PHENYLEPHRINE HYDROCHLORIDE- phenylephrine hydrochloride injection
Assure Infusions, Inc

Disclaimer: This drug has not been found by FDA to be safe and effective, and this
labeling has not been approved by FDA. For further information about unapproved

drugs, click here.

Phenylephrine Hydrochloride, 10mg in 250mL

Storage and Handling Section

Store at 20 to 25C (68 to 77F). Protect from light.See package insert for complete
warnings and directions.
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PHENYLephrine HCI Injection in Sodium Chloride -,_

10 mg per 250 mL (0.04 mg/ml) NDC 83155-107-25

HIGH ALERT MEDICATION
For Intravenous Use Only
See e insert for complete warnings and directions
Store at 20° to 25°C (B8° to 77°F). Protect from light.
Active Ingredient: Phenylephrine HCI 10 mg
Inactive Ingredients: Sodium Chloride 1875 mg, Sodium Citrate
Dihydrate 1000 mg, Citric Acid Monchydrate 250 mg, Disodium EDTA
Dihydrate 50 mg. Sodium Hydroxide and/or Hydrochloric Acid added 150—
for pH adjustment.
This Is a compounded drug. Single-Dose. Sterile Product. Preservative
free/ Sulfite free. Not for resale. Hospital/Office use only.
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Report adverse events to www fda.gov/medwatch and 1-800-FDA-1088.
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PHENYLEPHERINE HCL F
INJECTION IN SODIUM CHLORIDE

For Human Use Only
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HIGHLIGHTS OF PRESCRIBING INFORMATION:

These highlights do not include all the information needed to
use Phenylephrine Hydrochloride in 0.75% Sodium Chioride
Injection safely and efectively. Sae full p ribing Information
for Prenylephrine Hydrochloride Injection.

PHENYLEPHRINE HYDROCHLORIDE IN SODIUM CHLORIDE
Iinjection, for intravenous wse.

INDICATIONS AND USAGE:

Prenylephrine  Hydrochloride in 0.75% Sodium  Chloride
Injection is an alpha-1 adrenergic receptor agonist indicated
for increasing blood pressure in adults with clinically impartant
hypatension resulting primarily from vasadilation, in the setting
of anesthesiy 111,

DOSAGE AND ADMINISTRATION:

Do NOT dilute prior 1o admisistration 12,17

Dasing for Perioperative Hypotension

= Intravenous continuous infusion: 0.5 meg/kg fminute to 1.4
mcg kg /minute titrated to effect (2.2)

DOSAGE FORMS AND STRENGTHS:

Injection:

10 mg in 280 mL 10.04mg/mL of phenylephrine hydrochlaride,
20 mg in 250 mL 10.08mg/mL) of phenylephrine hydrochloride,
Al mg in 280 mL D 16mg/mL af phenylephrine hydrachlaride,

80 mg in 250 mL (0.20mg/mLl of phenylephrine hydrochloride
in 0. 75% Sodium Chioride, supplied in a meady-1o-use, single-
dase intravencous solulion bag 11, 161

CONTRAINDICATIONS:
« Hypersensitivity to it or any of its compenents (4)

WARNINGS AND PRECAUTIONS:

= Severe bradycardia and decreased cardiac output (5.2)

+ Extravasation: during intravencus administraticn may
cause necrosis or sloughing of tissue 15.4)

« Concomitant use with coyiooic drugs: pressor effect of
sympathomimetic pressor amines i= potentiated (5.5!

ADVERSE REACTIONS:
Most  common  adverse
headache, nervousness 6]

reactions: nausea and vomiting,

FULL PRESCRIBING INFORMATION:

@

. INDICATIONS AND USAGE

Phenylephrine Hydrochlende in 0.78% Sodium Chlaricde
Injection is indicated for increasing blood pressure in adulls
with clinically impartant hypotension resulting primarily
fram vasodilation in the setting of anesthesia,

. DOSAGE AND ADMINISTRATION

2.1 General Administration Instructions
During Phenylephrine Hydrochlaride 10 mg in 250 mi
(0.0dmgfmLl; 20 mg in 250 mL (0.08mpg/ml!; 40 mg in
250 mL 0.1 émg/mL) and 50 mg in 250 mL (0. 20mg/mL)
in 0.75% Sedium Chloride Injection administraticn:
« Correct intravascular volume depletion.
= Correct acidosis. Acidosis may reduce the

effectiveness of phenylephrine.

