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product name, manufacturer, Tyrosine' (added as Tyrosine and
and container information Acetyt-L-Tyrocine) - [CoH, (OH)] CHLCH (NH) COOH 04 g 024 ¢
' Tryptophan - (CoHeN) CH,CH (NH,) COOH 012 g 02 ¢
Cysteing (added as Cysteine HCH0) ~ SHCH, CHNH, COOH D04 g £.016¢q
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CLINICAL PHARMACOLOGY

TrophAmine provides 2 mixturs of essential and nonesserital amino acids

nmgnmwlmmdm Mltyvm

{NAT). Thrs amino acid

m-mmﬂmwmmwwmm
conjunction with

mmwmm administered

Cysieine hydrochioride, TrophAming resuits i the normakization of the
mmmwe«m 2 profile consistant with that of a
breast-ted intant,

The e for Tropi {Amino Acid Inj is based on the
ion of inadequate levels of sssential aming acids in the plasma of
infants receiving total parenteral nutrition (TPN) using conventional aminc
acid phAms ped through the
of analysis

spacific pl multiple
mammmnmmmmm
concentrations.

Clinical studies in infants and young Children who required TPN
therapy showed that infusion of TrophAmine with 2 cysteine
hydrochioride admixture resulted in 8 normakzation of the plasma
#mino acid concentrations. lﬂaddmm weight gains, nitrogen batance,

and serum protein with an improving
nutritional status.
mmwmmwmdmmauamhm supplernented

with Cysteine hy vitaming, and mé
TrophAmine provides total pmmulmmmlnmmmm
children, with the exception of sssential tatty acids,
M Is thought that the acetate from lysine acetate and acetic acid, under the
conditions of parenteral nutrition, does not impact net acid-base balance
'when renal and respiratory functions are normal. Clinica! svidence seems
bmmm;m, Y s

MummdmmMMhTanmd
chinical significance.
The addition of cysteine hydrochioride will contribute 10 the chloride ioad.

The electrolyts content of any additives that are introduced should be
carstulty considersd and included in total input computations.

§201.100.

Values for total amino
acids, total nitrogen and
chioride are calculated for
the proposed products.

Osmolarity and acetate
values differ because the
amount of glacial acetic
acid used to adjust pH is
different between the
reference and proposed
products.

There is no sodium in the
proposed product because
it does not contain
sodium metabisulfite.

All other text is identical
in content to the reference
product package insert
with the exception of
product name.

August 9, 2000
Side-by-Side Comparison
Reference Drug Product Package Insert Proposed Drug Product Package Insert
Nonsssentil Amise Asids Use of the Via'flex®
Aarina US? o H 05 H plastic packaging system Fonessontial Amine Ackls
Proine USP G4t g 082 g obviates the need for mlmmmmwwm &2 g '1,:‘ 0
3 0 : . . {CHa}NHCH] CO0H
mu&sn 029 0% g sodium metabisulfite in Nasion - Ciseh) (NHo) COOH . : ose :
L-Aspartc Acd 0% 8 0§ the proposed product Glutamic Ack] - HOOC (CHg) CH (NHz) COOH 0% ¢ 050 ¢
L-Ghutamic Acid 9309 050 ¢
Taurine? ? 00159 0025 ¢ Serine - HOCHy CH (NiH,) COOH 0B ¢ 038 g
Sodium Metabiswlfite NF (as an aticxidant)......... 0050g <0.050 Glycine - HoNCHCOOH 022 ¢ 036 ¢
Water 101 IDRCHOR USP ..o roeccinceisssrtimsmens L3 o Aspartic Acid - HOOG CHy CH (NH;) COOH 019 ¢ 032 ¢
oH adjusted with Glacial Acetic Acid USP Taurine™! - HpNCH;CHaSOH 0015g 00259
ARy P — Per Baxter standard, z‘l?sﬁdnﬁ)oh&lmiudd
ot Ao A (gvmhm) .............................. 0 100 Water for Injection and : 1
b i o o Protein Equivalent values m.wm(wm)mmmg m) (Cak) ‘220 ggs
Eioctrolytes jmEyMer) are not listed. Exclusion Total Nitrogen {grams/$00 mL) (Calc.) 093 155
Shextan (G005 T ST of Water for Injection on Acetate* - (CH;000) S7 mEgL 94 mEgL
Chioride : a A package insert is ?\‘Dﬂﬁ (Cakc) ) <3mEL <3 mEgL
T o s : consistent with 21 CFR Proviged as acetic acid and lysine acetate.

All amino ackis are added s the “L"-isomer with the exception of Glycine and Taurine, which do not
have Somers.

" Hokt LE, Sayderman SE: The amino acid requirements of infants, JAMA 1961; 175(2):124-127.
! Rigo J, Semerre J: I taurine essential for the neonates? Biot Neonate 1977; 32:73-76.

? Gaull G, Sturman JA. Raihs NCR: Development of mammalian sutiur metabolismt Ahsmuolqslomome
in human fetal tissyes. Pediatr Res 1972; 6:538-547.
Clinlcal Pharmacology

6% and 10°% PrermaSol™ ~ sutfite-troe {Amino Acid) injections provide a mbdure of essential and
WMMBMBWW|MM1WMMMLTyrm(Nm
This amino acid composition has been specifically formutated fo provide a well tolerated nitrogen source
for autritional support and therapy fof intants and young children. Vmemdmhsteredhconwnclm
with cysieine hydrochloride, 6% and 10% Amino Acid injections resut in the normalization of the plasma
amino acid concentrations 10 a profile consistent with that of a breast-fed intant,

The eatiorade for 6% and 10% Amino Acid injections is based on the observation of inadequate levels of
essential amino acids in the plasma of lnfants recelving tota! parenteral nutsition (TPN) using conventional
amino acid solutions. These formutas were developed through the application of specific pharmacokinetic
muttiple regression analysis relating amino acid intake 10 the resulting plasma amino acid concentrations.,
Clinical studies In infants and young children who required TPN therapy showed that infusion ot

6% and 10% Amino Acid injections with a cysteine hydrochioride admixture resutted in 2 normatization
of the plasma aming acid concentrations. In addition, weight gains, nitcogen batance, and serum protein
concentrations were consistent with an imgroving nutritional status.

