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INTRODUCTION 

This document is one of several publications reviewing a decade of applied research experience in the 
Africa Child Survival Initiativdombatting Childhood Communicable Disease (ACSI-CCCD) 
h j e d ,  supported by the U.S. Agency for International Development (USAID). A compendium of 
ACSI-CCCD-sponsored research, a companion piece to this document, gives greater detail about 
some of the individual research projects undertaken by this project. 

This publication examines lessons learned during the come of the project that might offer insights to 
policy- makers involved in the promotion or cocduct of research in a public health setting. During 
the course of 12 years* experience in some 13 African countries, those involved with the project have 
gained a great deal of insight and experience with the opportunities and limitations of conducting 
public health research in developing countries. It is that experience that this document hopes to 
synthesize into a framework that might guide future efirts. 

This document is offered with a few caveats: 

1. Although this document spans a wide range of countries and experiences, there is probably a 
significant bias toward the perspective of the donor agencies, largely because of easier access 
to documentation and personnel. 

The framework of the ACSI-CCCD Project within which this research was done is also an 
important consideration: Althol~gh the CCCD Project included a substantial amount of 
research, it was not by definition a "research' project, but rather a child survival intervention. 
Thus, it also iocluded numerous service delivery components, including training, program 
assistance, and logistical support. Within this framework, the primary role of CCCD research 
was to identify and solve problem constraining the achievement of project objectives. In this 
respect, it cannot be compared to a project (donor funded or oherwise) that has the singular 
objective of promoting or producing research. Tbe authors acknowledge this multiple role, 
but also believe that this was one of the project's strengths. 

3. Because the intent of this document is a critical self-assessment of the ACSI-CCCD program, 
it sometimes gives a disproportionate emphasis to constraints and limitations that affected the 
research activity. On the other hand, the paper presents relatively few examples of many 
concrete program benefits that evolved from CCCD research. Tbis should not detract from 
the coasidaaMe athievenem of that project. Those xhievemmts are p d a p s  better 
addressed in the companion document to this review - a compendium of CCCD applid 
research - aad in several other ead+f-project documents that evaluate the contribution of 
individual program components (e.g., malaria control and Expanded Programme on 
bmulllzae~on Juppofi afivi€iesJ. A compIae listing of these documents is available on 
request (see footnote on page 42). 



A note on abbrmhtiom and conventions: At its outset, the ACSI-CCCD Project was known simply 
as the CCCD project (Combatting Childhood Communicable Diseases). The prefix Africa Child 
Survival Initiative was added in 1986 and the project became hown  as ACSI-CCCD (althougb it was 
often still commonly called "the CCCD Project"). Both terms may be used interchangeably in this 
document. 

In some instances the document may also use te rm that may not currently be preferred-for example, 
traditional birth attendants (TBAs). In general, we have not tried to change or update terminology 
used in specific studies. 



BACKGROUND AND METHODS 

This document is based on an extensive review of some 250 applied research projects carried out in 
18 countries during the course of the ACSI-CCCD Project. There were three main components to the 
analysis: 

1. Review of documents, including published and unpublished studies, project 
proposals, source documents, preliminary and final reports, correspondence, minutes 
of meetings, trip reports, and annual, quarterly and monthly reports. 

2. Interviews with CDC principals, counterpart investigators, Ministry of Health (MOH) 
personnel, program managen, and administratdrs from other donor-supported 
research programs. 

3. Site visits to two CCCD-supported countries involved in substantive research 
activities, Nigeria and Zaire, in 1990. 

The actual process of identifying specific activities as research projects also required that a certain 
amount of redefinition be done, since countries and project personnel often differed considerably in 
what they classified as a research project. In general, this assessmtnt did not include routine outbreak 
investigations or routine surveillance activities as research. Moreover, multiple activities that related 
to a single problem or research question were benerally consolidated as a single project for the 
purpose of this analysis, although they were often listed as multiple activities in project documents. 

The initial investigation that gave rise to this report was an indepth review done in 1990; it examined 
the role of African investigators in the ACSI-CCCD Project (Joseph, 1990). That earlier assessment 
used an extensive document review and also included site visits to review operational research sites 
and activities in Zaire and Nigeria. Structured interviews and a brief questionnaire were used to 
ider 'ify major strengths and limitations of the respective research projects in these countries. In 
Zaire, sites included local and donor- supported research institutions, as well as the Zaire School of 
Public Health. In Nigeria, six sites were visited throughout the country, including four sponsoring 
universities, and interviews were held with investigators and members of the research review 
committee, as well as other MOH and project personnel. 