Fhenylephrine  Hydrochloride 10 mg in 250 mlL
0.08mgsmLl; 20 mg in 250 mL 10.08ma,/mLi; 40 mg in
260 ml (0. 1&mgfmL) and 50 ma in 250 mL (0. 20mg/
mLlin 0.75% Scdium Chlaride Injection is supplied as
a premixed, ready to administer product that reguines
ra further dilution prior 1o infusion, Paremeral drug
products shauld bBe inspected tor particelate matter
and discalaration prior to administration, Do not use
f the =olution iz colored or cloudy, or if it contains
particulate matter,
Discard any unused portion

2.2 Recommended Dosage

In adult patients undergoing surgical procedures with

either neuraxial anesthesia or general anesthesia:

» 0.5 mog/kg/min to 1.4 mog kg /min by intravencus
continuous infusion, titrsted to blood pressure
goal. Do not exceed 200 mog/min,

DOSAGE FORMS AND STRENGTHS:

Injection: 10 mg in 280 mbL (0.04mgdmLl: 20 mg in 250 mL
0. 08mg/mLi; 40 mg in 250 mL 0 1éme/mL) and 8 mg in
250 mbL 0-20mgimLl of phenylephrine mydrochlaride in
0.75% Soddium Chloride, supplied as a ready-to-use, clear,
colorless solution in a single-dose 250-mL intravenous
solution bag

. CONTRAINDICATIONS:

The use of Phenylephrine Hydrochloride Injection,
10me/250mL to G0mg/250mL is contraindicated in patients

= Hypersensitivity to the product or any of its components.

. WARNING AND PRECAUTIONS:

5.1 Exacerbation of Angina, Heart Failure, or Pulmonary
Arterial Hypertension Because of its pressor effects,
phemdephring hydrochloride can precipitate angina
n patients v savere arteriosclercsis ar history
ol angina, exacerbale underlying heart laillure, and
nerease pulmanary arterial pressuee,

R Only

peripharal vascular disease,

5.7 Renal Toxicity
Phenvlephring hydrochloride can increase the need
for renal replacement therapy in patients with septic
shack. Monitos renal functian,

&. ADVERSE REACTIONS:

The following adwerse reacticns associated with the use
of phemylephrine hydrochloride were identified in the
Uterature, Because thess reactions are reported voluntarily
from & population of uncertain size, it is not slways possible
to estimate their frequency reliably or to establish a causal
relationship to drug exposure.

Cardioe disorders: Bradycardia, AV bBlock, ventricular

extrasystoles, myocardial ischemia
Gastrointestinol disorders: Nausea, vomiting

Gerneral disorders and odministrative site conditions:
Chest pain, extravasation

Nervous  systern disorders:
paresinesia, tremar

Peychiotrie disorders: Excilability
Respiratery: Pulmanary edema, rales

Headache, nervousness,

Skin and subcutoneous tissue disorders! Diaphoresis,
pallar, piloerection, skin blanching, skin necrosis with
extravasation

Viasculor disorders: Hypertensive crisis

7. Drug Interactions
7.1 Aponists
The pressor effect of phenylephrine hydrochloride is
increased in patients receiving:
Mugnoamine oxidase inhibitors IMAOIT,
selegiling
Choylacin and axylocic drugs
B- dt}lL‘l’l(" i blackers

Such &%

a-2 adrenergic apanists, such as clonidine
Sterclds

Tricyelic antidepressants

Morepinephrine franspart inhibitors, such as
atamoxeting

s, such as methylergonavine maleats
ting sympathalytic agents, such as
guanfacine or reserping

Afropine sulfate

7.2 Antagonists
a-adranergic blocking agent
phenathiazines leg., chlarpromazine and amiodarone
block phemdephring and ang in turn Hocked by
phenylephring

& USE IN SPECIFIC POPULATION:
8.1 Pregnancy
Risk Summary




To report SUSPECTED ADVERSE REACTIONS, contact Assure
Infusions, Inc., a1 1-663-292-2211 or FDA at 1-800-FDA-1068
ar worw fda gov/medwateh

Drug Interactions

Agonistic effects with monoamine cxidase innikitcrs IMADIH,
B-adrensrgic nlocking agents, a-2 adrenergic agonists,
sterolds, tricyclic antidepressants, norepinephrine
transport inhibitors, engot alkaloids, centrally acting
sympathoiytic agents and atropine sulfate (7.11

Antagonistic effects on and by a-adrenergic blocking
apents (7.21,
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inical Considerations:
Dizease-Associated Maternal anddor Emboryofetal Risk

Untreated hypotension assoclated with spinsl anesthesia for
cesarean section is associsted with an Increase In matermal
nausea and vomiting. A sustained decrease in uterine
blood flow due te maternal hypotension may result in fetal
bradyeardia and acidosis.

