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NASAL ADM NI STRATI ON OF DESMOPRESSI N FI ELD-CGF. THE | NVENTI ON 5 The
present invention relates to nasal administration of deasopressin,

desnopressin agRjelfsr@nd ot her pharmaceutically acceptable dWﬁﬁm@
salts, and to optinmal conpositions for such adm nistration.

BACKGRClJND OF THE I NVENTI ON Nasal administration is an attractlve route for-
delivery of therapeutic peptides. However, &he art is deficient in optinal

conditions for intranasal depositjon ept ide dry ] have to 15
over come the nasal nucosal NOEFH W@ﬁ%”@&ﬁ@ggfgli}%%%%gwatlon and be
delivered, in effective form to intended peripheral target organs. In

addi ti on, nost sgknbher kRBVENVERPIeNIes suitabl e for nasal administration are
expensi ve, and the current trend is wasteful "over" deI i very of such
expensi ve asal pep r.t fo&

i g‘kde etsea 1“"8%’% Lzes to saﬁ .Lm.,s f%rf%b Tz

npr ovene in nas I I'stration st n ower

t han 50 [err]I dﬁﬁmwi urﬁ?“@”%&f‘t%‘?f%?b@%@tﬁ?ﬁ(?%‘%?%’ﬁuéi Hose

accuracy and pressaptatieydesmosreesin valenl iapdrie ratinalgermprajdions Loxopuch

assured; on thedethbstxaghen. a hi gher volune, over 150 [err]l, is considered
In the art as unsuitable 25 as this is known to lead to roodi ng. F.

Mor6n, Ae{Psol SalcReARMRCbR SeVRirPik®bnal - . Eds., page 346, Elsevier
Sci entlflc Anst erdam (1993). There is a need for accurate delivery and an

econom cal system for effective nasal adm nistratjon of Jt;pt ides. In 30
-

particular, a need &2pat Sdmdpizfirazion & an MHE*3ptiVrarew i §r§elsi9’§¥¥rﬁq‘ or
effecti ve nasalthadmbenticr pentident Hewevernr &bsi#rt is deficient in cptimal
conditions for intranasal deposition of peptide drugs which have to

15 overcome the nasal mucosal barrier, enter the systemic circoulation
and be delivered, in effective form, to imtended peripheral target
organs. In addition, most of the known peptides suitable for nasal
administration are expensive, and the current trend is wasteful
"ovexr® delivery of such expensive nasal peptides, Thers is thus a

20 need in the art for improvements in nasal peptidal administration.

Dispensing volumes lower than 50 pl by nasal pump is reported
as being unacceptable as dose accuracy and probability of effective
delivery to target organs is not assured: on the other hand, a
higher volume, ovey 150 pl, is comnsidered in the art as unsuitable

25 as this is known te lead to flooding: ¥. Morérn, Aerosols in
Medicine. Morén et al., Eds., page 346, Elsevier Scientific,
Amsterdam (1933}.

There is a need for accurate delivery and an economical
system for effective nasal administration of peptides. In

30 particular, a need exisis for an accurate and optimal delivery
gsystem for effective nasal administration of desmopressin
{hereinafter also "DDAVP).

OBJECTS OF THE INVENTION
35
> It is an object of the invention te provide a single dose
pharmaceutical composition of desmopressin, desmopressin acetate
or other pharmaceutically acceptable desmopressin salts for nasal
administzatien, which composition is an improvement, providing
40 optimal, effective delivery to peripheral targets. '
It is another cbject of the invention to provide an agueous
stock solution of desmopressin, desmopressin acetate ¢r a salt



(heFei nafter al so "DDAVP). OBJECTS OF THE INVENTION 35 It is an object of
the invention to provide a single donse pharnaceutical conposition of
desnopressin, desnopressin acetate or other pharmaceutically acceptable

desnopressi n g Wr nasal administration, which conpositigdess@bio

| nprovenent, providi ng 40 opti mal , effect ive delivery to.perip eral
targets. It is another object of the invention to provide an aqueous stock
sol ution of desnopressin, desnopressin aceBate or a salt WO 97/ 48379

