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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 docsage; 4) to-determine the minimal dosage
that leads to permanent damage 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 hcormenes, 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 yeér ( Charte A, B & C )

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

IT. CHARTS

( See following seven pages )

A. BIOPSY TIMES FOLLOWING IRRADIATICH (Al-AS)
B. PARAMETERS MEASURED AND RESPOIISE RECORDED DURING RECOVERY
C. PARAMETERS MEASURED AND RESPONSE RECORDED DURING DEPLETIOHN
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IIT. IRRADIATION SCHEDULE

The irradiation schedule that we have been following is as

follows:

600r 6 csubjects November 1969
200r 6 subjects May 1970
75r 4 subjects November 1970
20r 4 subjects- May 1971

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

.

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

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

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

Iv. 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, lLalli, Pearson and

3001011
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Leach, 1271 ). Although the results are preliminary, the data
suggest this rise begins approximately S0-95 days post-irradiation.
Thus far, four subjects show an increase in Leydig cell numbers and
one subject chows a slight decrease; however, his later biopsies
must still be quantitated.

Although a total of 14 subjectes have received 600r of irradiation
only 11 have sufficient biopsies taken after 20 days to ascertain if an
increase has taken place. 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 Lleft Testis

Control , .45 .47
26 days .44 -
92 days | .53 - ..
232 days ; .52
295 days .63 -
1022 days .55 -
1120 days - .75
1253 days .49 -
1722 days - .88
1904 days - .61

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

time has elapsed can cnly be postulated. t this time eight subjects

30010172



who have received 600r are actively participating in the irradiation
program and three have biopsies 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 thall then begin quantitation of biopsies from subjects who have
received lower doses of irradiation. Should increases in Leydig cells
be found at these doces then we thall determine if these increases
correspond with those at 600r. Questions we shall 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 increacses
as great, 2) are the intervals of time to notice an increase and to
notice recovery the same, 3) is there possibly a dose-response
relationship 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, 13871 ) are as follows:

3001013
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pa B R Lz B sa s S &
\ ” — oo e’ -
Spermatogonia Spermatocytes Spermatids

Control 0.93 0.80 0.49 0.42 0.76 0.11 2.56 1.56 3.09 267 2.45

257

éhrs  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 0  0.20 0.30 1.16
20ldays  0.36 0.28 0.07 0.03 0.04 0 0.31 0.21 0.41

420days 0.96 0.88 0.30 0.45 0.25 0.25 3.3 0.99 2.45 3.49

Control 0.71 0.53 + 0.28 0.24 0.43 0.06 1.8 1.43 1.29 1.29 1.00

100r
24hrs D.62 0.44 0.14 0.14 0.33 0.02 1.32 0.72 0.79 0.71 0.74
l4days 0.58 0.06 0.003 0  0.009 | 0 1.05 0.55 0.58 0.73 0.49
25déys | 0.20 D.08B 0.04 0.02 (0] 0 0.27 0.81 1.06 0.75 0.73
49days 0.27 D0.12 0.02 * 0.03 0.04 0 0.20 0.17 0.32
112days 0.06 0.02 o . O 0 0 0.03 0.02 0.06
210days 0.06 0.06 0.005 O 0o 0 0.06 0.03 0.02

Control 0.56 0.44 0.29 0.33 0.61 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 2.9 1.88 2.24 2.22 1.68
1l4days 0.28 0.23 0.004 O 0.01 0 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
B4days 0.01 0.002 O 0 0 0 0 0 0 0 0
15ldays 0.002 © 0 0 0 0 0 0 0 0 0
252days 0.006 O 0 0 0 0 0 0 0 0 0
i 322days 0.003 0.01 0.02 0.005 O 0 0.05 0.04 0.01
477days 0.00r O 0 0.006 O 0 0.01 0 0 0 0

