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-Duration of Occuzancy of GCRC Red by Each Subject:. Sk.weeks,
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- .. APPENDIX B | '

Title of Resciarch Praposal: 7The Effect of Dictary Fat on the Fractional .
Catabolic Clearance ¢i Low Density Lipoprotcins in Normal Subjects.

Principal Investieator and associates: “Princi pal Invcstl"ator 0. David
Taunton, H.D.; Associates, Danicl scshurun, M.D,; Ramon Seaura, M.D.;
Antonio M. Gotto, Jr., #M.D. : ‘ .

.

@~

Departments Involved: Department of Med.c;ne -

Other Rescurch Support: szzd Rcsearuh C11n1c Cont:act #NIH 71- 2156

Duraticn cf Studv: 8k weeks T ' ) ) . : , .
"No. of Sulbjccts to be Hospitalirzed: 10 ) . . ) ool

iaxirrm No. of Patients to be Hospitalized at One Time: S

mation: - The fatty acid corpo sition cf 11p0ﬁrotc1ns is depend-
Tet. end can be altered in 10-14 days by altering the type of fat
tz, MN. and Miskkel, M.A,: J. Clin. Invest. 48:78-86, 1569).
clearance of the llpoprotcins nay a4lso be altered by dict since
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it is o L uL giets high in pol)un=aturnued fatty acids cause a lowesring of

poasmn cholestova) compared to diets high in saturated fatty acids (unrcns, E.

B., <., R::a-twanﬁ n: ) Peverson, M.C. Lancet 1:943, 1957). Recent studies in

this tabornta oy Live rhown that an infusion of intralipid, which is a rfat

et ilrio, cens FC iy e seybean triglyceride, epa lecithin and glyccrol, ceaws2s

a Jecvecse i i fractional catabolic clearance of LDL. Intragastric infusion
OF 0 tutcal i bad ne 2ffect upon the fractional catabolic cicarance of LOL.
Aroivels oL LU e ity acid composition of phospholipids in the low density

“ing the intralipid showed an increase in.the saturated Zitty
Cvxdb L ite LDL vwhospholipids prior to the injeution. It huas
ther Lo = “ecn Lrtuir zed Jhat the phocpholipid composition .of the low demsity

iipa: woreias inficcac.s the rate of catabolisin of the LDL. e wish to extend

thes. stulics h‘ AV vh;sioloai' CPF?O”Ch. In this study we will investijate
the «¥iect of 7. ¢rarm:, thc composition of phospholipids by dictary means eaac
determine the eifeet of this alteration on the rate of catacolism ol LDL.
Pu:pese of Frojcct: Thc pvTpOse of this study is'to detcrninu the effec
dictar;” sattly acian on the fractional catabolic clearance of the low densi
lipeprotains in nor.ul subjects and correlate this informatien with chan

in the 1ipid composition of the LDL.
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Unicuencss of the broinct and Prebability of i \L:shahl results: This stuly
shourd result in new in.ormavion regarding lew deasity lipoprotein catabulisa
vhich vill be suitable for publication.

Descr’  fon of Study: Ten prisoner velunteers will participate in thc study.
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Flve acers wiil ve adaitted at a lime.

&= | cxmme

e Swm T

o —

fac =+ |

“rn'.

Al



Dcscr;pt:on of Dicts: ' Isocaloric dicts containing 40% of calories as fn:, O%'
# 0w . as carbohiydrate and 20% as protein to maintain body weight will be used. 'Dict

<. - 1 will be high in saturated fat and will have a P/S ratio of 0.25. Diet 2 will
: have a P/S ratio of 4. Each of the dicts will conta:n .p)roxxnately 400 ng. of

L cholesterol daily. . : . e

UL After being on diet 1 for 14 days, 100 mls. of bload will be collected from each
.. subject in EDTA. 7The red cells will be removed by centrifugation. 7The LDL
fraction will be isolated at d 1.025-1.050 by ultracentrifugation. The purity
~.ef the low density lipoproteins will be cvaluated by immunochemical technigues.
A portion of the LDL will tlten be analyzed for lipid composition including cho-
'lestc rol, cholesterol ester, triglycerides and pnospholszds. The fatty acid
[ .- compesition of the cholesterol ester, triglyceride and phospholipid fractions
... . will then be determined by gas 11qu1d chromatonraohy. A portion of "the LDL
.+~ will then be lzbelled.with 1325 by the iodine monochloride technique, - The free -
+". jedide will then be dialyzed from the LOL. The percent iodine in tiic LDL zpo-
protein ill then be determined by hxtrac.nng the lipid with chloroform/meihznol
"+ and ‘determining the percentage of counts in the lipid fracrion. 25 kCi of 125
labelled LDL will then be injected through’ a millipore filter and bldod samples .
obtzined at various time intervals to-determine the-.clearance of. the labelled
"LDL as previously described (Langer;:T., Strober, W. and Levy, R. I. J. J. Clin,
. 'Invest. 5131528, 1972). The disappearance of-.the 1125 LDL will then be jolilcwed
: - Tor 14 days. Urine will be. collected and the excretion of the 125 monitorcd.
“ One gram of potassivm iodide solution will be given daily to prevent lh)lolh
-uptake of the I'25, The subjccts .will thcn be placed on the sccond diet and
. the above studies repeaued . -

h;tb the second group of 3 sub;ects the scquence of -the diets will be revers:!
_so that diet 2 will be glven fx*st and dict 1 will follow. :

J3. felection of Patients: Ten prisoner voluntcers who agree. -to participsaie i
Ue stodied, Tpeir plasma ‘lipids and 11p0p1otelns w1ll be nocun*ntea to be
notmial b¢fore studies are carr1ed oute. . :
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IR ?.S”Oﬁ‘ort to‘Sab;ecte" The orily dlsconfort to-subjects will bo tite weni-
’ ’lax ure uhlch is - pecessary to obtain the blood and to 1nJect the latolled
'LDL : ~ " . T

15. Potential Hatards to Subjects and Safcauurds for Samc: Thcrc hll; te small
radiation .exposure associated with the 1n3cc110n of the 50 uCi of I1%S oL,
. The estlnatcd total exposure.from 50 yCi of I'25 to a 70 kg subject is 0. 092 rad.

16. Pethad of 0%;a1n1rr Informed Consent of Huﬂan S.bJects and Cony of Consent Form:

) Approval for the study will be obtained from the Ccmuittce cn Rescarch Trvoiving
. Human Beings at the Mcthodist iospital and Baylor College of Medicine as well

" as the Racdiojsotope Committee of The Methedist Hospital. A copy of the conscnt

-+ = form is attached.-
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17.; Possible Ixcessive Expense ‘Associated with Study: tone
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L -BayLor Covrrrci: or Mepicineg -
. - L L Texas Minica L CENTIR
<. . Houstox, TLNAs 77025 / _

Woas Banisc TRrsATHENT oF Sunceay . ' ) <L gt
(213) 024001 o _ . . : May }, 1974

O. David Taunton, M. D,
.+ Departinant of Medicine .

Baylor College of Mcdicine . '. A oL N
Houston, Texas 77025 . ‘e o
. . . ’ * . . ' ‘e
Dear Dy. Tanptnn : . ' ‘. ) o ’ R . .

