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'. With regard to influenza, the first evidence that this virus can
have.én immunosﬁpprcséiva effect was reported in 1919 by Bloomfield and
Mateer with'iheir description of loss of skin reactivity to 0ld Tuberculin
‘by persons experiencing acu;h influenza (2). .More recent studies have
confibﬁed the association of influenza virus infection in humans with
decreaéed cutaneous reactivity to routine skin test antigens (3,4), and.
also with impaired responsiveness of peripheral lyuphocytes to phytéhemagﬁlutinin

(4,5).
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Other data have shown sensitization of humans to influenza virus

itself by mecans of delayed cutanecus reactions (6,7), and by proliferative

responses of peripheral lymphocytes cultured with virus antigen {L,9:.

Bicay 3

Hoiwever, despite the apparent impairment of established cell nrrdicte
ismunological responsiveness during influen2a, evidence conceriid t...
significance of this immunological system in the host response 10 in ™ -

infection itself is conflicting (7, 10, 11, 12).

In summary, the available informatiun about the effect ov i f1+ - .

on imaunologic function suggests a depression of the cell-mediatec s =i

[ =555 [ - -] =2 )

during acute infection, and sensitization of this sysiem to the v.iu. i:

addition to the well-known induction of antibody formation following ex, csire.

s

Information concerning effects of influenza infection on primary induction

? of delayed hyperéensitivity and on primary and secondary antibody responses
to heterologous antigens is reager or lacking althcugh studies with other

"}
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virusas suggest that such effects might occur.
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The functional status of the immunologfc syétem‘séemsﬁlikely to be
important both in the host response to inflqenza virus infection and in the
.development of post-influenzal complicatiohs.such as secondary bacterial.
infections. Therefqre, furtper information about the effect‘of fnflueni;

infection on immunologic function is desired.

Keyhole limpet hemocyaﬁin (KLH) fs a protein antigen which has béén
shown to be a suitable immunologic probe for stﬁdy of both delayed hyper-
sensitivity and antibody production in humans (13). Naturally acquired
~ansitization to KLH is rare, and the antigen'can be used to'invegtigate

‘nrimary and secondary immunologic reéponses. Ne propose to use KLH

t
as well-as 4 routine skin test antigens to cvaluate thae efrects of influenza

L J
infection on immunological functions. «or.cel <i.. if The resuits with
responses of the subjects to replicaiin; i-.71 o = s Lwiryz shedding,
illness, antibody response) will alss L+ ... i'n iod,

Purpose:

-

To re-evaluate the previcus repar..s [ wep.ce:icy of established
delayed hypersensitivity during influen.a inf.cticn, 2ad to explore the
effect of this virus infection on the primary induction of delayed hyper-

sensitivity and on primary and sacondary antioody responses.

Description.of'Stud[:

This investigation will be performed on volunteer inmates at the

Ramsey Unit of the Texas Departrient of Correctisns in conjunction with

fanw arrey 3

TTTAR

D hvye— - ==




]

Wiipmss

[ SR VY

i X

ke e G - Gl s Gty bR WA Gl

* Cate ongggql o | 4 . | ) ;Fﬁcgsaaeéi; .

previously approved -protocols entitiedh”lmmdnogénicffy’én&“ﬁf%ﬂ?€§? E¥g}cacy

of -Influenza Type A UWhole Virus. and Subunlt Vacc1nes and’ "Comparzson of

Homotypic..and Heterotypic - Inmunlty to Type A Inflienza Viris  Infectignn! P

r1ya?
(prinoipauainvestigatdrc*nRobert‘B'HCouch;~M' D). Where' chaT'Iengewoi:}fTD n

v J')'!l'
1nf1uenza (Scotland strain of inf'luenza A) is 1nd1cated‘for subaeci% %%r g

this 1nvest1gatlon (Influenza Groups), the men u1]1 hqve aJreqdy Y ]ueggered

naed 2o i e ne ;7'-".:. e rnTg
for Part1c1patlon in one of the ear11er plotocols w111 be frpe of d testqblq
~‘: -.'j } ™ 1y J I‘: '\:' .

antabody to the challenge virusf and, as descrlbed below. wjll hqve‘aﬁq)yjonally

\

agreed to particxpate 1n th1s 1nvestlgat10n after 3 ful] exp]aput(pn.s.Thqse

" men w111 beconf1nedto a w1ng set_q51de for 9h1o purpose at the Remsey Unit

»
oy

for 2 days pr1or to wntranasal cha]]unrc ‘.tr S«ot *and . influenza.virus and

)l,' . .
for approx1mate1y'10 days after the zh. ¥t “a e G srevious arotocols. ..
,Thoseusubjects who Will not 5e oo 1 el o h 11¥iuenze “(Control
Groups) will be matched in their iniiuenz: aitiindy stecs as elosely as
possible with the Influenza Groups Lefere “cin, ofiercd the oportunity to
participate. Members of the Contro® f.ooune wii’ coatisus in theis usual

quarters and daily routines during ini- <. ::t% suien, o .

The design.of the study is-shcwn it .n il wing -abie: |

o S— Beum e By Gy Dy SEas @ Stes Sy  Shee | Samw

. Da's
Groups of 15 . ‘ .
volunteers -0 . 28 32 "38 49
1. Control KLH ° -- KLH . Blood KLH
- . ' ‘ _ : only
2. Influenza - KLH Influenza KLH Blocd . KLH
: . challenge " only
3. Centrol -- ~ - KLH, PPD, -- KLH, PPD,
’ ' ' C, T, SK-SD Cc, T, SK-SD
4. Influenza -~ Influenza KLH, PPOD. -- KLH, 2P0,
- ‘ challenge C, T. SK-SD c, T, SK-5D

[ _— 7
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Abbreviations: KLH = Keyhole limpet hemocyanin, prepared by Miss Sarah
Dyre in the laboratory of Dr. Evan M. Hersh, Dept. of Developmental
Therapeutics, Univ. of Texas, M. D. Anderson Hospital, Houston, Texas
77025, for continuing clinical investigations of that laboratory (13).
Doses of 100 micrograms to be used.

PPD = Purified protein derivative (5 T. U.), obtained commerCially.
g,~ Candidin (1:100), obtained comnercially.
SK-SD Streptokinase-streptodornasc (4 units). obtainad commercially. .

All of the test antigens shown by abbreviation in the ;able are to be

administered in 0.1 m) intradermal injections on the volar aspect .of the forearm.

‘Each volunteer is to haveva 20 m} blood sample for KLH antibody assay collected
prior to each set of intradermal injections; the tqtél blood collection for |

. this investigation in combination with the other studies in which the two

: Inflyenza Groups will be participating will be well within the 450 mi limit

per 6 weeks, FKLH antibody assiys will be by a double antibody radiOimmunoassaj
: alrcady iz use in oo 07 oY ]aboratories (R.D.R.) and permitting quantitqtion
cT the ani*twﬂy ATy B T | ding 1o imnunoglobulin class. Cutaneous
reactivity o c.aci inl caecrnai injection will be measured as the mean cf 2

perfincicaler viuiie™s f induirstion at 24 and 48 heurs.

