In-Vitro Screening for Viral Contamination of Blood Donations used in

the Manufacture of Cutter Blood Products

1.

Full details of the test procedures used for the testing of blood
donations used in the manufacture of our products are included in
the instruction leaflets supplied by the manufacturers of the
test kits and reagents. These instructions are followed by our
testing laboratory without any deviation,

The following test procedures are used:-

- ELISA Test Kit for Detection of Antibody to Human
T-Lymphotropic Virus Type III (HTLVIII) (Electro-Nucleonics
Inc, VIRGO Test)

- Radioimmunoassay Test Kit for Detection of Hepatitis B
Surface Antigen. (Electro-Nucleonics Inc, RIAUSURE II Test)

- Reagent for the Determination of Serum Alanine
Aminotransferase (ALT, GPT). (Electro—Nucleonics Inc,
ALTAIRE Test Kit)

Quality- control procedures carried out in relation to the assays
are as described in the instruction leaflet for each kit.

The criteria by which donor units are excluded from processing
are as follows:-

3.1 Any units determined to be reactive by the VIRGO Elisa test
for HTLVIII or the RIAUSURE II test for HB Ag will be
destroyed and the donor permanently deferred.

3.2 1If serum samples from any donor are positive by the ALTAIRE
test (ie ALT levels are at least twice the upper limit of
normal) the following procedure is used:

- If the donor's ALT levels art between 2 and 5 times the
upper limit of normal for the first time in 30 days and
the plasma units are non-reactive, no action is taken.

- If the donor's ALT levels are between 2 and 5 times the
upper limit of normal for the second time in 30 days
the unit is destroyed (even if it has tested
non-reactive) and the donor is permanently deferred.

If the second reactive is more than 30 days after the
first no action is taken.

- If the donor's ALT levels are more than 5 times the
upper limit of normal for the first time the unit is
destroyed and the donor permanently deferred.
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In Vitro Sceening Tests for Viral Contamination
of Blood Donations Used in the Manufacture
of Blood Products

1) The following test procedures are used by CUTTER:-

- VIRGO ELISA TEST kit for Detection of Antibody
to HTLV-III
= Electro-Nucleonics Inc.

- RTAUSURE II kit for Detection of Hepatitis B
Surface Antigen by Radioimmunoassay
= Electro Nucleonics Inc.

- ALTAIRE kit for Determination of Serum Alanine
Aminotransferase (ALT) .
= Electro Nucleonics Inc.

The manufacturer's instructions are followed by our testing
laboratory; there are no deviations,

Copies of the package inserts for these kits are attached.

2) Positive and negative controls are carried out with each test
unit as in the instructions ie with every 90 tests for
antibodies to HTLV III (HIV) and every 600 for HBsAg.

3) The criteria for exclusion of donors is detailed in our SOP

entitled "Cutter System of Plasmapheresis". A copy of this
is attached.

Marie Tatt

17.9.87

. [cutter)

BAYP0000004_463_0002



.t

N
-4

HUMAN T-LYMPHOTROPIC VIRUS THSEX

VIRGO™ HTLV-IIT ELISA | .
Enzyme-Linked Immunosorbent fip fia )

Detection of Antibody to HunSSephotropie Vires fype ITT
(HTLV-III) L B - o
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HUMAN T-LYMPHOTROPIC VIRUS TYPE III

. . VIRGOTM BTLV-III ELISA

ELISA Test Kit for Detection of
Antibody to Human T-Lymphotropic
Virus Type III (HTLV-III)

INTENDED USE: , - A e

The VIRGOTM HTLV-III ELISA Test Kit is an Enzyme-Linked Immunosorbent Assay
utilizing a purified preparation of Human T-Lymphotropic Virus Type-III
(HTLV-III) as a substrate for the detection of circulating antibodies to
HTLV-I1I in human serum or plasma.

SUMMARY: - R

; The presence of circulating antibodies indicates exposure of an individual

to an agent or its antigens and a subsequent immune response, An immune
response is usually associated with prior infection and immunity to a particular
diseaso, but examples exist such as Herpes Simplex Virus where an immune

response as indicated by circulating antibodies does not impart protection.

Recent epidemiological evidence indicates that an infectious agent transmitted

through intimate contact, IV drug use or use of infected blood or blood products

causes Acquired Immunodeficiency Syndrome (AIDS). This disease affects T-cell

mediated immunity, resulting in severe lymphopenia and a reduced subpopulation
of helper T-lymphocytes. Destruction of this T-lymphocyte population by the

vVirus causes an immune deficiency, resulting in a reduced or deficient immune
response to subsequent infe'ctions.. Consequently infections become more severe
and may cause death, At present there is no successful treatment for AIDS.

The stiologic agent has been identified as a retrovirus, HTLV-III (1, 2, 3, 4,

5). .

The implications.of antibody to HILV-III in an asymptomatic individual are not
known, BTILV~-IXI virus has been found in the presence of antibody to HTLV-III.
The VIRGO HTLV-III ELISA was developed to detect antibody to HTLV-III 50 that
potentially infectious units of blood and plasma could be ¢liminated from use in
transfusion or manufacture into injectable products, :

- -
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The ELISA procedure is a well established te'chnique for the detection of
antibody to viruses (6). The method is both highly sensitive and specific if
adequately quality controlled., The 96 well microassay plate format lends itself
to high throughput testing, The VIRGOTM HTLV-III ELISA kit is supplied with
virus antigea coated microassay plates, control samples and all reagents
necessary for detection of 2ntibody to HTLV~III in human serum or plasma
samples, .

PRINCIPLE OF THE METHOD

Human T-Lymphotropic Virus Type I1I (HILV-IIX) isolated.in the laboratory -
of Dr. Robert Gallo (NCIY was pPropagated from a seed stock according to
procedures established by M, Popovic (2). The cell line infected with HTLV-III
is cultured and the culture supernatant is purified by coatrifugation
procedures., The viral concentrate is then inactivated in a twvo-step procedure
usang chemical and physical treatments, '

Purified inactivated HILV-III is adsorbed oato wells of a microassay plate.
Serum or plasma samples diluted in a buffer are added to these wells, If
antibodies specific for HTLV-11I are present in the sample, they will form
stable complexes with the HTLV-III antigens on the plate. A goat auti-human IgG
(Heavy & Light chain specific) labeled with horseradish peroxidase is added. 1f
the antigen/antibody complex is present, the peroxidase conjugate will bind and
remsau in the well. Enzyme substrate is then added. Color will develop in
wells containing antibody. No color develops in negative wells. An acid stop
solution is added to cach well and the color read on a microassay plate reader

.

at 492 am, (See Diagram) ~ "

Page 2
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. DIAGRAM OF PRINCIPLE

1.

