im All-
gemeinen abgeflachtes Profil aufweist; und wo-
bei
das Pulverreservoir (18, 218) ein Behandlungs-
mittel und einen Exzipienten enthält, wobei das
Pulverreservoir (18, 218) ein Paar einander ge-
genüberliegender Seitenwände umfasst, wobei
die einander gegenüberliegenden Seitenwände
im Allgemeinen zueinander gekrümmt sind, um
die Luftströmung über eine Innenoberfläche je-
der Seitenwand zu erleichtern, so dass das Pul-
verreservoir (18, 218) in Gebrauch unten
schmäler ist als oben, wobei die Vorrichtung (10,
210, 310) ferner Folgendes umfasst:

ein Dichtungselement (20) zum Abdichten
des Behandlungsmittels und des Exzipien-
ten im Inneren des Pulverreservoirs (18,
218); und
ein Befestigungselement, das sich ausge-
hend von dem Pulverreservoir (18, 218) er-
streckt, um das Koppeln des Pulverreser-
voirs (18, 218) mit dem Pulverreservoir-Auf-
nahmeabschnitt (14, 214) der Vorrichtung
(10, 210, 310) zu erleichtern.

2. Vorrichtung nach Anspruch 1, wobei das Pulverre-
servoir (18, 218) eine zerbrechliche Abdeckung (20)
aufweist und die zerbrechliche Abdeckung (20) eine
oder mehrere Ausrichtungsmarkierungen (22) auf-
weist, um die Ausrichtung des Pulverreservoirs (18,
218) zu erleichtern, wenn dieses mit einem oder
mehreren Durchstoßelementen (24) auf dem Pulver-
reservoir-Aufnahmeabschnitt (14, 214) gekoppelt
wird.

3. Vorrichtung nach Anspruch 1, wobei der Exzipient
so ausgewählt und in dem Pulverreservoir (18, 218)
platziert wird, dass ein größerer Teil des Exzipienten
vor dem Behandlungsmittel abgegeben wird.

4. Vorrichtung nach Anspruch 1, wobei das Dichtungs-
element (20) ein zerbrechliches Element umfasst.

5. Vorrichtung nach Anspruch 4, wobei das Dichtungs-
element (20) ein Folienelement oder eine Polymer-
folie ist.

6. Vorrichtung nach Anspruch 1, wobei das Dichtungs-
element (20) eine oder mehrere Ausrichtungsmar-
kierungen umfasst, um das Ausrichten des Pulver-
reservoirs (18, 218) beim Koppeln des Pulverreser-
voir-Aufnahmeabschnitts (14, 214) zu erleichtern.

7. Vorrichtung nach Anspruch 1, wobei der Exzipient
so ausgewählt ist, dass ein größerer Teil von Exzi-

pient vor dem Behandlungsmittel abgegeben wird,
wenn dieser einer Luftströmung ausgesetzt ist, und
der Exzipient in Bezug auf das Behandlungsmittel
so in dem Pulverreservoir (18, 218) positioniert wird,
dass ein größerer Teil des Exzipienten vor dem Be-
handlungsmittel abgegeben wird, wenn dieser einer
Luftströmung ausgesetzt ist.

8. Vorrichtung nach Anspruch 1, wobei das Befesti-
gungselement ein Lippenelement umfasst, das so
dimensioniert ist, dass es in einer Nut (28) auf dem
Pulverreservoir-Aufnahmeabschnitt (14, 214) der
nasalen Zufuhrvorrichtung aufgenommen wird.

9. Vorrichtung nach Anspruch 1, ferner umfassend ein
Einlassrohr (32, 132), das mit dem Luftaufnahme-
abschnitt (12, 212) verbunden ist, wobei das Ein-
lassrohr (32, 132) ein erstes Ende (34, 134) aufweist,
das so dimensioniert ist, dass es in einem Mund ei-
nes Benutzers positioniert werden kann, um Luft
durch das Ausatmen des Benutzers zuzuführen.

10. Vorrichtung nach Anspruch 9, wobei das Einlassrohr
(32, 132) einen Sichtindikator für die durchströmen-
de Luft umfasst.

11. Vorrichtung nach Anspruch 10, wobei der Sichtindi-
kator eine erweiterbare Region des Einlassrohrs (32,
132) umfasst, wobei die erweiterbare Region aus-
gehend von einer ersten abgeflachten Konfiguration
zu einer zweiten erweiterten Konfiguration erweiter-
bar ist, wenn Luft durch das Einlassrohr (32, 132)
strömt.

12. Vorrichtung nach Anspruch 10, wobei der Sichtindi-
kator ein längliches Element (139) umfasst, das an
dem Einlassrohr (32, 132) befestigt ist, wobei das
längliche Element (139) konfiguriert ist, seine Form
zu verändern, wenn Luft durch dieses strömt.