Data

Human Dote

Published randomized controlled trials over several
decades, which compared the wse of  phenylephring
injection o other similar agents in pregnant wamen during
cesarean sectan, have not dentified adverse maternal of
infant outcormes, At secommonded ooses, phenviephring
doas nol appear (o afect fetal heart rate or fetal heart
variabllity 1o a significant degree.

There are no studies on the safety of phemydephrine injection
exposure during the period of crganogenesis, and therefiare,
It is not passible to draw any conclusions an the risk of
birth defects following exposure to phenylephrine injection
during pregnancy. In addition, there are ng data on the risk
of miscarriage following fetal exposure to phenylephrine
injection.

Animal Doto

Mo clear malformations or fetal toxicity wete reported
when normatensive pregnant rabbits were treated with
phenylephnng via continuous intravencus infusion over 1
hour (0.5 mg/kgfday; approximately squivatent ta a HDD
based an body surface areal from Gestation Day 7 to 19, At
this gase, which demonstrated no maternal toxicity, therg
was evidence of developmental delay laltered ossification
of sternebral.

In @ non-GLP doss range-finding study In normotensive
pregnant rabhbits, fetal lethality and cranial, paw, and limb
malformations were noted following treatment with 1.2
mg/kgsday of phenylephring via continuous Intravencus
infusicn over 1 hour (2.3-times the HDD!. This dose was
clearly maternally toxic lincreased mortality and significant
body weight lossl. An incréase in the incidence of limb
maltormation (hyperexlension of the forepaw coingident
with high fetal mortality was noted in a single litter at 0.4
mg/kgsday (1.2-times the HDDD in the absence of maternal
texisity,

Mo malformations ar embryo-fetal tosicity were reported
when nofmotensive pragnant rats were treated with up la
3 mg/kpiday phenylephrine wia coninuous intravenous
infusion over 1 hour 12,9-times the HDOI from Gestation
Day & to 17, This dose was assoclated with some matemal
towicity (decressed food consumpticn and bady weights).

Decreased pup welghts were reported In a pre- and
pastnatal development toxicity study in which normotensive
pregnant rats were  administered phenylephrine  via
continuous intravencus infusion owar 1 houwr 12,3, 1.0, or 2.0
mg/kgiday; 0.2%, 1, or 2.9 times the HOD! from Gestation
Day & through Lactation Day 211 Mo adverse efects on
prowth and dewelopment (learning and memory, sexual
development, and fertility! were naoted in the offspring
of pregnant rats at any dose tested, Maternal toxicities
tmortality [ale in gestalion and during lactalion period,
decreased food consumption and body weightl cocurred at
1 and 3 mg/kg/day of phenylephrine lequivalent te and 2.9
times the HOD, respectvelyl,

8.2 Lactation

Risk Surnmary

There are no data on the presence of Phenylephrine
Hydrochioride Injection or its metabolite in humean or animal
milk, the effects an the breastfed infant, ar the effectz on
milk production. The developmental and health benefits of
breastfeeding should be conzidered alang with the mother’s
clinical need for phenylephring hydrechloride injection
and any patential sdverse effects on the breastfed infant
from phenylephrine hydrochloride injection or from the
underlying maternal condition,

8.4 Pediatric Use
Satety and effectiveness in padiatric patients have not been
wslablished,

5.2 Bradycardia
Phemdephring  hydrochloride  can  cause  Severs
nradycardia and decreased cardiac output

5.3 Risk in Patients with Autonomic Dysfunction
The pressor response to adrenergic drugs, including
phenylephrine, can ke increased in patients with
autanomic dysfunction, as may occur with spinal cord
injuries

6.4 Skinand Subcutaneous Necrosis
Extravasation of phenylephrine can cause necrosis or
sloughing of tissue. Awvoid extravasation by checking
infusion site for free flow,

5.5 Presser Efect with Concomitant Oxylocic Drugs
Oxylocle  drugs  potentiate  the  pressor  effect
af  sympathomimetic  pressor amines  including
phesephring hydrochlonide [see Drug Interaclions
{71, with the potential for hemaorrhagie stroke,

5.4 Peripheral and Visceral lschemia
Phemytephrine  hydrochloride can causs  excessive
neripheral and wvisceral vasocansiriction and lschemia
to vital organs, particularly in patients with extensive

or cardiac function, and of concomitant disease or alher
drug therapy.

&4 Hepatle Impalrment

In patients with liver cirrhosis [Child Pugh Class A (n=3l,
Class B [n=5) and Class C (n=1!, dose-response data
indicate decreased responsiveness to phenylephrine.
Consider using larger doses than usuat in hepatic impaired
subjects.

