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APPROVAL LETTER



NDA 18-439 JUL 131982

Ascot Hospital Pharmaceuticals
Attention: Arnold M. Schacter
8055 N. Ridgeway Avenue
Skoklae, llllnois 60076

Dear Mr. Schacter:

Please refer to your new drug appllcation submitted pursuant to section 505(b)
of the Federal Food, Drug, and Cosmetic Act, and In response to the July 13,
1979 Federal Register notlice on conditions for marketing parenteral
multivitamin products, for the preparation MVC Plus, a two-vial product for
Intravenous Infuslion,

We also refer to your submission dated June 18, 1982, which contains revised
final printed labeling for this product.

We have comp leted our review of this new drug application as submitted with
final printed labeling, and it Is "conditionally approved." Please note that
this conditional approval appliies only to the two-vial product (vial A and
vial B), manufactured by Ascot Injectables, which Is the sub ject of

NDA 18-439. This conditional approval does not apply to any container system
other than that referred to above.

in addition, reference Is made to vour communication of June 24, 13982,
T~ in the

conpafibili#y’sfudlesvﬁerformed on MVC Plus. This amendment contains minimal
Information regarding -

Final approval of this application will depend upon the following:

1) Submission of a detalled description, including a

APPEARS THIS WAY
ON ORIGINAL



2) Satisfactory results for the

3) Satisfactory completion of clinical studies with MVC Plus, as
required In the above mentioned Fedara! Reglster notlice.

Sincerely yours,
v a
/S 78/
Solomon Sdobel, M.D.

APPEARS THIS WAY Dlrector
ON ORIGINAL Division of Metabolism and
Encocrine Drug Products, HFD-130
Office of WNew Drug Evaluation
Natlonal Center for Drugs and Blologlcs
cc: :
NDA Orig.

HFD-130
HFD-130/KE1 1sworth/7/7/82;rch/7/8,12/82(6254B)

CONDITIONAL APPROVAL

R/D init. by REAstep/7/7;SSobe!l/7/9;HBNunn for DJKertesz/7/9;0A1ford/7/9;
Suerlguian/7/9/82
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NDA 18-439 Ascot Hospital Pharmaceuticals, Inc.

MVC Plus Submission dated 4-6-82
Parenteral Multivitamins Received by MO 4-13-82
Wang 5074B Reviewed 4-15-82

Medical Officer's Review and Evaluation of NDA Report

This submission contains new data on those vitamins which we agreed at our
meeting with the firm January 22, 1982 were not within acceptable limits. The
vitamins have all been satisfactorily assayed after addition to large volume
parenterals except pantothenic acid. They say that it is possible to

for the clinical study, and they will be able to determine from
assay of that acid if blood levels are maintained. Therefore they request
that. we approve the product without compatibility studies showing the
availability of pantothenic acid. This is acceptable. If levels are
adequately maintained in fairly long term studies, we will know that amounts
administered were adequate. The only problem would be if the metabolite was
formed from the inactivated vitamin so that pantoic acid was normal in spite
of unusable vitamin being administered. This seems unlikely since pantothenic
acid is not a problem with the vitamin preparations of other manufacturers.

In the submission of 12-8-81, Table 2 showing MVC Plus compatibility, and in
this submission, table 3 showing the same compatibility, worst possible case
are based on storage The package insert Dosage and
Administration section says, "After MVC Plus is diluted in an intravenous

infusion, the resulting solution should be refrigerated unless it is to be

administered immediately, and in any event should be administered within 48
hours." The submission of 8-28-81 contains the original compatibility data.

The 48 hr data was after . Vitamin

A was , and - was
T Other values were all right, and all were acceptable at 24
hours at ~ Folic acid was

in solution C. The data should have been analysed
at 24 hours and apparently would show satisfactory stability at that time.

The vial labels submitted are not legible. I am p?rticu]ar]y concerned that
the instructions “"For use together with Vial A" or "with Vial B" are not going
to prevent use of one vial only, which happened with USV's MVI.

This preparation is now approvable with changes in the label to say,
nagdminister within 24 hours," and legible wording for vials and cartons that
both vials are to be used for one dose.

Draft of Letter to Sponsor: The data on compatibility are acceptable, but do
not justify saying in the first sentence of the last paragraph that after
addition to intravenous infusion, they should be administered "within 48
hours." This should say "within 24 hours."

The vial label is not legible. With other products, there has been confusion
about the contents of the vials, resulting in administration of one vial in
the belief that a complete dose was being given. The vial must state clearly
and legibly that both vials are to be used, for one dose.

/S/

" Gloria Troendle

APR 27 1962

cc:0rigNDA, HFD-130,
HFD-130/6Troendle, HFD-180



NDA 18-439 Ascot Hospital Pharmaceuticals

MVC Plus Submission dated 12-8-81

Parenteral Multivitamins Received by MO 12-9-81
Reviewed 12-11-81

Medical QOfficer's Review and Evaluation of NDA Report

This submission responds to our deficiency letter of 11-30-81. Labeling
changes are being made. The draft package insert is satisfactory except as
noted below in regard to recommendations for storage after addition to LVP's.

The response to our request that packages say that both vials are to be used
~for a single dose is to put "For use together with vial B" and "For use
together with vial A" on the respective vials. The box in which both vials
are-packaged should also contain a statement such as "Both vials are to be
used for a single dose."

The protocol is revised to inciude the changes requested and is saTisfacfory.‘

The response to our concerns about the potency of the vitamins after storage
and then addition to LVP's and about the the marked varfiation in assay results
is to resubmit the data with results at | had used the
lowest value obtained at any time period up to 24 hr with dark refrigeration.
Actually it appears that if the stability losses are really manufacturing
losses and were already assumed in the vitamins added to the LVP's, only

have lows on addition to LVP's that put them of label
claim. When added to Travasol and 50% dextrose in Travenol plastic bags,
was initially, " at 6 hr and at 12 hr. |t was above
in the other solutions. Vitamin C was initially, at 6 hr, at
12 hr and at 24 hr when added to 5% dextrose in
refrigerated in dark. |t was above of label claim when added to the other

solutions.

Many of the determinations of vitamins are well above the amounts added to the
solutions, indicating a great inaccuracy of the assays used. This is
disturbing, but | do not know what accuracy we should expect. The sponsor
seems to be saying that greater accuracy is impossible, but other
manufacturers do not seem to have had this much trouble. For the most part
they seem to come out on the high side so maybe they are not detecting values
below 90% of label in other cases where accurate measurement woulid show it.
Vitamin D is included in this submission although it was not in the previous
one. After addition of of vitamin D label claim, assays detect
which is than theoretically possible. By is added and

detected, an " of By is added and detected. an

" of Bg is added and detected, an :

of B1o is added and ~ detected, an " of bid;in is
added and detected, an ,  Pantothenic acid still has not

been assayed for compatibility with LVP's. The chemist must tell us whether
the assay results are satisfactory for the other vitamins. :

Draft of letter: The Dosage and Administration section of the package insert
should say, "After MYC Plus is diluted In an intravenous infusion, the
resulting solution should be refrigerated unless it is to be administered
immediately, and in any event should be administered within 6 hours.”

“SC1 1199



Please submit the results of the studies on compatibility of
with large volume parenterals as soon as possible. The application cannot
be approved without these results.

~Gloria Troendle
cc:0rig NDA
HFD=-130
HFD-130/GTroendle
HFD-180
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NDA 18-439 Ascot Hospital Pharmaceuticals, Inc.
M.v.C. Plus Submission dated 8-28-81
Parenteral Multivitamins Reviewed 10-19-81

Medical Officer's Review and Evaluation of NDA Reports

This submission responds to our letters of May 12 and July 8, 1981. It
contains a revised protocol for the clinical studies, corrected labels, and
+he results of the compatibitity and stability studies. | delayed writing up
my review because | wanted to discuss the methods and results with the
chemist, but since we should respond within 60 days on these vitamins, | witl
not wait any longer.

|. Protocol for the clinical studies that will be conducted on the vitamins
after approval.

12 subjects at least 18 years of age and requiring TPN are to be studied.