PCT/ SE97/ 01010 2 of desm)preSS| n. A further object is to provide a neans
for nasal adnPhi $48"ePER3%R-0f an aqueous stock sol ution of desnopressin,
desnopressi n acet abefunther rhyjeghaidccprivide| § nease pfabinesalie swpprbsisi-n
salts, 5 bofon efcab atduands camesk Sécinit i ck SyfeHemidprRsein,a deshepreseinb t O
75 [err]l, moagetuRf 0f I&thed WRkrFBeht UML) dd2epOatf ity BhdmopaRdsim é&i&.&l cul ar

a vol Une ;of algut, 20t Qs 4l E&HilstexY@td;QBQxiéﬁ 0BGl vb SO BT Y195 %1,

thod f t t at
et od 1 ol Slaephald fy et Og E8F dUa6e mprbs A B8 IRSEEA RO v eni ent
t

ot her 10 pf’?a caut
manner such tFi’S%m??oﬁ&%‘?% e?‘?é *e concentrations are delivered to the

pl asma of a patien¥et Amoftiel tabinat igbfremrayide e mebiyedhtfioonnasnlit 0 provi de a
nmet hod administration of deamopressin, desmopressin acetate or other

19 pharmaceutically acceptable desmopressin salt in a convenient
manner such that consistent, effective concentrations are delivered
te the plasma of a patient.

An additional object of the invention is to provide a method
for manufacture of a medicament for treating urinary disorders
15 selected from the group consisting of diabetes insipidus, urinary
incontinence, general senuresis and nocturnal enuresis.
These and other objects will be apparent to those skilled in
this art after having the benefit of this disclosure.

20 SUMMARY OF THE INVENTION

For purposes ef this description, desmopressin (DDAVP) is
1- {3-mercapteopropionic acid}-8-D-arginine vascpressin. The term
"nasal® comprises the term *intranasal® meaning, in context,

25 the delivery of drugs through the nasal mucosa.

The invention includes a single dose pharmaceutical com-
positien for nasal administration comprising an aguesus soluticen
having a volume of from about 5 to about 75 pl, with the solution
eontaining from about 0.1 to about 2.0 mg/ml of a compound selected

30 E£rom desnmopressin, desmopressin acetate or a pharmaceutically
acceptable salt of desmepressin. The sclutiocn can have a volume of
from about 10 to about 50 ul:; from about 20 to about 45 pl: or
about 35 pl. The compound is from about 0.1 to about 0.5 mg/ml or
about 0.5 te about 2.0 mg/mi in the sclution.

35 Also included in the ianvention is a means for delivery in
conjunction with a nasal spray pump or a device for dropwise nasal
administration for repeated dispensation of a volume from about &
to about 75 pl of an aguecus sclution containing from about 6.1 to
about 2.0 mg/ml of desmopressin, desmopreSSin acetate or a

40 pharmaceutically accepiable desmopressin salt. The solution im the
delivery means has a volume of from about 10 to about 50 pl; from
about 20 te about 45 ul; or about 35 pl.



for manufacture of a nedicanment for treating urinary disorders 15
sel ected fromthe group consisting of diabetes insipidus, urinary
i nconti nence, general enuresis and nocturnal enuresis. These and ot her

objects will hgpapgasent to those skilled in this art after hpeysasmibe
benefit of this disclosure. 20 SUMVARY OF THE | NVENTI ON For purposes of
this description, desnopressin. (DDAVP) is 1-(3-mercaptopropionic )
aci d) - 8- D-argi ni ne vasopressin. The term” r?asal " conprises the term

