Top of Page

< 45 >
""""" Y e
=
HIGHLIGHTS OF PRESCRIBING INFORMATION
;l'hese i h i its d}) Pyot il‘l’clla_de t:\“ {he gfeoﬁaﬁon l:_ie]e)gled DOSAGE FORMS AND STRENGTHS
0 use safely and effectively. prescribing oetion: _
information for ASCOR. {‘njacef;];:. 25,000 mg/50 mL (500 mg/mL) — Pharmacy Bulk
ASCOR (ascorbic acid injection), for intravenous use CONTRAINDICATIONS
Initial U.S. Approval: 1947 None
PR m;ﬁoisf“? S,SOAGE oot WARNINGS AND PRECAUTIONS
a8 vitatan ated for the short term (up to + Oxalate nephropathy and Nephrolithiasis: Ascorbic acid
week) treatment of in adult anx iric patients age 5 has been associated with development of acute or chronic
months and older for whom oral admimistration is not possible, oxalate nephropathy following prolonged use of hi
insufficient or contraindicated. doses of ascorbic acid infusion. Patients with renal disease
Limitations of Use includi o mﬁmm, history of oiralat‘iak;d;ley stonﬁ,
ASCOR is not indicated for treatment of vitamin C deficiency geriatric patients, and pediatric patients less than 2 years o
that is not associated with signs and symptoms of scurvy. mayb;a af nx;msed "i?;l)' 6oh
* Hemolysis: Patients with glucose-6-phosphate
i _DOSAGE AND ADMINISTRATION dehydrogenase deficiency are at risk of severe hemolysis; a
. n}ge :ld na Pha‘rﬂmaclz' Bulk Package (PBP). D duced dose 1s rec ded (5.2).
single doses to multiple patients in a pharmacy « Laboratory Test Interference: Ascorbic acid interfere
program; use within 4 hours of puncture (2.1) with laboratory tests based on oxidation-reduction Teactions,
* Must be diluted prior to use (2.1) including blood and urine glucose testing (5.3).
*+ Admimister as a slow 1 infusion (2.1) ADVERSE REACTIONS
* See Full Prescribing Information for important Most common adverse reactions are pain and swelling at the
adninistration mstructions (2.1) site of mfusion (6)
* Maxi rec ded dv 1s one week (2.2) To report SUSPECTED ADVERSE REACTIONS, contact
McGuff Pharmaceuticals, Inc., toll free at 1-800-603-4795
Population (2.2) Reco nded Doses | °F FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.
DRUG INTERACTIONS
Pediatric i)an'e_nts age Smonthsto | 50 mg once daily « Antibjotics: Ascorbic acid may decrease the activities of
less than 12 months erythromycin, kanamycin, stréptomycin, doxycycline, and
Fold #2 . - lincomycm. Bleomycin is mactivated in vitro by ascorbic
__________ of = [ Pediatric patients age L year toless | 100mgoncedaily _ | _ acd(ZD._ ... - P —
11years e Affected b
A - : c acid may cause ac
Aeﬂtsa;g% peds atric patients age 11 | 200 mg once daily and result in decreased amphetami levels and
¥y affect excretion and d)las;m concentrations of other drugs
Specific Populations (23, 8.1, 82) semsitivetourine pH (7.2).
* Warfarin: Continue standard monitoring (7.3).
Pregnant women, lacming women, | Should not exceed the
I with glucose-6-phosph U.S. Rec ded See 17 for PATIENT COUNSELING INFORMATION
dehydrogenase deficiency Dieta.r;' Allowance
(RDA] Revised: 01/2024
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FULL PRESCRIBING INFORMATION
= 1 INDICATIONS AND USAGE
3 | ascoreis idicated for the short term (up to 1 week) Table 1: Recommended Dose of ASCOR and Infusion
-— up tr
treatment of scurvy i adult and pediatric patients, age Rate of Diluted ASCOR Solution
5 months and older, for whom oral admimstration is not
possible, insufficient or contraindicated. Patient Population ASCOR | Infusion Rate
Limitations of Use Once Daily of Diluted
ASCOR is not indicated for the treatment of vitamin C Dose ASCOR
deficiency that is not associated with signs and symptoms of (mg) Solution
Sony- (mg/minute)
2 DOSAGE AND ADMINISTRATION —
2.1 Important Preparation and Administration Pediatric Patients age 5 50 13
Instructions months to less than 12
+ ASCOR vials contaig 25,000 d;ng of ;(s)coorbic g{i’d and the months
est recommended single dose is 200 mg. Do not give o
gegenﬁre contents of then%lul to a single pagtiem. & Pediatric Patients age 100 33
* Do not administer ASCOR as an undiluted intravenous 1 year to less than 11
mjection. years
* Minimize exposure to light because ASCOR is light Adults and Pediatric 200 33
sensmvei X Patients 11 years and
+ ASCOR is supplied as a Pharmacy Bulk Package older
(PBP) which 15 intended for dispensing of single ,aosa to
nmltipleedpatients ma phannacty admixture Frogam and is
restricted to the preparation of admi or mfusi The ded maximum du of daily treatment
a. Use only i a suitable ISO Class 5 work area such with ASCOR is seven days. If no improvement in scorbutic
as a laminar flow hood (or an equivalent clean air toms is observed after one week of treatment, retreat
compounding area). i lution of scorbutic is observed.
b. Penetrate each PBP vial closure only one time with a Repeat dosing is not ded in pediatric p less
i(un'table sterile transfer device tptlile g set that than 11 years of age.
ows d di mg o ven sons i i i
that pre may develop within fhe vial during 2.3 Dosage Reductions in Spenﬁc_: Populzm?ns ‘
storage, exercise caution when withdrawing contents Women who are pregnant or lactating and patients with
from the vial. eMehydrosenzse deficiency should not exceed the
Once the cl has be le .S. Recor Dietary Allowance (RDA) or daily
¢ ali:e the ¢ osmeﬁszstenhl PSBP en n.ettlxu‘.ateg,hcomp te Adequate Intake (AI) level for ascorbic acid for their 2z
Ea ‘i‘mﬂg t bem ‘e:l L :d: :"l s 4 0‘5"& grougjand condition [see Warnings and Precautions (5.2)
um'ised por’;o"; used immediately. Discar and Use in Specific Populations (8.1, 8.2)].
d Prior to administration, ASCOR must be dilutedina > DOSAGE FORMSAND STRENGTHS
suitable infusion solution and the final solution for Ingecuon: 25,000 n‘l:ﬂﬁ /50 mL (500 mg/ml) suaplphed asa
infusion must be isotonic (undiluted the osmolarity Pharmacy Bulk Package (clear, colorless to pale yellow
of ASCOR is ﬂ:gproxxmatel% 5,900 mOsnmllf‘c‘Il.l)a Ptrl;or solution)
to preparing the admixture for infusion, calculate the
ooty of the imtended admixture for musion Add  + CONTRAINDICATIONS
one hxg:euy fdose of. ‘A;}SCOR_directlly to a? appxjo'ptiate None
vol of a suitable infusion solution (e.g., y
Dextrose Injection, Sterile Water for Injection) and 5 WARNINGS AND PRECAUTIONS
add appropriate solutes, as necessary, to make 5.1 Oxalate Nephropathy and Nephrolithiasis
final solution 1sotonic. Sterile Water for Injection Acute and chronic oxalate nephropathy have been reported
is highly !lnwwlg:;tgdlﬁ“s‘lssﬂﬂ".f"n“f‘:ﬁs with prolonged administration of high doses of ascomic
necessary, {0 make the- Do"f“s“’".s‘k‘;‘ggl{ ith acid. Acidification of the urine by ascorbic acid may cause
isotonic prior to injection. Do not mix A Wi precipitation of cysteine, urate or oxalate stones. Patients
o "el'ﬂm e tfl}atcal%be with renal disease 1 ing renal impairment, history of
red E dfe- -, Copper). cc,moennf:a on of ascorbic oxalate kidney stones, and geriatric Lgaﬁmgs may be at
oy s e or infusion is to increased risk for oxalate nephropathy while recerving
be m the range of 1 to 25 mg of ascorbic acid per mL. treatment with ascorbic acid. Pediatric patients less
For example, for the largest recor dose: than 2 years of age may be at increased risk for oxalate
Add 200 m%of ascorbic acid (equivalent to 0.4 nephropathy durimg treatment with ascorbic acid because
mL of ASCOR) to 7.5 mL of Sterile Water for their ki are immature [see Use in Specific Populations
Injection to produce an infusion solution l:l,avinil (8.4, 8.5, 8.6)]. Monitor renal function in patients at
an approximate 0smol 0f 290 mOsmol/L. increased risk receiving ASCOR. Discontinue ASCOR in
this specific example, addition of solute is NOT P who p oxalate pathy and treat any
necessary b the solution 1s pected oxalate nephropathy
e. Prepare the recommended dose based on the ASCOR 1s not indicated for prolonged administration (the
patient population [see Dosage and Ad 1 ded duration is one week) [see Dosage
(2.2),(2.3)]. and Administration (2.1)].
f. Visually inspect for particulate matter and discoloration
prior t)(,) adminisu'atmthe diluted ASCOR solution
should appear colorless to pale yellow).
g. Immediately administer the admixture for infusion as a
slow fi [see R ded Dosage
2.2)]
2.2 Recommended Dosage
Table 1 provides recommended doses of ASCOR based on
patient population and mfusion rates of diluted ASCOR
solution.
Yy
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5.2 Hemolysis in Patients with Glucose-6-Phosph Rec ded Dietary Allowances (RDA) for lactating
Dehydrogenase Deficiency women when considering use of ASCOR for treatment of
Hemolysis has been reported wrth admmrstranon of ascorbic scurvy [see Dosage and Administration (2.3)].
g:glcm dP with I 6‘h g 8.4 Pediatric Use
mmm&nﬁym%;i a&&m risk for ASCOR is indicated for the short term (up to 1 week)

