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I. OBJECTIVES

The objectives stated in this proposal will not be changed from
those stated in the current year's research objectives. These are:
1) to determine the exact nature of the cytological defect produced
in the development of the germinal epithelium and to relate the extent:
of the defect to dosage and times; 2) to find the minimal dosage that
will affect the germinal'epithelium; 3) to determine the time of
recovery from any given dosage; 4) to-determine the minimal dosage
that leads to permanent ddmage of spermatogenic cells; 5) to determine
the simultaneous effects of any dosage upon Leydig cell cytology;
6) to determiﬁe the influence of any given radiation-produced testicular
alteration upon other parameters such as the excretion of total
gonadotropic hormones, follicle-stimulating hormone (FSH), interstitial
cell-stimulating hormone (ICSH), estrogens and androgenic hormones;
and 7) to determine the influence of any given radiation-produced
testicular alteration upon plasma FSH, ICSH and testosterone. Our
final objective is a complete statistical examination of all
parameters and their interactions.

The following charts similar to those submitted last year, will
demonstrate data collected during the current year ( Charts A, B & C )

and data to be collected during the coming year ( Charts B & C ).

II. CHARTS
( See following seven pages )

A. BIOPSY TIMES FOLLOWING IRRADIATION (A1-AS5)
B. PARRAMETERS MEASURED AND RESPONSE RECORDED DURING RECOVERY
C. PARAMETERS MEASURED AND RESPONSE RECORDED DURING DEPLETICE
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ITI. IRRADIATION SCHEDULE

The irradiation schedule that we have been following is as

follows:
600r 6 subjects November 1969
200r 6 subjects May 1870
75r 4 subjects November 1970
20r 4 subjects - May 1971

As of this date ( April, 1971 ) we have the following yet

.

uncompleted:
600z 0 subjects
200r 2 subjects
75 2 subjects
20r 3 subjects

The men are preseﬁfly being prepared for irradiation and
chould all be irradiated by the time this report is read. The
reason the doses were not given exactly in the order originally
shown was because we wanted to be sure that we chose the correct,
volunteers for each dose ( i.e., the ones with the longest sentence
received 600r; the ones with the shortest sentence received 20r ).

This insures that we will be able to follow them through to recovery.

IVv.  RESULTS
A.  HISTOLOGICAL
As reported previously we have observed an increase in the
number of Leydig cells following irradiation with 600r using the

Leydig cell/Sertoli cell ratio method ( Heller, Lalli, Pearson and
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Leach, 1971 ). Although the results are preliminary, the data
suggest this rise begins approximately 90-95 days post-irradiation.
Thus far, four subjects show an increacse in Leydig cell numbers and
one subject shows a slighf decrease; however, his later biopsies
must still be quantitated.

Although a total of 14 subjects have received 600r of irradiation
only 11 have sufficient biopsies -taken after 90 days to ascertain if an
increase has taken placet Of these there is only one subject that has
been followed for a long enough time to begin to show a recovery in
Leydig cell numbers - this being roughly 1,900 days. His Leydig cell/
Sertoli cell ratios are shown in the following:

Subject #199
LC/SC Ratios

Right Testis Left Testis

Control _ .45 .47
26 days .44 -
92 days .53 - i
232 days - .52
295 days .63 -
1022 days .55 -
1120 days - .75
1253 days .49 -
1722 days - .88
1204 days - .61

The number of men that will be available after this amount of

time has elapsed can only be postulated. At this time eight subjects

3001043
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who have received 600r are actively participating in the irradiation
program and three have bicpsies after 700 days post-irradiation.

We shall continue to follow these subjects for as long as
possible after irradiation. Hopefully, until they again reach control
levels.

If indeed, we do find that there is a significant rise in
Leydig cells in the population of subjects who have received 600r,
we shall then begin quantitation of biopsies from subjects who have
received lower doses of irradiation. Should increases in Leydig cells
be found at these doses tﬁen we shall determine if these increases
correspond with those at 600r. Questions we chall be answering are:
1) are the increases at these lower doses, if they do occur, as
statistically significant as those at 600r, i.e., are the increases
as great, 2) are the iﬂfervals of time to notice an increacse and to
notice recovery the same, 3) is there possibly a dosé-response
relationcship involved?