Arswers ¢ Sl T2t oing questions will be sought by comparing serum
anticocy -iturs 114 ¢nd cutancous reactivities to tne indicated antigens
in Contro: anﬁ nf ]ULizL Groups, and by corre]atisg these meaSur°len~s Wwith -
.reépunses to influcnza challenge (virus shedding, i]lness, antibody responses)
in tne Influenza Croups: .

1. Does influenza infection 2lier primary induction of delayed
hypersensitivity? (Compane KLH skin reaction at 49 days in gnoups 3 and 4.)

2. Does influenza infection alter the primary antibody response?

(Compare KLH antibody titers at 49 days in groups 3 and 4.)

TSR
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'3, Does 1nf1uenza infection alter the secondary an~1body response?
(Compare KLH antibody tlter changes between days 32, 38, and 49 in gr0ups
1 and 2.)

'4. Doas influenza inﬁgction depress established dé]a}ed hypersensitivity
as previously reported (3, 4)? (Compare KLH skin reactions at day 32 in '
groups 1 and 2, and changes in skin reactions to other test antigens
between days 32 and 49 in groups 3 and 4.) ' .

5. How do the above immunologic responses to non-rep1icaiing

antigens correlate with responses to replicating influenza v1rus7

.o 6. Is the presumed depress1on of delayed cutaneous react1v1tv dur1nn

active influenza 1nfect1on gone by 3 weeks after chal]enge as data of
o hers (4) suggests. hoyld occur? Any volunteers who st11| exhibit

deprassioh of dalayed cutaneous react1v1ty at 3 vieeks will ba retente”

Jith the'pértinent antigen(s) 6 weeks after influenza chailenge

fe5jzet Population:

Vclunteers will be 18 to 40 year old adult male inmates of tie s
Uiit of the Texas Department of Corrections. Details of . the SE]ECu1Cd jrogass

n:ve deen previously approved.

Those men who lack antibody to the Scotland strain of influenza A,
who have ziready been selected as possible control subjects for intranasal
chalienge studies with this virus as described in earlier protocols, and
vwho have volunteerad to participate in those studies will be offered the

opportunity of participating in the present investigation as a member of




Cate ﬁrotocol ﬁ . R L page'?’

oné of the Influenza Groups. No men will be challenged lntranasally with
influenza virus for ‘the sole purpose of the present 1nvestlgation.

Men who lack antibody to Scotland influenza but who were not selected as
control subjects for intranasal chalienge with this'virus will be'offeFed the
opportunity of part1c1pat1ng in the present investigation as.a, member of one
of the Control Groups. Other men 1n the Control Groups will be se1ected fron

among’ those with low titers of ant1body to Scotland influenza.

Voluﬁteers will be reimbursed at the rate of $4 per blood sample and _'

$2 per individual skin test for each portion of the study in which they participate.

-

Discomfc~t and Prtetial Hazard to Subjects:

“The discomt® »iu cscaciaced with Lhis stud/ are tho;e of venipuncture and
intrederss cuis tosis,  A11 skin tests will be administered by a physician
and ¢ aoede cn v il wili be on hand in the event they are needed.

The wiiae. oo vitd, b2 secn by a bhysician 24 and 48 hours.after their
intridesmal njestions yLiuntears also have immediate access 24 hours a day to

- a metiedt wioe Aty notify the responsible physician, and.cére will be

admipisiar ! 14 ind.cé’ec.

Sunie soreness lay develop at sites of intradermal injections. Any
excessive reactions (vessiculation, symptomatic regional adenopathy, fever,
etc.) will be treated with topical steroids and/or symptomatic medications

as indicated, and the offending antigen will not be administered again.
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Method of Obtaining Informed Consent:

A detailed description of the study to be performed will be given to

potential volunteers verbally prior to the beginning of the study with

explanation that they may elect not to pérticipate while continuing with

any other investigations for which they have volunteered. Volunteers

will be given the opportunity to ask any questions‘they wish, and it will
5- ~ be'made clear that they can remove themselves from the study at any time.
They will then be asked to read and Eign the appended written consent form

Ardif,they wish to participate.

N

.

.

Procedures to Minimize Potential Risks: . ) Y

Seﬂ'previous section on potential ha.ards. Friv.cy of the volunteers

will be sirictly protected in presedtiug the resutes af this otudy.

Benefips to the Subject:

G W R el

The only potential direct benefits ¢7 t.ns chidy te the individual

volunteers are knowledge of how their imiuncio. ...7 srsiums are eble to

respond to a foreign antigen, and knowledse of uizrculin veactivity in

g those subjects who receive the PPD skin tast. Tue benetfits to society

- are in the potential of increased understaading of the pathogenesis of -
g : influenza illness and post-influenzal complications.
3 [ 2

Risk-Benefit Ratio:

i : .
1. The risks involved in this study are negligible and are felt to be
i Justified by the information to be obtaincd. ' '

Cdvnoie’ 8BS
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Thomas R. Cate, M. D.
Principal Investigator
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Bayror CULLEGE OF MEDICINE
. Trxas MEenicat. CENTER
Houstox, ‘TExAS 77025

m;wt OF MORONINLAGY AND [MNUNOLOGY
(T13) 790-4469

* VOLUNTEER'S CONSENT FORM

Immunoresponsiveness during Influenza Virus Infect1on
.(KLH plus other skin tests)

I understand that I am consenting to the injection into the .skin
of ny forearm of an investigational antigen and 4 commercially available
skin test antigens cn 2 to 3 occasions according to a schedule that has
been explained to me. I understand that the injections may produce pain,
swelling, redness, heat and/or a blister at the site of the injection and
that I may feel bad or develop fever. It is possible that other,symptoms

may occur.
I understand that 20 ml of blood will be obtained 2 to 3 times for tests. -

A

I urders t‘ld thet, the results of these studies are not likely to help
me d-re.t1,. it that Chy studies are aimed at helping to understand why
some pe-ai: 5.t sc P10 weth influenza virus lnfection and/or develop
comp.ic -S.re cvicr uie ~afection.

7 Uimieis ‘oua chat w~|1 receive $4 for each blood samp]e drawn

and ¢ "o ereh srdven sl ook n test performed.
Boar o enal e Los boen clearly explained to me and I understand
the luroome sl e -"e l-2en given the opportunity to ask ‘any ot
Gues. i, P il v - 30 1 understand that [ have the right to
wikiv =2 Diow e 1oaay time without prejudice to me.
Signatura
Deta
Hitness

I have carefuily explained the nature, demands, and foreseeable risks
of the above study to the norral volunteers.