s during treatment with ascorbic acid. m% ?f e mrgdm' tric patients age 5 mon%ise

Momtor hemoglobin and blood count anduse a reduced om morw m o i a ted. mus:? 5 not srf

dose of ASCO i lﬂh’"‘ ascorbic au‘drlri‘;;edramcca tients is si niler fo deu‘l,

2.3)]. &ﬁﬁm&mmﬁw{m%?:g however, pediatric pauentlsnless t]un 2 years of age may be

ed and treat as needed. at higher risk of oxalate

acid administration due to age-related decreased glomerular
filtration [see Warnings and ﬁ’mcaunons (3.1)].

5.3 Laboratory Test Interference ASCOR is not indicated for use in pediatric patients less

Ascorbic acid may interfere with laboratory te:;sd based

imne glucose testing, nmirfne andﬁrlull;lglggevels mdbased
e count tes e, tory tests

euoocyt ting. If possi - labora ory ts bas

%745?111'3 after infusion of ASCOR [see Drug Interactions

6 ADVERSE REACTIONS

than 5 months of age.
8.5 Geriatric Use

Glglmhmeru.lar filtration rr:;i lt§ knm to decrease tgmfl fi\ e and
as may Increase or oxalate athy follow:
ascorbic agd dministration l.neldrerl;ephm'p o [see g
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 stonm or
evidence of renal impairment or other issues (e.g.,

on dialysis, panems wrth drabeuc nephropathy, rena]
may be at increased
risk of develo mg acute or chromic oxale nephro

foll dose ascorbic acid administration [see

Pop

The following ad 1 d I greater
detrnl in othet sections of the labehng
and Nephrolithiasis [see Warnings
and Prscmmon: (3.1) ¥ ephr E &
* Hemolysis in patients with glucose-6-phosphate
del?'dgsgenasepadeﬁcrmy Warnu?gs and Pr
.21
The following adverse reactions associated with the use

of ascorbic acid were identified in the literature. Because
these reactions are reported voluntarily from a population

Wammg Pmcaunon.r (3.1)].
10 OVERDOSAGE

Overdose with ascorbic acid may cause nausea, vomitin; ﬁ
diarrhea, facial flushin sh headache fatigue or disturbed

of uncertain size, it is not always possible to estimate therr slee'p overdose of te Ly
frequency relmbly or to h a causal rel p to and signs of
drug exposure: overdose, avoiding addmonal mtake of ascorbic acid.

Administration site reactions: pain and swelling.
ASCOR should not be rapidly administered. Rapid
Intravenous administration (=250 mg/mimute) of ASCOR
may cause temPorary famtness or nausea, le . flushing,
the rates

of diluted ASCOR solution are 1.3 mg/minute edlau'ic
Patients age 5 months to less than 12 months),
minute (Pediatric Patients age 1 to less than ll years)

and 33 mg/minute (Adults and Pediatric Patients 11 years
and old?rg[ue Dosage and Administration (2.2)]).

Acute and chronic oxalate nephropathy have occurred with

%r;olonged administration of hi; ses of ascorbic acid [see
ammg.r and Precautions (5.1)]. In patrems with se-6-
phosphate dehydrogenase deficiency, severe hemolysis has

occurred [see Warnings and Precautions (5.2)].

7 DRUG INTERACTIONS

7.1 Antibiotics

Ascorbic acid may decrease activities of omycin,

kanamycin, streptomycin, lincomycin.

Bleomyecin is inactivated in vifro by ascorbic acid.

the antibiotic efficacy is suspected to be decreased by

concomitant administration of ASCOR, discontinue ASCOR

administration.

7.2 Amphetamine & Other Drugs Affected by Urine

Acidification

Ascorbic acid ma acrdrfy the urine and lower senmll

Tenal
exmnon(asreﬂecﬁdbydm in amphetamine urine
recovery rates). In case of decreased amphetamine efficacy,
discontinue ASCOR administration. Standard monitoring of
therapy is warranted.
In addition, acidification of urine by ascorbic acid will alter
the excrenonofcenamdmgs affec edbythepHoftheunne
(eg., ) when ooncmnﬂy It has
been rted that ¢ i

acid 1 .lmJ .|n )

11 DESCRIPTION

SScon o s e e
a colorless to pale yellow, preservative- ypertonic.
sterile, non-pyrogenic solution of ascorbic acid. ASCOR

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

The chemical name of A ic Acid is rbic acid.

idisL-a
The molecular formula 1s CH,O,. It has the fo!
p 61-1, llowing

H
HO ~-OH
0

D=
HO OH

Each ASCOR, 50 mL, Pharmacy Bulk Package vial contains
25,000 mg ascorbic acid, equivalent to 28,125 mg sodium
ascorbate.

Each mL of ASCOR contains 500 mg of ascorbic acid
(equivalent to 562.5 m§ of sodium ascorbate which amounts
to 65 mg sodium/mL of ASCOR), 130 mg of Sodium
bicarbonate, and 0.25 mg of edetate du Sodium
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

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 panents on warfann therapy treated with ascorbic acid
13)(0 1000 mg/day (5 times the largest recommended
smgle ose) for 2 “eeks (twice the maximum recommended
duration), no effect was observed. Standard momtomﬁ
ann—coa%ﬂ:gon 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. %biiucose 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 negatives)
obtained for chm‘éﬁelﬂgod or m'maraﬁlucose levels,

nifrite, bilirubin, during or within 24
hours after infusion [see Wammgs and Precautions (5.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk S

There are no available data on use of ASCOR in pregnant

women fo inform a drug-associated risk of adverse

: e . use of f_L acid

vitamm u for several

decades and no adverse de\,d:lnngopmemgom are
reported 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 estimated background risk of major birth defects and
miscarriage for the mdicated population is unknown. All
pregnancies have a background risk of bmh defect, loss,
or other adverse outcomes. In the U.S. general populatios
risk of major lrth defects and

the estimated back
miscarriage in clinically recognized pregnancies is 2-4% and
15-20%, respectwely
Clinical Considerations
Dose Adjustments During Preg| » and Post-Partum
Period
Follow the U.S. Recommended Dietary Allow: anoes

T t women when consi
of AS&ORpf;ermumm of scurvy [see Do.mge and
Administration (2.3)].