When infused with hypertonic dextrose as a calorie source, supplemented with cysteine hydrochloride,
eleckrolytes, vitamins, and minerals, PremaSol™ - sulfite-free (Amino Acid) Injections provide total parenteral
nutrkion I latants and young childrea, with the axception of essential fatty acids.

N s thougin that the acetate from lysine acetate and acetic acid, under the conditions of parenteral utrition,
does not impact net acid-base batance when renal and respiratory functions are normal. Clinical evidence
soems to support this thinking; however, contirmatory experimental evidence is not avaitable.

The amount of chioride present in PremaSol™ - sulfite-free (Amino Acid) Injections is not of chinical
signiticance. The addition of cysteine hydrochloride will comtribute to the chioride load.

The eloctroiyie content of any additives that are introduced should be carefully considered and included
o total input computations.
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MDICATIONS AND USAGE
Tmmmsmmmmmmmmdmmmm
those of low birth weight) and young children requiring TPN wia sither

central or peripheral infusion routes. Parentsral nutrition with TrophAmine
is indicated 1o prevent nitrogen and weight loss or traat negative nitrogen
balance in infants and young children where (1) the alimentary tract, by the
oral, gastrostomy, or jejuncstomy route, cannot or should not be used, or
adequate protein intake is not feasible by thass routes; (2) gastrointestinal

nnpmmteddumbnoimm support, and vein
tolerance. See DOSARE ANE ADMEESTRATVN {or additional information.
Coutral Yososs Mvtrition

mmmmummmwm
are to be admixed with hypertonic o
hwmwmdywm wmmmlono—
term parenteral nutrition.

Poriphors! Parentorsi Rutrition

For moderately catabokic or depieted patients in whom the central venous
route is not indicated, Mmﬁmwwmmmmm
dextrose solutions may be infused by peripheral vein, supplemented, i
desired, with fat emulsion.

CONTRAINDICATIONS
TrophAmine is contraindicated in patients with untreated anuria, hepatic

Safe, ofiective use of p. nutrition reg a knowledge of
nutrition as well as clinical expertise in racognition and treatment of the
complications which can occur. Froquest evalustion aad laberatery
detorminstions are Y for proper mmeit of pareatorst
swtrition, Studies should include blood sugar, serum proteins, kidney
and biver function tests, electrotytes, hemogram, carbon dicxide content,
serem osmolalities, blood cultures, and blood ammonia levels.
Administration of aming acids in the p of impaired renal fyncti
of gastrointestinal biseding may augment an siready elevated blood ursa
nitrogen. Patients with azotemia from any cause should not be infused
with amino acids without regard 1o tolal mitrogen intake.
Administration of iftravenous solutions can cause tusd and/or soluts
onﬂoadmmunqlndﬂuﬂonofwummmnmmm

d states, of pul oocmaThanskuf
dilutional states is ir y !olhn fyte concentrations
of the solutions. Thonskofsolmemnoaduusmocmmmedsmeswnh
memwmmhﬂmwwwwmmw.

mm_mnﬁmmnummmmmmmmm
insufficiency may result in piasma amino acid imbalances,
hyperammonemia, prerenal azotemia, stupor and coma.

Side-by-Side Comparison

Proposed Drug Product Package Insert

The warning “This
injection is for
compounding only, not
for direct infusion” is
included per Baxter
standard practice for
pharmacy bulk
package labeling.

All other text is
identical in content to
the reference product
package insert with the
exception of product
name.

indications and Usage

6% and 10% PremaSoi™ - sulfie-lree (Amino Acid) Injections are indicated for the nutritionat Support of

mmmmahmmmmmm«mmuwmm

infusion routes. Parenteral sutfite-free {Amino Acid) Injections Is indicated to
mwmuhsummmwmhmhmwmmm

mmammmmummmwmum.
See Dosage and Adminisiration for additional information.

Contral Yenous Netrition
Central venous infusion should be considered when amino acid solutions are 10 be admixed with hypertonic

-mhmehwﬂmmwm«mm

fong-term

wmm

For moderately catabolic of depleted patients in whom the centrat venous route & not indicated, diloted
amino acid solutions mixed with 5-10% dextrose solutions may be infused by perigheral vein, supplemented,
#l desired, with tat emulsion.

Contraindications

PremaSoi™ - sulie-free (Amino Acid) injections are contraindicated ia patients with untreated anuria,
hepatic coma, inbora ervors of amino acid metabolism, including those involving branched chain amino acid
metabolism such as maple Syrup urine disease and isovaleric acidemia, of hypersensitivity 10 one of mare
amino aciis present in the Solution.

