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Prescribing Information

When dihydroergatamine mesylate nasal spray was administared intranasafty ta female rals during pragnancy and
lactation, dsereased body weights and impaired raproductive function {decreased mating indices) were observad in
the offspring at doses of 0.16 mg/day or greater A o effect level was not sstablished, Effects on development
voeurred at.doses bekm those that prnduceﬂ svidence of significant maternal toxicity in thase studies.

Diy has been atiributed to reduced uteroplacental blood flow
resulting from profonged vasooonsinnﬂm ufthe uigrine vessels and/or increased myometrial tone

ARG D.H E. 45 {diydrosrgotamine mesylate) Injection, USP is contraindicated in patients who heve previously shown
" ithity to srgot alkaloids.

Senous and/or (ifa-threatemng penpheral ischamia has of

patant GYP 3A4 inhibitors m?udinq proteass inhibitors #nd maceolide wm CYP 344 the ser:'n: Dihydraergotaming mesyiate should not be used by nursing mothers. (See PRECAUTIONS.)

leve's of DIHYDROERGOTAMINE, the risk for vasospasm Isading fo mbral mmn ador udm the extramitias i s Ditydroergotaming mesylate should riot be used with peri and cantrat because the combina-

ncreasad. Hencs, wsof and tron may result In additive or synergistic alsvation of blood pressure.

DESCRIPTION

D.H.E. 45 Is ergatamine hydrogenated in the 9, 10 pasitian as the mesylate sakt, DH.E 45® 15 known
chemically as ergotaman-3°,6°,18-trione,9, 10-ihydro-12"-hydroxy-2"-methyk-5"-(phenylmethyi)- (5°a)-,
its waight is 679.80 and its empirical formulz 1s C33Ha7Ns05*CH4038.
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Dihydrosrgotamine mesylate
CasHarNsOsCHAO:S Mol. wt. 679.80
D.H.E. 45° (dibydrosrgotamine mesylats) Injection, USP Is a clear, coloriess selstion
supphad in sterile ampuls foz LV, LM,
or per mL:
dihydroergotamine masylate, USP. g
sthanol, 84% wiw. - .2% by vol,
...... 15% by W,
Tk

CLINICAL PHARMACGLOBY
Mochanism of Actlon
Dihydraergotamine binds with bigh affinity to 5-HTin0t and 5-HT:of8 receptors. It aiso binds with high
affinity to seratonin 5-HT,,, 5-HTzy, and 5-HTy receptors, noradrenaling o, O and ¢, receplors, and
daopatnine Dy, and Dy receptors.
The activity of

in migraing is penerally atiributed to the agonist effect at 5-HTyp
recaptors. Two turrent theories have been proposed ta expiin the afﬂeacy of §HTyp recoplor agonists In
migraine. One thoaty suggests that activation of S-HTyp receptors located ! blood vessels, includ-
ing those on artesk leads to wlwch with the rellaf of migraine
haadache. The alternative hypathesrs suggests that activation of 5-HTsp receptors on sensory rierve endings of
the trigeminat systom reshs 1 the inhibition of pro-inflammatory neuropeptide releass.

In adgition, oxytocle ios. (See OONTHAINDICATIONS }
Pharmacokinetics

Absorption

Absoluts i 1or the and route have not besn datermuned, however, no
differance was absarved in t and doses.
Difydroergotarning masylate is poorly toavakabis foliowing orat administration.

Distibation
Dihydrosrgotamine mesylats is 83% plasma protein bound. The apparent steady-state volume of distribution is
approximately 800 iiters.

Metabolism

Four mesyhu have besn identified In human plasma following oral administra-
tion, The major exhibits affinity {o its parent for adrener-
gic and 5-HT recoptors and damonsmtas enuivalant potenty in several venoconsitictor activity models, in vivo
and In vitro. The other ie, acid, amide, and & formed by
oxidative openiag of the proline ring m of minor imporiance, Following nasal agministratian, fotal metabolites
raprosent only 20%-30% of plasma AUC. of the four h

has not been performed.

