PRODUCT INFORMATION/465

opioid The introvenous LDy of SUBLIMAZE is 3
u/kgmntl.lmp'k;mub. 14 mg/lg in dogs and 0.03 in

Trestment: In the presence of hypoventilation or apnen,
axygen should be administered and respiration should be
gsyisted or controlled as indicated. A pstent sirway must be
maintained; an ovopharynges! airwey or endotracheal tube
might be indicated. If depressed respiration is sxocialed
with muscular rigidity, an intravenous peuromuscular
blocking agent might required to facilitats assisted ar con.
trolled respiration. The patient thould be carefully ohesrved
for 24 hours; body warmth and adequate fluid intake should
be maintained. I hypotension occurs and is severe or per-
sists, the possibility or hypovolemis should be considered
and managed with appropriate parenteral fluid therapy. A
w&m:mmummnd:umlmphn&luulhm

k should be available for use a3 indicated to man-
gummnhqdcmmﬁndounﬂpndudahmd
mmmd;lumnurmmnndmﬂrupcn—
tory depression following averdasage of SUBLIMAZE may
be longer than the duration of namotic antagonist action.
Coosult the package insert of the individual narcolic antago-

DGSAGE AND ADMINISTRATION
50 ug = 0.05 mg = 1 m!
Dosage should be individualized. Some of the factors to be
considered in determining the dose are age, body weight,
physical ctatus, underlying pathological condition, use of
other drugs, type of anesthetia to be osed and the surgical
involved. Doxage should be reduced in elderly or
debilitated patients (see PRECAUTIONS).
Vital signs shoald be monitored routinely.
L Premedication—Premedication (to bs appropriately
mdtﬂedmth!eld'rly.ddnlltlhdlndthutwhnhn
received other depresannt to 100ug ©0.05 to
Q0.1 mg (1 to 2 mi) may be administersd intramuscu-
larty 30 to 60 minutes prior to srgery.
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OPHTHALMIC PRODUCTS

Do et e et

o s
mthuul?:pufmwmlndu of this bock. For infor-
mation, literatire, samples or service iterns contect Aleon
Sales Services.

ALOMIDE® 0.1% B
docatrido T romethami ] =

DESCRIPTION

ALOMIDE® is » sterile ophthalmic solution containing the
mast eell stabilizer lodoxamide tromethamine for topml
sdministrotion to the syes Lodoxamide tromethamine is
whita, crystalline, water-notuble powder with a ml.ecular

weight of 55391

Chamicat Name:

H.N-ﬂ-chlao&qam-m—phmylm)dimm acid trome-

Mml.o!ll.ﬂlllﬁi@““‘ dmiz Sobuth inx Ac-

thve LT8 mg tnmd.hnmimqninlmthlm;

lodexamide. Preservative: benzalkonium chloride 0.007%
mannitel, hydroxypropyl methyicellulose 2910,

Regional
DlmdﬂtaZmDmybundmn" intra
larly or slowly intravenously, aver ane to two minttes,
when sdditional analgesia is required.

IV. Postoperatively (recovery room}50 to 100 yx (0.05 to
0.1 mg) (1 to 2 m) may be administared intramuscu-
larly for tha control of pain, tachypnea and emergence
delirium. The doss may be repeatad in one to bwo hours
23 needed

Usage in Children: For i and maint in chil-

dmzhlzmdmudn:ddmeuhwuzmsmh

is recommended.

[See tables on top of preceding page.]
As 8 General Anesthetic
‘When att tion of the r to surgical stress in espe-
cially important, doses of 50 to 100 pyg/kg (0.05 to 0.1 myg/keg)
{1 to 2 mi/kg) may be sdministered with oxygen and a munele
relaxant. This technique has been reported to provide anes-
thesia without the use of additionsi anesthetic agents. In
certain cases, doses up to 250 ug/kg (0.15 m;lig}ﬂ mlfkg)
may be necessary o produce this anesthetic effect. [t has
bunuﬂfwomhmnmmaudumﬁurmm
mrpu.lprnmdummpanenuforwhmmhchononhe
myocardium from excess oxygen demand is
mdiﬂted.andforcemnmmplﬂzedmmlognlmdm
thopedic procedures.
As noted sbove, it is essential that qualified personnel and
adequate [acilities be available for the management of respi-

ratory depression. .