Warnlngs
This injoction Is fer compounding euly, net for direct lnfusien.
Safe, efiective wse of parenteral mutrition requires a knowdedge of nutrition as well 25 clinical expertise

monitering of
blood sugar, serum proteins, kidney and fiver function tests, electrolytes, hemogram, carbon dioxide content,
serum osmolaiities, bload cultures, and blood ammonia levels.
Admisistration of amino 3cids i the presence of impaired renal function or gastrointestinal bleeding
may avgment an already elevated blood urea nitrogen. Patients with azotemia from any cause should
not be infused with aming acids without regard to total nitropen intake.
Administration of intravenous solutions can cause fluld and/or solute overload resutting in diution of serum
electrolyte conceatrations, overtydeation, congested states, or pulmonary edeena. The risk of dilutional
mmkwmbmmMemmd?m Mr&(?‘!‘esolmemdoad
causing congested peripl pulmonary edema is roportional to the electrolyte
concentrations of the solutions, ety e
Administration of amino acid Solutions 10 2 patient with hepatic insufficiency may resutt in plasma amino acid
imbalances, hyperammonemia, prerenal azotemia, stupor and coma.
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Hyperammonemia is of special sigaifennes Ju iafynts as its occurrence
in the syndrome caused by genetic metabolic defects is sometimes
associated, aithough not necessarily in a causal relationship, with mental
retardation. This reaction appears to be doss reizted and is more Wkely to
develop during prolonged therapy. M is essantial that blood ammonia be
measured frequently in infants, The mechanisms of this reaction are not
clearly defined but may involve genetic defects and immature o
sibchnicatly impiired liver function.

Conservative doses of amino acids should be given, dictated by the
nutritional status of the patient. Should symptoms of

develop, amino acid administration should be discontinued and the
patient's clinical status reevaluated.

This product contains sodium metabisutfite, a sulfte that may cause
altergic-type reactions including anaphytactic symptoms and Me-
threatening or severs asthmatic episodes in certain susceptible people.
The overall prevalence of sulfite sensitivity in the general population is
unknown and probably low. Sulfite sensitivity is seen more frequently in
asthmatic than in nonasthmatic people.

Semera!
Chinical evaluation and periodic mm«m“wm
monitor changes in fluid batance, slectrolyte concentrations, and

base batance during pi therapy of wh
mon-mmmmmmmmmm

tfrom normal muntrnmwmmnmmdaddmmm
supplements.

Strongly hypertonic mstrient solutions should be administered via an
intravenous catheter placed in a central vein, preferably the superior

vena cava.

Care should de taken to gvoid circulatory overioad, ot y in pati
with cardiac insufficiency.

Special care must be taken when giving hypertonic dextross 10 2 disbetic
or pre-diabetic patient. To prevent severs hyperglycemia in such pafients,

insulin may be required.

Administration of glucosa at & rate exceeding the patient’s utilization rate

may lead to hyperglycemia, coms, and death.

may be achieved by the administration of carbohydrate.

Peripheral administration of TrophAmine® (Amino Acid injections)
requires appropriate dilution and provision of adequate calories. Care
shoutd be taken to assure proper placement of the needie within the
fumen of the vein. The venipuncture sits should de inspected frequently
for signs of infiltration. If venous thrombosis or phiebitis occurs,
discontinue infusions or change infusion site and initiate appropriate
treatment.

draingge may nocesslmn uud!ﬂu\al thctmtm suppiementation.

Mstabolic acidosis can be prevented or readily controfied by adding a
portion of the cations in the electrolyts mixture as acetate salts snd in the
case of hyperchloremic acidosis, by keeping the totat chioride content of
the Infusate 10 2 minimum. TrophAmine contains less than 3 mEq chioride
per fiter.

K/

Side-by-Side Comparison

All text is identical in
content to the reference
product package insert
with the exception of
product name and
information related to
sodium metabisulfite
which is not present in
the proposed product

Proposed Drug Product Package Insert

Hyperammonemia & of special significance 4 nfants 35 ks occurrence in the syndrome caused by genetic
metabolic defects is sometimes associated, although not mﬁhammﬂbﬂnmt
retardation. This reaction appears to be dose retated and is more iikely to-develop during prolonged therapy.
N is essential that blood ammonia be measured frequently In infants. The mechanisms of this reaction are
not clearty defined but tay invoive genetic defects and immature or subicfinicatly impaired fiver function.
Conservative doses of amino acids should be given, dictated by the nutritionat status of the patient.
Shoutd symptoms of hyperammonemia develop, amino acid administration should be discontinued

and patient’s clinical status reevahuated.

Precautlons
Goneral

Clinical evaiuation and periodic laboratory determinations are necessary 1o monitor changes in fiuld batance,
electrolyts concentrations, and acid-base batance during profonged parenteral therapy or whenever the
condition of the patient warants such evaluation. Signeficant deviations from normal concentrations

may require the use of additional electrolyte supplements.

Strongly hypertonic autrient solutions should be administered via an intravenous catheter placed in
acentral vein, preferably the superior vena cava.

Care should be taken $0 avoid circutatory overioad, particutarly ia patients with cardiac insutficiency.
Special care mustbe taken when giving hypertonic dextrose to a diabetic or pre-diabetic patient.

To prevent severe hyperglycemia in such patients, insulin may be required.

Adminisiration of giucose at a rate exceeding the patient’s otilization rate may lead to hyperglycernia,
coma, and death.

Administration of amino acids without carbohydrates may resuR in the accumulation of ketone bodies

in the blood. Correction of this ketonemia may be achieved by the administration of carbohydrates.
Peripheral administriation of 6% and 10% PremaSo™ - suffite-free (Amino Acid) injections require
agpropriate dilution and provision of adequate calories. Care should be taken to assure proper ptacement
of the needie within the fumen of the vein, The venipuncture site should be inspected frequently for signs
ol infitration. i venous thrombaosis or phiebitis occurs, discominue infusions o change infusion site and
intiate appropriate treatment.

Extraordinary electrolyte losses such s may occur during protracted nasogastric sucfion, vomiting, diarrhea.
or gastroimtestinal fistuta drainage may necessitate additionat electrotyte supplementation.

