
CASE STUDY 

by Thomas  A. Shannon and Ira S. Ockene 

In private conversation, business another CAT scan at 30 hours. Changes students who would be involved in the 
meetings of IRBs, and workshops on in muscle size, as determined by the procedure. This was clearly stated by 
human subject research, concern is CAT scan, would be evaluated to deter- the researchers and was understood by 
often expressed over the apparent lack mine whether there was an association the IRB. The concern, then, became de- 
of in the way in which with delayed-onset muscle soreness. termining the level of risk that is low 
IRBs evaluate protocols. Conclusions The second case was a study of enough to allow subjects to enter into 
are sometimes perceived as arbitrary thrornbolysis in myocardial infarction research that is of no benefit to them. 
and capricious. We have observed that (TIMI), This study attempts to deter- Four blood samples were to be drawn 
protocols with high-risk elements are mine which of two drugs, streptokinase and the consensus was that this pre- 
often quickly approved, while other or R-tPA (Recombinant tissue-type sented minimal risk, if any risk at  all. 

rotocols that present ap arently Plasminogen Activator), is more effec- The students would experience nluscle 
rower risks run into great $fficulty tive in acutely dissolving the coronary fatigue, but there \\as consensus that 
during the evaluation process. We will artery blood clot causin a person's this was not a risk worth considering. t use two recent cases, not to provide so- heart attack and there y restoring Some members of the IRB raised the 
lutions to the problems, but rather to blood flow to the heart. Basically, this question of the risk presented by the 
indicate the dynamics that led to dif- protocol requested that the person, 100-mile round trip to the medical cen- 
ferent outcomes. when admitted for a heart attack, give ter from the university where the stu- 

consent to be randomized into either of dents would be recruited. The IRB 
The Two ~rotocols the treatment arms, which would be determined that, since this risk was 

carried out in a double-blind fashion. routinely undertaken by many people, 
The first case was a study of the '@la- The patient would be taken to the car- it did not present a major problem for 

between and diac catheterization laboratory, cathe- the research protocol. The major risk 1 Onset of The t e a  placed in the heart, and x-rays of problem was presented by the adrninis- 
hypothesis under was the coronary arteries and left ventricle tration of two CAT scans. The risk of ra- 
that damage associated with would be obtained. If the artery caus- diation localized to one small area of 

Onset re- ing the heart attack is blocked, one of the body (in this case the upper arm) i 
suits in localized of the the two drugs would be injected to dis- difficult to quantify. The x-rav equiva 
affected area and increases pressure On solve the clot. X-rays would be taken lent of two CAT scans that the IRB ac 
the nerve endings the pro- during the time of the drug administra- cepted was that of three sets of kidney 
prioceptorsv thereby producing a 'Ore tion. After the rocedure the patient x-rays. Although this dosage is within 

Thirty college-age would be transfPrrred to the coronary acceptable diagnostic levels. an a r y -  
were be recruited from a care unit and treated in standard fash- ment was made that because these 

away from the center ion, including the administration of were women of childbearing age, the 
and were be placed in three groupe: heparin to prevent a new clot from risk exposure for a nondiagnostic pro- 
One grou and different ex- forming in the coronary artery. Prior to cedure of no personal benefit was a t ercise groups. ey be offered discharge, the patient would be asked problem. Even though the body was 
academic participating in the to undergo a second cardiac catheter- well shielded and the radiologist 
study. After three testing sessions de- ization to assess the results of the treat- skilled, nonetheless it was argued that 
termine the subjects' ment, He or she would also be asked to the risk, however small, was unwar- 
and thregho'd, the return to the hospital for a follow-up ranted because no benefits were to be 
subjects were to report to the exam in six we&s and at  six months derived. 
laboratory for a CAT scan of the uppcr enteriw the study, Still another issue was the possible 
aspect of the nondominant arm. Six Even a superficial examination re- coercion of students who would be of- 
days this CAT wan, veals great differences between the two fered academic credit for participation 

Out a questionnaire On studies with respect to risk-benefit in the research. Even though students 
'Ie Then the exercise ratios, as well as the level of invasive would be recruited for the protocol 
groups perform different procedures that the subjects are re- through advertisements outside the 
cises; and at 241 3 0 ~  and 48 fol- quired to under o Yet, the first pro- class, many IRE members felt that of- 
lowing exercise the subjects toe01 was rejectei by the lRB after two fering academic credit for participa- 
rep0rt back laboratory reviews and the second was promptly tion was unduly coercive. Another 
samplesl 'Ore- approved. These dacision6, occurring concern was the cost of the experiment 
neest a measurement of close in time, raised concerns among in terms of the resource allocation of 
fort strength testingo and the IRB members as to why the IRB the CAT scan for research not directed 

acted as it did. It is instructive to exam- toward a clinical end. This perception 
ine each of these cases in turn. about costs related to questions raised 
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by some IRB members about the value 
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: osearch and the monitoring of the 5ru- 

dents werc: raised as prob!ems r~sul t -  
inp hum the lugistics of using t ~ o  
widely separated geographical sitcs. 1 Finally, there was the issue of the re- 
lationship between the invesiigator 
and the IRB. Thib was the first time the 
investigator had appeared before the 
IRB and, obviously, [his was the first 
protocol he had prepared for the com- 
mittee Differences in style betwean the 
investigator and members of the IRE( 
surfaced quickly and appeared to pre- 
sent several issues that provided a con- 
text in which problems other than the 
risk-benefit ratio were +valuiited. 