Data

Human Data
There are no available data on use of ASCOR or another

acid i gnant women. H . a
publrshed meta—analys:s of d studies evaluatr

e number of gnant women who took oral ascorbic

acrd vitamin C) ( dm and lementanon) at
dosesrangmgfromS tolOOOmg/ y(25105um5

the d daily intr ose, respecti
[see Dosage and Admrm:rmnon 2. 3}] bemeen the“ag
and 16th weeks of p Y d risk

of adverse pregnancy outcomes such as mr.scanuge
preterm preture ]tlure of nmnbralr::: preterm delivery
or pre; ension when co; to
pla%el%an'l%yese data cmoywtdeﬁmtwely amm
exclude the absence of a risk with ascorbic acid (vitammn
C) during pregnancy.

8.2 Lactation

Risk Summary

There are no data on the presence of ascorbic acid (vitamin
C) in human milk following dosing in
women. Ascorbic acid (vitamin C) is present in human
milk after maternal oral intake. Maternal oral intake of
ascorbic acid (vitamin C) exceeding the U.S. Recommended
Dietary Allowances (RDA) for lactation does not influence
the ascorbic acid (vitamin C) content in breast milk or the
estimated daily amount recerved by breastfed infants. There
are no data on the effect of ascorbic acid (vitamm C) on

milk production or the breastfed infant. The developmental
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 matemal condition. Follow the U.S.

of and signs of scurvy (a disorder
caused by severe defici e

in vitamin C)1s unknown;
however, administration of ascorbic acid in patients with
scurvy is thought to restore the body pool of ascorbic acid.
12.3 Pharmacokinetics
Inasi Bharmacokmenc study, healthy male and female
adults (n=! mtravenous dose of 1000
mg ascorbic acrd est recommended single
dose) infused over a 30 mmut 4gerwd The mean peak
gﬁosure to ascorbic acid was 436.2 uM and occurred at the

of the 30 minute infusion.

Distribution
Ascorbic acid i l.S d.lsmbuted wrdel};ukthe body, with larg
concentrations found ocy'tes plztelets
glandular tissues, and lens of the ed on data from
oral exposure, ascorbic acid is ]mown to be distributed into
breast milk and crosses the placental barrier.
Elimination
When the body is saturated with ascorbic acid, the plasma
conoennauonmllbeabontﬂresameas  that of the renal
if further are then d, most
of it is excreted in the urine. When body tissues are not
saturated and plasma conc is low, tion
of ascorbic acid results in little or no renal excretion. The
mean=SD (N=3) half-life observed in the single dose PK
study, as described above, was 7.4x1.4 h.

Metabolism

A major route of metabolism of ascorbic acid involves

its conversion to oxalate, presumabl
inter u.rmaryof its idized ]:lrodn);t.thmugh

dehydroascorbic acid.

Excretion

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

when the plasma
which is apprornmately 1.4mg/100 mL.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of
Fertility
Carcinogenicity, mutagenicity, and fertility studies have not
been performg .E g &l
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/mlL)
Pharmacy Bulk Package vial

* NDC 67157-101-51 Tray pack of twenty five
25 000 mg/50 mL (500 mg/mL) Pharmacy Bulk Package

Store in a refrigerator at 2° to 8°C (36° to 46°F).
Protect from This product contains no pnservatrve
nn%m (2.1) for

See Dosage
instructions on preparation, dilution, and administration of
ASCOR. Excursions to ambient conditions for up to 30 days
during storage or shipping are acceptable.
17 PATIENT COUNSELING INFORMATION

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

* Inform patients that treatment with ASCOR may impact
laboratory results, including blood and urine glucose
tests, up to 24 hours after infusion [see Warnings and
Precautions (3. 3)].

* Inform patients with gh hate dehyd:

deﬁcrency that treatment with ASC(fR may increase the
nisk of hemolysis [see Warnings and Precaunon.s 3. 2)]

Manufactured By:
McGuff Pharmaceuticals, Inc., Santa Ana, CA 92704
M381-0073
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HIGHLIGHTS OF PRESCRIBING INEORMATION H
These hi h ts dg not ":f]'t'rd' all {he oglilau'on l:_ie}e’gled DOSAGF FORMS AND STRENGTHS
e tion for ;’Sg{);{ effectively te full prescribing Injection: 25,000 ne/50 L (500 mg/mL) - Pharmacy Bulk

ASCOR (ascorbic acid injection), for in‘ravenous use
Initial U.S. Approval: 1947 '
INDICATIONS AND USAGE

ASCOR is vitamin C indicated for the sho term( tol
week) treatment of scurvy in panemsa e 5
months and older for whom oral admmlstrlnon 1s not possible,
msufficient or contraindicated. |

Limitations of Use - '

ASCOR is not indicated for treatment of V|tamm C deficiency
that is not associated with signs and symptoms of scurvy.

— DOSAGE AND ADMINIST!{ATION

Package H
CONTRAINDICATIONS
None :
WARNINGS AND PRECAUTIONS

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

doses of ascorbicacid mﬁ:su}*: Panetpts wl:h renal
including impairment, history of oxalate stones,
geniatric patients, lan:_ilgdlamc pargems less than 2 y)erars old
may be at inc
+ Hemolysis: Patients with glucose-6-phosphate
dehydrogenase déficiency are a(tsnzs)k of severe hemolysis; a
se 1S |n

. lied in a Pharmacy Bulk Package (FBP). Di
snl;lge doses to multiple patients in a p! acﬁmxture
program; use within 4 hours of puncture (2. 1)
* Must be diluted prior to use (2.1) :
« Administer as a slow 1 2.1)

* See Full Prescribing Information for mmnant
admmlstranon m.gtlrgilcnons [eR)]

. Lahonmmmmfmnm Ascorbic acid may interfere
with laboratory tekts based on oxidation-reduction reactions,
including blood ahd urine ghicose testing (5.3).

APVERSE REACTIONS

Most common adverse reactions are pain and swelling at the
site of mfusion (6) 1

* M rec ded duration is oneyweek (2.2) To report SUSPEéTED ADVERSE REACTIONS, contact
1 McGuff Pharmaceaticals, Inc., toll free at 1-800-603-4795
Population (2.2) l#co nded Doses | °F FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.
DRUG INTERACTIONS
Pediatric fanents age 5 months to SP mg once daily « Antibiotics: Asoo['blc acid may decrease the activities of
less than 12 1 erythromycin, kapamycin, stréptomycin, doxycycline, and
Ly y
— . lincomycim. Bleonycm is mac’nvated in vitro by ascorbic
Pediatric patients age 1 year to less lbO mg once daily acid (7:1).
11 years : . ems{xﬁgmmmg anj Other Drugs Affected by Urine
Adults and pediatric patients age 11 2I)0 mg once daily Aadification ﬁurg:uﬁ:ogg:&%;“‘ se acldﬁcan?:‘ztl'sd;;d
years and older 1 affect excretion ai’d (lgs;:)n concentrations of other drugs
ific P tio: 3,81,82 : sensitive to urine 2).
Specific Populations 03.81.82) « Warfarin: Contimle standard monitoring (7.3).
Pregnant women, lactatm§ women, %ould not exceed the H
with P S.R ded See 17 for PATIIEP!T COUNSELING INFORMATION
dehydrogenase deﬁcmncy Deta.r;' Allowance
(DA Revised: 01/2024
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE :

ASCOR?® 1s indicated for the short term (up to 1 week)
treatment of scurvy i adult and pediatric jatients, age
5 months and older, for whom oral admimgtration is not
possible, insufficient 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.