Metabolic acidosis can be prevented or readily controfied by adding a portion of the cations in the electrolyte
mixture as acetate s3its and In the case of hyperchioremic acidosis, by keeping the total chioride content
of the Infusate to a minimum. PremaSol™ - sulfite-free (Amino Acid) Injections contain less than

3 miq chiloride per fiter.
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To minimize the risk of passible lncompatibiities erising from mixing this
solution with other additives that may be prescrided, the final infusate
should be inspected for cloudiness of pracipitation immediately after
mixing. prior to adeministration. and periodically during administration.

Lwe only ¥ solution i Clear, the seal unbroken, and vacuum is present,

Carcinsgosssis, Mutageasels, iupairment of Fertiity
No in vitro or in vivo carcinogenesis, mutagenesis, of fertiity Studies have
been conducted with TrophAmine® (Amina Acid Injections).

Soage i Progwescy
stdies have ot been

Pregnancy Category C. Animal reproduction
mductodwﬂhTmﬂMn(Amokmnhcﬂm) Mt is aiso not known
whether TrophAmine can cause fetal harm when administered to 3
pregnant woman or can sffect reproduction capacity.

Spociel Procsutions for Costral Veases Nutrition
Adwigistration by contral vessus catheter shevid 50 veed only by
thess familisr with this techeiqus and s

Central venous nurition may be associated with compfications which can be
mwmmwmmmmummmmw

solution p ation, and patient monitoring. it s
—uu.mmmu-wm
practices, be fellewed, preforsbly by as exparionces toam.

Although a detailed ¢ of the jications is beyond the scope
o!thlsinscﬂ.m'o»mwsumm:rylmsﬂmebummmmm
Herature:

Tochaical. Tha placement of a central venous catheter should be
regarded as a surgical procadure. One should be fully acquainted with
various techniques of catheter insertion as weil 2s recognition and
treatment of comptications. For details of techniques and placement sites,
consult the medical fiterature. X-ray is the best means of verifying
cameterphcemem Wmmumnmrmmmmd

mmywmmandnmlon hwvywmbfmm maiposition
of the catheier, formation of arteriovenous fistula, phiebitis, thrombosis,
and air and catheter embolus.

Suptic. The constant risk of sepsis i present during central venous
nutrition, Since contaminated solutions and infusion catheters are
potential sources of infection, it is imperative that the preparation of
parenteral nutrition solutions and the placement and care of catheters be
sccomplished under controlied aseptic conditions.

‘Solutions should ideatly bs prepared in the hospits! pharmacy in a laminar
flow hood. The key factor in their preparation is carehul aseptic technique
mmmmmmmmmm
subsequent admixtures. ,

el

Side-by-Side Comparison

Proposed Drug Product Package Insert

All text is identical in
content to the reference
product package insert
with the exception of
product name and
exclusion of reference
to vacuum in the
sentence “Use only if
solution is clear, the
seal unbroken, and
vacuum is present”.
The presence of a
vacuum is applicable
to products in glass
container systems.

PremaSoM™ - mﬂnkee(knmmdumamscmunmwu«osmus Patients, especiafty
those with hypophosphatemia, may tequire the addition of phosphate. To prevent hypocalcemia, calcium
supplementation showid always accompany phosphate administration. To assure adeguate intake, serum
fevels should be monitared frequently,

To minimize the risk of possible incompatibilities arising trom mixing this solution with other additives
that may be prescribed, the final infusale should be inspected for cloudiness or precipitation immediately
atier mixing, prior to administration, and periodicafly during administration,

Do not use unless solution is clear and seal is intact.

Carclaagenesis, Mutagenesis, impatrment af Fectitity

No i vitro 0t in vivo carcinogenesis, mutagenesis, or fertility Studies have been conducted with

6% and 10% PremaSol™ - sutfite-free (Amino Acid) Injections.

Usage in Prognancy

Pregmancy Category C. Animal reproduction studies have not been conducted with 6% and 10% PremaSol™ -
sutfite-free (Aming Acid) lajections. 1t i als0 not known whether PremaSol™ - ulfite-free (Amina Acid)
Injections can cause fetal harm when administered to a pregnant woman or can atfect reproduction capacity.
Special Precastions far Central Yenows Natrition

Administration by cantral venous cativeter should be wsed oaly by those tamiliar with this technigee
and Its complications.

Central venous autrition may be associzted with complications which can be prevented or minimized by
careful attention to all aspects of the procedure, including sotution preparation, administration, and patient
monioring. It is essential that a carefully prepared protocol, based on corrent medical practices,

e followed, preferably by an experi: d team.

Although a detalled discussion of the compiications is beyond the scope of this insert, the following
«-ymwmary Rsts those based on current terature.

Techalcal. The placement of 2 central venous catheter shauld be regarded as a surgical procedure.

One should be fully acquainted with various techniques of catheter insertion as well 25 recognition and
treatment of complications. For detaits of techniques and placement sites, consult the medical Blerature.
X-ray & the best means of verifying catheter placement. Complications known to occur from the placement
of central venous catheters are pneumothorax, hemothorax, hydrothorax, artery puncture and transection,
Injury to the brachiat plexus, malpasition of the catheter, formation of arteriovencus fistuta, phiebitis,
thrombosts, and air and catheter embolus.

Septic. The constant risk of sepsis is present during central venous marition. Since contaminated solutions
and infusion catheters are potential sources of infection, R is imperative that the preparation of parenteral
nutrition solutions and the placement and care of catheters be accomplished under controlled 2septic
conditions.

Solutions should ideally be prepared in the hospital pharmacy in 2 taminar flow hood. The key factor in their
preparation is careful aseptic technique 1o avoid inadvertent touch comtamination during miing of solutions
and subsequent admixtures.
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Parontersl nutrition sohstions should be vsed promptly atter mixing.