‘Signature

Date

P R o i
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BAYLUR COLLEGE OF MEDICINE
Trxas Menicat, CENTER
HoustoxN, TEXAS 77025

ARTUENT OF MICROAINLAGY AND IMNI'NOLOGY
(713) 7004409

VOLUNTEER'S CONSENT FORM

Immunoresponsiveness during Influenza \irus InfectIOn
(KLH only)

I understand that I am consenting to the injection into the skin of
my forearm of an investigational antigen on 3 to 4 occasions according to
a schedule that has been explained to me. [ understand that the injection
may produce pain, swelling, redness, heat and/or a blister at the site of

- the injection and that I may feel bad or develop fever. It is p0551b1e
that other symptoms may ocgur. '

I understand that 20 ml of blood will be obtalned 4 to 5 times for tests.’

R T R

. I understand that the results of these studies are not likely to help
me directly, but that the studies are aimed at helping to understand wiy ‘
some pecale get so 111 with influenza virus infection and/or oeve]oo
com:zlications after the infection.

I urderstand that I will receive $4 fbr each blood 'sampic “roum
zn¢ 3¢ for each individual skin test performed. -

. The proposed study has been clearly explained to me and I ig~:s e
the hazards involved. [ have been given the opportunity to auk :ny
aquestions I might desire and I understand that I -have the rigi:t o
ivithdraw from the study at any time without prejudice to me.

Signature -

Date

Witness

I have carefully explained the nature, demands, and foreseeable r1sx>
of the above study to the normal voluataer.

. Signature

Pty Ry ] =uny [ =5 e e - s

Date .

B laiion Rgaricted B 3
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Blm.ou Cou.u.n or MEDICINE
e . TEXAS MEuicaL Cintrn
© 0 T, Houstax, Tixas 77025

mwlﬁuunh’eu:.l"" AU .‘; o ; S October 15, 1975

Thomas R. Cate, M.D. )

Department of Microbiology & Immunology

.  Baylor College of Hedieine : ) ; ‘

.. Houston, Texas 77025 ... . ' . j_-, - TR

“Dear Dr. Cate - ..

The Baylor Institutional Review Board . for Human Research is pleased to’
inform you that your -research Pr°P°3“1._1mnunnresnnnsixeneaa_nnxins_lnilusﬂaa

, WWMEY)

was approved on __October 14, 19735 - accor@ing to institutional guidelines and |
provided it receives the unnlt ed approval of the institutional comnittee in

'which i: is involved.

1. COntinue- review will be required
( » &. After éach subjcct's exposure
( » L. Quaskeriy
)

(¢, ~uemi~annually

(. =<ually . ‘

¢ c.anre in Yretocol

C:r 1. Developmeni ¢f uwaexpected problcms or unusual
cu qp; icicione” :

(VYeo O s

2. Method ci )ev*~w
(x: a. Questiornaire (examp]e enclosed)
()b, New Protocol
() ¢. Interview with principal investigatcr .
) d.  Other . o -

" . . _ Sincerely yours,

I :,’AL"L‘J.LQ,‘

Narold Brown, M.D., Chairman
Baylor Inscitutional Review Board
for lluman Research

HB:4ib
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' Reference: Request for Approval of Clinical Invastigalion Involving
| Human Beings ‘ )
Title: Effect of Corticosteroids and Related Compaunds on !mmune
. , Reactions in hian,

f"_\ ) \.'

-
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Co-invéstigators: -~ Roger N, it na, ke 0 R N o PV Y e g {0
. . - . ) .-...,_'., ,'." p: "’['." . ] /'.H—):)
. Evan iv.. oo, b.. - ',.:‘.. "" N L_‘l A
i ’ . ) ¢ f ~
. " Hanmy S. Limewit M.t Mxme A el ewfeS
Experimental Protocol: ~ See aiio!: " -
Duration of Study: - 2 years L
: r - . & ) .
Y
- Chainman, I”hcro.uo.c'v" D*pantment.
Baylor Colleg2 of Li2dicin2 ' ) / ",
' Vernon ¥night, M. D.- AL 221 Lot cog 3 (A
S ]
Commillee Apsrovals: Protocols are being submitted simultanzcusly toths ™
. ' ' Conniitiea on Reszarch lavol: m.g Humay Caings of Cayier
. , College of Lizdicine and the Genaral Clinical Ras2evch
Conter Comvmittes,



(1) Consent . f, See attached consent form.

.(2) Procedure to be used o R ; o

.

Effccts of corticost erouds on tho ummune response

ll has been Lnown for ne arly 2 decades that comsone causes rrolongatnon
of skin a!logrn[ts in laboratory animals ( |, 2 ), although it is less effective.inso =
doing inman ( 3 ). Moreover, one partucuhrly useful properly of corticosteroids is
that of being able to.reverse established states of sénsitization ( 4 ), Cllmcally.
corlicostelocds clearly can reverse acute renal al lograft rejecllon (3.5 S5i 6).

.

. Anubody fonnatlon is suppressed in animals given cortucosterouds under
mpropnate conditions. Results of antibody studies. in man are less convincing,
“ nly bacause most studies have been done using dosace schedules more ln!.ely
- in physiologic rather. than pharmacologic cffects ( 3 ). Aioreover, it appe
>ne systéms, the timing of administration of corticosteroids in relatien to lhe
use is crucial: once antibody synthesis is under way, corticosteroics n‘a/ e

' le."s r.r wve (3 ). Areclated finding is that established delayed hyparsensitivity

reaclions in man are suppressed by daily, but not by altcrnalc-day Jiminierejen o
uomrostermds( 7 ). . o

[ 4 ’\

" Only little is known about the mechanisms by which sort iceotercids roe o

with the immunc response. -Actually, the net effect may be the result of & aumt « af

individual actions (3 4), Direct destruction of lymphoid Lissues. |:c.'lu.;35':.s 2orat

of binding to specific receptor sites in thymecytes or lymphocytes (8, 9 I, :“;‘
of phagccytosis, anti-inflammatary effects, stabilization of membranes of iy:asemrs v
effector cells, and inhibition of cellular metabolism have.all bzen implica’~d -tz ;.
machanisms of actions of corticosteroids on immune reactions (5 ). Impcrant io i
however, is the fact that considerable difierences of action exist in diifercnt se: <:
and alter different types of antigenic stimuli., Therefore, for any particular sat *
circumstances, Lhe effects of corticosteroids on the immune systcm can Le deter ir. &
only by investigation. . :

Io,

Purpose of study o A

Despite the widespraad clmucc.l use of corticosteroids, the |mmunologuc
effects of these agents in man are not clearly understood. Adequate data does not

" exist to answer the following questions:

I How effective are corticosteroids in suppressing the immuna2 response ?