. The LBaylor Committee on Resecarch Involving Human Beings is pleascd
to inforin you ithat your resgarch proposal _The Effect of Dictary Fot on n‘,n

-.Fraction:] Catabolic Clearance of Law DReneify 18 pgrp-r_\ cins in Marmaal Syt
(GCRC)

‘e
wag aprroved-on _ April 30, 1974 according lo institutional guidelines and |

provndc d it receives the unaitered approvr\l of lhc institutionul committee in -
whxch it is involved,

.

oL, ). Continued revicw w;.l b.., reauired
' () a. After cach _sub;c- ct's erpesure”
( } b, Quarterly

() c. ~Semi-annually ‘ o S—
(> d. Annuvally . " R .
(») e. Change in Yrotocol - ' : . R
(%) £. Development of wac. pect-d preblems or unusual’ :
. ) " -comnplicalicns
. ,. ' () g Other -

2. Mcthod of Review '
(x) a. Questionnzire (exainple ~nclo..cd)
} b. New Protocel .
) c. Interview with principal m\.sugator . L0 :
) d. . Other _ o | .. (

ALY

L]
R .
—— gy SN

Smccrz.])' yours, .

.. /}{} "V\, .' o Yo
; AUl

E, St:m.l v Cr:.wfo;d, M. D.,
Clmn m:m, Commxt'u. on RNesearcen
Invelving 1Tuman Being
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Signnturcs:

0Dy AT

0. .David 1aunton, M.D.
Principal Investigator

Henry D. MclIntosh, M. D., Chalrman

.Dcpartnent of Medicine -



" that a patient who is given an investigational drisg should signify his willingness

-‘teins in umy blcod, which will then be sterilized and re-injected into my circu-

PATIENT CONSEKT FORM : T

" DETERMINATION OF INFLUCNCE OF DIFFERENT TYPES OF . .
DIETARY FAT ON LOW DENSITY LIPOPROTEIN CATABOLISM

I understand that physicians at.Bnyior Collcuec of Medicine and The hcthodist
Hospital are engaged in research and the study of the nature of discase and of
new methods of diagnnsis and treatment. I understand that Federal Law requires

to reccive it, after being told its nature aond purpose. I understand that this
1nvestxgat10n entails’ the radioactive labelling of onc of the lxpxd carrying pro-

lation (as I'25-low density lipopretein). I have been :nfo*med that the total
dosc of r;d;oact:vzty involved (S0-100 micyo curics of I'23) is not thought to

. be harmful in the light of present scicentific knowledge 2nd I agree to undergo
* this proccdu*e, whose objective is to. detelmine -the influence of different types

of-diecary fat on the rate of clearance of low density lipoproteins from ny plasaa.
I understiad that the purpose of these procedures is to-develop improved under-

‘standing znd better methods of diegnosis and treatment of- lipid transport disorders,

but that at the present time no representation can be made thatay port1c1pat10n
will be d1rect1/ beneficial to me.

.

There are no convenient alternative procedures, other than the ones described
to me, by which this study could be carrlcd cu'

"I have been offered the opportunlty {01 fn 1ioae diseussion with ny-physician
and have been given the opportunity to stk «iv oo .i”,0n. oW or at a future time

‘concerning the procedures to be. carried cut.

I under:tand that I am free to withdray frus 1his ot vly at-any time. I

" voluntarily consent to participation in this ~icay o t}- an unrderstanding of the

knowm-eficcts that occur in the course tierr-ef, ou?t jurth:r uaderstand that not
a1l effects of these procedures are necescu:ily ke *» @i Lhe present time. -

Patiecnt Nanme . ] Dat. ™

Patient Signature . Witness

Paticent Nuaber



@~’ s 0 . RN 2N T AN WV e Ve srecerawecten

. ‘ Texas MroicaL CENTER . _ e
E- . e ' . HoustoN, Tr:xAs 77025 . . )
'8 Musine Drrsanies S ' Ca : )
O iy saaasy T f"""‘: o . . . -. . September13, 1972 3
@ . . ., . . ) ) . . 7 : [} - ' "
] Rol.aertB Cc;u.ch M. D. .‘,.f . .. .' . . 3 . - te .
@ Department of Microbiolagy - . A e T le e .
Baylor College of Medicine ©= '° L ) . Y B T o o
‘Houston, Texas 77025 o« ' ] *. e w ] *
if: L . . ‘ ) . . . ‘. . . . '. o l. L] .
dDear Dr. Couch ) e .

*

'. . The Baylor Comrmttec on Rescarch Involving Human chg.. is plcascd
¥ ¢to inform you that your rescarch’ propos..l Develoninent of a Reproducible and
Effcctlve Challenne System for Mycoplasma pneumoniae, USPHS General Clinical
Z cRcsearch Center. RR 00350, .USPHS Contract #Pr-23.68-963, The Methodist .'v.m
"Hospital Clinmical Researcn Center, Ramsey Unit of the Texas Department of Corrcchon

| wWas approved on _ Seotember 12, 1972 according to institutional guidclines
with the following provisions: . . .

.
" .

)

E -}, , Continued review will be requircd
‘ ( ) a. After cach subjeclis exionare: o
) () b. Quarterly ' St
i . - (-) c. Semi-annually. L : .
. (%) d. Annually . . .
a. (X} e+ Change in Protcc:t . ) RN
g- (%) "4, Development of usenpa: 4t wrehl e 6r unusuzl
o a , complications ' e
i - () g Other . : .
2. Method of Review - ' -
3 {x) a. Questionnairc (exaraple ¢ nciorec) : L
() b. NewProtocol o o
( ) c. Interview with pr:r.c:pal mveclxgator . .
3 () d. Othcr .
} - .. . Sincerely yours,
] . I . . | ? : -
r , As .
? . - - -, . E,-Stajlty Crawford, M. D,,
: A . ) .- Chair(zm. , Commilicle on Rescarch
i . . . T Invol¥ing Human Beings ' ) '>



Title: Deveclopment of a Reproduc:ble and Effcctive Challenge System for
Mycoplasma pneumomae

." *Principal lnvcsugator and Assocnates Robcrt B. Couch, M. D

. Vernon Knight, M. D.
. Stephen Gncenbcrg,M D.
JuluusA Kasel, Ph.D.

Dep"rlmentlnvolvcd Mlcrobtology

Granting Agency: USPHS General Clinical Research Center RR 00350
.USPHS Contract #PH-43-68-963 . ..

Durahon of Support 10/1/66 to 10/1/76

12/19/71 to 12/19/72

Location: The Methodist Hospital Clinical Reseatch Center
Ramsey Unit of the Texas Department of Corrections

Oul.m"

Background Information: Considerable experience is available @@ sub-
stantial proportion by us) wilh challeng2 of nerms! aduit volunteers with Mycoplasma

gneumoniiag. This organism is an imperiaal €ause of respiratory discase in all
age groups and padicularly of pneunonia : . ¢ i.c* children a '1(. young adults (sce

: protocol ermled “Evaluatior of Ina"ln vated-Vaceine far M. « Buesmoniae Infection"),

In cha!lenge of voluntcers 3 var |ables of L. challange aaeutale

invelved; these are source and method of areeth of iire inecufum, inoculation

method, and dose. Inocula used for chalienge of vlunteers have varied in -
propagation history; these include no propagalion (uatu}al throat sccrctions),
tissue culture grown organisms, and various paésage'le’vels of organisms
propagétcd on artificial media'. Methods used for inqt':'ulat.ions’haVe included
na'sopluar)rn1réal spray, nasal drops, and inhalation of small particle acrosol.
Pneumonia has resulted from each moculalnon mcthod and with each source

and mclhod of growlh of organisms.