Any storage should be unde reirigeration for a5 brist & time as possible. The statement
24 hours. . Parenteral autrition solutions should be used promgtly after mixing. Any storage should be under
Consult e medical Wsrature for a discussion of the mmagement of for a single bottle and nhmamﬁmﬂloabrapemdoﬂmmkublylmmum

sepsis during centrat venous nutrition, in biiet, typical management
Includes replacing the solution being administersd with 3 fresh container
snd a1, and the remaining contents are cultured for bacterial or fungat
contamination. if sepsis persists and another sourca of infection is not

set should never
exceed 24 hours” is not

Consult the medical ierature for a discussion of the management of sepsis during central venous nulrition,
Ia briet, typical management includes replacing the Solution being administered with a fresh container and
set, and the remaining contents are cultured for bacterial or fungal contamination, i sepsis persists and

identified, the catheter is d, the p tip , and a new applicable. The muﬁu&%ﬁ:&n@mwﬁ e cmﬂu;ucwb&hmn:::dm

:«mamm:mmw;ﬁww Nor-speciic. proposed drug product recommended. Clinical experience indicates that the catheter is fikely to be the prime source of infection

indicates that the catheter ks Ekaly 10 be the prime source of infaction as is a Pharmacy Bulk s opposed 0 asepticatly prepared and property stored solutions.

opposad to asapticaily prepared and properly stored solutions. Package to be used in mm%m&mmwmmmmm “m
hypophosphatemia, hyperglycemia and glycosuria, osmotic diurests and delvydration,

Mmmmmmwwﬁ pharmacy mmmmummm typervkaminasis, electrolyte imbatances,

X .M-' . children. Frequent clinical evahnation and taboratory determinations are necessary,
mmmm”&m hmo':wmh. compounding only. especially during the first few days of venaus nutrition, 1o prevent of minimize these comphications.
imbalances, and hyperammonamia in chiidren. Frequent clinical svaluation mmcﬂ
and laboratory determinations are necessary, sspecially during the first ans
tew days of venous nutrition, to prevent o minimize thase complications. All other text is See Warnings and Specia! Precautions for Contrsl Yenous Nutrition.

! et Reactions reporied in cinical studies a5 2 resut of infursion of the paresteral fiuid were water weight
ADVERSE REACTIONS identical in content to ederma, increase in BUN, and mild acidosis. w
See "WARIMNGS” and “Spacial Procsstions fov Coniral Vossas Nairition ™ the reference product Reactions which may occur because of the solution or the technique of administration include febrile
Reactions reported in chnical studies as a result of Infusion of the ! N
o _mmmm w::a AT mikd package 1t with the mmb;&uﬁleolmnmmmmmm o¢ phiebitis extending from the site of

SIS, . y ' |,”=“°

exception of product Local reaction at the infusion site, consisting of 2 warm sensation, erythema, phiebitis and thrombasts,
Reactions which because of the solution or the technique of
”mwmmmmwm m.:’.w"mm name. have been reported with peripheral amino acid infusions, especiatly  other sutrstances are also administered

mmrmuuwmmmmmmdmmm
ation and hypervok
Local reaction at the infusion site, consisting of a warm sensation,
erythema, phisbitis and thrombosis, have been reported with peripheral
amino ack! infusions, especially if other substances are aiso administered
mroumlmumsm
H o is duting peripheral infusion, it is
mmmmmmunmmmmmmmmmm
1o avoid possible venous irritation. irritating additive medications may
require injection at another site and should not be added directly 1o the
amino acid infusate.
Symptoms may result from an excess or deficit of one or more of the ions
present in the solution; therefora, frequent monitoring of slectrolyte levels
is essential.

through the same site.

¥ electrolyte supplementation is required during peripheral infusion, & is recommended that additives be
administered throughout the day in order to avoid possible venous irritation. rritating additive medications
may require injaction at anothier site and should not be added directly to the aming acid infusate.
SwmmymutMmemorddudmummolmlmsMhmwm
therefore, frequent monitoring of electrolyte levels is
hommmmywtobmtwtssmmmammmm
W»vemahm excessive phosphorus intake can precipitate hypocalcemia with cramgs, tetany and

lummmdmm discontinue the infusion, evaluate the patient, institute appropriate
Mm&mmﬂuwthmm«olmnwlumanimmq

Overdosage

D:moi;tic Relative l.:lgu ';us;:':n:spmm m‘i‘.‘“‘"" fathe f
anemia. o m, 8 s can event of a fuid or solute overload during parentesal therapy. reevatuate the patient’s condition,
mww with cramps, tetany and muscular and instyte appropriate corrective treatment,

I an adverse reaction does occur, di
patient, institute appropriate therapeutic

remainder of the fluid for examination if deemed necessary.
QOVERDOSAGE

In the event of a fluid or solute overioad during parenteral therapy,

raevaluate the patient’s condition, and institute appropriate corrective
{reatment.

hi
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Reference Drug Product Package Insert

The objective of nutritional management of infants and young ciiidren is

mmmuwmmwmmmwmmm
synthesis and growth,

The total daily dose of TrophAming® (Amino Acid injections) depends on

daily protein requirements snd on the patient's metabolic and clinical

rasponse. The determination of nitrogen balance and accurate dally body

weights, corrected for fiuid Batance, are probably the best means of

sssessing individual protein requirements. Dosage should aisy be guided
by the patient’s Huid intake fimits and plucose and nitrogen tolerances, as

whsby ic and clinical resp
d for of protein in infant nutrition have

ranged from 2 0 4 grams of protein per kilogram of body

(2.0 10 4.0 g/kp/day). The recommended dosage

2.5 grams of aminc acids per kilogram of body weight per day (2.0 to

2.5 g/xg/day) for infants up to 10 kilograms. For intants and young

children larger than 10 kilograms, the total dosage

10 1.25 g/day for sach kg of body weighi over 10 kilograms,
Typicaty, YrophAn\unhadmﬁudeoGNMoth
tnjeaction USP supplemented with electrolytes and vitamins and
administered continvously over a 24 hour period. .