Quantitation of the germinal epithelium has proceeded by .
accumulating more data for adequate statistical analysis. No '"new"
findings can be reported although initial findings are being
further substantiated. Examples of results at different dose levels

by tubule counts ( Rowley and Heller, 1971 ) are as follows:

50010494
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Spermatogonia Spermatocytes Spermatids

\rg

Control  0.93 0.80 0.49 0.42 0.76 0.11 2.56 1.56 3.09 2 67 2.45
251
6hrs 0.68 0.63 0.25 0.09 0.45 0.01 2.87 1.78 2.62 1.13 1.54
24days  0.74 0.64 0.29 0.05 0.14 0.02 2.85 2.65 2.00 0.27 0.35
40days  0.28 0.23 0.03 0.02 0.04 O 0.20 0.30 1.16
20ldays  0.36 0.28 0.07 0.03 0.04 O 0.31 0.21 0.41
420days  0.96 0.88 0.30 0.45 0.25 0.25 3.31 0.99 2.45 3.49

e e o e S . e T =% - A T Y e e e S g T R G D e - o = e G A TR AP WD W= e e e e W A e -

Control 0.71 0.53 -« 0.28 0.24 0.43 0.06 1.99 1.43 1.29 1.29 1.00

100r
24hrs 0.62 C.44 0.14 0.14 0.33 0.02 1.32 0.72 0.79 0.71 0.74
l4days 0.59 0.06 0.003 0 0.009 O 1.05 0.55 0.59 0.73 0.49
25days 0.20 0.08 0.04 0.02 0 - 0 0.27 0.81 1.06 0.75 0.73
49days 0.27 0.12 0.02 " 0.03 0.04 0 0.20 0.17 0.32
112days 0.06 0.02 0o | 0 o 0 0.03 0.02 0.06
210days 0.06 0.06 0.005 O 0 0 0.06 0.03 0.02

o o e e o e o e e e e e o e = ™ ot e = e = - e = e = S = = = e o Y = S o= . = e = - - e -

Control 0.56 0.44 0.29 0.33 0.1 0.01 2.60 1.58 2.20 1.83 1.60

600r

22hrs 0.47 0.24 0.07 0.07 0.74 0.04 2.90 1.88 2.24 2.22 1.68

l4days 0.28 0.23 0.004 O 0.01 0O 1.39  0.44 0.99 0.71 0.72

29days 0.21 0.14 0.01 0 0 0 0.01 1.34 2.37

84days 0.01 0.002 O 0 0 0 0 0 0 0 0
151days 0.002 © 0 0 0 0 0 0 0 0 0
252days 0.006 O 0 0 0 0 0 0 0 0 o
322days 0.003 0.01 0.02 0.005 O 0 0.05 0.04 0.01
477days 0.001 O 0 '0.006 O 0 0.01 0 0 0 0

3001085
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Ultrastructural examination indicates Leydig cells are affected
by irradiation within two days. With the aid of the electron
microscope we shall continue to study the morphological changes df tte
Leydig cells which cannot be seen with the light microscope follcwing
irradiation. BAgain we are attempting to answer questions concerning
dose-response relationships of the morphological effects of X-ray
irradiation on the Leydig cell. See photo section for one example of
a possible change due to-x-ray...:

Ultrastructural examination of the germinal epithelium has
revealed many morphological changes, some of which we have not seen in
either normal or otherwise altered testis. For example, at 24 days
after irradiation at 600r, we héve found macrophages traveling through
the basal lamina into the tubules. We believe they pick up damaged
cellular material and theh move into the lumen. The Sertoli cells,
however, also act as disposals fof damaged tissue releasing acid
phosphatase info the céll to break it up and then acting as a
transporting medium for the broken-up cells to pass through into the
lumen ( see phofo section ). °

Although much progress has been made we have really only
scratched the surface. Because of the number of biopsies taken and

the wealth of information available in each biopsy, much of the

material has not yet been examined.

B. HORMONAL
Plasma testosterone is being measured by the method of

Murphy ( 1870 ). This method consists of extraction of steroids from

3001090
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plasma with diethyl ether, isolation of testosterone with the use of
a column of Sephadex LH-20, and quantitation by competitive protein
binding using L.P.P. and charcoal uptake.

Although there are many methods currently available in the
literature, the above method seems most suitable due to its relative
speed and simplicity. The other methods are characterized by
extensive solvent preparation and”multi-stage isolation steps ( often
both thin-layer and paper chromatography ). The normal male control
value obtained in ;his 1abqratory je 212 T 62 (S.D.) ng/100ml with a
65% recovery.