S.

6.

9.

Add 1:100 dilution of
sanple or control.

Incubate 30 minutes
at 37 degrees C.

Wash and aspirate -
unbound material

Add HRP-enzyme labeled
conjugate.

Incubate 30 minutes
at 37 dégrees C.

Wash and aspirate
unbound material

Add OPD substrate.
Incubate 10 minutes

at room temperature.
Reaction with HRP-
conjugate will produce

colored product (P).

Add Stop Solutiem.

Read absorbance (A‘92)1

POSITIVE REACTION

4
=T .2
RILV-II1X
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- HRP-label
Conjugat
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E
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MATERIALS SUPFLIED

1. BTLV-1II Microassay Plates: Plates containing 96 wells coated with
inzctivated, disrupted, purified Human T-Lymphotropic Virus Type
111, ’ .

2. Anti~Human Conjugate: Anti-human IgG (Heavy & Light chein specific)

- - (Goat) labeled with horseradish peroxidase (HRP) (lyophilized).

. Preservativers _ Thimerosal, I : -

3. High Positive HTLV-III Serum Control: Inactivated human serum
containing & high titer of antibody to HTLV-III (lyophilized).
Preservative: Thimerosal. '

4. Lovw Positive HTLV-III Serum Control: Inactivated human serum
containing a low titer of antibody to HTLV-III (lyophilized).
Preservative: Thimerosal. . o .

s. Negative HTLV-III Serum Control: Human serum negative for antibody
to HILV-III (lyophilized). Preservative: Thimerosal,

6. Phosphate Buffered Saline., Diluent Buffer Component A,
. Preservative: Ihinaro;al.

7. Normal Goat Sé;um: Diluent Buffer Component B, Preservative:
Thimerosal, '
8. PBS/Tween 25X Concentrate. Phosphate buffered saline containing

Tween 20. Preservative: Thimerosal.

9, UPD Substrate Tablets: O-phenylenecdiamine Dihydrochlq;ide (0PD)
chromogen. ' - .

10, OPD Substrate Buffer: Diluent for OPD Substrate Tablets

11, Stop Solution: 2N Sulfuric Acid (H3504)

Page 4
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VIRGUTM ELISA Test xn for Bamiem ef HIL¥-EIT htxbodr .
Lxsz No. 4320 480 Determisitms
Kit Conuiﬁs: ‘ ’ Vs
5 HILV-III Mimsssy Plates (96 Vells esch)

s Vials (12 38'B¥* Coxjugate Goat Axti-homagz IgG (E&L
' chain specili':

1 Vazl (1.2 ﬂﬁhntxvc ETLV-IIT Contrul. (Rsman)
. 2 Vials ™ (1 Znﬁlusxmg HILV-TIT Ccat:ol. (Buzan)

1 Vial (1.2mm=~m.‘?-m C’antznl {Haxman)

5 Vials (88uiMkate Buffercd Saline

5 Vials (22nMemi Gext Serum

2 Vials (40nm-2$x¢.:oacn::;ts

1 Bottle (18a:%8ex} OPD Saobstrate

2 Vials (48ni® Sabstrete Buffer

1 = Bottle (50imgy Selmtion
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MATERIALS REQUIRED BUT NOT SUPPLIED

Non-absorbant bench cover

Test tubes and racks

Micropipettes; 50ul, 100pl,

Multipipettors; 50ul, 100pl and tips or automated dispenser,
Disposable pipettes; 1 ml, § mi, 10 ml
Ehrlenmeyer flasks; 100 ml, 500 ml, 1 and 4 Liter
‘Aluminum foil ) .

" Non~metallic forceps

Timer

-Disposable gloves ' _ _ R

Lab tissue

Safety pipetting bulb »

Humidity chamber (Box or sealable bags containing moist towels)

37° C Dry incubator or

379 Humidified incubator (Plate sealers should be used)

Opaque plate cover

Deionized or distilled water

Microassay plate washer dispenser (opt.)

Single or dual wavelcngth spectrophotometer A492 with 600-620 =nm ss
reference

Vacuun pump systen

Autoclave

Refrigerator 20 to 89°C

PRECAUTIONS ' e

1. The HTLV-III microassay plates were prepared from viral material
inactivated by detergent and heat treatment., ENI has assayed for
roverse transcriptase (RT) activity in inactivated preparations with
negative results, Attempts at reisolatiom of the virus from samples
of inactivated material inoculated into H9 cell line yielded no
detectable live virus., However, good laboratory practice (GLP)
dictates that these reagents be handled and disposed of as you would
any poteatially biohazardous material. .

Page 6
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10.

The positive control ser: have been heated at 560¢C for 1 hour a
assayed for RT activity and reisolation of virus with negati-
results. This does not ensure the absence of viable HILV-III viru
and therefore these sera should be handled as potential]
biobazardous. Again, following GLP is imperative.

All human serunm coﬁponents have been tested by radioimmununosss:
and were found to be negative for hepatitis B surface antige
(HBsAg). This does Dot ensure the absence of hepatitis B virus,

This kit contains acid. Do not combine acid waste with vast
material containing sodium azide.-. | . - -
All matorials wsed inm this assay including reagents and sample
should be disposed of in & manner that will inactivate hums
hepatitis and ETLV-III virus.

The preferred method for solid wastes (ie. plates, disposabl
gloves, etc.) is autoclaving for 60 minutes at 121°C,

The liquid waste may be decontaminated by addition of:

Sodium Hypochlorite (bleach) at 2 2.5 % concentration in the fina
volume. The waste should be allowed to stand 2 minimum of 30 minute
to inactivate the virus before disposal (7).

‘The components of this kit have been tested as a unit. Do no

interchange components from other sources or from differént lots o
reagents,

Do not use reagents beyond their labeled expiration dates,

Do not handle OPD substrate tablets with fin;ars Or permit contaec!
with skin, Use nommetallic forceps to handle tablets. Protect OP1
tablets and prepared reageat from light, . .

- -

All reageants must be at room temperature 15-30 minutes before use,
The HRP conjugate may be inactivated by water which has bee:

deionized with polystyrenme resin. Do mot use this type of deiomized
water to make the Assay Vash Buffer.

Page 7

BAYP0000004_463_0010



11. If serum or plasma sanples are stored, they.shonld be kept at 20 ¢o
8°C or frozen, Self-defrosting freezers are nmot recommended for
this storags. Avoid multiple freeze-thaw procedures.

