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For many years we have
surveyed our customers to
learn what improvements
we can make to better
compete. This year we
have been able to survey
more because we have
initiated the use of email.

Customer Surveys are part
of our Quality System as
per ISO 17025.

We also gain valuable in-
sight as to how we are
meeting our customers’
needs by the feedback that
we get from our audits.
One of the
asked in the survey was,

questions

“would you recommend the
services of Gibraltar Labo-
ratories to another labora-
tory?” We were pleased to
see that over the two year
course of the survey, 100%
of respondents answered
yes. When we get con-
structive feedback we find
it especially meaningful
when an observation is
supported with a reference
from the literature. Some-
times in our industry
changes are made without
critical review. We appreci-
ate when recommenda-
tions are made for our con-

sideration.

NEW GBL SERVICES

VIRAL BARRIER STUDIES

Valves or other closures
can be challenged with
small virions such as Polio
or Bacteriophage to monitor
whether or not the organism
penetrates where it should
not be found.

ANTI-VIRAL RESEARCH

In vitro models can be used
to screen new molecules for
efficacy against a variety of
human viruses such as Influ-
enza and HIV-1. The devel-
opment of resistance can be
assessed as well as the syn-

As we enter the third quar-
ter we are busy meeting
with customers when we
schedule visits and hosting
them when they need to
perform an Audit.

To schedule a visit to dis-
cuss your needs please
contact Kristah in our
Sales Department, kko-

han@aqibraltarlabsinc.com.

To schedule an audit,
please contact Chuck in
our Regulatory Depart-
ment,
cweibel@gibraltarlabsinc.c
om.

ergy or antagonism when
combinations are used.
The molecular mechanism
of action can be studied
with respect to protein syn-
thesis, RNA and DNA repli-
cation.
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MOLECULAR BIOLOGY AND VIROLOGY AT GBL

Viruses are unique in na-
ture. They are the smallest
of all self-replicating organ-
isms, historically character-
ized by their ability to pass
through filters that retain
even the smallest bacteria.
In their most basic form,
viruses consist solely of a
small segment of nucleic
acid encased in a simple
protein shell. Viruses have
no metabolism on their own,
but rather are obliged to
invade cells and parasitize
subcellular machinery, sub-
verting it to their own pur-
poses. Many have argued
that viruses are not even
living although to a sea-
soned virologist, they ex-
hibit a life as robust as any
other creature. The appar-
ent simplicity of viruses is
deceptive. The truth is that,
as a group, viruses infect
virtually every organism in
nature; they display a dizzy-
ing diversity of structures
and lifestyles; and they em-
body a profound complexity
of function.

In 2006 FDA
“Guidance for Industry Anti-

issued

viral Product Development

— Conducting and Submit-
ting Virology Studies to the
Agency.” The stated pur-
pose of this guideline was
to assist sponsors in the
development of antiviral
drugs and biological prod-
ucts (i.e. therapeutic pro-
teins and monoclonal anti-
bodies) from the initial pre-
IND through the new drug
application (NDA) and post-
marketing stages. The guid-
ance is intended to serve as
a starting point for under-
standing what nonclinical
and clinical virology data
are important to support the
submission of an investiga-
tional new drug (IND), NDA,
or biologics license applica-
tion (BLA) for approval of an
antiviral product. The guid-
ance focuses on nonclinical
and clinical virology study
reports and makes recom-
mendations for collecting
and submitting resistance
data to the Food and Drug
Administration (FDA). Non-

clinical and clinical study
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fiDi scovering a new
application for an existing
drug requires both money,
reports, based on collected
brilliant insight

data, are essential to the
FDA’s review of antiviral
and

drug investigational

marketing applications. Five ll

specific topics discussed in

the guidance include defin-
ing the mechanism of ac-
tion, establishing specific
antiviral activity of the inves-
tigational product, assess-
ing the potential for antago-
nism of other antiviral prod-
ucts that might be used in
combination with the inves-
tigational product, providing
data on the development of
viral resistance to the inves-
tigational product, and pro-
identify f

cross-resistance to ap-

viding data that

proved antiviral products

having the same target.

GIBRALTAR
This article is taken from LABORATORIES, INC.
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SWINE FLU AND DRUG THERAPY

Over 36,000 people in the
US die of Influenza infection
each year. Fre-
quently we are
concerned about
the possible risk
of a pandemic

the air and enters
our respiratory
system. A few
years ago it was
bird flu (H5N1)
mostly a scare,this year it is
swine flu (H1N1) a real
threat. In the 60s we feared
horse flu N8 but not the
equine strain H7N7. The

JULY QUESTIONS & ANSWERS

Q: How has the economic
downturn affected Gibral-

tar?

A: We made some difficult
decisions which were of a
defensive nature to prepare
us for a slow year. Fortu-

nately, our worst fears have

Drug Binding to virus

differences lie in the numbers
1, 2 and 3, it must be one of
these three to
infect a human.
Influenza A virus
strains are cate-
gorized accord-
ing to two viral
proteins, hemag-
glutinin (H) and
neuraminidase

(N).

All influenza A
viruses contain hemagglutinin
and neuraminidase, but the
structure of these proteins
differs from strain to strain
due to rapid genetic mutation

not been realized and our busi-
ness has increased. We hope
to emerge from the recession
even stronger than before it

began.