The studies with varying levels of passage or organisrﬁs on artificial =~

. media suggested that propagation in artificial inadia resulted in loss of infectivity

Lo P—
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and virulenca for ma'n "l‘n fact, pagsage on artificial media 'has been used
for possible development of atlenuated vaccines. This suggests thal disease °
producnng capabrlnty is maintaln inlh Jny fo propagation only rl' the f ,'
organism is grown.in tissue cul ‘l;ie .'lrd vanable of the challexn# agent

Is dose administered. Only very hlgl\ chllénge doses (approximatelyaﬁ.o
colony forming units (cfu) ) hiave been used-and the mfluence 'of dose ls
undetermined. I .5- SE s - i e .

~ Despite tlus experience, no defined, reproducrble challenge system is
available for M. pneumoniae, ‘If the results of studres in volunteers are to .
continue to be an important detenmmng factor in new vaccine and therapeutic
development then better del’lned r_nethods for eyaliation are needed. New
vaccines are being developed which will require 'indications of effectiveness
before proceeding to field irlals; We belieye befqre they are evaluated
in volunteers the challenge system should be better defined and an atiempt

should be made to moreélosel;} qpproxlmate patterns of naturally occufrir.g

-

illness. Ta-obtain this information we plan b use varying doses of oruar...r -
for inoculation of l:l_le‘ upper. (nasal ;!rops‘) and the lower (small particle ~ °
arrosol) respiratory tract in or'd‘ef'to determine the minimal dose that v.ill
. produce infection and.an rllness response slmrlar to natural disease. M:
over, only tissue culture grown organisms will be used for this purpoce, T
desired pattern of illness response is intermediate between that reportad {or
families and that reported for military personnel. In families about 80%
s exnibit illness, about two- thirds are lower respiratory, and 20 to 30%
* exhibit abnormal chest x-rays. ln the mllrtary only about 20 to 307& exhibit

‘N

" illness and 3 to. 10% have pneumoma.

In addition.to defrnmg a challenge system detailcd exanunahon o,f
the immune response (humomland cellular) will be puformed in order to bcl[er

o’

elucidate the dcsnred vaccing response.
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™ " Selcction of Subjects: Recruitment of volunlcers wnll be penformed according
\tomethods describad (sea-Program-Bescriptian). Volunteers who are hosmtalnzed
at Ihe Methodist Hospital will receive $5 per day for the duration of their
hospitalization (a rate set by the Deparlmenl of Corrections), Tl ‘irancial
reward and tl_we opportunity to.be free from work, guards, and to ! rint
environment, free time and good food available is an inducement Lo volunteer,
However, it is significantly negated by the fact Lhat volunteers who participate
in studies at The-Met:hodist Hospital must remain in prison for one additional
day for each two days in the hospital. Since the study will be approximately
4 weeks in duration, the volunteer wnll be required to stay an «Jdltwval 2 wecks
in prison beyond his specified release date. Volunteers viho partncupute
at.the Ramsey Unit of the Texas Department of Corrections W|ll reccive $35
for the study. This is considered by the Texas Department of Corrcctions ‘

- officials to be an acceptable and not excessive incentive..

Discomfort to Subjects Dnscomfo:tassocnated wnth obtaining s;iecinens [
frx iselation tests and bloed and secrctions fo antibody assay and Iy: .ph .3 & §
studies is minimal, Other discomforts will be those which will be asrocia
with any illness that occurs. [liness may be of varying severity and include mving ll.,,{
afebrile and febrile pharyngitis, tracheobronchitis and pneumoma Headael : E

[
f

malaise, and myalgias are common symploms. Cough is the most chiaracteristi:
syinptom of M. pneumoniae infection. lilnesses may last for 5 lo 7 days but
not longer since specifi'c treatment is available and will be given, Analgesics

and other symptomatic medications will also be administered as indicated.
" Naturally occurring pneumonia and that seen previously in volunteers was

.

usually limited to a single segment of one lobe and required 7 to 10 days
for clearing, If pneumoma occurs, chest discomfort and significant cough ,
may occur but the overall illness is rarely severe enough to require hed rest. ;
Based on prior e}.periences in volunteers and descriptions of naturally eccurring ‘

disease it is unlikely that more severe illness will be scen.

e —
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- Purpose of Project: To develop a reprbduciblc challenge system for

voluntcers which can be used for evaluation of experimental vaccines'and
chemotherapeutic agents, T

Deécription of Study: Volunteers will be obtained according Lo procedures

described under Program Description and brought to Methodist Hospital.
Antibody-free individuals (growth inhibiting initially, more sensitive methods

later) will receive thorough history, physical, laboratory and x-ray examinations
to insure good health., They will then have the study explained to them in

_ detail and will be asked to sign the enclosed consent form. In the event that
an insufficient . number of antibody-free individuals are available ft_:r l}:ne

Methodist Hospital étudies, the study may be compleled at the Ramsey Unit of
.the Tcxas Department of Conections but no studies will be done at at site

.
.

until 2fter initial aerosol inoculztions are performed at The Methodisi Hespital,

The planned number of men is as follows:

Dose - . . Nasal Drops “Aniorcl
1000 cfu . .. 3 T %
100cfu 03 :
10¢fu . L 3 :
"~ lcfu o "3 - %
0.1cfu 3 Tz

Acrosol inoculations are performed with a special aerosol inoculating appe.aiLs
fabricated for us which provides good ccnlrol on dose. Following inoculatizn
“volunteers will be placed in isolation and examined once or wice daily for
iliness. Specimens will be obtained according to the cnclosed protocol (sce
Attachment 1) and illness will be quantitated and recorded on the enclosed
form (sce Attachiment 2) Shedding of the organism, the immune response, and

illness response will be compared according to dosc and method of inoculation

of the infecting ag'cnl.

CMEVED



Potential Hazards and Safequards: The major possible hazard associated

with this study is the occurrence of pneumonia and, as slalcd, it is mild,
_Cold agglutinins will probably develop, but the likelihood of a titer occurring
- which is severe enough to warrant concern about hemolysis is extremely
remote and has never been seen in previous volunteer studies, Pneumonia may
- be of varying severity and the moment illness is considered of sngmfacant |
severity (chmcal judgment) or pneumonia clearly has occurred, the mdnwdual
will be given lelracyclme or erythromycin thérapy. This thcr'tpy has been ,
_shown to produce an afebrile state within 48 hours in naturally occurring cascs
_ and to hasten the resolution of x-ray and abnormal signs in a large number of

“individuals., We believe that with this therapy and the conditions: under which
 the study will be conducted that there is little hazard to the volunteer of cither
prolonged discomfort or occurrence of injury. Volunteers within the Mathodist

Hospltal will have physicians and extensive medical care available in the ~
L RLnsey v 3l have immediate

event of unexpected compllcatuons Volunteors »
access to physucuans anci in the event thal medical caic {rcirities are considered

madcquatc, arrangements have been made for Lans: acquns the volunteer Lo

The MClhDdlSt Hospital for more definitive care.