The methods that we use for the radioimmunoassay of plasma FSH
and ICéH are modifications of methods by Odell et al ( 1967 ), and
Midgley ( 1966 ). We use the NIH standard LER ©07. The method
involves iodinating 2 pg of highly-purified HLH ( or 1 pg of FSH
with 2 me of 1331 by the modified method of Greenwood, Hunter and
Glover ( 1963 ). The iodinated hormone is separated from the
inorganic 1131 by passing the sample through a G-75 Sephadex column.
The trailing edge of the earliest peak is used in the assay. The

.specific activity ranges from 200 to 600 BC per pg.

The buffer system and assay procedure differ, from that of Odell
in incubation and concentration of rabbit serum. After adding the
buffer, EDTA, plasma and antibody, we incubate for 1 day, add iodinated
hormone and further incubate for 4 days. We prefer this because the
sensitivity of the assay is increased by the creation of a non-
equilibrating system. The plasma ICSH control value ( 50 men ) is

4.34 £ 1.27 (5.D.) (mIU/ml LER 907, RIA) with a range of 2.28 to 7.33 mIU/ml.

3001097



The plasma FSH control value ( 34 normal adult males ) is 6.85 1.1
(8.D.) (mIU/ml LER 907, RIA) with a range of 4.40 to 9.08 mIU/ml.:

One man has had all of the collected samples completed ( other samples
are run randomly to insure our double blind system ). His values are

chown as an example of the data being collected.

-15-
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PLASMA ICSH AND FSH DETERMINED BY RADIOIMMUNOASSAY. SPERM COUNTS ARE
GIVEN® BOR APPROXIMATE PLASMA COLLECTION DATES FOR REFERENCE.

Collection ICSH (mIU/ml) | FSH (mIU/ml) Collection | S.F. Count
Date Date M/cc
1-20-68 5.50 4.73 1-16-68 157
2-3-68 3.35 6.23 1-30-68 126
2-17-68 3.38 6.75 2-13-68 258
5-5-68 4.58 . 5.00 4-23-68 213
5-12-68 4.20 6.65 5-14-68 160
10-8-68 4.30 6.45 10-7-68 236
11-14-68 4.35 6.05 11-4-68 125
TTliliaes eoor | T[TTTTTYTTTTLT
______________________________________________________________ .
11-28-68 4.90 9.15 11-25-68 87
12-20-68 8g.92 19.00 12-16-68 94
1-8-69 10.42 20.25 1-10-69 27
1-10-69 9.00 22.45 1-24-69 10
1-22-69 ©7.83 16.25 1-31-69 1.
2-18-69 7.84 21.25 2-7-69 0.3
4-25-69 5.50 17.25 2-28-69 0
5-12-69 4.75 18. 25 | 5-16-69 0
5-29-69 8.13 17.40 5-23-69 0
6-30-69 6.23 18.50 6-20-69 0
8-5-69 7.07 16.00 I 7-24-89 0
8-22-69 4.65 15.38 8-21-69 0
9-29-69 10.38 22.00 9-18-69 0
10-28-69 6.95 23.00 J‘ 10-9-69 0
11-29-69 8.65 15.05 11-26-69 0
12-29-69 5.08 . 15.88 ' 12-29-69 0
1-30-70 9.80 21.25 1-19-70 0
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Concerning urinary hormones ( FSH, ICSH ) we are now in the
process of re-analyzing the vast amount of data we have accumulated.
Each assay is being carefully evaluated both personally and with the
aid of a computer. This analysis will continue for some time because
of the time involved in evaluating each response that has been obtained
in all subjects who have received irradiaticn. After this careful
analysis has been completed it will be inspected further and the same
questions applied as before - is there a dose response, etc.

.

C. SEMINAL FLUID
Sperm counts and sperm morphological examination will continue
to be.done on a weekly basis. BAnalysis of sperm count will be done
on a dose irradiated basis to determine a possible dose response effect

and length and degree of effect for each dose.
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Crystal of Reinke in Leydig cell 22 hours
after e00r. Surrounding membrane is
pointed out by arrows. Membranes around
crystals of Reinke have not been seen
except after x-ray irradiation.




