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W EACH mL CONTAINS: Carton contains: : Desmopressin
ACTIVE: 1 fully assembled Acelate
Desmopressin Acetate unit (pump, actuator Nasal Solution,
0.1 mg (0.01%); with cover, bottle NDC 24208-342-05 0.01%
INACTIVES: of nasal solution). . w.

Sodium Chloride and Purified Desmopressin ‘

Water. Hydrochloric Acid may KEEPQUT OF >O®mmﬁm

be added to adjust pH (3.5-6.0). REACHOF . o

PRESERVATIVE ADDED: CHILDREN. Nasal Solution s

Chlorobutanol 0.5%. ! 7 s
0.01% Yoo TN

Each actuation delivers Mﬂmmmmﬂ_‘o_‘m in - ;.\
0.1 mL (10 mcg of 2°8°C (36°46°F), KEEP REFRIGERATED -, \

desmopressin acetate}.
P AT 2°-8°C (36°-46°F).

USUAL DOSAGE:

Read enclosed insert for

complete product information.
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& LOMB Desmopressin Acetate

RAUSCH 4 PHARMACIST — DETACH INSTRUCTIONS FOR PATIENT /
Nasal Solution, 0.019% ’I

FOR INTRANASAL USE ONLY

DESCRIPTION:

Desmopressin Acetste Nasal Solution 0.01% is 3 synthatic analogua of the natural pituitary hormong B-argining vasoprassin {ADH}, an antigiuretic
hormone aftacting renal water conservation. The structuraf formuia for tha active ingrediant is:
SCH2CMZCO»Yyr-Phe-GIn-Asn-Cys-on-D~Arg-Gly-NHz * C2H402 « 3H20

—_—

CagHraN140175; Mol Wt 1183.34

Chamical Nama: T4{3-mercaptopropionic acid)-8-D-drginina Vasopressin monoscataty {salt} trihydrate.

Each mi Comtains: ACTIVE: Desmoprassin Acetatg 0.1 mg (0.01%); INACTIVES: Sodium Chiorida and Purified Water. Hydrochioric Acid may bs added to N :
adjust pH {35 - 6.0, PRESERVATIVE ADDED: Chiorobutanol 0.5%. .

The desmopressin acatate nasal solution compression pump delivars 0.1 mL{10 meg) of desmopressin acatats nasal soluon per spray.

CLINICAL PHARMACOLOGY:

Dasmoprassin acatate 15 a synthatic analog of the natral hormons argining vasoprassin One ml (0.1 mylof intranasa) desmopressin acatate has an
antidiuretic activity of about 400 1U; 10 meg of desmaprassin acetate 1S 8quivalent 1o 401U,

1. The biphasic hait-lives for desmopressin acetate ware 1.8 and 75.5 mingtas for the fast and siow phases, comparsd with 25and 145 minutas
for tysine vasopressin, another form of the hormone used in this condition. As 3 resuit, nwanasal desmopressin acetate provides a prompt anget of
antidiuratic action with a lang duration atter 83ch administration,

2 The changa in Structure of argining vasoprassin to desmoprassin acatats has rasultad in g decreased vasoprassor action angd decreasad actions on
wisceral smooth muscie relative to tha snhang 8d antidiuretic achvity, so that clinically effective amidiuretic doses are usually below thresholg tevels for
sftacts on vascular or visceral smooth musclg,

3. Desmopressin acetate administered intranasally has an ntidiuretic effact about ona-tanth that of an squivalent dose administarad by injaction,

INDICATIONS AND USAGE:

Primary Noctumal Enuresis: Desmopressin acetate nasal solution js indicated for the management of primary nocturnaj anuresis. it may be ysed siong
or adj o bah. alcond g of other non-ph gical intarvantion. It has bean shown 1o ba sffactive in some casesthatars refractory
to conventionat therapias.