The committee spent two sessions re- 
viewing this protocol and discussing 
the various concerns, especially the 
CAT scan, and talked about the stmc- 
ture of the protocol and the net benefits 
to be gained in terms of the hypothesis. 
A majority of the IRB remained uncon- 
vfnced that the risks were justified by 
what could be learned and voted to re- 
ject thc protocol. 

Approving High Rigk -- .- 

The second project was very differ- 
ent. The TIM1 protocol obviously pre- 
sented several major risks to the sub- 
ject, These included: the possible delay 
of therapy during the heart attack 
while the investigator negotiated con- 
sent with the subject, the risks of car- 
diac catheterization during a heart 
attack, extra x~ra j s  that would be 
taken during the process of cardiac 
catheterization, the use of a genetically 
engineered medication that has had 
very limited use in human subjects, 
and a second cardiac catheterization 
that was not clinically indicated. 

The risks presented by the first car- 
diac catheterimtion and the extra x- 
rays, a l t h ~ u  h high, were perceived as 
acceptable fccause of its diagnostic 
and therapeutic value. The patient 
would be given a new medication (no 
placebo group) felt to represent a sig- 
llificant advance in the treatment of 
myocardial infarction. The Main prob- 
lems had to do with the negotiatiun of 
consent and the second cardiac 
catheterization. At the time when cun- 
sent was to be negotiated, tha subject 
would be suffering a heart attack, 
would probably be under the influence 
of an analgesic or narcotic, and per- 
haps would be of questionable cornp- 
tence. The investigator recognized 
these problems and stressed the sole of 
the rascarch team in attemptin to ax- 
plain cfficiantly, but thorough?y, the 
value and the risks of the proposed re- 
search to the subject and family of the 
subject. Because of the potontial bene- 

fit of the rescarcb to the subject, the investigator had presented multiple 
IRB was willing to allow the famlly to invasive studiss of various cardiac 
participate in the consent process if the medications and had, in the IRB's per- 
patient was perceived to be competent, ception, an excellent track record in 
although in pain or moderately se- terms of trustworthiness, esempliScd 
dated. Consent from the family alone by his willingness to report imme- 
was nat felt adequate. diatcly any problems in research by no- 

The second cardiac catheterization tifying the appropriate people. The 
presented a problem because the investigator also had great experience 
catheterization was not tlierapeuticaIly with various cardiac medications and 
necessary and put the subject at risk of had worked closely with many other 
both mortality and morbidity. How- individuals in different laboratories 
ever, the catheterization was necessary within the medical center where he 
to examine the stwctum of the heart was perceived to be skilled and trust- 
vessels in order to make a further eval- worthy. 
uation of the effectiveness of this inno- In presenting the protocol, the inves- 
vative therapy. Structured into the tigator noted the ethical problems 
design of the protocol was a separate within the protocol and responded to 
consent process for the second cathe- them by presenting various solutions 
terization. Thus, the subject wo~lld not and alternatives. Thus, the investiga- 
have to make that decision at the time tor, in terms of his own presentation, 
of being entered into the protocol. The helped the IRB think through the vari- 
IRB basically argued that the risk- ous problems. 
benefit ratio for the second cathetrrira- Finally, the protocol was part of a 
tion was acceptable and that, if a thirteen-center, NIH-supported trial, 
subject so chose, at a tfme when the with exceptionally careful cor~trols and 
consent process would be more or. monitoring requirements. The pro- 
derly, he or she could undergo the sec- tocol, although containing significant 
ond catheterization. The pptential risk, was approved by the committee 
value of the study influenced this eval- on the basis of its design and because of 
uation. the conviction that the investigator 

The IRB had worked extensively was aware of the dilemmas and diffi- 
with th is  investigator in the past. The culties of tho project and would take all 

ssible steps to resolve these prob- . - - -- --- 
Ems. In addition, the committee r e  
quired its own oversight process, with 

NOTES FOR a pre-discharge interview of each pa- 
tieot enrolled in the trial by the admin- 

CONTRIBWTOIRS - - --- istrative coordinator of the committee. 
Thus, it was felt that the IRB would be 