See WARNINGS and PRECAUTIONS for use of
SUBLIMAZE (fentanyl citrate) with other CNS deprewants,
and in patients with sitered respome.

Parenteral drug products should be inspected vivuaily for
particulate matter and discoloration prier ta administration,
whanever solution and contoiner permit.

oA et

HOW SUPPLIED

SUPLIMAZE (fentanyl citrate) Injection is availabie as:
NDC 1109803002 50 pg/m! of fentanyl base, 2 m] am-
poules in packages of 10

NDC 1109803005 50 pg/ml of fentanyl bass, 5 m! am-
poules in parkages of 10

NDC 11098-030-10 50 _u:!ml of fentanyl base, 10 mi am-
poules in packages of

NDC 11088-030-20 mulmldfeuuuy‘lbLE.Mxnlm
poules in packeges of 5

PROTECT FROM LIGHT. STOHE AT CONTROLLED
ROOM TEMPERATURE (59"-TTF/15-25C).

AKORN MANUFACTURING, INC.

Decatur, Hlinois 62528

puri.ﬂﬂlwuu

CLINICAL PHARMACOLOGY

Lodoxamide tromethamine is a mast sl stabilizer that

inhibity the in vioo Type 1 immediate _hypersensitivity
Lodoxramide

Although lodoxnmide's precise mechanism of action s un-
mtbadmhnhmnpndbptmtuldummﬂux
into mast cells upon antigen shmuhtm.

Lodoxarnide has no intrinsic tthi
cydmlmmamhibiﬁou.nrnﬂwunh-mﬂmmwrymw

'l'ha dispmiﬂnnnf“f‘,bdoumidnmmndiad in xix healthy
adult volunteers receiving o 3mg (50 pCi) oral dosn of lodoxs-
mide. Urinary excretion was the major routs of elimination.

. ﬂudmiuhunhalf-hflufl'c-lndum:dlmubwuin

uring. In a study conducter] in twelve healthy adult volun-

teers, tepical administration of ALOMIDE® 0.1% (Ladoxa-

mide Tromethamine Qphthatmic Solution), one drop in each

aye four times per day for ten days, did not result in any mea-

surable lodoxamide plastua levels at a detection Hmit of

15 ng/mL.

INDICATIONS AND USAGE

ALOMIDE® Ophthalmic Sotution 0.1% i indicated in the

treatment of the ocular disorders referred ta by the terms

vernal Imuhmnmﬁnu. vernal conjunctivitis, and

vernal keratitiy.

CONTRAINDICATIONS .

Hypersenaitivily to any component of this product.

WARNINGS

Not for injection. As with all opbthalic pregarations
benzalkoni

structed oot to wear soft contact lenwes during treatment
with ALOMIDE® Ophthalmic Sofution.
PRECAUTIONS

Genevol Patients may expetience a transient burning or
mmuummmmdhmmmmﬂulmc&lu-
tion. Should these symptom:s parsist, the patient should be
advined to conteet the preseribing physician.
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Carcii iz, Mutng ImplirmemoiFmillr
A long-term study with lodoramida tromethamine in rats
{two-year oral sdministration) showed no neoplastic or tu-
mleeﬁ'atandmlmm;ftﬂdu {more than 3000
times the prop humw' | dase). mmm
tag:nn:tngemuc was seen in

llz Assay, Chromozomal Aberration in CHO Cells Axsay,
or Mouse Forward Lymphoma Asxy. [n the BALB/c-JTI
Cells Tranxformation Assay, some increase in the number of
transformed foci was seen at high concentrations (greater
thanmwmuNowﬂanmnfzmpalrmntotmwulm-
uu fundmmlhwnm Laboratory animal studies.
Preg Category B, Reproduction studies
mthlodnnmnieunmﬂmmmndmnuumduﬂllyhﬂh
mdnbhumdnunflwmmnyunmuthanmm
the proposed h dose) pr d oo of
developmental toxicity, Thers are, however, no adequats
mdwell-mntwllﬂlstud:ammntm&cam

T
ﬂmmmOphﬂln!m:Sdumn)dmldbemddunupn‘
nancy only if claarly needed.