N ntr anasal ) rreani l nr Ca%%t eétdf %ge ;.nvemltz' %%hgé £1)r uggli\&z&ug@ t he

nasal nmucosa. The i ven?lon FhelUded SIn rnaceutlca

position for ngeRALshems rﬂléﬁ'i‘adtlleﬁﬁé%&?p?‘?%‘?lﬁé %m“ 8 ?ﬁ?’sd §8§‘?ﬁﬂrﬁﬁs%| ng a
vol une of fronledropressinoagtnte 75 o phrinacoukispliNcacesnieble desneRIIHSAR
fromabout 0. lsdix,aboutrod. Soany/ M wf aboeOrHfouh e ehesqueeu8lsokutibnom
desnopr esgi n, é&ﬁs@am@%ﬂemm@m wesﬁom@mwgealdzyaaﬁwabmmm of
desnopr essi n. %’ %ié |d%g esﬁtv %nd‘prg Qut, t@ola&put 50
[err]]; froma % o,ut errii& cal ound
i s from about B&”Ptt BWT“ o5 tpg/ °'§1‘b%ﬁff’ fio 3 ??ﬁ n?‘ﬁ t he
sol ution. 35 urinary disqrdgrs fur dipbeips ﬂ%@?%n Yrdngrygncentipence,
delivery in cogenareii emnests sndnasctiurspl sapupesis.or a devi ce for dropw se
nasal adgpni stration for repeated dispensation of a volunme fromabout 5 to

about 75 [err] bpffr 8Rs@pe00® cFObidt ipdAwe@t ai ning from about 0.1 to about
2.0 ng/ M of desnopressi n desrmpressi n acetate or a 40

phar maceutically ac t ressin u L on t he I|very
neans has a vol ume %‘féj i p&ﬁgﬁgq%ogf SgtressﬁlFerr s %: % out" ag
about 45 [err] pithpithgpinsess jrveption.
15
CETAILED DESCRIPTION OF THE INVENTION

According to the present invention, single doses of pharma-
ceutical compositions in the form of agqueons selutiens having a
20 volume of from § to 75 pl and containing frem 0.1 to 2.0 mg/ml of
desm@pregsin, desmopressin acetate or & molarly corresponding
amount of a pharmaceutically acceptable salt thereef, are provided.
The compositions of the present invention are useful for the
management of various urinary disorders such as those associated
25 with diabetes insipidus, inceontinence and enuresis, in particular,
nocturnal enuresis.
the aqueous solution preferably has a volume of 10 te 75 nl.
More preferred is a volume of from 15 to 50 pl, and in particular,
a volume of about 20 to 4% npl. Independent of the preferred volumes

30 for the agueous solution, it is preferred for the comncentration of
desmopressin to range from 0.1 to €.5 mg pexr ml, or f£from 0.5 to 2.8
mg per ml.

According to the invention, a sealed container specific for

uge with a nasal spray pump or a device for dropwise nasal

38 administration is provided, for repeated dispensation of a volume
of 5 to %5 pl, more preferred a volume from 1€ to 30 pl, and, in
particular, a volume of about 20 to 45 nl, of an aguecus stock
solution of desmopressin, desmopressin acetate or cothex
pharmaceutically acceptable desmopressin salt.

49 The sealed container dispenses single, consistent doses of a
stock solution containing from 0.1 to 0.5 my per ml or from 0.5 to
2.0 mg per ml of desmopressin acetate or a molarly corresponding
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Anot her aspect of the invention is a nethod for delivery of consistent

pl asma | evel s of nasally adm ni stered desnopressin, desnopressin acetate or
a pharmaceuti byaRmcert abl e desnopressin salt, at from aboy., e PO Ut
50 [err]l of an aqueous solution 5 cont ai ni ng desnopressin, desnopressin
acetate or a pharnaceutically acceptable desnopressin salt in the range of -
fromabout 0.1 to about 2.0 ng/m in the sd ution. The nmethod is useful for
treating urinary disorders such as di abetes _ insipidus, urinar