Exerstion

Tha major excretory route of dihydraergotamine Is via the bile n the feces. The total body clearance 15

1.5 Lo which refiacts mainly hapatic clearance. Only 6%-7% of unchanged diydroergotaming is excreted i
the urine after intramuscular injestion. The renal clearance (0.1 L/min} is unaffacted by tha route of
dmydroemmamins admlnmraﬁon, The decling of plasma after or

with a terminal hati-life of about 3 hours.

Sabpapulations

Na studies have bagn ccnducud on the effect of renal or hapatic impairment, gender, race, or ethnicity on
DHE. 45 ( mesylate) Injection, USP is contraindicated

in patients with severely impaiet hepatic or reial funtion. (See GONTQAWDIMTIONS )

interactions

Pharmacokingtic intaractions have been reported in patients treated orally with othar ergot alkaloids (a.9.,

ncreased levels of ang due to mhibi-

tion of P450 3A of the aikaipids by has aiso besn

shown to be an inhivitor of cylochrome P450 3A catalyzed teactlons and rare npoﬂs of ergotism have been

obtained from patients treated with and (90

clarithromycin, erythromyein), and in patients treated mm dmydmmmmlno and protease inhibtors

{0.g. titonavir), presumably dus to inhibition of h of

(Ss8 CONTRAINDICATIONS),

No pharmacokingtic interactions involving other cytochrome P45 iscenzymes are known.

SNDICATIONS AND USAGE

D.H.E. 45 (dihydroergotamine mesyiate) Injection, USP is indicated for the acute treatment of migraing

headaches with or without aura and the acute treatment of cluster headache apisodes.

CONTRAINDICATIONS

There have heen a fow reporis of senous adversa events with the ini 01

and potent CYP 3A4 inhibitors, such as protease inhibitors and hde antit

fed to cerehral ischemia and/or Dschomla of the extrameties. The use of potent CYP SM Iuhlmmrs (rimavlr.

naifinaver, indinavir,

is, therefore {Sea WARNINGS: CYP 3A4 Intubitors).

D.H.E. 45° {dibydroargotamine mesylate) injection, USP should not be grven 1o patients with ischemic heart dis-
ease {angina pactoris, histary of myocardial infarctivn, or documented siient ischemia) o o patients who have
ciinical symptoms or findings consistent with coronary artery vasaspasm Inciuding Prinzmetal’s variant angina
{580 WARNINGS.)
Because D.H.E. 45* {dihydrosrgotamine masylate) Injection, USP may increase blood pressure, it should not be
given to patients with uncontrolled hypertension.
D R.E. 45° {dihydsosrgotamine mesylate) Injection, USP, 5-HT, aganssts (e.g. sumatriptan), ergotamine-contam-
ing or ergot-iyps medications or methysergide should not be ysed within 24 hours of each other.
D.H.E. 45 {dihydrosrgotamine mesyiate) Injection, USP should not be administered to patients with hemiplegic
or-bagllar migraina,
in addRion to those condrtions mentioned above, DH.E 45* {dihydroergotamine mesylate} Injsction, USP s also
contraindicated in patients with known peripherat arterial disease, sepsis, followmg vascular surgery and severely
impairad hapatic or renal function.
D.HE. 45* (dlnydmaraotamms mesylats) injechon, USP may cause fetal harm when administered to a pregnant
‘woman, oxytocic prap and, therefore, should not bs administered during
pregnancy. i this drug is used dunng pregnanty, or ff the patisrit becomes pregnant while taking this drug, the
patient should be apprissd of the potential hazard ta the fetus
Thare are no adequate studies of n human bt toxictty has besn
demonstrated 1n experimental animals. In smbryo-fetal studies of mesylate
rasal spray, Intranasal administration $o pragnant fats ghout the period of resultsd in
dacreased fetal body welgrm and/or skeletal ossificabon at doses of 0.16 mg/day (associaled with matatnal

plasma [AUC) ap) 0.4-1.2 times the exposures in humans receiving the
MRDD of 4 mg) or greater. A no affect level 1or embryo-letai taxichy was not established i rats. Defayed skeletal
ossitication was also noted in rabbet fetuses foflowing intranasal admmistration of 3.6 mg/day {maternal

7 times human &t the MRDD) duning organogenesis. A no effect level was

seen at 1.2 mg/day (matema} exposures approximately 2.5 times human gxposures at the MRDD).