Abnormal spermatid 22 hours after 600r.
The acrosome (Ac) is peeling off of sperm
head instead of covering it. The head cf
sperm appears trapped within cytoplasmic
droplet (Cy) instead of puching itself
out.
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-V = R R A% PR
Macrophage entering the seminiferous
tubule 24 days after 500r. Macrophage
material within the tubule is indicated
by black large arrows, material outside
tubule is indicated by open arrows.Small
black arrow indicates intracellular
pathway used by macrophage when entering
tubule. BM indicates basement membrane.
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Seminiferous tubule 24 days after 600r.
Cells marked ! indicate macrophages

which have entered the tubule through the
basement membrane (Bl) area.Macrophages
outside cf tubtule are indicated by
arrows. One cell, possibly a spermato-
gonium (Gon) is degenerating.
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sperm count in man, Rad. Res., 35:493, 1968 (abstract),
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Natibnality:

Education:

1961 B.S. - Biology/chemistry, Pacific Lutheran University,
Parkland, Washington _ ’

1962 ASCP - Histology/cytology, The Swedish Hospital Medical
Center, Seattle, Washington

1963-66 Postgraduate courses, The University of Washington, Seattle,
Washington
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Carl Raymond Gray Scholarship; Union Pacific Railroad Scholarship;
Captain Carl Bedrd Trophy and Scholarship; National Honor Society
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1967 Ph.D.- Cytology-biochemistry, Oregon State University,
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National Science Foundatién Graduate Fellow, 1964-66

Experience:

1963-64 Recsearch Associate, Department of Biochemistry, Oregon State
University

1264-66 Graduate Student, Oregon State University

1966-69 Professor of Biology, Northwest Nazarene College, Nampa.
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1969- Sr. Investigator, Division of Reproductive Physiolcgy,
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and Histology, Department of Zoology, University of
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National Merit Commendation
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Foundation), Cregon State University Corvallis,
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1967 B.A. - Biology, University of Texas, Austin, Texas

Eerrience:

1967- Research Associate, Division of Reproductive Physiology,
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1965-67
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B.S. Chemistry, University of South Carolina, Columbia,
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Research Assistant, Department of Chemistry, University
of South Carolina, Columbia, South Caroline (NIH Grant)

Teaching Assistant, Department cf Chemistry, University of
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Research Assistant, Department of Chemistry, University of
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Research Technologist, University cf Washingtcn Medical
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Research Associate, Division cf Reproductive Physiology,
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Personal Publications:
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Born: -

Nationality:

Education:

1943-45 William Smith College, Geneva, New York, Major in
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Experience:

1946-48 Physicians Medical Laboratory, Technician, Portland
Cregon.

1948-51 Technician €¥o Archie R. Tunturi, Ph.D., University of
Oregon iMedical School, Portland, Oregon

1951-62 Technician for Department of Anatomy, University of
Oregon Medical School, Portlard, Cregon.

1564- Research Assistant, Division of Reproductive

present Physiology, Pacific Northwest Research Foundation,

Seattle, Washington.

Personal Publications:

Rowley, M. J., Techima, F. and Heller, C. G.: Duration of transport
of spermatozoa through the ductular system, Clin. Res., 16:150,
1968 (abstract). -

Heller, C. G., Teshima,; F. and Rowley, M. J.: Duration of transport
of spermatozoa through the ductular system, Advances in the
Biosciences 4, Schering Symposium on Mechanisms Involved in
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Born: - -

Nationality:

Education:

1948 M.D. - George Washington University, Washington, D.C.

Experience:

1949 Internship, Southern Pacific Hospital, San Francisco,
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. 1350 Residency, County Hospital, San Mateo, California

1951-53 General Practice, Othello, Washington
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Hospital, Chicago, Illincis

1956-59 Surgical Practice,; Yakima, Washington

1959-60 Residency, Tumor Patholegy, The Swedicsh Hospital Medical
Center, Seattle, Washington

1960-63 Fellowship, Radiation Therapy, Tumor Institute of The
Swedish Hospital Medical Center, Seattle, Wachington

1863-65 Fellow, National Cancer Institute, Project: Chemotherapy
of Malignant Dicsease
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present Staff, Tumor Ingtitute of The Swedich Hospital Medical

. Center, Seattle, Washington
1966 Diplomat, American Board of Radiology
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M.D. - Marquette University Medical School, Milwaukee,
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General Surgery Residency, Mt. Carmel Mercy Hospital,
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Surgeon, Veterans Administration Hospital, Vancouver,
Washington.

Fellow American College of Surgeons.

Private Practice, General Surgery, Salem Memcrial
Hospital Staff and Salem General Hospital Staff.

Secretary~Treasurer, Staff Salem Memorial Hospital, Salesm,
Oregon.

Secretary-Treasurer, Salem Surgical Society.

Director, Medical Service, Oregon State Penitentiary,
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VI. FINAKCIAL INTERACTIONS

A. OTHER RESEARCH SUPPORT \

The Ford Foundation: "Hormonal and chemical agents as
contraceptives im men - An investigation of their effectiveness and
mechanism of action®.