Four are to have a right colectomy due to Ca of the colon, 4 Crohn's disease
which is *o be treated with in-patient TPN and 4 with Crohn's disease to be
treated with out-patient TPN. Vitamins will be determined in whole blood,
plasma or serum at baseline, after 1 day and after 5, 10 and 15 weeks of
therapy and at unspecified intervals up to 24 weeks if patients remain on TPN
for that long. Blood samples are to be drawn after termination of a bottie of
TPN and for those out-patients who receive their TPN at night they will be
drawn in the morning.

The time of drawing blood samples is in response to our request to know that
vitamins are not to be drawn while they are being infused. It seems o me
that they should be drawn as long a time after infusion as possible within a
24 hr period. That would mean that if vitamins are added to only one bottie a
day or if infusions are given during one 8 hr period (night for out-patients)
blood sampies should be drawn before the start of the next infusion containing
vitamins.

| do not know why the protocol is so restrictive about the number of patients

of a given category that will be studied, but the total number of subjects is
very small and perhaps this is an attempt to obtain patients with a fair
chance of being on TPN for 4 months. 12 will probably be an adequate number

if they are on treatment for 4 months and if serum values are within normal
range in aimost all of them at aimost all of the sampiing times. Since a
number of companies are doing studies with +he same formulation | would be
inclined to accept this number of patients. |t is possibie that the
differences in stability and compatibility resutt in delivery of stightiy
different amounts of the vitamins from the different preparations, but | think
t+hat our separate studies of these parameters combined with a small clinicat
trial should give us adequate information.

The age range should not be restricted to patients over 18 since the vitamin
preparation is for anyone 11 years or more of age.

1. Labeling.

The submitted tabels at least agree with the package insert as to the contents
of +he two vials. The problem which was recognized for MV| of consumers using
one of +he *wo vials and thinking they had added a complete vitamin

F“. Fate o

’)EJ 3 L ?88‘]’
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formulation could occur with *his product. USV is being asked to put on the
carton that both vials are to be used for one dose. Other changes suggested
in the letter which is now circutating and which retate to making their
labeling compatible with the new format for f(abeling should also be made in
the fabeling for this product. This includes statements on carcinogenesis,
pregnancy, nursing mothers, pediatric use and overdosage.

111.Stability and Compatibility.

The results of the dexpanthenol microbiological assay were not satisfactory
due *o carmelization of the dextrose solutions, and the vitamin D assays were
not completed so the compatibility assays are incomplete.

| thought that we discussed with them the unacceptability of addition of extra
vitamin to the solutions so that the amounts contained would be easier to
assay, but there are still amounts of vitamin in excess of the stated overages
added in the 0 time assay for vitamins A, C, By, By, Bg, folic acid,

By2 and biotin in at least one of the three solutions. These amounts all
exceed added vitamin amounts by more than 10§ and could be within the limits
of variability of the methods only if variation of more than 10% is expected.
This is one of the things | hoped to discuss with Mr. Alford.

| also do not know whether the overages have been changed since the stability
studies were done, because the values found initially in the stability study
were often lower than the values found after 3 months. The following chart
uses the lowest value (in percent of {abel claim) whether it was initial or 3
months (S-low). |t also shows the amount added with overages (Add-over). The
third column is the low observed in any of the three solutions within 24 hours
after adding the vitamins to large volume parenteral solutions (C-low) The
fourth column is the calculated ¢ of Add-over (C-iow/Add-over) and the fifth
is this 4 times S-low to get the amount that would be teft if the amount added
were the lowest amount left after storage instead of the new solution with the
overages intact. All values are in percent of label claim.

Vitamin Add-over S-low C-low 4 of Add-over Remaining
A T i 60
D

E 80
C 27
By 93
B2 100
Bgs 80
Niacinamide 88
Pantothenic acid

Folic acid 66
B2 ‘ 70
Biotin 82

Only 3 vitamins remain at 90% or better of label claim and one of these was
added to 150% initially. Vitamins A and By are below the acceptabie limits
even though they are initially 150 and 200% of label claim if the overages are
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indeed what is stated. |f less was present at the outset then the S-iow
values should be higher and a few more of the vitamins might meet the

acceptable range.

Recommendation and Draft of Letter:

t. With regard to the protocol for ciinical studies submitted as Exhibit | we
make the following suggestions:

a.

It would be preferable to draw blood sampies within the 24 hour
period as long as possible after the infusion of the last dose. This
would mean that if the in-patients had all of *the day's dose of
vitamins added to one bottie each day the sample would be drawn just
before beginning the infusion of that bottie which contains the day's
supply of vitamins. For the out-patients the sample would be drawn
as late in the day as practicable.

Atso, the protoco! should not [imit subjects to those more than 18
years of age since subjects as young as 11 might receive this
formutation.

2. With regard to the labeling that was submitted as Exhibit 2 we make the
following recommendations to make the labeling conform to the new labeling
format:

a.

Under PRECAUTIONS, add a subsection CARCINOGENESIS, with a statement
that studies on carcinogenesis have not been performed.

Also, under PRECAUTIONS, add subsections PREGNANCY and NURSING
MOTHERS. These sections shouid contain statements that vitamin
requirements for pregnant and lactating women may exceed +hose/ﬁof
non-pregnant and non-iactating women, and that the Recommended
Dietary Allowance for those conditions should be met.

Also, under PRECAUTIONS, add a subsection PEDIATRIC USE. The AMA
formutation is recommended for children 11 years or oider. |t is not
appropriate for younger children and infants mostiy because it has
less Vitamin D than the pediatric recommendation. |+ would be
satisfactory to say that safety and effectiveness in children below
the age of 11 have not been established.

Before the DOSAGE and ADMINISTRATION section, add a section OVERDOSE,
which should contain a statement concerning the possibility of

hypervitaminosis A or D.

The label and carton should have a statement that both vials are to
be used for a single dose."

3. With regard to the Stability and Compatibiiity studies we request
clarification of the following:

a.

Were *the overages that are stated in Exhibit 5 of the submission
present in the vitamins used for the stability studies in Exhibi+ 7?



-

I'f they were, initial losses of many of the vitamins are very high.
| f they were not, what amounts of the vitamins were present?

b. Were these overages and no more present in the vitamins added to the
TPN sotutions for the compatibility studies in Exhibit 4? |f so, how
is it possible to have so much more of the vitamins found at the
various time intervals up to 24 hours later?

c. For the formulation to be acceptable, it is necessary that total
tosses in shelf life and on addition to TPN solutions and storage for

at least 6 hours not result in vitamin levels that are less than 90%
of label claim. Only vitamins By, By and niacinamide appear to

meet this criteria.
/87

"Gloria Troendle

cc:0rig NDA

HFD-130

HFD-130/GTroendle

HFD-180
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NDA 18-439 Ascot Hospital Pharmaceuticals
MVC-Plus Submission dated 5-19-81
Parenteral Multivitamins Reviewed 5-22-81

Medical Officer's Review of NDA Protocol

This letter says that the company wants verbal permission to start the
compatibility study. The protocol calls for studying the compatibility of
MVC-Plus after mixing with Travesol 5.5% amino acids/electrolytes + HS03 in
plastic and Aminosyn 7% amino acids/electrolytes + HS03 in glass. Each will
be mixed with 50% dextrose/saline before addition of the MVC-Plus. Solutions
will be sampled immediately and after 6 and 12 hrs storage at 59C. At 16 hr
a portion of the remaining solution is removed from the refrigerator and
stored at room temperature for 8 hr and sampled then. The remaining solution
is removed from the refrigerator at 40 hr and stored at room temperature for 8
hr and the final sample taken at that time. A1l storage at room temperature
is in light and all storage at 50C is in dark. The bisulfite (HSO3) will

be assayed from the solution at the beginning of the study. This protocol
appears to be satisfactory to me.

Recommendation: Review by the chemist, and if satisfactory, Dr. Simon should
be called and told that the protocol is acceptable.

