: The manifestations of fentary ov
b

ith nalgesi of

are an extension of its pharmamloglc actions (see CLINICAL PHARMACOLOGY)

3mgkginrats, 1 mglk 14mglkgin dogs, and 0.03 mg/kg in monkeys.
Treatment: In the presence of hypovenhlahon o apnea oxygen should be administered and respiration should be assisted or controlled as
indicated. A patent airway mu: airw: tube might be indicated. If depressed respiration is
associated with muscular ngldlty, an mtravenous neummuscular blocking agent might be required to facilitate assisted or controlled respiration.
The patient should b 4 hours; bod nd adequate fluid intake should be maintained. If hypotension ocours and is
severe or persists, the pos i and fluid therapy. A specific narcotic
antagonist such as naloxone should be available for use as indicated to manage Tespiratory depression. Tms does not preclude the use of more

DOSAGE RANGE CHART
MAINTENANCE DOSAGE (expressed as fentanyl base)

Low Dose -2 maglkg (0.002 mg/kg) (0.04 mi f

Moderate Dose - 2-20 mcglkg (0.0020. oz mg/kg) (0.04-0.4 mLikg) 25-100 mog (0.025 0.1 mg) (05 to 2 ) may be agministered

alge:
High Dose - 20-50 mcg/kg (0.02-0.05 mg/kg) (0 10 mL/kg) Maintonanco tosags (ranging from 25meg (0,025 ma) (0.5 miL) o one haifth il
loading dose) wil be dictated by the changes in vital signs which indicato siress and lightening of analgesia. However, the additonal dosage
selected must

of respiratory e longer than of narcotic
Consultthe package i i ists for details about use. Wh ion of th g (0. .1 mg/kg) (1 mLikg
DOSAGE AND ADMINISTRATION to 2 rnL/kg) may be adrnlnls(ered Wl(h oxygen anda rnuscle relaxan( Thls (echnlque has been reporled lo provlde aneslhesla without lhe use of
05mg= ad kg) (3 mL/k b
Dosage should be individualized. some ofthe factos o be consderad ndatermiing e dose s age, body. welght physical status, underlying ! has heon use o open heaﬂ surgery and ceﬂﬂ"" oer major surglcal procedures in pationts or whom protection of the myocardium from
tobeusedand hy

ordebilitated patients (see PRECAUTIONS)
Vital signs should be monitored rouhnely
I

(to iately modified in the elderly, debiltated, and [inose o hevelrecsived ohencepessant
rugs)—50meg 0 100 meg (0.05 mgto0. ; mg) (1 mLto2mL) may

Il Adjunct
1il. Adjunct to Regional Anesthesia — 50 mg to 100 mog (0.05 mg to 0.1 mg) (1 mto 2 mL) may be administered iniramuscularly o slowly
intravenously, over one to two minutes, when additional analgesia s required.

Asnoted above, i jal that nd ; i "
See WARNINGS and PRECAUTIONS for use of fentanyl with other

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to administration, whenever solution and
comamer perrm

30°C. Donotheat- . PROTECT FROMLIGHT
HOW $UPPLI

Verfen (Fentanyl) citrate injection, USP, equivalent to 50 mcg (0.05 mg) fentanyl per mL is supplied as: 2ml &10ml glass ampoule in container of 10
&5 i

V. Postoperatively (recovery room) — 50 mog to 100 meg (0.05 mgto 0.1 mg) (1 mL 1o 2 mL) may be a for the
control of pain, tachypnea, . The dose may

Usage in Children: For induction and maintenance in children 2 to 12 years of age, a reduced o meglkg to 3 meglkg is
recommended.

DOSAGE RANGE CHART

TOTAL DOSAGE (expressed as fentanyl base)

2 mcg/kg (0 002 mg/kg) (0.04mL/kg) Fentanyl in small doses it |s most, use!ulfor minor, bui palnful
ental reliefin th
Moderate Dose - 2- zo meglkg (0.002-0.02 mglkg) (0 04-0.4 mLlkg) Where surgery becomes more major, a larger dose is required. With this
dose, in addmon o adequate analgesia, one would expect o see some aboliion of the stress response. However, respiratory depression will be
uchth
High Dose 20-50 moglkg (0.02-0.05 mg/kg) (0.4-1 mLikg) During open heart surgery and certain more. compllcated neurosurgical and
orthopedic procedures where surgery is more prolonged, and in the opinion of the anesthesiologist, the stress response to surgery would be
detrimental to the well being of the patient, dosages of 20-50 mag/kg (0.02-0.05 mg/kg) (0.4-1 mL/kg) of fentanyl with nitrous oxide/oxygen have
been shown to altenuate the stress response as defined by increased levels of circulating growth hormone, catecholamine, ADH, and prolactin.
When dosages in this range have been used during surgery, e ventlation and are essential due to extended