&.7 Renal Impairment

In patients with end stage renal disease (ESRD) undergaing
nmemodialysis, dose-response data indicates increased
responsiveness o phenylephrine, Consider using lower
doses of phenylephrine hydrochlonde in ESRD patients

10 OVERDOSAGE:

Overdase  of  Phenylephringe  Hydrachloride  Injeciion
can cause a rapid rse in blood pressure. Symptoms of
averdase include hesdache, vomiting, hypertension, reflex
oradycardia, and cardiac arrhythmias including ventricular
extrasystoles and ventricular tachycardia. and may cause
a sensation of fullness in the head and tingling of the
exiremities.

‘Consider using an a-adrenergic antagonist.

11. DESCRIPTION:

Phemylephring Hydrochloride in 0.75% Sodium Chiorde
Injection, 10 mg/250 mL to 50 mg/260 ml, an agonist
alpha-1  adrenergic  receplor,  conlaing  the  actne
oharmaceutical  Ingredient  phemglephring e the form
af hydrachlaride  salt, Phenylephring & & Synthetic
sympathamimatic agent In sterile form for parenteral
mjeation, Phenyephring hydrochlaride chemizal name s
i-1-m- Hydrosy-g-[(methylaming! methyd] benzyl  aicohal
mydrochloride and has the following structural formula:

TOMs e

Phanyiephrine hydrochloride is very scluble in water, freely
soluble in ethancl, and insoluble in chloroform and ethyl
ather, Phenylephrine hydrochloride is sensilve (o Light

Phamylephrine Hydrochlaride Injection, USP is a clear and
coloriess sterile agqueous solulion, essentially Tree of visible
forgign matter, It is a ready-ta-use solulion intended for
intravenaus adminigtration.

For 10mg/ 250ml: Each mL contains: 0.04 mg (4D mcgl

af Phenylephrine Hydrachloride and 7.5 mg of Sodlum
Chioride in Water for Injection.

For 20mg/ 250mL: Each mL contains: 0.08mg 150 mcgl
aof Phenylephrine Hydrochloride and 7.5 mg of Sodium
Chioride in Water for Injection.

For 40mg/ 260mL: Each mL contains: 0.14 mg {140 mcgl

of Phenylephrine Hydrochloride and 7.5 mg of Sodium
Chioride in Watar for Injecticn.

For 50mg/ 250mL: Esch mL contains: 0.20 mg {200 mcgl
af Phenylephring Hydrachloride and 7.5 mg of Sodiom
Chleride in Watar for Injection.

Hydrochlone acld s added as needed to adjust pH (pH
range |s 3.0 ta 4.5 per USP monograghl,

12 CLINICAL PHARMACOLOGY:

12.1 Mechanizm of Action
Prenylephrine hydrochloride is an a-1 adrenergic
receptor agonist.

12.2Pharmacodynamics
Fhenylephring is the acthve moiety, Metabolites ars
inactive at both the a-1 and a-2 adrenergic receptors,
Following parenteral administration of phenylephring
hydrochicride, increases in systolic blood pressure,
diastolic blood pressure, mean arterial blood pressure,
and total peripheral vascular resistance are abserved,
The ansel of blood pressure increass following an
inravencus  belus  phenylephrine  hydroehlonde
administratien 8 rapid and the efect may persist for
up to 20 minules, As mean arterial pressure increases

AT TS FATICILH T IRZEE] IR TR LRl fTIe] ETIel - and iyses
with phenylephrine hdrochloride injection use in pregnant
women during caesarean section have not established a
drug-associated risk of major birth defects and miscarriage.
These studies hawe not identified an adwerse effect on
maternal outcomes or infant Apgar scores [see Datal.
There are no data on the use of phenylephrine during
the first or second trimester. In animal reproduction and
development studies in normotensive animals, evidence
of fetal malformations was noted when phenylephrine was
administered during organogenesis via a 1-hour infusion al
1.2 times a human daily dose IHDD) of 10 ma /&l kgfday.
Decreased pup weights were noted in offspring of pregnant
rats ireated with 2.9 times the HDD

The estimated background risk of major birth defects and
miacarnage for the indicated population |s unknown. All
pregeancies have 3 backpround risk of birth defect, loss,
or other agverse cutcomes, Inthe LS. peneral population,
the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2-4% and
15-20%, respectively.
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compartments. The average fotal serum clearance
(2095 mL/min! was close to ane-third of the cardiac
output.