WARNINGS
D.H,E. 452 (dihydroergotamine mesylate) Injection, ‘USP should only be used where a clear diagnosis of migraine
hieadache has been established.

CYP 34 Inhibitors (e.p. and Pretease
There have been rare reports of serious adverse events in ion with the of
and potent CYP 3A4 Inhibitors, such as protease inhibitors and resulting n that

led to corstiral ischemia and/or and ischemia of the extremities. The use of potent CYP 3Ad ishibitars with
dihydrosrgotamine shoutd thersfore be avoided (see CONTRAINDICATIONS). Examples of some of the more potent
CYP 3 inhjosors include: anti-fungals vetoconazole and nraonnazolo. the protease inhibitors ritonavr, nalfinavir,
and indinavir, and macrolide Other less potent CYP
3A4 inhibitors should be admnistered wr:h caution. Less potent nhmitors include saquinavir, netzzodone, flucana-
2zole, grapefrut juice, fluoxetine, zileuton, and Thesa lists are not exhaustive, and tha pre-
scriber should consider the sffects on CYP 3A4 of other agents bang considered for concomiant use with dibydroer-
gotamine
Fibrotic Complications
There have hean reports of pleural and rstropertonesl fibrosis in patients following profonged dally usa of injectable
dihydroargotamine mesylate. Rarely, prolonged daily use of other ergot alkatoid drugs has been associated with car-
deag valvular fibrosis, Rary cases have also besn reported in assaciation with the use of injectabla diiydroergotaming
‘mesylate; however, in those cases, pabents aiso recewvod drugs known to bo associated with cardiac valvular frasis.
Administration of .H E. 45° (dihydroergotartine mesylate) Injection, USP, should not excesd the dosing guidefines
and shoutd not s used for chronic dauly administration (s8¢ DOSAGE AND ADMINISTRATION).
Risk of Myscardia) Ischemis and/or Infarctien and Dther Adverse Cardiac Events
0 H E. 45 (dihydroergatamine mesyhle) Injoction, USP should not be used by patients with documented ischemic
or vasospastic coronary artery disease. (See CONTHAINDICATIONS. ) it is strongly recommended that D.H.E. 45%
{dihydroergotamine mesytate) Injaction, USP not be given to patients in whom unrecognized coronary artery disease
(CAD} 1s predicted by the presence of risk factors (8.0., hypertension, kypercholesterolemia, smoker, obesity, dia-
betes, strong tamily history of CAD, females who are surgically or physiologicatly postmenopausal, or males who

ara over 40 years of age} unless 8 provides clinical ewdance that the patient is
reasonably free of coronary artery and ischemic dtsoase or other
dissase, The ly of cardiac dures 1o detect diseasa or to core-

nary artery vasospasm is modest, at best. ¥, during the cardiovascular evaluation, the pmm‘s medical hstory or
electrocardiographic investiations reveal findings indicative of or consistent with coronary arlery vasospasm or
myocardial ischemia, D.HLE. 45 {dihydroergatamine mesylate) Injection, USP should not be administered.

(Saa CONTRAINDICATIONS.)

For patignts with risk factors predictve of CAD who are ined to have

1t Is strongly recommended that agministration of the first dose of DH.E. 45' (dlhydrwqotamml mesylate)

Injection. USP take place in the setting of a physiskin’s office or similar medically staffed and equipped facilty
unigss the pationt has recaived mesylate, Secause cardlac ischemia can occur in the
absance of clinical symptoms, consideration shouid be given 10 obtaining on the first occasion of use an electrocar-
diogrant {ECG} during fhs interval snmadtaly following D.H.E. 45 (diydroergotamine mesylate) Injecbon, USP, i thase
patients with risk factors.

1t is recommended that patints who ars intarmuttent long-term users of D.H E. 457 (dihydroergotamine mesylate)

imection, USP and whe have or acquire risk factors predictive of CAD, as described ahove, undergo perivdec interval

cardiovastular avaluation as they continue to use O.H.E. 45% {dihydroergotamine mesylate) injection, USP.

The systematlc approach described above Is currently recommended as 2 method to identify patisnts 1 whom

D.HE, 45° (ditydrosrgatamine mesylate) injechion, USP may be used to treat mgraing headachss with an accept-

able margin of cardiovascular safaty.