Whereas the 1990 review was focused almost exclusively on the benefiu to counterpact African 
researchers and iastitutioas, this 1992 evaluation was expanded to include all research activities 
carried out under the aegis of ACSI-CCCD. It was also broadened to include an assessment of the 
role of CCCD research in advancing program objectives and public health goals of the project itself. 

The current evaluation has used many of the findings of the 1990 assessment, as well as updating the 
record with research carried out in the intervening yean. Tbe study has again mAe rn exten.oi.ve use 
of document reviews and structured interviews with individual researchers, project principals, and 
others involved in promoting research or implementing its findings. 

Background and Mttkadr 



Included in these activities were four focus-group discussions-one with malaria program managers 
held in Atlanta in November 1992, and three conducted in Dakar in March 1993 at the Sixth 
C~nsultative Meeting of the ACSI-CCCD Project. Two of the three Dakar groups were held among 
counterpart investigators and program managers; the third group was held with experienced 
investigators actively involved in promoting research and building research capacity in Africa. A 
number of individual interviews with project counterparts were also conducted during this period. 

These methods cannot be expected to reliably document every individual experience with applied 
research in the ACSI-CCCD project. However, they huve allowed identification of a surprising 
number of consistent themes, as well some overall strengths and weaknesses noted by various 
respondents. Whi!~  there are numerous limitations to a retrospective evaluation such as this, a few 
deserve specific mention: 

1. Studies that were aborted or terminated at an early stage are under-represented. 
Although there is considerable benefit in examining failures as well as successes, 
studies or projects that were not pursued to completion often had only brief 
documentation. It was also generally not feasible to meet with authors of unapproved 
proposals or studies that were prematurely terminated, except in a few significant 
instances. 

2. Because the costs of applied research activities were often contained within the general 
project operating budget, or overlapped other areas of operations, accurately 
evaluating the cost of research activities was not possible, except in a few instances. 

3. Finally, the methods used here are largely, but not exclusively, qualitative. In dealing 
with a research program as diverse in s2_n;rre and nature as CCCD's, such an 
assessment is probably the best that can be achieved by a retrospective review of a 12- 
year period. 



CHAPTER 1 

THE ROLE AND NATURE OF RESEARCH 
IN PUBLIC HEALTH PROGRAMS 

"Data must be recognized as a valuable resource, more valuable 
in direct proportion to tkir relevrurce, validity and timeliness. " 

H.R. H q s m  (1992) 

1.1 Definition of Research and its Role in Public Health 

1.1.1 Definition of Research 

The definition of "research" that this document has adopted is intentionally broad. The decision to be 
inclusive rather than exclusive was made to demonstrate that a continuum exists among different 
methods applied to problem solving in the public health field, whether called surveillance, research, 
or evaluation. A convenient reference point for defining research is the 1979 Belmont Report (of the 
National Commission for the Protection of Human Subjects). It defines research as: 

"...an activity designed to test an hypothesis, permit conclusions to be drawn, and 
thereby to develop or contribute to generalizable knowledge." 

A more pointed description, emphasizing the applied nature of health research, classifies it as "the 
use of scientific methods to analyze health situations, identify problems, and solve them," a 
process whose objective is "science-based, knowledge-based decision making at dl levels of health 
services (Lucas, 1993)." The main characteristics we have used to define research, therefore, are the 
following: 

1. It contributes to general knowledge. 
2. It uses scientific method. 
3. It addresses a stated hypothesis (i.e., answers a research question). 

1.1.2 Definition of applied, or "operational," research 

Reduced to its most basic components, the role of applied research can be stated in two simple rules: 

1. Research is undertaken to discover -; d, 
2. Research is meant to provide answers for so-. 

7hr Rob and Namn of Re~8arch 



Rule 1 is relevant bemuse it proscribes research from being done where information is otherwise 
obtainable. In general, however, deficiencies in the research environment usually coexist with 
deficiencies in information management. Thus, programs with inadequate methods for directing data 
to those who need it often initiate "research" to provide data that may already be a\tzliable, but are 
simply not accessible. !n short, inefficient data and information management often lead to inefficient 
research, (that is, research that duplicates available information). 