12, Do not use a water bath to incubate plates.

’
’

13. Avoid repeated opening and closing of the incubator during the
conduct of the assay,

14, During 379 ¢ incubation, evaporation must be prevented. Place plate
in a covered box containing moistened paper towelling or cover plate
with plate sealer if using & humidified incuhnto:. -

"15. ° V¥hen using automated dispensors'the tips must be adequately rinsed
or replaced between each use.

16. For In Vitro Use Onmly,
Beagent Stogage

1. Store unopened kit at 20 o 80 C upon receipt.

2. Stop solution is stored at room temperature, -
3. PBS/Tween 25X concentrate and working dilution are stored at room
temperature.

Note: When concentrated PBS/Tween 25X is stored at 20 to 89 a5 in
the unopened kit, crystals may form, Redissolve by warming at 37°0C,

Jlix well before diluting, 2
4. Store reconstituted controls, diluent buffer, OPD Substrate Buffer
and OPD Tablets at 20 ¢o gog,
Note: . ‘
a. Reagents must be 2t room temperature 15-30 minutes before use.

b. Bring OPD Tablet bottle to room temperature 1530 minutes
before opening. Retura to 20to 80C after removal of required
‘number of tablets. Do not remove desiccant from the OPD
bottle.

Page 8
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REAGENT PREPARATION: -

1.

2.

Diluent Buffer: Component A—Phosphaie Buffered Saline
: Component B-Normal Goat Serum

‘Pour one vial Component B into ome Component A vial, Mix

thoroughly, Use within 5 days., Store at 20 to 89C, Bring to room
temperature 15 to 30 minutes before using,

High Positive/Low Positive/Negative Controls (lyophilized),
Reconstitute with 1.2 ml Diluent Buffer. i
Mix thoroughly. Liquid controls are stable 5 days at 20 o goc,

Assay Wash Buffer. Dilute PBS/Tween 25X Concentrate vwith deionized
or distilled water to final volumes listed below:

Note: When concentrated buffer is stored at 20C to 80C, crystals may
form., Redissolve by warming 379C. Mix well before diluting,

EBS/Tween 25X Eina] Volyme _

16 ml 400 nlse
40 ml 1 liter

*400 ml is sufficient assay wash buffer for 1 plate,
Store at room temperature. Use within 5 days.
J .
HRP Conjugate (lyophilized). Bring .to room temperature 15-30 minutes

before use. Reconstitute cach HRP Conjugate visl with 12.5 mi
Diluent Buffer., 12.5 ml is sufficient conjugate for 1 plate

m - .

Mix thoroughly. Use within § kBours. Store ynysed conjugate at 20 tq
89C,  Bri 15-30 mj bef

HTLV-III Microassay Plates ' - -
Store at 20 to goC, Bring the required number of plates to room -
temperature 15-30 minutes before removing from its/their pouch(es),

?age 9
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6. OPD Substrzte : ‘
re . - i o HMske sure that the bottle
containing QOPD tablets is at room temperature 15-30.uinutes before
opening. Ezch OPD tablet is sufficient for approximately 50 tests.
Bring OPD Substrate Buffer to room temperature. In a dark or foil
covered contaimer, add § ml buffer for each tablet (See Chart). Mix

vell before wsing. Use pregazed QPD Besgent yithin 60 migutes.

7
/
n

=l 0PD
No, Plates Mg, OPD Tablets Substrste Buffer

1 3 15
2 s 25 -
3 - 7 ' 35 . : - - - ’
- 4 -9 T 45 -
L] 1n 85
H § ‘o n
3 i 3
n h 3

SPECIHEN CULLECTIUN AND HANDLING

1. Handle 2all blood, plasmz snd gerxum as if capable of transmitting
bopatitis amd/or HILV-III viruses. .

2. Optimal performance of ELISA depends upor fresh serum or plasma
samples (clesr, mon—hemclyzed). Specimens should be collected
aseptically. Early separation from the clot prevents hemolysis of
serum. Heat imactiveted serum or plasma is got recommended.

Page 10
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3.. If samples are extremely lipemic, icteric or bacteriologically
contaminated, preferably another sample should be drawn. If another
is not available, filtration (0.45u) or centrifugation
(approximately 3000 X G. for 10 minutes may be used to .improve sample
quality.)

4.. Avoid multiple freeze—thaw cycles which may result in sample
deterioration and cause erroneous results. Self-defrosting freezers
ire not recommended for storage of samples.

5. Undiluted specimens may be stored for up to seven days at 20 to 80C
if they are suitably vialed and stoppered. For longer storage,

. samples should be frozen at =200 C or colder. Place at 3719 C only
until the samples are thawed. Remove and mix thoroughly before use.

6. Store 1:100 ‘sample dilution at 20 to 80C, Use within 8 hours of
' preparation. Bring to room temperature 15-30 minutes before using,

TEST PROCEDURE

NOTE: Specimens may contaim infectious HTLV-IIX or hepatitis virus.
Hamdle as if capable of transmitting virus., Plasma or serum
samples should be screened at a standazrd 1:100 dilution on the
HTLV-1II microassay plate. Initial resctives must be retested in
duplicate on an HILV-III microassay plate, °

1. Into clean test tubes, or other comparable container, dilute 10 nl
of each sample to be tested with 990 =~ 1000 pl working Diluent
Buffer and mix well, Alternatively, two serial 1:10 dilutions may be
performed to yield 1:100., Both methods may be performed with an
automatic diluting device capable ¢f performing ome or both of the
methods of dilution.

2. Remove the required number of microassay plates from the
refrigerator and allow them to come to ambient temperature
(approximately 15to 30 minutes). Remove the plates from their
pouches just before use and label.

- -
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NOTE:

7.

9.

Dispense 100 Bl of each diluted sample or reconstitated control
samples ( ' ) into the respective wells of the
microassiy plate being used. Use a clean pipette for each sample.

It is necessary to have 2 wells with High Positive HILVW-III Control,
3 wells with Low Positive HTILV-III Control, 2 wells with Negative
HTLV-III Control and 1 well with Diluent Buffer reagent only on each
microassay plate used., The best quality control of the procedure is
assured if controls provided are added just prior to imcubation.

A suggested plate format for controls is illustrated below. The
microassay plate reader .in your laboratory may dictate that another
format be used. .