Cardlac Events spd Fatalltles

The potential for adverse cardiac events exists. Serious adverse cardiac events, including acute myocardial infarc-

tion, lifa-threatening disturbances of cardiac thythm, and death have been reported to have occurred following the
of mesylats injection. ing the extent of use of dihydroergotamine mesylate

In patients with migraine, the incidence of these evants is extramely low.

Drog-Asssciated cmmamhr Events and Faralities

Cersbral stroke, and other terebrovascular events have been reported in

patiants treated with D.H.E. 45° (dihydroergotaming mesylate) inection, USP; and some have resulted in fatalities.

in a number of cases, it appears possible that the cerebrovasculas events were primary, the

DH EAS'(dmydroomolanina mesylate) Injection, USP having been administered in the incarrect belief that the

of migraine, when they were not. It should be noted that patients with

migraing may be aﬂnwuscd dskn! costain cerabrovascular avents {e.g., stroke, hemonrhage, transient ischemic attack)

Other Vasaspast Related Events

DH.E. 45 (dihydroergotaming mesylate) Injection, USP, tike other argot akaloids, may cause vasospastic reactions

other than corondry artery phoral vascular, and colonic 1schemia have baen reported

with DM €. 45¢ {dihydrosrgotamine mesylate) Inlamon. use.

D.H.E. 45° {dihydroergatamine mesylate} injéction, USP associted vasospastic phenomena may aisa cause muscle

pains, sumbness, coldnass, pallor, and cyancsis of the digits. In patients with comprormised circulation, parsistent

vasospasin may fesult in gangrene or death DHE, 45° (olhyﬂroarootamlm mesylate) Injection, USP should be

# signs ar of develop.
Incrense v Blood Prassure
Slgnificant elevation in biood pressure has baen reported on rare accasions in patiants with and without a history of
traated with mesylate injection. D.H E. 457 (dihydroergatamine mesylate) Injection,
UsPis In patients with {See CONTRAINDICATIONS.}

An 18% Increase in mean pulmonary artary pressure was scen {allowing dosing with another 5-HT, agonwstina
study subjeets cardiat

PRECAUTIONS

Ganeral

D HLE. 457 (dihydroargotaming masylate) Injection, USP may cause coronary artery vasospasm; patients who expe-
nisnce signs or symptoms suggestive of angina fotiowing its administration should, tharetore, be evaluated for the
prasance of CAD or a predisposition to variant angina before receiving addifional doses, Similarly, patients wha
experisnca other symploms or signs suggestive of decreased arterial flow, such as ischamic bowe! syndrome or
Raynaud's syadroma foltawing the use of any 5-HT agonist are candidates for further svaluation. (Ses WARNINGS.)
Fibratic Complicstions: see WARNINGS: Fibrotic Complications

information for Patients

The text of a patlent information sheet is printed at the end of this insert To assure safe and effective use of DH.E.
45 (diydrosrgotamine mesylate) Injection, LUSP, the informaton and instructions provided m the patient informa-
tion shoet should be discussed with patients.

Patients should be advised to report fo the physician immediately any of the following: numbness or tingling in the
fingers and toes, muscie paln in the arms ani tegs, weakness in the legs, pain in the chest, temporary spseding or
slowing of the heart rate, swelling, or itching.

Prior to the initial uss of the product by 2 patient, the prescriber should take steps to enstire that the patisnt
understands how to use the product as provided. (Ses Pationt informanon Sheet and product packaging.}
Adsninistration of D.H E. 45¢ (dihydrcergotamine masylate) Infection USP, should not exceed the dosing guidetines
and should not by used for chronic daily administration (sgs DOSAGE AND ADMINISTRATION).

Tirug interactions

DHE 45* (dihydrosrgotaming mesylate) injaction, USP should not be used with peripheral vasoconstrictors
because the combination may cause synerglstic elevation of blood pressure

Sumatripian

Sumatriptan has been repored to cause coronary-artery vasospasm, and its effect could be additive with
D.H.E. 45 (dihydroergotamine mesylate) Injectian, USP. Sumatriptan and D H.E. 45¢

(dihydroarpotaming masylate) injection, USP shoutd not be taken within 24 hours of sach other.