Central Cranial Diabetex Ingipidus: Desmoprassin acetate nasal solution is indicated a3 antidiuratic raplacement tharapy inthe management of cantr )
craniat diab pidus and for [' of the temporary polyuria and polydipsia following head trauma or surgery in the piruitary region. It is
ingffactive for the tregtment of nephrogenic diabetes insipidus,

Theuss of dasmopressin acetats nasal soiution in patiarts with an astablished diagnosis will resultina raduction in uriaaty output with increase in uring
osmolality and a decreasa in plasma osmolaiity. This will allow the resumption of & more normal life-styls with 3 decraase in urtnary frequency and
nocturia, h

Thare are reports of an occasional change in response with tima, usually graater than 6 months. Some patisnts May show 3 decraasad r8sponsivenass,
others  shortened duration ofsffect Therais no ewidence this effactis que to the devaiop of binding antib butmaybg dye toalocalinactivation R
of the peptide.

N

Patients are salectag for therapy by ostablishing the disgnosis by means of the water deprivation tast, tha hypartonic safing intusion test, and/or the -
responss to antidiuretic hormone. Continyed response to intranass| desmopressin acetate ©an be monitored by urine volume ang osmolality.

Pysectomy creatg

CONTRAINDICATION;
Desmopressin acetats hasal solution is contraindicated in individuals with known hyperssnsitivity to desmopressin acatate of to any of the componants
of desmopressin acetate nasai soiution.

WARNINGS:

1. For intranasal use only,

2.In very Young and elderly patients in particular, fluid intake should be adjusted downward in order to decraase the poteritial occurrence of water
intoxication and hyponatremia. Particutar attantion should be paid 1o the passibility of the rare occurrence of an axtreme decreass in piasma asmolality
that may result in seizuras which coutd lead to coma.

PRECAUTIONS:

General: Intranasai desmopressin acetate at high dosage has infraquently produced » slight elavation of blood prassure, which disappaarad with &
reduction in dosage. The drug shoutd be usad with caution in patients with coronary antary insufficiancy and/or hypertensive cardiovascular disease
bacause of possibie fise in blood pressurs,

Desmoprassin acetats should be used with caution in patiants with conditions sssociated with fivid and alactrolyte imbalance, such ascystic fibrosis,
bacause these pauants are prone to hyponatremia,

Rare severs #llergic reactions have bewn raparted with desmopressin acetate, Anaphylaxis has basn reported with'intravenous administration of
desmopressin acatate Njecuon, but not with intranasat dusmopressin acatata.

Contral Cranial Diabetes Insipidus: Since intrangsat desmopressin acetate is usad intranasally, changes in the nasal Mucoss such as s arring, adama,
or othar disease may cause srratic, unraliable absorption in which case intranassl desmopressin acetate should not ba used. For such situations,
desmaprassin acetate 'njection should be considered.

Primary Nocturnal Enwresis: 1 changes in the nasal mucosa have occurred, unreliable absorption may result. Dasmoprassin acetats should be
discontinued until the nasai problems resolve.

Laboratory Tests: Laboratory tests for following the patient with central cranial diabetss insipidus or Ppost-surgical or head Tauma-related polyuria ang
polydipsia include urine volume and osmolality. In soma cases plasma asmolality measuraments may be required, For the heatthy patiant with primary
nocturnal enurasis, serym alectrolytes should ba chacked stlenst onca if therapy is continuad bdeyond 7 days.

Drug Interactions: Aithough the pressar activity of intranasal dBSMmoprassin acatate is very low comparad to the antidiuratic activity, use of large doses
of intranasal desmopressin acatate with other pressor agents should anly be done with careful patisnt monitoring,

Carei is, M i%. mpai of Fertility: Stiidies with desmoprassin acatata hava not been performed ta evaluate carcinogenic potential,
Mutagenic potential or effects on fertility.

annucy-Cn.qoly B: Fartility studies have notbaen done. Teratology studias in fats and rabbits at doses from 0.0510 10 ug/kg/day (approximataly 0.1
times the maximum Systemic human exposurg in rats and up to 38 times the Maximum systemic human axposura in rabbits based on surface area,
mg/m) ravealad no harm to the fetus due 1o desmoprassin acatatg. There are, however no adequate and well controlled studias in pragnant woman,
Because ammai raproduction studies ars not always predictive of human responsa, this drug shouid bs usad during pragnancy only if ciearly nesded. .

