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Overview

The selection of cttcipicnts in parenteral formulation

design is alien both rational and empirical. It is rational in
the sense that certain types of escipiems are added to alter

the {emulation properties: i] bullets of appropriate pKa are
added to control hydrogen ion concentration at a desired pH.
ii} tonieifiers are added for bioeompatibility. iii) surfactants

are added when necessary to prevent aggregation, adsorp-

tion to surfaces. or increase solubility. iv) antioxidants are

included to prevent unwanted oxidation of the drug. and so
on. The inclusion of various classes of formulation compo~

items. and the concentration used is often quite rational. in

that their behavior and properties are known. and they are
added to prevent specific problems that would arise in their
absence. 0n the other hand. however. the selection of the

exact escipient used is far from rat ional; it is empirical in the
first order. satisfying only one question. “Has it been used

previously in a similar parenteral fonnulation?“

Many prototype formulations have been laminated be-
cause one or more of the selected cxcipients was not found

in a previously approved parenteral product. in fact. there
have been a handful of excipients with striking favorable

properties. such as trehalose with its ability to confer solid
state stabilization of several types of proteins. or EDTA and

its antioxidants by metal ion chelation. These excipient
compounds. and many others. have not been used widely.
largely because of concerns with unknown toxicity. contin-

ued production supply. or cost.
ThUs. the formulation scientist is often faced with a

dilemma—which escipients are truly available for use
(based on what has been used previously). and which are

not? For esatitple. PEG 400 has been added to several

parenteral formulations. but what about PEG 1200, or PEG
4000'? And at what concentrations. and by what route?
Sodium cilrntc is an excellent buffer for many formulations

at 5 mM. but is too painful in most instances for subcutane-

ous use at 50 mM. lligh concentrations of propylene glycol
may be used in a slow intravenous infusion. but would

produce unwanted hemolysis and pain it' given by subcutane-

ous or intramuscular Injection. It is often the case that lhe
"safe level" of an cxcipient may depend on the route of

administration. These are only a few examples of factors
which must be considered when designing a formulation;

there are dozens more based on empirical information
required for efficient [emulation design. but thus far 3
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compendium has not been published. This review was
written to fill this void.

Herein are listed the cxcipients found in most of the

approved and marketed parenteral fonnulations. given sys—

tematically by escipient name. in this tumor it is easy to
determine what concentrations were used the route of

administration. the main ratiode for addition of that

excipient. the drug that was formulated. the manufacturer.
brand name. etc. The information found in this table comes

from several sources. including package inserts. the Physi-
cian's Desk Reference [PDR '97], as well as personal

correspondence from the companies supplying the products.

The published excipient concentration was often given in
different units. including: mgiml.. rnDs. Molar. sodium

equivalents. biological Units. Molal. weight percent. etc.
and provided one of the greatest challenges in putting this

compendium together. We sought to list all the escipients
{where pDSSiblc) in common units lie. mgimL). so that a

rapid comparison of the different formulations could be
made at a glance. {This is not easy to do. for example. when

comparing Tween 20 concentrations at 0.0001 M, 0.01% and
l tng/‘tnL; fortunately. the average molecular weight ts
ltnowu for most cscipients. permitting a standardization of

excipiem concentrations]. This standardization of excipient

concentrations is perhaps the greatest value of this compen-

dium. but also represents one of the greatest sources of
potential error. The recalculation of escipicnt concealm-

tions. often from scant or nondescriptivc data. is not trivial

and there may be an occasional discrepancy despite cross-
checking with the original sources.1 Nevertheless. this

compendium represents a comprehensive survey of paren~
teral excipicnts used today. and is a resource for the
parenteral formulation scientist.

NO‘BS

[n putting together this escipient compendium. there were
a number of points that should be noted. so that the reader

understands the limitations nod assumptions in some of the
calculations.

1} Concentrations are listed in weightfvolurne‘ii—r unless
otherwise tinted. in some cases values are. listed in volutnei

volume% or the manufacturer did not specify what kind of
percentage they were using (and in this case it was assumed

weightlvolumc ii.- i.