/S/

Gloria Troendle
cc:0rig NDA
HFD-130
HFD-130/GTroendle
HFD-180

RFST POSSIBLE COPY

APPEARS THIS WAY
ON ORIGINAL
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NDA 18-439 Ascot Hospital Pharmaceuticals, INC.
MVC Plus Submission dated 3-27-81
Adult Multivitamins Parenteral Reviewed 4-9-81

Medical Officer's Review and Evaluation of NDA Resubmission

The letter with this submission says that our questions are answered and
MVC PTus should now be conditionally approved in accordance with the
Federal Register Notice. This submission raises considerably more
questions than it answers. We cannot be sure just what is going into the
Ascot multivitamins since this disagrees with the previous submission and
with what representatives of the company told us at a recent meeting.

Tab number 5 is for labeling. The package insert does not agree with the
vial label about the contents of the vial, in that the package insert
says that butylated hydroxyanisole is 0.005% and the vial label says it
js 0.0005%, and the package insert says polysorbate 20 is 0.028% while
the vial label says it is 0.28%. Neither of these agrees with the
previous statement of composition, submission of 1-7-80, tab 8, pg 00202,
which does not include any polysorbate 80 and says that polysorbate
20(tween 20) is 1.6%, that butylated hydroxytoluene is 0.006% and BHA is
0.0015%. This labeling agrees between vial and package insert that
polysorbate 80 is 1.6% and BHT is 0.002%. Also the package insert lists
all 12 vitamins for vial A and 3 of the same vitamins also in vial B.
This would give 200% of the 3 vitamins, biotin, B12, and Folic acid.

At a recent meeting the company representatives said that their product
is an exact copy of one of the approved preparations. The preparation
most nearly resembling this one is MVI and amounts of these ingredients
are different as well as amounts of the actual vitamins added. This
company has made only minimal overage additions of vitamins, while USV
has larger overages for most vitamins and above the 125% stated in the
Federal Register for some. All of this is disturbing as the
inconsistencies leave us unsure just what the company is doing. But we
know they are marketing this product without approval. The labeling is
generally a copy of the MVI labeling and is acceptable except for the
statement of contents.

Previous submissions said there would be a Pediatric Formulation. This
says they will not market any pediatric prepakation.

A stability study protocol. was submitted previously, but no stability
study results.

At the recent meeting they requested to be allowed to use the
compatibility studies done by the other company (presumably USV) whose
product they claimed to have an exact copy of. They said they are too
small to be expected to do such studies. They were told that this was
not possible and they would have to have at least some of them completed
before the product would be approvable.
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Results are submitted of a preliminary compatibility study using 5.5%
Travasol Injection with Electrolytes mixed with 50% Dextrose Injection,
to which 5cc of vial A and 5cc of vial B. Samplies taken at 0, 6, 12, and
24 hours storage at room temperature were analysed for the 12 vitamins.
It appears that a 50% excess of ascorbic acid and riboflavin and a 35%
excess of thiamine were added "for assay purposes only"., Conditions of
light during storage are not mentioned. The results reported are that D
and Dexpanthenol were too Tow for valid assay. A1l others are above 100%
of claimed value at 6 and 12 hr except Byp. It was 78% at 0, 73% at 6,
92% at 12 and 56% at 24 hrs. Ascorbic acid to which 50% excess was added
was 145% at 24 hr, riboflavin was 141%, and thiamine was 132%. At 24 hr
A was 84% and E 92%. These results are not acceptable.

We asked for a more detailed protocol and got the information that 18
patients are to be used who are on TPN for at least 2 of the diseases
suggested by the AMA report. They are to be studied 5 or 16 weeks, and
samples are to be collected weekly. It is confusing that the "Period of
measurement" section only mentions 5 weeks. I specifically asked
previously for information on the time of drawing blood samples relative
to the dosing. This request was apparently not understood.

Comments: The most disturbing thing about this submission is the feeling
that the company does not know what they are doing. I believe they are
trying to copy a formulation that is approved, but I do not trust them to
do it well. We must have clarification on the first points. I presume
that the Chemist will comment on the discrepancies, the lack of stability
studies, and the rest of the submission, which is primarily controls
information. We should request further compatibility studies with
different assays so that they can assay all of the vitamins. I imagine
they will run into difficulty assaying the vitamins in blood samples
also. I presume the Chemist will also comment on this.

"EST POSSIBLE CCPY
/S/

Gloria Troendle
cc:0rig NDA
HFD-130
HFD-130/GTroendle
HF D-180
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WDA 18-436G Ascot Hospital Pharmaceuticals, Inc.
Multi Vitamin Concentrate for infusion, Adulft Submission dated 9-23-&C
Parenteral multivitamins Children Received by MU {2-16-80

Reviewed |2-22-80

Medical Officer's Review and Evaluation of NDA Amendment MUR %2

This is a letter responding to our letter of 3-26-80. Most of the responses
are to the chemistry requests. Three responses are to medical comments.

|. Labeling is submitted. The separate vial contents for Vial A, adulft,
vial B, adult, vial A, Pediatric, and vial b5, pediatric are listed and then
the rest of the insert seems to be a common one for adult and childrens use.
The copies should be separated and the adult insert should say that it does
not contain vitamin K and it may be necessary to give this separately.
Warnings should include that pyridoxine can decrease the efficacy of levodopa
in the treatment of parkinsonism, and some information on the toxicity of vitamin
A and vitamin D should appear under adverse reactions.

2. They were asked to perform compatibility studies but they say that to
request this is onerous and unreasonable. They say that we must ask LVF manu-
facturers to do this. They should be fold that such tests were required of
LVP manufacturers before approvai of their solutions in plastic, but any new
manufacturer of LVP or SVP is expected to do the studies.

3. They say that they will test the formulation in children as requested.
They submitted general plans for studies. Before approval it will be necessary
to have more detailed protocols approved.

Draft of Letter to Sponsor: 1. The labeling as submitted is not satisfactory.
Separate drafts for adult and pediatric preparations should be submitted. These
drafts shouid inciude a warning that pyridoxine can .decrease the efficacy of
levodopa in the treatment of parkinsonism, and information on the foxicity of
vitamins A and D. The adult insert should say that vitamin K is not included

in the formulation and supplements of vitamin K may be needed.

The ingredients listed for the pediatric formulation for vial A give an incorrect
amount of dexpanthenol. The AMA recommendation was 5 mg, not 50 mg.

The word refrigerator is misspelled on the last page of the draft insert.

2. The compatibility studies as requested in our letter of 26 March 1980
must be completed before the application can be approved. Studies done by
large volume parenteral manufacturers were required prior to ftheir marketing
of their products in plastic containers. They are not required to test
every new product that comes onto the market for addition to their solutions.

3. A more detailed protocol for clinical studies should be submitted by the
time the compatibility studies are completed. This protocol should include
such details as the administration of the drug and time of drawing blood for
the vitamin determinations, and an estimate of the number of subjects that
wilt be studied short term and !ong term.

cc: Orig. NuA | /S/ \Q\qm 2 18/ DEC 2 11089

HFD-180 HFD-130 ’

HFD-130/G.Troendle/12-30-80 Gloria Troendle
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HOA1B-430 iscot Fosnital Fnarmaceutice!:s,
“tultivitamin Concentrate Submission dated|-7-87

rcult and Pediatric Parenteral wltivitamins Reviewed 2-7-50

H

“edical Cfficeris meview anc tvaluation of (ricinal T/

i. Teneral Information

a. 'lame of druc: ultivitamin Concentfrate

«_ mault and pediatric parenteral multivitariins for intravenous use.

c. Pronosed indication: In Emeraency Feedinas: Surqery, exftensive vurns,
fractures and other trauma, severe infectious diseases, coriatose states,
eTc. may provoke a stress' situation with nrofound alterations in The

odv's metabolic demands and conseauent tissue denletion of nufrients.
W: a result, wound healing may be impaired, enzyme activity disturbed,
hematonoietic tissues affected; hvpoproteinemia and edema mav appear;
convalescence is thus prolonced.

¢. The total dose will be contained in 2 vials containing 5 ml each and
intended for infusion after diltution into a large volume parenterai (e.c.

RIS I
“anufacturinc Lontrols: Sec Chemistry Peview. ” profocol is submitted for
stanility studies includine assay methods. Stability witl be festec at 570

and at room ftemperature.

Prarmacolony: See Fharmacoloay “eview.