Nursing Mothers: ltﬂnutknawnwbetherbdcnmﬂe

tr thamine is 7 milk. many

dmpmm!admhummdk.mdwuldhmr
nsadwhnnAlDMlDE@Ophthdmn:Sduhmﬂ.lﬁnd-
d to nursing

Pediatric Use: Safety and effectiveness in pediatric patients
below the age of 2 have not been sstablished.

ADVERSE REACTIONS

During clinical studies of ALOMIDE® Ophﬂnlmn Solution
0.1%, thie most frequently reported oculnr adversa experi-
ences were transisnt burning, stinging, or distomfort upen
instillation, which occurred in appruximately 15% of the
subjects. Other ocular events occurring in 1 to 5% of the sub-
jects intluded oculnr itching/pruritus, blurred vision, dry

of the subjectn included cornaai erusion/uleer, scates on lid/
Imh.mpam.mlar edema/swelling, ocular warming sen-
ocular fatigue, chamasis, cornen] abraxion, anterior
dumhef cells, kerutopathy/keratitis, blepharitis, allergy,
sticky sensation, and epitheliopathy.
Nmmrmhnprudnmm(lmlmd(nh

than 1%) hent
fort, ing, dry voss, and rash.

OVERDOSAGE
There have been no reports of ALOMIDE® 0.1% (Lodoxa-

owing systemic oral sdministration of 0.1 mg to
lﬂnudlodnnmldaixlndufdmgofnmﬂmrﬂmh-
ing, hendache, dirziness,

'wrgency. The physician may
consider emesis in tha event of zccidental ingestion. .
DOSAGE AND ADMINISTRATION
The dose for adulis and children greater than two years of
age is ona to two drops in esch affected eye four timey daily
for up to 3 months.
HOW SUPPLIED

" ALOMIDE® Ophthaimic Solution 0.1% is supplied a3

in plastic ophthalmic DROP.-TAINER® -
10 mL: NOC 0065-0045-10

follows 10 mlL
dispennery.

STOBAGE

Store st 15C-27°C (S'F-80F).

CAUTION

Federal (USA) law prohibits dispensing without prescrip-
tion.

BETOPTIC® B
[betaxolol hydrochloride}

0.5% as boss

Sterlls Ophthaimic Solution

' DESCRIPTION

BETOPTIC® Sterils Ophthalmic Solution emlunsbttu
olol hydrochioride, a cardicselective beta
;rdmhhndom"w:l a-;mmn;po-dud ';

isa uhunw&
ter, nﬂumlecullrnlghtdwm

(:.t)-l-[p-[MCyclcwupylme:hcxyhthyllp!mn]-&(m-
propylaminol2-propanal hydrochloride.

Continued on mext page
Consolt 1997 supplements and fulire sditions for revisions
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SUBLIMAZE
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MR ARl JE. BER. BRAEZEA LRVWEROENHT, 2nl LY 10ml OF
YINVELTHEBETN S, A/ 1ml iF, EFAREKPC (Jx/EBEY LT) 50meg O
TUZSVBEITELEFT VT LARSELTWS, '

M% SUBLIMAZE B EmRITHs. AMEART. GRAIFHE ORSE &
Xh3, BARCARIZ. SSAMEBERERE LCHEBI WD SHEELIBTH S, &
SRR L 8B T 584, SUBLIMAZE k3 S B MRSk omX S EA X h b,

AEBLUMAR  SUBLIMAZE 3. MABIUHNEORSKBETRE TS LMk D,
SUBLIMAZE Ok, #8. 4B, HERE. EROIRBLORE, MOHRMS
CFHOHBOBBN K> T HLKRDONIRETH S, BRORSBRATROED TH .
Do

BLA hR o
B B0 ) Eh
] mcg mcg meglkg mcgkg
BROERT  50~200 50 3~5 1
fABHIER T 300~3,500 100~200 15 1~3