Rule 2 - that research is meant to provide answers for a p u r p e  - is relevant simply because it 
relates research to some potential user. Despite the intellectual appeal of "research for research's 
sake," most research in public health is undertaken with potential or actual applications in mind 
(although these may not always be clearly defined). In practice, research is often directed at two 
audiences. In the first instance, it fulfills a local need that may be satisfied by limited distribution of a 
written or verbal report of findings to a few key decision makers. The second audience is the wider 
academic community, public health community, or population at large, however defined. If one 
accepts the definition of research as a contribution to generalized knowledge, then dissemination 
beyond the immediate user is implicit. Whether that intended audience should be malaria researchers, 
health workers, the general public, or the international community often depends on the nature and 
importance of the findings. 

Two factors are responsible for much of the duplication that often pervades research environments. 
One is 0. This sou oflen be tr;ltd to poor dissemination of prior 
research and to deficient libraries and data systems. The other factor is an to 

ne else s r e s u  9 a , due to lack of confidence in others' results, or to real or imagined 
differences in the populations. Unfortunately, although most researchers accept in principle the need 
for making research findings widely available, there are a number of obstacles to meeting this goal: 

Conceptual obstacles: Many researchers interpret appropriate dissemination as one of two 
options only-an article published in a journal, or a presentation at a conference. Both have 
shortwmings, such as timeliness or limited audiences, which are particularly relevant in developing 
countries (see box). 

Financial constraints: Funding is often not available in public health or research programs 
for adequate dissemination, except for journal publication or local meetings. 

Logistical constraints: Research reports are often presented in a format unsuitable for wide 
dissemination. For example, the form of a final report is often too lengthy and technical for wide 
distribution. In addition, many authors often have neither the experience nor inclination to use other 
outlets of dissemination, such as lay publications or radic,. 

In considering a "program of research," this document assumes that such a program is intended to 
provide more than research results. Tbat is, it assumes that some degree of training, skills transfer, 
capacity building or institutional strengthening is at least a partial objective of the research program. 
Because the ACST-CCCD Project fen within this domain (and because the project often measured 
itself by what capacity it left bebind), the role of counterpart individuals and institutions occupies a 
significant focus in this assessment. These counterparts were the numerous program managers of 
CCCD target intervention program (in immunization, diarrheal disease and malaria) as well as 
academic researchers in universities, and ministry of health ps . so~e l  in other capacities. 

6 lRr Rol. and Nature of Resrarch 



L Wm#rW/b 0-N Pw rloU 8UL 

! w p  JO A q ~ q e p ~ u u n  p q d q d  oa saielaJ 1a-y acU, .~uamai?errern uo!teuuo~u! (n %u!aela~ mualqo~d 
h u a l o a l d m m  om, Allensn a n  araq q m s a ~  JO can e q  q 'aloqm e w iuarua%euem uo!~ermoju! 

JO uogsanb a q  moy pawedas aq a- r( l !3eh q 3 m r a ~  prre qmasa~ JO malqold arq 'p~aua% UI 

- - 1 -- w W W W # @ - W i E * t  

' - l r v o p r v ~ ~ ~ * r p u y r I r ( # ~ ~ ~ ~ r q l k P ~ ~  
~ 4 P w * - - Q a ( ~ ~ y 3 Q 3 w I n u - ~ m 9 6 r a ( 1 0 1  
-@--Yrrnmg - ~ ~ m u r y p ~ ~ L v r Y o d C r l u m  
~ r rprJ~w4390 -~purO~prgrpvruc .u3orH I r r lpmO '- 
w A g u - f W ~ - ~ r ( p n ) r p y r l p 9 ~ * / o - * 4 - ~ - ~  
m - P l l r r D ~ ~ ~ 4 w W w d l  ~ p e r , - L I . 4 r y l o ~ * - c l l r m  
~ ~ - P Y . ~ I I Y O Y I D ~ ~ P O ) L Y # - ~ - = @ P ~ ~ U  .-d 
C W ~ . ~ ~ ~ i v a W * ~ r P r a B V W ~ ~ 4 3 a 3 ~  a 

*-=44Alfardn 
~ p n ~ ~ J p o X p r W l o R ~ ~ - Q ) ~ w l l u r r ~ @  
d g a e p o * a R n m g p r n * ~ r r r 0 d . . / ~ ~ ~ - t ~ ~ @  
?w-~.+ryrmww - k r N r l q r d ~ * w w p n ~ - ~  
~ m r y ) m p r o r y r d ~ m & W ~ ~ y . . r ( ~  WlrFW'WJ.WWPW 
~ p . ~ ~ p n ~ a r ~ r o ~ ~ w w ~ @ p u 1 . 3 u 0 3  
* 4 ~ e r J . ~ 4 3 3 3 1 ~ 3 ~ r y ) Y ~ 0 ~ ) T ~ 0 0 0 * U d u * A ~ ~ ~ j  a 