Several publications of désmoprassin acatate's use in the 1] of digh ipidus during pregnancy arg available; these include a few
dotal reports of geni ies and low birth weightbabies. Howaver, no causal connaction betwean thase avents and desmopressin acatats

PHARMACIST — DETACH HERE AND GIVE INSTRUCTIONS TO PATIENT
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SO RS 31 LR e, 18585 GiSCNaT J¥. STuPMy Of n3sar MUEC05a, ang savera Ardpiie rhinitis. intranasai deiivery Mav 2150 b napproprare
whare thare is an 'mpaired levsi of consciousnass, In addmon, cramial surgical procadures, such as ransphanaidai hypopnysectomy Craats siruatons
whare an atemauve route of AdminisTaton s nesded as in cases of nasat packing or racovary from surgary.

CONTRAINDICATION:
Oasmoprassin acatate nasal solution is contrandicatad in individuais with known hyparsansmwtvtn desmopressin scetate O to any of the components
of desmopressin acetate nasal soluton.

WARNINGS:

1. For intranasal use only.

2. In very young and eiderty patiants in particular, fuid intaks should ba adjusted downward in ordar to decreass the potentai occurrence of watar
inf and hyp 3. Particular should ba paud to the possibility of the rare oecurrence of an exreme dacrease n ptasma osmolaiity
that may result in serrures which could lead to coma.

PRECAUTIONS:

General: Intranssal desmopressin acetata at high dosage has infraquantly groducsd » slight alevation of blood prassure. which disappaared with §
reduction in dosage. The drug should be used with £aunon in patients with coronary artery nsufficiency and/or hypenensive cardiovascuiar disease
becsusa of possible rise in blood pressure.

Dasmoprassin acetate should be used with caution in patignts with conditions associated with fuid ang slectrolyts imbalanca, such 45 cystic Rbrosis,
becausa these patients are prone to hyponatremia.

Rare severs allergic reactions have baan reported with dasmoprassin acetata. Anaphylaxis has baen reported with intravenous administration of
desmopressin acetats injection, but not with ntranasal desmopressin acetata.

Cantral Cranial Dinbetes Insipidus: Since intranasai desmoprassin acetats is used intr snasaily, changes in the nasal mucoss such as scarring, sdema,
or other disease May cause erravc, unraliable absorption in which case intranasal desmopressin ¥catate shouid not be used. For such situsyons,
desmopressin acetate injgction should be considered.

Primary Nocturmai Enuresis: If changas in the nasal mucosa have occurred; unrelisbie absorption may result. Dasmoprassin acatats shouid be
discantinued until the nasal problems resoive.

Laboratory Tests: Laboratory tests for following the patiant with central cranial digbgtes insipidus or post-surgical or head trauma-ralated polyurig and
polydipsia include urine volyma and osmolality. In somae casas plasma osmolality Mmeasurements may be raquired, For the haatthy patant with primary
nocwrnal enuresis, sarum elecrolytes should be chacked atleast once it therapy is continued bayond 7 days.