(See CONTRAINDICATIONS }



Bela Blockers

Although the resutts of a clinical study did not indicate a safaty problam associled with the administration of
D.H.E. 45 (dihydrosrgotamine mesylate} In;eaion. USP to subjects already recelving propranclol, thare have
bean reports that may iate the acton of by blocking the vasoditat-
ing praparty of epinephrine ‘

Nicotine
Nicotine may provoke vasoconstriction in some patients, predisposing 0 a greater ischemic response to ergot
therapy.
CYP 3A4 Inhibitars {a.p. Macrolide Antidiotics and Protesse nbibitars} See CONTRAINDICATIGNS and WARNINGS.
Ssﬁlk

and i have been reported rarely when 5-HTy agonists have hean co-admin-
Istered with SSRI's (2.9, Ruoxetine, Tluvoxaming, paroxsting, sertraling), There have been no reporfed cases from

regorts of drug between SSAFs and DLH.E. 45°

{dinydroargotamine mesylate) tnjection, USP.
Oral Contraceptives:
The effect of oral on the ot DHE. 46 mesylate) injection,
USP fras not been studisd. ‘
of Fartillty
Carclmogenesis
of the potentat of mesylate i ptice and rats is angoing,

Mitagenesis
Dihydrosrgotamine mesylate was n two in wtre assays, the V78 Chinese
hamster cell assay with metabalic ectivation and the cultured human peripherat blood lymphocyte assay. There
was no evidente of potential when di mesyiate was fested wm the prasence or absance

of metabolic activation In two gene mutation assays {the Ames 1ast and the jn wtre mammalian Chinese hamster
V79/HGPRT assay) and in an assay for DNA damage {the rat bepatocyte unscheduled DNA synthesis test).

was oot 1nthg m vivo mouse and hamster micranucleus tests,
Impairment of Fortitity
tmpairment of fertility was nat evaluated for DH.E 45" (dihydrosrgotamine mesylate) Injection, USP. There was
110 svidence of impairment of fertildy in ats v intranssal uosas of Migranal® Nasal Spray up 1o
1.6 mg/day (associated with mean plasma mesylate AUC] ap,
§ to 11 timas those in humans receiving ths MRDD of 4 mg).
Prognancy
Pregnuncy Category X. See CONTRAINDICATIONS.
Nursing Mothers
Ergot drugs are known to mtubit prolactin. it is fikely that D.H.E, 457 (ditydrosrgotamine mesylate) Injection, USP
is sxcreted in human mik, but thore are no data an the concentration o dihydroargotamine In human milk. itis
known that ergotaming Is excreted in breast mitk and may cause vomiting, diarrhea, weak pulse, and ynstable
blood pressure in nursing infants. Because of the potential for these serious adverse avents in aursing infants
exppsed to DH.E. 45 (dihydroergatanine mesylate) injection, USP, aursing should nct be undertaken with the
use of DH.E. 45% {dikydrogrgataming mesylate) njection, USR. (See CONTRAINDICATIONS.)
Pogiatriz Use
Safety and effectiveness in pediatric patients have not been estabiished.
ADVERSE REACTIONS
Senous cardiat evants, Inclading soma that have been fatal, have occurred following use of DHE. 45°
(dinydroergotamine mesylate) injastion, USP; but are exteemsly rare. Evants raported have Included coronary
artery vesospasm, transkant myocardiat ischemia, dial infarction, ang
vantricular fibnfiation, (See CONTRAINDICATIONS, WARNINBS and PRECAUT!UNS ). Fibrotic compllwrons have
been reporied i association with fong term use of injectable ditydrosrgotamine mesylate
{Ses WARNINGS: Fibrofic Compiications).

Post-introduction Reports
The following svents detived from have been reported in patients recsiv
1ng DHE, 45° (ditydroergotamine mesylate} Injection, USP: dizziness,