In a dry incubator place the plates in a prewarmed box with dampened
towels., If a humidified 379 C chamber is nsed, the plates should be
covered with a plate sealer. ‘Alternatively in an bhumidified
incubator the plates may be placed in 8 '’Ziploc’* bag. Do not
stack more than 2 plates. Incubate for for 30 *0.5 minutes.

{ZiplocR is the registered trademark of the Dow Chemical Co.’
Indianapolis, Ind.] (In Print use as footnote)

Aspirate and wash each plate five times with the 250 to 300 ul/well

"Assay Wash Buffer. Automated washers should be adjusted to fill

each well completely without overfilling. After the final wash, be
sure all of the buffer is removed from each well. Sharply tap the
plate upside down on towelling to remove the last remaining liquid,
NOTE: Proper wash procedure is essential for good assay
performance.

Dispense 100 pul of rehydrated HRP Conjugate into each well of the
microassay plate.

Incubate the conjugate-filled plate for 30 + 0.5 minutes at 37°C in
& prevarmed humidified chamber. . . :

Prepare OPD substrate 15 minutes before use in step 10.

-— -
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B - Diluent Blank (For blnnkin§ plate reader)

R - Regative Control

L Low Poszitive Control

H Bigh Positive Control
10. Aspirate and wash each plate five times with 250 to 300 ul/well

Assay ‘Wash Buffor. After the final wash, be sure all buffer is

- removed from each well as in step 6.
P

11, Add 100 ul of freshly prepared OPD s.ix'intxnte reagent into each well.

12, Incubate the OPb Substrate filled plates for 10 minutes at room
temperature (15 to 25 ©C). Start the timing with the addition of
the reagent to the first well. Use an opaqueé cover to protect from

13. Stop the reaction by. adding 50 pul Stop Sciution to each ;réll in the
same order used in the addition of the UPD substrate reagent.

14, Ten minutes after adding the Stop Solution, read the developed color
in each well on a plate reader at 492 nm., Test must be read within
one hour, ‘

NOTE: The reader should be blanked on the Diluent Buffer well. Bichromatic
. absorbance measurements with a reference wavelength of 600 -~ 620 nm
is recommended whea available.

1s. Record the absorbance results on the data sheets provided. Include
the kit master lot aumber, date, operator name and any notes about
the run. If a hard copy of the absorbance readings is provided it
giay be attached to the data sheets.
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RESULTS

VALIDATION OF TEST PERFORHANCé

The control xesults must

bé'};aninad before the sample results can be

interpreted.
1. Detormin? the mean absorbance of the.control values: Negative (N),
Low Positive (LP), High Positive (HP) See example below.
N k2 J-14 /
0.023 0.187 0.822
0.017 0.201 0.81
-— Q.12 = .
0.040 0.581 1.689
. .
= 0.04072 = '0.02 ’

" NX
LPX = 0.581/3 = 0.20

HPX

1.689/2 = 0.84
Acceptable Range

NX : £ 0.050
LPX : 0.100 — 0.300

HPX : 3 0.500

An individual control value is out,of range if it deviates by more than

30% from its control mean,

If only one individual control value is out of

range, but the mean of each control falls within the acceptable range, the

run is considered valid.

See below for calculations of out of range values.

If 2 or more control values each deviate by more than 30 % from their
respective control means, the run is invalid and should be repeated.

Page 14
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P

OUT OF RANGE VALUES

A s:ngié control value must be excluded if-it deviates by more than 30 %
from its control mean, :

Example: Low Positive Control

1.

2.

3.

Determine Mean:

0.070
0.120
0.140 - : .

o« St . . . e, R ) . -
0.330 ... :

X =0.330/3 = 0.110

Subt::ct'out of range value from mean:

0.110 - 0.070 = 0.040

Determine percent away from mean:

2.04Q X 100 = 36%
0.110 :

INTERPRETATION OF RESULTS

1.

2.

A cut off value of 0.100 absorbance units (A492) has been
established. -
If the initial test result of a sample is 4 0.100, retest in
duplicate on an HILV-III microassay plate using the original sample
source. | ' T

If both retest values are ¢ 0,100, the :epeat-tast is nonreactive
and the interpretation of the tosting is nonreactive "for HTLV-III
antibodies. ’

1f both retest values are } 0.100 or if one of the duplicates is
<0.100 axzd ome is } 0.100, the interpretation of the testing result
1s repeatably reactive and the sample should be considered positive
for HILV-1I1 antibodies by the criteria of the VIRGO HTLV-III ELISA
test, . '
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SUMMARY

VIRGO™  HTIv-IT1 PrIsa SCREEN

£0.1 - . > 0.1

. . NONREACTIVE | INITIAL REACTIVE

- RE-TEST ON HTLV-III (DUPLICATE)

BOTH Z 0.1 __AT LEAST ONE REPLICATED(
NONREACTIVE ) REPEATABLY REACTIVE = POSI]

EXPECTED VALUES
Table 1 illustrates the typical performance in 4 clinical studies
TABLE 1

For fresh plasma/serum samples (Sitosug, B, C) the reactivity rate in
random domors for the repeat VIRGOTHM HTLV-III ELISA is 0.7 9., Test
results at Site D represent a freezer study of sera drawn from randonm
individuals and stored for varying lengths of time. A portion of the
samples were drawn in 1974, oprior to the onset of AIDS as a disease
state. As stated above repeated freezing and thawing or heat inactivation
of serum or plasma can result in elevated absorbances in the ELISA test
which are not related to specific antibodies, Researchers can expect a
higher than average rate of reactivity for samples which have been
repeatedly frozen and thawed,

Each institution should establish its own reactivity rate,.

Page 16

BAYP0000004_463_0019



U

_ TABLE 2

A summary of the VIRGOTM grLy-I1II ELISA results in patient populations

(Table 2) shows the reactivity of the test for various disease states.

PERFORMANCE CHARACTERISTICS OF THE TEST

At present there is no tecogﬁized standard for establishing the presence
and absence of HTLY-III antibody in human blood. We are, therefore,

" computing sensitivity based on the clinical diagnosis of AIDS and

specificity based on ‘random blood and plasma donors, Our studies show:
that: :

1. Sensitivity based on an assumed 100% prevalence of HTILV-III
antibody in AIDS patieats is estimated 'to be 99.6%.

2. Specificity based on an assumed zero prevalence of HILV-III
antibody in random plasma and blood donors is estimated to be

99.2%. )

LIMITATIONS OF THE PROCEDURE

1. The user of this kit is advised to carefully read and understand the
package insert, Strict adherence to the protocol is necessary to
obtain relixblg test results, 1In particular, sample and reagent
‘pipeting, careful washing and timing of incubation sSteps-are
essential for accurate, reproducible detectiom of HTLV-III antibody
by the VIRGO HTLV-III ELISA Assay.