2 DOSAGE AND ADLI[N'IS'IRATION'

2.1 Important Preparation and Adm.nistratlon
Instructions

+ ASCOR vials contain 25,000 mg of aslorblc acid and the
largest recommended single dose is 209 mg. Do not give
the entire contents of the vial to a patient.

* Do not administer ASCOR as an undllited intravenous
mjecnon
sensitive.

« ASCOR is lied as a Pharm: B\llk Package
(PBP) hlciupp d for ik of %osa to

tients in a pharmay
resmct to the preparation o

a Useonlyma sunable ISO Class 5 work area such
asa hood (or an equn#lent clean air
compoundmg area).

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

c. Onceﬂmclosuresystemhasbe trated, complete

nsing from the PBP “3@2 ithin 4 ho:sp
Each mnst be used mmednie ly. Discard
unused portion.

d. Prior to administration, ASCOR nn.st be diluted in a
suitable infusion solution and thé final solution for
infusion must be isotonic (3 :d the osmolarity
of ASCOR is appmxxmately 5,900 mOsmol/L). Prior

pr!gn the admixture for infui ion, calculate the
osmolarity of the intended admixture for mfusion. Add
one daily dose of ASCOR directly fo an appr 'pnate
volume of a suitable infusion solution (e.g., 5%
Dextrose Injection, Sterile Water fc Injemon) and
add appropnate solutes, as nece:
final solution isotonic. Sterile Wa r l‘or In]ectlon
is highly Ilypotomc, ad]ﬁl!.:;lsolntqtontent, as
necessary, to make infusion solution
uotomc pnor to m]etnon Do not mix ASCOR with
ds that can be
reduced (e tion of ascorbic
gceld l]tlhdle f1to25 f f;'b d lsn‘l(l)_
m the range of 1 to of asqorbic aci
For exam;all;g for the ]atgeggrecommnded osI;er

Add 200 mg of ascorbic acid (; to 0.4

mL of ASC%R) to 7.5 mL of Sﬂ‘e{a&}:‘a for

Injection to produce an mfusxon !)hmon hav

an approximate 0Smo!

thls specific example, addi non of'solute is NOT
essary b the

posure to light b ASOOR is light

admmme})rogamandls

elemental c
copper) The concer

e. Pn are the recommended dose barsed on the
patient population [see Da:age ald

Table 1: Reco:
Rate of Diluted

ended Dose of ASCOR and Infusion
COR Solution

1

Patient Population; ASCOR

Once Daily
Dose

mg)

Infusion Rate
of Diluted
ASCOR
Solution
(mg/minute)

Pediatric Patients nge 5 50 13
months to less 12
months ﬂmf

Pediatric Patients !ge 100 33
1 year to less t.han.ll
years H
Adults and Pediatfic
Patients 11 years md
older

l
T
The ded maximum dv of daily treatment
with ASCOR is sekren iags If no improvement in scorbutic
toms is obsefved after one week of treatment, retreat
ofjscorb p is observed.
Repeat dosing is tot ded in pediatric
than 11 years of a#e.
2.3 Dosage Red ¢ in Specific Pop
Women who are pregnant or lactating and patients with
ehydgg nase deﬁmencygsh not exceed the
S. Recommendl Dietary Allowance (RDA) or daily
Adequate Intake (AAI) level for ascorbic acid for their a; )32
group and conditign [see Warnings and Precautions (32)
and Use in Specific Populations (8.1, 8.2)].

3 DOSAGE FO! AND STRENGTHS

on: 23, 000 /50 mL (500 mg/mL) lied as a
Il.’“i?zrmzlcy Bulk Pdckage (clear, col%ﬁas tos‘?lp
solution) 1

4 CONTRAINDI({ATIONS
None :
5 WARNINGS -\l\ﬁ) PRECAUTIONS
5.1 Oxalate Neplfopathv and Nephrolithiasis

Acute and chronid oxalate nephropathy have been reported
with prolonged administration Klagh doses of ascorbic
acid. Acidification of the urine by ascorbic acid may cause
precipitation of cysteine, urate or oxalate stones. Patients
with renal diseaseincluding renal impairment, history of
oxalate kidney stones md genam Lganmts may be at
increased risk for bxala while receiving
treatment with asd:)tblc acn P mc patients less
than 2 years of agl may be at increased risk for oxalate
nephropa 1y treatment with ascorbic acid because
ture [see Use in Specific Populations
(8 4, 8 3, h%ﬂtaor renal function in patients at
increased nsk receiving ASCOR. Discontinue ASCOR in
patients who develop oxalate nephropathy and treat any

suspected oxalate hephr

less

opathy.
ASCOR is not indicated for prol (the
ended duration 1 one week) [:ee Dosage

3 2 Ayini

229,23 and Administratioh (2.1)].
should appear colorless to pale 1
g Ilslimedlately administer the adm.lxtu?e for mﬁmsgs asg a E
2.2)] 1 1
2.2 Recommended Dosage . H
Table 1 provides recommended doses of ASCOR based on 1
]SJ:{:‘?; npopulanon and infusion rates of <fluted ASCOR :
v : : _
| ot of Page i i Side One (Front) |
1 1
Notes: : -
— _ Created by / Date: McGuff Pharmaceuticals, Inc.
1. Fold in thirds starting at Fold #1. Repeat —
for Fold #2. Package Insert, Ascor® Ascorbic Acid Injection,
2. FOId |n half Startlng at FOId #3 pre——r—— USP (500mg/mL), 50mL Vial, Pharmacy Bulk Package
. . Y ) Size: | Document# DRW-0037 Rev:
Fold insert such that the 2d barcode on Pat# M381-0073 05
Side One is face up and visible. Sheet

Final fold size is 1.5" x 7”
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5.2 Hemolysis in Patients with Glucose-6-Phosph Rec ded Dietary Allowances (RDA) for lactating
Dehydrogenase Deficiency women when considering use of ASCOR for treatment of
Hemolysis has been reported wrth admmrstranon of ascorbic scurvy [see Dosage and Administration (2.3)].
g:glcm dP with I 6‘h g 8.4 Pediatric Use
mmm&nﬁym%;i a&&m risk for ASCOR is indicated for the short term (up to 1 week)

s during treatment with ascorbic acid. m% ?f e mrgdm' tric patients age 5 mon%ise

Momtor hemoglobin and blood count anduse a reduced om morw m o i a ted. mus:? 5 not srf

dose of ASCO i lﬂh’"‘ ascorbic au‘drlri‘;;edramcca tients is si niler fo deu‘l,

2.3)]. &ﬁﬁm&mmﬁw{m%?:g however, pediatric pauentlsnless t]un 2 years of age may be

ed and treat as needed. at higher risk of oxalate

acid administration due to age-related decreased glomerular
filtration [see Warnings and ﬁ’mcaunons (3.1)].

