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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed
to use ASCOR® safely and effectively. See full prescribing
information for ASCOR.

ASCOR (ascorbic acid injection), for intravenous use
Initial U.S. Approval: 1947
INDICATIONS AND USAGE

ASCOR is vitamm C indicated for the short term (up to 1
week) treatment of scurvy in adult and pediatric patients age 5
months and older for whom oral admimstration is not possible,
msufficient or contraindicated.
Limiati £U
ASCOR is not indicated for treatment of vitamin C deficiency
that is not associated with signs and symptoms of scurvy.
— DOSAGE AND ADMINISTRATION
. lied in a Pharmacy Bulk Package (PBP). D1
si‘lge doses to mu.ltip‘iz patients in agpharmacy me
program; use within 4 hours of puncture (2.1)
* Must be diluted prior to use (2.1)
* Administer as a slow 1 mfusion (2.1)
* See Full Prescribing Information for important
administration mstructions (2.1)

DOSAGE FORMS AND STRENGTHS

Injection: 25,000 mg/50 mL (500 mg/mL) — Pharmacy Bulk
Package

CONTRAINDICATIONS
None
WARNINGS AND PRECAUTIONS
* Oxalate nephropathy and Nephrolithiasis: Ascorbic acid

has been associated with development of acute or chronic

oxalate nephropathy following prolonged use of hi;

doses of asrg;lbi_c acid infnsiﬁi Patietx_ns \‘1'1:11 re disease

including airment, history of oxalate ki stones,

gernatric paﬁené],nfnd iatric ]g;gents less thmdﬁryeaxs old

may be at increased risk (5.1).

* Hemolysis: Patients with glucose-6-phosphate
dehydrogenase deﬁciencyg:?e at riskpof severe hemolysis; a
reduced dose 1s recommended (5.2).

l ; - Ascorbic acid may interfere
with laboratory tests based on oxidation-reduction reactions,
including blood and urine ghicose testing (5.3).

ADVERSE REACTIONS

Most common adverse reactions are pain and swelling at the
site of mfusion (6)

To report SUSPECTED ADVERSE REACTIONS, contact
McGuff Pharmaceuticals, Inc., toll free at 1-800-603-4795
or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

* M ded d is one week (2.2)
Population (2.2) Recommended Doses
Pediatric patients age 5 months to 50 mg once daily
less than B momhsg €
Pediatric patients age 1 year to less | 100 mg once dai acid (7.
H s s e LyearoJess. J00.mg once daily _ | _ acid (%
Adults and pediatric patients age 11 | 200 mg once daily
years and older affect
Specific Populations (2.3,8.1,82)
Pregnant women, lactating women, | Should not exceed the
El‘le’él‘i,m'hghéiﬁ"‘u?g " | Disiary Alowance.
iydrogenase deficiency ief lowance
®DA)

« Antibjotics: Ascorbic acid may decrease the activities of
erythromycin, kanamycin, streéptomycin, doxycycline, and
li.q%o?;ycm Bleomycin is inactivated in vitro by ascorbic

Aci% cation: Ascorbic acid may cause acidification of the

urine and result in decreased amphetamine serum levels and

and plasma of other drugs
sensitive to urine pH (7.2).

+ Warfarin: Continue standard monitoring (7.3).

See 17 for PATIENT COUNSELING INFORMATION
Revised: 01/2024
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

ASCOR? is indicated for the short term (up to 1 week)
treatment of scurvy in adult and pediatric patients, age
5 months and older, for whom oral admimstration is not
possible, msufficient or contraindicated.

Limitations of Use

ASCOR is not indicated for the treatment of vitamin C
deficiency that is not associated with signs and symptoms of
scurvy.

2 DOSAGE AND ADMINISTRATION

2.1 Important Preparation and Administration
Instructions

+ ASCOR vials contain 25,000 mg of ascorbic acid and the
largest recommended single dose 1s 200 mg. Do not give
the entire contents of the vial to a single patient.

* Do not administer ASCOR as an undiluted intravenous
mjection.

* Minimize exposure to light because ASCOR is light
sensitive.

* ASCOR is supplied as a Pharmacy Bulk Package
(PBP) which 1s intended for dispensing of smgle %oses to
multiple patients in a pharmar;y admixture ?rogam and is
restricted to the preparation of admi or infusion:
a. Use only m a suitable ISO Class 5 work area such

as a lammar flow hood (or an equivalent clean air
compounding area).

b. Penetrate each PBP vial closure only one time with a
suitable sterile transfer device or dispensing set that
allows measured di: g of the contents. Given
that pressure may develop within the vial during
storage, exercise caution when withdrawing contents
from the vial.

c. Once the closure system has been trated, complete
all mnsmg from the PBP vial within 4 hours.
Each must be used immediately. Discard
unused portion.

d. Prior to administration, ASCOR must be diluted in a
suitable infusion solution and the final solution for
infusion must be isotonic (undiluted the osmolarity
of ASCOR 1s approximately 5,900 mOsmol/L). Prior
topreg;;ingthe dn for infusi alculate the
osmolanty of the mtended admixture for mfusion. Add
one daily dose of ASCOR directly to an appropriate
vol of a suif ion solution (e.g., 5%

lume of a suitable infus lution (e.g., 5
Dextrose Injection, Sterile Water for Injection) and
add appropriate solutes, as necessary, to make the

final solution isotonic. Sterile Water for Injection

is highly hypotonic; adjust solute content, as

necessary, to mal infusion solution

isotonic prior to injection. Do not mix ASCOR with
lutions contaming elemental compounds that can be

reduced (e.g., copper). The concentration of ascorbic

acid in the dmr luti infusion is to

Table 1: Recommended Dose of ASCOR and Infusion

Rate of Diluted ASCOR Solution
Patient Population ASCOR Infusion Rate
Once Daily of Diluted
Dose ASCOR
(mg) Solution
(mg/minute)
Pediatric Patients age 5 50 13
months to less than 12
months
Pediafric Patients age 100 33
1 year to less than 11
years
Adults and Pediatric 200 33
Patients 11 years and
older
The ded maxi duration of daily treatment
with ASCOR is seven ?R'S If no improvement in scorbutic
toms is observed after one week of treatment, retreat
i lution of scorbutic is observed.

Repeat dosing is not recommended in pediatric patients less

than 11 years of age.

2.3 Dosage Reductions in Specific Populations

Women who are pregnant or lactating and patients with
ucose-6-dehydrogenase deficiency should not exceed the
.S. Recommended Dietary Allowance (RDA) or daily

Adequate Intake (AI) level for ascorbic acid for their gg)e

grouf}and condition [see Warnings and Precautions (3.2)

and Use in Specific Populations (8.1, 8.2)].

3 DOSAGE FORMS AND STRENGTHS

Injection: 23,000 mg /50 mL (500 mg/mL) su'apiplied asa
Pl Bulk Package (clear, colorless to pale yellow
solution)

4 CONTRAINDICATIONS
None

5 WARNINGS AND PRECAUTIONS
5.1 Oxalate Nephropathy and Nephrolithiasis
Acute and chronic oxalate nephropathy have been repo
with prol%x;ged admimistration of high doses of ascorbic
acid. Acidification of the urine by ascorbic acid may cause
precipitation of cysteine, urate or oxalate stones. Patients
with renal disease including renal impairment, history of
oxalate kidney stones. and geriatric tgan'engs may be at

q

for
be m the range of 1 to 25 mg of ascorbic acid per mL.
For pl forthe]a:ge?g d ‘dosI:
Add 200 m%of ascorbic acid (equivalent to 0.4
mL of ASCOR) to 7.5 mL of Sterile Water for
Injection to produce an infusion solution havinﬁn
an approximate osmolarity of 290 mOsmol/L.
this specific example, addition of solute is NOT
yb the solu 1s isotonic.
e. Prepare the recommended dose based on the
patient population [see Dosage and Ad atior

d risk for oxalate athy while receiving
treatment with ascorbic aci hlggutr}xrc patients less
than 2 years of age may be at increased risk for oxalate
nephropathy during treatment with ascorbic acid because
their hdn?'s are immature [see Use in Specific Populations
(8.4, 8.5, 8.6)]. Monitor renal function in patients at
mcreased risk receiving ASCOR. Discontinue ASCOR in
patients who develop oxalate nephropathy and treat any

pected oxalate nephropath

d for prolonged administrati

(2.2,23)].

f. Visually mspect for matter and discolorati
]s)gior b administzaton (the diluted ASCOR solution

ould appear colorless to pale yellow).

;i diately administer the admi for infusion as a
slow 1 infusion [see Ry ded Dosage
2.2)]

2.2 Recommended Dosage

Table 1 provides recommended doses of ASCOR based on
pa{lem population and mfusion rates of diluted ASCOR
solution.