i ncont i nence, YEWEFPE éiﬁﬁ’?‘%%‘iefséﬂf’n@%??ﬁ-ﬁét’lltgkﬂ?ge@%’?mfﬁuﬁﬁ%ﬁyDESCRI PTI ON
OF THE DRAW NGwiegtabilejspittaf dpanopraghinalThecinpaysPEp o8sthe @evies Jorat ed
Wi t'h the presefitopwhse nidmini sthis tDE AdalyEBD: DESERX #ERIONL OF thelFcditEhET Gdd be
According to tdmspRESSRIL The Vel OfumpS i B ghfe0sssy of ghabifecomgfubilsl type
conposi ti gns i fod Res{ Gl 25r AUISOHS, 28! HV iR mgwgﬂgg the’Gapge A

from5 to 75 [Fgg rpgl and containing fromO.1 to 0 esnopressin,
desnopressin acet’ate or a nolarly correspondi ng anount of_ a

phar maceuti cal | y ad@Bpfifgle® g9re qomReEfionand 56\ F sk, sainties fsoreiths of
t he present intertbeoirvantéionafayl cénfiainhesnatdgortrsAirefcopdreblingupgenisy
di sorders suchswh shoseiiasscadicatde; 2reservanivas divabese hil nsbytiaftad, ox
i nconti nggce apch-ANUEMRIS chidk iRl td %Ifgéxmgoaﬁéﬁm%kzcsrug 88l 5um PREsSKELROUS
sol ution pref %P%&iﬁk@%ﬁxk{% lﬂﬁ%i’@és j«i@sié’me@t emrsarilaltain & pH from about 4 to
about 6, preferably of about 5; and absorption enhancing agents
suczh as bile salts, monclauryl ethers of macrogols and fusidate
derivatives.

15 Other phermaceutically acceptable solutions and compesitions
in ssaled containers for use with & spray pump or a device for
dropwise nasal administration for dispensation of a single dose of
a pharmaceutical composition of desmopressin, desmopressin acetate
or other pharmaceutically acceptable desmopressin salts in molar

20 ranges eguivalent to those herein described are well within the
scope of this disclosure.

Alse disclosed is the manufacture of s medicament for treating
urinary discrders selected from the group consisting of diabetes
insipidus, urinary incontinence, gensral enuresis and nocturnal

25 enuresis, the medicament comprising a compound selected from the
group consisting of desmopressin, desmopressin acetate and a
pharmaceutically acceptable desmopressin salt, the medicament
comprising from about 10 to about 75 pl of an agueous solution
containing said compound im the range of from about 0.1 to about

30 2.0 mg/ml of said solution.

The invention is based on the finding that intranasal
administration of desmopressin acetste at a concentration of about
1.5 pg/pl gives rise to essentially the same desmopressin
concentration profile in plaswa independent of the amount

35 administered ever a range from 25 tc 188 ul for adults and is
egually effective as such a range of administration. This pattern
extends to even lower volumes for adults, such as a volume of 10 %o
15 pl, and for children, to a volume below 10 pl, such as a volume
of about 5 to 7 nl.

40 Presently available metering spray pumps on the market are
not useful for reproducible dispensation of volumes below about
50 pl. This is due to lack of incentive for developing and



More preferred is a volunme. of from15 to 50 [err]l, and in particular, a
vol unme of about 20 to 45 [err]l. Independent of the preferred vol unes 30
for the aqueous soI ution, it is preferred for the concentration of

desnopressin tworsmgesfrom 0.1 to 0.5 ng per m, or from 0.5 deSuadsflosfly PET
m . According to the invention, a seal ed container specific for use wth a
nasal spray punp or a device for dr opw se nasal 35 admnistration is
provi ded, for repeated di spensation of a vo? ume of 5 to 75 [err]]l, nore

preferred a vo 0 artr voI une .of
about 20 to 45 gﬂi Qn%'%:% é&mﬁ ubLgéJs]set ggg f‘m?/ on' cg g%g‘? uopRessin
desnopressi n aBe¥ %Ye i ?‘t%ﬁ‘iﬁ‘%@é’ﬁﬂ ein3 §o skhee frventd ogeitieiagsi n
sait. 40 disclopgpg weapely dont thahdirdt Syoasey thiaglencréphbirst ent doses
of “a’stock solution containing from0.1 to 0.5 ng per M or from0.5 to 2.0