Inaddition to th g

1. DIMINISHED SENSITIVITY TO CO, STIMULATION MAY PERSIST LONGER THAN DEPRESSION OF RESPIRATORY RATE. (Altered

sensitivity to CO2 stimulation has been demonsirated vor up to four hours following a single dose of 600 mcg (0.6 mg) (12 mL) fentanyl o healthy

volunteers.) Fentanyl frequ: , duration, and di

2. The peak respiratory depressam effect of a single |n(ravenous dose of fentanyl citrate is noted 5 o 15 minutes following injection. See also
respiratory

INDICATIONS AND USAGE o
-+ For analgeslc S an o aht Guranon ¢ Guring the anesthetic periods,
. postoperatve period (recovery room) as herneed arises.

L adminisiration with & neuroleptic such as droperidol njecton as an anesthetic premedication, fr the induction of anesthesia, and
«for use as an anesthetic agent wil:nae;)a/lgaer:\dir:e;:cled high risk patients, such as those undergoing open heart surgery or certain

induction and and in the immediate

CONTRAINDICATION
rfen (F

WARNINGS

VERFEN (FENTANYL CITRATE) SHOULD BE ADMINISTERED ONLY BY PERSONS SPECIFICALLY TRAINED IN THE USE OF
INTRAVENOUS ANESTHETICS AND MANAGEMENT OF THE RESPIRATORY EFFECTS OF POTENT OPIOIDS.

AN OPIOIDANTAGONIST, RESUSCITATIVE AND INTUBATION EQUIPMENT, AND OXYGEN SHOULD BE READILY AVAILABLE.

ists in PRECAUTIONS and OVERDOSAGE.

If Verfen is administered with a tranquilizer such as droperidol, the user should become familiar with the special properties of each drug,
particularly the widely differing duration of action. In addition, when such a combination is used, fluids and other manage

tothe drug.

Mfd. by:
VERVE

Verve Human Care Laboratories

15-A, Pharmacity, Selaqui,

Dehradun - 248 011 (Uttarakhand) INDIA
(A WHO Certified Company)
www.vervehumancare.com

Fentanyl may o produce ofher signs and symptoms charactoristic of narcotic analgesics indluding evphoria, miosis, bradycardia, and
by MAO inhibitors has been reported for other narcotic analgesics. Although this has
not been reported for femanyl there are insufficient data fo establish that this does not occur with fentanyl. Therefore, when fentanyl is

to patient MAO inhibitors within 14 days, ing and ready and beta-

NR
FENTANYL CITRATE INJECTION USP, 50mcg/ml
VERFEN®

DESCRIPTION
Verfen (Fentanyl citrate) is a potent narcotic analgesic. Each ml of solution contains lenlanyl (as the citrate) 50 mcg (0.05 mg), adjusted to pH 4.0
5 with sodium Citrate. Fentanyl citrate is
chemlcally identified as N-( henelhyl»A«plpendyl)

S, GHLODOH  proplonaniide it (1:1) with @ molecular weight of
CHTHZON | 528.61. The structural formula of fentanyl citrate is:
H,CH, | Verfen' (Fentanyl citrate) injecti teril
NG O Gogopy  Veren (Fenianyl divale) injecion is a sterle,
s ! nonpyrogenic, preservative free aqueous solution for
e intravenous or intramuscular injection,
il THLOOH  cLinicAL PHARMACOLOGY