ASCOR 1s not indi P g (the
I T8C ded duration 1s one week) [see Dosage
and Administration (2.1)].
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5.2 Hemolysis in Patients with Glucose-6-Phosphate
Dehydrogenase Deficiency

Heﬁw is has beu&r rted g_vnh adlll:;nls(i:a]:l%l::f ascorbic
acid in patients wi cose- phos% te genase
deﬁcm:}::y Patients with gl'ucose 6. p osphatey g

d risk for

dlmng:tlreau};rn! with ascorbic acid.
obin and blood count and use a reduced
dose of ASCO

in patients wi hos te
enase deﬁlglaency [see Dg? e

evere hemol
Monitor halgs'

R ded Dietary All (RDA) for lactating
women when considering use of ASCOR for treatment of
scurvy [see Dosage and Administration (2.3)].

8.4 Pediatric Use

ASCOR is indicated for the short term (up to 1 week)
treatment of scurvy in pediatric patients age 5 months
and older for whom oral administration is not possible,
insufficient or contraindicated. The safety profile of
ascorbic ac1d n pedlatnc tients is si to adults;

2.3)]. DE continue treatment with OOR if hemolysis is
suspected and treat as needed.

5.3 Laboratory Test Interference
Ascorbic acid may iterfere with laboratory tests based
blood and

unne glucose testing, nitrite and bilirubin levels, and

I e count testing. prossﬂwle laboratory tests based
on oxidation-reduction reactions should be delayed until
%}1}1)31“ after infusion of ASCOR [see Drug Interactions

6 ADVERSE REACTIONS

The foll adverse 1 d in greater
deml in other secuons of the ]abelmg

and Pmcaunons (5 ¥ gnd Nepholithiasis [see Fiarnings
: :Imowsgwggém;h Waer’r?x-nl{ghxozggahwaunom
The ")‘]‘ ing adverse d with the use

of ascorbic acid were identified in the literature. Because

less than 2 years of age may be
at hlgha nsk of oxalate thy following ascorbic
acid administration due me -related decreased glomerular
filtration [see Warnings Precautions (3.1)].

ASCOR is not indicated for use in pediatric patients less
than 5 months of age.

8.5 Geriatric Use

Glomerular filtration rate is known to decrease with age and

as such may Increase risk for oxa]ate nephropathy[t_‘ol owing
see

Pop

Warnmgx and Precautions (5 1}]
8.6 Renal Impairment
ASCOR should be used with caution in scorbutic patients

with a history of or risk of developing renal oxalate stones or
evidence of renal impairment or other issues (e.g.,

on dialysis, patients with dxabeuc nephropathy.
may be at maused
nisk of develop

). Th
acute or cﬂromc oxalate nephroj
following hi, ltlilgse ascorbic acid administration [E:e
Warning

Precautions (5.1)].
10 OVERDOSAGE
Overdose with ascorbic acid may cause nausea, vomitin;

these reactions are reported voluntarily from a tion diarrhea, facial ﬂushm rash headache fatigue or disf d
of uncertain size, it is not always possible to estimate their sleep. If overdose of ely
frequency relial lyoro blish a causal hip to di 1 dmi; and signs of
drug exposure: , avoiding ad mtake of rbic acid.

Administration site reactions: pain and swelling.
ASCOR should not be rapidly administered. Rag
: mg/mint ASCOR
may cause Ial S Or nausea,

e e oy s o e ey i

of diluted ASCOR solution are 1.3 mg/minute gPedlarnc

Patients age 5 months to less than 12 months),

minute (Pediatric Patients age lpyear to less than ll years)

and 33 mg/mimute (Adults and Pediatric Patients 11 years

and old$§ [see Dosage and Administration (2.2)]).

Acute and chronic oxalate nephropathy have occurred with

%’ longed administration of hi ogzses of ascorbic acid [see
arnings and Precautions (5.1)]. In pauents with glucohs:;

occurred [see ff’ammg: and Pmcaunons (5 2)].
7 DRUG INTERACTIONS
7.1 Antibiotics

Ascorbic acid may ds

kanamycin, strepfonycin, doxycychne and lmcom{tc_m

Bleomyecin is inactivated in vifro by ascorblc acid.

the antibiotic efficacy is d by

concomitant administration of. ASCOR discontinue ASCOR

administration.

7.2 Amphetamine & Other Drugs Affected by Urine

Acidification

Ascorblc acid ma acndlfy the urine and lower serum
fy renal ine

(asn‘Sl 3o

recovery rats) In case of decxeased amphetamme eﬂicacy,
SCOR dard monitoring of

therapy 1s wammted
In addition, acidification of urine by ascorbic acid will alter
the excretion ofcmalll:edm%s affec edby the pH of the urine

d concurre: It has
sorted that concurrent administration of ascorblc .

11 DESCRIPTION

ASCOR (ascorbic acid injection) for intravenous use is

a colorless to pale yellow, preservative-free, hypertonic,
sterile, non-pyrogenic solution of ascorbic acid. ASCOR

must be diluted with an a te infusion solution (e.g..
5% Dextrose Injectio: terile Water for Injection,
USP) [see Dosage Admmurranon (2.1)].

The chemical name of Ascorbic Acid is L-ascorbic acid.
The molecular formula is CH,O,. It has the followmng
structural formula:

H
HO ~-OH
o

)=

HO OH

Each ASCOR, 50 mL, Pharmacy Bulk Packa, vml contains

25,000 mg ascorbic acid, equivalent to 28,125 mg

ascorbate.

Each mL of ASCOR contains 500 mg of ascorbic acid

( jvalent to 562.5 m§ of sodium ascorbate v&hlch amounts
5 mg sodium/mL of ASCOR), 130

bwuxbouate and 0.25 mg of edetate di.

hydroxide is added for pH adjustment (pH range 5 6-6.6).

If contains no bacteriostatic or antimicrobial agent.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

The exact mechanism of action of ascorbic acid for the

aad fluphenazine has resulted in decreased fi
plasma concentrations. Standard monitoring of therapy is
warranted.

7.3 Warfarin

Limited case reports have suggested mterference of ascorbic
acid with the anticoagulation effects of warfarin; however,
for patients on warfann therapy treated with ascorbic acid
doses 13) to 1000 mg/day (5 mneﬂ;the largest recommended

single dose) for 2 v.eeks (twice the maximum recommended
duration), no effect was observed. Standard monitor for
anti-coagulation therapy should continue during asco:

acid treatment, as per standard of care.

7.4 Laboratory Test Interference

Because ascorbic acid is a strong reducing agent, it can
interfere with numerous laboratory tests based on oxidation-
reduction reactions (e. %hg}ucose nitrite and bilirubin levels,
leukocyte count, etc.). Chemical detecting methods based

on colorimetric reactions are generally those tests affected.
Ascorbic acid may lead to inaccurate results (false neganves)
obtained for chméﬁgl:}ﬁod or urma ucose levels,

nifrite, bilirubin, during or within 24
hours after infusion [see Wmmgs and Precautions (3.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no available data on use of ASCOR in pregnant

women to inform a drug-associated risk of adverse
: e ;, use of as?orblc acid
vitamm u ng pxegnancy for several
decades and no adverse developmental outcomes are
mthe p [see Data]. There are

dose adjustments for ascorbic acid (vitamin C) use during
pregnancy [see Clinical Considerations].

Animal reproduction studies have not been conducted with
ASCOR.

The estimated background risk of major birth defects and
miscarriage for the indicated population is unknown. ALl
pregnancies have a background risk of birth defect, loss,
or other adverse outcomes. In the U.S. general populatior
the snmated bad(gromd risk of ma)or irth defects and

ATIAZE I (o pregnancies is 2-4% and
15 20’/., respecmely
Clinical Considerations
Dose Adji During P and Post-Partum
Period
Follow the U.S. Recommended Dietary Allowances

t women when consi
of. AS%OR forgPt:ltnnm of scurvy [see mge and
Administration (2.3)].

Data
Human Data
There are no available dam on use of ASCOR or anoﬂm'

acid 1 women. H
bllshed meta-analysis of randomized studies e'valua
P Zmalys tng

gnam ‘women who took oral ascorbic
ac:d vmmm Q) (

diet and nzplemmmuon) at
dossrangmgﬁ'omi to 1000 (25t05nmes

el
[sn Dosage and Administration (2. 3)] betv.een the 9{2
and 16th weeks of preg showed no d risk
of adverse pregnancy cutcomes such as miscarriage,
preterm ture of preterm delivery
or pregnancy induced hypertension when ¢ ed to
placebo. These data cannot definitively establish or
exclude the absence of a risk with ascorbic acid (vitamm
Pregnancy.