mg per nl sof desnopries bl AdelaseupleaddiingttitesOhe SHARFEMknce WL/ 48379
PCT/ SE97/ 01010 fztt0 88 tp10ams S5dERR fe%%';% PﬁomPER&rad%‘ih g@é&%@ W&M ically
ce or

accept abl e sal dropw se
admi ni strati on&eéﬂwggggﬂfggﬁ%&g W t%%gﬁeyecsoﬁgg?féﬁ@ ﬁﬁ%ﬁa&g W'E‘ﬁ&&ﬁ%ﬁmﬁm‘ﬁe
spray punp is preferably of t he preconpression type 5 and desi gned for
delivery of a ¥®MHE within the range of from5 to 75 [err]l. The single
dose conp@sition and the stock solution according to the invention nay

contain osnoti c- pres Ytoek CEBlut bk idddta08MgSe. 3 mg desmopressin acetate per
ml in distilled water was prepared. Varying doses of this stock
solution were administered to six healthy male volunteers.
Administration was in the form of nasal spray by using metered

is5 spray pumps provided with nebulizer heads.

The following dosages were administered to each nostril of
each human volunteer: 75 pg in 25 pl, 150 pg in 50 pl, 216 »g in 70
pl, and 300 pg in 100 pi. The combined results arxe summarized by
the graph depicted in Fig. 1. Whereas individual variatioms were

20 present in the desmopressin plasma profile, the dose volume/plasma
profile relationship was essentially the same for all tested
individuals.

Fig. 1 shows that, within the dosage range investigated, the
plasma level effect is not'dependent on the administered volume of

25 a desmopressin solution of a given desmopressin acetate concen-
tration (1.5 pg/pl). This relationship also holds for a broader
range of concentrations, such as from 6.1 pg/pl to 2 pg/pl, and for
desmopressin and pharmaceutically acceptable salts of desmopressin
ether than the acetate.

30 Various modifications and alterations to the present inven-
ticn may be appreciated based on a review of this disclosure. These
changes and additions are intended to be within the scope and
spirit of this invention as defined by the following claims.

35



such as sodium chl ori de; preservatives such as chl orbutanol or 10

benzal koni um chl ori de; a buffering agent such as sodi um phosphate or sodi um
citrate buffers designed to maintain a pH fromabout 4 to about 6,
preferably of gah@uks/f; and absorption enhancing agents such i Its,
nonol auryl ethers of macrogols and fusidate derivatives. 15 @TM&@@Q her
phar maceutical |y acceptabl e solutions and conpositions in seal ed containers
for use with a spray punp or a device for @ropw se nasal adm nistration for
di spensation of a single dose of a pharmaceuytical conposition of
desnopressin, desnopressin acetate or %t]hgrzﬁhfr maceuti cal |y acceptabl e
desnopressin salts in nolar 20 ranges equi valent to those herein

descri bed are lweh|sixigini gpseh phagmgeuticalhcemmisitias foe. nddado di scl osed is

t he manuf act uaembbi straetier awrpiidiag:treating urinary di sorders sel ected
from the sgroup ConghSiduedud! scluRPEl §RviRg Piliisne WE PALY 2bBSOY LRCHC
general enuresjks f;nc;ngocturnal 25 enuresi s, the nedl canent” conprising a
conmpound sel ected fr t he group consi sting of desnopressin, desnopressin
acetate and a phar ﬁﬁggtﬂ"llgﬁf‘?ﬁ/ SRS F M BRRF 8s3i P Skpet Z.Qemadmli e&nent
conpri si ng fr @nfamRARRD18elestel otRom7Ehe Gizplp whsiptinguebudessobressim,

cont ai ni ng saidd¢suepnssahn dcetehe andngeplefmbcamiabbly atcdptaplabgait 30 2.0
ng/ M ofigsai d desheitedsin.The i nvention is based on the finding that

i ntranasal adm nistration of desnopressin acetate at a concentration of

about 1.5 pg/pl @i I sentially the sane, desnppressin
concentrat i on%'rﬁ#éi/%%m%%%%iggngficﬁasém ?ﬁdéﬁ?m&fi PRk gﬁiﬂ onjhas a volume
adni ni st er ed (?%egmf' PRAYE 10 M BWUESUFB [err]l for adults and is equally
effective as such a range of administration. This pattern

is . 3. The composition of claim 1, wherein said sclution has a volume

of from about 20 to about 45 pl.