3001014
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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 morphologicalvchanges of the
Leydig cells which cannot be seen with the light microscope following
jrradiation. Again we are attempting to answer questions concerning
dose-response relationships of the merphological effects of X-ray
jrradiation on the Leydig cell. See photo section for one example of
a possible change due to x-ray.. |
Ultrastructyral examination of the germinal epithelium has

revealed many morphological changes, some of which we have not ceen in
either normal or otherwise altered testis. For example, at 24 days
after irradiation at 600r, we have 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 into 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 photo section ). o

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 ( 1970 ). This method consists of extraction of steroids from

3001015
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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 proteih
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'hulti—stage isolation steps ( often

both thin-layer and paper chromatography ). The normal male control

value obtained in this laboratory is 212 ¥ 62 (S.D.) ng/100ml with a
65% recovery.

The methods that we use for the radioimmunoassay of plasma FEH
and ICéH are modifications of methods by Odell et al ( 1967 ), and
Midgley ( 1866 ). We use the NIH standard LER 907; The method.
involves iodinating 2 pg of highly‘purified HLH ( or 1 pg of FSH
with 2 me of 1131 by thé 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 ascsay. The

_specific activity ranges from 200 to 600 pc 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
gensitivity 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.

3001016



The plasma FSH control value ( 34 normal adult males ) it 6.85 171
(S.D.) (mIU/ml LER 907, RIR) with a range of 4.40 to 9.08 mIU/ml.

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

shown as an example of the data being collected.

3001011
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PLASMA ICSH AND FSH DETERMINED BY RADIOIMMUNOASSAY. SPERM COUNTS ARE
GIVEN FOR APPROXIMATE PLASMA COLLECTION DATES FOR REFERENCE.
. Collection ICSH (mIU/ml) FSH (mIU/ml) Collection | S.F. Count
Date Date M/cec
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
111468 soor T L R
______________________________________________________________ o
11-28-68 4.90 9.15 11-25-68 87
12-20-68 g.92 19.00 | 12-16-68 o4
@ 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 . 1.5
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 7-24-69 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 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




6-30-70
7-20-70
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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 pérsonally 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 irradiation:. 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.

[y

C. SEMINAL FLUID

Sperm counts and sperm morphological examination will continue
to be done on akweekly 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 600r. Surrounding membrane 1is
pointed out by arrows. Membranes around
crystals of Reinke have not been seen
except after x-ray irradiation.
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present of Reproductive Physiology, Pacific Northwest

Research Foundation, Seattle, Washington.
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VI. FINANCIAL INTERACTIONS

A. OTHER RESEARCH SUPPCRT

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, 1871

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 Oregon
State Penitentiary at least twice a month, usually spending two working
days each time. Transportation to Salem may be by own car ( 12¢/mi1e )
or more usually by airplane, renting a car in Portland cr Salem. If
plane transportation is used, the cost per trip is more expensive.

We are requesting travel funds for two meetings: The Lauren?%an
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 PENITENTIARY
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 ihcludes, at times,
many months of control studies. They receive $10.00 for each testiéular
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" paymehts'are made.
.Incidéntal costs at the Penitentiaf§'laboratory are also taken from

this fund.

.

D.  INDIRECT COST ALLOCATION 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 costs.
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

Aa. The Oregon State Penitentiary at Salem, Oregon, is our most
unique and prized facility, for only here can we find normal subjects
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 rappcrt has been established
between our group and the administrative cfificers, the medical staff
and the hospital staff Salem, though 221 miles distant from Seattle,
is readily reached by plane, train or automcbile, s=o that the
investigators can and do conduct the experiments personally, spending
6 ~ 8 days per month at the prison.

Rlso at the Oregon State Penitentiary hospital we have available
a completely equipped modern operating rocm, the hospital beds we need
( biopsy patients are all hospitzlized for 24 hcurs or more ) and a
complete staff of inmate nurses, crderlies, surgical assistants, etc.
In addition, a well-equipped routine laboratcry is available for
performing routine urinalyses and hematolcgical studies and liver function
tests, such as cephalin flocculation, B.S.P., thymol turbidity, transam-
inase, blood suger, urinary PARA, etc. These tests are used to protect
the subjects from any untoward cr unanticipated toxic reaction from any
of the medicetions administered.