5.3 Laboratory Test Interference ASCOR is not indicated for use in pediatric patients less

Ascorbic acid may interfere with laboratory te:;sd based

imne glucose testing, nmirfne andﬁrlull;lglggevels mdbased
e count tes e, tory tests

euoocyt ting. If possi - labora ory ts bas

%745?111'3 after infusion of ASCOR [see Drug Interactions

6 ADVERSE REACTIONS

than 5 months of age.
8.5 Geriatric Use

Glglmhmeru.lar filtration rr:;i lt§ knm to decrease tgmfl fi\ e and
as may Increase or oxalate athy follow:
ascorbic agd dministration l.neldrerl;ephm'p o [see g
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 stonm or
evidence of renal impairment or other issues (e.g.,

on dialysis, panems wrth drabeuc nephropathy, rena]
may be at increased
risk of develo mg acute or chromic oxale nephro

foll dose ascorbic acid administration [see

Pop

The following ad 1 d I greater
detrnl in othet sections of the labehng
and Nephrolithiasis [see Warnings
and Prscmmon: (3.1) ¥ ephr E &
* Hemolysis in patients with glucose-6-phosphate
del?'dgsgenasepadeﬁcrmy Warnu?gs and Pr
.21
The following adverse reactions associated with the use

of ascorbic acid were identified in the literature. Because
these reactions are reported voluntarily from a population

Wammg Pmcaunon.r (3.1)].
10 OVERDOSAGE

Overdose with ascorbic acid may cause nausea, vomitin; ﬁ
diarrhea, facial flushin sh headache fatigue or disturbed

of uncertain size, it is not always possible to estimate therr slee'p overdose of te Ly
frequency relmbly or to h a causal rel p to and signs of
drug exposure: overdose, avoiding addmonal mtake of ascorbic acid.

Administration site reactions: pain and swelling.
ASCOR should not be rapidly administered. Rapid
Intravenous administration (=250 mg/mimute) of ASCOR
may cause temPorary famtness or nausea, le . flushing,
the rates

of diluted ASCOR solution are 1.3 mg/minute edlau'ic
Patients age 5 months to less than 12 months),
minute (Pediatric Patients age 1 to less than ll years)

and 33 mg/minute (Adults and Pediatric Patients 11 years
and old?rg[ue Dosage and Administration (2.2)]).

Acute and chronic oxalate nephropathy have occurred with

%r;olonged administration of hi; ses of ascorbic acid [see
ammg.r and Precautions (5.1)]. In patrems with se-6-
phosphate dehydrogenase deficiency, severe hemolysis has

occurred [see Warnings and Precautions (5.2)].

7 DRUG INTERACTIONS

7.1 Antibiotics

Ascorbic acid may decrease activities of omycin,

kanamycin, streptomycin, lincomycin.

Bleomyecin is inactivated in vifro by ascorbic acid.

the antibiotic efficacy is suspected to be decreased by

concomitant administration of ASCOR, discontinue ASCOR

administration.

7.2 Amphetamine & Other Drugs Affected by Urine

Acidification

Ascorbic acid ma acrdrfy the urine and lower senmll

Tenal
exmnon(asreﬂecﬁdbydm in amphetamine urine
recovery rates). In case of decreased amphetamine efficacy,
discontinue ASCOR administration. Standard monitoring of
therapy is warranted.
In addition, acidification of urine by ascorbic acid will alter
the excrenonofcenamdmgs affec edbythepHoftheunne
(eg., ) when ooncmnﬂy It has
been rted that ¢ i

acid 1 .lmJ .|n )

11 DESCRIPTION

SScon o s e e
a colorless to pale yellow, preservative- ypertonic.
sterile, non-pyrogenic solution of ascorbic acid. ASCOR

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

The chemical name of A ic Acid is rbic acid.

idisL-a
The molecular formula 1s CH,O,. It has the fo!
p 61-1, llowing

H
HO ~-OH
0

D=
HO OH

Each ASCOR, 50 mL, Pharmacy Bulk Package vial contains
25,000 mg ascorbic acid, equivalent to 28,125 mg sodium
ascorbate.

Each mL of ASCOR contains 500 mg of ascorbic acid
(equivalent to 562.5 m§ of sodium ascorbate which amounts
to 65 mg sodium/mL of ASCOR), 130 mg of Sodium
bicarbonate, and 0.25 mg of edetate du Sodium
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

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 panents on warfann therapy treated with ascorbic acid
13)(0 1000 mg/day (5 times the largest recommended
smgle ose) for 2 “eeks (twice the maximum recommended
duration), no effect was observed. Standard momtomﬁ
ann—coa%ﬂ:gon 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. %biiucose 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 negatives)
obtained for chm‘éﬁelﬂgod or m'maraﬁlucose levels,

nifrite, bilirubin, during or within 24
hours after infusion [see Wammgs and Precautions (5.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk S

There are no available data on use of ASCOR in pregnant

women fo inform a drug-associated risk of adverse

: e . use of f_L acid

vitamm u for several

decades and no adverse de\,d:lnngopmemgom are
reported 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 estimated background risk of major birth defects and
miscarriage for the mdicated population is unknown. All
pregnancies have a background risk of bmh defect, loss,
or other adverse outcomes. In the U.S. general populatios
risk of major lrth defects and

the estimated back
miscarriage in clinically recognized pregnancies is 2-4% and
15-20%, respectwely
Clinical Considerations
Dose Adjustments During Preg| » and Post-Partum
Period
Follow the U.S. Recommended Dietary Allow: anoes

T t women when consi
of AS&ORpf;ermumm of scurvy [see Do.mge and
Administration (2.3)].

Data

Human Data
There are no available data on use of ASCOR or another

acid i gnant women. H . a
publrshed meta—analys:s of d studies evaluatr

e number of gnant women who took oral ascorbic

acrd vitamin C) ( dm and lementanon) at
dosesrangmgfromS tolOOOmg/ y(25105um5

the d daily intr ose, respecti
[see Dosage and Admrm:rmnon 2. 3}] bemeen the“ag
and 16th weeks of p Y d risk

of adverse pregnancy outcomes such as mr.scanuge
preterm preture ]tlure of nmnbralr::: preterm delivery
or pre; ension when co; to
pla%el%an'l%yese data cmoywtdeﬁmtwely amm
exclude the absence of a risk with ascorbic acid (vitammn
C) during pregnancy.

8.2 Lactation

Risk Summary

There are no data on the presence of ascorbic acid (vitamin
C) in human milk following dosing in
women. Ascorbic acid (vitamin C) is present in human
milk after maternal oral intake. Maternal oral intake of
ascorbic acid (vitamin C) exceeding the U.S. Recommended
Dietary Allowances (RDA) for lactation does not influence
the ascorbic acid (vitamin C) content in breast milk or the
estimated daily amount recerved by breastfed infants. There
are no data on the effect of ascorbic acid (vitamm C) on

milk production or the breastfed infant. The developmental
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 matemal condition. Follow the U.S.

of and signs of scurvy (a disorder
caused by severe defici e

in vitamin C)1s unknown;
however, administration of ascorbic acid in patients with
scurvy is thought to restore the body pool of ascorbic acid.
12.3 Pharmacokinetics
Inasi Bharmacokmenc study, healthy male and female
adults (n=! mtravenous dose of 1000
mg ascorbic acrd est recommended single
dose) infused over a 30 mmut 4gerwd The mean peak
gﬁosure to ascorbic acid was 436.2 uM and occurred at the

of the 30 minute infusion.

Distribution
Ascorbic acid i l.S d.lsmbuted wrdel};ukthe body, with larg
concentrations found ocy'tes plztelets
glandular tissues, and lens of the ed on data from
oral exposure, ascorbic acid is ]mown to be distributed into
breast milk and crosses the placental barrier.
Elimination
When the body is saturated with ascorbic acid, the plasma
conoennauonmllbeabontﬂresameas  that of the renal
if further are then d, most
of it is excreted in the urine. When body tissues are not
saturated and plasma conc is low, tion
of ascorbic acid results in little or no renal excretion. The
mean=SD (N=3) half-life observed in the single dose PK
study, as described above, was 7.4x1.4 h.

Metabolism

A major route of metabolism of ascorbic acid involves

its conversion to oxalate, presumabl
inter u.rmaryof its idized ]:lrodn);t.thmugh

dehydroascorbic acid.