Total daily fiuid intake shouid be appropriate for the patient's age and size.

A fluid dose ot 125 mi. per kilogram body weight per day is appropriate

for most infants on TPN. Although nitrogen requirements may be higher
k p;tbms of additional

n ely hypercatabolic or
mrmmwuwmmwmmm nitrogen, or
glucose intolerance

msmnmmmmmmmwm
children. An admixture of cysteing hydrochioride to the TPN solution is

therefore recommended. Based on clinical studies, the
dosage is 1.0 mmole of L-Cysteine
kitogram of body weight per day.

In many patients, provision of adequate calories in the form of hypertonkc
«nwmmrmmnmmmmdmimﬁhwm

hypergly . To prevent ypogly

mmmmsxammmuunmwumw

dextross solutions are abruptly

Fat amulsion coadmin should be when prolonged
(more than § days) parenteral nutrition is required in order 1o prevent
essential tatty acid deficiency (E.F.A.D.). Serum lipids should be

monitored tor evidence of E.F.A.D. in patients maintained on tat free TPN.
The provision of sufficient intraceflular electrolytes, principatly potassium,
and is reg tor opti utilization of amino

acids. In addition, sutticient quantities of the major extraceliular

mmmwm andchlorm must be given. in patients with
ic of other id sodium and potassium may

be added as the acetate salts to provide bicarbonate precursor. The
slectrolyte content of TrophAmine® (Amino Acid Injections) mus! ba

considered when calculating daily slectrolyts intake. Serum M!OMGS
be

including magnesium and phosphorus, should

weight per day
of TrophAmine is 2.0 to

of amino acids should
include the 20 to 25 grams/day for the first 10 kg of body weight pius 1.0

Appropriate vitamins, mmmtmammmuwm

gl -

Side-by-Side Comparison

Proposed Drug Product Package Insert

Reference to McGaw
50% or 70% Dextrose,
USP has been replaced
with reference to
generic 50% or 70%
Dextrose, USP,

All other text is
identical in content to
the reference product
package insert with the
exception of product
name.

Dosage and Administration

The obijective of nutritional management of infants and young children is the provision of sufficient
amino ackl and caloric support for protein synthesis and growth.

The total daily dose of 6% and 10% PremaSo™ - mw‘mmmmmm
protein requirements and on the patient’s metabolic and clinical response. The determination of nitrogen
batance and accurate daily body weights. corrected for fluid balance, are probably the best means of
assessing individual protein requirements. Dosage should aiso be guided by the patient’s fluid intake
fimits and glucose and nitrogen lolerances, as well as by metabolic and clinical response,
Recommendations for aflowances of protein in infam nutrition have ranged from 2 10 4 grams of protein

per kilogram of body weight per day (2.0 to 4.0 g/kg/day).! The recommended dosage of PremaSol™ -
wﬁte-lree(MmoAud)lnqea-oassZOIoz.Suraulso(moacdsperkioqnmdbodyvmuMperday
(2.010 2.5 9/kg/day) for intants up to 10 kilograms. For infants and young chidren tarper than 10 kilograms,
the total dosage of amino acids should include the 20 to 25 grams/day for the first 10 kg of body weight plus
1.010 1.25 g/day for each kg of body weight over 10 kilograms,

Typically, PremaSci™ - sulfite-troe {Amino Acid) injections are admixed with 50% or 70% Dexicose
Injection USP supplemented with electrolytes and vitamins and administered continuously over 3

24 hour period.

Total dally fluid intake stiould be 2pproprizte for the patient's age and size. A fiuid dose of 125 ml_ per
kilogram body weight per day is appropriate for most infants on TPN. ARhough nirogen requirements
mmmnmw&umwpzluugpmmohddmmlmmw\mynm

be possible due to fluid intake Bmits, nitrogen, or glucose intolerance.

Cysteine is considered ta be an essentiat aming acid in infants and young children. An admixiure of cysteine
hydrochioride to the TPN solution is therefore recommended. Based oa cinical studies, the recommended
dosage s 1.0 mmole of L-cysteine hydrochloride menohydrate per kilogram of body weight per day.

In many patients, provision ol adequate calories in the torm of ypertonic dexirose may require the
administration of exogenous insulin to prevent hyperglycemia and glycosuria. Yo prevent rebound
hypoglycemia, a solition containing 5% dexirose should be administered when hypertonic dextrose
solutions sre abruptly discontinued.

Fat emutsion coadministration should be considered when prolonged (more than 5 days) paremieral nutrition
& required int order 10 prevent essential fatty acid deficiency (EFAD). Serum fipids should be monitored for
evidence of BFAD in patients maintained on fat free TPN.

The provision of sufficient intracefiutar electrotytes, principally potassium, magnesium, and phosphate,

s required for optimum utfization of amino acids. In addition, sufficient quantities of the major extraceliular
electrolytes sodium, calcium, and chioride, must be given. In patients with hyperchioremic or othec
metabokic acidoses, sodiem and potassium may-be added as the acetate salts 1o provide bicarbonate
precursor. The electrolyte content of 6% and 10% PremaSol™ - suliite-free (Amino Acid) Injections

must be considered when catcutating daily electrolyte intake. Serum electrotytes, including magnesium

and phasphorus, should be monitored frequenty.