B. Facilities available at the Pacific lcrthwest Research
Foundation in Seattle: Thé Reproductive Fhysiolegy Division has
laboratories in a.former nurses' decrmiteory compricing a total of 3,294
square feet. These include: (a) a completely equipped histological
laboratory; (b) a light micrcscopy room; (c¢) an electron microscope
room with adjoining dark room for develcping phetcmicregraphs and radio-
autography; (d) small animal rcom; (e) hyérolysis and extraction room
for steroids: (f) steroid analysis labecratcry; (g) larger general
laboratory used for gonadotrcpin analysis, rat autcpsy and general chemical
analysis; (h) small office; (i) cytochemical laboratory for frozen
secticning and enzyme localization; (j) a ccrpletely equipped photographic
dark room containing, in part, a 45H Bessler lanual Model 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. All these are for our exclusive use and do not
include joint facilities of the Foundation.

C. Major permanent equipment available includes the following:
Two Zeiss MNodel W1 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 NM-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 secticns.
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Other equipment includes a complete micro-technique set-up
including an A.O. 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 bicassay
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 eguipment
for thin-layer chromatcgraphy, autcmatic pipette washer and continuous
flow extraction apparatus for steroid determinations; 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 Radiochrcmatogram Scanning System complete with
automatic localization of radioactivity 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-Ties tissue homogenizer and additional paper. chrematography
apparatus, a Blackstone Ultrasonic cleaner, an Internaticnal Equipment

-53~

Company Cryostat and a Packard Tri-Carb Liquid Scintillation Spectrometer.



VIII. ITEMIZED BUDGET

BUDGET OUTLINE

A. SALARIES

Personnel

Professional Ccllaborator

EQUIPMENT
SUPPLIES

TRAVEL
MISCELLANEOUS
SERVICE CONTRACTS

PENITENTIARY COSTS

T 0 Mmoo m oY 0 oW

INDIRECT COSTS

L4

* Items excluded for the basis of indirect cost calculaticn

1

3001057

$ 62,992,
1,200.%

$ 64,192.

-0-
9,404.
3,500.
1,500.
1,012.
9,390.
| 15,682.
TOTAL $ 104,680.
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ITEMIZED BUDGET (Continued)

B.  EQUIPMENT

(None) $ -0-

C. SUPPLIES

For EM including tissue preparation and

photographic supplies $ 2,000.
Histological preparation - light
microscope’ 750.
Radioimmuncassay
$50.00 per month to the Tumor
Institute 600.
ICSH plasma - 12 samples per menth 1,200.
FSH plasma - 12 gamples per month 1,200.

FSH biocassay - ccst per week for 5 men
$32.40 x 10 weeks - 324,

ICSH bioassay - cost per week fcr 5 men
$128.00 x 10 weeks 1,280.

Testosterone-plasma-protein binding
$30.00 per sample x 50 samples 1,500.

Freight charges for transporting urine,
blood, and seminal fluid from Salem,
Oregon, and return of empty reefers 550.

S  9,404.
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PRIVACY ACT MATERIAL REMOVED

TRAVEL

Oregon State Penitentiary

Twice per month - 2 days each time
Carl G. Heller, M.D.,Ph.D.
24 trips @ $100.00 each S

Laurentian Hormone Conference

August, 1971 - Mt. Tremblant, Canada
Carl G. Heller, M.D.,Ph.D.

53rd Annual Meeting of The Endocrine

Society
June, 1972 - One perscn 500.

MISCELLANEOUS

Communications: Seattle-Salem calls,

telephone, telegrams and postage 500.

Publication costs, reprints, photographs,

lantern slides, journals, books 1.000.