13. Vorrichtung nach Anspruch 12, wobei sich das läng-
liche Element (139) entfaltet, wenn Luft durch dieses
strömt.

Revendications

1. Dispositif d’administration nasale (10, 210, 310)
comprenant :

une section de réception d’air (12, 212) qui a un
premier passage à travers celle-ci pour permet-
tre à de l’air de passer à travers la section de
réception d’air (12, 212) ;
un réservoir de poudre (18, 218) ;
une section de réception de réservoir de poudre
(14, 214) dimensionnée pour recevoir le réser-
voir de poudre (18, 218) ; et
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une section d’administration de poudre (16, 216)
qui a un second passage à travers celle-ci pour
permettre à une poudre en aérosol provenant
du réservoir de poudre (18, 218) de passer à
travers la section d’administration de poudre
(16, 216),
dans lequel le premier passage a une première
extrémité et une seconde extrémité, la première
extrémité étant plus éloignée de la section de
réception de réservoir de poudre (4, 214) et la
seconde extrémité étant au niveau ou à proxi-
mité de la zone de réception de réservoir de pou-
dre (14, 214),
dans lequel la seconde extrémité de la section
de réception d’air (12, 212) comprend une ré-
gion aplatie (52, 252) de sorte que de l’air sortant
de la section de réception d’air (12, 212) pré-
sente un profil généralement aplati ; et dans le-
quel
le réservoir de poudre (18, 218) contient un
agent de traitement et un excipient, le réservoir
de poudre (18, 218) comprenant une paire de
parois latérales opposées, les parois latérales
opposées étant généralement incurvées l’une
vers l’autre pour faciliter un écoulement d’air à
travers une surface intérieure de chaque paroi
latérale, de sorte qu’en utilisation, le réservoir
de poudre (18, 218) est plus étroit au niveau du
fond qu’au niveau du sommet, le dispositif (10,
210, 310) comprenant en outre :

un élément d’étanchéité (20) pour sceller
l’agent de traitement et l’excipient à l’inté-
rieur du réservoir de poudre (18, 218) ; et
un élément de fixation s’étendant à partir du
réservoir de poudre (18, 218) pour faciliter
un couplage du réservoir de poudre (18,
218) à la section de réception de réservoir
de poudre (14, 214) du dispositif (10, 210,
310).

2. Dispositif selon la revendication 1, dans lequel le ré-
servoir de poudre (18, 218) a un couvercle frangible
(20) et le couvercle frangible (20) a une ou plusieurs
marques d’alignement (22) pour faciliter un aligne-
ment du réservoir de poudre (18, 218) lors de son
couplage à un ou plusieurs éléments de perçage (24)
sur la section de réception de réservoir de poudre
(14, 214).

3. Dispositif selon la revendication 1, dans lequel l’ex-
cipient est sélectionné et placé dans le réservoir de
poudre (18, 218) de sorte qu’une plus grande partie
de l’excipient gonfle avant l’agent de traitement.

4. Dispositif selon la revendication 1, dans lequel l’élé-
ment d’étanchéité (20) comprend un élément fran-
gible.

5. Dispositif selon la revendication 4, dans lequel l’élé-
ment d’étanchéité (20) est un élément en feuille ou
un film polymère.

6. Dispositif selon la revendication 1, dans lequel l’élé-
ment d’étanchéité (20) comprend une ou plusieurs
marques d’alignement pour faciliter un alignement
du réservoir de poudre (18, 218) lors du couplage
de la section de réception de réservoir de poudre
(14, 214).

7. Dispositif selon la revendication 1, dans lequel l’ex-
cipient est choisi de sorte qu’une plus grande partie
de l’excipient gonfle avant l’agent de traitement lors-
qu’il est exposé à un écoulement d’air, et l’excipient
est positionné dans le réservoir de poudre (18, 218)
par rapport à l’agent de traitement afin qu’une plus
grande partie de l’excipient gonfle avant l’agent de
traitement lorsqu’il est exposé à un écoulement d’air.

8. Dispositif selon la revendication 1, dans lequel l’élé-
ment de fixation comprend un élément de lèvre qui
est dimensionné pour être reçu dans une rainure (28)
sur la section de réception de réservoir de poudre
(14, 214) du dispositif d’administration nasale.

9. Dispositif selon la revendication 1, comprenant en
outre un tube d’entrée (32, 132) couplé à la section
de réception d’air (12, 212), le tube d’entrée (32, 132)
ayant une première extrémité (34, 134) dimension-
née pour être placée dans une bouche d’un utilisa-
teur pour recevoir de l’air provenant d’une expiration
de l’utilisateur.

10. Dispositif selon la revendication 9, dans lequel le tu-
be d’entrée (32, 132) comprend un indicateur visuel
de l’air qui passe à travers.

11. Dispositif selon la revendication 10, dans lequel l’in-
dicateur visuel comprend une région extensible du
tube d’entrée (32, 132), la région extensible pouvant
être étendue d’une première configuration aplatie à
une seconde configuration étendue lorsque de l’air
passe à travers le tube d’entrée (32, 132).

12. Dispositif selon la revendication 10, dans lequel l’in-
dicateur visuel comprend un élément allongé (139)
fixé au tube d’entrée (32, 132), l’élément allongé
(139) étant configuré pour changer de forme lorsque
de l’air passe à travers.

13. Dispositif selon la revendication 12, dans lequel l’élé-
ment allongé (139) se déroule lorsque de l’air passe
à travers.
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