- Benefits: Benefit to an individual :vol-.mtce:' cGisinte of exparicacing an
infection, which he has a high likelihood of acruiring naturally, uu_mcr tie
supervision of a physician, In addition, he wiil ke contributing toward
acquisition of new information on an important cause of human disease that
may aid in development of new approaches to prevention and trealment,
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Mecthod of Obtai ning Informed Consent: A detailed description of the
study lo be performed will be given to volunteers verbally and they will be

asked to sign the enclosed consent form. They will be given an opportunity

to ask any questions they desire and it will be made clear that they may remove
themselves from the study at any time. | S e

o Robert E’; Couch, M .D., Principal Investigator

ActingChairman, Denariment of Microbiology




TEP TE Y U500 MOLY!

.

IR R

.

W PO PR R P P ‘ , - 1o = LI
:gS'DNNHO\Dm\IO‘mbw - o 2.;,...'-.'“
> < > x 1< x> > x CBC ~ -7
x Serology = °
- Blood .-
. : Chemistries
> Urinalysis
x - Stool 0 & P
Nosc/Throat
i .
> X | I Bacteria
: o Stools for Enteric
I - Pathogens
x BKG
) . | P > Chest X-Ray
i ' ! A R L pd Sinus X-Ray- -
L— e e N i . .
i ' ) e
» . -~ i 1o NI T IR > :
B e I i b Thrat Svab
X x < x ¢ | ~ ' > o7 x 1 1= Spulum
r— - = . e
L x x Anal Swab: T
. N s
= i = . T
P > ¢ ) < “Tube Clotted Blood_ -~
T e e — ' For ‘Antibody
sl X x | \ el = Masatl Secretions

Py,

¢



. . - BayLor CouLrrcE or MEDICINE e .
L T o e TN.XAS MELCAL CENTIR PR - CoL,
“ ’ 1lousToN, ‘I':xAs 77025 o v s o
anrny or Micaodhiotocy ' ) 7 . .' © Tyt e e a AP '.;: e ) < -
[ IETZ Y ) e o, N . . .
- ' : : . .'. ' . * ‘e * . ’-' " ) .. . . * .
E S ~ °  VOLUNTEER'S CONSENT.FORM - .

o from the sludy at any anel may choose.

" 1 understand that | am consenting to accept nasal drops or to breathe,
a mist which contains an infectious agent which | may or may not “catch "
“If 1 “catch it," it may or may not make me ill. IfI develop an illness it
- may include earachc, nasal obstruction and discharge, sore throat, hearseness,

"-'..? cough, and chest pain, ‘1 understand that fever may occur and | may develop

- headache, weakness, muscle aches and loss of appetite. I have been told

- that pheumonia may also develop but thatit is usually mild, Fever may last .
- 2 to 4 days and symptoms for 7 to 10 days. I.understand that other symploms

might occur and that it is possuble but unhkely, Lhat illness will lasl

- longer than 10 days.

| understand that frequent nasal washmgs, throat swab and couch ,pecumcn..,
" and bleod drawings will be peiformed and used for tests. k-rays and other
* tests will be performed as indicated ..

—— -
.

1 unuerstand that the mformatuon obtained from my pantncumtu,.: in
this study will be used for developing ncw methads for control of the iafe .Lies,
Furtharmore, | understand that [ will receive $5 per day for the duatia: of
my time in the hospital, (Alternative for the Ramsey Unit: 1 underetand -he.
I ‘mll receive. $35 for my partnc:patuon at the completion of the study.

Thc proposed study has been clearly explained to me and 1 uadastc
nnd accept the hazards involved. [ have heen given an opportunity to as!. a 7
questions 1 might desire and | understand thatl have thc right to mL""‘

fots Ko R

-
...

.. u." ... - . '. ‘
g,- RPN T Ssgnature-
. . . Witness LT

: . I have carefully explained the nature, demands, and foresecable risks of
3 . the aiove study to the normal volunteer. N ‘

: Signature -
i
i,

Date
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ity ‘Rebért of lliness

RESPIRATORY DISEASE STUPY -1l

re'all findi'ngs negative? XA@ - - [Site. Finding Sev (1 3
te Finding Sev (1-3) 'g g Obstruction’ . [BA@
Photophobia |- AB@ g Y " BB@
] _ r ACE®  — E| *|Discharge BC@ —
: : ' _ El ~ D@, =
, Comunct. erythema | AD@. o c xAbnormaI mucosa . 8 ‘
r - AE@ — g QOther BE®@
: Bulbar thema I JAF@ =] 'td
Pain | AH@ T Pharynx: redness BF@ -
| r . AJ@ : H exudate 8G@ o,
. R |Tonsils: enlarged BHR@ ~
AKe
Tearing : At@ —= 0 exudate Bl@ + - |
-{Other D 1@ = ? Pain on-swallowing . BK@ - ..,.E
‘ Sore throat BLE —
- Other BM@ .
Ache A Jave — - T
V - ’ r l "\" ~— ‘ =2
| Hemorrhaqe ""—'T""'”i','?;,""":’: N |Swollen glands BN@ - {.
: T T T l’,.,"l'.”,;,""""‘. _;'J : E Tenderness BP@ —~
. mm——— e .0 ¢ e - D ... .'..".....__.__ @ N ]
Biohs, bbe . 4 PAms ] K [Oer BQ |
N SR .t 3 R 2 &
Inflammatien . 1 JAT@ Zg Pain & tenderness BR@ -~ Ik
- I Ay o H |Jther BS@ -l
| Other AVE LA [Hoarseness BTE - ||
- % Other BU@ e
1| Sneeze W2 o, Cc |Pain BV@ = i
IS Obstruction AX@ - g Cough BW&  — |'
f|Discharge AY@ - S SPU}UT BX@ el
){Other  AZ@ T | Splinting DQ@ -
t Rales (moist) DR@ -,
/
‘ -7 Rales (dry) DS@ -
a'D! o Hospital Stamp
(9) Y Y M M D O
Date o
(10) '
tary time
(over)

(16)




i

Euy Report oflllness continued |
a Severity
Finding (1-3)
; Other BY@ *
Anorexia BZ@ = -
a Nausea CA@ =—
Vomiting cCe@ =
w|Pain_or tenderness cC@ . =»
E D_iarrhea Ch@ -7
\ alpable liver CE@ -2
§ ilpable spleen CF@ ==
Other CG@ :
| . | -
' Rash CH®@ =
‘| Other CJ@ . .
; -
Feverish CK@ =
Chills ClLe —
3 Sweats CM@ —
31 Muscle Aches CNe  —
_! Prostration - @ —
|Headache CR@ —
J{( er CS@

rars L, page & i iy
R Severity
Finding - (1=3)
Patient's opinion: Does patient feel he is
s | wellz (YorN)  XB@ -
ll\JA Examiner's opinion:
Y hinitis. cu@ -
A | Pharyngitis cve o
$ Tracheobronchitis cwe
Pneumonia CX@
Systemic cye -
Cervical adenitis Cze
Other DA@ '
. -7
T Time Oral ' Rectal |
E|0-0400  _[FB® —|DHE o
b Le4c0-08 500 _|0€@- - ple.
o TR MY DR,
R [2C0-2500 [0E@ S IDL@
AO11609-2000  (DF@ - [DM@ o
o l2005-r 4058 i —[DNe o
R | Additicra! vnidinee: DP@
7
Comments PP@
. ‘ -
Signaturc of physician YA@
—
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- Additional Narrative [nfcrmation: - - -

.
. o
%

. AdbmoNAL INFORMATION FOR Nm"

Tatle of Research Project: Development of a Reproducible and Effective
. 4 _Challenge System for Mycoplasma pneumoniae

DumtaonofStudy. omonths AR .