Grant period: August 1, 1968 through July 31, 1971

Grant award: $357,370.00

As of July 31, 1971, this grant period will be concluded.

B.  TRAVEL

It has been our pattern for Dr. Heller to go to the Cregcn
State Penitentiary at least twice a month, usually spending two working
days each time. Transportition to Salem may be by own car ( 12¢/mile )
or more usually by airplane, renting a car in Portland or Salem. If
plane transportation is used, the cost per trip is more expensive.

We are requesting travel funds for two meetings: The Laurenyian
Hormone Conference in Mt. Tremblant, to which Dr. Heller has been
invited, and the 1972 Endocrine Society meeting to be held in Washington,
D.C. ( together with the IV International Congress of Endocrinology ).

We consider these to be the most important annual meetings in our field

occurring during this grant year.

C. STIPENDS FOR INMATE VOLUNTEERS AT THE OREGON STATE PENITENTIRRY
We are requesting $270 per individual subject to pay for
exposure to radiation, submission to several subsequent testicular biopsies,

the collection of urine for hormone studies, the collection of weekly
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samples of seminal fluid and for vasectomies. ' The volunteers are
paid $10.00 per month while on the program. This includes, at times,
many months of control studies. They receive $10.00 for each testicular
biopsy ( including control ), and $150.00 bonus for satisfactory
completion of the program. At Christmas and on other occasions the
subjects who are cooperating well are advanced money against their

anticipated bonus. Occasionally additional "bonus"-payments are made.

- Incidental costs at the Penitentiary laboratory are also taken from

this fund.

D. INDIRECT COST ALLCCATION RATE
We propose that the 20§ indirect cost rate be continued.
Based on figures verified by Benson & McLaughlin, Auditors for the
Pacific Northwest Research Foundation, the indirect cost rate for the
fiscal year ending June 30, 1970 is 23.6% of total direct costes.
Substantiating data can be furnished if required. Therefore the 20%

rate has again been used in this budget.
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VII. FACILITIES AVAILABLE

A. The Oregon State Penitentiary at Salem, Oregon, is our most
unique and prized facility, for only here can we find normal subjectg
who are willing to have repeated observations made on samples of seminal
fluid, urine and testicular tissue, who are willing to take experimental
drugs and who, of course, are available for such observations over a
period of years. Since 1957 excellent rapport has been established
between our group and the administrative officers, the medical staff
and the hospital staff  Salem, though 221 miles distent from Seattle,
is readily reached by plane, train or automobile, 0 that the
investigatcers can and do conduct the experiments personally, spending
6 - 8 days per menth at the prison.

[ ]

Also at the Oregon State Penitentiary hospital we have available
a completely equipped modern cperating room, the hospital bads we need
( biopsy patients are all hospitzlized for 24 hours or more ) and a
complete staff of inmate nurses, orderlies, surgical assistants, etc.

In addition, a well-equipped routine laboratory is available for
performing routine urinalyses and hematological studies and liver functicn
tests, such as cephalin flocculation, B.S.P., thymol turbidity, transam-
inase. blood sugar, urinary PABA, etc. These tests are used to protect
the subjects from any untcward or unanticipated toxic reacticn from any

cf the medications administered.

2. Facilities availsble at the Pacific Northwest Recsearch
Foundation in Seattle: Thé Reproductive Physiolocgy Division has
laborateries in a former nurses' dormitory comprising a totsl of 3,294
square feet. These include: (a) a completely equipped histological
laboratery; (b) a light microscopy room; (¢) an electron microscope
room with adjoining dark room for developing photomicrographs and radio-
autography; (d) small animal room; (e) hydrolysis and extraction rceom
for steroids: (f) steroid analysis laboratory; (g) larger general
laboratory used for gonadotropin analysis, rat autopsy and general chemical
analysis; (h) small office; (i) cytochemical laboratory for frozen
Secticning and enzyme localization; (j) a completely equipped photographic
dark rcem containing, in part, a 45H Bessler Manual Mcdel enlarger,
Schneider Componon lenses, 1620 A loadmaster print washer; A-25 Arkay
electric print dryer; and a macro photography unit that can be attached
to the Bessler Enlarger. BAll these are for our exclusive use and do not
inclucde joint facilities of the Foundation.