Appropriate vitamins. minerals and trace elements should altsa be peovided.
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Contrel Veneus Nutrition. Hypertonic mixtures of amino acids and
dexirose may be safely administered by continuous infusion through a
central venous catheter with the tip focated in the superior vena cava,
Initial infusion rates shouid be siow. and graduatly increased to the
recommended 60-125 mL per kilogram body weight per day. If
administration rate should fal# behind schedule, no attempt to “catch up”
to planned intake should be made. In addition to meeting protein needs,
the rate of administration, particularly during the first few days of therapy,
is governed by the patient's glucose tolerance. Daily intake of amino acids
and dextrose should be increased graduatly to the maximum required
:::e as indicated by frequent determinations of glucose levels in blood
uring.

Poriphoral Parentersl Nuiritisa. For patients in whom the central venous
route is not indicated and who can consume adequate calories enterally,
TrophAmine may be administered by peripheral vein with or without
parenteral carbohydrate calories. Such infusates can be prepared by
dilution with McGaw's Sterile Water for Injection or 5%-10% Dextrose
Injection to prepare isotonic or slightly hypertonic solutions for peripheral
infusion. 1t is essential that peripheral infusion be accompanied by
adequate caloric intake.

Parenteral drug products should be inspected visually for particulate
matter and discoloration prior to administration, whenever solution and
container permit.

TrophAmine may be admixed with solutions which contain phosphate or
which have been supplemented with phosphate. The presence of calcium
and magnesium ions in an additive solution should be considered when
phosphate is also present, in order to avoid precipitation.

Care must ba taken to avoid incompatible admixtures. Consult with
pharmacist.

_‘wm:vmumm.mm,mvm.mt

al

Side-by-Side Comparison

Reference to McGaw
Sterile Water for
Injection or 5-10%
Dextrose Injection has
been replaced with
reference to generic
Sterile Water for
Injection or 5-10%
Dextrose Injection.

All other text is
identical in content to
the reference product
package insert with the
exception of product
name and container
information (e.g.,
“Directions for use of
Viaflex® plastic
Pharmacy Bulk
Package container™).
Some text has been
reformatted consistent
with Baxter standard
practice.

Proposed Drug Product Package Insert

Contral Voaeus Nutrition, Hypertonic mixtures of aming acids and dextrose may be safely administered
by continuous infusioa through a central venous catheter with the tip located in the superior vena Cava.
inkial infusion rates should be slow, snd gradually increased to the recommended 60-125 mi per kilogram
of body weight per day. if administration rate should fall behind schedule, no attempt to “catch up™ to
planned intake Should be made. tn addition to meeting protein needs, the rate of administration, particularly
dumoﬂleftstlewdmoiﬂuaoy s governed by the patient's glucose tolerance. Daily intake of amino
and dextrose should be Increased graduatly to the maximumn required dose s indicated by frequent
delelmbmlsololmlevelshuoodwume
Perighoral Parenteral Nutriton. For gatieants in whom the central venous route & not indicated and
who Can consume adequata calories enterally, PremaSol™ - sulfite-free (Amino Acid) Injections may be
administered by peripheral vein with or without parenteral carbohydrate calories. Such infusates can be
mwummmmmmmmum -10% Dextrose Injection to prepare isotonic or
shghtly hypertonic solutions for peripheral infusion. & is essential that peripherat infusion be accompanied
by adequaie caloric intake.
Parenteral drug products should be inspected visually for particutate matier and discoloration prior to
administration, whenever solution and container permit.
PremaSol™ - sulfe-kree (Amino Acid) injections may be admixed with solutions which contain phosphate
or which have been supplemented with phasphate. The presence of calcium and magnesivm ions ln an
additive solution should be considered when phosphate is also present, in order to avoid precipitation.
Care must be taken 1o avold Incompatible sdrmixtures. Consult with pharmacist.

Parenieral nutrilion solations should be used promptly after mixing. Any storage should be under
sefrigeration and Emited %0 2 brief period of time, preferably less than 24 hours,
Disections for use of Viaflex® plastic Pharmacy Bulk Package Contalner
ToOpen
Tear ovorpoech across tap at il and remove sokstion container, Oiscard overpouch and sachet.
Some opacity of the plistic due to moisture absorption during the sterilization process may
This ks normal and does ot aflect the solution quality or safety. Theooacnywildwmishmdwlly
Check for miawte leaks by squeezing inner bag temly. 1 teaks are found, discard solution as sterility
may be impaired.
For compounding ondy, ot for direct infusion.
for
1 mwuwkuummmwwukmmmmmm
(or an equivalent clean air compounding area).
2. Suspend container from eyelet support.
3. Remove plastic profector from outlet port at bottom of container.
4, Attach solution transfer set. Refer to complete directions accompanying set.
Noie: The closure shall be penetraied only one time with 2 suitable sterile transfer device or dispensing
set which allows measured dispensing of the contents.
$. Viaflex® containers should not be written on directly Since ink migration has not been investigated.
Affix accompanying tabel for date and time of entry.
6. Onoe container closure has been penetrated, withdrawal of contents should be completed without detay.
After initial entry, maintain contents at room temperature (25°C/77°F) and dispense within 4 hours.

“ Suskind AM: Textbook of Pedatric Nutrition, Raven Press, New York, 1981.
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Proposed Drug Product Package Insert