Excretion

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

when the plasma
which is apprornmately 1.4mg/100 mL.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of
Fertility
Carcinogenicity, mutagenicity, and fertility studies have not
been performg .E g &l
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/mlL)
Pharmacy Bulk Package vial

* NDC 67157-101-51 Tray pack of twenty five
25 000 mg/50 mL (500 mg/mL) Pharmacy Bulk Package

Store in a refrigerator at 2° to 8°C (36° to 46°F).
Protect from This product contains no pnservatrve
nn%m (2.1) for

See Dosage
instructions on preparation, dilution, and administration of
ASCOR. Excursions to ambient conditions for up to 30 days
during storage or shipping are acceptable.
17 PATIENT COUNSELING INFORMATION

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

* Inform patients that treatment with ASCOR may impact
laboratory results, including blood and urine glucose
tests, up to 24 hours after infusion [see Warnings and
Precautions (3. 3)].

* Inform patients with gh hate dehyd:

deﬁcrency that treatment with ASC(fR may increase the
nisk of hemolysis [see Warnings and Precaunon.s 3. 2)]

Manufactured By:
McGuff Pharmaceuticals, Inc., Santa Ana, CA 92704
M381-0073
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HIGHLIGHTS OF PRESCRIBING INFORMATION DOSAGE FORMS AND STRENGTHS
These highlights do not include all the information needed to use ASCOR*® Injection: 25,000 mg/50 mL (500 mg/mL) — Pharmacy Bulk Package
safely and effectively. See full prescribing information for ASCOR. CONTRAINDICATIONS
ASCOR (ascorbic acid injection), for intravenous use None
Initial U.S. Approval: 1947 WARNINGS AND PRECAUTIONS
INDICATIONS AND USAGE * Oualate nephropathy and Nepholithasis: Ascorbic acid has been associated with
ASCOR is vitamin C indicated for the short term (up to 1 week) treatment of scurvy evelopment of acute or chronic oxalate nephropathy following P'mﬁd use of
in adult and pediatric patients age 5 months and older for whom oral administration high doses of ascorbic acid infusion. Patients with renal disease including renal
i o » sulifcientor contrameicated: = = = = = = = - ———— mgmmm!: hﬂo?vfmulnehdncymm atientsrand-pediatric = = = =
Limitati £ U patients less than yearsoldmaybeatincxeasedrisk&l).
ASCOR jsnot indicated for of vitamin C deficiency that is not * Hemolysis: Patients with ghucose ¢ phosphate dehydrogenase deficiency are at
with signs and symptoms of scurvy. S o . g
« Laboratory Test Interference: Ascorbic acid may interfere with laboratory tests
DOSAGE AND ADMINISTRATION based on oxidati duction ions, including blood and urine gucose testing
* Supplied in a Pharmacy Bulk Package (PBP). Dispense single doses to multiple (5.3).
patients in a pharmacy admixture program; use within 4 hours of puncture &p 1) ADVERSE REACTIONS
. Mustﬁe diluted prior fo use (2.1) o Most common adverse reactions are pain and swelling at the site of infusion (6)
A as aslow Qan 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 dr : . or www.fda_gov/medwatch.
M is one week (2.2)
—————————— DRUG INTERACTIONS
Population (2.2 R ded Do: « Antibjotics: Ascorbic acid may decrease the activities of Thm cin,
opulation 0.2 — — kanamycin, strgtomyci.n, dox};'cycline, and limcomycin. Bl omyl::]lyn is inactivated
Pedhatric patients age > months to | S0mgonce daly | T TWmirSby S
less than 12 months * Amphetamine and Other Drugs Affected by Urine Acidification: Ascorbic acid
— - - may cause acidification of the urine and result in decreased tamine 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 urine pH (7.2).
Adultsm;agd : Jiatric patients age 11 | 200 mg once daily * Warfarin: Continue standard monitoring (7.3).
) oo 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.
with glucose-6-phosph R ded Dietary All e (RDA)
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

Table 1: Recommended Dose of ASCOR and Infusion Rate of Diluted
ASCOR Solution

PR .
_AS_‘C(OI}_ umd:qated't:)gretl;eshoﬁtern{‘(ugto:ll_wee{()u'e_a-n-l;mntqfscmymjdult___ ‘Patient Population. — - — [ _Ascor o 1 _mfusionRateof_ _
possible, insufficient or contraindicated. Daily Dose Diluted ASCOR
Limitations of Use (mg) 531\1!10-1
ASCOR is not indicated for the treatment of vitamin C deficiency that is not (mg/mimute)
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 — 5
+ ASCOR vials contain 25,000 mg of ascorbic acid and the largest recommended podintric Pufents age 1 year o less 100 33
single dose is 200 mg. Do not give the entire contents of the vial to a single years
patient. - . . N Adults and Pediatric Patients 11 200 33
* Do not administer ASCOR as an undiluted intravenous mjection. years and older
» Minimize exposure to light because ASCOR 1s light sensitive.
* ASCOR 18 lied as a Pharmacy Bulk Package (PBP) which is mtended for Y - o - - -
- gsaosnzieg;?gnsle @?&@wﬁaleygﬁsnﬁig;yga.{eﬂammzm_ - E‘y’..im A A A o Y St e
s Testricted fo the prep of or treatment, retreat until resolution of scorbutic symptoms is observed.
a. Use only in a suitable ISO Class 5 work area such as a laminar flow hood (or Repeat dosing is not ded in pediatric less than 11 vears of age
an equivalent clean air compounding area). € L . . Y e
b. Penetrate each PBP vial closure only one time with a suitable sterile transfer 2.3 Dosage Reductions in Specific Populations
device or di ing set that allows measured dispensing of the contents. Women who are pregnant or 1 and p with glucose-6-dehyd:
Given that pressure may develop within the vial during storage, defi should not exceed the U.S. Recommended Dietary Allowance (®DA)

caution when withdrawing contents from the vial.

c. Once the closure system has been p d, compl P g froj

the PBP vial within 4 hours. Each dose must be used immediately.
1 portion.

d. Prior to administration, ASCOR must be diluted in a suitable infusion
solution and the final solution for infusion must be i ic (undiluted
the osmolanity of ASCOR is approximately 5,900 mOsmol/L). Prior
to preparing the admixture for mfusion, calculate the osmolarity of the
Inf a e for mfusion. Add one daily dose of ASCOR directly
to an awrgrizte volume of a suitable mfusion solution (e.g.. 5% Dextrose

I~ = = = “Imjection Sterile Water Tor mjection) and add Egv}')r' pTiate sofufes;as
necessary, to make the final solution 1sotonic. Sterile Water for Injection
is hiFIl.lv hypotonic; adjust solute content, as necessary, to make the
final infusion solution isotonic prior to injection. Do not mix ASCOR
with solutions conta 1 1 compounds that can be reduced (e.g.,
copper). The concentration of ascorbic acid in the final, admixture solution
for mfusion is to be m the range of 1 to 25 mg of ascorbic acid permL. For
example, for the largest recommended dose:

Add 200 teﬁ%ed ascorbic acid (equivalent to 0.4 mL of ASCOR) to 7.5
mL of S Water for Injection to produce an infusion solution having
an approximate osmolarity of 290 mOsmol/L. In this specific example,
addition of solute is NOT necessary because the solution is isotonic.

e. Prepare the recommended dose based on the patient population [see
Dosage and Administration (2.2),(2.3)].

f. Visually inspect for particulate matter and discoloration prior to
admimistration (the diluted ASCOR solution should appear colorless to pale

I == = = = yellom).

g

™ .

as aslow 1

Immediately administer the admi for infusi
mfusion [See Recommended Dosage (2.2)]
2.2 Recommended Dosage

or daily Adequate Intake (AI) level for ascorbic acid for theiT age group and
?gl}dig%x }[:ee Warnings and Precautions (3.2) and Use in Specific Populations

3 DOSAGE FORMS AND STRENGTHS
Injection: 25,000 mg /50 mL (500 mg/mL) supplied as a Pharmacy Bulk Package
(cieu, colorless to pale yellow solution)