Sub!ect5° ‘30 adult (age 21-45) male pnsoner valunteers | '
See Program Descnptnon for other quahhcations and excluslons.

LI ' ) !
C 2 b. .Challenye agent: - Mycoplasma pneumoniae'. r -

Source: 1. Strain 10433; throat swab'collected froma’
~ naturally oceurring uncomplicated case of M. pneumoniae pneumonia in the
cal.le urc..p Hewltk Cooperative.

% . Stain 1428; throat- swab collected from a Marine
proey e Paeies b land, Neith Carolina, with naturally occurring M. pneumoniae:

- T . ' -
ot ol . , _

'p mtier,s ). Strain 10433: harvest from third passage in

Bt e B o tilney tissue enltures maintained in MEM with 5% chicken

<. Strain 1428: initially passaged twice in

Heyllieh:<Coars c'{ 2E1.G biath and used for volunteer inoculations without

cempiictlois. Toos nt ‘ncculum is harvest from two additional passages in
human cuwwryonic .\ldnev tissue cultures maintained in MEM with 5% chicken

serum and penicillin,

Punty Purity of both pools was insured by the accompanying safety |
test procedure and by specific identification with Research Reference antiserum
to M. pncumumag. The latter ndcnt ification was by growth inhibition with a




e not to_exceed 500 mi. :
A .Nasal secretions: nasal rinse with 10 ml Lactated Ringer® s Solution

" serum lmpregnated disc on agar and growth Inhrbrtron as measured by
... Titer: 1. SUain 10433 HEK3 7.5 loglo/ml

.S 2. Strain 1428 BR, HEKZ 8.0 log, o/ml
‘ Challenge diluent: MEM with 2% human serum albymin .

trtration followrng an mcubation perrod

IR

" 2 ¢, Blood: antecubrtal vem. Total volume withm a3 month perrod

Nasal wash: nasal rinse with 10 ml veal rnfusron broth
Throat swab, -anal swab; standard procedures

SR 2d, Included in protocol.  ~ .- . . IR o

.
P

v



BAYLOR Conu:c E OF MEDICINE
Texas Mroicat CENTER -
HousToN, TEXAS 77025

.
.
.

E“ll’ OF SUrHONIOLOGY AND INMUNOLOGY
L [HY Y .

2 N . _ .
. | VOLUNTEER'S CONSENT FORM

@ I understand that 1 am consenting to accept spray and nasal dr~-:< which"
contain an infectious agent, Mycoplasma pneumoniae, whichl me: . v ot
“catch." If | “catch it," it may or may not make me ill, If] deve! ;

E illness it may include earache, nasal obstruction and discharge, sore thuuct,
hoarseness, cough, and chest pain. 1 understand that fever may occur and
I may develop headache, weakness, muscle aches and loss of appetite, 1

H . have been told that pneumonia may alsc develop but that it is usually mild,

‘Fever may last 2 to 4 days and symptoms for 7 to 10 days. 1 understand
that other symptoms might occur and that it is possible, but unlikely, that
illness will last longer than 10 days. At the completion of the study, |
will be given an antibiotic to aid in ridding me of the organism. '

1 understand that frequent nasal wasﬁings, throat swab and cough specimehs,
and blood drawings will be performed and used for tests. X-rays and other
tests will be performed as indicated. -

l understand that the mformatuon obtained from my participation in this

study will be used for developing new methods for contral of the infection.
urthermore, 1 understand that | will receive $50 for my participalion &t i

corxoletuon of the study.

the hazards involved, 1 have been given an opportunity to ask any questicne
i mioht desire and | understand that | have the right to withdraw from the ciud:-
z* ary-time | may choose without prejudice to me, .

Signature

Date

ﬁ - The proposed stud;} has been clearly explained to me and 1 understant!

Witness

: I have carefully explained the nature, demands, and foreseeable risks of
J the 2bove study to the normal volunteer.

Signature

Date

T,y

— —




. NIAID R oc:obexie, 19727

. . . . o e . . . 4,~-._,'.,.“-:‘-:.-‘..-:'.._,f.'."'
Title: Developoent ‘of a reprodnciblo and effective challenge Sys:en'ﬁif}ffig
: £or M. gnﬂumoniae , . . C e .. ..u-ﬁ_;g?:sﬁ;,
' rrincipal Invcs:iga:or" R. B, Couch B ;‘. R ’;f'f';:ﬁ_'-‘"rt
. ) 1, A crucial componan: in :his projec: is the cer:a‘n definxtiou o .P
. of the psrticipants as an:ibody poeitive or an;ibody-negntxve.v ?;r . L
this reason the Compittee felt that the 1nvesciga:ors should e;pioj S f
the most sensitive assay avatlable for H. neumonia an:ibodies. 4.9_;:‘ R

* 2; Other safeguards included assay of the annigen prep«ratioﬁs
grow# in HEK for Aus:ralian ancigen and exawination of the vaccine .
;for reverse :ranscriptase. The commitcce was adviscu by the IDB
Ak I& ti.  ihis lacter assay could be done at Flow Labs.

3. V. cballengg assays shquld start with thc lowesc dose of

Mycoplasma and proceed in an $nciemeat:l warner. S
” ; :

. 4. Consént forms shovld pase the oryiiism aud the diszase under

study. At the end of pqrag:éph NP Y B LA LA foria should also state '
that persistant inf fections wLJl vaooaed vkl rpvfnp;iate antibiotic
therapy. L

5. Recommendations - Zppieval with i abuve wadfficatfons. - -



- : -+ BaYLOi COLLEGE OF MEDICINE L
g e _ . Trxas MroicalL Cexten ¢ . :
3 - B .o . . BoUST N, Texas 77025 . o ¢ '
) ‘e l [+ . e D ., : o . - : ) h i
@ n:;:;u;;:um or Sunceay ) . '.. . ;. N ' ci . . . Nevember~8; 1972

itephen B, Greenberg, M.D. : . -
Department of Medicine + DT LT ST
Baylor College of Medicine ~ . = L B 3 g -
‘Houston, Texas 77025 e e T LSt

ii'c{a.’r'Dr. _ Greenberg ‘g ‘ B .. . . .

The Baylor Comm:ttce on Research Involving.Human chgs is plca.sed

' “111 You that your research preopeszl Effect of Viral and Mg;gn]g mal .

.= Tract Infection on Pulmonary Function (GCRC]

-
i -

... on _November 7, 1972
w;m the Iollowmg provisions: . .

.1, - Continued review will be required
. - () a. After tach sub;cct!' cxporare’ =
CoeT ( ) b Quarterly . ' '
~**". (.) e. Semi-annually . ' .
(x} d. Annually ' . ' . .-
s - {x) e, Change in Protocol . - .
"o : (%) £  Development of unexjectec 2 .zodlems o 'un

. o comphcauons .
A I .:.", u(.-".-gO Othc' ' . ' '

L ]
ceual

.