Q: What exciting trends do

you see?

A: As we have discussed in
this newsletter we are aggres-
sively expanding our role in
virology to assist companies in

treating and preventing viral
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in the viral genome. Influ-
enza A virus strains are
assigned an H number and
an N number based on
which forms of these two
proteins the strain contains.

Procedures to inactivate
H1, H2 and H3 are avail-
able at Gibraltar in our
ATCC/US Government-
approved BSL-3 pathogen
lab. Please contact us for
more information.

VISIT US ONLINE

Did you know Gibraltar recently
unveiled our new website? The
new site has been completely
revamped to provide easier use
and access to information. In
addition, the layout and design
of the new site was created to
reflect the rich scientific back-
ground that’'s embodied our
company since 1970. So if you
haven’t yet had a chance, feel
free to visit our new page on the
web at:

http://www.gibraltarlabsinc.com

infection. We are uniquely
qualified given our 25 year
program in Virology and our
new state of the art BSL-3
Facility.

Secondly, is being a niche
provider of sterile liquid
drugs used in phase 1-2
FDA trials. For example, we
have completed some excit-
ing work on an anti-herpetic
ophthalmic where we asepti-

cally produced 20 Liters in

GBL STRENGTH: PROJECT MANAGEMENT

For many years we have
assisted our
sponsors by
connecting
related com-
munications to
each other.

Today we use

a powerful application to
manage all of our
laboratory informa-
tion. We are able to
link the critical cus-

tomer identifiers

GIBRALTARNFORMATION together with Gibral-
SYSTEMGIS]

tar’'s ascension sys-

tem; allowing Gibraltar to
rapidly email receipt of
sample Acknowledgement
Notifications, Speed Re-
ports, e-Final Reports and
e-Invoices. This assures
timely written communica-
tion of all project critical

formation.

our Class 1000 Clean
Room. We have the tech-
nology to manufacture and
test as per USP and FDA

including stability require-

ments as per CGMP.
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The commonly com-
bined topical Tribiotic,
Bacitracin, Polymyxin B
and Neomycin are veri-
fied for potency in a
USP biological assay
known as <81> ANTIBI-
OTICS—MICROBIAL
ASSAYS. In this assay,
available at GBL, the
activity (potency) of anti-
biotics is demonstrated
under suitable condi-
tions by their inhibitory
effect on microorgan-
isms. A reduction in an-
timicrobial activity also
will reveal subtle
changes not demonstra-
ble by chemical meth-
ods. Accordingly, micro-
bial or biological assays
remain generally the
standard for resolving
doubt with respect to
possible loss of activity.

The cylinder method
depends upon diffusion
of the antibiotic from a
vertical cylinder through
a solidified agar layer in
a petri dish or plate to
an extent such that
growth of the added mi-
croorganism is pre-
vented entirely in a cir-
cular area or “zone”
around the cylinder con-
taining a solution of the
antibiotic.

Bacitracin is a mix-
ture of related cyclic

polypeptides pro-

duced by organisms
of the licheniformis

group of Bacillus sub-
tilis var Tracy. It was
first isolated in 1945.

It is a toxic and diffi-
cult to use antibiotic
which does not work
well orally.

| f8ov; icen

However, it is very
effective topically.
Its action is on
gram positive _ cell
walls . Bacitracin
interferes with the
dephosphorylation
of the Css-isoprenyl

Bacitracin

pyrophosphate, a
molecule which car-
ries the building
blocks of the pepti-
doglycan bacterial
cell wall outside of

the inner membrane.

Polymyxin B

Polymyxin B is an antibi-
otic primarily used for
resistant gram nega-
tive infections. Po-
lymyxins bind to the cell
membrane and alter its
structure making it more
permeable. The result-
ing water uptake leads
to cell death. They are
cationic, basic proteins
that act like detergents
(surfactants).

After binding to lipopoly-
saccharide (LPS) in the
outer membrane of
Gram-negative bacteria,
polymyxins disrupt both
the outer and inner
membranes. The hydro-
phobic tail is important
in causing membrane
damage, suggesting a
detergent-like mode of
action. They are bacteri-

cidal for gram-negative
but have little to no ef

fect on gram-positive
since their cell wall is
too thick to permit ac-
cess to membrane.

Polymyxin B
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Neomycin

Neomycin was discovered in
1949 by the microbiologist
Selman Waksman and his
student Hubert Lechevalier
at Rutgers University in New
Jersey. It is produced natu-
rally by the bacterium Strepto-
myces fradiae Similar to other
aminoglycosides, neomycin

has excellent activity

against Gram negative bac-

teria, and has partial activity
against Gram positive bacte-
ria. It is relatively toxic to hu-

mans, and many people

have allergic reactions to it.
Neomycin is overwhelmingly
used as a topical prepara-

tion, such as Neosporin.
can also be given orally,

It

where it is usually combined
with other antibiotics. Neo-
mycin is used as a preserva-

tive in vaccines typically
0.025 mg per dose.

R' NH 0 Neomycin
2
o717
HO.
RO

Neomycin

B CH,NH,

H CHoNH;

This is the first part of a series.
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