200meg L LORRI. KROAKEAING, HilfL LT, 1~2ml © SUBLIMAZE H%k
BYA®D 45 HRCHEE D,

PR UCHRAREHET 3 &, 2ml © SUBLIMAZE i3, BEOEREH# I FHOBS
Tt 10 255 20 2A+-SREBEAHIE S M5, XB%KO SUBLIMAZE 10ml R,
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SUBLIMAZE*
(Fentanyl)

Presentation Clear, colourless preservative-free, isotonic, aqueous injection presented
in 2 mi and 10 ml ampoules. Each millilitre contains: 50 micrograms fentanyl (as the
citrate) in water for tnjechon and sodium chioride. :

Uses Sublimaze is an op|01d analgesic. It is used in low doses fo provide analgesia
during short surgical procedures In larger doses it is used as an analgesic/respiratory
" depressant in patients requiring assisted ventilation. In combination with a neuroleptlc
Sublimaze is used in the technique of neuroleptanalgesia. -

- Dosage and administration Sublimaze, by the intravenous route, can be administered
to both adults and children. The dosage of Sublimaze should- be individualized
according to age, bodyweight, physicat status, underlying pathological condition, use of
other drugs and type of surgery and anaesthesia. The usual dosage regimen is as
follows: .

" Adults ' Children

Initial Supplemental Initial Supplemental
meg mecg meghkg meg/kg
Spontaneous = 50-200 50 3-5 1"
respiration o :
Assisted 3003500 100200 15 | 13
ventilation- ' '

- Doses in excéss of 200 micrograms are for use in éhaesthesia oﬁly As a pfemedicant
1-2 ml Subhmaze may be given lntramuscularly 45 minutes before mductron of
anaesthesna :

After_ intravenous administration in unpremedicated adult patients, 2 m! Sublimaze may
be expected to provide sufficient analgesia for 10-20 minutes in surgical procedures
involving low pain intensity. 10ml Sublimaze injected as a bolus gives analgesia lasting
about one hour. The analgesia produced is sufficient for surgery involving moderately
painful procedures. Giving a dose of 50 micrograms/kg Sublimaze will provide intense
analgesia for some four to six hours, for intensely stimulating surgery.

Page 1
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Use in elderly and debilitated patients: It is wise to reduce the initial dose in the elderly

and debilitated patients. The effect of the mlt;al dose should be taken into account in
determining supplemental doses.

Contra-indications, wamings, etc

Contraindications: Respiratory depression: obstructive alrways disease. Concurrent
administration with monoamine oxidase inhibitors, or within two weeks of their
discontinuation. Known intolerance to fentanyi or other morphinomimetics.

Wamings:  Tolerance and dependence may OCCur. Following intravenous
administration of fentanyi, a transient fall in blood pressure may occur, especially in
hypovolaemic patients. Appropriate measures to maintain a stable arterial pressure
should be taken. |

Significant respiratory depression will occur following the administration of fentanyl in
doses in excess of 200 micrograms. This, and the other pharmacological effects of
fentanyl, can be reversed by specific narcotic antagonists (eg naloxone).  Additionat
doses of the latter may be necessary because the respiratory depression may last
longer than the duration of action of the opioid antagonist.

Bradycardia and possibly asystole can occur in non-atropinised patients, and can be
antagonised by atropine.

Muscular rigidity (morphine-like effect) may occur.

Rigidity, which may also involve the thoracic muscles, can be avoided by the following
measures:

- Slow i.v. injection {usually sufficient for lower doses).
- Premedication with benzodiazepines.
- Use of muscle relaxants.

Precautions: As with all opioid analgesics, care should be observed when administering
fentanyl to patients with myasthenia gravis. :
It is wise to reduce dosage in the elderly and debilitated patients.

In hypothyroidism, pulmonary disease, decreased respiratory reserve, alcoholism and
liver or renal impairment the dosage should be titrated with care and prolonged
monitoring may be required.

Patients on chronic opioid therapy or with a history of opioid abuse may require higher
© doses. '
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Administration in labour may cause respiratory depression in the new born infant.