2 Which of tha many possible coiticosteroids available are the most
effective agents in supnressing immun2 reactions ?

3. What doses are required to cause substantiated immunosupprassion?

— e ——
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4 "At what lntervals should indnvudual doces be given to ootaln maxmum
« effect forthe partlcular response in question?

-8, Do progesteroads have immunosuppressive propeclies? Do they act-
synerglstically with corlicos'eronds‘?

| 6. Is immunosuppression par se the mode of action of steroids? Or, do -
. the steroids' excrt their efllects by anti-inflammatory or other actions?

N2 o

3 o o
.

- = -
"

Summary of procedures , e

- DN

Palients or vohmteers selected for study will be admitted to the G°|1~ral .
Clinigal Research Center of the Methodist Hospital. Persons with a histery of duodenal
ulcers, diabeles, glaucoma and hypertension will not be accepted for study. After
baseline studies; corticosteroids will be given according to protocol for 7 - 14 days;
‘studies will ba repaated during and.after drug.administration, Patients will ba examinad
frequently throughout the study. If.any untoward findings appear, corticosteroids will
be immediately withdravn without regard to the status of the exparimant. All studies
will be done wiith e Tull informed consent of the patient (see attached consent form).

St

7

IO TG, he -~nlologio. endocrinologic, mlcrobuologic metabohc and
psycholesiic ..u...m:. a:¢ nlarnad, Not all studies will ba done at one time, but rathar
earh vxparianil will be 2siened to incorporate as many of the studies as possuble I
withot{ 1i:tc .cn‘ng wich ti:e omiort of Lhe pal.lcnt. The t.yp s of studies include:

A' n!o:l hGIOf-. : .l“! c.. . ° " . - ) I

i, Efieet o acsiicostaieids on humoral immunity.
ite 1‘t*'muglouuun.lelabollsm N
(b Scerune eancentrations of 1gG, IgA and lgM L -
i2). Piasn:a visappearance rates and turnover of isatopically
[rbeied immuncglobulins .
:'.', Ankiha 'y formation
1) Primary response Lo keyhole limpet hemocyanin (KLH).
GLAT, etc.
(2) Secondary response to diphtheria and tetanus Lo>.o:d

2. Effect of corticosteroitds on ccll-mediated immunity ‘
a. D2layed-type i\y;)=rsensiti»ity '
b. Lymphecyle reactivity, in vitro
- ¢. Skin‘allograft survival = Determine survival of grafts matched and
unmatched for one or more hustocomp tubnlzty antigens.

| S ]

3. Effect on immediate - type hyr*rsens:tuvuty

D

-4, Effect on inflammatory response
a. Cellular resnonse datermined by Rebuck skin window techniqua
b. Phagocytic canacity datermined quantitatively by uptake of
0 bacteria by leukocyias.



Effect -on. comptewent systcm

- Quantltatwe measurement of mdmdu..l cmmonents
" b. Turnovcr of asotopucally labeled complemant ccmponents (ld@l’o

if feaslble) U T
B Hematologic studnes e y e
SRR S ‘Complete blood counts

2. | Bone marrov/ examination (selected cases) before and once elther durmg
_ orafter cort:costero:ds. |

L °

) I. Hypothalamus and pntmtary axis = rardiocimmunoassay of serym .
. concentrations of ACTH, LH and FSH
2. Thyrold = Serum protein bound iodide; T2 and T4 uptake
i ' 3. Adrenal ~ Analysis. of blood and urine for 17 hydr ORY. corticosteroids
- " and 17 ketosteroids, total and fractional; urinary eumephrine and
L nor-epincphrine
4. Gonadal = Measurement of estriol or estradiol
5. Metabolic conversion products - pregl‘:mwhoi/pnegnanctrml. and

testosteronc/epitestostaraie

.

« 6. Free-fatty acids ~ , .
-D. Microbiologic studies ) ' .
. Cultures of nasopharynit and urive for Lacicria, -vngi, mycobacteria and
iruses
E. Metabolic studies o o oL

Serum electrolytes, blood and u- nt. glirccue, seriuw trmusaminases serum
lactic acid dehydrogenases, alkalira thos shntase, bilinibin, caleium,
phosphorus and creatinine and bicod urea witiocen; bene density, weight,
height and girth; chest x~:ay. : .

-
.

F: Psychologic studies % °

i. EEG
" 2, Evaluation by psychologic testang (later, in selected cases)

”.\

Patient discomforts and hazards

' The study requiras frequent blood and urinz2 collections. It is anticipated
that on somz days larg2 amounts (50 cc) of blood will be required; on many otiers, none.
At no time will more than 50 cc be drawin on any one day.

[}

Numcrous skin tests will ba applied. These may on ozcasion cause traasient

redness,. swelling and local discomfort.,

C. Endocnnologic studtes - Effect of corticosteéroids on the major endocrm= systams- '

o ——
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. Less than one percent of adults develop reactions to immunization viith
antigens such as diphtheria toxoid.:" These reactions may be local or sys'enuc. J'ze
.?ucr charactenzed by. fever and chills of several days duration.

: Selected, pauents who receive a RebucL skin wmdo'v (10 ) cr skin allo-
qraft ¢ l l ") have minimal local umtatuon at the site of ap.:lucatno"s wluch will disappaar
ahen the test is removed . L ) .

Side eﬂccts are knov/n te occur during corticosteroid 2dministration.
owever, these most often occur after long~term adiministration of steroids,  Patiants
yill be monitored carefully for any evidence of the developmant of diabales, hypartension,
sptic ulcer, and other untoward effects. At the first sign of sericus side effects.
'orlicostero:ds will be wilhdrawn and appropnalc therapy iastituted.,

73) Potential benefits - o ' o . o
The major benefits will be ' '

(a) Elucidition of the effects of corticosteroids on the immune response
(bY Dafrition of -;hc eptimal conditions for administration of corticostercids to
. H-nr ©us hmane reactions both in transplant patients and in patients vuh
i anelegic dis. ders requiring immunosuppression. -

. . . - . * ] . o .
W I .V
RN ﬂ"-: 25 outlinad above will invade prwacy. If in the futuie

psueh ol s og e, o will be done primarily to determinz vehether or not
“osticosteisls sitv.vle baceline ability lo carry ot simple mental functicas. If further
in denih rindics o s cde Vet Jy a separate detailed protacol vrill be submilted.

- tily SNTREIE stiictly adhere to the protoco! of proccdnrcs describad
it this ar-) Vioiies oo s careh support and veill not alter those procndures inany way
Loncernza vl b N N 1g . without prior submission to and receipt of approval fro*1
he Facully <iememiicae o %o search Involving Human Beings®. ‘
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"l"ltle'i of Study " Effect of Corticosterolds and Related Compounds on lmmune Reacucns
e eln Man.~ o - :

lmmuriiza‘tions- Patients will be immunized with a variety of antigens by one of the f
" Tollowiing routes: intramuscular, intraderinal or subcutanzous. In some cases antigan
will be placed directly on Lthe mucous menibranes. An example of the latter would ba
the application of antigen.in nose drops. The antigens to be used include-those vihich - E
are approvad for use by the' Foed anid Drug Administiation and those which are still. o
considered experimental but. which have had extensive use in man wnthout adVerse R l-

side effacts.