anxloty, dyspnea; headache, fushing, diarrhea, rash, Increased sweating, and pleural and ratroperitoneal fiorosis
attar long-tarm use of dikydroesgotamine. Extremely rare cases of myocardsai infarction and stroke have besa
reported. A causal relationship has not bean established.
D.H.E. 45¢ (dilydroergatamine mesylats) (njection, USP is not recommended for profonged dafly use.
(583 DOSAGE AND ADMINISTRATION.)
DRUG ABUSE AND DEPENDENCE
Currently avatialile data have nat demonstrated drug abuse or with di
However, cases af drug abuse and psychological dependance in pabients on other forms of ergot therapy have
Dbeen reported. Thus, dua to the chranicky of vascular headaches, it s imperative that patisnts be advised not to
excoed racommended dosages.
{VERGOSAGE
To date, there hava been no raposts of acute pverdosage with this drug. Dus to the risk of vascular spasm,
axceading the recommendad dosages of D.H.E, 455 (dihydroergotamine mesylate) injection, USP is to be avois-
od. Excessive doses of dihyd ine may result in peri signs and of ergotism Treatment
inchsdes dit of the drug, local af warmtly o the affected area, the administration of
vasothiators, and nursing care o prevent tissue damage.
In general, the symptoms of an acute D.H.E. 45 (diydroergotamine mesylate) lnection, USP overdose are simi-
lar 0 those of an ergotamine overdosa, aithough there Is less pronounced nausea and vomiting with D.H.E. 45
(dihydroatgotantine mesylate) Imsctlon, USP. The symptoms. of an urqohmir(e overdose includa the wllwmg
nembness, tingling, pain, and cyanosis of the with dimi o absent puises:
respiratory depression; an intrease and/or decrease in blood prassure, usually in thet order; confusion, definum,
convulsions, and coma; and/or some degrea of nausea, vomiting, and abdominal pain.
in iaboratery animals, significant lethaity occurs when dihydrosrgotamine is gven at L.V. doses of
44 my/kg in hice, 130 Mg/ i rats, and 37 mg/kg in rabbits,
Up-to-date informatior about the treatment of overdosage can aften be obiaired from & certified Regional Porson
Control Centar. Telephone numbers of cerkified Poison Contral Conters are Histed in the Physiclan's Desk
Reterence® (PDR) *
DOSAGE AND ADMINISTRATION
D.H.E. 45¢ (dihydrasrgotamine mesyiate) Injection, USP shpuld be administered in-a dose of 1 ml. mtravenously,
intramuscularly or subcutanequsly. The dose can be repeated, as needed, at 1 haur intervals 10 a ol doss of 3
mb for inframuscular or subcutanecus delivery or 2 mL. for intravenous delivery in a 24 hour period. The tolai
veakly dosage should not excaed 6 m. D.H.E. 45° (diydroargatamine mesylate} injection, USP, should aot be
used for chronic daily administration.
HOW SUPPLIED

. DHE 45*{ mine mesylate) injection, USP
Avaitable as a clear, colorless, starlie solution i single 1 mL sterile ampuls contalmag 1 mg of
dilydrosrgotaming mesylate per mL, in packages of 10 (NDC 66490-041-01),
Store below 25°C (77°F), in light-resistant containers.
Do not refrigerate or freeze.
Yo assure constant potency, protect the ampuis from light and heat. Administer only if clear and coloriess.
INSTRUCTION FOR PATIENTS ON SUBGUTANEQUS SELF-INJECTION
Information for the Patient
D.K.E. 45 (divydrosrgotsmine mesylate) Injection, USP
Belore self-injacting D.H.E. 482 {dihydrosrgotamine mesyiate) Injectron, USP by subcutanedus administration,
you will need 10 obtain professianal instructan or how to progerly administer your medication. Balow are soms
of the steps you should follow carefully. Read this leaflet complstely before using this medication.

This leafiel does not contan all of the on DHE 454 masylate) injection, USP.
Your pharmagist and/or heaith care provider can provide more detalled mformaﬂon,
Purpose of yeur Madicatlon

D.HE. 45° {gihydroergolamina mesylate; inaction, USP is mtendad to treat an actve migraine headache. Do not
1ry 1o use it to prevent a headache of you hava no symptoms. Da not use i to treat common tension headachs or
a headachs that 15 not at all typicat of your usual migraing headache. Administration of D.HE, 45°
{dihydroengotamine masylate) Injaction USP, should not exceed the dosing puidelines and should not be used for
¢chronic daily adminstration. Thare have bsen reports of fibrosis {stitferng) in the lury or kidney areas in
patients following prolonged daily use of injectable dihydrosrpotamine mesylate. Rarely, prolunged daily use of
other ergot atkalold drugs (the class of drugs to which D.H E, 45° {ditydroergatanne mesylate} Injsction USP
belongs) has been associated with heart vatwular fibrosis.