I

~linica! Rackcround. This submission is in response To the Tederal <eaisTer
notice of 12 Julv, 1272, The vitamin oreparations currently marketdoy this
irm will have to he removed from the market because they are similar to
vitamins found to be not effective by the GESI review panel. femoval need
not be until after aprnroval of effective vitamin formulations as lonc as
this suhmission is active in securinc annroval for a formulation that meets
the 2R nuidelines.

~linical Studies. An outline is submitted for clinical studies to insure
that the proposed formulation supnlies the reauirements of each of the vitamins
v|+kouT causinc excessive tissue concentrations of any sinale vitamin.
Subjects are to be for the adult formulation and neonates tTo
17 for the pediatric formulation, anc fo suffer from maladsorption, bowel
obstruction, hvpermetabolic states, renal failure, hepatic failure or cancer.
Ffticacy is to be maintenance of Llood and urine cencentrations within normal
limits in at least 90 of patients in a majority of disease states They
nronose serum or whole blood analyses on all of the vitamins, but offer
the alternate of doina urine for niacin and pantothenic acid. “easurements
for the lona-term studies are to be every 3 weeks.

The submission says, 'nce quidelines are issued and finalized for this testing,
every effort will b@ made to perform these studies in collaboration with other
manufacturers, as recommended in fh@ Federal Register.' (p. 142) Also in
speaking of investinators, it says, "This will be provided at such time that
final cuidelines for accentable clinical studies are published in the Federal

“fenister.” (p.237)
FEB 111080
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Labelinc Peview. llo laheline is subnmitted.
Conclusions.

The indication does not mention total parenteral nutrition, which may be civen
for the conditions described, tut mavy also be used in newborns for nrematurity,
or other conditions not mentionec. TPii shouid be mentionsd.

ilo mention is made of doinc compatibility studies with TPl solutions. This
should be done with storace up to 48 hours unless vitamin losses arc such that
further storaae is not warranted. It should be done under conditions of licht
and dark unfess licht storaane does not result in excessive losses. |1 should
e done in solutions of 59 dextrose in normal saline and in two aminc acid
solutions with 527 dextrose.

Since the pediatric formulation is desianed to be used in children To the age
of 1l vears, the aaes suqcested for testing this formulation are not approoriate
and the pcdiatric formulation should be tested in neonates to |l years.

Mo auidelines are to be putlished for the clinical studies to be done on these
formulations and the sponsor must be so informed.

“ecommendation: The above conclusione should be sent to the sponsor.

APPEARS THIS War /S/
ON ORiGINAL Gloria Troendle

-

Hote: In the list of inaredients on pc. 164 section € vitamin £ is not included,
Lut since 17 is included in the list on pal€7 section 7 it apnears that it

will be in the formulation. //5;/,

cc: Orig. NDA
HFD-180
HFD-130
HFD-130/GTroendle/rch/2/8/80
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CHEMISTRY REVIEW(S)



AL

Division 6f MCTABOLIC AYND ENDOCRINE |
Drug brodizis (l[FD.—]30)
Ciwmniss'c Neview £7/

Pate Completed: June 29, 1982

NDA/IMDxt 18-439 -
ﬂPF/it—a"t/Sl)o'nsor .
Ascot Hospital Pharmaceuticals

8055 N. Ridgeway Avenue
Skokie, I11inois 60076

Product Names: MVCI

Proprietary:

lion-proprietery:

Dosage Form and Poute of Administraticn: Solution for IV infusion

Pharitacological Cateogory and/¢ér Principal Indicetion: Vitamin

Structural Formula and Chemical Kame:

Initial Submission:
Asendments:  June 18, 1982 and June 24, 1982

Supporting IMDs and DMFs:

Remarks? A

A review of the package insert included in the subject submission is
being done by medical officer.

‘Conclusions:

Manufacturing and controls are adequate pending receipt of information regarding
assays for Vitamin Dand Pantothenic acid, It is concluded that the application
can now be conditionally approved as perection 505(b)(3)(4)and(5) of the Act.

Recommendations: Conditional approval of NDA with medical disciplines concurrence.

““Jl ' -198'3v1'ewing Chcmist:k /S/ 7////1/



AL

2.

3.

B.1.

Remoarks?

ivu’ur: l'x’(?iin- < (1FD-130)
Chemiss's Review £ g

Pate Completed: April 28, 1982
NDA /2208 # 15_139
/{PF/munt/Slpanscr :

Ascot Hospital Pharmaceuticals
8055 N. Ridgeway Avenue .
Skokie, I1linois 60076

Product Nemes: MVCI

~ Proprietary:

lion-proprictery:

Dosage Form and Poute of Administration: Solution for IV infusion

Pharacological Category and/or Princisal Indicztion:Vitamin

Structuiral Formula and Chemical Kame:

Initial Submission:

fendments: April 6, 1982

Supporting IKDs and DiFs:
See MOR dated April 15, 1982

‘Conclusions:

~ Manufacturing and controls information is def1c1entMAKov%\§r, 1g1s

concluded that the application is approvable on a conditional basis.

DJKertesz/5/11/82 Reviowing Chemist: QOscar A]ford/d//§

/S



A,

. Division of METABOLIC Avp ENDOCRINE
. Drug broducie (1IFD-130)
Cheiniss'c Doview £5

Late Completed: October 22, 1981

HOAKKNDE #  18-439

Applicant/Soonsor: Ascot Hospital Pharmaceuticals
Skokie, IT1linois 60076 :

Product Names: MVCI

Proprietary:

Non-proprietary:

Uosage Form and Poute of Administration: Solution for Iy infusion

-
.

Phariacological Category and/or Principal Indication: Vitamin.

Structural Formula and Chemical Kama:

Initial Submission:

fiendments: August 20, 1981
Supportigg IKDs and DMFs:
Remarks: See our R/WF letters dated May 12, 1981 and Ju1y.8, 1981

‘Conclusions:

.

'Manufacturing and controls are Unsatisfactory. See deficiencies with regard

to "Formulation" in October 19, 1981 MOR with which I concur,

RcccmmendationS:Rev/W.F. letter should be sent to applicant listing deficiencies

and also communicated by phone. p

See addendum to Dr..-Troendle's part in ]0§§$§éw§nq Chemist: //SQ/,



DJKeresz/6/16/81

'D-130
1’'D-130/0EAT ford/6/5/81/sw/6/22/81

cc:
R/D init. by:
Wang NO.

. Division of METABOLIC AND ENDOCRINE
. - Drug broducis (1FD-130)
Chemist's Noview £4
. Cate Completed: gune 4, 1981
A1, NCAKKXD # 18,439

Applicant/Soonsor: Ascot Hospital Pharmaceuticals
PP Skokie, I11inois 60076

2, Product Wames: Multivitamin concentrate for infusion (MVCI)

Proprietary:

Hon~proprie§ary:

3. Dosage Foram and Route of Administration: Solution for IV infusion

4. Pharaacological Category and/or Prin

cipal Indication:
Vitamin -

.
o o

9. Structural Forrula and Chemical Rama

B.1. Initial Submission:
2. Amendments: May 21, 1981
3. Supporting IEDs and DMFs:

C. Remarks: See 5-22-81 medical review of subject submission.

D. ‘Conclusions:

3

Manufacturing and controls remein unsatisfactory as stated in chemist review #3.

/S/ zfé‘//?/

Reviewing Chemist: 0. E. A1ﬂgrd/6/5/81

E. Reccoimmendations:



LT v

HFD-130/0EAT ford/4/8/81/sw/127/81

R/D init. by:

/81

DJdKertesz/4,

Division of METAZOLIC A'n ENDOCRINE
Druc broducic (1iFD-130)
Cihomisi'e Noview £73

-

A, NOAMUNOK # 18-439

Applicant/Soonsor: Ascot Hospital Pharmaceuticals
Skokie, I1linois 60076

ate Cempleted: April 8, 1981

2. Product Names: Multivitamin concentrate for Infusion (MvCI)

Proprietary:

lon-preprictery:

3. Doszge Form and Poute of Administration: Solution for IV infusion

& Pharaacological Category and/or Principal Indication: Vitamin

5. Structural Formula and Chemical Name:

B.1. Initial Submission:
2. Amendments: March 27, 1981
3. Supporting 1HDs and DHFs:
C. Remarks: See our letter of March 2, 1981 requesting correction of specifié
. manufacturing and control deficiencies. Only the adult formulation will be
marketed, thus evaluation of the pediatric formulation is no Tonger necessary. _

D. ‘Conclusions:

Manufacturing and controls are un

satisfactory in that several deficiencies
still require cerrection :

/S/ :é%}/

/
Reviewing Chemist: 0. E. Af%ord

m

Recormendations:



cc:

Division of Metabolic and
Endocrine

Drug Products (HFD-130)
Chemist's Review #2

NDA 18-439
Applicant/Sponsor: Ascot Hospital Pharmaceuticals
Skokie, Illinois 60076
Procuct Names: Multivitamin Concentrate for Infusion (MVCI)
Dosage Form and Route of Administration: Solution for IV infusion

Pharmacological Category and/or Principal Indication: Vitamin

Amendments: 9/23/80

Supporting INDs and DMFs:

Remarks: A currently marketed product requiring minimal
manufacturing and controls data. See our letter of 3/26/80 itemizing
manufacturing and controls deficiencies.

