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HBA 8-627/S-002 | DEC 31 jgq

£ Pharmeceuticals Grewp
¥ilminglen, Delmare 12837

ATTEUTION: Hanelts ¥, Holstam
. Assistent Henager, frug Registration
Prug Beoulatory Affairs Depariment

Bear H3. Helstens

Zeforenso is pade 1o yeur sipplemental now drdg applicstion dated
Harch 30 1990, submitted pursusal %o section 508{b) of the Federsl
Feod, Drug, end Dosmetic Aot for the product BIPRIVAR {propsiell.
Reference iz also made to your smendosats dated Jely 11, Hevenber
ﬁég %m ?@, Eg; &ﬁé 353; 3%@*5 H

The supplensatal agplicatien provides rovised laboling with chasges
to the C{linical Pharmacelogy, Iedications and Usage,
tontraindicatons, Precautions, Adverse Besctiensn, and bosage amd
&ministration sections and waz sebnitted emder 21 £FR 318,78 {¢}
{21a{1) *Changes Being Effected™

e have completed the review of this supplementsl application, as
asendsd, and have oongluded thet adequate information has been
proceonted to dewomstrate that the drug s safe and effective for use
25 recommeded ia the drafi labeling dated Becesber 37, 1299 .
fecordingly, the application, with these labeling rovisiens, Is
agproved offective as of the date of this letter. Sheuld you bave
suy gtostions, please contact the endersigeed at (301) A43-3781.

Plosss sidmit 12 ceples of the FPL 8% spon e3 1% i3 availabie,
~Seven of the copies sbosld be iadividually counted o hesvy-weight
paper or sfadlar mterial., The sulmizeien ghould be desiganted for
aesminfstrative purposes as "FPL for appreved DA 10.827%, Approvel
of the subnission by FOA 15 not requived befors the labeling my be
seed, Should additional informatien relating fo the safely and
effeciivoness of this drug product becers aveiladble further rovizion
af the labeling may be required,

He remind you that yap must comply with the requirepents for an
gpproved HBA as sat forth under 21 CFR 214,80 and 37481,

sincerely yours,

Sharen A, Schmidt

K Project Hanagsr
Pilot Brug fvelnation 3taff, HFD-O0
fenter Tor Drug Bvalpaties & Sasesr
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
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MEDICAL REVIEW
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NDA 19-627 Date Completed: 19 December 1990

CLINICAL REVIEW & EVALUATION OF LABELING and BACKGROUND INFORMATION
PRODUCT: DIPRIVANR (propofol) Injection
SPONSOR: ICI Pharmaceuticals Group

DATE OF SUBMISSIONS: The two (2) submissions under review are both dated 13
December 1990.

CLINICAL SUMMARY:

The submissions under review continue the application to market 50 ml & 100 ml
single patient infusion kits of DIPRIVANR. A1l that remains is the
development of mutually agreeable labeling.

There are two microbiological studies for review. I have also been asked to
render an opinion as to the usage of DiprivanR by continuous infusion for
prolonged surgery; particularly, I have been asked to render_an opinion as to
the time after opening that is necessary for use of DiprivanR to be

pragmatic in long surgical procedures.

I. Microbiology Study I, "Evaluation of Aseptic Handling Procedures"

A study was undertaken in an operating room atmosphere. Under recommended
conditions, DiprivanR was withdrawn from vials into syringes. A total of
2,040 cultures were taken from the syringes at 4, 6, 8 & 12 hours after
withdrawal. The culture from one syringe was positive for staph. aureus at 6
hours; later cultures were taken from the same syringe 8 & 12 hours .and these
did not culture microrganisms. The culture from another syringe was positive
for a gram positive rod at 8 hours. The organism could not be identified
because there was no growth on subculture. A later culture was taken from the
same syringe at 12 hours and there was no growth of microrganisms.