Drug Interactions: Although the pressor acovity of intranasal desmoprassin acatate is very low comparad to the antidivratic activity, usa of large dosas
ofinranasal desmapressin acetate with other pressor agents should only ba done with cargful patiem monitoring,

Carcil is, Mut ix, impai of Fertility: Studies withy desmoprassin acetate hava not been parformed to evaluate carcinogentc potantial,
mutagenic potentiai or affects on tertility,

annncy-cnmry B: Fortility studias have not beeri doria. Taratology studies in rats and rabbits at dases trom 0.05 t 10 ug/kg/day ( approximately 0.1
tmes the maximum Systemic human exposure in rats ar_u! Uup to 38 times the maximum Systemic human axposure in rabbits based on surface area,

g 0 insipidus during preg Y 216 available; thess include » few
lies and low birth weightbabies. Howaevar, no causal ¢onnecton between these events and dasmopressin acetate

Several publications of dasmoprassin acetate’s use in tha f diab
dotalreports of gen
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has baen 8Stablishgd. A 15-year, Swadish apidemioiogic Study of the use of desmoprassin 3Catats in pragnant woman with diabetas insipidys found
the rate of birth detects tobenogreater than thatin the generatpopulstion; howaver, the Statistucal power ofthis Studyis low. Asopposedto preparatons
£omarming naturat hormonas, desmopressin acetate in antdiuretc doses has no uteratonic acton ang the physician will have towaigh the therapeunc
advantages #9ainst the possible nsks in gach case,

e

Nursing Mothers: There have bagn no controlied studies in aursing mothers, A single study in » POSATtLM woman demanstrated a markgd change in
plasma, but litdg if any change in assayable dasmoprassin acetate in braast milk lollovmvg N inranasal dosa of 10meg. itis not known whethar g
drug is excreted in human milk, Because many drugs are 8xcrated in human milk, caution shoulg be exercisad when desmopressin acatate is
administerad to a nursing woman.

Pediavric Use:
’ Primary Nocturnal Enuresis: Desmopressin catate has bean usad in childhood noctuinaj 8nurasis. Short-term (4-8 waeks) desmopressin acetate
‘l 2dministration has been shown to be safe and Modestly effactive in pediatric patiants a9ad 6 years or older with Severe childhood nocturnal anuresis.

Adaqulmy controlled studias with intranasal desmoprassin acetate in prumary nocturnal 8nuresis have not been conductad beyond 4-8 weeks. The
dose should be individuatly adjusted to achieve the best resutts.

Central Cranial Disbetes Insipidus: Desmoprassin acetate has bean used in padiatric patiants with diabates insipidus. Use in pediatric patiants will
ragurra careful fluid intake restriction to pravant possibig hyponatremia and water intoxication, The dose must be ndwidually adiusted 1o the patem .
with sttantion in the very yeung to the danger of an extrame decraasa in plasma osmalaiity with resutung convulsions. Dose should start at 0.05 m(. or ) . :

less.

. P e e e Sinte the Spray cannot daliver less than g 1 mL110 meg), smaller doses should be administarad using the rhinal tube delivery system. Do not use the
B . o e X Lt nasal spray in padiatric Panents requiring less than 0,) mL{10 mcg) per dosa,

L e o A . Thare are raports of an accasional changein response with tima, usually graater than 6 months. Some patients May show 2 decraased responsiveness,
. 2 . others a shortened duration of affect, Theareis ho 8videnca this sffactis due tothe developmemo!binding antibodies butmay be due toalocalinactivation
of the peptide.

i R . ADYERSE REACTIONS:
— Infrequently, high dosages of intranasai desmoprossin acetate Nave producad transienthaadache ang nauses Nasal congastion, rhinits 3nd fushing
’ : ’ have aiso been reportad occasionally along with milg abdominal cramps. Thase Symptoms disappeared with reduction in dosage. Nosebleed, sorg
throat, cough and Upper respiratory infactions have aiso bean raportsd.

The following tabla lists tha parcantaga of patients having advarsa axpariences withgut regardtp relationship 10 study drug from the pooled pivotal Study
data for nocturnal enuresis.