“Rx only” replaced
“Caution: Federal How Supplied
(USA) law prohibits 6% and 10% PremaSol™ - sulfite-tree (Amino Acid) Injections are supphed in Viafiex® plastic Pharmacy
dispensing without Buk Package containers hmmmmwmm
HOW SUPPLIED 2 . 500 ml 1000 ml, 2000 ml.
TrophAmine is supptied steriie and nonpyrogenic in 500 mL. glass prescription” and is 6% 280011
containars with solid stoppers. located on the first 0% NOC 0338-1131-03
e Cat. No. Ualts por Cass e of the proposed 280009 280010
TrophAmine (6% Amino Acid Injection) ptrlgd ot inscI:t po NDC 0338-1130-04 NOC 0338-1130-06
0264-9361-55 $9361-5S 12 p . Ewl‘x:r:.pmm:‘:l products to he;xnshodd Mm Avold excessive heat.
. freezing. N is recommended the product be stored at room t 25
TrophAmine ‘()12 %S‘G :anrrossAdd Injection) S9341-58 6 Brief exposure up t0 40°C/104°F does not adversely atfect the product, emperature (25°CTT'T).
Protect {rom fight until immediately prior fo use.
Exposure of pharmaceutical products to heat should be minimized. Avoid All other text is Do not remove container from overpouch uatit
sxcessive heat. Protect from freezing. It is recommended that the product identical i tent t Bo vl ready to use.
be stored at room temperature (25°C); however, brief exposure up to ae In content to not use if overpouch has been previousty openied or damaped,
40°C does not adversely atfect th product, the reference product
Protect trom light until use. package insert with the
Cawtion: Federal (U.5.A.) law prohibits dispensing without prescription. exception of

Revised: February 1998
U.S. Patent No. 4,491,589

Ll

manufacturer, product
name, code numbers,
NDC numbers and
statements regarding
use of the container.

Baxter Healthcars Corpocation

Clintec Nutrition Division

Deerfield, It 60015 USA

Printed ln USA

©Copyright 2000, Baxter Healthcare Corporation. Al rights reserved.
07-19-00-443

1ss. April 2000
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Side-by-Side Comparison
Reference Drug Product Package Insert Proposed Drug Product Package Insert
Rirections for Use of Mclaw® Glass Contalners
General
Betore use, perform the following checks: The proposed
1. Inspect sach container. Read the label. Ensure solution is the *s “Directi
ordered, is within the expiration date, mdmﬁt:: imprint on dosztr': pIOdUCt s Dm%ns
agrees with the tabel. Check th security of ball and band. for Use of Viaflex
o e g Plstic Phamacy Bulk
mess, , OF er, of of .
mmmm. ":aa checking for m do un‘.: m m Package Container” are
v ' . .
a1t not faws. Look fo bright reflections (hat have Gepth and penetrate located immediately
into the wall of the bottie. Reject any such bottle, prior to the “How
3. To remove the outer closure, it the teartab [t Supplied” section.

and puft up, over, and down untll # is below the
stopper (See Figure 1). Use 2 circutar pulling
motion on the tab unth it breaks away.

4. Grasp and remove the metal disk, exercising
caution not fo touch the sterile latex disk
underneath.

Wamlag: Some additives may be incompatible. b

Consult with pharmacist, When introducing additives,

use aseptic lechniques. Mix thoroughly. Do not store.

After admixture and during administration, reinspect the solution
frequently. If any evidence of solution contamination or instability is found
or if the patient exhibits any signs of fever, chilis or other reactions not
readity explainable, discontinue administration immediately and notiy the

When adding medication to the container duriig administration, swab the
triangular medication site, inject medication and mix thoroughly by gentie

agitation.

5. Reter to Directions for Use for the administration set in use,

Products with Al Tube

1. With the sterile latex disk exposed, check Soore Lavex Dok
for vacuum by confirming the presence of

deprassions in the latex disk, which shouid be
held tightly aver stopper (See Figure 2). i the
fatex disk is puffed or depressions cannot be
seen, the vacuum has dissipated and the
bottie should be rejected. The sterile latex disk
provides a surface for aseptic madication
addition prior to administration.

flete: When vacuum is essential for the use of the product (medication
addition or transfer, eic.) the latex disk should be lett in place until all
additions or transfers are completed.

Medication addition or transfers should be made immediately atter
exposing the sterile latex disk. identify three depressions in the latex
disk prior to adding medication {See Figure 2): a trianguiar medication
site, one large round outiet port, and one small air-inletting port.

g/



Citizen Petition

6% and 10% PremaSol™ — sulfite-free (Amino Acid)
Injections in PL 146® Plastic Container

August 9, 2000

Reference Drug Product Package Insert

2. Bafore removing the latex disk, add medication
through the trianguiar (V) medication site
(See Figure 3). The vacuum in the container
will automatically draw the contents of a
syringe or spiked vial into the container. Each
additiontranster will reduce the vacuum
remaining in the bottle.

3. Remove tha latex disk prior to insarting Fom3
administration set. To remove the latex disk,
grasp the tip of the disk, fift and pufl up and
away (See Figure 4). As the disk is litted, and 7"
if no additions have been made, vacuum can
be confirmed by an audible hiss.

4, Refer to Directions for Use of the set being used.
Insert the set spike into the large round outlet
port of the stopper and hang container.

1]

Products with Solid Stopper
Designed for use with a vented set.

1. Spiking, additions or transters should be made immediately after
exposing the sterite stopper surface. Check for vacuum at first puncture
of stopper. Admixture by needle or syringe
should be made through the triangular (V)
medication site; contents should be drawn by
vacuum into the bottle. Admixture by spiked @
vial should be through the outiet port (See N
Fiqure 5). Hf contents of initial addition are not =
drawn into the bottle, vacuum is not present
and the unit shouid be discarded. Each
addition/transter will reduce the vacuum
remaining in the bottle.

2. ¥ the first puncture of the stopper Is the adminisiration set spike, insert
the spike fully into the outlet port of the stopper and promptiy invert the
bottle, Verity vacuum by observing rising air bubbles. Do not use the
bottie if vacuum is not present. Refer to Directions for Use of air-inletting
administration set ta be used.

3. i admixture or set insertion is not performed immediately following
removal of protective metal disk, swab stopper surface.

Aur oty Gk
s mmoved

g §
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Side-by-Side Comparison

Proposed Drug Product Package Insert

Continuation of
McGaw’s “Directions
for Use of Glass
Containers.”