2) Sterile water for injection is included in the excipienl
list when used in solution fomiulations; however. in most

'll' discrtnutneies are found. e-tnujl Ilium to nguyeu.tue@genc.coul for
correction to subsequent eoutpeudiutna of this nature.
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cases the quantity or percentage of water in the formulation

was not indicated by the manufacturer or identified only as
(1.5. We have kept the same conventions here.

3'] Excipients listed are present in the drug formulation
itself. and do not include crtcipients present in diluent (for

citatnplc. when a tyophiltaed formulation is diluted with
bacteriostatic water containing benzyl alcohol). In some
cases, a diluent is supplied that contains several additional

excipiertts and. in the ease or provided diluent, these

excipients are listed in the excipient category and designated
with a in addition to their usual excipicnt type {the D
stand for present in diluent).

4) If no ertcipients are listed. it means that no excipicnts
were revealed by the manufacturer. in some cases. this is

because there are no excipients in the formulation. but this

should not he assumed. in some cases, there- ntay be
excipients present but the manufacturer has not disclosed

them to us. largeiy for proprietary reasons. Specific follow-
up about these drugs should be referred to the manufacturer.

it The given drug concentration is usually the concentra-

tion of the compound listed in the drug name category.
unless identified as otherwise. For example. many drugs are
formulated as salts such that the salt name is listed in die

drug name category {for example. rnitoxanlrone hydrochld

ride}. However, in the drug concentration category. the
concentration of the active component is usually listed (for

example. equivalent to 2 mglml. mitoxantrone free base). so
as to have a correct concentration of the active drug form.

a] When concentrations of excipients and drugs an: listed

as a range it implies that these values could only be
approximated. Frequently. a range is given because the
product is available in a variety of storage containers, or

having several dilution schemes. The ranges given are
approx irnations only. based on the available information. In

no way should these ranges be assumed to encompass all

possible dilution schemes or configurations.
7t Preservatives tsuch as betray] alcohol) that are present

only in one configuration of a drug (for example in the

multiple-dose product, but not in the single-use product]
may be listed as a range [04%). This was to avoid making

twu or more records for essentially the same product
configuration.

8) For drugs that are given as a salt form, the counter ion

may not be listed as an excipient. To search for counter ions

{like sodium or potassium] one may loolt in the drug name
fields [where the entire salt is often listed} or in the
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comments section {where the quantity of the counter ion per

gram of drug is often provided) as well as in the excipient
section.

9) if a pH value is listed for a lyophilized product, in most

cases, it is the pit of the drug after its initial reconstitution

with diluent. not the pH at lyophiliaation.

10) The concentration values given for excipiean and
active drug product in lyophilized products are usually those

present at the initial reconstitution step. and are not necessar-

ily the concentrations present at delivery {often further
dilution occurs). This applies to solution formulations as

well. Further, excipient concentrations may not take into

account additive effects from the diluent (for example, a

drug containing sodium chloride and reconstituted with

0.9% Sodium Chloride usually iists the concentration of

sodium chloride present in the undiluted state}.

ll) When the excipient concentration is calculated for a

lyophilized product, it is usually done by dividing the weight
of the material by the volume of liquid added. Note that this

does not take into account the additive volume of mixing

that occurs. so such values are to be considered only

approximations. In cases where the manufacturer provided
the total volume after mixing. this final volume was used for
calculations.

12) For drugs requiring reconstitutionldilution, in most

cases a diluent recommended by the manufacturer is identi—

fied. in cases where multiple compatible diluents are pos-

sible. or when dilution schemes are complicated, one will

see the note “Consult FDR for appropriate dilution." In

some cases, often when the recommended diluent is pro—

vided. the manufacturer would not reveal the identity of the

diluent for proprietary reasons.