4 CONTRAINDICATIONS

None

5.1 Oxalate Nephropathy and Nephrolithiasis

Acute and chronic oxalate have been ed with prolonged
administration of high doselfgf‘};gg:gc acid. Acidification of thg urine ngby
ascorbic acid may cause precipitation of cysteine, urate or oxalate stones. Patients
with renal disease including renal impairment, history of oxalate kidney stones,
and geratric patients may be at increased nisk for oxalate nephropathy while
recelving treatment with ascorbic acid. Pediatric patients less than 2. of age
may be at increased risk for oxalate nq)hmpat[ly treatment with ascorbic
acid because their ki are immature [see Use in Specific Populations (8.4,
8.5, 8.6)]. Monitor function in patients at increased risk receiving ASCOR.
Discontinue ASCOR in patients who d oxalate nephropathy and treat any
suspected oxalate nephropathy.
ASCOR is not indicated for prol (the maxi
recommended duration is one wee_k"ﬁ [see Dosage and Administration (2.1)].
5.2 Hemolysis in Patients with Glucose-6-Phosphate Dehydrogenase

1
P

S aye—e .

Hemolysis has been reported with administration of ascorbic acid in patients with
&L\i‘cose-ﬁ-phosphate_ dehydrogenase deﬁma;gy Patients with glucose-6-phosphate
¢ {Lsk for st s during

ydrogenase deficiency may be at increas
with ascorbi aq}r}" itor h and blood count and use a
duced dose of ASCOR in R T At

Table 1 provides recommended doses of ASCOR based on patient population and
infusion rates of diluted ASCOR solution.

with glue P ydrog
deficiency [see Dosage and Administration 2.3)]. Discontimue treatment with
ASCOR if hemolysis is suspected and treat as needed.
5.3 Laboratory Test Interference

Ascorbic acid may interfere with laboratory tests based on oxidation-reduction
reactions, including blood and urine glucose testing, nitrite and bilirubin levels,
and leucocyte count teﬂllxligi)elf possible, laboratory tests based on oxidation-
reduction reactions should be delayed until 24 hours after infusion of ASCOR [see
Drug Interactions (7.5)].

= = = = S WARNINGSAND PRECAIITIONS . o o o o o o o o o o o o o]
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6 ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail in other sections
of the labeling:

* Oxalate nephropathy md Ne'phrolithiasis [see Warnings and Precautions (3.1)].

Hi 1 &rhaenh Jahud 1af

-phosg ydrog iency [see
Wammgs mJPrkunons 7 3.2)] . ’

The following adverse reactions associated with the use of ascorbic acid were

identified in the literature. Because these reactions are reported \'oluntan]y froma

r&puhnonofunoelmmsweltlsnotal“ays, ible to their frequency
ably or to establ usal drug exp

Administration site reactions: pam and swelling.

(SEOR sty it o s s
. ‘minute) o cause t tness or nausea,

ﬁ s ) may the moempomy ion rates of thalgy
ASCO;] so}unon are 1. 3 mg/‘m:.uute (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 mg/minute (Adults and Pediatric Patients 11 years and older) [see Dosage
and Administration (2.2)]).

Acute and chronic oxalate nephropathy have occurred with prolonged
dmmlstnuon of lngh doses of asoorblc acid [see Warnings and Precautions

(3.1)].In Y, severe
hemolysns has oc [sea Warnmgs “and Precautions (3.2)].

7 DRUG INTERACTIONS
7.1 Antibiotics

Asoorblc ac1d may decrease activities of erytl

?ci'f oexg'cm_ Bleomycm 1 macuva—t:a in vitro by ascoﬂnc
acl the annblonc d to be d
administration of ASCOR, dlsconnnue ASCOR administration.

7.2 Amphetamine & Other Drugs Affected by Urine Acidification
Asoorblc acid may acidify the urine and lov.(e( serum concenu'auons of
ng renal m
hetamine urine recovay rates). In case of decreased a hetamine effi
mnmme ASCOR administration. Standard monitoring ?ﬂ:ﬂapy is wanuzcmyed.

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 ct:p|1mm'e_nﬂgmlgzll:ﬁse been reported that concurrent administration

‘P

of ascorbic acid and fiup! has resulted in decreased fluphenazine plasma
concentrations. Standard monitoring of therapy is warranted.

7.3 Warfarin

Limited case reports have ted interference of ascorbic acid with the

anticoagulation effects of wai ; however, for patients on warfarin therapy
treated with ascorbic acid doses up to 1000 mg/day (5 times the largest

recommended st dose) for 2 weeks (twice the maximum recommended
duration), no effect was Tved. rd monitoring for ann—coaguhnon
therapy should during rbic acid as per of care.

7.4 Laboratory Test Interference

Because ascorbic acid is a strong reducmg agent, it can mrerfem with numerous
laboratory tests based on oxidat: (eg nitrite and
bilirubin levels, leukocyte count, etc.). Chemical detecting methods based on
colorimetric reactions are g e tests affected. Ascoxbxc acid may lead to
inaccurate results (false ne; nves) 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 (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 mform
-associated risk of of
lc acid (vitamin C) has been used dunng pre; for seveml decades
rted 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 estimated background risk of major birth defects and miscarriage for the
indicated p tion is unknown. All pregnancies have a background risk of
birth defect, loss, or other adverse outcomes. In the U.S. general population, the
estimated backgmund nisk of major birth defects and miscarriage in clinically
recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations
Dose Adj During Pregnancy and Post-Partum Period
Follow the U.S. Rmommem‘led Di Allowances (RDA) for g:am women
when consi use of ASCOR for treatment of scurvy ee age and
Administration (2.3)].

Data
Human Data

There are no available data on use of ASCOR or another ascorbic acid inj
in pregnant w omen Hov. mber rando;

studies evaluating a large number of pregnant

acid (vitamin C) diet and supplementanon) at doses ranging from
500 to 1000 nF/ to5 umes the d daily i dose
respectively) sagean ini: i (2.3)]‘ the 9th and 16th

;out

weeks of p y ed no i d risk of I
suchasm:scamage hen tuxeof Ll <=, pref dd:hvery
or pregnancy hggmensxon when compared to placel ese data
cannot deﬁnmvely establish or exclude the absence of g risk with ascorbic acid
(vitamin C) during pregnancy.
8.2 Lactation
Risk Summary
There are no data on the presence of ascorblc acid (vitamin C) in human milk
dosing in men. Ascorbic acid (vitamin C)
is pt&een?m human milk after matemal o oral mtake Matemal oral intake of
ascorbic acnd (vitamin C) exceedmg the US.R ded Dietary All es
A) for does not rbic acid (vitamin C) content in
breast milk or the estimated da%ammmt received by breastfed infants.
a:enodataontheeﬂ‘ectofa macld%:tammC)onmﬂkproducuonorthe
breastfed infant. efi

be considered alon&:nrh the mother’s clinical need for ASCOR and anyg potential
adverse effects on the breastfed child from ASCOR or from the m%

matemal condition. Follow the US. R d Dietary All A)
for lactating women when considering use of ASCOR for freatment 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, msufficient or contramdicated. The sa proﬁle of ascorbic acid in
pediatric patients is similar to adults; however, tric patients less than 2 years
of age ‘may be at hi risk of oxalate nephropathy following ascorbic acid
dministration due fo age-related decreased glomerular filtration [see Warnings
andecaurzanJ (5.1)].
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
risk for oxalate nﬁyhropathy following ascorbic acid administration in
population [see Wamnings and Precautions (5.1)].
8.6 Renal Impairment
ASCOR should be used with caution in scorbutic patients with a history of or
nisk of developing renal oxalate stones or evidence of renal impairment or other
issues (e - patlans on dialysis, patients with diabetic nephropathy, and renal
). These may be at d nisk of developing acute
or chronic oxalate nephropathy following high dose ascorbic acid administration
[see Warning and Precautions (5.1)].
10 OVERDOSAGE

Overdose with asoorblc acid may cause nausea, vomiting, diarrhea, facial
flushing, rash, headache, fatigue or disturbed sleep. If overdose of ASCOR
occurs, lmmedmely discontinue administration and treat symptoms and signs of
ovudose, avoiding additional intake of ascorbic acid.