. In general, reactlons lothe antngons v.nll be infrequent. - Local redness.
swellmg. tenderness and itching may last for about 24 hours alter intracutanzous. m;ectnons
of antigen; although no reaction océurs in most parsons, Intramuscularly injected
vaccines can produce local soreness and redness lasting two Lo three days, occasuonally_
irritability and anorexia, rarely vomiting and occasionally lebrile reactnons. . .

Skin Tests: - The patient will be skin tested for allergy Lo numerous substances

such as ra(ueed foads, dusts, m(.!us, anc bacte ial viral and fungal products. The
extent of lhe reaction will depend on * ne degres of coreiiveyiesent, and may include
localized swelling, rednass and :zi: ol he ini.'(':’r-:r «"ta,  Svstemic reaction with ’ r’
prostration and fever may occur i, h-'-l by adierefe vy, ut this is vare.  Scratch
tests will b2 done prior to immediate-Lyjc siintec.s to  xclude test waterials to vehich

subjects are highly sensitive. .
The mflammato:-y respcnss 12 Lencied by m2king an 2hrasion of a | cm

area cf th° skin of the forearm. The abriz:izn clicits o beisk inflaiumatory response. g

A glass cover slip is taped over the lesion; this i reniaced at Limed intervals by naw

cover slips until the abrasion heais.. Svin ¢rafls so iareer than | em? will be splisd

using surgical aseptic techniques. The griit may become inflamed and reject; the E

wound will then heal, possibly !‘cagving aosear. o :

Radioisotope Stucies:  Metabolism of gainma oloi.-ulin will be studied by injecting [

radioiodine - labaled purified gamma globulin, Material to be injacted will be starile

by bacterial culture and vsill be pyrogen frez, b=sed on the standard U.S. P. pyroge L

lest in rabbits: Despite these nzgative tests, an occasional person may dovelop fever

and chills following the idjection. _ .

e

Steroid Administration:  Cortisonz or one of the related corticosteroids or prouesteroids
will be given ¢aily in taklet or by injection. These drugs can cause toxic reacticns,
including dizbates, hioh blood pressure, papiic ulcers, psychologic distnuances. skin

" rashes, acne, s'.-mllmg of the bedy tissues, waaknass ¢f muscles and 2 aumber of clhier
-unpredictable reacticns. In geraral, these raactions occur princigally in patients ea .

———




@ ' prolougod treutmcnt. that is, patients treated for periods of many weeks or mo'uhs. CeE
L An occasional pzatient, however, may develop symptoms after only a sho:t tima, espaclally :
B : if he has a history of lxavmg had peptic ulcers and so foith, o !
.- . All immunosuppresswe drugs tend to lower the body's resu..tance to infaction”
E ~and make it more difficult for the bedy's oven dafense machanisms to fight an estzblished
Infection.” If any evidence of infection develops during the study, steroids will ba
stopp2d immediately.and appropnale therapy instxtuled ,

.

Patient Discenfort: ln addition to the above m°nuoned items, the study reqmres
‘ﬁequent blood and urme collections. e

lnshtutnonal Pulhorizatuon . All studies to be done h'we been approved by the '
Radioisotope Gommittee and the Human Sludnes Commnueo of Baylor Collegc of

i
@ ' Medicine.
]

Signatures: - The nature and demands of the study have been clearly expl‘.m..d to
me, and | umlcrstanJ and-accept the hazards involved. 1 also understand that if some
- unforeseen ccnplication occurs, it, too, is considzred to be onz of the hazards of the
experimant for which [ volunteer as endorsed by my signature balow. -A patient may .

5 withdraw from the ‘study at any time of his own choosing. -
) RN
iwr +. . Signalure e e
3 e T . D.ale . —— e -_.,...,;. 3
l L ‘e lhave carofully explamed the nature, demands, .no Torcsaoable ok
a cf !he above study to.the patient. - e, .
ﬂ . Signature I R
3 ‘Date e
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Putnog2: -0 reeien pmn...sionto mcorpor'tte administration of aspirin to

n".t.'f'u 5 2% % sontro! in the above experumental protocol [
The attincized cheve namad protocol was submitted in its original form to
the o= o Resczrel Inveoiving Human Beings of Baylor College of hMadicine
on 5. .‘C. Py ann was upproved on Narch 25, 1970, The same protocol

* " has al.c "s-er ":prnvru' by the - General Clinical Research Center Committee and by
the Ceny i ior linicai lnvestigation lnvolvmg Human Beings of Methodist Hosp tal.

St ...um ate. have been carried out so far. Prehmmar/ analysis of
result.. ;ﬂ-ju ...n‘ “I.' yl arednisolone (72-96 mg, po, daily for 3 days) has
profousd cuparessive cffects on cellular and humeral immunity. In order to obtain .
a reasonable contrel for the cortisone study we would like at this point to ccmpare = .
those afiects found with corlicosteroids with those vwhich would occur folloving
similar treatment with aspirin, Aspirin has been chosen principally because of its [
anti-inflairmatory effects and because it has bezn shcwn only questionably to altsr

. immune mechanisms in animal experiments, The experimental prctocol vould be
precisely the same as_cutlined in the attached protocol .

P(,onsed dosage of aspirin, We would aim for a bload salicylate level :
of about 30 mg/100 ml. Blood levels will be measured twice-daily during the peried !
of admnmstra}aon of aspirin. According to data supplied by the Bayer Comizany Division
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'of Sterllng Dmg lnc. ’ thls Ievel is usually reached by the thnrd da/ by gnving

65-mg/pound body vieight-per. 24: ‘hours; given in divided doses every 4 hours.