8.2 Lactation
Risk Summary
There are no data on the presence of ascorbic acid ivnamm
C) in human milk following intravenous dosmg in lactating
women. Ascorbic acid (vitamin C) is present in human
milk after matemal oral intake. Matemal oral mtake of
ascorblc ac:d (vmmm C) the US.R

(RDA) for 1. does not influence
the ascorbic acid (vitamin C) content in breast milk or the
estimated daily amount received by breastfed infants. There
are no data on the effect of ascorblc acid (vnzmm C) on
milk p or the b d infant. The
and health benefits of breastfeeding should be considered
along with the mother’s clinical need for ASCOR and 8'
potential adverse effects on the breastfed child from ASCOR
or from the underlying maternal condition. Follow the U

dad

of symp and signs of scurvy (a disorder
caused by severe deﬁam?’ mgnswtamm C)'1s unknown;
istration rbic acid in patients with
scurvy is thought to restore the body pool of ascorbic acid.
12.3 Pharmacokinetics

Inask ggl:z.nmcokmeuc study, healthy male and female
adults (n=8) were a sm%l:énuavemus dose of 1000
recommended single

mg ascorbic actd
dose) infused over a 30 minute 4];ermd_ The mean peak

gosure to ascorbic acid was 436.2 uM and occurred at the
of the 30 minute infusion.

Distobution

Ascorbic acid is distributed widely in the body, with large
concentrations found in the liver, l{elllto(:)nes platelets,
glandular tissues, and lens of the on data from

oral exposure, ascorbic acid is ]mown to be dxsmbuted into

breast milk and crosses the placental barrier.

Eliminati

When the body is saturated with ascorbic acid, the plasma

concentration will be about the same as that of the renal
d: if further are then d, most

of it is excreted in the urine. Whmbodynssues are not

saturated and plasma conc tion

of ascorbic acid results in little or no renai excretion. The

mean+SD (N=3) half-life observed in the single dose PK

study, as described above, was 7.4x1.4h.

Metabolism

A major route of bolism of ascorbic acid invol
its conversion to urinary oxalate, presumably through
d product,

of its
dehydroascorbic acid.

Excretion

There is a renal threshold for ascorbic acid (vitamin C);

the vitamin is excreted by the dney in ]a.rge amounts only
when the plasma ds this th

which is approximately 1.4 mg/100 mL.
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of
Fertility
Carcinogenici
been perfo
16 HOW SUPPLIED/STORAGE AND HANDLING
ASCOR for intravenous use is a colorless to pale yellow
solution supplied as:
* NDC 67157-101-50  One 25,000 mg/50 mL (500 mg/mL)
Pharmacy Bulk Package vial

« NDC 67157-101-51  Tray pack of twenty five
‘2’%?00 mg/50 mL (500 mg/mL) Pharmacy Bulk Package
s

muu[gemag and fertility studies have not

Store in a refrigerator at 2° to 8°C (36° to 46°F).

Protect from Ii Thls - product contains o pmexvanve
See Dosage .1) for d
ﬂ'!.u:'nonsour paration, dilution, and admini
ASCOR_E ions to ambi diti
during storage or shipping are acceptable.
17 PATIENT COUNSELING INFORMATION

. Inform tients that treatment with ASCOR may increase
of oxalate nephropathy [see Warnings and
Precaunon: (5.1)].

* Inform patients that treatment with ASCOR may impact
laboratory results, including blood and urine glucose
tests, up fo 24 hours after infusion [see Warnings and
Precautions (3.3)].

* Inform patients with glucose-6-p! te dehydrogenase
deﬁcxency that treatment with Agh&‘)ql{mma increase their
nisk of hemolysis [see Warnings and Precaunoru (3.2)].

of
for up to 30 days

Manufactured By:
McGuff Pharmaceuticals, Inc., Santa Ana, CA 92704
M381-0073
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HIGHLIGHTS OF PRESCRIBING IN‘ORMATION

These highlights do not include all the information needed
to use ASCOR® safely and effectively. full prescribing
information for ASCOR. 1

ASCOR (ascorbic acid injection), for inqravenons use
Initial U.S. Approval: 1947 :

INDICATIONS AND USAGE
ASCOR is vitamin C indicated for the shoy term (up to 1
week) treatment of scurvy in adult atric patients age 5

months and older for whom oral admimstrition 1s not possible,
sufficient or contraindicated. :

Fold #3

Limitations of Use ]
ASCOR is not indicated for treatment of vitamm C deficiency
that is not associated with signs and symptoms of scurvy.
———— DOSAGE AND ADMINISTEATION
. lied in a Pharmacy Bulk Package P). Di
si‘zge doses to mu.ltip‘iz patients in ag cy me
program; use within 4 hours of puncture {2.1)
* Must be diluted prior to use (2.1) :
* Admimister as a slow 1 l(2.1)
* See Full Prescribing Information for important
1

administration mstructions (2.1) !

DOSAGF FORMS AND STRENGTHS

jection: 25,000 nde/50 mL (500 mg/mL) — Pharmacy Bulk
{’n’ackage n? e <
CIONTRAINDICATIONS
None 1
WARI*INGS AND PRECAUTIONS

* Oxalate nephro r and Nephrolithiasis: Ascorbic acid
has been associated with development of acute or chronic
oxalate nephropathy following prolonged use of hi;

doses of asrg;lbi_cpcigl infnsiiz Patietx_ns w];th re disease
including irment, history of oxalate ki stones,
gernatric paﬁenmd iatric ]g;gents less thmdil;yeaxs old
may be at increasfdri (3.1).

* Hemolysis: Patients with glucose-6-phosphate
dehydm%znas_e dt!ﬁciencyg:?e at riskpof severe hemolysis; a
reduced dose is rqeommended (3.2).

» Laboratory Test Interference: Ascorbic acid may interfere
with laboratory tests based on oxidation-reduction reactions,
including blood ahd urine ghicose testing (5.3).

ADVERSE REACTIONS

Most common adv;'se reactions are pain and swelling at the
site of mfusion (6) 1

* M ded di is oneyweek (2.2) To report SUSPEdTED ADVERSE REACTIONS, contact
1 McGuff Pharmaceuticals, Inc., toll free at 1-800-603-4795
Population 2.2) I#commen ded Doses | °F FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.
DRUG INTERACTIONS
Pediatric patients age 5 months to 5p mg once daily » Antibiotics: Ascofbic acid may decrease the activities of
less than f; months ? erythromycin, l?:qh;mycin, strzptomycin, doxycychine, and
— . lincomycm. Bleomycin is inactivated in vitro by ascorbic
Pediatric patients age 1 year to less lbO mg once daily acd (7:1). 1
than 11 years i . Amg%mmmiﬁhﬂmgsm.hﬂnm_
Adults and pediatric patients age 11 2‘)0 mg once daily Acidification aﬁtﬁ;ﬂ?ﬁo&’;:&%g“ se l-amc;d'ﬁs' mc’am? ?:vgtl'stﬁd
years and older 1 affect ¢ ion afid %’als%:)m ions of other drugs
fic P tioms (23, 8.1, 8.2 H sensitive to urine 2).
Specific Populations ) 4 + Warfarin: Contimie standard monitoring (7.3).
Pregnant women, Iactatj.n§ women, &ould not exceed the H
patients with glucose-6-phosph S.R ded See 17 for PATIENT COUNSELING INFORMATION
dehydrogenase deficiency ])em:;' Allowance 1
(RDA - Revised: 01/2024
i
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e —————

FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE :
ASCOR? is indicated for the short term (up to 1 week)
treatment of scurvy in adult and pediatric patients, age
5 months and older, for whom oral admimgtration is not
possible, msufficient or contraindicated. 1
Limitations of Use |
ASCOR is not indicated for the treatment §f vitamin C
deficiency that is not associated with signs;and symptoms of
scurvy. 1
2 DOSAGE AND ADMINISTRATION:
2.1 Important Preparation and Administration
Instructions :
* ASCOR vials contain 25,000 mg of asdorbic acid and the
largest recommended single dose 1s 209 mg. Do not give
the entire contents of the vial to a singlp patient.