Manufacturing ana controls are unsatisfactory. A R/WF letter to

issue. ,
Recommendations: -’
/S/
Reviewing Chemist:
4 -2/30/K/
Orig., NDA

HFD-130/0A1ford/tjs/2/4/81(8124R)
R/D init. by DJKertesz/2/2/81

APPEARS THIS WAY
ON ORIGINAL



Division Name: MEDP/HFD-130
Chemist's Review #]
Reviewing Chemist: O.E. Alford

NDA #18-439 Date Completed: February 28, 1980

A.

cC:

R.D.

1.

NDA #18-439

Applicant/Sponsor: Ascot Hospital Pharmaceuticals, Inc.
Attention: Mr. Irving C. Udell, President

2. Product Names: Multivitamin Concentrate for Infusion
(MVCI)
3. Dosage Form and Route of Administration:
Solution for IV infusion
4. Pharmacological Category and/or Principal Indication:
Vitamin
1. Initial Submission: January 7, 1980
2. Supporting INDs and DMFs:
Remarks: The FR notice of July 13, 1979 requires that an NDA
be submitted for this presently marketed product. Minimal
manufacturing and controls data are required.
Conclusions: Manufacturing and controls are
unsatisfactory. A R/WF letter to issue.
Recommendations:
3olse
0.E. A]foriz
Orig. NDA
HFD-102/Kumkumian
HFD-130

HFD-130/0EA1ford/2/28/80;rch/3/6/80(1583A)

init. by D.J.Kertesz 3/5/80

APPEARS THIS way
ON ORIGINAL



ENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER: 018439

PHARMACOLOGY REVIEW(S)



NDA 18-439 January 21, 1980
Multivitamin product MVC Ascot Hospital
Pharmaceuticals

Review and Evaluation of Pharmacology and Toxicology Data

The NDA is submitted in compliance with the Federal Register notice
of July 13, 1979 and October 19, 1979 for the marketed product MVC
containing a combination of water soluble and fat soluble vitamins.

No issues for Pharmacology at the present time.

IS/
APPEARS THIS WAY /s/
ON CGINAL

Victor Berliner, Ph.D.

cc: Orig. NDA
HFD-180
HFD-130
HFD-130/Pharmacology
HFD-130/VBerliner,1/21/80,rch,1/31/80

APPEARS THIS WAY
Bt "“'(:"NAL

1Ay 21 1080



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER: 018439

ADMINISTRATIVE DOCUMENTS



RECORD OF TELEPHONE CONVERSATON/MEETING

DATE

June 4., 1981

On June 1 and 3 I was called by Dr. Simon inquiring
as to our conclusions regarding their protocol for

"Compatibility" studies which is dated 5-19-81.

I told him that I would call and advise him upon
completion of my review. Thus the following call
was made:

NDA NUMBER

18-439

IND NUMBER

TELECON/MEETING

Dr. Simon was given the comments stated in
chemist review #4. I also told him that his
firm had the option of exercising the protocol
as submitted as far as intervals for determining
compatibility or adopt our recommendations
stated in comment #4 of the chemist review.

I expressed my concern regarding the "freezing
and thawing" of samples being used in the study.
I pointed out the possibility of deterioration
of the vitamins through the subject procedures.
Additionally I questioned the amount of overages
to compensate for this possible "partial vitamin
destruction". I was told that this would be
explained in their submission responding to our
5-12-81 R/WF letter.

APPEARS THIS WAY
ON ORIGINAL

INITIATED BY MADE
[J APPLICANT/ [J BY TELE-
SPONSOR PHONE
X FpAa [0 IN PERSON

PRODUCT NAME

MVCI

FIRM NAME

Ascot Hospital
Pharmaceuticals

NAME AND TITLE OF PERSON WiTH
WHOM CONVERSATION WAS HELD

Dr. Lionel N. Simon
(Vice President)

TELEPHONE NO.

SIGNATURE

7S] AR

Oscar E. Alford /675/81

DIVISION

FORM FD 2587 (7/77)

ORIGINAL IND/NDA




NDA 18-439 ) May 5, 1981

Multivitamin Concentrate for Infusion
Ascot Hospital Pharmaceuticals, Inc.

Minutes of Meeting with Sponsor:

PRESENT:

Representing Ascot: Mr. Irving Udell, President of Ascot
Dr. Lional Simon, Consultant in Regulatory Affairs
Mr. Harold Siegel, Requlatory Affiars
Dr. Muriel Loran, Physiologist, Vitamin Metabolism
Mr. Lelan Matson, Vice-President, Scientific

Associates, Chemical Analyst
Representing FDA: Dr. Solomon Sobel

Dr. Gueriguian
Dr. Troendle
Dr. Kertesz
Ms. Carter

Purpose of Meeting: FDA requested this meeting with the sponsor to discuss
the deficiencies of the resubmission of March 27, 1981.

Dr. Troendle discussed the deficiencies listed in her medical review and
Dr. Kertesz presented the chemistry deficiencies.

Concerning the discrepancies in the amounts of vitamins between the vial
label and the package insert, the firm responded that they have made these

corrections.

With regard to the sensitivity of the assays, the chemist representing the
firm explained that analysis was difficult for some of the vitamins and
addgitional amounts of the vitamins were added for assay purposes. Dr.
Troendle emphasized that stability and compatability study results must be
submitted.

The firm also pointed out that they do not have the technology for
assaying vitamin D and Dexpanthenol. They were given a reference, Dr.
Hector DelLuca, for methodology of vitamin D detection and Dr. Gueriguian
said he would obtain a reference for Dexpanthenol detection.

Dr. Loran discussed the clinical aspects and the problems of interpreting
the data when patients vary from disease states such as liver, kidney, and
pancreateic diseases to post surgery. It was suggested that the firm
submit protocols for clinical studies which, according to the Federal
Register Notice of July 13, 1979, can be carried out after the drug has
been conditionally approved.



Page 2

The firm agreed to clarify their corporate structure. In the original
app]1cat1on, the manufacture of the drug was to be performed by
However, in the March 27, 1981 resubmission,
Env1ronmenta1 Impact Analysis Reports were provwded for both
] with the explanation that
Ascot Injectables is a subsidiary of , who is an
alternate manufacturer of the product.

The firm inquired whether or not conditional approval of the drug would be
delayed until validation in FDA laboratories. They were told that there
is constant contact with the FDA laboratories and if all other conditions
are being satisfied, then there probably would not be a delay.

The firm representatives also explained that they are considering a
different type of packaging which would eliminate some of the manipulaticn
now required with vial A and vial B.

Conclusions: The firm intends to revise and submit plans for clinical
studies and would like to meet with FDA staff prior to embarking on these
studies.

A letter will be sent to the company listing all of the deficiencies which
have been discussed during this meeting.

Linda Carter
Consumer Safety Officer/HFD-130
cc:NDA
HFD-130
FDA Participants
HFD-130/LCarter
FT/em/5/20/81/0009A

APPEARS THIS WAY
ON ORIGINAL
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NDA 18-439 JUN 7 1982

Ascot Hospital Pharmaceuticals, Inc.
Attention: Mr. Irving Udell

8050 N. Lawndale Avenue

Skokie, I11inois 60076

Gent lemen:

Please refer to your new drug application dated January 7, 1980 submitted
pursuant to section 505(b) of the Federal Food, Drug, and Cosmetic Act and in
response to the July 13, 1979 Federal Register notice on conditions for
marketing parenteral multivitamin products, for the preparation Multivitamin
Concentrate for Infusion.