_ We will monitor the dosage acecrding to blood salicylate level and maintain a jeval

of about 30 mg/ 100 mt for-no longer than 5 days.  As was the case inthe.
corticosteroid studies, patients will be monitored closely for adverse reacuons. '
and studnes mll lnclude dacly evaluauon of acnd-base balance. - ‘
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: . Effect oi Cortlcosteroids and Related Compounds on lmmune Reactrons :
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Dosage ofAsprrin ~ _.:7 h T

\

= The ultrmate purpose of studyrng the effect of aspnm on the rmmune reSponse
is to determine whether it will be useful in the treatment of acute. .allograft rejection.
It would follow, therefore, that we need to study a dose of-aspirin which would correspend
~ roughly to that used in'the treatment of other severe acute inflammatory. lesions,. such
as acute rheumatic fever. - It is stated in Gordman and Gilman (Third Edition, page 329),
WFor maximal suppression of rheumatic inflammation, doses that provide a plasma
salicylale.level of 25-35 mg % should be maintained....Far aduils, a total daily .
dosage of 5 to 8 g., given at intervals in- I -g. amounts, usually suffices”. This =
. statement is consistent with other studies reported in the review of the literature by
M. L. Tainter and A. J. Ferris (Aspirin in Modern Therapy, A Review, Stetling -

°Drug lnc.. New York. 1969). b

In ordcr to achieve this therapcutic dose level it is our anticipated plan to
give aspirin according Lo the following sche dn-h. (i Beckaen, in Pharmacology,
2nd edition, W. B. Saunders, Phr!“c.e.‘;h:.,. . /6 i Ban e 29-hour dosage of 65 mg
(1 gr.) per pound of body weight , a'-mr aisiares fructicendtr by mouth at 4-hour intervals
around the clock, this titer of 30 te 2 p-.*:' [QC i s wsiadlv reached by the third
day. Once the level is achievad t «ai- ~uriiy bo macnnines by e same dosage at ;
6-hour intervals instead of 4-hour iute:s it “.

. . ’ S . ‘ ‘ ) " ’ PR

-

Modulation- of Dosage of Aspirin

. If persistent tinnitus and gastroinieniinal i-ilidior coeour. dwage will be reduced
accordingly.

2. If any sign of a serious reaction ocours, aspirii: inatnent wiil smn:eduately
cease. Inclucded in this catego:y « idisaen~imiie raiostions, dernatologic
reactions, allergic reactions, cast:c™:"¢=*i i -peiriige, renal reactions,
respiratory reactions and disturbance: in acic-. e~ halance, -

3. Hfthe blood salicylate level exceeds *%) ma % &l any lime during the study,
all aspirin will be stopped until the blood level falis to below 30 mg % at
which time treatment will be re-started at a fower dosc level.

=

" ——

.

iy,
B

_Patient Seleotion

In addition to excluding patients from the study with a history of ducdenal

ulcers, diabetes, glaucoma and hypertension as outlined in the original groposal, we
will also exclude patients from the aspirin study with a history of asthna, allergic .

disorders, and deafness as determined by audiomeler testing.
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" CONSENT FORM

Title of Study~ B Effect' of Aspirin bn l:nmune Reeetions in Man.

lmmunizataons- Patients will be tmmunlzed wuth a vanety of antigens by one of
the Tollowing routes: intramuscular, intravenous, intradermal or subcutaneous.

The antigens to be used includeé those vvhich are approved for use by the Food and
Drug Administration and those which are still considered experimental- but wluch have
had extenswe use in man wuthout adverse side effects. ‘

' In general. reactions to the antigens wull be infrequent. Local
redness, swelling, tenderness and itching may last for about 24 hours after intra=
cutaneous injections of antigen, although no reaction occurs in most persons.
Intramuscularly injected vaccines can produce local soreness and redness lasting
two to three days, occasionally irritability and anorexna. rarely vomiting and
occasionally febrile reactions.

Skin Tests: . The patient will be skin tested for allergy to numerous substances
sucl) as ragweed, foods, dusts, molds and bacterial viral and fungal products. The
ent of the reaction will depend on the degree of censitivity present, and may
..calized swelling, redness and pair at the injaction site.. Systemic reaction
prostration and fever thay occur in highlv allervic persons, but this is rare,
Radlonsotope Studies:
Metabolism of gamma glehulin v !t e seudied by |n'ectmg
radioiodine -'labeled purified gamma clevulin. Malorie ie be injected will be
sterile by bacterial culture and will be py oy -2, Fased oie the standard tests
of the United States Pharmacopeia. Dzsiite i w2 niative .ests, an occasuonal
person may develop fever and chills folicvire the micction. ;

Aspmn Administration:

Aspirin will be given in tabicit &l 4-hour intervals for 2 peraod
no longer than 5 days. Many persons viii devclop gostrointustinal irritation or
ringing in the ears; if so, the dosage wili be recucr d. If an* sign of serious reaction
occurs, aspirin treatment will immediately stop am 2j-presiicie cerrective treatment
will be given. The types of reactions that hive occur.zd, Lut only very rarely in
comparison to the total amount of aspirin that is censumed daily in the United States
(approximately 30 tons) incluce skin rashes, allergic reactions, bleading in the
stomach and disturbances in the acid-base talance in Lthe blood. The overall incidance
of all types of hypersensitivily to aspirin has been estnmated at about 2 per 1000
populatnon.

Patient Discemfert: In addition to the above mentlonhd items, the study requires

{requent blood and wrine collections.
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"Consent Form = Effect of Aspirin on Immune Réacliohs’ln Man (Con{.i’n_ued) .

Inslitutuonal Authorizauom

o " All-studies to be done have been approved by the Radiossotope
Commiltee and the Human Studies Committee of Baylor College of Medicine.

Signatures: The nature and demands of the study have been clearly explained
to me, and ! understand and accept the hazards involved. 1 also understand that if
some unforeseen complication occurs, ity tco, is considered to b2 one of the hazards
of the expariment for vthich | volunteer as endorsed by my signature bclow. A.patient
may \vithdraw from the study at any time. of his own choosing.

. Signature s o e

Dale-

] have careful!y explained the nature, demands ar.d [oreass ol
is ks of l'\e above study to the patient, .

Signature : ' —eere e

) ' Dale
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Jo: Commmee on Research Jnvolving Human Bemgs R
Baylor College of Medlcinc - .

Titles Detefmlnauon of lhe ability of known antigens

: ; . ® to induce antibody formation in man.

Jnvéstiggtors: o Wulllam T. Butler, M.D.. .. A

~ " ~Evan M, Hersh, M.D. e R
'Roger D, Rossen, M. D, S L

I Method of ob'aining informed consent:  See aitached sémple.

2. . Expcrnment'tl Protocol |

-rarely vomiting and_occa'tc..-., :

' To fully evaluate the efrectweness of certain imn'unosuppresswc
agents, a quanlntalwe measure of the capability of an individual to- produce .
specific antibody is required. This is done by injacting antigens at pariodic
intervals and by measuring the circulating antibody that subsequently devalops. -
Antigen injeclions are given intraderiaally, .,ubculaneou_sly or intramuscularly in

doses of 0. ) to 0.5 ml using steriic Leche: \.u. S. In some cases..antigens

will also be applied directly te musons ramwises sush as the nasal mucosa,

Local redness, swelling,teace:r = & and :.‘. dno uty last fos abowt 24 howrs
after intracutaneotis injcc!.i.:;-;.. " .; gan, cnhagh w rcaction cocurs in most
persons. Intramusculariy ir.-f NI L e uce local coreness and
redness lasting two Lo three i 1, - = A HR T | ab'h y and alorcma.