SERVICE CONTRACTS

Scientific Supplies (microscopes-50%) 75.
Calculators (50%)
M501 ‘ 30.
Epic 2000 63.
RCA Electron Microscope (50%) 844,

3001060
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G. PENITENTIARY COSTS

Cost of shipping bicpsy specimens;
chemicals and small laboratory supplies
for Oregen State Penitentiary $ 750.

Payments to Oregon State Penitentiary
Inmates - 20 inmates at $120.00 per

year plus $150.00 Lbcnus 5,400.
3 inmate technicians - $%0.00/month 3,240.

H. INDIRECT COSIS

It has been the policy cf the AEC to allow
a rate of 20% excluding penitentiary
costs, professicnal collaborators and
permanent equipment. Tnese items have

- again been excluded fcr the basis of
indirect cost calculaticn

$ 15,682.

CGRAND TOTAL

3001061

$ 9,390.

$ 15,682.

$ 104,680.
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IX. MISCELLANEQUS

A.  REGULATIONS GOVERNING RESEARCH INVOLVING HUMAN SUBJECTS
The revised policy of the Pacific Northwest Recsearch
Foundation with regard to research involving human subjects was accepted
by the Department of Health, Educaticn, 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

.

attached.

B. We agree to the general provisicns as provided: "Equal
Employment Cpportunity" clause (HEW-386) - Revised December, 1968,

Clause 6. "Patent Rights" (July 1967) Clause 20.
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE

NATIONAL INSTITUTES OF HEALTH
BETHESDA. MARYLAND 20014

June 23, 1970

William B. Hutchinson, M.D.

President and Director

Pacific Northwest Research Foundation

1102 Columbia Street

Seattle, Washington 98104

Dear Dr. Hutchinson:
~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 informed of any changes in policies, procedures, or committee
composition as they occur.

Sincerely yours,
Z 0
R. C. Backus
- Institutional Relations Section
Division of Research Grants
S

L



May 27, 1970

Owen W. Scott

Institutional Relatinns Section

Divisicn of Research Grants

Department of Fealth, Education,
and Welfare

National Institutes of Health

Bethesda, Haryland 20014

Dear Mr. Scott:

Enclosed is the revised Policy and Procedures of the
Pacific MHorthwest Research Feundatien with rogard to
Investigaticns Involving Hunan Subjects. We have changed
the membership cf our Rsvisw Committee to include an
attorney, a nurse and & lecal businsssman. ( See Attach-
ment B ). We feel that cur revicws will benefit gresatly
from the participation ¢f individuals not directly involved
with the practice of medicine. '

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

I hope that our revisions meet all the necessary
requirements as outlined inyour lestter of Lecember 10, 196S.
However, if any additional clarification is needed, please
let me know.

-

Sincerely yours,

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

WBH/cmm
Encl.

30010bb
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DU T T3IZ PACIFIC NCRTHWEST RESEZRCH FCUNDATICH

POLICY AND P'*’.Oh S
GATICHS IIVOLVILG HWMAN SUBJECTS

WITH REGARD TO

r«m
<Z
b
[¥9)
3
|—|

I. Ethical Policy. Since 1958 the investigators of this Foundation

have conouscted all research under the cthical provisions

-—De-~

of the Nuremburg Cede, modified to permit consent by parents

or legal guardlan

II., Administrative Review. All epplicaticns feor funds must be
Tevicwea by toe Directer; this review is chiefly concerned
with completeness, tudzet ac
granting agency policy. The Dirzctor is aled reauired to
ascertain that p“O]pCL“ an“lVlFJ human subjects have been

-
ae—- e >~ ,-.--: o ea FERE S ™
- :-J’ Sr.8 Cor.zerTanteg wsada

referred to the proper committees for scientific and ethical

review.