2. Use fresh serum or plasma samples or once frozen samples thawed at
370C. Sample degradation as well as multiple freeze-thaw cycles may
casuse spurious results. :

- -
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3. The primary use of the HILV-III antibody test is to screem blood and
) plasma donations so that units containing antibody can be identified
2nd eliminated or restricted to further manufacturing into
non-injectable products., It is inappropriate to use this test as a
screen for AIDS, or as = screen for members of groups at increased
risk for AIDS im the general population. The presemce of ETLV-III
antibody is HOT a diagrosis of AIDS. Individual blood/plasma donors
vho are determined to be repeatably reactive should be referred for
medical evaluation which may include additional testing, such as
antibody detection by the Western Blot technique, if that has not
been done at the collecting facility. .

4, A non reactive test result does not exclude the possibility of
exposure to or infection with HILV-III. :

S. Falsely reactive test results can be expected with a test kit of
this nature, The proportion of reactives that are falsely reactive
will depend on the sensitivity and specificity of the test kit and
on the prevalénce of HTLV-III antibody in the population to be -
screened, o

The prevalence of HTLV-III antibody in random donors is not known,
but the higher the prevalence of BTLV-1II antibody in a population,
the lower the proportion of falsely roactive samples., VWith the
estimated sensitivity and specificity of the VIRGO test kit and an
tssumed prevalence rate of 0.1%, out of every 100 repeatably
reactive samples, 89 will not contain HTLV-III antibody. If the
HTILV-1II prevalence rate is 1.0%, them out of every 100 repeatably
reactive samples, there will be only 44 that do not contain BILV-11I
antibody. s '

.
o

6. Samples which are considered positive after testing as described
above should be retested to establish whether or not they are
repeatably positive. The retest should be performed using the
original sample source. ’

> Page 18
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TABLE 1

“we

ELISA RESULTS FOR RANDOM BLOOD AND PLASMA DONOR POPULATIONS

<" DONOR NO. - INITIAL  PERCENT REPEAT PERCENT
CENTER  SAMPLES TEST TOTAL TEST TOTAL
A 4918 . 38 8.7 15 0.3
L ]
B _ 5809 117 - T z.0 - 63 1.1 .
. e - 4487 38---  o.8  -z8° 2.6 » -
* ) i :
D 1177 se 4.2 21 1.8
Totals 16391 Y 1.47 127 2.77
®* Samples from sites B & D were serum, other sites were
. - plasma. s

* Samples from site D were from a freezer study of stored ran-

' dom donor specimens. Some of the samples have been

stored for up to 10 years, The higher incidence of reactive
sSpecimens is due to conditions of storage.

A1l samples in these sStudies were .from random blood and
plasmapheresis donors. o

[ Sites A, B and C are test centers for plasmapheresis doncrs.

\__Jite D is a volunteer blood bank.

.

* Page 19
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" "TABLE 2
ELISR RESULTS FOR DIFFERENT PATIENT POPULATIONS

NO. INITIAL PERCENT REPERT PERCENT

DIAGNOSIS  SAMPLES RERCTIVE TOTAL REACTIVE  TOTAL
AIDS/KS/DI . 238 235 99.6 a3s 99.6 -

ARC 139 1287 g2.1 127 S1.4

AIDS CONTACTS ~ 3 ... 2 66.7 ° - 2 66.7 T
HEMOPHILIACS 469 124 26.4 113 24.1

HHS MALES 114 . 68 59.6 66  57.9

OTHER DISEARSES - 382 18 4.7 . 13 3.4

RIDS - Acquired Immunocdeficiency Syndrome
KS - Kaposi's Sarcoma

01 = Opportunistic Infection

RRC - RIDS Related Complex

HHS =~ Healthy Homosexual males

Other Diseases include: Rheumatoid Arthritis, Leukemias,
Lymphomas, Myelomas, Melanoma, non—-AIDS Kaposi®s Sarcoma, Hepatitis B
Virus and Bone Marrow Transplant recipients.

The speciméns répresented in this table were collected from 2
clinical research sites, and from a community blood bank engaged in
research on various diseases related to blood.

The percent reactive samples for hemopﬁiliacé is lower " than

current results. A portion of these specimens were collected
before the onset of AIDS in the United States i.e., prior to 197a.

-
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ALT 67209

INTENDED USE *

mﬁmmwmumemmmor

SUMMARY ANO PRINCIPLE

In 1958, Wrobiewski et &l.! investigatad alanine amina transierass (ALT),
lormerty known as glutamic pyruvic trensamingse (GPT), activity in
human serum and inrocucad 2 SPECTORNGIIMENE assay based on the
messurement of NADH conaumption. The killawing method is basad on
D DANCIDIeS OUTING By YWIDoiewsks and La Oue but is modified acearo.
ing 1o the IFCC recommencaations3. Substrate concantrations are
optmzad, Trs replaces phosphate aa 1 butter and LOH has been added
1S remove encoGendus Cyruvats in the senum.

Serum is preincubated with the buffer-substrats reagent containing LOH
19 remove endogendus pyruvate. The reaction for alaning aming transs
ferase is started by the addition of 2-axogiutarate, The enzyme ALT
fransecs the aming groug from aldnine 19 2-cxogiutarate to form pyruvers
and giutamate, The PyTuvale enters a lactate denydrogenese catalyzed
rescton with NACH to tactew and NAD<=. The decrease in
adsordance due to consumption of NADM is-measured
speciophotometnically :

2Croguarate + L-Alanine ———A‘,—E__ Glutamae + Pyruvats

- LOK
Pynnvate + NAOH+H* T=———x2 Luciaty « NAD~

mﬁmsmmmgeggﬁmgmmmuw
mined speczropnatom nmand

ALT acavity in the samole, o Goptoson 3 detected by
the Surt Kinede Opton ang hign
imerterenca Qpton ot the EPOS System.