.2, Method of Review
T "(x) a. Questionnaire (example cncl o'ed)

() b. New Protocol .
( ) e« Interview with prmc:p.—.l mvesugator S -

:{ ) d. Other , o

B

i

J

2

] P — T Seeeting o e geiacTe:
: )
i

i

|

]

]

]

Sincércly yours,

) "
i . . — .
£ . .
j o™ ¢ .
L] .. . ]
. * ¢ :
i . i : .. . Sl:u?/cy Craw{drd, M.D,, .
i . : L - . ~« " Chairndai,, Commilice on Rescarch
S LT o Involving Iluman Beings



Benefnts-' ,, . |
The informauon gained from sequentlal study is unhkely to be of direct beneflt

" to this volunteer. However, since the majonty of volunteers are smokers the .
informatuon gained from his initial study may mdncate the need to cease smokmg for
his future health Otherwuse, mformatuon gained will relate to the influence of the
‘common respnratory mfectaons on pulmonary function acutely and will elucidate the
severity and rate of recovery. The nature of any defect will indicate the need for

- - ~symptomatic thenapy during the common respilatory infections as well- as the possible

niecd for prophylactic measures.

Method of Obtaining Informed Cpnsent

A detailed dascription of the study to bc performed vwll be given to volunteers

* verbally and thay will be asked tc sign the enclosed consent form. This explanation
will include al! known hi.zards associated with live agent challven.ge and the pulmonary
functicn stulies. e will be givenan opportunity to ask qnj questions he desires,

" and it will-lv mac. c'en -t e can remove himse!f from the study at any time.

g{-_(:/\.l—w—.> %oﬂ//u-ﬁ\ M\D

sStephen B, Greenberg, M. D P;u.cspal lnvestngator

Kobert B, Couch, M. D., Investigator

P?‘A Stevens,«lvl .,ll Lgator

R. .thl—ms Ph D., Acting Chairman
Department of Microbiology

™

.\.‘_‘._.,.-—.
— " 3 e '.’-.\ .y *® b‘ \\

~Henry D, Mclntosh, M. D., Chairman
.~ Department of Medicine

|
F
g
;

————
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pneumonia and to all others’ wnth this infection who are Judged to be expenencmg
illnesses of moderate seventy. Analgesxcs and other symptomatic medications wnll
be administered as indacated _ o .
Discomfort associated with pulmonary functnon studues lnclude those assocuated
wnth dramng of blood gases and swallowing of the esophageal balloon for com= "
pliance measurements. Spirometry measurements cause minimal discomfort. ‘The )
volunteet wnll be asked to cooperate for about two hours each time these studxes are
obtained, - . s '

' Potential Hazards: to Subjects and Safeouards for Same

Staid e cRamingd ¢ Wew o - TR [ )

In the event that pneunoma or any other severe. nllness is noted from

M. pneumoniae inoculation,.antibiotics will be immediately administered.. The
above described illness responses for influenza constitute those seen by us among

approximately 300 artificially induced i'n?ections;' specifically, pneumcnia has
never occ(:rred. There seems little like]ihood of @ marc severc illness oécurring
among these men than that described. Nevcrt else. piinr w ‘noculation, voluntoers
are told that pneumonia sometimes occurs witis this viren infec.ion. Ino.ulat:on vill
be by rasal drogs (as cpposed to aeroscl).whizh wa i ci.civ <l nificantly reduces

the hazard of pneumonia. Rhinovirus and Coxsackic +.0. 1 ‘& cammon cold virus)
infections have been produced in agproxirsatély .00 voluntrers and there seems

“little rezson to expect an untoward reactio:i,

-Physicians will see all volunteers daily ead iwir'e daily if indicated. They
will be on call 24 hours a day durmg tne penod of isolation ¢ nd wall ac.mumster
therapy when mdncatcd . ' : .

Arterizl blood gases have been assocsaced with .ocal hzmatoma and damage
to the pe.'xpheral artery in rare instances. A trained technician who performs this
service in the hospntal every day will obtain the blood gases, There is mnmmal
discomfcrt from passing of the esophageal balloon. Vagal responses have been .

reperiad with this procedue. All pu!nonar/ function studaes including the passing cf the

esophageal bzllcon wiii be done by a physician trainad in pulmonary dnseases, and

he will be in attendance during the entir€ procecdure,



physicsan vnll be in attendance wmle all pu!monary functnon studues are beung

performed o

A3
- ®

. Selectnon of Subjects: _ , '
. Recruitment of volunteers wnll be performed according to methods descnbed .

' (see earluer submitted Program Description). Volunteers who are hospnahzed at

The Methodnst Haspxtal will recgive $5 par day for the duration of their hospitali=-
"zation (a rate set by the Depar.ment of Corrections). This financial reward and the
opportunity to be free from work, guards, and to have pleasant environment, free time
and good food available is an inducement fo volunteer. However, itis s;gmfncantly

- negated by the fact that volunieers who participate" in studies at The Methodist
Hospital must remain in prison fer one additional day for each two days in the |
Jhospital, Since the study will ba approximately 4 weeks in duration, the volunteer
will ba required to stay an additional 2 weeks in prison beyond the specified release

. date. This is considered by the Texas Department of Correctlons officials to be an

.—.cceotable and not excessive mcentwe. '

Discemfort to Subjects:

Discomfort asso.uated with obtaining specimens for isolation tests &:iid bli
and secretions for antibody assay is minimal. .Other discomforts will be thcse iohich

.
]

will be 2ssociated with illness that occurs, 1llness from rhinovisus cr Caxsuckis A 47
infection will be a common cold, sometimes with fever. lliness from M. prrumiel: -
may he of varying severity and include myringitis, afebrile and febrile prar;mit's,
‘tracheobronchitis and pneumonia. Headache, malaise, myalgias are common
associated symptoms and cough is the most characteristic symptom of M, paeumanizc
infection. 1llness may last for 5 to 7 days but rarely longer. ;fhe iange of illnesses
to influenza i'nclude'no illness, mild to severe afebrile upper respiratory iliness with
cough, and febrile upper respiratory illness with cough, Fever is of varying degree and
may last frem.1 to 5 days; respi'rator'y symptoms occasionally last longer. During the

. febrile per:od, individuals may exper:c,r'ce significant heacach.., myalgias, malaise, and

- anorexia, Spacn.‘sc treatment is available for . pneumonu ¢ and will be given to

ail ...dav:du’ls w..o cevelop




‘axaalis [ YO

pathogenetuc factor in the develc,,ment of small am"ay obstructmn. Cerl.am vnal
and mycoplasml infections may be more important than others in causing puimonary
dysfunction acutely and possibly pernianently. The fact that we can now ndentufy
patients with early airway obstruction should allow us to determine the precise role

of respiratory viral and rycoplasmal mfectnons in the pathogenesis of airway obstruction.