Case Studies of ablc to assure itself continuously of the decisions reacbsd by IRBs in ac- ongoing safety of the and ap- tuai cases. The institutions in- p,priateness of the consent process. volvcd in IRB decisions in case 
studies may be identified or Questions for IRBs 
may be given pseudonyms. Tn 
either event, case studies may Given the nature crf the two studies, 
be Wb1jshed only with the aP- one could easily argue that opposite 
pr*al of bath the inves%ator conclusions could or should have been 
whose PPO~OCOI is the subject of reached by the IRB. It may be helpful 
the case study and the that for other IRBs to ccrnsider several is- 
reviewed the ~rotocol. Such aP- sues as they evaluate various protocols. 
proval should be in the form of First is the difficulty of evaluating the 
letters from the investigator risk of x-rays and trying to find appro- 
and the IRB chailpcrsonc If the p r h  te language with which to express 
investigator does not wish tobe the level of exposure tu radiation. 
ldentifid to the editorial, staff, Some fndividuals are highly concerned 
the I-chalrWrson should in- about exposure to x-rays; others are 
&ate that he Or she has a letter willing to accept higher levels of expo- 

the investigatura~~roving sure. Familiarity may breed contempt. 
publication of the case stddy X-rays are accepted as routine proce- 
but expressing a desire to re- dures within many areas of health care. 
main anoflymus- Investigators Same may think it is nut the task of the 
and IRB chairpersons houldbe IRB to worry about the risk of three ex- 
offered & OPhon of reviewing tra x-rays 30 years from now. Although 
the final manuscript. several articles have been written on 

this topic, our erception is that this 
wdl continuc t o t e  a major problem for 



IRB members. What one can press for, protocol can be evaluated in terma 
however, is a greater precision in the other than risk-benefit ratio. Some in- 
articulation of risk and the level of vestig@xs may be more or less articu- 
x-ray exposure that is appropriate. Iate 01: diplomatic than others, and this 

Second, one may question the prac- may cause the protocol to be seen in a 
tice of having the investigator present different fashion. 
the protocol in person, Our IRB has the Third, the question of the relation- 
investigator present the protocol so ship between design and acceptability 
that questions can be answered by the of risks continues to present itself. A re- 
investigator when necessary. Our expe- search protocol that is both poorly de- 
rience has been that we obtain more signed and presents a high level of risk 
complete and adequate explanations of is inappropriate. On the other hand, 
many of the factors that go into the de- there are many protocols that suffer 
veluprnent of a particular protocol, as from design problems but present low- 
well as the way in which it will be car- level risk. Frequently the major harm 
ried out, by having the researcher pre- that wiH be spffered by subjects is the 
sent. However, the researcher's pres- loss of time. While one can argue that 
ence also presents problems. It is the design of a protocol can be im- 
possible for the personality of the re- proved and the level of risk decreased, 
searcher to conflict with the person- nonetheless, one still has to contend 
ality of members of the IRB, and the with the fact that some subjects are 

going to be exposed to risk for a ~wjder- 
ately small galn of knowledge. 

Issues other than risk-benefit analy- 
sis cvme into play here. Our perceptjw 
is that it is appropriate for members od 
IRBs to examine themselves and thcir 
own attitudes toward research in gen- 
eral. Excessive or unjustified paternal- 
ism may lead to intervention into areas 
that are not particularly problematic. 
It may be best left to the discretion ol 
the individual subject as to whether or 
not he or she wishes to invest time in a 
research protocol that carries mudrst 
risk with it, but also does not provide 
very many personal benefits. Paternal- 
ism will remain a problem within 
IRBs, and it is our sense that members 
of IRBs need to be alert to the way in 
which paternalism can function within 
the dynamics of a meeting. 

this: "Yes, Dr. Roe forgot to s ecify 
that she will get the approval of t f c  re- 
sponsible physician before she contacts 
any particular patient with an invita- 
tlon to partici ate in her protocol. But 
we all know t i a t  Dr. Roe always does 
this so let's not quibble over the docu- 
mentation." On the other hand, "We 
have had several complaints that Dr. 
Doe recruits patients as research sub- 
jects without discussing his plans with 
thsir personal physicians. We should 
postpone a proving his protocol until 
we have a c 7 ear account of his plans for 
communications with the responsible 

h" hysicians. Perhaps we should require 
im to put in writing exactly what he 

plans to tell them." 
IRBs also seem to consider moral vir- 

tues-particularly trustworthiness-- 
when deciding upon the necessity for 
monitors and consent auditors. Some 
investigators-in the view of some 
IRES-just need to be watched. 

To say that ZRBs do consider the rep- 
utatlons of investigators as they review 
their protocols is not the same as say- 
ing that they should. Careful analysis 
of this issue is needed. I hope readers 
will send papers and letters on this 
topic fur consideration for publication 
in IRB. 
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