C. Major permanent equipment available includes the following:
Two Zeiss Model Wl binocular research microsccpes; two Zeiss Photomicro-
Scopes equipped to allow us to use phase contrast. darkfield, bright-
field, and polarized illumination. A Zeiss Model GL microscope with
accessories and a Wild M-5 stereomicroscope Model 1250 are also available.
We also have a Norelco Closed Circuit Television Camera and Receiver for
use with one of our microscopes. This instrument facilitates teaching,
and also speeds scanning of tissue sections.
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Other equipment includes a complete micro-technique set-up
including an A.0. Model 820 microtome, paraffin embedding oven, etc.;
a Voland analytic balance, Harvard trip double-beam balance, triple-
beam balances, and a Roller-Smith Torsion balance for biocassay
purposes; Spinco Duostat and Durrum electrophoretic cell; Spincraft
automatic speed filter; International centrifuge and a Corning pH meter;
Kahn-type automatic shaker, Burrell wrist-action automatic shaker, Beckman
Model B spectrophotometer, Labine incubator, Rotovapor, water baths, hot
plates; drying oven, Gilson volumetric fractionator, Brinkmann equipment
for thin-layer chrcocmatography, automatic pipette washer and continuous
flow extraction apparatus for steroid determinatione; refrigeration
facilities for storing urine and seminal fluid specimens; biopsy racks
and an autoclave for their sterilization; two Monroe calculators, a
typewriter and miscellaneous other small equipment.

[ ]

We also have an R.C.A. electron microscope EMU 3B, improved,
and an Automatic Reichert Ultramicrotome OMU 2. A Packard Instrument
Company Model 7201 Radiochromatogram Scanning System complete with
automatic localization of radicactivity on paper strip chromatograms
or thin layer plates is also available.

D. The Foundation provides for our joint use with other
investigators a Barnstead still and a Beckman Model L-2 Ultracentrifuge,
a Vir-Tis tissue homogenizer and additional paper chromatography
apparatus, a Blackstone Ultrasonic cleaner, an Internaticnal Equipment
Company Cryostat and a Packard Tri-Carb Liquid Scintillation Spectrometer.

30014137
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IX. MISCELLANEOUS

A. REGULATIONS GOVERNING RESEARCH INVOLVING HUMAN SUBJECTS
The revised policy of the Pacific Northwest Research
Foundation with regard to research involving human subjects was accepted '_~,
by the Department of Health, Education, and Welfare, National Institutes
of Health, in June of 1970. Copies of the letter of acceptance from
the Institutional Relations Section, Division of Research Grants and
our current Policy and Procedures of the Pacific Northwest Research

‘Foundation with regard to investigations involving human subjects, are

LY

attached.

B. We agree to the general provisions as provided: "Equal
Employment COpportunity™ clause (HEW-386) - Revised Decermber, 1268,

Clause 6. "Patent Rights" (July 1967) Clause 20.

30011379
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T~
DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE °
) PUBLIC HEALTH SERVICE

NATIONAL INSTITUTES OF HEALTH
BETHESDA, MARYLAND 2001¢

June 23, 1970

William B. Hutchinsop, M.D.

President and Director

Pacific Northwest Research Foundation
1102 Columbia Street

Seattle, Washington 98104

Dear Dr. Rutchinson:

~The revised assurance dated May 28, 1970 submitted by the Pacific
Northwest Research Foundation for protection of the individual as
a research subject is hereby accepted.

We appreciate your cooperation and trust you will continue to keep
us infecrmed of any changes in policies, procedures, or cormittee
composition as they occur.

Sincerely yours,

AL O (> nka

R. C. Backus
Institutional Relations Section

Division of Research Grants

3001140
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May 27, 1970

Cwen W. Scott

Instituticnal Relaticons Section
ivision of Research Grants

Department of Health, Education,
and Vielfare .

National Institutes of Health

Bethesda, laryland 20014

Dear Mr. Scott:

Enclosed is the revised Policy and Proccdures of the
Pacific liorthwest Research Feundation with regard to
Investigaticns Involving Huwnan Subjects. Ve have changed
the membership of our Ravizw Committee to include en
attorney, a nurse and a local bucineseman. ( S=e Lttach-
ment B ). We feel that cur reviecws will benefit greatly
from the participation of individuals not directly involved
with the practice of medicine. ’

. 1

Our institution has had considerable experience with
this problem over the last eleven years. To date our
experiences have been happy, from every standpoint, and we
are hoping to continue in this climate. ..

I hope that our revisicns meet all the necessary
requiremnents as outlined inyour letter of Dacember 10, 196S.
However, if any additional clarification is needed, please
let me know.