Rare cases have also been roported in assotiation with the use of injectable dihydroergolarning mesylate; howev-
¢r, in thase cases, patients also receivad drugs known to be assogiated with heart vaivular firosis.

Da not use D_H.E. 45° (dihydrosrgotamine mesylata} injection USP It you;

» arg pregnant of nursing.

» have any disease affecting your heart, arteries, or circulation,

= ara taking tertain anti-HIV medications {protaase inhibitors).

« are taking a macralide antibiotic such as or

imporiant questions to consider before using

DHE. 45° (dihydroesgetaming mesyiate) injection, USP

Pluass answer the foflowing quostions befors You use your D.H E. 45° {dibydroergotamine mesylate) Injection, USP.

1 you answer YES 1o any of these quastions or are unsure of the answer, you should 1aik 1o your doctor befors

using DM.E. 45 {dihydrosrgatamine mesylate} Injsctior, USP.

« Dp you have high blood pressura?

« Do you havs chest pain, shortness of breath, heart dissase, or have you had any surpery on your heart arlerles?

« Do you have risk factors for heart disease (such as high blood pressurs, Iﬂqh chotasterol, abasity, dlabstes,
smoking, stranp family history of heart disease, or you are postmenopausal of a male gver 40)7

« Do yau have any problems with blood crculation ln your avns or fegs, lmuers, or 16857

* Ara you pregnant? Do you think you might be pregnant? Are you trying to bacome pragnam? Are you sexuahy
active and not using birth controi? Ars you breast feeding?

*Hava you ever had to stop taking this or any othar madication because of an allsfoy or bad reacﬁon?

« Are you taking any other myraine or other for bicod
pressurs prescribed by your dactor, or ather medicines obtained from your drugstou without a doctor’s
prescription?

» Doryou smoke?

« Have you had, ¢r do you have, any disease of the liver or kidney?

* s this headache different from your usual migraing attacks?

« Arg you using DJH,E. 45% (dhydroergotamine mesylate) injection, USP Spray or othr difiydroergotaming mesylate
containing drugs on a dafly basis?

» Ara you taking & protease inhibitor for HIV therapy?

* Ara you faking 2 macrolide elass of antibiobe?

Serious or poumlaw {ife-threatening reductions in blood flow to
the brait or extramities have ben raported rarely dus to intsractions botwean D.H.E. 45% and protease inhibhors or
macrolide anbibioties.

AEMEMBER YO TELL YOUR DOCTOR IF YOU HAVE ANSWERED YES TO ANY OF THESE QUESTIONS BEFORE YOU
USE B.H.E. 45* {dihydrosrgetamine mesylate) Injection, USP

Side Effscts To Watch Oul For

Although the foliowing reactions rarely otcur, they car be serious and should be reported to your physician
immedlately:

« Numbness or tingling fn vour finpers and toes.

* Pain, tightness, or discoratart in your chest.

*Musele paln OF Cramps in your arms and legs.

» Weaknass in your lbgs.

~ Temporary speeding or siowriig of your heart rate,

» Swalling or iching

Dosage
Your doctor wili have told you what doss to use for each migraine attack. Should you get anither migraine aftack
the same day as the aitack you treated, vou must not treat it with D.4.E. 45* (dihydroergotanting mesylate)
injaction, USP unless at least § hours have slapsed since your last injection. No more than 6 mL of 0. H E. 45
(dihydrosrgotaminemesylate} Injection, USP should be injected during 2 one-week period. D HE, 45¢
{dihydroergatamine mesylate} injaction, USP is nat intended ta be used on & protonged daily basis.
Leam what to do in case of an Overdase .
Hyou have used mors medication than you have besn instructed, contact your doclor, hospital emergency department,
ar ngarest polson control cantor immediately,
flow to use the D.H.E. 46% (dthydrosrgatamine mesylate) Injection, USP
t {Use avaiiable training materiais.