& mass balance study showed that phenylephrine is
extensively metabolized by the liver with anly 12% of
the dose excreted unchanged in the urine. Deamination
by manoaming oxidase is the primary metabaolic
pathway resulting in the formation of the major
metabolife im-hydreeymandelic acid) which sccounts
for §7% of the total administered dose,

13 NON-CLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impalrment of Fertility

Carsinogenesis:
Long-termanimalatudiesthat evaluated thecarcinoganic
potential  of orally  administered  phenylephrine
hydrochloride in F344/N rats and B&C3F1 mice
were completed by the Mational Toxicology Program
using the dietary route of sdministration. There was
no evidence of carcinogenicity in mice administered
approzimately 270 mg/kg/day (131-times the human
daily dese (HOD! of 10 mg/day based on body surface
areal or rats administered approsimately 50 mgfdkg!
day 48-limes the HOD based on body surface area
comparisanst,

Mutogenesis:

Phenylephrine hydrachloride tested negative in the in
vitro bacterial reverse mutatian assay 15, typhimurnium
strains TASH, TA100, TA1535 and TA1537), the In
wiro chromosomal aberrations assay, 1he In witro
sister chromatid exchange assay, and the in vivo rat
micranucleus assay. Positive results were reported
in onty one of two replicates of the in vitro mouse
lymphoma assay.

Impairment of Fertility:

Mo adverse effects on fertility or early embryonic
development were noted when  phenylephrine
hydrochloride was administered at doses of 50 mcg,
100 meg, or 200 mog/kgiday lup to 0.2 times HDD
ef 10 messl kpiday based an bady surface sl via
single daily bolus injection for 28 days prior ta mating
to male rats or for 14 days prior to mating through
Gestation Day 7 Lo fermale rats,

14, CLINICAL STUDIES

Increases In systolic and mean blood pressure following
administration of phenylephrine were chserved in 42
Iiterature-based  studies In the perioperative  setting,
including 26 studies where phenylephrine was used in low
risk {ASA 1 and 2} pregnant women undergoing neuraxial
anesthesia during cesarean delivery, 3 studies in non-
obstetric surgery under neuraxial anesthesia, and 13 studies
in patients undergoing surgery under general anesthesia.
Data came from file reference 1D # B&00490,

16 HOW SUPPLIED/ STORAGE AND HANDLING

Phenylephrine Hydrochloride in 0.76% Sodium Chloride
Injection is a clear, colorless solution supplied in a ready-
to-use single dose 250 mL infusion bag as fellows;

Unit of Sale Strength
NDC 53185-107-25 0.04mgfmL
NDC 83155-108-25 | 0.0Bmg/mL
NDC 83155-10%-25 0.16mEfmL
NOC B3155-110-25 | 0.20me/mL

Store at 20°C to 25°C (58°F ta 77°F), excursions permitted
to 15°C to 30°C 159°F to B86°F) [See USP Centrolled Room
Temperaturel,

Giscard any unused portian,

TAKE | OBSERVE LABEL
TIME | DIRECTIONS

Issued: February 2024
MANUFACTURED & DISTRIBUTED BY:
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8.5 Gerlatric Use

12.3Pharmacokinetics

PHENYLEPHRINE HYDROCHLORIDE

phenylephrine hydrochloride injection

Product Information

Product Type HUMAN PRESCRIPTION DRUG

Route of Administration INTRAVENOUS

Active Ingredient/Active Moiety

Ingredient Name

PHENYLEPHRINE HYDROCHLORIDE, (+/-)- (UNIl: O2VT86KV7E)
(PHENYLEPHRINE HYDROCHLORIDE, (+/-)- - UNIl:02VT86KV7E)

Inactive Ingredients

Ingredient Name
CITRIC ACID MONOHYDRATE (UNII: 2968PHW8QP)
SODIUM CHLORIDE NA-22 (UNIl: VMP9781061)
TRISODIUM CITRATE DIHYDRATE (UNII: B22547B95K)

Packaging
# Item Code Package Description

NDC:83155-
107-25

250 mL in 1 CONTAINER; Type 0: Not a

5 Combination Product

Marketing Information

Marketing Application Number or Monograph
Category Citation

unapproved drug

other

Labeler - Assure Infusions, Inc (053016941)
Registrant - assure Infusions, Inc (053016941)

Establishment

Item Code (Source) NDC:83155-107

Basis of Strength Strength

PHENYLEPHRINE 10 mg
HYDROCHLORIDE, (+/-)- in 250 mL

Strength
250 mg in 250 mL
1875 mg in 250 mL
1000 mg in 250 mL

Marketing Start Marketing End
Date Date

03/20/2026

Marketing Start Marketing End
Date Date

03/20/2026
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