-

Sincerely yours,

William B. Hutchinson, M.D.
President and Director

WBH/cmm
Encl.
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POLICY AND FROCEDURES CF
WITH REGARD TO INVESTIC

I. Ethical Policv.

T THE PACIFIC NCORTHWEST RESERRCH FOUNDATION
ATICNS IIVOLVINRG HUWAN SUBJECTS

N

nce 1958 the investigators of this Foundation

II, Administrative Review, All

i
-4 all research under the ethical provisicns

have conauct
ren g Code, modified to permit consent by parents
ans.

of the Nur

or legal gua n

caticne for funds must be

DCvicwea by tae Directc his review is chiefly concerned
with cecmpletemsss,; buls cwracy and cenformance with
granting egency policy. 7The Director is alsd required to
ascertain that projects involving h an subjects have been
referred to the proper comnittees for scientific and ethical
review. _ _
All propofals are initially submitted to the ledical Research

Board for roview of their scientific merdit. All applications
for support cf regearch training or gensral research

support projects, including those cf fellowz and trainees,
which involve the use of human subjccts must be approved by
the lzdical Zscsearch Rozrd and thoe Review Committee for
Research Involving Hurman Subjects hefore approval by the
Director end submissicn to the granting agency. Specially
°el°c“‘4 consulitants are called unen to couamtnt on any
scientific or ethical cuesticns for the information of the
hcdlcal Reseerch Doard and the Review Committee for Research
Involving lisman Subjects.

See also Attachment B - “Institutional Assurance on Research
Involving Humzan Subjects™. .

III. Membershin cF Rav ie chnitt fer Research ITnvolving Human ~ub ects,

-0sL=-
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1nis Xevicw Ccamictee pa:r; the prurery vegponsibility fcp
review and a;p c’al of rethods uced to deal with the uce of
human subjects et the Facific Nortiwest Research Foundation,
It is ma2de up of mature, competent individuals in the ficlcs
of surgery, inte“nal medicine, cpnthalaclogy and microdiolcoyy,
the Director cof The Swedish Hospital Medical Centerm the

Jead of the Department of Pat hols iy of The Swedish Hospital
Hadical Center, the Dircctor of the Tumor Institute of The
Swedish Hospital Ma2dical Center. the Chaplain of The Swedicsh
Hospital li2dical Center, an attornoy, a nationally respected
business man, a Registered Nurce and the President of the
Board of Trustees of the Pacific Ncrthwest Recearch Foundation.

See Attachment B - Memberchip of the Review Committee for
Investigatiors Involving Human Subjects of the Pacific
Northwest Research Foundaticen



o IV. Initial Review by Ccnnittce. All applicaticng are considered

by the lzdical lzsearch Board in the exact fcra to be

used in submissicn to the granting agency. Subsequently,
all proposals involving human gsubjects ére submitted to
the Review Ccmaittee for Research Invalving Huran Subjects
and the investigatore must discuse and be prepared to
defend in perscn the following points:

o the
ng the
ssment,
minimize

1. A detailed discussion of the pozgible ris
rights and welfare of human subjects, inc
right of privacy and frzedom from undue h
and a description of tha provisions made
these ricks. .

g t
ludin
arra
to

2. Mathods used to acquire infcrmed consent, with epecial
emphasis cn their gppropriatencss to the individual
gtudy situation. :

3. The relative ricke involved as compzrsd to the probable
benefits to the subject and to society,

Fembersg of the Ccmmittee vho are in any way directly
involved in the work covered by any project being considered
will be excused during psrtinent discusecion.

For eech application, th2 Committee will either certify t}at
these pointz have Leen properly dralt with and ceclare ths

the projcet may be submitted to the agency, or reccrmend to
the Dircctor that submisscion be delayed until specific
deficicncies ( spelled ocut in writing ) are ede euatbly dealt
with. The Committee's findings will be transmitted in writing
to the Directcr and the investigator.

V. Continuing Raview rv Cormittee. The Review Committee meets”

30001653

quarterly. ihe Ccmicttce, the membership cf which is
avallable &t all times, will be convenad by the Diractor for
emergent problems. Investigators in charge of projects
involv1rg human subjects are required to submit status reports
to the Committee, at aeppropriate intervals. Any unusual
circumstances o» procedural C)anges will be reperted
immediately to the Committee Chairman. The Chairman will
maintain a preoject log summorizing all Committee actloﬂs,
including discucsicns ou these reperts., If a report is
delinguent, the Cheairman will ccntact tha investigator to
ascertain the status of the study protocol. If at any time the
Comanittee is dizsatisfied with the conduct of the project or
with the cooperation of the investigator, they shall reccmmend
that financ1al support of the projcct be withheld immediately
until the deficicncies are corrected.


http://subnissi.cn

If any investigator plans a change in study protocol, he
will submit the propcsed changes to the Committee for thein
approval, befcre putting them into practice.