* Do not administer ASCOR as an undildted intravenous
mjection. :
* Minimize exposure to light because ASCOR is light
sensitive. :
* ASCOR is supplied as a Pharmacy Bulk P;th%e
(PBP) which 1s intended for d:.spens:% of single doses to
L)

multiple patients in a pharmacy a rogram and is

restricted to the preparati o?” &r fusion:

a. Use only m a suitable ISO Class 5 work area such
as a lammar flow hood (or an equitalent clean air
compounding area). H

b. Penetrate each PBP vial closure only one time with a
suitable sterile transfer device or nsing set that
allows measured di: mg of the fontents. Given
that pressure may develop within the vial during
storage, exercise caution when withdrawing contents
from the vial. 1

1

c. Once the closure system has been trated, complete
all d.lnensmg from the PBP \'ui' within 4 hours.
Each maust be used immediately. Discard
unused portion. :

d. Prior to administration, ASCOR must be diluted in a
suitable infusion solution and the final solution for
infusion must be isotonic (undilutkd the osmolarity

of ASCOR 1s approximately 5,900 mOsmol/L). Prior

topweg;;ingthe dn for infugi alculate the

osmolanity of the mtended admixture for nfusion. Add
one daily dose of ASCOR directly 1o an appropriate

volume of a suitable infusion solution (e.g.. 5%

Dextrose Injection, Sterile Water fdr Injection) and

add appropriate solutes, as necessaly, to make the

final solution isotonic. Sterile Water for Injection

is highly hypotonic; adjust solute;content, as

necessary, to make the infusion solution

Table 1: Recommended Dose of ASCOR and Infusion
Rate of Diluted ASCOR Solution
1
Patient Population ASCOR | Infusion Rate
1 Once Daily of Diluted
. Dose ASCOR
1 (mg) Solution
. (mg/minute)
Pediatric Patients nge 5 50 13
months to less 12
months ‘hﬂ?
Pediatric Patients jge 100 33
1 year to less than,11
years !
Adults and Pediatfic 200 33
Patients 11 years and
older .
T
The ded maximum duration of daily treatment
with ASCOR is selven (iags If no improvement in scorbutic
toms is obsefved after one week of treatment, retreat
il resolution ofjscorbutic is observed.

Repeat dosing is ot recommended in pediatric patients less
thaﬁ 1 yearsgof a#e. pe P

2.3 Dosage Redudtions in Specific Populations

Women who are p}egmnt or lactating and patients with

ucose-6-dehydragenase deficiency should not exceed the
.S. Recommendéd Dietary Allowance (RDA) or daily

Adequate Intake (AI) level for ascorbic acid for their age
group and conditign [see Warnings and Precautions (.ig.?)
se in Specific Populations 55.1, 8.2)].

3 DOSAGE FO AND STRENGTHS
Injection: 23,000 fag /50 mL (500 mg/mL) su'apiplied asa
Pl Bulk Pchage (clear, colorless to pale yellow
solution) :

4 CON’I'RA]NDIOIATIONS
None 1

5 WARNINGS AND PRECAUTIONS
5.1 Oxalate Nepl#opadly and Nephrolithiasis

Acute and chronid oxalate nephropathy have been reported
with prolonged adimistration of high doses of ascorbic

Table 1 provides recommended doses of SSCOR based on
patient population and mfusion rates of zfluted ASCOR
solution. H

h Fpatld P i - acid. Acidification) of the urine by ascorbic acid may cause
isotonic prior fo injection. Do not mix ASCOR with precipitation of cysteine, urate o‘?;xa]ate stones. Pa);ients
T g elenTﬁnal C : t‘bat cag)be with renal diseaseincluding renal impairment, history of

Teduced (e.g., copper). The concer Tahon of ascorbic gealuie kidney tiones, wnd geriniric paticnty may be o

acid i the or infusion 1s to d risk for bxalate hrg:a y while recerving

be n the range of 1 to 25 mg of asqorbic acid per mL. treatment with ascorbic acid. Pediatric patients less

For example, for the largest dose: than 2 years of ag{ may be at increased risk for oxalate
Add 200 m%of ascorbic acid (eqliivalem to 0.4 nephropathy during treatment with ascorbic acid because
mL of ASCOR) to 7.5 mL of Stemle Water for their hdn?'s are matu:e [see Use in Specific Populations
Injection to produce an infusion solution havinﬁn (8.4, 8.5, 8.6)]. Monitor renal function in patients at
an approximate osmolarity of 290 mOsmol/L. increased risk recaiving ASCOR. Discontinue ASCOR in
this specific example, addition of'solute is NOT patients who develop oxalate nephropathy and treat any

yb the solution 1s sotonic. pected oxalate hephropath
e P"l"i’" the recommended dose based on the ASCOR is not ind d for prolonged admini ion (the
patient population [see Dosage and A ation i recomntended duration 1s one week) [see Dosage
(2.2),(2.3)]. H and Administratioj (2.1)].
f. Visually inspect for parti mattér and discolorati
prior b administzaton (the diluted ASCOR solution
should appear colorless to pale yellpw).
;i diately administer the admixtufe for infusion as a
slow 1 fusion [see R : d Dosage
2.2] 1
2.2 Recommended Dosage :
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5.2 Hemolysis in Patients with Glucose-6-Phosphate
Dehydrogenase Deficiency

Heﬁw is has beu&r rted g_vnh adlll:;nls(i:a]:l%l::f ascorbic
acid in patients wi cose- phos% te genase
deﬁcm:}::y Patients with gl'ucose 6. p osphatey g

d risk for

dlmng:tlreau};rn! with ascorbic acid.
obin and blood count and use a reduced
dose of ASCO

in patients wi hos te
enase deﬁlglaency [see Dg? e

evere hemol
Monitor halgs'

R ded Dietary All (RDA) for lactating
women when considering use of ASCOR for treatment of
scurvy [see Dosage and Administration (2.3)].

8.4 Pediatric Use

ASCOR is indicated for the short term (up to 1 week)
treatment of scurvy in pediatric patients age 5 months
and older for whom oral administration is not possible,
insufficient or contraindicated. The safety profile of
ascorbic ac1d n pedlatnc tients is si to adults;

2.3)]. DE continue treatment with OOR if hemolysis is
suspected and treat as needed.

5.3 Laboratory Test Interference
Ascorbic acid may iterfere with laboratory tests based
blood and

unne glucose testing, nitrite and bilirubin levels, and

I e count testing. prossﬂwle laboratory tests based
on oxidation-reduction reactions should be delayed until
%}1}1)31“ after infusion of ASCOR [see Drug Interactions

6 ADVERSE REACTIONS

The foll adverse 1 d in greater
deml in other secuons of the ]abelmg

and Pmcaunons (5 ¥ gnd Nepholithiasis [see Fiarnings
: :Imowsgwggém;h Waer’r?x-nl{ghxozggahwaunom
The ")‘]‘ ing adverse d with the use

of ascorbic acid were identified in the literature. Because

less than 2 years of age may be
at hlgha nsk of oxalate thy following ascorbic
acid administration due me -related decreased glomerular
filtration [see Warnings Precautions (3.1)].

ASCOR is not indicated for use in pediatric patients less
than 5 months of age.

8.5 Geriatric Use

Glomerular filtration rate is known to decrease with age and

as such may Increase risk for oxa]ate nephropathy[t_‘ol owing
see

Pop

Warnmgx and Precautions (5 1}]
8.6 Renal Impairment
ASCOR should be used with caution in scorbutic patients

with a history of or risk of developing renal oxalate stones or
evidence of renal impairment or other issues (e.g.,

on dialysis, patients with dxabeuc nephropathy.
may be at maused
nisk of develop

). Th
acute or cﬂromc oxalate nephroj
following hi, ltlilgse ascorbic acid administration [E:e
Warning

Precautions (5.1)].
10 OVERDOSAGE
Overdose with ascorbic acid may cause nausea, vomitin;

these reactions are reported voluntarily from a tion diarrhea, facial ﬂushm rash headache fatigue or disf d
of uncertain size, it is not always possible to estimate their sleep. If overdose of ely
frequency relial lyoro blish a causal hip to di 1 dmi; and signs of
drug exposure: , avoiding ad mtake of rbic acid.

Administration site reactions: pain and swelling.
ASCOR should not be rapidly administered. Rag
: mg/mint ASCOR
may cause Ial S Or nausea,

e e oy s o e ey i

of diluted ASCOR solution are 1.3 mg/minute gPedlarnc

Patients age 5 months to less than 12 months),

minute (Pediatric Patients age lpyear to less than ll years)

and 33 mg/mimute (Adults and Pediatric Patients 11 years

and old$§ [see Dosage and Administration (2.2)]).

Acute and chronic oxalate nephropathy have occurred with

%’ longed administration of hi ogzses of ascorbic acid [see
arnings and Precautions (5.1)]. In pauents with glucohs:;

occurred [see ff’ammg: and Pmcaunons (5 2)].
7 DRUG INTERACTIONS
7.1 Antibiotics

Ascorbic acid may ds

kanamycin, strepfonycin, doxycychne and lmcom{tc_m

Bleomyecin is inactivated in vifro by ascorblc acid.

the antibiotic efficacy is d by

concomitant administration of. ASCOR discontinue ASCOR

administration.

7.2 Amphetamine & Other Drugs Affected by Urine

Acidification

Ascorblc acid ma acndlfy the urine and lower serum
fy renal ine

(asn‘Sl 3o

recovery rats) In case of decxeased amphetamme eﬂicacy,
SCOR dard monitoring of

therapy 1s wammted
In addition, acidification of urine by ascorbic acid will alter
the excretion ofcmalll:edm%s affec edby the pH of the urine

d concurre: It has
sorted that concurrent administration of ascorblc .