LI [ B .
0L Swsans ‘.'..'].-‘.

v,

- Theartigens Ly £+ << Liai . ccori.ed inlo 2 greups, those
which are FDA anprovad and .. o- o w o« 2w veanable, and these which are
stiil experimental but have hzd wal.iolve d inmenwithout adverse side effects,
The first group of aniiz- 5 "nc udies cermatophytin, dermatophyiin 0,
candida, varidase, streptoccce.s b vin, ich .mlla oxiract, brucellergan,
hisloplasmin, coccidicdin, tube cu.in, sumy s antic2n, blastomycin, diphilieria
toxin and toxeid, tetanus toxoid, typiwid- pa:atyphoid, and so forth.

The second group includes kevhole limpat hemocyanin (KLH),
other hemocyanins and synthztic amino acid co-polymers such as glutamic-
lysine-alanina-tryptonhan (GLAT}, These compounds have been given in
doses of | to 5000 ug, mtradmma!ly or subcutansously, without serious

side eflect by the fo'lo ving investigalors:

[

Swanson. IMA.A. and Schwartz, R.S. Immunosuppressive Therapy,

i.
Nevs England J. kled, 277:163-170, 1967.

Maurer, P.H., Garulat, B.F., and Pincluck, P. Antiganicity of
Polypeptidas., VII.
1962. '

20

Studizs i thuans. J, Exptl. Aed, 116:524-5322,

|
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30 Clllﬂs. J E-. HefSho E M.. Han’ls. J Eoc AacBﬂdb. c alld
' Freireich, E.J. The Human Primary Immune Response to
) Keyhole Limpet Hemocyanin, Interielationship of Dalayed
-« Hypersensitivily, Antibedy Response and in vitro BIastogeues:s.
“ . {Submitted for pu.)hcauon)

4. - Hersh, E. M Kmehcs of the Normal'l'lu-l‘aan"'lmmune 'Resbonée.
' Annual Report to.the NIAID, - U. S, Govt. Printmg Offnc;.. 1969

" No mvasnon of individual pnvacy rwill occur. . ' o .

U certify that I will strictly adhcre to the protocol of procedures described
in this application for research suppoit and will not alter th_ose procedures
in any way concerned with human bzings, without prior submission to and
receipt of approval from the Faculty Comnnuee on Research Involving

Human Beings. "

Signatures:

Pl Jnve:tigator / / :

-

0/ ) .t.' 7 o
Popaniner. Caafiman e hengmn eyl 4

J

-

August 26, l 969




', - - CONSENT FORM - -, B - ; ﬂ
f Titlé of Study; :* Determlnation of the abihty of kuown anligens to lnduce ol
a RS antibody formation in man. . R A ]

General Description of Research Procedure' S o ,f".' L ﬂ

Patients wtll be lmmunized with a variety of anugens by one of the follo*vmg

@ , toutesw Intramuscular, intradermal or subculaneou;. In soma cases-antigenwill b2 f
placed directly on the micous membranes. An example of the latter would be the S

. application of antigen in nosé drops. -The antigans to be used includa.those hich ‘
are approved for use by the Food and Drug Administration and these wwhich are stiil
) considered expanmcntal but wh ich have had exlensi\'e use in man wuhoul advnrse '

side elfects. ‘ R - L - : :

% . AII procedures undertaken wviill be done viith the appu oval of tln. llu.m.n Studncs
E Committees of Baylor College of Medicine and of the Hosmtal

Potential Hazards ol’ the Study:"

3

‘. In qenelal reactions to the antigens will be infrequen.. tocal sedin.z, )
LN :‘i'..,

swelling, tenderness and itching may last for about 24 hours aiterintracuts . aus o
of anligen. although no reaclion occurs in most parsons. lilramuscuiaris iijeat’

’F

ccmes can produce local soreness and redness Iaslmg two to three. ua;,:. aocasiviedy

Authoruzatnons

The nature and demands of the study have been clearly explainzd ¢ » . ’
and 1 understand and accept the hazards involved. 1 also understind it i «o o
unforeseen complication occurs, it, too, is considered to be one of the dazacic:
the experiment for which | volunteer as endorsed by my signature bzlevw, -

[ tY] B e=2eg s 3

3 .
i . Signature
3 Date
j [ ]

I have carefully explained the nature demauds. and foresecable risks of
] the above study to the patient,

. ' - Signature

Vogmriont

Date




To: Dr, Robert B, Couch P:ogram Duector e

=" ' General Clinical Résearch Center ;
Baylor University College of Medicine

From- Wllllam T. Butler, M D

. Subject: Proposed Study of Duphthena lmmumzation in Volunteers s

lnvestlgators. " William T. Butler, M.D. T
~ Roger D. Rossen, M.D. T L e e e
. Reuben D, Wende S )

Purgoq ‘ T - g
To study the syslemic and local antibody responses to non-replucatmg protein
- antioéns applied to the nasal :membranes and tonsils. ! f
- Backcreind:
Puavei o vies bava mdirated that following expenmentally-mdu'ed upper’ E
raspiralor e o Tvation, e IeA contant of nasal secrctions increases at a
suslainze ¢« oo ot twin weeks, and is associated with locally produced
specitic aiki, s, ley r‘p.s..crl .,tt.lues are planned to deterinine whether lOCn“)’
produced antll ..o - saw B Laicted By non-replicating antigen as well,
Volunicere. g
A T 'c |l be 1&-to 40-year-old mmates of the Texas d
S weneenet e Comection,
' - . |
2. Rumbe .’ - .5 aa¢ duration of study. Nine volunteers; six weeks. [

3. Selection, “olunt:ers will be solicited from the general population of
one or more institutions of the Texas State Department of Correction, L
The investioators will visit the institution and describe the research |
- . protocol to prospective volunteers. Medical records will be screened .
- on those men who volunteer. Final selection will be based on willingness {
to participate and cood general emstional and physical health. The
Department of Correction will then screen suitable canmdates from the,

custodlal point of view, '

.
————



4. Medical procedures, Suutable volunteer.. will be admitted to Methodtst
. Hospital in Houston for final medical examination and screening, - -
On admission, complete medical histories and physical’ examlnations
will be performed. Laboratory studies-must be within normal limits
and wiil include urinalysis, complete blcod count, electrocardiogram,
chest and abdominal x-rays, blood urca nitrogen, blood sugar, trans-
aminase (SGOT), serologic test. for syphilis, total serum protein ,
concentration and albumin-~globulin ratio, serum electrophoresis, and"

serum immunoglobulm level S (lgG lgA and lgM) .

Specimens: . T .

1. Blood specimens (5 ml) will-be obtained d.aily.‘ In no case will more
than 600 ml blood be obtained from a subject during a single study,
Volunteers will be advised not to donate blood for three mont‘us aftar

completion of the study,

H

2. Nasal wash specimens will be - l.. daed ¢ Thuese will be done by
instilling 5 ml lactated Ringer. soiation mlo (n.'wh tostrii, and having .
the volunteer lean forwar! ¢ ic o Ehy comntioen —m a beaKer.