This culture rate is thus 0.098% or 2 positive cultures out of 2,040. The
sponsor believes that this is within expected error range secondary to
laboratory background contamination. The subsequent negative cultures from
the same syringe (no growth) support their point of view. I have been ‘
reliably informed (H. Behrans, oral communication) that an HFD-160 Staff
Microbiologist agrees. ’

Therefore, clinically significant microbio]ogica]'contamination appears
unlikely during the first 12 hours after withdrawal of DiprivanR into a
syringe, provided that standard aseptic technique js maintained.
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II. Microbiology Study II, “"Microbiology Challenge Tests"

This study is in technical microbiological language, unfamiliar to me.
Therefore, definitive verification of the sponsor's conclusions will have to
come from some person, or persons, other than me.

DiprivanR was artificially contaminated with staph. aureus, candida

albicans, E. coli & acinetobacter anitratus. The first three were tested
based on adverse experience data; acinetobacter anitratus was selected because
the similar moraxella osloensis, a subject of reports, could not be obtained
in time.

The sponsor judges that there was no significant increase in viable count in
DiprivanR within 6 hours post contamination. "The conclusion from this
Timited study and from a literature search was that growth of micro-organisms
in 'Diprivan' or any liquid emulsion, following touch contamination levels of
inoculation, is unlikely to exceed a 1 logyg (10-fold) increase in viable
count within 6 hours unless the micro-organisms have previously adapted to
grow in the product."”

The sponsor's conclusion requires verification by someone versed in the
technical language unique for microbiology research.

III. DIPRIVANR for long surgical procedures.

DiprivanR was studied and found to be safe and effective if used along with
nitrous oxide-oxygen for maintenance of general anesthesia in short surgical
procedures, such as gynecological dilation & currettage. Based upon
pharmacokinetic data, not clinical studies, the drug was approved for longer
surgical procedures without restriction as to time. Although the elimination
half-1ife ranges from 300-700 minutes, DiprivanR has a high metabolic
clearance, exceeding estimates of hepatic blood flow. Thus, the plasma Tevel
is low despite significant storage during the slow phase in less well perfused
tissues. '

The sponsor now proposes, out of microbiological considerations, to limit use
to the first 8 hours after removal by syringe.
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The pharmacokinetic data made it appear reasonable to go beyond the time limit
of short surgical procedures, despite the fact that clinical data were lacking
for longer procedures. Pending microbiological verification, there still
appears to be no reason to restrict use during the first 6 hours after
opening. After 6 hours, it can be presumed that open surgical wounds are
contaminated, at best; it would be difficult to differentiate the cause of an
infection. DiprivanR lowers blood pressure more than most anesthetic

agents, making it quit trying during prolonged surgery for an anesthetist to
make repeated clinical judgements as to when this is beneficial to the
patient, or at least neutral; after 4, 6 or 8 hours, depending on how well
rested the person was, fatigue would set in.

The longer the case, the less clinical experience we have with use of
DiprivanR as the primary agent to supplement nitrous oxide. The strongest
support for use of DiprivanR comes from those advocates who believe that use
of DiprivanR promotes faster recovery from general anesthesia in ambulatory
(day care) patients. Patients who require prolonged surgery are, probably in
direct porportion to the length of surgery, less likely to be sent home on the
day of surgery. Other agents (enflurane, isoflurane, narcotics,
thiobarbiturates, benzodiazepines, alone or in combination) are available, and
perhaps better suited, for surgery lasting more than 6 hours.

Recommending 6 hours of use is, unfortunately, arbitrary; however, so is
recommending 8 hours of use. If given a choice between the two arbitrary
designations, I would recommend that DiprivanR be discarded after 6 hours.
If the anesthetist judges that continued use of DiprivanR is indicated,
another sterile ampul or vial could still be opened. _

RECOMMENDATIONS (REVIEW OF LABELING):

I endorse the sponsor's draft package insert submitted on 13 December 1990,
except that wherever the recommendation is made to discard DiprivanR

"..within 8 hours..." this should be changed to "...within 6 hours...". These
recommendations are made in the Handling Procedures sub-section of DOSAGE

AND ADMINISTRATION.