K Desmopressin Acetate
’ PLACEBO D mey 40 meg
{N=59} (N=60) (N5 }
, ADVERSE REACTION % % % |

B0DY AS A WHOLE

Abdomina Pairn ¢ 2 2
ania 0 [ 2

Chills ¢ 0 2
Headache 0 2 5
Throat Pain b4 0 0

NERVOUS SYSTEM -
Deprassion 2 0 0
Dizziness 0 0 3

RESPIRATORY SYSTEM .
Epistaxis 2 P 0 .
Naostril Pain g PR 0
Raspiratory Infection 2 0 0 -
Rhinitis 2 .8 3

CARDIOVASCULAR SYSTEM L
Vasodilation 2 J)

DIGESTIVE SYSTEM RS ~
Gastrointestina) Disorder 0 2 £
Nausea 0 0 -

SKIN& APPENDAGES
Leg Rash 2 & 0
Rash 2 0 1]

SPECIAL SENSES
Conjunctivitis [i] 2 0
Edema Eyes 0 2 ¢
Lachrymaton Disorder 0 0 2

Sea WARNINGS for the ibility of water int ion and hy

OVERDOSAGE:

DOSAGE AND ADMINISTRATIGN: ‘ .
Primary Nocturnat Enuresis: Dosage should be sdjusted according to the individual, The racommandag initial dose for those Syears of 496 and older
820 mcg or 0.2 mL solution imrnnasallv at bedtime. Adjustment upto 40 meg is suggested if the patient doas not r8spond. Some patients may respond

to 10 mcg and adjustment to that iower dosa may be done if the patient has shown a rasponse 1o 0 meg. itis 8commended that ong-haif of the dose
be administered Pernostril, Adequataly controlled studios with intranasat desmapressin acetatain primary nocturnat anuresis have notbheen conducted
beyond 4-8 weeks.

Central Craniat Diabetes Insipidus: Desmoprossin acetste dosage must be detarmined for sach individual patignt and adjusted according to the diurnaj
pattern of response, Rasponss shouid be estimated by two parametars; adequate duration of slaep ang adequate, not 8xcassive, water turnover.
Patients with nasal congestion ang blockage have often responded well 1o intranasal dasmoprassin acetate. The ysual dosage range in adults is 0.1
t00.4mL daily, a5 2 singie dosa or divided inta twe or three doses, Most 8dults require 0.2 mL dailyin two divided doses. The marning and evening doses

10 0.3 mt daily, sither S 2 singls dose or divided into two doses. About 1/4 to 173 of patients can be controlled by a single daily dose of intranasal
desmopressin acetats.

The nasal Spray pump can only daliver dosas of S.imiL{10 meg) or multiples of 0. mL if doses other than thase are tequirad, the rhinaf tube dalivery
@ used,

System may b,

The spray PUmp must be primed prior to the first use’ To prime PP, press down five (5) times., The bottle wili now deliver 19 meg of drug per Spray,
= Discard intranssaf desmoprassin aceotats mmSOsprlys since the amount deliverag thareafer Perspray may he substantialiy loss thgn W0megof drug.

HOW SuPPLIED.

Desmoprassin Acotate Nasal Solution, 0.01% is Supplied in's bottle with nasal pump dispensar with dust covar and with patient instructions in the
foliowing size: 5 mL botties - Prod. No. 34207

Storage: Stora in refrigarator at °-8°C (36°-46°F),
When traveling, product wil maintain stabiiity for Up to 3 weaks whan stored atroom emparature, 220 (12°8),

. KEEP OUT OF REACH OF CHiLDREN, Bausch & Lomb
Pharmaceuticals, inc.
Tampa, FL 33637

X050319 REV. 11/98-8K

Caution: Faderal law prohibits dispansing withog prescription,
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ASTEI g