4. The composition of claim 1, wherein said solution has
a volume of about 35 npl.

20
5. The composition of claim 1, wherein said compound is
from about 0.1 te about 0.5 mg/ml in said selutiecn.
6. The composition of claim 1, wherein said compound is
25 from about 0.5 to about 2.0 mg/ml in said selution.

7. A means for delivery in conjunction with a nasal spray pump or
a device for dropwise nasal administration for repeated
dispensation of a volume from about 5 to about 75 1 of an aguesus

30 solution containing from about G.1 to about 2.0 mg/ml of
desmcpressin, desmopressin acetate or a pharmaceuntically acceptable
desmopressin salt.

8. The means of claim 7, wherein said solution has a
35 volume of from about 10 to about 50 pl.

9. The means of claim 7, wherein said solution has a
volume of frem absutr 20 to about 435 pl.

40 10. The means of claim 7, wherein said solution has - a
volume of about 35 pl. )
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extends to even | ower volunes for adults, such as a volune of 10 to 15
[err]l, and for children, to a volune below 10 [err]l, such as a vol une of

about 5 to 7 [err]l. 40 Presently avail able netering spray punps
on the market ot useful for reproduci bl e di spensation ofpevpdsddBge! ow
about 50 [err]1. This is due to |ack of incentive for devel oping and 5

mar keting such punps because the vol une/concentration/desnopressin plasma
| evel relationship according to the |nvent|3n in belng di scl osed uni quel y

for the first gn'ebthhl ‘}

egs i ol l.owi pg exa
dermponstrates t ender‘?’ceg # eﬁ¥ eff fgegf;j‘ 1= %%Wad 28 §221 @ep?% t he
adni ni st er ed VBF’WT@P SeRpF LR desph adsinisirtéen gﬁﬁ/éﬁ@ié@ﬁﬁﬁ@%%ﬁf’h is
acet at e concenspeaettnds IrEXANPLEMPSs corid s&bhy tdfodesmprasnimg désBoprgssin
desnnpreSS|r1 aeettite ped aniphamabiestitdld watartavds JesrRppreadinVedit,ngedoses

of this stgock %thhltéb%ﬁt“ﬂ @oagbaut 95 QL Gst fn S eQ@@'s%ﬂ%ti@J %ﬁ@éﬂéﬁh@%ﬁa
Adm ni strationg ﬁh vtn]etﬁceoﬁ' éega g n %P&?%’OWI 5 %gum &8 /mjl of said' &Y

punps prOV|ded ullzer osages Wer

admi ni stered t§ "nostril of each human vol unteer: 75 [err]g in 25
[err]l, 150 [err]g in 50 [err]l, 210 [err]g in 70 [err]l, and 300 [err]g in
100.[err]|. Thé2edis methodk ol ¢lnimr £1 s winereir edidwetlmee grsagh thepi cted in
Fig. 1. \Mber casangdiofi fen abant didi 66Sabamtes®Gii. present in the
desnmopressin plasma profile, the dose volume/plasma profile relationship

was essenti al |l i3§ hﬁxesﬁgﬁn&pBfalj:iai;me§i,quh@xeiu said volume is in the
range of from abeut 20 to about 45 pl.

5 14. The method of claim 11 for treating urinary disorders selected
from the group consisting of diabetes insipidus, urirary
incontinence, general enuresis and meocturnal enuresis.