Verfen (Fentanyl citrate) is a narcotic analgesic. Adose
of 100 mag (0.1 mg) (2 mL) is approximately equivalent
in analgesic activity to 10 mg of morphine or 75 mg of
meperidine. The principal actions of therapeutic value
are analgesia and sedation. Alterations in respiratory
rate and alveolar ventilation, associated with narcotic analgesics, may last longer than the analgesic effect. As the dose of narcotic is increased,
the decrease in pulmonary exchange becomes greater. Large doses may produce apnea. Fentanyl appears o have less emetic activity than
sither morp nd skin wheal testing in man indicate that clinically significant histamine release rarely occurs.
wilhfentanyl. Recent assays in man show no cincally significant histamine release in dosages up to 50 meg/kg (0.05 mg/kg) (1 mLikg). Fentanyl
preserves cardiac stability, and blunts stress-related hormonal changes at higher doses. The
model, with a distribution time of 1.7 minutes, redistribution of 13 minutes, and atermmalellmmanon "half-life of 218 minutes.
The volume of distribution for fentanylis 4 L/kg.
Fentanyl plasma protein binding capacity decreases with increasing ionization of the drug. Alterations in pH may affect its distribution between
plasma and the central nervous system. It accumulates in skeletal muscle and fat, and is released slowly into the blood. Fentanyl, which is
primarily transformed in the liver, demonsirates a high first pass clearance and releases approxlmately 75% of an intravenous dose in urine,
mostly as metabolites with less than 10% % of the dose i recovered in the feces, primarily as
metabolites. The onset of action of fentanyl is almost immediate when the drug is given |nlravenously, however, lhe maximal analgesic and
respiratory depressant effect may not be noted for several minutes. The action of th s 30 to 60 minutes after a
single intravenous dose of up 10 100 meg (0.1 mg) (2 mL). Following ntramuscular aminisiration, the onset of actlon is from seven to eight
minutes, and the duration of action is one to two hours. As with longer of the respiratory effect
of fentanyl may be longer than the analgesic effect. The following observations have. been reported concerning altered respiratory response to
e et it < } the anaigesy o

‘&‘_:;‘f'

Impaired Respiration: Fentany! should be used with caution in patients with chronic obstructive pulmonary disease, patients with decreased
respiratory reserve, and others with potentially compromised respiration. In such patients, narcotics may additionally decrease respiratory drive
and increase airway resistance. During anesthesia, this can be managed by assisted or controlled respiration. Impaired Hepatic or Renal
Function: Fentanyl citrate should be administered with caution to patients with liver and kidney dysfunction because of the importance of these
organsinthe metabolism and excretion o dugs.

Head Injuries and Increased Intracranial Pressure — Fentanyl should be used with caution in patients who may b to
Tospiratory deprossion, Sueh as comalose patients who may have & head injry or brain lam. In addiion, fentanyl may obécure he liical
course of patients with head injury.

PRECAUTIONS

General

The initial dose of Verfen (fentanyl citrate) should be appropriately reduced in elderly and debilitated patients. The effect of the initial dose should
The initial dose (font

Nitre ide h: P d ith higher doses of fentanyl.

Certain forms of such as spinal and snme peridural anesthetics, can alter respiration by blocking intercostal

nerves. Through other mechanisms (see CLINICAL PHARMACOLOGY) fentanyl can also alter respiration. Therefore, when fentanyl is used to
these forms of ist should be familiar with the ical alterations involved, and be prepared to manage

themin
When a tranquilizer such as croperidolis used wil fentanyl, pulmonary arterial pressure may be decreased. This fact should be considered by
those who conduct diagnostic and surgical procedures where interpretation of pulmonary arterial pressure measurements might determine final
management of the patient. When high dose or anesthetic dosages of fentanyl are employed, even relatively small dosages of diazepam may
cause cardiovascular depression.

When fentanyl is used with a tranquilizer such as dropericol, hypotension can occur. If it ocours, the possibilty of hypovolemia should also be
and managed with appropriate parenteral fluid therapy. Repositioning the patient o improve venous relurn to the heart should be

ypotension should be avalale. As Wh olher potent narcots, he respiralory depressant efec offenlanyl may persist longer than the
measured analgesic effect. The lotal dose of al narcolic ould be by efore ordering
during recovery 1t S ohen required, should be used n educed doses nially
aslow as 1/410 1/3those usually recommended.
Fentanyl may cause muscle rigidity, particularly involving the muscles of respiration. In addition, skeletal muscle movements of various groups in
the extremities, neck, and external eye have been reported during induction of anesthesia with fentanyl; these reported movements have, on rare
accasions, been strong enough to pose patient management problems. This effect is related to the dose and speed of injection and its incidence
can be reduced by: 1) administration of up to 1/4 of the full paralyzing dose of a non depolarizing neuromuscular blocking agent just prior to
administration of fentanyl citrate; 2) adminisiration of a full paralyzing dose of a neuromuscular blocking agent following loss of eyelash reflex
when fentanyl is used in anestheic doses fitraed by slow infravenous infusion or 3) simulaneous administration of fentanyl cilrate and a full
i . Th

consideted when operative condilons permit Care should be exerdised n moing and positioing of paiens because of the posslblllly of
orthostatic hypotension. If volume expansion with fluids plus other do not correct ressor
agents other than ine should be Because of the alph jic blocking action of dropendol eplnephnne may