I endorse the final printed paper carton and immediate container labeling

submitted on 13 December 1990 except that wherever “..within 8 hours..."
appears it should be changed to "...within 6 hours...".’

X
David L. Scally, M.D. W Gceln \ii . \/SLQLCLLZQAJX/’

0202d, d1s/DLS

l2-1g-40
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NDA 19-627 Date Completed: 11 January 1991
CLINICAL REVIEW & EVALUATION OF LABELING

Product: DIPRIVANR (propofol) Injection
ICI of Wilmington, Delaware

Date of Submission: 28 December 1990
Known variously as SLR-005 &/or 002, SLR

Purpopse: Revise container labeling for 20 ml ampules of 1% DiprivanR to
maintain consistency with recent safety changes tailored for the soon to be
introduced larger volume containers (50 & 100 ml).

SUMMARY, CONCLUSION & RECOMMENDATION:

The final printed packaging labeling, and prescription drug labeling (package
insert), contained in the submission dated 28 December 1990 is clinically
acceptable and should be approved.

C::::iffi’——:llhlaél/»x P g,jgzcxa,

David L. Scally, M.D.

0208d
d1s,DLS
]1 JAN MCMXCI



NDA 19-627 Date Completed: 11 January 1991
CLINICAL REVIEW & EVALUATION OF LABELING

Product: DIPRIVANR (propofol) Injection
ICI of Wilmington, Delaware

Date of Submission: 28 December 1990
Known variously as SLR-005 &/or 002, SLR

Purpopse: Revise container labeling for 20 ml ampules of 1% D1pr1vanR to
maintain consistency with recent safety changes tailored for the soon to be
introduced larger volume containers (50 & 100 ml).

SUMMARY, CONCLUSION ‘& RECOMMENDATION:

The final prinfed packaging labeling, and prescription drug labeling (package
insert), contained in the submission dated 28 December 1990 is clinically
acceptable and should be approved.

Qe ~ \Q&Q'Q’W

David L. Scally, M.D.

0208d
d1s,DLS
11 JAN MCMXCI
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. Pharmaceuticals Group
Stuart Pharmaceuticals/ICl Pharma 5 ;‘QP Y }.

HAND DELIVERED iCt Pharmaceuticals

« P Grou
July 2, 1991 NDA roap
Wilmington
Delaware 19897 USA

Dr. David L. Scally

Pilot Drug Evaluation Staff :
Center for Drug Evaluation and Research
Food and Drug Administration i
HFD No. 007, Room No. 9B-23

5600 Fishers Lane

Rockville, MD 20857

Dear Dr. Scally:

Re: DIPRIVAN® (propofol)
NDA 19-627

Enclosed, per your request, are the following documents:

1. The proposed label to reflect the inclusion of Sedation During
Monitored Anesthesia Care.

2. The data supplied to Dr. Carol Lake to assist her in her review
regarding repeat bolus dos1ng (Dr. Pratilla’s study) and the Abstract
from that study.

3. A copy of the current bibliography regarding the use of DIPRIVAN®
(propofol) and Sedation During Monitored Anesthesia Care.

4. The publications from the Camu/Gepts study are enclosed. Since this
study is a pharmacokinetics study, it was reviewed and presented by
Dr. Donald Stansky during the NDA Day apart from the rest of the
clinical package. A 3-page synopsis was, therefore, not generated.

If I can be of any further assistance, please do not hesitate to contact
me.

Sincerely,

9! W
Nanette Es/Holston
Assistant/Manager, Drug Registration
Drug Regulatory Affairs Department
(302) 886-8980

NEH/

Eéc10sur l | ”! e@[ﬂ ISI\}Z@M //

The ICI Pharmaceuticals Group, a business unit of ICl Americas Inc., includes Stuart Pharmaceuticals and ICl Pharma.