11 DESCRIPTION

ASCOR (ascorbic acid injection) for intravenous use is

a colorless to pale yellow, preservative-free, hypertonic,
sterile, non-pyrogenic solution of ascorbic acid. ASCOR

must be diluted with an a te infusion solution (e.g..
5% Dextrose Injectio: terile Water for Injection,
USP) [see Dosage Admmurranon (2.1)].

The chemical name of Ascorbic Acid is L-ascorbic acid.
The molecular formula is CH,O,. It has the followmng
structural formula:

H
HO ~-OH
o

)=

HO OH

Each ASCOR, 50 mL, Pharmacy Bulk Packa, vml contains

25,000 mg ascorbic acid, equivalent to 28,125 mg

ascorbate.

Each mL of ASCOR contains 500 mg of ascorbic acid

( jvalent to 562.5 m§ of sodium ascorbate v&hlch amounts
5 mg sodium/mL of ASCOR), 130

bwuxbouate and 0.25 mg of edetate di.

hydroxide is added for pH adjustment (pH range 5 6-6.6).

If contains no bacteriostatic or antimicrobial agent.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

The exact mechanism of action of ascorbic acid for the

aad fluphenazine has resulted in decreased fi
plasma concentrations. Standard monitoring of therapy is
warranted.

7.3 Warfarin

Limited case reports have suggested mterference of ascorbic
acid with the anticoagulation effects of warfarin; however,
for patients on warfann therapy treated with ascorbic acid
doses 13) to 1000 mg/day (5 mneﬂ;the largest recommended

single dose) for 2 v.eeks (twice the maximum recommended
duration), no effect was observed. Standard monitor for
anti-coagulation therapy should continue during asco:

acid treatment, as per standard of care.

7.4 Laboratory Test Interference

Because ascorbic acid is a strong reducing agent, it can
interfere with numerous laboratory tests based on oxidation-
reduction reactions (e. %hg}ucose nitrite and bilirubin levels,
leukocyte count, etc.). Chemical detecting methods based

on colorimetric reactions are generally those tests affected.
Ascorbic acid may lead to inaccurate results (false neganves)
obtained for chméﬁgl:}ﬁod or urma ucose levels,

nifrite, bilirubin, during or within 24
hours after infusion [see Wmmgs and Precautions (3.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no available data on use of ASCOR in pregnant

women to inform a drug-associated risk of adverse
: e ;, use of as?orblc acid
vitamm u ng pxegnancy for several
decades and no adverse developmental outcomes are
mthe p [see Data]. There are

dose adjustments for ascorbic acid (vitamin C) use during
pregnancy [see Clinical Considerations].

Animal reproduction studies have not been conducted with
ASCOR.

The estimated background risk of major birth defects and
miscarriage for the indicated population is unknown. ALl
pregnancies have a background risk of birth defect, loss,
or other adverse outcomes. In the U.S. general populatior
the snmated bad(gromd risk of ma)or irth defects and

ATIAZE I (o pregnancies is 2-4% and
15 20’/., respecmely
Clinical Considerations
Dose Adji During P and Post-Partum
Period
Follow the U.S. Recommended Dietary Allowances

t women when consi
of. AS%OR forgPt:ltnnm of scurvy [see mge and
Administration (2.3)].

Data
Human Data
There are no available dam on use of ASCOR or anoﬂm'

acid 1 women. H
bllshed meta-analysis of randomized studies e'valua
P Zmalys tng

gnam ‘women who took oral ascorbic
ac:d vmmm Q) (

diet and nzplemmmuon) at
dossrangmgﬁ'omi to 1000 (25t05nmes

el
[sn Dosage and Administration (2. 3)] betv.een the 9{2
and 16th weeks of preg showed no d risk
of adverse pregnancy cutcomes such as miscarriage,
preterm ture of preterm delivery
or pregnancy induced hypertension when ¢ ed to
placebo. These data cannot definitively establish or
exclude the absence of a risk with ascorbic acid (vitamm
Pregnancy.

8.2 Lactation
Risk Summary
There are no data on the presence of ascorbic acid ivnamm
C) in human milk following intravenous dosmg in lactating
women. Ascorbic acid (vitamin C) is present in human
milk after matemal oral intake. Matemal oral mtake of
ascorblc ac:d (vmmm C) the US.R

(RDA) for 1. does not influence
the ascorbic acid (vitamin C) content in breast milk or the
estimated daily amount received by breastfed infants. There
are no data on the effect of ascorblc acid (vnzmm C) on
milk p or the b d infant. The
and health benefits of breastfeeding should be considered
along with the mother’s clinical need for ASCOR and 8'
potential adverse effects on the breastfed child from ASCOR
or from the underlying maternal condition. Follow the U

dad

of symp and signs of scurvy (a disorder
caused by severe deﬁam?’ mgnswtamm C)'1s unknown;
istration rbic acid in patients with
scurvy is thought to restore the body pool of ascorbic acid.
12.3 Pharmacokinetics

Inask ggl:z.nmcokmeuc study, healthy male and female
adults (n=8) were a sm%l:énuavemus dose of 1000
recommended single

mg ascorbic actd
dose) infused over a 30 minute 4];ermd_ The mean peak

gosure to ascorbic acid was 436.2 uM and occurred at the
of the 30 minute infusion.

Distobution

Ascorbic acid is distributed widely in the body, with large
concentrations found in the liver, l{elllto(:)nes platelets,
glandular tissues, and lens of the on data from

oral exposure, ascorbic acid is ]mown to be dxsmbuted into

breast milk and crosses the placental barrier.

Eliminati

When the body is saturated with ascorbic acid, the plasma

concentration will be about the same as that of the renal
d: if further are then d, most

of it is excreted in the urine. Whmbodynssues are not

saturated and plasma conc tion

of ascorbic acid results in little or no renai excretion. The

mean+SD (N=3) half-life observed in the single dose PK

study, as described above, was 7.4x1.4h.

Metabolism

A major route of bolism of ascorbic acid invol
its conversion to urinary oxalate, presumably through
d product,

of its
dehydroascorbic acid.

Excretion

There is a renal threshold for ascorbic acid (vitamin C);

the vitamin is excreted by the dney in ]a.rge amounts only
when the plasma ds this th

which is approximately 1.4 mg/100 mL.
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of
Fertility
Carcinogenici
been perfo
16 HOW SUPPLIED/STORAGE AND HANDLING
ASCOR for intravenous use is a colorless to pale yellow
solution supplied as:
* NDC 67157-101-50  One 25,000 mg/50 mL (500 mg/mL)
Pharmacy Bulk Package vial

« NDC 67157-101-51  Tray pack of twenty five
‘2’%?00 mg/50 mL (500 mg/mL) Pharmacy Bulk Package
s

muu[gemag and fertility studies have not

Store in a refrigerator at 2° to 8°C (36° to 46°F).

Protect from Ii Thls - product contains o pmexvanve
See Dosage .1) for d
ﬂ'!.u:'nonsour paration, dilution, and admini
ASCOR_E ions to ambi diti
during storage or shipping are acceptable.
17 PATIENT COUNSELING INFORMATION

. Inform tients that treatment with ASCOR may increase
of oxalate nephropathy [see Warnings and
Precaunon: (5.1)].

* Inform patients that treatment with ASCOR may impact
laboratory results, including blood and urine glucose
tests, up fo 24 hours after infusion [see Warnings and
Precautions (3.3)].

* Inform patients with glucose-6-p! te dehydrogenase
deﬁcxency that treatment with Agh&‘)ql{mma increase their
nisk of hemolysis [see Warnings and Precaunoru (3.2)].