Elevated blood pressure, with and without preexisting hypertension, has been reported followi on of fentanyl
droperidol. This might be due to unexplained alterations in sympathetic activity following large doses; however, it is also !vequen(ly annbuted to
anesthetic and surgical stimulation during light anesthesia. When droperidol is used with fentanyl and the EEG is used for postoperative

paralyzing dose of a neuromuscular blocking agent when fentanyl citrate is used in rapidly
blocking agent used should be compatible with the patient's cardiovascular status. Adequate faciliies should be available for postoperative
monitoring and ventilation of patients administered anesthetic doses of fentanyl. Where moderate or high doses are used (above 10 mcg/kg),
there must be adequate facilfies for postoperative observation, and ventilation if necessary, of patients who have received fentanyl. Itis essential
that these faciliti piratory

y equipp r

monitoring, it
Vital signs should be monitored routlnely.
p i ioid analgesi by d by opioid i has naloxone. Because the di respi
i last longer than the duration of the opioid an(agonlsl acllon i il Id be mai
Aswith all potent opioids, profound analgesla ied by respi i

persist into or recur in the
posioperaiive manitorng should be Smployed to ensure thet adequale
prio y

10CO2 may
may et ater postoperative response to CO2. Appropriate
breathing is and in the absence of

fects: Fentanyl may produce bradycard. which may be treated wil atropne. Fenlanyl should be used with cauton in
pauen(s with cardiac rug s (¢ narcotics, and general
il have additive effects with lemanyl When patients haverocmed such drugs, the dose of fentanyl required will be
loss han ustual. Following the administration of entanylcrate, the dose ofolher CNS depressant rugs shouldbe educed.
ertility: No carci tudies have been conducted with fentanyl citrate.
Reproducnon studies in rats revealed a slgnlﬁcant decrease in the preghancy rate of all experimental groups. This decrease was most
d group (1.25 mg/kg-12.5X hy
Pregnancy : Category C: Fentanyl citrate has been shown to impair fertly and to have an embryocidal eflect in ats when given in doses 0.3
times the upper human dose for a period of 12 days. N bserved after
o rats. There are no adequate and well-controlled studies in pregnant women. Fentanyl should be used during pregnancy only if the pntentlal
benem jusiifos the potentialisk o the feus.

supportthe use of delivery. Therefor
Nnrsmg Mothers: It is not known whether this drug is excreted in human milk. Because many drugs are exerotod i human ik, Gaution should
toanursing
i years of age has not

Raro cases of unexplained dinically Signiioant methemoglobinemia have been reporiad in premature neonates undergoing emergency
anesthesia and surgery which included combined use of fentanyl, pancuronium, and atropine. A direct cause and effect relationship between the

ADVERSE REACTIONS
As with other narcotic analgesics, the most common serious adverse reactions reported to occur with fentanyl are respiratory depression, apnea,
rigidity, and bradycardia; if these remain untreated, respiratory arrest, circulatory depression or cardiac arrest could occur, Other adverse
reactions that havs been reported ae hypertension,ypatension, dizainsss, blured visin, nausea, emesis, aryngospas, and diaphoresi.
has been reported that secondary rebound respiratory may oceur Patients should be monitored for this

When a 1ranqu|l|zer such as droperidol is used with fentanyl citrate, the following adverse reactions can occur: chills and/or shivering,
with transient periods of mental depression); extrapyramidal
symptoms (dyslonla akathisia, and oculogyric crls\s] Rave been aserved up to 24 hours hen they occur,

symptoms can usually be controlled with is also frequently reported following the use of
droperidol.

DRUG ABUSE AND DEPENDENCE

Fentanyl citrate injection is a Schedule Il controlled drug substance that can produce drug dependence of the morphine type and, therefore, has.
the potential for being abused.

OVERDOSAGE