13) Finaliy. most of the entries herein have been sent to

the manufacturer for their correction and final notes. Matty

manufacturers participated in checking the data: others did

not. We want to make this compendium as correct as

possible, and so if errors are found. please e—mail them to

ngnyen.tue@gene.com for correction.
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EXCIPIENTS FOR PARENTERAL FORMULATIONS

S[01'le
Conulnar

mulridoaa vial

BL“! container;

disposable

multiple-gunman

sing): door rial

vials

villa

vial

nulltidoao fill

viola

vials

boltlos

vials

vials

disposable

millions: viali

smile cartridge

ampuls

smile natuidgv

mum-dose vial

vial

profilicd

multloou m1

singli- dou VIDI.‘

Cont. pl] when Administration Drug Nama- Brand Name Manufacturer Bongo
“A.er applicable Route Form——..__.._—._.________.._.__..________—-—————__.________

paravortobnl swam-tit Sanpin High Chemical Solution
purl-tum. pitcher Company
nlanl distillala

an - 7.0 W - intravenoua i'rovidas Rose's 5.4% Nook-minim " MD Labial-atoms Solution
recommndod daily In.
intake of annual

1' .0 ID v inlradonnfl Old Tubarwliu Mundin. 01¢ Tina Teal [zoom Laboratories Solution

"LO ID - inundonual tuberculin. purified (FPO) Tin: Tut Leda-l: Laboratoriua Salullon
protein derivative

0.0 59 4 .0 IN — inmwm filgtaaiirn Neupogon :9 Mason. Inc. Solution
[recombinant
methiumi human

mulral 5C v subcutaneous Lama (a) human Novolin an L Nam: Nero-is]: Suapcnaioninaulia zinc Pharmuulinla
suspension

neutral SC - Manama: Lem {L} Purified Lento {L} Purified Pork Nova Nordlxk Suspension
Park Insulin Zinc Inmlin Zinc Stupension. Pharrmmtical:
Suaponaiou. USP

0.435 W - inva filodrine Wrap-r Mira USAJt-ic. Sulolion
hydrochloride

SC v strontium let-prolific ammo Lupron lnjoolion TAP SolutionPharmminfia

1M - intramuscular minimum-salmon Calcimar Iii lujeclion; Rhona-Pool“: Sululion
Svutneric Rom

IV v intravenous albumin (human). Mbumimr GUI! Armour Solution
35% Pharmtuutiul

6.9 2 0.5 N ~ inmvm: albumin [human] Albmninnr 0'5 Ara-rm Solution
5% Pirannaueutiuul

3.5 — 5.5 IV ~ Intravenous rincrisune suliuo. Ontovin do Eli Lilly it Company Solution
USP

0.0I "1.0 IV ~ intravenous flummnll Romlzionn m Roch: Laboratotlra Eululion

(2.5 (wrw) SC- Mallow! gem-elm mute malaria: 9D Zoom Solid ltnplanl
implant Phamamfllioll!

0.45 3.0 - 4.5 W - lulravenous mirootantrone Nurantmnc lmmunnx Solution
hydronhlorido Comoralion

2.5 ~ 11.5 [M A Intramuacular oxylooin nytnoa'n Injection Wyovayuril Solullor!

FM -irnnmm1flat ptomethazin: Phrnugan Injaciim Wyelh-Ayenl fiolulion
hydrochloride tamnulsl

[M dammitsz promolhlzine Fhooamn Injection Wyeth-Ayml Solution
hydrochloride

-5. 9 1M - intramuscular amallsmina Prouisrnin Injullble ICN Pmmicala Salulion
mothylnull'ala

0.225 [M - intramuscular oalcitcnin-nlrnon Miaulcin o Sandoz solution
Phlrrmceutiulll

5.: - 7.2 1M - intrunuscutu Iolanua immune Hyper-Tel is Bayer Solution
globulin (human) Corporation-Biologi
ufimrflv he

4 0 IV - intravenous roe-urori‘inm Bowman "‘" Injection Drynon Solutionbromidtl

[M - inT-Elmusuuilr lfllpmlide ammo Lupion Depot 1.5 TAP LyupI-t‘ilizod
Pharmaceutical}.

0.: 4.2 o. 0 .I IV v lnlrawnoua octroctide acetate Sandmtatin a: Sat-idol Solutionacetic acid [glaulll]

240

lnjouiion Pharmaoeuticala
ampuls

FDA Journal of Pharmaceutical Science a Technology

lnnoPharma Exhibit 1105.0003

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/
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