of
for up to 30 days

Manufactured By:
McGuff Pharmaceuticals, Inc., Santa Ana, CA 92704
M381-0073
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HIGHLIGHTS OF PRESCRIBING INFORMATION ————— DOSAGE FORMS AND STRENGTHS
These lu%lllﬁhts do not include all the information needed to use ASCOR* Injection: 25,000 mg/50 mL (500 mg/mL) — Pharmacy Bulk Package
safely an See full prescribing information for ASCOR. — CONTRAINDICATIONS
ASCOR (ascorbic aﬂd injection), for intravenous use None
Tnitial U.S. Approval: 1947 WARNINGS AND PRECAUTIONS
INDICATIONS AND USAGE * Oxalate n_ephrozm% and N;phrohth:asxs Ascorbic acid has been associated with
F fo) | d ASCOR is vitamin C indicated for the short term (up to 1 week) treatment of scurvy opment of acute or chronic oxalate d use of
in adult and pediatric panems age 5 months and older for whom oral administration high doses of ascorbic acid infusion. Patients wth renal dxsease mx:luaug renal
--------- e ke t'pv!sﬂz contramdica ltd:----------------------mgmmn;lns!o?vfmdmncymm andp = o o o
Li £U pattents less than 7 years old may be at increased nisk (3.1).
ASCOR is ot indicated for of vitamin C deficiency that is not associated M’W‘ﬁ“‘h Elucose & phosphate dehydrogenase deficiency are at
with signs and symptoms of scurvy.
« Laboratory Test Intaferenoe Ascorbic acid 1 may interfere with laboratory tests
DOSAGE AND ADMINISTRATION based on g blood and urine glucose testing
* Supplied in a Pharmacy Bulk Package (PBP). Dispense single doses to multq;le (5.3).
patients in a pharmacy admixture program: use within 4 hours of puncture (2.1) ADVERSE REACTIONS
* Must_b.e diluted prior fouse Q@n o Most common adverse reactions are pain and swelling at the site of infusion (6)
*A asaslow Q@n To report SUSPECTED ADVERSE REACTIONS, contact McGuff
« See Full Prescribing Information for important administration instructions (2.1) Pharmaceuticals, Inc., toll free at 1-800-603-4795 or FDA at 1-800-FDA-1088
« Maxi ded duration i y or wiww, fda.gm‘/medwatch
M is one week (2.2)
————— DRUG INTERACTIONS
i 5 « Antibiotics: Ascorbic acid may decrease the activities of omycin,
Fold Fopulation 0.2 Recommended Doses ! ycin, streptomycin, dox};cyclme and lmcomycm_ Bl eomym)x; 1s Inactivated
TS T T T T T AT T Pediafic patients age S monthsfo | SUmgoncedaly |~ Mvirdby a0 I R
less than 12 months * Amphetamine and Other Drugs Affected by Urine Acidification: Ascorbic acid
— - - may cause acidification of the urine and result in decreased amg_l:letamme serum
Pediatric patients age 1 year to less | 100 mg once daily levels and affect excretion and plasma concentrations of other drugs sensitive to
than 11 years urne pH (7.2).
‘Adults and pediatric patients age 11 | 200 mg once daily + Warfarin: Continue standard monitoring (7.3).
years and older See 17 for PATIENT COUNSELING INFORMATION
Specific Populations (2.3, 8.1,82)
Revised: 01/2024
Pregnant women, lactating women, | Should not exceed the U.S.
g:gems with glucose-6-phosphate Recommended Dietary Allowance (RDA)
ydrogenase deficiency
Fold
FULL PRESCRIBING INFORMATION: CONTENTS* 10 OVERDOSAGE
1 INDICATIONS AND USAGE 11 DESCRIPTION
2 DOSAGE AND ADMINISTRATION 12 CLINICAL PHARMACOLOGY
3 DOSAGE FORMS AND STRENGTHS 12.1 Mechanism of Actions
4 CONTRAINDICATIONS 12.3 Pharmacokinetics
5 WARNINGS AND PRECAUTIONS 13 NONCLINICAL TOXICOLOGY
6 ADVERSE REACTIONS 13.1 Carcimogenesis, Mutagenesis, Impairment of Fertility
7 DRUG INTERACTIONS 16 HOW SUPPLIED/STORAGE AND HANDLING
7.1. Antibiotics 17 PATIENT COUNSELING INFORMATION
7.2. Amphetamines & Other Drugs Affected by Urine Acidification *Sections or subsections omitted from the full prescribing information are not listed.
Fold 73. Warfarin
""""" T TIT T 73" Daboratory Test Procedures T m e T
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
82 Lactation
84 Pediatric Use
[79) 85 Geriatric Use
™~ 86 Renal Impairment
N
-
FULL PRESCRIBING INFORMATION Table 1: Recommended Dose of ASCOR and Infusion Rate of Diluted
Fold 1 INDICATIONS AND USAGE ASCOR Solution
®
__________ _ ASCOR lsmdlcatedtlaéetgeshonterm(u}nolwedc)ueaunmtofsmnvymaduh - | Patient Population.. - - - .. . _|. .ASCOR Once. ] _ InfusionRate.of . | | - .
possxble insufficient or contraindicated. Daily Dose Diluted ASCOR
Limitations of Use (mg) S‘;l“‘}W
ASCOR 1s not indicated for the treatment of vitamm C deficiency that is not (mg )
associated with signs and symptoms of scurvy. Pediatric Patients age 5 months to 50 13
2 DOSAGE AND ADMINISTRATION less than 12 months
2.1 Important Preparation and Administration Instructions — 3
* ASCOR wvials contain 25,000 mg of ascorbic acid and the largest recommended m‘{m Patieats age 1 year to less 100 33
single dose is 200 mg. Do not give the entire contents of the vial to a single years
paent. o . ‘Adults and Pediatric Patients 11 200 3
* Do not admimister ASCOR as an undiluted intravenous mjection. years and older
* Minimize exp to light b ASCOR is light sensitive.
Fold « ASCOR is hed as a Pharmacy Bulk Package (PBP) which is intended for ded mimom drat . !
__________ _____ﬁnensn_:g_ sm.glegogegggn_lh_lple_pauemsmgfyﬁxmzcy_amrgxgggggm___mhm in scarbut of daily tre T mthASCORlsse\:?;__- R
s Tesiricted fo the preparation of admixfures treatment, retreat until resolution of scorbutic symptoms is observed.
a U:: only ina sulf:ble 1SO Class 5_.‘10':::;? such as a laminar flow hood (or Repeat dosing is not recommended in pediatric patients less than 11 years of age.
b. P;-ﬁmte each PBP vial cltgs;meuonly one nme witha sunab]fe tls};enle transfer 23 Doszg; Reductions ‘tn Sr;iﬁc P:l:;hﬁ:"st ith glucose dro
ice or dispensing set that allows omenv. 0 are or lacta ents wil -6-dehydrogenase
Given that pressumgmay develop within the vial during storage, exercise (r no%n::oeed lmSE P:]mended hetary Allowance (RDA)
caution when withdrawmg contents from the vial or dall) dequzte Intake (AI) level for ascorbic acid for their age group and
. Once the closure system has been alld ing from ?gl}dlg(}l)] see Warnings and Precautions (3.2) and Use in Specific Populations
the PBP vial within 4 hours. Each dose mnst be nsed unmednteh
Discard unused portion. 3 DOSAGE FORMS AND STRENGTHS
d. Prior to administration, ASCOR must be d.iluted in a suitable infusion ciel:tlon 25,000 mg /50 mL (500 mg/mL) supplied as a Pharmacy Bulk Package
and the final for ust be i (undiluted ear, colorless to pale yellow solution)
the osmolamt{of ASCOR is approxnnately 5, 900 mOsmol/L) Pnor 4 CONTRAINDICATIONS
to preparing the adm:xture or the
Fold for mfuson. Add Sneday dose ofAsc%ft d.g:;tly None
0 an @ tevoumeo a suitable infusion solution (e.g., 5% Dextrose .
""""" """"lijecﬁonx{m erile Water Tor mjection) and add a g?r 'at(e's%]ifao'a's""""'mmmw}uwm'ff'.""“""""""' e
neﬁssaryhto make the cilinal sol}mon isotonic. Water fol;{n]mem“ 5.1 Oxalate Nephropathy and Nephrolithiasis
is ypotonic; adjust solute content, as necessary, to make the Acute and chronic oxalate nephropathy have been reported with prolonged
m.ﬁmon solution lsotolllt prior to mjeﬁm:ll:a tDc:nnl:et m‘} As,(g)g admxrl‘l;slmngn of high doses of ascorbu% acid. Ac15:€gauon xo:ltahl;runneg byP
2 ascorbic acid may cause precipitation of cysteine, urate or oxalate stones. Patients
°PP9‘) The concentration of ascorbic acid in the final, admixture solution rith renal diseas including rex mpaufl?'sem history of oxalate kidney stones,
for mfusion is to be m the range of 1 to 25 mg of ascorbic acid per mL. For and geriatric patients may ge at increased risk for oxalate nephropathy while
example, for the largest recommended dose TecerVing treatment with ascorbic acid. Pediatric patients less than 2 of age
Add 200 mg of ascorbic acid (equivalent to 0.4 mL of ASCOR) to 7.5 be at increased risk for oxalate nephropa treatment with ascorbic
mL of Sn;fe Water for I.n)echon to produce an infusion solution having acl because their ki are immature [see Use in Specific Populations (8.4,
an approximate osmolarity of 290 mOsmol/L. In this specific example, 85, 8.6)]. Monitor renal function in patients at increased risk recerving ASCOR.
addition of solute is NOT necessary because the solution is isotonic. Dlsconunue ASCOR in patients who develop oxalate nephropathy and treat any
e. Prepare the recommended dose based on the patient population [see pected oxalate nephrop
Dosage and Administration (2.2),(2.3)]. ASCOR is not indicated for d admini (the maximum
F |d £ Visually i for particulate matter and discoloration prior to recommended duration is one“eekj [seeDo.mge and Administration (2.1)].
o admimstration (the diluted ASCOR solution should appear colorless to pale 5.2 Hemolysis in Patients with Glucose-6-Phosphate Dehydrogenase
......... [ PR S+ --_--_--_----_--_--_-----_--_--_--_-.Daﬁnncy-_-------_--_--_--_--_--_--_--_--_-. ——
g. Immediately administer the admixture for infusion as a slow i H has been reported with administration of ascorbic acid in patients with
nfusion [see Recommended Dosage (2.2)] glucose-6 -phosphate dehydrogemse deficiency. Patients with giunc}gse-6 -phosphate
2R ded Do v be at nisk for severe
2.2 Recommended Dosage treatment with ascorbic acnt onitor hemoglobin and blood count and use a
Table 1 provides recommended doses of ASCOR based on patient population and duced dose of ASCOR in dpauuts with g}ucoseé-rehosphate dehydrogenase
mfusion rates of diluted ASCOR solution. deﬁuem:y [see Dosage an i 2.3)]. with
ASCOR if hemolysns 1s suspected and treat as needed.
5.3 Laboratory Test Interference
Ascorbic acid may interfere with laboratory tests based on oxidation-reduction
mcuons including blood and urine gucose testing, nitrite and bilirubin levels,
and leucocyte cmmt testing dgbelfposs le, laboratory tests based on oxidation-
reduction reactions should be delayed until 24 hours after infusion of ASCOR [see
Drug Interactions (7.5)].
Y —
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6 ADVERSE REACTIONS
The following adverse are di d in greater detail in other sections
of the labelmg:

* Oxalate nephropathy and Nephrolithiasis [see Warnings and Precautions (3.1)].

« Hemolysis in patients with (glucose -6-phosphate dehydrogenase deficiency [see
Warnings an Pmcaunons 2)]

The following adverse iated with the use of ascorbic acid were

identified m_tie literature. Because these reactions are reported vttalljl;marﬂy froma

po tion of uncertain size, it is not always possible to
rehiably or to establish a causal hip to drug

Administration site reactions: pain and swelling.

ASCOR shw.ldnotbersag 1{, istered. Rapid i dmini
may cause t

=250 mg/minute) of A empo faintness or nausea, lethargy
5 myd:mnm) the recommended nde infusion rates of diluted

ASCO! solunon are 1 3 my‘lmmne (Pediatric Patients age 5 months to less than
12 months), 3.3 mg/minute (Pediatric Patients age 1 year to less than 11 years)
and 33 mymmute (Adults and Pediatric Patients 11 years and older) [see Dosage
and Administration (2. 2)])

Acute and chronic oxala have with p: d
administration of high dosa of ascorblc acxd see lﬂxmmg: and Precautions
0. 1)] Inpah ents with glucose-6-phospha drogenase deficiency, severe
lysis ha [see Warnings and Precautions (5.2)].
7 DRUG INTERACI'IONS
7.1 Antibiotics
Asoorblc ac1d may decrease activities of erythromyx c‘lgh kanamycin, streptomycin,
7t ic

cin. Bleomycin 1s mac’u\ in vifro by asco
?ci'f the mnblohcqe?,cacy is ,y 2
ion of ASCOR, di ASCOR administration.

7.2 Amphetamine & Other Drugs Affected by Urine Acidification

Ascorbic acid may acidify the urine and lower serum concentrations of

p ing renal as reflected by changes m
amphetamine urine lecova'y rates). In case of decreased an}phetamme efficacy,
discontinue ASCOR administration. Standard monitoring of therapy is warranted.

In addition, acidification of urine by ascorbic acid will alter the excretion

of certain drugs affected by the pH 'of the urine (e.g., fluphenazine) when
administered concunemla: It has been reported that concurrent administration
of ascorbic acid and has resulted in decreased fluphenazine plasma
concentrations. Standard monitoring of therapy is warranted.

7.3 Warfarin

Limited case reports have suggested interference of ascorbic acid with the
anticoagulation effects of v.a%ﬁn, however, for patients on w: thera
treated with ascorbic acid doses up to 1000 mg/day (5 times the laxgmt
recommended single dos:gst;or 2 weeks (twice the maximum recommended
duration), no effect was rved. Standard momtoring for ann-coa;nlanon
therapy should continue during ascorbic acid as per of care.

7.4 Laboratory Test Interference

Because ascorbic acid is a strong reducing agent, it can interfere with numerous
laboratory tests based on oxidation-reduction reactions (e.g., glucose, nitrite and
bilirubin levels, leukocyte count, etc.). Chemical detecting ‘methods based on
colorimetric reactions are gt Iy those tests affected. Ascorbic acid may lead to
inaccurate results (false ue tives) obtained for checking blood or urinary glucose
levels, nitrite, bilirubin, and leukocytes if tested during or within 24 hours after
infusion [see Warnings and Precautions (5.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary
There are no available data on use of ASCOR in pregnant women to inform
lopmental

4

-associated risk of adverse outcomes; however, use of
ascorbic acid (vitamin C) has been used during pre; For several decades
and no adverse developmental outcomes are leported in the published literature
[see Data]. There are dose adjustments for ascorbic acid (vitamin C) use during
pregnancy [see Clinical Considerations].

Animal reproduction studies have not been conducted with ASCOR.

The esnmated backgrou.nd risk of major birth defects and miscarriage for the

All'p ies have a background risk of
birth defect, loss, or other adverse outcomes. In the U.S. general population. the
estimated background nisk of ma]or birth defects and miscarriage mn clinically
recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations

Dose Adji During Pr and Post-Partum Period

Follow the U.S. Recommended Dietary Allowances (RDA] for gnam women
when consi use of ASCOR for treatment of scurvy /s a:age and
Administration (2.3)].

Data
Human Data

There are no avnlabl;{ data on use olf ASCOR or mot%ier ast;_ogga acid injection
gnant women. However, a published meta—analysis of o)

stul?hma evaluating a large uumi)expu f pregnant womm}w;sﬁo took oral ascorbic

acid (vil un%thmu? iet and supplementanon) at doses ranging ﬁ'om

500 to 1000 deo to3 %.\

rspecuvely) sage andAdmmmranon (2.3)] between the 9th and 16
weeks of pregna showed no d risk of adverse pregnancy outcomes

such as xmscamage rupture of L . preterm delivery

Or pregnancy hg]'l:mensnon when compared to plaoebo These data

cannot dzﬁmtwe]y establish or exclude the absence of a risk with ascorbic acid

11 DESCRIPTION

ASCOR (ascorbic acid injection) for intravenous use is a colorless to pale yellow,
ervative-free, hypertonic, sterile, non-| pyro enic solution of ascorbic acid.
COR must be diluted with an aj ion solution (e.g.. 5% Dextrose

%?Jnon, 'USP;, Sterile Water for Ig)ecnon, USP) [see Dosage an5 Administration

The chemical name of Ascorbic Acid is L-ascorbic acid. The molecular formula
is CH,O,. It has the following structural formula:

H
HO --OH
0

A
HO OH

Each ASCOR, 50 mL, Pharmacy Bulk Package vial contains 25,000 mg ascorbic
acid, equivalent to 28, 125 mg sodium ascorbagtee e
Each mL of ASCOR contains 500 mg of ascorbic acid (equivalent to 562.5 mg
of sodium ascorbate which amounts to 65 mg sodium/mL of ASCOR), 130 mg
of Sodium bicarbonate, and 0.25 mg of edetate disodium. Sodium hydroxide
1s added fo:aYH adjustment (pH range 5.6-6.6). It contains no bacteriostatic or
antimicrobial agent.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

The exact mechanism of action of ascorbic acid for the treatment of toms
and signs ofscurvy (a disorder caused by severe iency in vitammn C) is

: howe: of ascorbic acid in patients with scurvy is
thought to mtore the body pool of ascorbic acid.
12.3 Pharmacokinetics
Inas cokinetic healthy male and female adults (n=8) were
gl‘mmgk::zephmvenmxs dosmeldgf 1000 mg ascorbic acid (5 nms the largest

d dose) infused over a 30 minute
ms_uretoasco 1cac1dnas4362|.lMand atthemdof!he 0 minute
100

Distribution

Ascorbic acid is distributed w1dely in the body wnh concmuatlons found
in the liver, leukocy'tes platelets, glandular the eye. Based on
data from oral ascorbic acid is known to be dlsmlmted into breast milk
and crosses the placental barrier.