15. The manufacture of a medicament for treating urinary disorders
20 selected from the group consisting of diabetes insipidus, urinary
incontinence, general enuresis and nocturnal enuresis, the
medicament comprising a compourd selected from the group consisting
of desmopressin, desmopressin acetate and a pharmaceutically
acceptable desmopressin salt, the medicament comprising from about
25 10 to about 75 pl of an agueous solution containing said compound
in the range of from about 0.1 te absut 2.0 mg/ml of said solution.
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individuals. Fig. 1 shows that, within the dosage range investigated, the
pl asma | evel effect is not dependent- on the:adm nistered volunme of 25 a
desnopressin solution of a given desnopressin acetate concen- tration (1.5
[err]a/pl). Thiygekmisad i onship also holds for a broader range
concentrations, such as fromO.1 [err]g/[err]]l to 2 [err]g/[errf‘Fm 3 for
desnopressin and phar maceutical |y acceptabl e Halts of desnopressin ot her
than the acetate. 30 Various nodifications and alterations to the
present inven- tion nay be appreciated based on a review of this

di scl osure. These changes and additions are intended to be within the scope
and spirit of this invention as defined by the followng clains. 35 WO
97] 48379 . PCT/ SE97/ 01010 6 C
| ai ms 1. A singl e dose ph@ﬁnaceutlcal conposition for nasal

adm ni stration conprising: 5 & an aqueous solution having a vol unme
of fromabout 5 to about 75 [€tr]l; and said solution

o gent @i ni ng from about
0.1 to about 2.0 ng/m of a cg hound sel ect ed fron1the,“roE$ 09n3|st|ng of
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of forom about 10 to about 50 [err]l. 15 3. The conREDj INAE | ;
wherein said solution has a-volunre of from about 20 t%ﬁ%@&ﬂnr@%@g?ﬁ |
The conposition of claim1l, wherein said solution has a vol y put, 35
[err]l. 20 5. T&ﬂ!mmrﬁ)"m‘“ml claim1, wherein said com%ﬁ?&?o%ﬁ ,
about 0.1 to aboWHNR ISl RIAER N MAlsai d sol ution. 6. The conpositi CR*OF T r-aiprs

1, wherein said conpound 1s 25 from about 0.5 to about 2.0 ng/m in

said solution. 7. A neans for delivery,in conjunction with a nasal spray

punp or a device for dropw se nasal adhi ni stration for r epeat ed
di spensation af F,x0! ugg from ahout fe t 0caREHIAES lodfpAlls SAYE0UR 30
sol ution containing fromabout "0."1 to about 2.0 ng/ m ‘of deshopressin,
deszopressi n adefiateteantdophaimazdd | aaipouad cepiabl ésdesieur 8.
The neans of claim7, wherein said solution has a 35 vol unme of from
about 10 to afé6t SEOMUE r PONsEStERG m@fns CEBTARFGRSAN mh FRFTPREGIE I ut i on

has a volume qQf_ fr bout t. r _ e _ s of
claim7, wher ch% téa%lrgd%é%%uat %%ﬁ%%??%@ﬁ%%é’e O%C]Cla otf%&‘%% %%%?E@ggé}f%{]ll. A
use of a pephide agoFRBMNGLAMTPLHSR] abRe@l 78I 6ET Al Odlq@éowdi d
conpound which is selected from

solution containing said compound in the range of fxrom

about €.1 to about 2.0 mg/ml of said socluticn, for

delivery in consistent plasma levels.

12. The use of claim 11, wherein said volume is in the

range of from about 10 to about 50 ul.

13. The use of claim 11, wherein said volume is in the

range of from about 20 to about 45 pl.

14. The manufacture of a medicament for treating urinary
disorders selected from the group consisting of
diabetes insipidus, urinary incontinence, general
enuresis and nocturnal enuresis, the wmedicament
comprising a compound  selected from the group
c@nsisting of desmopressin, desmopressin acetate and a
phamceuﬁically acéeptable desmopressin salt, the
medicament comprising from about 10 to about 75 pl of
an agueous solution c_ontaining said compound in the

range of from about 0.1 tc about 2.0 mg/ml of said

sclution.
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