=#='p*gurylurn.*crqR- 
~ ~ ~ ~ ~ ~ ( J ~ w w ~ ~ Q ~ ~ o * ~ ~ o ~ u ~ ~ ~ E I I ) H u . P . ~  

h w - 4 ~  ~ ~ L I * ~ C ~ ~ ~ . = I W ~ = V ~ ~ + W P Y O I D ~ ~ ~ U U M  a 
P 
Y 

s *=wn@-P-'-@u.Aly 
~ ~ ~ W & @ W ~ I Y P ~ C ~ ~ N ~ ~ ~ ~ ~ ~ ~ W J ~ ~ ~ ~ F @ W W W # ~  

*,OM wa 'B -3 P ~ r q g m  lanrlr)nu*ly -@ a d  

: P W - ~ p u n w - ~ # r y m u y ( . ~ ~ ~ 4 3 3 3 1 S 3 ~ . ~ 1 ~ l  

~ ~ ~ p m r p y m r l j . a b w ~  
~ * ~ - w ~ . ~ ~ ~ w w p u w ~ o r l # ' ~ ~ ~ ~ r p * /  
~ P J @ ~ * w ~ J ~ ~ ~ ~ ~ ~ ~ @ Q x K ) w J w Y & ~ ~ Y ~ W  -W@Wppdu*/ 
p m r r y ) ~ ) o u A . u r c r q O e d ~ 7 ~ * 0 r ) n p r c r a ' ~ * 1 ~ w u r 7 - . f q ( ~ ~ ~ 9  

y o y r ~ @ f t n - . U P ~ r r y ~ ~ r p v w - ~ 4 J ~ w P 1 . m r y l  'PloY 
JlyJOWJW Y ~ ~ O ~ ~ ~ ~ . ~ ~ ~ E . A I ~ Y M I H ~ . ~ ~ ~ ~ ~ Q I ~ ~ P W ' ~ P V  
m~  YO wi A4 4wqrpuoa  prdury3 w o  pry pcc, am W u  8 urn 
@-Ir%u-lomaswa ~ m W d o l ~ = w W e m m ~ e r y l ~ u v  -& 
$ ~ 1  / ~ ~ u * Y I ! ~  *ef ~ ~ r r l r U I . ~ ) ~ q u o r 0 1 3 ] 1 0 n d ~ o J o r p y / @ W 0 3 ~ J ~ ~ ~  
d-n@ wl wnuw~, ol&wwas AWWm W l W l o  nu.aslru w-3 -+ w s  p . m s 9 3 3 3  18 mw WJ 4@wex@ wrtqw uo UI *wwww 
P I I Y u r g p n ~ ~ - ~ ~ q M . p o ) - ~ w ~ ~ o ~ n U y l ~ e r j y l ~ o ~ o p , ~ / u r ~  
- o m l ~ n y ~ * n . r y r  w J I W u q ~ ~ ~ t ~ r ~ m A Q * n t n u r ~ w l t . ~  
p w r p H Q I - ~ ~ ~ ~ ~ ~ m ~ ~ ~ ~ - ~ ~ . y a y d n o y y v  



there simply are not enough data. This is the most familiar complaint heard from researchers and 
program managers. A second problem is the appropriateness of available data. This could be 
characterized as the gap between "data" and "information" - or the problem of synthesizing useful 
information for decision making from what data there are. This in turn may be influenced by the 
quality or accuracy of the data available and their suitability for the intended purpose. Most sources 
readily admit to the first of these being a problem. A more recent issue involves data quality or 
representativeness, either of which can which can make research "unusable." 

1.2.1 Availability (existence) of data 

The lack of health data in developing countries is so widely documented that it vrill be discussed only 
briefly here. Among the more commonly cited problems are the lack of vital eve% sir ths  and 
deaths) registration and reliable census data. Mortality rates-including indices such as infant and 
under 5 mortality-are inevitably based on retrospective estimates, and in many cas,es vary widely with 
the method or model chosen. Morbidity recording is often similarly defil.Ient. Although most 
countries can produce a raking of the top 5 or 10 hospital diagnoses (and can indicate what 
percentage of all hospital admissions these represent), the denominator for these totals is often 
unknown, and rates or trends often cannot be determined. Health problems that are not diseases may 
not be recorded at all. Morbidity data that are available are generally hospital data, whereas few 
countries have reliable community-lwel statistics. Where such community data are available, they 
often consist of scattered data from more accessible urban or peri-urban areas. Often deficiencies in 
health information systems are associated with cornparable deficiencies in management information 
systems. 