Purpose of Project: ,A R SR P e
To determine if measurable alterations in pulmonary function occur. durmg .-

acute viral and mycoplasmal respiratory mfectnons in normal volunteers. . . _ {t

Uniqueness of the Pro;ect and Prabablhly ‘of Publishable Results: . .. ) ‘1

Minimal information is pnesently in the published lntemture on this subjest. - i
The opportunily to study volunteers in a sequentual fashnon and for defined infections

.should provide precise frequency and seventy dc.ta that will unquestionably be

publisi: akle. : S ' . \

Descriptinn:

Vaigsio oooilt Lo eliaised according to procedures described under the -
reore. Descripiion for Normal Volunteers and brought to The

*s

provicaste ool
Moithizg oo L7 Litedyedrec individuals will receive a thorough history,

]
]
l
I
ph-si- =, i R N I evarinations to insure 'good health, Approximately
Hint Cheelgovilesio s ol e givena rhinciirus (see renewal approval, June 20, - ' I
10700, e iy '_'”'. st weaaon 2, (see CRC protocol approval, 9/13/72). Later
studice : v ins el Influcans s..d =0 ‘Schle A21 (previously approved agents), Blocd '
and et 5 ot el ne obtairad before inoculation and at 2 and 4 wecks following I
vaccinati.n " oiv terts v b examined daily and twice daily if mdncated bya

|

physician. Vuiuntcere v il vemain in isolation for a variable pernod dependmg upon .
the agant under study. : :
Routine pulmonary fuqction studies plus static and frequency dependent
compliance, closing volume and arterial blqod cases wiil be obtained in these
volunteers. The puimonary function tests will be periormed before inoculation, du:ring

acute illness and-2t agproximately weekly intervals thereafter as needad, A




Title: Effect of Viral and’ Mycoplasmal Resparatory Tract lnfecuon on Pulmonary
Function =~

Principal Investigator and Associates:  Stephen B Greenberg, M. D., Robert B.
Couch, M. D., Paul Stevens, M. D., and
John Pettlgrove, M. D. :

Departrnts Involved: Mlcrobnologyand Medicine . ,

'Other Research Support: None

. Duration of Stucy: .Indefinite' | ' " ' .

-

‘Number of Subjects: Approxima?ly 6 per égent with an estimated total of 25

Duration of Occupation of GCRC-Bed: ~3-1/2 weeks :

Maximum number of patients to be hospitalized: ' -6

.y

o®

' Background lnforr" ticn:

Recent studies have shown that acuiie cxaveriicny of Lhrenic girway disease .
" may be due to upper respiratory viial infection. ., Jus . upeer ceanireicey viral infections
L o tients. However,

.infections,, pulmonary function detericrates furlhe. in i ot
the rcle of upper respiratory viral infecticn: ir the el s oo "% 1% oy calis Firvay
" disease has nct been clearly defined. '
Reqent developments in measuring puinius o -0 0T waid opisifizely in
" measuring changes in resistance of small airweys ne p virdad e nocessary tools
for understanding the natural history of chreaic airvz; ai st ctin. Frequency
“dependence of compliance and closing volumies are Lo .myv me surements that are '
sensitive enough to demonstrate early reversibir obstrucuau of small zirways.
Recent evidence indicates that some acute virel infections. of the usper
respiratery tract cause peripheral airway obstruction four lo eight weeks after clinical
recovery. The abnormalities were reversad after an additional six weeks. 1t has also
been obscrved that clearance of |..r.r.led small particles was markedly prolonged during
acute viral infection of the upper :esp.rawry tract. Bsth of these observations lend

support Lo the view that repeated infection=may be an imgestent etiologic and

N EtTmYm e




BAYLOR Cox LZGE O Iv,x:nxcms
. : . TENAS TibiCAL CENTER
. . . . ‘ Housrow. Texas 77025

a“":ﬁb’.‘&i‘”f"“}‘" . VOLUNTEER'S CONSENT FORM

. lundersiand that | am consenting to accept nasal drops or to breathe a mist
" . which cortaing an infectious agent which | may or may nct “catch." 1f | “catch it,*
@ it may or may not make me ill. If | deveiop an iliness it may include earache; nasal
obstruction and discharge, sore throat, hoarseness, cough, and chest pain, | under-
stand that fever may occur and | may develop keadache, weakness, muscle aches and -
. - loss of appetite. 1 have been told that pngumonia may develop but that it is usually -
- mild. Fever may last 2 to 4 days and symptoms from 7 to 10 days. [ understand that
- other symptoms may cccur and tha& it is possible, but unlikely, that nllness will last .
longer than ten days.

1 . ¢

L

I understand that freguent nasal washndgs, throat swab and cough specimens, and
blood drawings vill be performed and used for tests. X-rays and other tests will be -
perform d as indicated, ~

" I understand that 1 wiil have several lung furiction tests during r*fy hospita
stay. These lung tests will require my breathing into a tube many tnmes and sva l. TRY|
a thnn rabbe' tube.

1 understard that the information gained from this study will be of nc di: .-
benefit to me except that a thorough evaluation of my lung function may indicet: .ove
recded treatment, Th° information gained may be of benefit to other peo,.!e. :
undersizand that 1 will receive $5 per day for tne duration of my time in the horiitot,

The proposad smdy has been clearly ¢xplained to me and | undeiciard & 3
scoent tne hazerds involved. | have been given an opportunity to ask auy que«iiv.ix
1 migat gesire end [ understand thatI have the right to withdraw from the study Y

time [ may cheose.
Signature

Date -
Witness

Y

I have carefully explained the nai.e, demands, and foreseaable risks of the
above study to tna normal volunteer. ' ‘

‘Signature
‘Date

ok G i 2 GEEd 0 CORE W D G GEil GGl D
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-~ V¥iral and Mycoplasmal Respiratory Infections on Pulmonary Function and
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Addendum - to protocol entitled "Effect of Viral and Mycoplasmal Respiratony

Tract Infection on PulmOnany Function“ '

..

'i..'Change in Prinoipal Investigator - to Robert B. Conch, M. D.

.
i 2

. 2. This protocol is paired with the protocol entitled “Effect of‘-uétdral

4

R 4 . . ‘ .
o Mm-Sy ey e enm SR SN S e D sy | e ST e --.-:f‘a-

Immuno]og1c Function of the Lower Respiratory Tract."- The immuno]ogtc ‘
studies in that protocol 1nvolve neasurement of T and B ljmphoeyte funct1on, .
_thymidine by stimulated lynphocytes, new methods for asse551ng antibody,

and polymorphonuclear leukocyte function.A Although .these assays are

approved for other protocols, .we'wish te &3¢ them tc the present -

.7 protoco) since the studies are paiven v i "1ua/ of nwiurally occurring .

disease

A1 studies are perforied on perinlor.? bl-wd i aesal secretions

so the consent form does not chenge. Firfevionce ¢ tha studies will’

" not alter the limitation ¢n-blood ¢ e obiained (no more than 500 c¢

during the study).

Lt £ L

Robert B \-OUCh. M. D. .
Principal Investigator

)
I

. . e
S ,
Vernon anght 0. ’,)
».  Chairman, Departqent of
Microbiology and Immunology




Toeee . o Bayror CoLLecE oF MEDICINE .

Lo L. . . ‘TEXAs Meoicas Center ~

. . ’ Houstox, TExAs 77025 e _ .
Et{mfuu& &: lsm'.nm‘u. Mot . . | . . . o .~; . January g, |975

Robert B. Couch, M.D. . . , )
Department of Mlcrobxology & lmmunology FER S e
Baylor College of Medicine . ' .

Houston, Texas 77025

F

Y

Dear Dr, Couch P et N

The Baylor Committee on Research Involving Human Beings is pleased
to inform you that your research proposal _ ADDENDUM;: Effect of Viral and
Mycoplasmo al Eesgnroforx [roct |nfechon on PulmonarLFuncﬂon (GC C).

was approved on lanyvary 7, 1975 accovding to institutional guidelines and
provided it receives the unaltered approval ol the 1nstxtutxona.1 committee in
which it is involved, .
. 1., Continued review will be required
( ) a. After each subjact's cxporure:
( J b.  Quarterly
( ) ¢« Semi-annualiy
(x) d. Annually
_(x) e. Changein Protcccs .
. .{x) f.- Development of uaex p-..ctc.u prol’ ::.:s or unesual
"7 complications
() g Other

. ' 2. Mecthod of Review
' (x) a.. Questionnaire (example cnclrseldl)
() b NewProtocol

“ . , ( ) c. Interview with principal mve‘txgator
() do Othe;'

Sincerely yours, PR

8 ’ .. .