We also refer to your resubmission of April 6, 1982.

We have completed our review of this application as submitted with printed
1abeling; however, before it may receive conditional approval, the labeling
must be revised as follows:

a) The vial label is not legible. With other products, there has been
confusion about the contents of the vials, resulting in
administration of one vial only in the belief that a complete dose

was being given. The vial must state clearly and legibly that both
vials are to be used for one dose. In addition, the name and address
of your firm must be displayed in a conspicuous manner on the label.

b) The data on compatibility are acceptable, but require a revision of
the labeling under the "Dosage and Administration" section. The end
of the first sentence of the last paragraph should be changed from
*within 48 hours® to "within 24 hours".

Sincerely yours,

Solomon Sobel, M.D.
Director
"Division of Metabolism and

. Endocrine Drug Products, HFD-130
. Food and Drug Administration

cc: NDA Orig. —
HFD-130
HFD-130/KE11sworth/5/27/82;rch/5/28,6/1 /82(5665B)

R/D init. by REastep/5/27/:0EA1ford/6/1;DJIKertesz/6/2;GTroendle/6/2/82

REV/MAITING FIRM /S
| u/é(é’l



ce: deééfb.

NDA 18-439 Jaw 7 1938

Ascot Hospital Pharmaceuticals, irc,

Attention: Irving C. Udsll -
8050 N. Lawndale Avenue

Skokie, tilinols {0074

Gentieman:

please refer *o your new drug application dated Jaruary 7, 1380, submltted
pursuant to section 505(b) of the Federal Food, Drug, and Cosmetlc Act for fne
preparation Multivitemin Concentrate for infusion,

we acknowledge recelpt of your communicatlon dated January 12, 1482 requesting
withdrawal of your new drug app!ication for the preparation Multivitemin
Concentrate for Infusion.

tn comp!iance with your request and in accord witn section 314.7 of the
regulations under the Federal Food, Drug, and Cosmetic Act, the app! Ication
with respect to this preparation is regarded as withdrawn, This withdrawal
does not prejudice any future filing of the application. Further, this
withdrawa! will not sffect the status of your submission with regard To vne
requirements of the Federal Reglster Notice of July 13, 1579. You may request
that tha information in 1he applicalion you have wiindrawr b consldered in
connection with any resubmission,

Sinceraly yours,

Solomon Sobei, M.D.

Director

Division of Metabolism and
Endocrine Drug Products, HFD=130

Food and Drug Administration

NDA Orig.~"" /S/

HFD-615 ~ \w‘ ¢

HFD-130 !
HFD-130/REAstep/1/20/82 / S/ '
HFD-130/EJoneés/1/20/82;rch/1/26/82(3812B)

W1 THDRAWAL



" MOV 3 01981

NDA 18~439

Ascot Hospital Pharmaceuticals, Inc.
Attentiont Mr. irving Udel!|

8050 North Lawndale Avenue

Skokle, tilinols 60078

Dear Mr, Udell:

Please refer to your new drug app!ication deted January 7, 1980, submi tted
pursuant to section 505(d) of the Federal Food, Drug, and Cosmatic Act and In
response to the July 13, 1979 Federa! Register notice on conditions for
marketing parentera! multivitamin products, for the preparation Multivitemin
Concentrate for infusion,

We aiso refer +o your August 20, 1981 smendment In response to our |etters of
Msy 12 and July 8, 1981, We have completed our review of the application as
amended, but before conditionai approval mey be granted, the foliowing
protocol and iabelling deficiencles must be corrected and a revised protoco! as
wel! as revised labeiing must be submitted for our review:

1. With regard to the protocol for clinical studlies submitted as Exhibit
| we have the following recommandations:

8. |t would be preferable to draw blood sampies within the 24 hour
period as long as possible after the infusion of the last dose.
This would mean that if the In-patients had all of the day's
dose of vitamins added to one bottle each day the sample wouid
be drawn jJust before beginning the Infusion of that bottie which
contains the day's supply of vitamins, For the out~patients +the
sample would be drawn as late In the day es practicabie.

b. Also, the protoco! shou!d not Himit subjects to those over 18
ysars of age since subjects as young as 11 might receive this
formulation.,

2.  In order that the labeling be in accord with the "Content and Format
of Labeling for Humen Prescription Drugs® which was published in the

FPederal Register on June 26, 1979 and May 16, 1980 we recommend the
folliowing: ,

8. Under the DESCRIPTION section of the package Insert, in the
paragraph beginning *'Aquecus’ muitivitamin formuia,” insert
"with polysorbate 80" after the word “medium",

b.  Under PRECAUTIONS, add a subsection CARCINOGENESIS, with a
stetement that studlies on carcinogenesis have not been

performed.




3.

C.

d.’

Q.

f.

-2

%

Also, under PRECAUTIONS, add subsections PREGNANCY and NURS ING
MOTHERS. These sections should contaln statements that vitemin
requirements for pregnant and lactating women may exceed those
of non-pregnent and non-iectating women, and that the

‘Recommended Dletary Allowance for those conditlons should be met.

Also, under PRECAUTIONS, add @ subsecf!on'FEDlATRlC USE. The 3<
AMA formulation |s recommended for children 11 years or older,
it 1s not eppropriate for younger children and infants. It

- would be satisfactory to say that safety and effectivensss In

chiidren below the age of 11 have not been estab!ished.

Before the DOSAGE and ADMINISTRATION section, add a section
OVERDOSE, which should contein a statement concerning the
possiblilty of hypervitaminosis A or D.

The lade! and carton should have e statement that both vials are
to be used for s singlie dose.

Concerning the stabliity and compatiblilty studies we request
clarification of the foilowing:

b.

Ce.

Yere

It they were, initlasl losses of many of the vitamins
are very high. If they were not, what amounts of the vitamins
wers present?

Were these overages (and no more) present in the vitamins added
4o the TPN solutions for the compatibiiity studies In Exhibit
47 1f so, how Is 1t possible to have so much more of the
vitamins found at the varlous time intervals up to 24 hours

jater?

For the formuletion to be acceptebie, it Is necessary that total
losses In shalf |1fe and on addition to TPN solutions and
storage for at least 6 hours not result in vitamin levels that
are less than 90% of labei ciaim. Only vitemins By, B2 and
niacinamide sppear to mest this criterion.

APPEARS THIS WAY
ON ORIGINAL

e
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d.. For the compatibliity studies (Exhibit 4) please expiain why
some of the vitamin leveis in samples kept In the light at
239C are higher than in corresponding samples kept in the dark
at 59C. L

Your cooperation will! be spprecisted.

Sincerely youz;,

Lol IS s

Solomon Sobel, M.D.

Director

Division of Metabollism and
Endocrine Drug Products, HFD-130

Food and Drug Administration

cc: ’
NDA Orig.'/

HFD-130
HFD-130/LCarter/11/13,24/81;rch/11/10,18,24,81(27208)

R/D init. by REAstep/11/10/81;0Alford/11/13,20/81;GTroendle/11/18,24/81;
DJKertesz/11/18,24/81;JGueriguian/11/24/81

S/ /S/ U




NDA 16-&Xc JUL 8 1981

Ascot Hospltal Phermeceuticals, Inc.
Attention: Mr. irving Ucdel |

€650 MNorth Lawncele Avenue

Skoklie, {liinols 60076

Dear Mr, Ucdeill:

Plezse refer tc your new crug epplication catec canuery 7, 1980 submltiec
pursuant to section 505(b) of the Fecera} Fooc, Drug, and Cosmetic Act anc in
respcnse tc the July 12, 1676 Fecersl Recister nctice on concitione for

market!ing pearenteral multivitamin procucts, for the preparation Muitivitemin
Concentreste for Infusion.

We eiso refer to your comrunicstion of Mey 1¢, 1S€1. Your proposec proteccc!
for cetermining compatibllity has been evaluatec anc we have the following
comments &nc¢ requects:

1.