VI. Provisions to protect the health and safety of human subjects,

Aty re°ea*ch conducted invoiving J:Sl*le TiEX tO human
D

gubjects will be done &t The Swedish F qpital Yedical Center

where complete patient care is avallable in & S00-bed
faecility. The Pacific Northwest Reszearch Foundation is
situated on the campus of The Swedish Hospital Medical Centex

VII Applicability of this assurance. Thiz essurance applies to the

30014t

racific Io:t“u--t hesearcn Foundatien.
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ATTACHMENT A

INSTITUTIONAL ASSURMANCE ON RESEARCH INVOLVING HUMEN
SUBJECTS

The Pacific Northwest Research Foundation will comply
with the principles of the Public Health Service policy
with regard to resgarch involving human subjects which
requires a review independent of the investigator cor
director to safegquard the rights and welfare cIf those
subjects. It assures the Public EHealth Scrvice that it
will establish and maintain edviscory groups ccmpetent to
review research plans involving human subjects, prior to
the initiation of this research, in order to insure
adequate safeguards. Group reviews and decisions will
be carried cut in refsrence to (1) the richts and welfare

~of the irdividuals involved, (2) the appropriateness of

3001145

the methcds used to obtain informed consent, and (3) the
riske and potential benefits of the proposed research.

The Pacific llorthwest Research Foundaticn acrees to a
continuing exchange of informatien and advice tetween the
review group and.the investigatcr or director, particularly
to deal with propcsed chenges in research design, and with
emergent problems which may alter the investicaticrnal
situation with regard to the criteria cited ebcve. The
Pacific Northwest Resesrch Foundaticn will assure itself
that its policies and the edvice of its review groups are
followed., It will also provide whetever professicnal
attenticn or fecilities are required to safeguard the
rights and weliare of human subjects involved in research.
Records of group review and decision on the use of human
gubjects and of informed consent will be develcped and
kept by this institution. '

~

o /2 /C(/"Z Aesezoe)

R William B. Hutchinsen, M.D.
President and Director
Pacific Northwest Research
Foundation

Date::j/;/ /('/g 7 2, S: / é "/27
{ .
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ATTACHMENT B

LIST OF MEVBERS OF THE REVIEW COMMITTEE FCR INVESTIGRTICNS
INVOLVING HUMAH SUBJECTS OF THE PACIFIC NCRTHWEST RESEARCH

FOUNDATION

Mr. C. Spencer Clark
Chairman of the Board .
Cascade Matural Gas Company, Seattle, Washington

Williem B. Hamlin, M.D.

Certified by the American Board of Anatomical and Clinical
PathOngy .

Head of the Department of Pathology

The Swedish Hospital lMedical Cente., Ceattle, Washington

Cal‘l G‘ leller, M.D. ’PhnDc
Head of the Divisiocn of Reproductlve Physiology
Pacific Northwest Research Founcation, Eeattle, Washingten

William 3. Eutchinsen, M.D., F.A.C.S.

Certified by the American Eoard of Surgery

President and Director

Pacific Necrthwest Research Foundaticn, Seattle, Washington

Mise Olive Thmels, R.I.
Head liurse

" The Swedish Ho'pltal Medical Center, Seattle, kashington

Carl) D. F. Jensen, M.D,

Certified by the American Board of Cphthalmolegy

Chairman, Madical Research Board .
Pacific Northwest Research Fcundation, Seattle, Washington

Reverend Richard E. Johnson, B.D.
Professicnal Hospitel Chaplain
The Swedish Hospital Medical Center, Seattle, Washington

Allan W. Lobb, M.D., F.A.C.S.
Certified by the Zmerican Board of Surgery

- Medical Director

The Swedish Hospital Medicel Center, Seattle, VWashingtcn

Mr. David C. Lycette, L.L. D.
Attorney at Law
Seattle, Washington
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ATTACHMENT B (Continued)

Vernon T. Riley, D.Sc.
tChairman, Department of Microbiolegy
Pacific Nor;h»est Research Foundation, Seattle, Washington

Orliss tlldernuth, M.D., A.B.R.(T)
Certified American Board of Radiology

Director, The Tumor Institute of The Swedish Hospital Med1ca1.

Center, Seattle, Washingtcn

This 1list may.be subject to change periodically
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