REAGENTS FOR IN VITRO DIAGNOSTIC USE
§T209A ALT Butter, 7 x 30 mi )

LAlanine 600 mmal/t,

Tria HCI 118 mmou/L

ph 7.5¢30C

wmm:g; :l:ormws ‘SOBIUM AZIDE! Sodium Azide
coooer 450 pramting 3 fom Nighty explosive

Cisposdl, flush with 2 large volume «mm:g 0 nwzm mo:-n
§72060 ALT Substrats, 7 x 30 mi

NADH 4.5 umairvia

Lactate Detygrogenase 72 Uivial

§T209C ALT Starter, t x 28 mi

2oxogiutarste 180 mmoi/L

THe HC! 85.4 mmoi/L

WARNING! CONTAING SCOIUM AZIDE! Sodium Azide may react with
cooper and lsed plumBing (o form highty expidsive matal azides. On
cisposyl, fush with 8 Jarge vonme ¢f water 10 prevert azide Buikd-up.
Preparetion of Reagents

Prepare Working Resgent R, by reconst ALT Subszata (8) with
entiry coments of ALT Butfer (Al Swirl to dissaive and aliow to stand 10
minutes. Transfer 200rOpriate ATOUNt 10 8 Ry reagent vesser.

ALT Startar (C). Ry, is ready for use. Transfer appropriste amount to Ry
magant vessel, .

TENTATIVE -,

EPOS SysteMate

Dliagnostic Reagents

may reect with -

Dlagnastic
Systems, inc.’

Sdaary 42 § Maven. Comens Garvaswy

Starege instructions

Store SystaMats ALT Set as packaged a12-8°C. Starage mustnot exse
the expiranon gt on box [3ded, The reconsatuted Reagent is stadia fa
weeks & 2-8°C ind 6 days a1 15-25°C, The Starter is stable up

. EXDIraBON 4318 82 2-8°C and 4 weeks a1 15-25°C. Care shauld be taken
. minimize evaporation il the Warking Reagent ia stored in the R, or |
vessais,

Indicstions of Deteriorstion

‘Clumping, insoluitity o giscolor3non of the nomally white, cry Reage

Ingicates decormpcation. Any evidence of microtial Growtn in either
reccnstiuted Reagent, Buttee of Starter warrams discentinuanes of us
SPECIMEN COLLECTION AND PREPARATION

Usa clar, unhemotyzed Serum et Nas Deen secargted from tha cavs:
$00n 3fter cotiection 28 poasitie, itis best 1o measyre e enzyme actvi
witlin a few hours of coilectng,The serum loses less than 10% of i
aﬂmgﬁa‘dmmnmmaa-e‘c.mmmsmswmm
a1 X

Perform tha ALT determination a3 scon gfter collection a3 passible.

Intortering Substances

The resuts of studies a1 EM Diagnostic Systems labormaries show th

e fotiowing substances interfere with ALT determingtions:

1. Method dependent .
~GLOH Interfores in the presence of pathalogically high ammaniu;
n concontrations

* =gyruvae in high concantrations interferes with the Qatermunation ¢
cansuming NADH (Remegy: Oliytion)

© 2 Method indepencent

~increased ALT actvity through anabotics, ancrogens. anfiiotic
Qntracegtives, cpiates, phenothiazines
Far further information on interfering substances, refer ta the putiicatic
by Young, et &l. Clin, Cham, 21: No. 8, 154320, 197S.
PROCEDURE

Resgents Provided

ALT Butfer (A)

ALT Substrate (8)

ALT Staner (C)

Matarials Roquired But Net Provided

EPOS Anaiyzer
EPOS Sampie Cups
EPOS Reagent Vessals (R, and R,)

Basie Anslytical Prrametars of Method

Reggent | Volume 250 w
Reager 2 Volume 25 i
Sampie Votume 3;3 wl
Waveiengn nm
Temperanure . 3C
Procedurs! Qutting

NOTE: Qoeraior shauid refer 10 the EPOS Gpeeations Manual for mor
detailed infarmation, and become Moroughly familiar with its operato
price ta pertorming any a33ays. : . .
1. Load patient sampies into sample cups and place in sample chain,
2 Lead Ry and Ay Ino aopropriata posidons on Anatyzer. (Make sur
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4\ -

a0oroonate controls of $TNAATS A8 1040ed intd the S00rCrate weks 'ﬂimmm Using tne exact procacure outiinea on the EPQS Anayzer,

on the Ay vesset i), md!mqﬂnmmmawmmlUIL«ALTE:0.000S(mayvuy
:Lgmf'STA'(stxmmmonMw. ) s:lqmywmwonum .
4. Setsct ang entér tagt mewnog (¢ither By mathod name, method *| -
AUMRH. OF 20prooriate softicey) " By BIBUCGRAPHY
&&mwmmpnranqowbommed. 1.m-u.amuwus.ms«.&4w.mnm.nsm
8 The Om;w wil m:g:nscggsvm hase patient (sampie) | 2 gﬁu fm«. ASS 108, WTFATZF L Cln, Chem. Cln, 8lochem. 18:421.834,
7. mcmsmmuwammwwuommmw 3. Bergmeyee H.U., Cin, Chem, 12:1308, (1972}
N s Mﬂmet;m. : 4 !fm\ggwkmm A..muaxa:&mm
Onoe the Anafyzer lmm'swrwmm«. 48 N.w.(od.l.mmmacmlcnl X is: W, 8.
s.nmmu;q"mmmummumnmm Saunces, Compamy 1962, & 558 Chomezy. Prissapnia
EFCS Anaiyzer . t Thademurk of Blo-Dynamicy/ SMG
Results ang Caicuizdons 11 Tracomenx of Gliserd Electionics, Ine.
Rouulnummummmmmmwormby mmomosncmms.mc.mmwmwmmm
patient via the Datx Teamina, ’ . ummm&h&mmmwﬁmmwimmm
Sty Sar ‘ | o et ot snai €M OLAGNOS B, Seemeg ot .
) R . . .| 8ne extiuc NQ evemt shall , INC, be
4 &mrdmmﬂ:?mwwawwm '| Gale for any incirect o¢ consequential damages, _
mb.s"wd“_ que dictat Sontrofs ) nom asnomat Mym«modﬁmdmmermmdmmy:mw-
affoct the stated performancs.
LUMITATIONS O PROCEDURE : . ;
® TECH HOT UNE
? it you neexd any technical assistane @ regarcing Qur products, plesse cail:
EXPECTED VALUES 1-800-257-5541 In New Jersay: 800-232-6533

wummqmumm.mwmmwm.
Gowmmneamummﬁumm
Yeues.

Emwnmum&mwn«z‘m:

Majes: &2 VL 2t 30°C .
. Fenaes: 417 WL 2300
MGM’MMWMMM&
The fellowing cata were oStained usi the exact procedure described in
ma»mwwmmm&maum.