1.2.2 Accessibility of existing data I 
Accessibility relates both to locally produced data and to sources of regional or international research 
data. When the status of information services in developing countries is examined, it is immediately 
apparent that the numbers anil the costs of publications, journals, and other information sources are 
burgeoning. As a result mainly of cost (compounded in many countries by currency exchange 
restrictions), medical w!~ections and libraries in the developing world have deteriorated (Bruer et a]., 
1981). This has created tremendous gaps in the information available to academic researchers. On the 
other hand, the availability and diminishing costs of microcomputer technology have created 
opportunitim for the rapid evolution of information services in the developing world that would have 
been unthinkable I- than a decade ago. Much of this technology is readily available in the private 
sector in most developing countries. 

In considering the problems of access and use of data and information, the interest of the researcher is 
two-fold: 1) access to the broad body of knowledge represented by internatioual journals and 
publications; and 2) timely acces.. to accurate data on local health issues or problems of importance. 
Whereas one is irnp0rt-t &i defiae h e  st;rte of the art- 0th~ iq i m ~ r t a n t  tn d ~ f i n ~  eta-re n* 

Unforturitely, library and research resources are often inadequate to this task. In many cases, even 
when equipment is available, chronic shortages of supplies and spare parts may prevent these 
resources from functioning effectively. In 1990, the American Amxiation for the Advancement of 
Wena (MAS) reviewed 106 libraries in 28 African countries, focusing mainly on microcomputer 
technology. At that time only 48 libraries had a computer, and only 11 (10%) offered on-line 
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searches. Even where this service was available, libraries reported difficulties supplying full- text 
articles for researchers (usually because of expense). Of 16 libraries with CD-ROM data bases, only 
4 indicated that they had funding for continuing their subscriptions in the future. Similar findings can 
be described for most African countries. Although recent programs have been developed to alleviate 
some of these needs (e.g., the AAAS Journal Distribution Program' and CD-ROM Initiative, and 
the Satelfife communications prograd), these external assistance programs do not usually provide 
support for indefinite periods. 

1.2.3 Appropriateness of available data 

The belief that African and other developing countries have no research capability is a misconception. 
For example, a review of the Medlinc daLa base from 1965 to 1993 by the authors identified at least 
141 journd publications from Nigeria on cdaria alone, 102 of these (72%) by Nigerian authors. 
Review of citations and abstracts suggests tb.at about 25 of these are case histories, reviews or basic 
descriptive studies. The majority comprise original research, including 36 clinical trials and 
approximately 30 basic biomedical research studies. By any measure these indicate considerable 
depth and breadth of indigenous research. 

In 1988, the Commission on Health R e s a u ~ h  for Development (CHRD) similarly found an 
appreciable amount of scientific literature being produced worldwide-16,220 publications whose first 
authors lived in developing countries (or 5.6% of all ~ublications)? It concluded b a t  "there is an 
active health research community in developing countria-small by the standards of industrial 
countries, but productive in spite of many handicapsw (CHRD, 1990). However, simply considering 
the quantity of research generated may be misleading in tenns of the usefulness of that research. The 
same commission notes, for example, that research quality in developing countries ofken tends to be 
"marginal," through lack of oversight, access to joumals, aad appropriate peer review. This 
uncertain quality, they note, often limits confidence in the usefulness of research results (CHRD, 
1990). The issue of research quality (or data quality, to take the wider view) is particularly relevant 
in the context of limited resources, since "bad" data often cost as mu& as "good" data to collect and 
analyze, yet may not be usable because of questionable reliability. 

'The AAAS's Sub-Saharan Africa Journal Distribution Program started in 1985. It provides over 3,500 
subscriptions to almost 200 journals in the sciences and humanities to some 200 universities and research libraries 
in 38 countries. Contact address is: AAAS SubWwrn J a m d  Dlstr6udon Proqm. Dlractorno tor Intmrtlond 
Progmr  1333 H S-, N.W. W.rhhgtan D.C. 2020s 

'SateILife is a nonprofit organization supporting the establishment of regional and international health 
commcnications networks in Africa through affordable satellite technology. It sponsors, in collaboration with the 
IDRC (Canada), the operation of the HealthNet Information Service in Africa. Contact address is Dr. Chrkr 
CImmtl, Eq_m&lw@ Directs. 128 _Rm. W..n crnh.lrl% Ud nl)t= 