2.

The protocol Is erronecusly entitlec “Bloavellability Stuoy" inctesc
ot "Compatibility Stucy®.

Sciution "C* in the proposed protocol shculc be compesec of 50%
Dextrose/water anc the respective ratio shoulc¢ be specitfiec.

We recommenc thet 211 menufacturers of perenterel multivitemin
preparations perform competibility stucles using three clfferent
containers, nemely glass, polyvinyl chlorice anc pciyoiefin. The
suppller(s) as well es specifications of each of the three contsiner
meterlials mist be provlcec.

At the end of the compatibillty experiments, anaiyses must be
pertormec on samples of the Infusion mixture for the cetermingtion cof

It Is understooc¢ from the ciscussion by telephone on June 4, 1961 between your
representetive Dr. Lionel N. Simon anc Mr. Cscer E. Alforc of This
Administretion thst you mey In the future choose to alternatively perform
compatibility ceterminations eccorcing to our recommencetlcn tc other
menufacturers of multivitamin preperations. The sub ject recommencetion states
that competibllity be ceterminec et the following Interveis: (1) Initial; (2}
€ hours; end (2) 24 hours uncer the tfollowing storage conditions: (1) rocm
temperature exposec to light; (Z) room tempereture in cerkness; (3)
refrigeration In darkness; anc (4) refrigeretion exposec to |ight.




/S/

9/

Acdltioneily it is understooc that e response trom you regercing the requests
of our May 12, 1661 letter will be forthcoming enc will Inciuce & cescription
of the "Freezing" enc "Thawing® procecures referencec In your “Compatibillty®
protccol as well 2s overspe emounts where applicebie thet will appesr In the
formuletion,

Your cooperation will be apprecletec.

SIncet::!y yours,
/5/ 7-¢- ;7

SQ‘O“DH SOb‘" M-Do
Director
Division of Metabo!lsm anc
Endocrine Drug Procucts, HFD-13(
Fooc anc Drug Acrinistration
cc:
NDA Orig. «"
HFD-130 Q fhis.
- . /2 7040y
HFD-130/LCarter ;rch/€/29,7/2/81(071 IB)/Q /7 M/K/

b/) R/D init. by REastep/6/24/81; OAIford/é/Zf/bel/ /S/

DJKertesz/6/3C/&1

. ertesz/6/ %‘%’/ ' /}
- : ’//8’/
/S/

R/WF



MAY 121999

NDA 18-439

Ascot Hospital Pharmaceuticals, Inc.
Attention: Mr. Irving Udell

8050 North Lawndale Avenue

Skokie, Illinois 60076

Dear Mr. Udell:

Please refer to your new drug application dated January 7, 1980, submitted
pursuant to section 505(b) of the Federal Food, Drug, and Cosmetic Act and in
response to the July 13, 1979 Federal Register notice on conditions for
marketing parenteral multivitamin products, for the preparation Multivitamin
Concentrate for Infusion.

We also refer to your resubmissions of September 23, 1980 and March 27, 1981,
and to the May 5, 1981 conference between your firm and FDA staff. As a
follow—up to the conference, we are listing our requests which were discussed
at that meeting.

From the medical standpoint we have the following comments and requests:

i. With regard to the proposed protocol for clinical studies, it is not
necessary that all of the vitamins be assayed weekly. Assay at 5
wveeks, 10 weeks, 15 weeks and at terminiation of TPN would suffice.
On the other hand, 16 weeke is not quite 4 months and it would be
preferable to continue the study if TPN is to continue.

2, Also regarding the proposed clinical protocol, the request for
information on the time of drawing blood was made in order to
determine the relationship of sempling to administration of the
vitamins; samples should not be taken during the infusion of MVC Plus.

3. Between the vial label, the package insert, and the submission of
1-7-80, there are a number of discrepancies in the statements of the
contents of the preparation. These discrepancies should be
clarified. Those substances for which there are discrepancies are:

e

/

Substance y vial label pkg insert  subm.of 1-7-80
polysorbate 80

polysorbate 20

butylated hydroxyanisole

butylated hydroxytoluene
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The vitamins listed on the package insert include vitamin By2,
folic acid and biotin in both vial A and vial B, but vial labels do
not. If they are included in both vials the total amount of these
vitamins in the recommended 5cc from each vial is double what is
recommended by the AMA. .

The compatibility studies must be done with assays sufficiently
sengitive to detect the vitamins after dilution in large volume
parenteral solutions. It is not satisfactory to edd additional
vitamin for purposes of assay or to report that the vitamins are too
low for valid assay.

Perhaps, if an assay is not sufficiently sensitive to detect a
vitamin after dilution in large volume parenteral solutions, it will
not be sufficiently sensitive for valid assay in body fluids. This
should be considered in selecting asssays for the clinical protocol.

The completed compatibility study indicates that vitamin Bys falls
below 930% of label claim after very brief storage at room
temperature. It may be that refrigeration will result in adequate
preservation of vitamin Bjy levels.

It is necessary to ensure that adequate vitamin is present after
storage for the length of time for which the expiration date
provides, and after subsequent addition to large volume parenteral
solutiors. Both stability studies and compatibility studies must be
completed before this determination can be made. It may be necessary
te increase the amount of overage on some of the vitamins if present
amounts do not provide sufficient vitamin for the losses during
storage both before and after addition to large volume parenteral
solutions.,

Compatibility studies in 2 amino acid solutione mixed with 50%
dextrose, as is done for administration in total parenteral
nutrition, and in 5% dextrose in normal saline must be satisfactorily
completed before this product can be conditionally approved. As
previously stated the compatibility studies should be done under
conditions of light and dark, refrigeration and room temperature, and
in plastic and glass contsiners. Determination of the appropriate
plasticizer should be made on solutions in plastic containers.

With regard to chemistry, the following additional information is necessi}y:

Clarification must be made as to which of the two assay procedures
submitted for vitamin E and dexpanthenol will be used (section 2 of
the subject submission).
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If the vitamin E assey method practiced by

is selected, full details must be proviced
regarding preparation of the standard, cglculations, and results.
Analytical laboratory reports must be submitted as well. The entire
vitamin E assay procedure must be clearly described in step-wise
fashion so that duplication by our lsboratory personnel csn be
performed without having to request additional explanations and /or
data.

Originel labeling copies rather than photocopies must he submitted.
Samples as required by part 9 of FD Form 356 H must be submitted.

Validation in our laboratories of the asssy procedure for some of the
vitamins may be necessary.

In your original application, the manufacture of the drug was to be
performed by However, in your
resubmission of March 27, 1981, you provided an Envirommental Impact
Analysis Report . _ ,

with the explanation that Ascot Injectahles is a
subsidiary of i who is an alternate manufacturer
of the product. Please clerify your co: rporate organization.

Your cooperation will be appreciated.

Sincerely yours,

/8751 [4)

Solomon Sobel, M.D.

Director

Division ot Metabolism and
Endocrine Drug Products, HFD-130

Food and Drug Administration

cc: NDA Orig.”

HFD-130 /S/
HFD-130/LCarter;rch/5/7,11/81(98294) .

R/D init. by REastep/5/5/81; GTroendle/5/8/81

Revised by DJKertesz/5/8/81

Rwf*
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Accet Heepitel Phermeceuticais, Inc.
Attention: Mr. Irving C. Udell
ECEG M. Lawncele Evenue

Skekie, 1llincic 60076

Gerntlemer:

Pilegse 7101l tr vouwr new crug aepplicet:cr ¢ tec Janusry 7, 1980,
submittec pursuant tc section 505(b) of the Feceral Fooc Drug, arc
genetic kot gne in resperse to the Sulv 12, 1S7@ Feoera; Recister nctice
en conditicns for marketing parentersl multivitemin procucts, for the
preparaticr Muitivitemin Concentratc for Intucicn.

We also refer to your resubmission of September 2%, 1980.

The reretecturing erc cortrole recuiiercrte of the notice sppeering o
the Fetersl Regzster heve not been fulfllleo anc we request that this be
core premptly.  In thie regerc Steme 2, &, &, 15, -m 17 ¢f cur Jelter
cstec Merch %€, 1980 have not been compliec with, We have the follewire
sorrtiome ) comrenls erc/or regueste:

The statement of composition must be further revisec to state
the proper cesicrnztion enc/or crece 11 the drcrecient
"Riboflavin-& '-Scdium Phosrhate'. Tt is incerrectly statec to
pe LEP.

j—
.