W.Wmmmdmumhummmmh -
mm.mmmmwwuoum

ZNITA G
:; ‘{ ; 'P i M -.'- %-‘L‘
23 R \. ,l ‘\x

D, tlc
@f!‘. ams, Inc.

480 Democrat Road
Gibbstown, NJ 08027
_ (609)
(800) 257-5541
. ; : {In NJ 800.232-6533)
; : . lssued 984
Ro%ss
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ALTAIRE™
R PACKA
ELECTRO-NUCLEONICS, INC.” : INSE!
ALTLTS -

REAGENT FOR THE DETERMINATION
OF SERUM ALANINE AMINOTRANSFERASE (ALT.GPT)

INTENDED USE

This procedure is intanded for the quantitative determination of serum
alaning aminotransferase wmty using the ALTAIRE ™ Chemsiry
Bystam.

This kit containg either 10 x 30.0 mt vials (RA 310-60) or 20 x 15.0 mL
vidls (RA 20-60) of ALTAIRE ™ ALT yg Reagent.

TEST SUMMARY AND EXPLANATION

The onzyme dlamne aminotransferase is clinically significant in the
diagnasis of hepatc gisorders. This enzyme catalyzes the transler of an
amina group from Lealaming 10 2:0x00iutarate with the tormannn of pyruvic
and glutamic acids. Early colonmetne metnods were dased on measuung

the amount of pyruvate formed after its conversion to pyruvate

hydrazone.? The ALTAIRE ALTy 1g Assay is based on Henry's) medifica-
tion of tne method of Wroblawski and LaDue.¢

in this procedurs, the pyruvate tormad reacts with reduced
nicotinamide agenine dinycleonde (NADH] in the presunce of lactate
dehycrogenase (LDH) to form lactic a¢id and OxiCized micoungmige
adgenine dinucteotide (NAD).

CLINICAL SIGRIFICANGE!

The acrivity ¢f alanine amingtransferase (ALT.GPT) in serum is clinical
ly usatul in the ditferentiation of hegatic disorders. especaatly when its ac-
tivity is compared to that of aspartate aminotransterase (AST.GOT).

In cases of hepatic necrosis, the actwity of serum ALT is typrcally
greater (nan (nat of AST; whareas in cirrthasis and MeIastslic Carginoma
the reverse often occurs. Cases of myocardial infarcton, however, Show
ALT lavels within the reference interval, while the AST may freQuenuy be
20-30 timas higher.

’

- PRINCIPLE OF THE PROCEDURE

The alanine aminotransterase in sarum ¢onverls tne Loalining acid and
2-oxggtutarate in the reagent 19 pyruvic and glutamic acia

?H; COOH ) CH COOM
| )
HCNM; + Ce O ALT c = + HCNH
] [ —_ -
COOH (?Hah COOH (CHyY;
|
COOH COOH
L-alanine 2Qrcglutarie Pyruvic glutamie
aed g acd

The rate al which this reaction groceeds s determined by the rate 8t
which Byryvic 3cid 13 lormea, and 1S a measure of ihe ALT (GPT) activity in
the sarum.

Inthe prasence of 8xce3s LDH (which ACtS &8 an auxikiary enzyme!
NADH (3 co-enzyme), Ihe pyruvic acid 1§ converted 10 1aGliC 3¢S, anu
NADH orxidized to NAD:

Hy Hy
LOH
NADH + H* o &': . o——-——)n-;c‘on + NAD™
coon coon
pytuvic factic
g acia

The rate of conversion of NADH ta NAD * can be tetarmined by ot
ing the gecrease in adsorbance at 340 nm aner 313g phase This o2
because NADH ansorbs steongly at ttus wavelength whereas NAD * .
nat, As can be seen, this rate of conversion from NADH to NAD 18 du
related to the activity of ALT (GPT).

The activity of ALT {GPT) in serum is expressed as Internanonal {
per liter (L), where ong International Unit of activity represents the
0a0n 0! one miceomole of NAD * pee minute undar the assay condr
ueeg. .

REAGENT CONTENTS

when progerly Sussoived 83 Giresied Below, the ALTAIRE ALl
Reagent has the follewing camposion:

ACTIVE INGREDIENTS CONCENTRATION
Butfer, pH 8.0 (25°C) 100 mmgui
L-Alanine 500 mmaoiil
2-Oxogiutarate 15 mmoii{,
Nicotinamide adanine dinucleotids

({reduced) (NADH) 0 22 mmolit
Lactate dehydrogenase 2 00U
PRECAUTIONS ' _ .

For In Viteo Diagaostic Use

The toxicological propenies of Ihis reageant have not teen geterm
Avend ingestion.

MATERIALS REQUIRED
1. ALTAIRE ™ Chemistry System and accessories
2. ALTAIRE * ALT_1g Reagent -
3. Distifleq water
4. Pipettes capabie of gehvenng 15.0 mLor 300 mi
5. Sample tudes
8. Bartie for Working Radgent

REAGENT PREPARATION

A. Kl RA 10-80 (10 x 30.0 mi viais)
Oissoive the Contents of one viai of ALTAIRE ALT{ 15 Reagen
30.0 mL cisutied water. Oissoive by gentie Dut (COLUNUOUS invers:
the viat. 0O NQT SHAKE
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B. Kit RA 20-60 (2ot
Dissolve the co‘z-dmnrgsmn
15.0mL duuumwmmcl
the vial. DO NI

Prepare sutlic EuESmNTs SOngTies Uiorgenry RONENSE

REAGENT STORATEESSSRITY-

1. When stgred -.-rmuayu:u-sm e
stable untit \heunEREaSatne u vy

2. The dzsmmmbsm-m mm
(2%-8°C).

3. Shouid the disexingpeeres arateortance of st then 0.9A &t
340 nm, discarmemesagsecnst e tasay uong fresh reagent.

4. Shouid he dryssmmemetsrcesraacoiored or if nricrobial con-
tamination is Spibvsorsan, domey emeciey.

SPECIMEN COL(SSRRSTUBARE

1 Uﬂﬁﬁmﬁlyl.dm”
2. ALT activity iszemmmeehy 3@y Tat 0°C 200 107 ¥ wish whey
refrigeraled arum! .

CHEMISTRY PAIERESIEETREOS FILE
ANALYSIS: ACT .
DE 3
TEMP, b oad
SAMPLE!
BLANK NO
VOLUME (M) 13.0 UL
VOLUME (R) so é"‘
DISP. TIME -0
REAGENT 1 {EjfReyny
PUMP #o, YRSy - 25 (8
o] L2 JT N
b« M 7
= -0
REAGENT 28 o
PUMP »1, XD = e
=0 25 in
PUMP 11, 19
PUMP #1, —1028°
WAVELENGTH - 343
FILTER FACTER 1028
DATA REDUCT. ZERQ ORDER (S1
RAMS, MAX. 1.00C mA-
o MIN. -T00 &
o MAx, 2008
CALCULATICum: <
SP 1K,y -WHEI
UNITS e
ATT.LEV., m 1.063 Uit
© o ssaeun
1 REF.LEV, l’\? 7.003 .
k<{ YN
1t CTR. (Nonm =
(ABNOmRY! ]

1118 r0COMMEEEIENESNERCrI Y CLNITRAS NI PEISrENCE MiIer-
val {07 118 parncutsmmpm

11The AumDer eBuTIERCy & ratreg CONtrit SEMR SH0GLY De:

getermined Dy oemmEED..