As with all potent opioids, profound analgesia is accompanied by marked respiratory
depression, which may persist intdo or recur in the early post-operative period. Care
should be -taken after large doses or infusions of fentanyl to ensure that adequate
spontaneous breathlng has been established and maintained before discharging the
patient from the recovery area. Resuscitation equipment and opioid antagonists shouid
be readily available. Hyperventilation during anaesthesia may alter the patient's
response to CO,, thus affecting respiration postoperatively.

The use of rapid bolus injections of opicids should be avoided in patients. with
. compromised intracerebral compliarice; in such patients the transient decrease in the
mean arterial pressure has occasionally been accompanied by a transient reductlon of
the cerebral perfusion pressure

Drug_interactions: The use of opioid premedication, barbiturates, benzodiazepines,
. neuroleptics, halogenic gases and other non-selective CNS depressants (eg alcohol)
may enhance or prolong the respiratory depression of fentanyl.

When patients have received CNS-depressants, the dose of fentanyl required will be
less than usual. Likewise, following the administration of fentanyl, the dose of other
CNS-depressant drugs should be reduced.

Bradycardia and possibly asysiole can occur when fentanyl is combined with non-
~ vagolytic muscle relaxants.

" The concomitant use of 'dropefido! can result in a higher incidence of hypotension.
Effects 6n dniving_ability and_operation _of machinery: Where early discharge is

envisaged patients should be advised not to drive or operate machinery for 24 hours
following administration. -

Side_effects: ~The side effects are those associated with intravenous opioids eg
respiratory depression, apnoea, muscular rigidity (which may also involve the thoracic
muscles), myoclonic movements, bradycardia, transient hypotension, nausea, vomiting
and dizziness.

Other less frequently reported adverse reactions are:

- Laryngospasm;

- Allergic reactions (eg anaphylaxis, bronchospasm, pruritus, urticaria) and asystole
although it is uncertain whether thereis a causal relationship as several drugs were
co-administered;

- Secondary rebound respiratory depression has rarely been reported
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When a neuroleptic such as droperidol is used with fentényl. the following adverée

reactions may be observed-- chills- andfor-shivering, restlessness, post-operative .

haflucinatory episodes and extrapyramidal symptoms.

Use in pregnancy and Jactation. Although no teratogenic or acute embryotoxic effects
have been observed in animal experiments, insufficient data are available to evaluate
any harmful effects in humans. As with other dmgs possible risks should be weighed
against potentlal benefits to the patient. .

Administration during childbirth (including Caesarian section) is -not recommended
because fentanyl crosses the placenta and the foetal respiratory centre is particularly
sensitive to opioids. [ fentanyl is nevertheless administered, an antldote for the child
shoutd aiways be at hand.

Fentanyl may enter the matemal milk. 1t i is therefore recommended that breast feeding
is not initiated within 24 hours of treatmenL :

Qverdosage

Symptoms:
The manifestations of fentanyl overdosage are generally an extension of its

pharmacological action. Depending on the individual sensitivity, the clinical picture is
determined primarily by the degree of respiratory depression, which varies from.
bradypnoea to apnoea.

Trealment:

.= Hypovenfilation or apnoea: Q,administration, assisted or controlled respiration.

- Respiratory depression: ~ Specific narcotic antagonist (eg naloxone). This does .
- not preclude the use of immediate countermeasures.
- Muscular rigidity: Intravenous neuromuscular blocking agent.

The patient should be carefully observed; body warmth and adequate fluid intake should

be maintained. - if-hypotension is severe or if it persists, the possibility of hypovolaemia
_should be considered, and if present it should be controlled with appropriate parenteral
" fluid administration.

Pharmaceuttcal precautlons #-deswed—Subhmaze—ean-be—;md—w#hq-v—mmsqen

mumaze_ls chem;cally mcompahble w1th the mductnon agents thlopentone and
methohexitone because of the wide differences in pH.

Sublimaze should be stored at room temperature and protected from light.
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Legal gategory CD (Sch2), POM.

Package quantities Sublimaze is supphed in 2 ml ampoules (0.05 mg!ml) in packs of
10 and in 10 ml ampoules (0.05 mgfml) in packs of 10.

Further information N_i!.

" Product licence number - 0242/5001 R.
Date of last revision: May 1996
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