&

11 DESCRIPTION

ASCOR (ascorbic acid injection) for intravenous use is a colorless to pale yellow,
ervative-free, hypertonic, sterile, non- pymgemc solution of ascorbic acid.
COR must be tedwxﬂlanagpmpm (e.g.. 5% D

%‘ecﬁom USP; Sterile Water for Injection, USP) [see Dosage 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

H) =
HO OH

Each ASCOR, 50 mL, Pharmacy Bulk Package vial contains 25,000 mg ascorbic
acid, equivalent to 28,125 mg sodium ascorbate.

Each mL of ASCOR contains 500 mg of ascorbic acid (equivalent to 562.5 mg
of sodium ascorbate which to 65 mg sodium/mL of ASCOR), 130 mg
of Sodium bicarbonate, and 0.25 mg of edetate disodium. Sodium hydroxide
is added folraYH adjustment (pH range 5.6-6.6). It contains no bactetiostatic or
antimicrobial agent.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
The exact mechanism of action of ascorbic acid for the treatment of toms
andsngnsofscmvy(ad:sordexcausedbysevuedeﬁct in vitamin C) is

; however, administration of ascorbic acid in patients with scurvy is
thought to restore the body pool of ascorbic acid.

12.3 Pharmacokinetics
In a single pharmacokinetic study, healthy male and female adults (n=8) were
given mmf::ie intravenous dose of 1000 mg ascorbic acid (5 nmes the largest

dose) infused over a 30 minute
msm‘etoasco lcaudwas4362uMand attheendofﬂle 0 minute

Distribution

Ascorbic acid is distributed widely in the body wn.h concenmhons found
in the liver, leukocytes, platelets, glandular tissues eye. Based on
data from oral ascorbic acid is known to be d:smbuted into bteast milk
and crosses the placental barrier.

Elimination

When the body is saturated with ascorbic ac:d, the asma concentration will
be about the same as that of the renal &nhetamountsarethen

d, most of it is m rlm tissues are not
saturated and plasma concentration is low, admmxstmuon of ascorbic acid results
in little or no renal excretion. The mean=SD (N=3) half-life observed m the
single dose PK study, as described above, was 7.4=14 h.

q

Metabolism
Amaorroumof bolism of ascorbic acid involves its ion to uri
J through intermediate fc ion of its oxidi "prodn“rcltl._mry
ddlydmasoorb)cacnd.
Excretion

There is a renal threshold for ascorbic acid (vitamin C); the vitamin is excreted
by the ki in large amounts o when the plasma concentration exceeds this
hold, which is app 4mg/100mL.

13 NONCLINICAL TOXICOLOGY
13 1 Carcmogencsus, Mutagenesis, Impairment of Fertility
icity, and fertility studies have not been performed with

5

ASCOR
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 /puk enty five
25,000 mg/50 mL (500 mg/mL] Phﬂrmacy Bulk Package vials

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

Protect from hgm 'I'h!.s p!oduct contains no preservative. See Dosage and

detailed instructions on preparation, diluti
ad.m:msuutlon of COR Excursions to amblen{”condmons forup 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 Precautions (3. l)]
« Inform patients that treatment with ASCOR maX impact laboratory results,
including blood and urine glucose tests, up to 24 hours after infusion /[see
Warnings and Precautions (3.3)].

* Inform patients with 6-ph

that
treatment with ASCOR may increase their risk ofhanolysns [.me Bxamings and
Precautions (5.2)].

N e} -
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Ascorbic Acid Injection, USP Single Vial 50mL Carton
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Ascorbic Acid Injection, USP
Single Vial 50mL Carton Specifications

Area blank as received; serialization
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1 . |
Each mL contains 500 mg of i Sterile NDC 67157-101-50 50 mL i Warning: Pressure may
ascorbic acid (equivalent to - A ® »  develop within vial upon storage.
562.5 mg of sodium ascorbate) ! SCOR I Exercise care when withdrawing.
130 mg of sodium bicarbonate, . . &
and 0.25mg of edetate P AscorbicAcid 1 e
disodium. Sodium hydroxide I Iniection. USP | T :

. J ’ «  antiseptic solution. Use aseptic
is added for pH adjustment [} 1 - ’
(pHrange 5.6-6.6). i 25,000 mg/50 mL : technique.

. (500 mg/mL)

| i Do not use unless solution is
Protect from Light i Phuchy_&j( R;duge »  clear and seal is intact.
Must Dilute Before Use 3 Not for Direct Infusion !

! For Intravenous Use Only !

Refrigerate 2°- 8°C (36°- 46°F)

Rx only
Sterile

Single Vial 50mL Carton:
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Ascorbic Acid
Injection, USP
25,000 mg/50 mL
(500 mg/mL)
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Not for Direct Infusion

For Intravenous Use Only
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Ascorbic Acid
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Ascorbic Acid Injection, USP Vial Label

Each mL contains 500 mg of ascorbic Sterile  NDC67157-101-60  s0mL Warning:

acid (equivalent to 562.5 mg of ® Pressure may develop
sodium ascorbate), 130 mg of Sodium ASCOR within vial upon storage. R
I;:;ﬁbmatgo‘j and Oh2y5dmgde_de¢ate Ascorbic Acid Exercise care when —_—
um. Sodium hydroxide is added iecti withdrawing. —
for pH adjustment (pH range 5.6-6.6). Injection, USP e —{)
25,000 mg/50 mL Prepare stoppers with a F—
CONTAINS NO PRESERVATIVE (500 mgimd) sutable anfiseptic solution. —_F_’
—
Protect From Light [eramacy Buk fackoge Use asepiic lechnicpse. ——
Must Dilute Before Use Not for Drect Intusion Do not use unless solution ===
ReMrigerate 2°- 6°C (36°- 46°F). For Intravenous Use only s clear and seal is intact =
Usuat Adut Dosage Ay Umiceg eron s e =r
See package Insert for full prescribing =0
Information. % —
™M
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disodium. Sodium hydroxide is added -_!: 1
for pH adustment (pH range 5.6-6.6). =N
=

CONTAINS NO PRESERVATIVE =0 :
s D Betre Use =
Refrigerate 2°- 8°C (36°- 46°F). =2 1
Usual Aduit Dosage: —— 1
See package Insert for full prescr bing |
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Ascorbic Acid Injection, USP 25 Tray Pack Label

’ P = mm
| NDC 67157-101-51 et
I L= = s 1
i ASCOR® 25 x 50 mL 1k }1-.; |
i < 5 . " ]

. Ascorbic Acid i RS S . 2
i Injection, USP of sodlum ascorate) 130 mg of Sodlum bicarbonate, and Iftsh 1,
i 0.25mg of edetate disodlum. Sodlum hyaroxide 15 3dded for 1 1
[ 25,000 mg/50 mL pH adusiment (pH range 5.6-6.5).

I (500 ma/ml) CONTAINS NO PRESERVATIVE I I
: Protect From Light 1 1
| Buk Packoge Must Dilte Befare Use 1 1
i No for Direct Infusion Refrigerate 2°- 8°C (36"~ 46°F) " "
! For Intravenous Use Only Usual Agult Dosage:

I See package Insert for full prescribing Information 1 1
: % Any unused portion must be discarad WEhin 4 hours 1 1
| Rx Only 1 1
| e oy -
i RN MD381-00722 3Wer157"10157" 7 _ .
N
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