- Chilis 0 0 2
\\ Headache 0 2 5
\ Throat Pain 2 0 ]
NERVOUS SYSTEM
| Deprassion 2 0 i}
2 Dizziness ¢ 0 3
{ RESPIRATORY SYSTEM
' Epistaxis 2 - T ]
. . N ‘ Noswil Pain ¢ PR Y
\ Respiratory Intection 2 0 0
Rhinms 2 LN 3
CARDIOVASCULAR SYSTEM . .
Vasodilation 2 o 6
DIGESTIVE SYSTEM - - ~ - Paar s
\ Gastrointastinal Disorder 0 2 [T 5
\ Nausea 0 0 -
{ SKIN & APPENDAGES
Leg Rash 2 ¢ 0
Rash 2 0 0
SPECIAL SENSES
Conjunctivitis 0 2 0
Edema Eyes 0 2 0
Lachrymation Disorder [\ 0 2
See WARNINGS for the possibility of water i ion and hyp amia.
PR . o s S OVERDOSAGE:
BN - . S Cemarn e . See ADVERSE REACTIONS above. In case of overdosage, the dose should bs reducad, fraquancy of administration decreasad, or the drig withdrawn
~ . ) Ty v ’ according to the severity of the condition. Thera is no known specific anndote tor desmopressin acetate or desmopressin acatate nasal solutron.
An oral LD, has not been astablished. An intravenous dose of 2 mg/ kg in mice demonstratad no atfect
T Cieend DOSAGE AND ADMINISTRATION:
. T - Primary Nocturnal Eauresis: Dosage should be adjusted according 1o the individual. The recommendad initial dose for thosa Byears of age and older
18 20 meg or 0.2 ml solution intranasally at bedtime. Adjustment up to 40 meg is suggested if the patient doss not raspond. Some patents may respond
to 10 mcg and adjustment to that lower dose may he done if the patient has shown a responsa to 20 mceg. tis recommendad that one-half of the dose
bead pernostrit. Adeq y controlled studies with intranasal desmopressin acatate in primary nocturnai enuresis have notbean conductad
beyond 4-8 weeks.
Cantral Cranial Diabetes Insipidus: Dasimopressin acetate dosage must be determined for sach individual patient and adjustad according to the diurnal
' pattern of resp Resp should be d by two paramaters: adequate duration of slesp and adequate, not excassive, water turnover.
Patients with nasal cong and blockage have often resp wall to desmoprassin acetata. The usual dosage range in adufts is 0.)
- : N to 0.4 mL daily, s a single dose or divided inta two or three doses. Most adults require 0.2 mL daily in two divided doses. The morning and avening dosas

should be separatety adjustad tor an sdequate diurnal rhythm of water turnover. For chitdran aged 3 months to 12years, the usual dosaga range is 0.05
to 0.3 mL daily, either as a singie dose or divided into two doses. About 1/4 to 173 of patients can be controliad by a single daily dose of intranasal
desmopressin acetate.

. The nasal spray pump can only deliver doses of 0, mL {10 meg) or multiples of 0.1 mL. If doses other than thase are required, the rhinal tuba delivery
system may be usad.

The spray pump must bs primad prior to the first use. To prime pump, press down five (5) times. The botte will now deiiver 10 meg of drug per spray.
Discard intranasal desmoprassin acetate after 50 sprays since the amount delivered thereaftar per spray may be substantally lass than 10 mcg of drug.

HOW SUPPLIED:
Desmoprassin Acatate Nasal Solution, 0.01% is supiplied in » bottl with nasal pump dispanser with dust cover and with patiant instructions in the
tollowing size: S mL bottias - Prod. No. 34207

Storage: Store in refrigerator at 2°-8°C {36°-46°F),
Whan traveling, product will maintain stability for up 16 3 weeks whan stored at fooin temperature, 22°C (72°F). -

KEEP OUT OF REACH OF CHILDREN. Bausch & Lomb
Pharmaceuticals, Inc.

Caution: Federal law p ibits dispensing without pr tpti
: Tampa, FL 33637
X050319 REV. 11/98-8K
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