2. It is strter thet “Witerin-kE" I¢ ererver ercorerng te the "ROACH

methou ena "Dexpanthencl" sccorcing tc the o

Copere 2XE. The suhlect e thoos cc
nct state the respective specificsticns., Concequently, they
mest be submiitec by you erectly ae eoherer to for the
manufacture of the crug procuct. The methoc referrec to for the
Liclericel eesey of M iotip" dc shown tr DE o€
'PIOtEiﬂ~ElOlOUlCP] Aoeguacy Test" which coes not mea asure the

ilemir,  Pnoott cdied nicloedeos] srcev et be subpottec.

%, We note thet reference is mace tc USEF XIX anc/cer N XTIV
Tecercing meny ©f the escry procecurcs.,  Your ettenticor e
cirectec to the fact that USP XX enc NF XV has been ofticiel
since Juiv i, %00,
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The scurce and campOCitlon of the clgsure sr
TeQUITRE.

4

€

.}

kctur) specimene of the corteirer lebele, when svelieile, ey
reauired rather than typewritten cepies. ACc:tJunally, the
cortainer lebele shoulo be revisec to s“vﬁ‘th& unit of messure
follewing the emcunt for each incredient es Is cene in the
PECKEDF ANSeTT,

Volivetien [ cur Jebetex cc of the arelvticil meincs
subrittec, ss they epply to your procuct mey be requirec, Thie
alir applies to Viterin K, content of Viel B (Pecdriyicsl,

Ln environmentel impect anelysis report must be suomilted for
youl kdrufectun oy

meoicel stancpoint we hove the fellowing comments 2nc recueste:

Tow dekeling ce cubmitiec e vt seiictoctory.  Separete (Teits
for acult anc peﬁiatric prepsretions shoulc be subrittec. These

crofte chepdc yrddure @ wosning thet pyricexive cen ancieese tie
efficscy of levecopa in the trestmert of pdfflﬁSDFJ‘W 1h€h
ctovi cieg drchiee arteraotior on e torieity o viiens ¢

anc . The acult insert cheoulc stete that vi tbnin K is nrt
ircioi e o e formletion arc theretfrve supplercele o1 L moy
ne neece,

The correeltion vy e peodc(riv frvhuoEnien dod Vigd ol odnxeie
an ircorrect amcunt of cexpenthencl. The Flf recommencation was
c ome., oot SO ome,

.
)

Tre wore sotricerster S pdcepeliler on the Iret pere of the

creft incsert.

t

The compiiocSioty stLeies @€ et cter G0 oo seiter ot berch
1980 pust re complietec befoie the Enpl‘ceticr cen be

v, SHLgTos LOrE Dy 30106 vl TertErel peprtioto e
mrfe requirec prieor to the mes rketing of fbcvl 834 cfuct in
peeeiie o copte rere.  They gre et yernreo too leel sweny rew

rrocuct that cores onto the rerket tor sccition to ibedr

G turie

Y

- RPPEARS THIS WAY
, ON ORIGINAL
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A more cetailec proteocol for clinical studies should be
cupmittec by the time the competibiliity stucies are completec,
Tnis protocol shoulc incluce such cetailes as the scministration

~of the crig enc time of Crewing bleec for the vitemiv
determinetions, sncd an estimate of the number of subjects that
wolle be stuelec short-term snd long=-term,

Your ccoperaetion will be apprecistec.

Sircerely youre,

/8714

Solomon Sobel, M.O.

Director

Division of Metebolism anc
-Encocrine Druc Procucts, HFD-13C

Foeor enc Drue fonsnistretion

CcC.
NDA Orig.e”

HFD-130 / S /'2/"’ "

HFD-130/LCarter;Tch/2/27/8

R/D init. by REastep/2/24/81;0R1ford/2/24/81;
DJKertesz/Q/Zé/Bl;GTroendle/?/27/81://S;//

RwF
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MDA 18-439 MAR 26 1980

Ascot Hospital Pharmaceuticals, Inc.
Attn: Irving C. Udell

8050 R. Lawndale Avenue

Skokie, I1linois 60076

Gentlemen:

Please refer to your new drug application dated January 7, 1980,
submitted pursuant to section 505(b) of the Federal Food, Drug, and
Cosmetic Act and in response to the July 13, 1979 Federal Register
notice on conditions for marketing parenteral multivitamin products,
for the preparation Multivitamin Concentrate for Infusion.

We have completed our review of this application. However, hefore we
are able to reach a final conclusion, the following additional
information pertaining to the proposed formulations, in the form of an
amendmient adequately organized in accordance with FD Form 35GH, is
necessary:

1. A revised list of articles used as components of the drug to
include the component “Vitamin E (alpha tocopherol)}* and to
exclude the U.S.P. designation for the ingredient "Biotin" as
there is no U.S.P. monograph for this ingredient,.

2. Tne statement of composition must be revised to state the
quantities of actual substances as regards thiamine, riboflavin,
vitamin Bg, dexpanthenol and niacinamide-used, equivalent to the
quantities of the corresponding vitamins recommended in the AMA
guidelines., Consistent with the statement of components the
U.S.P. designation for "Biotin" should he deleted in the
composition as well.

3. The grades or sources of those components not indicated as U.S.P.
should be given.

4, Samnling methods or plan used for each component not indicated as
U.S.P. should be given.

5. The methods of testing as well as the specifications for the
components whether or not included on pages 00119 through 00140
should be submitted, If the release assay procedures required
under 8(n) are those listed on pages 00205-00225, this should be
stated and all -acceptance specifications given unless these are
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includgd‘within the references on those pages.

If the , . ) is used for the
assay of the vitamins, resolution data for a typical lot of your
preparation should be submitted. The

Typical batch formulae including proposed overages should he
submitted.

The manufacturing instructions should be in more detail to include
quantities, volumes, temperatures, etc.

A detailed description of the container and closure.

An allowable numerical difference between the actual yield and the
theoretical vield of the vials should be stated.

Data regarding the labeling process, labeling inventory and
storage.

Sterility anc pyrogen testing must be described.

The methods of assay used for the antioxidants/preservatives in
the finished solution should be stated.

The stability protocol should be expanded to state light
conditions.

Studies of adsorption of formuiation components to ordinary
glassware and plastic containers used in IV administration should
be parformed.

Proposed lahels and labeling should be submitted.

~

Fulfillment of all sample requirements specifiad in item © of FD
Form 355H must be dons,

You must submit an epvirenmental dmpact analysis ropori.

From the medical labeling standpoint:

]‘

The indications should include total parenteral nutrition.
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Compatibility studies with TPN solutions should be done with
storage up to 24 hours unless vitamin losses prior to 24 hours are
such that further storage is not warranted. These studies should
be conducted under conditions of 1ight and dark unless light
storage does not result in excessive losses. Each formulation
should be studied for compatibility in a solution of 5% dextrose
in normal saline and in two different, commonly used preparations
of amino acids in 50% dextrose.

The pediatric formulation proposed by the AMA guidelines is
designed for use in children up to the age of 11 years. The ages
for testing these formulations should be adjusted accordingly.

For your information, no guidelines for doing clinical studies on
these formulations will be published.

Your prompt response will he appreciated.

s

Revised 3/24/80

R.D.

Sincerely yours,

IM/{D

So mﬁ? Sobel, M.D.

Director
Division of Metabolism and
e° Endocrine Drug Products
(3 JNé Bureau of Drugs
0r1g\ 3 k- AN

'HFD-130
HFD-130/GTroendle, 3/12/80. /“/
HFD-130/JGueriguian,3/13/°"
HFD-130/0A1ford, 3/12/80 _7/ /é
HFD-130/DKertesz,3/13/80 ~ %@
HFD-130/VBerliner,3/13/80
HFD-130/WIbrahim,3/11/80 %{}?/SO”st 3/17/80

. /i L 3/2 3,

init. by REastep 3/1178%/

REVIEWED/WAITING FIRM