A1l proposals are ini“‘allj submitted to the Medical Research
Board fcr review cf their °c1cnt1f rmerit. All applicetions

for support of recearch t“alﬂlng cr general research
support projects, including these ¢f fellows and trainees,

which involve t“e use of huﬁ_ﬂ subjccte must be approved by
the l=2dical BResezarch Peozrd and th2 Review Comnittee feor
Resgearch Involving luman Subjects belfcre anproval by the
Director and submiscion to the graenting agoncy. Spacially
gelected consultants are called upon to CoLment on any
gcientific ¢or ethical cueesticons for the informaticn of the
Medical Rezeerch Ecard cnd the Review Committee for Research
Involving liuman Subjects.

See also Attachment A - "Institutional Assurance on Regearch

Involving Hunan Subjects .

ITI. lemberchio cf Revien Ccromittee for Recearch Involving Human €ubsiecte,
Tnis Xeview (CamittCe LOaT3 the Lrarary yeuDONsSibility ff*
review and eppreval of methods used to deal with the use
human subjects &t the Pacific Nerthwest Research }OUﬁOutin-

It is made up of mature, ccopetent individuals in the fields
of surgery, internal rmedicine, cphthalnclogy and microbiolesy,
the Director of The Ewedish Hospital Madical Canterm the

Head of the Departrent of Pathologqy of The Swedish Heospital
i2dical Center, the Directer cof the Tunor Institute of The

Swedicsh Hospital Medicel Center. the Cheplain of The Swedish
Hospital ¥2Gical Center, an attorney, a nationally respected

a

business man, & Registered Nursze and the President of the

Board of Trustees of the Pacific lerthwest Recearch Foundation.,

See Attachment B - lMemberchip of the Review Committee for
Investigaticns Involving Human Subjects of the Pacific
Rorthwest Research Foundation
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IV. Initial Review by Comnittece. BAll applicaticns ere considered
by the liadical nesearch Board in the exact form to be
uced in submissicn to the granting agency. Subsequently,
all propcsals involving human subjects are submitted to
the Review Ccmnittee for Research Involving Huran Subjects
and the investigators must discuse and ke prepared to
defend in perscn the following points:

1. A detailed dicscussion of the possible risks to the
rights and welfare of human subjects, including the
right of privacy end fresedom frocm undue harrassment,
and a descripticn of the provisions made to minimize
these risks. .

2. lethods used to ccquire infcrmed consent, with special
emphasis cn their appropriateness to the individusl
study situation. :

3, The relative riske involved as corparzd to the probable
benefits to the subject and to society,

¥embers of the Ccommittee vho are in any way directly
involved in the work covered by any project being considered
will be excused during pertinent discuseion.

Fer each a
these poin phalal:
the project may be submitted to the agency, o reccrrend to
the Dircctor that submiscion be delayed until specific
deficiencies ( spelled cut in writing ) are cdequately dealt
with. The Comumittee's findings will be transaitted in writing
to the Directcr and the investigatcr,

pplication, th2 Committee will either cestify that
ts have leen properly czalt with end cdeclere that

V. Continuing Review by Cormittee, The Review Committee meets
quarterly. ina Committce, the membership of which ie
available at 2ll times, will be convenad by the Director for
energent problems. Investigaters in charge of projects
involving human subjects are required to submit status reports

. to the Committee, at appropriate intervals. Any unusual
circumstances or procedural changes will b2 reported
irmediately to the Committee Crhairman, The Chairman will
maintain & preject lcg summcrizing all Committee actions,
including discucsicns on these repcerts. If & report is
delinquent, the Chairman will contact the investigator to
ascertain the status of the study protocol. If at any time the
Committee is dizsatisfied with the conduct of the project or
with the cooperation of the investigator, they shall reccmmend
that financial support of the project be withheld immediately
until the deficiencies are corrected. ,
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If any investigator plans a change in study protocol, he
will submit the propoced changes to the Committee for their

approval, befcre putting them into practice.