Biologic Reagents:

Immunizations will be done with it~ aspathe: wJ tvxoid, obtainad
from the Texas State Department of ..t vl iemiimicstions will contain
the same broth inedium used in the prc.it v o thie fliid di ,r..‘.‘.'\:-;ri? toxeidl,

Sem..

Experimental Protocol: ' . -

’

Following collection of baseline blc-od :n# nacn! seirelion specimens, six
volunteers will be inoculated with 2 standaia itimunizitg dose of fluid diphtheria
toxoid and three with control medium as folluwe:

Volunteer Immunizing Agent Route of Immunization
? N T Diphtheria toxoid Intramuscular o~
; 2 : Diphtheria toxoid = Intramuscular

3 Control medium Intramuscular

[prepe i renis

o~



° .‘ ’ ¢ :? ,-o '..‘.
. . - Y '. ) 'y . ".. : : _A I..
Volunteer 'lmmunizing gent ~ Route of Immuni2ation .
4 | 'Dlphthena toxeid  *Intrapasal-- - - - ° PR
- . Diphtheria toxoid ~Intranasal R
. 6 ‘Control medium - Intranasal.
D7 * Diphtheria toxoid '.lhtréto_r;'s'illaé -
.8 . - Diphtheria toxoid “Intratonsillar "
9 .'Control medlum S -lntratonsillar

The lnlranasal and mtraton.,illar mmunizat»ons wnll be done by swabbmg
the fluid toxoid onto cotton swabs and placing the swab in the nasal passages
“and into the tonsillar crypts, respectively.

Hazards to the Volunteer

Purified fluid diphtheria toxoid prepired by tho Texas State Depa-tment of
Health is known to give a local or systemic reaciion in iess than one per cent of
the adult population. It can produce a ivcai screres.. and redness lasting lwo to
three days, occasionally irritability ans anoiesiz, ane rely, voniting.

In general,.toxoids precipitated vith alii ii e, tinse commonly used in
the U, S. for immunization) cause morc rec ol w m 0 the hmd to>o:t‘s that ve
will'use in the present study.

Benems to the Subject:

The booster immunization to diphtheria hould provided added protection
against this disease. I : .

P

=



Title of Study- [ lphlherla Immumzallon

E , . VOLUNTEER comsemr FORM

General Descrupllon of Research Procedure~

o Volunteers will be immunized with purified- dsphtherla toxold by ‘one’ of three &
¥ - routes: intramuscular, intranasal, and intratonsillar, Blood speclmens and nasal

" secretions will be collected daily. for about six weeks. S ..
All procedures undertaken will be done with l.he approval of l.lle Human

Volunteer Studies Commiuee of the Baylor Unlversuly College of Medrcme to ensure L
safely of the expenment as well as rls screntaf:c valuc, : '

Poténtial Hazards of the Study

Purified fluid diphtheria toxoid prepared by the Texas Stale Department ol' :
Health is known to give a local or systemic reacticn in less-than one per cent of thc
aduit population. It can produce a local sorcness and redncss laslmg two to three -
* days, occasionally irritability and anorexia, and ra: 2ly, ‘vomiiing. '

*_In general, toxoids precipitated with ..lum (.o, the.se commonly used in lhe
_U.S. for immunization) cause more reaction tiar the iiid tovaids that we wrll use :
in the present study. : .

- Authcrizaltions:

The nature and demands of the s*uc; i v heod cleariy ernlained to me and |
understand and accept the hazards invotv . . i riva cdarctiod (hat if some unfore-
seen complication occurs, it, tco, is cousis :~.~~-..' Lo e ef the Yyovards of being
a volunteer. Furthermore, 1 undarstan3 l oot widedme G e study if 1 find

that | am unable to continue.

Volunteer's Signature |
Date e

T T ERET (R LG RSER SRR GEaR

I have carefully explained the natuie, camancs, ant w'es cable risks of ;he
above study to the normal volunteer, )

eyl

o

- Invesligator's Signature : - ~
Date '

|

(P

L2 =g

[ER TR



VOLUNTEER CO:‘.'SE-.‘T FOzM

Title of ~Smdy: ' Duphthena lmmumzalion

General Descrmtion of Rese?rch Procedure-

Vo!unleers wull be nmmunized with purified di p‘)t!"n’ texoid by either the
Intramuscular or intranasal route. In some cascs the ¢izAtheria toxoid will be
labelle?'radicactive iodine. The length of the study will b2 about two veeks. '
Blood spacimens will ba taken frequently and nasal 12 creucns daily., -~ =

All procedures undertakcn will be done with thn apgroval of the Hmran
Volunteer Studies Committeesof the Baylor University Cullege of Medicine )
and Methodist Hospital and by the Raduo Isotope approval commnttees of thc '

same mslstulcons.

Potential Hazards of the Study:

'known lo give a local or systemic reaction in less than anc per cent of the adult

Purified diphtheria toxoid prepared by the Texas Stale Department of Health is

population. I can produce a local soreness and redn2ss lasting two to three days,
occasiona!ly irritability and anorexia, and rarely, vomiting. :

Tha vacoine preparation volunteers will receive is the sc.me one v,
ahle {or usé by private physicians in Texas. »

ne amount of radioisotope approved for admamslrat:on Ps very oo i e aal
“ersigered te be hazardous, :

.Au‘ anr.zations:

T'.2 naivre and demands of the study have hren clearly cxpiaine . | uB
" andeistand and accept the hazards involved. 1 also underst: ad iy & vovig 1enl w
seen conplication occurs, it, too, is considered Lo be one of the hazar-s: | i1y«
solurl.er, Furthermore, lunderstand that I may withdraw lrom the siudy '! Lion

ihat ] am unab.c to continue.

Volunteer's Signature o o

Date

———

I have carefully explainad the naturé. demands, and foresceable risks of the

above - udy to the normal volunteer,

Investivator's Signature

Date
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: ' ) . . Houston, Texas

L . .
. . -
.

o BAYLOR UNIVERSITY COLLEGE OF MEDICINE -

. v K . . Date __ 0cschor 25.1957

Gzanting Lgency (Use Specilic Titie) |

Tiile of Prozosed 'Researc.. °ro-°c 4

Grant Number: cnemmcanome~

The asiached research grant proposal nas been reviewed by the ?aculty Co:;-..'?z 2e
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Mcedicine, Pedictrics, Rerabdiiitation, Physiology, Radiology, &wur.eivy. . |
Prarmacology, and Psycaiatry/Neurology. '
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Signed 1‘7 e T :
' Cha.xrr':“n. Cemumitiee on Rescarch Invoiv-
ing Human Beings

. . . . . - .'I.‘
Signed N Yo ‘-,f-/,_,.,?.‘)

. /) Institutional Olficiai
' i / .
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