;j . . .

3 ) . Harold Brown, M.D., '

P ‘ ‘Chairman, Committee von Research
Involving Human Beings

n

: .

? HB:ib

T



Title of Research Proposal Lymphocyte Cytotoxicity to lnfluenzavurue in
Perlpheral Blood of Normal Volunteers

Principal Investngatar and Assocnates- Stephen B Greenberg, M. D.
Robert B. Couch, M.D. -

Department lnvolved Mncroblologyand Immunology "_

Locatnon of Research: Bayler College of Medicine - : B
Ramsey Unit of the Texas Department of Correct:ons

" Other Research Support- NIH/NIAID Contxact No 73-2506

Dux?t:on of Study~ 6 months to 1 year

Number of Subjacts: 20 - 30

Dur;ztion of Occupan:') of GCRC Bed by ‘Each Snbject': None

M" 3R Nunher of Pa.ientz to be Ha .,pltahzed at One Time: None

l.‘:-‘.c’ R TR TR kTR I Yol

S = $=0 @ 04 ¢ T E— > W - 6

The ol -0 oy piveownee in host response to influenza is uncertain apart from

thed pé liv faeact in aikinegy formation, A rather limiled body of evidence currently

sugy oy 0 U st ~aa=nzdiatled rospenses may contribute to host resistance in viral

infa iis s <F Oz in sorv toact. Lymphocytes from the lung or from other lymphoid

tissue wre carabie ¢i nmaucmg mediators of cellular |mmumty in response to viral
antigens.. Alticrgh there is no good evndence that ce!l-mednated ‘immunity is a
critical determinznt in infiuenza or other respnatory tract infections,. specific and
.non-spesific activation of lymphocytes during infection must be looked for..a's

necesséry compscnents of host resistance,

' Lymphoid cells have effector functions in certain tissue-damaging immune
reactions. A number of in vitro models have been designed in order.to throw light
on the mechanism of thes-e tieeue-damaging reactions. Lymphoid cells from
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' negative and positive mdwudua.s.

Geas Geae G TR RGO Eoew Gl G G G ol 0GR - WD GRS G

sensitized donors will destroy tissue culture cells carrying the antigen and this
has been used to develop an in vitro test of lymphocyte medxated cytotox:city.

Chromium-51 labelled, influenzavirus infected tissue culture cells can be
examined for specufuc lysis when inoculated with.peripheral lymphocytes from
antibody posilive and negative individuals. If specific. lysis does occur in
individuals with previous proven influenza infections, this would suggest that’
lymphocyte cyto'toxicity plays a part in host resistance to this virus.

" Purposa of Project:

To determme if lymphocyte mediated cytoto.«city occurs in mfluenza antibody

e ®maaew

Uniqueness of the Prciect and Probability of Publishable Results:

Thera is precvnily ho avaiiable mformainon concerning Iymphocyte mediated

. cytolo deity in trd vigeall with ,..rewous influenzavirus mfection The information
obtiiis . mi tuis '; Phosiita le for publication. o

Deszcriztion of Stu

‘Volunlaeis viiil e nek..d 19 ive approximdtely 100 ml (one-hfth pint) of
b_lcnd chiained iy vomi s tuic, Li-mictocrits will be performed and no person with
a hematocrit lecs tian 4C wiil bo ésked to volunteer. The same individual will not
be asked te coniribukeibis 100 ml of blood more often than once every-Z weeks, and
the total chall rot axceed 509 st for any 3 month period. The 100.m! of blood |
will be cellected in heparinized piastic tubes. The lymphocyte populzition will be
separated using a ficoll-hypaque gradient. The lymphecytes will be ccunted and
a specified number will be added to tubes containing 51Cr labelled, influenzavirus
infected, tissue culture cells. At various incubation times, the amount of 51Cr
released from the.virus infeoted cells wili be measv._ii'ed..



Selection of Sub;ect.s- o BT
| Medical Center personnel Wl" be asked to volunteer through a posted

notlce. ‘Prisoners from the Ramsey Units, Texas Department of Corrections,
_will be asked to volunteer by posted notice, also. Volunteers wnll recewed

$5.00 for obtaining thls blood sample.

Dlscomfort to Subja.ts

"The only dnscomfort from the procedure is that a<soc|ated with vempuncture.

" Potential Hazards to Sub;ects and Safeguards for Same-

Venipuncture can be associated with extravasation of blood into suroundmg
tissue. Trained personnel will draw the blood and check fur proper local hemostasis.

No one with a history of a bleeding disorder will be asked to volunteer,

" Method of Obtaining Informed Conse:it:

A description of the study ‘o ba pori 2.0 i e it 40 the vol’unteers
verbolly by the principal investicator aiid :.::y wil! be neked to sign a consent
form (see enclosed fom). The voluiterr veili .o g iha rpportunity te askany
quastions that he desires, and it wiil Lo oow™ - lear st s o rameve himself

from the study at any time, ' ' " L

e
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/StephonB Greenberg, M. D. J /
Princigal Investigator

. . ) | ) 4 . M .
T.'Z/‘l,(/../.-,""/!_ /Lb’%/ré/ L
Vernon Knight, M. D, U

Chairman, Department of Microbiology
and Immunology
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- VOLUNTEER'S CONSENT FORM

i understand thatl am consenting to have 100 ml
(5 tablespoons) of blood drawn from a vein in my arm.

l understand that occasionally blood may leak into
surrounding tissue after sucha procedure and cause some

dlscomfort.

1 understand that the mformatnon obtamed from my
partuclpatuon in this study will be of no direct benefit to me
but may help us to understand how we are protected from the "flu."
Furthermore, 1 understand that I will receive $5 for the: donatlon

of my blood.

Th p."opused study has been clearly explained to me and
I unduistand and accept the hazards involved. [ have been given .
an croortunity Lo sk any questions 1 might desire and 1 understand .
thi i e O gkt to withdraw from the study at any time [ Imay
chan s | '

Signature;

Date : .

Witness . -

1 have ca-efu!ly explained the nature, demands, and foreseeable -
risks of the abcve study to the normal volunteer,

Signatoro

Date
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Title of Research Proposal: Inimunoresponsiveness during Influenza Virus
: ' Infection ' :
Principal Investigator: Thomas R. Cate, M. D.

Collaboratina Investigators: Robert B. Couch, Ii. D.
J. A. Kasel, Ph. D,
Roger D. Rossen, M, D.
Howard R. Six, Ph. D.
Vernon Knight, M. D.

Department: | Microbiology & Imnunology

’ Granting Agency: " NIH contract A1-425é8
eriod of Grant: © June 26, 1974 - June 25, 1979
.ggggigj_éf_§§5g1: - Ramsey Units of the Texas Departiant o

Corrections, and Baylor Colizcs o+ kadtoi:
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Several reports have suggested that infection with certain non-or.o¢za -

»iruses can cause immunosuppression as manifested by decreased deiayed avper-
- zensitivity fesponses. decreased in vitro proliferative responses of
lymshocytes to both phytohemagglutinin and heterologous antigens, and

impairment of both primary and secondary antibody responses to heterolagous

anticens (1).
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