VI. Provisions to protect the health and safety of human subjects.
hny re°ea“ch LJ“QLCCCG INVOIViNg POSEible TISX Lo Rwaan
gubjecte will be done at The Swedish Ho spital Mesdical Centcr
where complete patient care is available in a 500-bed
facility. The Pacific Korthwest Regsearch Foundation is
gituated con the campus of The Swedish Hospital Medical Centex.

nce. This assurance applies to the

VII Applicability of this assure
Hesearch Foundaticn.

Facific Horenwect

3001067
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ATTACHMENT A

INSTITUTIONAL ASSURANCE ON RESEARCH INVOLVING HQEN
SUBJECTS

The Pacific Northwest Research Foundation will comply
with the principles of the Public Health Service pclicy
with regard to research involving human subjects which
requires a review independent of the investigsator or
director to safeguard the rights and welfare cf those
subjects. ‘It assures the PUDllc Eealth Scrvice that it
will eetabllch and maintain advisory groups ccmopetent to
review research plgne invelving human cubjects, prior to
the initiation of this research, in order to insure
adequste safeguards. Group reviews and decisicns will
be carried cut in reifsrence to (1) the rights and welfare

“of the individuals involved, (2) the appropriateness of

3001Cb8

the methcds used to obtain infcrmed consent, and (3) the
ricgks and potential benefits of the p“‘“OEEd recearch.

The Pacific [orthwest Research Foundaticn ecrees to a
continuing exchange of infcrmaticn end edvice tetween the
review group and- the 1nve<t1gator or director, psrticularly
to deal with propcsed changes in research design, and with
energent problems which may alter the inve=ticauiv“al
csituaticon with regard to the criteria cited ebcve., The
Pacific Northwest Ressearch Foundaticn will assure itself
that its policies and the edvice of its review groups ere
followed. It will also provice whatever professicnal
attenticn or fecilities are required to cafeguard the
rights and weliare of human subjects involved in research.
Records of group review and decision on the use of human
subjects and of informed consent will be develcped and
kept by this institution. ‘ '

~

/ v /7 /[ Aeerene)

o William B. Hutchinscn, ¥.D.
President and Director
Pacific Northwest Research
Foundation

e 7 >
Date:';z/i/ AALr pa gj: / ??Z?
{ L,
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ATTACHMENT B

LIST CF YEVRERS OF THE REVIEW CCMMITTEE FOR INVESTIGATICNS
INVCLVING EUMAN SUBJECTS OF THE PACIFIC NORTHWCST RESERRCH
FOUNDATICH _

Mr., C. Spencer Clarx
Chairman of the Eoerd ‘
Cascace latural Gas Company, Seattle, Washington

wWilliem B. Hamlin, M.D.
Certified by the Emerican Board of Rnatomical and Clinical

PathOlogy
Head of the Department of Pathology
The Swedish Hospital Medical Center, Seattle, Washington

Carl G. Eeller, M.D.,Ph.D.
Head of the Division of Reproductive Physiology
Pacific MNerthwest Research Founcation, Seattle, Washingten

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

Certified bty the American Board of Surgery

President &nd Directox

Pacific Nerthwest Fesearch Foundation, Seattle, Washington

HMies Clive Thiels, R:P
~ Head Kurse
The Swedish Ho"pital Medical Center, Seattle, Washington

Carl D. F, Jensen, M.D.

Certified by the American Board of Cphthalmolcgy

Chairman, Medical Research Board ‘.
Pacific Nerthwest 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 American Board of Surgery

Medical Directc

The Swedish Hospital Medicel Center, Seattle, Washingten

Mr. Pavid C. Lycette, L.L. D.

Attorney at Law
Seattle, Washington

3001069



-67-

ATTACERMENT B (Continued)

Vernon T. Riley, D.Sc.
tChairman, Department of Microbiology
Pacific licrthwest Research Foundation, Seattle, Washington

Orliss Wildermuth, M. D., A.B.R.(T)
Certified ~merican Board of Radiology
Director, The Tumor Institute of The Swedich Hospital Medlcal_

Center, Seattle, Washington

This list may.be subject to change'periodically
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