PRESENTATIOEEESLIS.

1. EVALUATE XRieB pamerr T DICR Sulmary 30Q SIMSDCR
repon for SHEDIRDETINE VIS, AROWS 10F JCCEDRNCE OF c8~
jectign of lmlduniumcm ;e

unknown samm -

& Inthis menmeemmesy et Dyt dzte anm

L ¥

i e
P

X The cticulansd vedues K a2 Comrols and unknown sarr
15A Drted s 1R OrOer Of DISTy Ry
€ Reron 3smpits 2re dS8GASEE By an astensk L
Q& ANOEOUS TENRS Mt INGCITG By 3 AOA-AuMENC ¢
prvwed i pace of & MUl Pora complete explanaton
rwies 10 Section 3¢f the ALTAIRE Operatng
& Thelampatof e primout cavems of the calculated stat
controls and patients..
2. REPOAT MOGCE - Onct th results 316 evaluated and accey
Sent resuits 30 D9 panted ia the REPORT MODE using «
DovY) ot twd tormat styles:

ey

¥ Asngle reoort showing 28 accagtad chamistries perorm
intivicusl patient as Selectod By the operaler A¢corang
want number. .

CALCULATION - Pectermed sutomatically by the AL
ITRITErOCesSar uSing the 108owng caicuiation made! #0.

. R = (% » Ky » Cone
For this 2833y

® « & Afvme {80pe Of the Sarmple reaction)
X, « § (oot appieatie 3 this #ss3y)

- Xy - 1

KT Factor
Cont. « WL

Theresore:

v
} AAmn = @+ K7 x UL
or KT xAAmn = UIL

When using the 2878 onder(3iope] gma reduct:an mader for an
I 32IOIDINCE CRENONES i JANET 1S MONUOIES Glung tNe 25535
calulasen sope (AKX por mumaz) & muitiphed oy a facior (7
beiow} 15 obtain the ALT achvity of the sampie n Intgrnationat
firer 21 the programaved temperaturs.

FACTCR DERIVATION

Tog acxwey o ALT in Sorum is expressec asimernationat Urats
One incernationsl Unt of ALT actwty represents he formats
meremoie of NADM per mmute unddr 1€ As33y conditions y$

UL AN G5003x 10
8§22x 10320018321
whese

ANma w» absorbance change per minute
10 » comeramoimliol
oS - FBICHON VOlume i L,
103 = conversion of ailimales 10 micromoies
6222101 o moia S0SOrpirety 0f NACH
0.015 » symple volume i mL
1 - nem  °
Theretore et
un. & Neun 309

Serce tivs kamm‘mm e caleulanon

IS assay raquires the retrocs (RT) of s 13€20r, 0 00030
gremmed 3 » WSFET

CALBRATION
 C3nbration i3 pestgrmed avtomanedlly Dy the
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QUALITY CONTROL

18 good practice 1o a333v both normal and abnormal Control sera on &
reguidr basis. The ALTAIRE ALT, 1g ASSay 18 an enzymalic procecure
with vaiues given in Inlemationat Units at the programmed temperature.
Whan using cammare:al control sera. the conustency of values from run
t0 run is more imporant than the acwal value oblained,

NOTES AND LIMITATIONS

1. 1t the sampie has an ALT activity higher than 630 UL, 2 messags 18
printed in place of the resull. Such samples shoyid de rerun. Reler to
ALTAIRE™ Operating Manual for the Rerun Pracecure.

2. Erythrocytes contain 3-5 times more ALT(GPT) than serum, thereiore
Only minimal Remolysis ¢an be (olerated. -

3. Canain drugs may interlare with the assay or affect the creuiating
tavel of ALT(GPT). For a complete hsting of such drugs, see Young. et
[1RS

4. The pantgimsnce of the ALYAIRE ALT( g Astay has been veritied at
37¢Cc -

EXPECTED REFERENCE INTERVAL a137¢C

Sarum sampies from 89 asymptomatic adults were analyzed fot ALT ac-
tivity using the ALTAIRE ALT| 1g Reagent Kit. The following results were
obtained: .

Maan (U/L) 20.2
$0 6.6
Refgrance intarval (UIL) 7.3
{Paramatric)

1T 1S RECOMMENDED THAT EACH LABORATORY DETERMINE THE
REFERENCE INTERVAL FORITS PARTICULAR POPULATION.

PERFORMANCE CHARACTERISTICS — a137°¢

A REPRODUCIBILITY — determined o the ALTAIRE™ Syste
ALT levets. The three tevels were assayeq 3t seast § Lmes
v, W runs par day. lor a ot of 20 runs.

The pooted withia-run precision was }ound to be*

Mean (UL 28 98
SO 1.1 1.3
Cv. & 42 1.3
[} 178 178
The tota! as3ay precision wis lound 1o be.

Mean (UL) 28 9
S0 13 1.5
CV. % 52 1.5
] 178 178

B PATIENT CORRELATION w A tenes of 50 $9rum $pecmen
values ranging from 3-547 Ui, were assayeqd Dy Do ra £
System (y) and the FLEXIGEM * System(x). Leas®-squares ¢
analys:s of the gAl1A gave A correlnton coviligrent ol § 3
hnear 1e1a10NIMP CXPrassec as y = 0989w « 102
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ALTAIRE™ ALT_TS
REORDER NO. RA 10-60 (10 x 30.0 mL vials) . REV.
RA 20-80 (20 x 15.0 mL vials) PIN 90
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ELECTRO-NUCLEONICS, INC.,

350 PASSAIC AVE,, FAIRFIELD, N

Copyright* 1983 ELECTRO-NUCLEONICS, INC, All Rights Reserved

BAYP0000004_463_0029