« Read and follow tha instructions in the pabant wstruction booklst wiich 5 provided with the

D HE, 45'(dIhydmmmm rmasylats) Injection, LISP package before attemping to use the product.
+ I there are any guestions conceming the use of your D.H.E. 45° (dthydrosrgataming mesylate) injection,
USP, ask your Doao( oF pharmacist.

o

Preparing for the injsction

Caretully sxamine the ampul (glass vial) of D H.E. 45 (dihydraergatamine mesyiats) injection,

USP for,any crarks or bireaks, and the liquld for discoloration, cloudiness, or particles. if any of

thase detects are present, use & new ampul, make-ceriain i is intact, and return the dsfectve ampul to

your dactor or pharmaty. Once you open an ampui, if it is not used within an hour, it should be thrown away.
Locating an Injection Site

Administer your subcutaneaus injection i the middle of your thigh, welt sbove the knee.

Drawing the Madication into the Syringe

Wash your hands thoroughly with sosp and water,

Check the dose of your medication.

Look to see if there is any liguid stthe top of the ampul. 1f there 15, gently lick the ampal with your finger to get
alt the liquid into the bottom portion of the ampul.

Hold the bottom of the ampal in one hand. To break, place the thumb of the othier hand on the dot as shown
and snap off backwards.

v e en g

.

Instructions for Use
[

» P

One-polrt-cist AUt with
cutbelow cotred dot

« Tit the amput down at & 45" angle. insert tha needls inla the solution in the ampul.
» Draw up the medication by pulling back the plungsr slowly and steadily until you reach your dose.
» Chack the syringe for ai bubbies, Hold & with the needla pointing upward. If there are ar bubdles, tap
your finger against the Darre! of the syrings to got the bubbies to the top. Slowly and carefuly push the
plunger up 50 that the bubblas are pushed out through the needle and you $s4 ¢ drop of medication.
« When thers ara no air bubbles, chetk the dose of the medicauan. If the dose 18 incormect, repoat steps &
through 8 until you draw up the nght dose.
5, Proparing the injaction Ske
« With a new alcohol wips, clean the selected injection site tharoughly with a firm, clreular motion from
Jdnside to gutside- Wal for the injection sk ta dry before injeching,
8. Administering the Injection
+ Hold the syringeineedle in your right hand.
« WitiT your left hand, fimiy grasp about a 1-inch fold of skin at the injection site.
« Push the neadie shaft, bevel skie up, all the way into the fold of skin at a 45° 1o 9¢° angle, thon releasa the foid of skin.
« Whila holding the syringe with your left hand, use your right hand to draw back stightly on the plunger,
« 1 you tio ot 5ee any blood coming tack into the syrings. inject the medication by pushing down on the plunger i
you do see blood In the syrings, that means the needle has penetrated a veln. f this happens. puil the
mﬂ!alsyrlnos out of the sidn sightly and draw back on the plunger agaln ' no blood Is sean this time,
Injoct the medication,
+ Usg your right hand to pull tha needie oul ofyvur skin quickly at the sama angle you injected it Immedsately
press the alcohol wipe on the Injection site
Chesk the expiration date printad wmamlmuutwmﬁlaﬂm.nmwlmwumhapmd. do notuse i,
Answers to Patients” Ouestions About D.H.E, 45° (dikydroeriotamine mesylate} Injectivn, USP
‘What i § nood heip In ssing my 0.H.E, 45* (ditydroergotamine mesylate) Injuetion, USP?
ftyou have any.questions or H you need help in apening, putting together, of using D H.E. 45¢
{8hydroergotaminemesylats) Injection, USP, speak 1o your doctor or pharmacist
How much medication should { use and how often?
Your doctor wilt have toid you what dose to use tor sach migraine attack. Shouid you get another migrains attack in
the same day as the attack you treated, you must not treat it with D.H E. 45* {dihydroergotamine mesylats)
injection, USP unless at Jeast 6 hours have slapsed since your lost injection, No mors than 6 mi. of D.H.E. 45*
(dihydroergotaminemesylate) Injection, USP should be Injcted during a one-week period. Do not use mors than
this amaunt untess ipstructed to do so by your doctor. D.H E. 46 {ditydrosrgotamine mesyiate) injection, USP is
ot intended for chronic dully use
1 you have any other unanswered guastions about D.HE, 45%
{dinydrogrgotaming mesylate) Injection, USP, consult your doctar or pharmacist.

To break, [Hace thimts o the dot and
e back
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