Eliminat

lasma concentration will

When the body is saturated with ascorbic acid, the
amounts are then

beaboutthesameasthatofthermnlthr&h 1d; if

d, most of it is mthem'me When tissues are not
saturated and plasma concentranon is low, administration of ascorbic acid results
in little or no renal excretion. The mean=5D D (N=3) half-life observed m the
single dose PK study, asdscrﬂaedabove was74:hl 4h

Metabolism

A major route of metabolism of ascorbic acid involves its ¢ ion to urinary
oxalziJ ly through 1 diate fc ion of its oxidized product,
dehyd:oa.soorblc acid.

Excretion

There is a renal threshold for ascorbic acid (vitamin C); the vitamin is excreted

the ki when the plasma concentration exceeds this
gayrﬁhold,dnmch is Wox:mat:l;l{ 4 mg/ 100}:nL

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
gsal&l):g&gemcny mutagenicity, and fertility studies have not been performed with
16 HOW SUPPLIED/STORAGE AND HANDLING
ASCOR for intravenous use is a colorless to pale yellow solution supplied as:
* NDC 67157-101-50  One 25,000 mg/50 mL (500 mg/mL) Pharmacy Bulk
Package vial
* NDC 67157-101-51 Tray/pack of twenty five
25,000 mg/50 mL (500 mg/mL) Pharmacy Bulk Package vials
Store in a refrigerator at 2° to 8°C (36° to 46°F).
Protect from light. This product contains no preservative. See Dosage and

Administration QA% for detailed instructions on preparation, n, and
administration of ASCOR. Excursions to ambient conditions for up to 30 days

during storage or shipping are acceptable.

17 PATIENT COUNSELING INFORMATION

* Inform patients that treatment with ASCOR may increase their risk of oxalate
nephropathy [see Warnings and Pm':aunans (31)].

* Inform patients that treatment with ASCOR sz impact laboratory results,
including blood and urine glucose tests, up to 24 hours after infusion [see
Warnings and Precautions (3.3)].

* Inform patients with glucose-6-ph

treatment with ASCOR may increase their risk of hemolysis [see B‘mzngs and
Precautions (3.2)].

1 e} 1af i

Manmfs d By:

(vitamin C) during
8.2 Lactation
Risk Summary
Thﬂe are no data on the presence of asoorblc acid (vitamin C) in human milk
dosing in men. Ascorbic acid (vitamin C)
?m human milk after matemal o oral mtake Matemal oral ntake of
ascoxblc aud (vitamin C) exceed.lng the US. Recomnnnded Dietary Allowances
(RDA) for does not the bic acid (\ntamm oontent n
breast milk or the mmmed dmllgammmt received by breas fed
are no data on the effect of ascorbic acid vnamm C)on p!oducuon or the
fed infant. The dev bmeﬁts of breastfeeding should
be oonsxdemd along with the mother’s clm.lcal need for ASCOR and any potential
adverse effects on the breastfed child from ASCOR or from the under]
matemal condition. Follow the U.S. Reco Dietary Allowances (RDA)
for lactating women when considering use of ASCOR for freatment of scurvy [:ee
Dosage and Administration (2.3)].

8.4 Pediatric Use

ASCOR is indicated for the short term (up to 1 week) treatment of scurvy in
pediatric patients age 5 months and older for whom oral administration is not
possible, msufficient or contramdicated. The sa proﬁle of ascorbic acid in
tric pauems is similar to adults; however, patients less than 2 years
of age ‘may be at higher risk of oxalate athy follov.mg ascorbic acid
dministration due fo age-related decreased glomerular filtration [see Warnings
and Precautions (3.1)].

ASCOR is not indicated for use in pediatric patients less than 5 months of age.
8.5 Geriatric Use

Glomerular filtration rate is known to decrease with age and as such ma; maease
nisk for oxalate nﬁphmpathy following ascorbic acid administration in el
population [see Warnings and Precautions (5.1)].

8.6 Renal Impairment
ASCOR should be used with caution in scorbutic patients with a history of or
risk of developing renal oxalate stones or evidence of renal impairment or other
issues (e.g., paﬂmts on dialysis, patients with diabetic nephropathy and renal
). These may be at d risk of developing acute

or chronic oxalate neplm)patﬁy following hxgh dose ascorbic acid admimstration

[see Warning and Precautions (5.1)].
10 OVERDOSAGE

Overdose with ascorbic acid may cause nausea, vomiting, diarrhea, facial

rash, b ﬁmgue 1sleep. If of ASCOR

and signs of

oceurs, 1 < n and treat s
avondmg mtake of ascorbic acid.
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Ascorbic Acid Injection, USP Single Vial 50mL Carton
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Each mi_ contains 500 mg of I Sterile NDC 67157-101-50 50mL : Waming: Pressure may daSaiepie LR ]
ascorbic acid (equivalent to : A ® . develop within vial upon storage. = A ® .
§62.5 mg of sodium ascorbate) | SCOR | Exercise care when withrawing. | SCOR |
130 mg of sodium bicarbonate, . . g . .
and 0.25mg of edetate s Ascorbic Acid ! Prepare sioppers with a sulaie ! Ascorbic Acid |
disodium. Sodium hydroxide ! Injecilon, uspP ! antiseptic solution. Use aseptic ! Injectlon, usp !
is added for pH adjustment | 1 A i 1 1
(pHrange 5.6-6.6). i 25,000 mg/50 mL i technique. 3 25,000 mg/50mL 1
] (500 mg/ml) 1 (500 mg/mL) 1
| i Do not use unless solution is i i
Protect from Light ' Bulk = clearand seal is intact. s Bulk s
t tact
Must Dilute Before Use ! Not for Direct Infusion 1 ! Not for Direct Infusion I
! For Infravenous Use Only ! ! For Intravenous Use Only !

Refrigerate 2°- 8°C (36°- 46°F)

Rx only

Single Vial 50mL Carton: Sterle
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ASCOR®
Ascorbic Acid
Injection, USP

25,000 mg/50 mL
(500 mg/ml)
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Ascorbic Acid Injection, USP Vial Label

Each mL contains 500 mg of ascorbic Steile  NDC67157-101-50  50mL Wamning:

acid (equivalent to 562.5 mg of ® Pressure may develop
sodium ascorbate), 130 mg of Sedium ASCOR within vial upon storage. —9
zmﬂ OhZfdm :{e edetate Ascorbic Acid Exercise care when =o
um. Sodium hydroxide is added jection. wiithdrawing. —
for pH adjustment (pH range 5.6-6.6). Inj . USP e —
26,000 mg/50 mL Prepare stoppers with a =
CONTAINS NO PRESERVATIVE (800 mgimt) sutable anfseptcsoiion, O
Protect From Light Pharmacy Buk Package | Use aseptic technique. —
Must Dilute Before Use NNot for Drect Infusion Do not use unless solution Eg
Refrigerate 2°- 8°C (36°- 46°F) For Iniravenous Use Only is clear and seal is intact =2
Usual Adutt Dosage A e ="
See package Insert for full prescribing ==\
Information. ___
~M
Rx Only
MD381-0072¢ McGulf Phomaceuticals, Inc.
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+* Each mL contains 500 mg of ascorbic NDCE7167-10180 ~ somL ing: ~
I acid (equivalent to 582.5 mg of ® 1
| sodum ascorbate), 130 mg of Sodium COR! o,
| bicarbonate, and 0.26mg of edetate ——N
| doadiam ycride is added =N
! forpH adjustment (pH range 5.6-8.6). —
1 — 1
| CONTAINS NO PRESERVATIVE suitable antseptic sohuson. =° !
- ankeseplio: —

| Protect From Light Use aseptic technique. = |
| Must Diute Before Use Do not use unless solution ==r~,
| Refrigerate 2°- 8°C (36°- 46°F). is clear and seal is intact =\,
' usual Adutt Dosage: —
! see package Insert for full prescr bing — |
: Information. — :
1 M 1
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Ascorbic Acid Injection, USP 25 Tray Pack Label

NDC 67157-101-51

See package Insert for full prescribing Information
ﬁi Any unused portion must be discardad wihin & hours.
Rx Only
oo LU ITRL
3 7

67157"10151

MD381-0079%

| po .
i g ond
[ ASCOR® 25 x 50 mL & d
|} = = . 1 [ M
i Ascorbic Acid Eg?yf?ﬁfsxoilﬂfmpgg:ggmiﬁgﬁmg g4 1 Areablank as received; serialization
| Injection, USP of sodhum 3scomate) 130 mg of Sodum bicarbonate, and Ifdhd=k 1 information over-printed prior to use
| 0.25mg of ecetate disodlum. Sodkim hyoroxide 15 3dded for I R A
| 25,000 mg/50 mL pH adjusiment (pH range 5.6-6.6).
| (500 mg/ml) CONTAINS NO PRESERVATIVE .
: Protect From Light 1
| Phomacy Buk Package Must Diute Before Use 1
| Notfor Direct Infusion o 8 45 :
: For Intravenous Use Only Usual Agult Dosage: |
i
[ 1
1
E .
|
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