The CHDD, an 'independent international initiative' was formed in 1967, and authored the 1980 report 
"Health Research: Essential Link to Equity in Development.' The Commission was subsequentty superseded by 
the Task Force on Health Research for Development, and in March 1993, by the Council on Health Research for 
Development (COHRED). For a number of years, it has published the newsletter 'ENHR Forum.' Contact address 
is: COHRED Slcrotdat, c/o UNDP, Pdds du Natlons, CH-1211, Garova 10. Swltzwlmd. 
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BOX 1.3.1 

I A SELECTIVE APPROACH TO RESEARCH: AN ANALOGY 

AnaioOy is a pod, tool scrientitk p m f .  M it is often On effecthr) rod tbr scimtitk expcanalrbn In a 
broad sense. the health lessarrh mi-t is analogous to a rn@&miC fix& o car or reassembl~ an 
engh.  To tit the par& together. sccrws and bdts of vaniaus sizesC shwrgths and thread widths urr 
necessary. One mechanic may W e  o bucket foH of ossmedscrsws and bolts. As he attempts .m assemWe 
each port he m h e s  Anto the knrtet at mMnn, seek* a boCt that 'hmks tike the right one.' Testing by 
trid ond m. he socnar ff later matches the comet bolt to the cr#rrct port. This is an apt mt@w for 
a program manager tryin0 to impAement o pmmm brsedon ad@ data and o miSceBpry af research studFes 
undertaken by independwrt iwstiget#. kr cirrunutenros whent drtw .n kmnpk?tff I th t  &, some of tlre 
nuts and baits am mrj-j the m e s s  k BY(M num ineffcknt, he may lnred to sea& thnurgh the wihofie 
gbucket' of misd18mws m s o ~  stua8g~ and dpt8 mmes. w!& to &d that thmt is no a m t e  .nut 
orbobt'fLe..n0det;raiqprrrprime t ~ n i J i m ~ t e ~ ~ .  Or?wm+ytryta~~t.mbkacritkdpwtuJbrO 
three M t s  instead of f i e .  

On the other hand, o mom e#&t vwker might hventory Ns nuts and &!ts beforsihond assSIgnthg each 
to B place in o tray acmdbg to sim, thmad width and Via k+r. To ass~mb8a his engine. he ccotrJd tMn  
match his engine parts, and, & t m h h g  that o emwin asemMy m@vd tlrvsr, 112 ' bdts, proceed npia4r 
with ttu pnm,ss. If his ihvrrntory I'dentfffed ctvtdnr pMJ es missing, h c0u.W morre easily &tennine how 
much was missing and wllehr th. mis- paris wcm c d W  wmt. Siim7adpL tCM pogrinr m m g e f  d m  
inventorfes hfwmatrbn needs md tha tusames avoljkbk ij sbG to -irrdy mmm&sian m'fk 
pmhhm&sed msemh amu(4m0 to his i m t e  &#t8 mmlk. 

Indeed in p k m h ~  makkrg dociskns besedon iimmpCote dots is ofim a &. On the otharherd, 
progrmssoldbm hiwettutuxuryof~a#ths&ta mr#ynesdurd t~ t tmymus i~ f tenm8kedec i~  
b a s ~ d o n k m v n p l e t e ~ o t i o n .  L o c h ~ o f t h b ~ k m o d , ~ w r d m a n ~ ~ t ~ t t r e  
decishn rnakw IHS s m  contml Wthu or hdmCti oMI the m(ra, And scope of rasearch 
undertaken, and som. Wty to make arlad us to wh.t f8smet1 is on-0). 

A second factor determining the usefulness of research is the representativeness of the data-or the 
quality of information derived from data, rather than the quality of the actual data. An illustrative 
example is provided by Kirhvood (1991) in Msensc and Mortality in Su- Africa. In 
reviewing sources of data for Control of Diarrheal Diseases (CDD) program, she reports finding a 
total of 27 research studies for Nigeria - 20 WHOICDD morbidity surveys, 2 longitudinal studies, 3 
analyses of hospital statistics, and 2 analyses of registered deaths. Despite their quantity, she 
concludes: "Even these did not give a complete picture of either diarrheal morbidity or mortality in 
Nigeria." All the WHOICDD surveys, she notes, were done in urban areas, and only one study 
looked at a range of risk factors (Kirkwood, 1991). This example illustrates a common data problem 
emmntefed by the ACSI-CCCD Project during its 12 years - the lack of a clear strategy lintting 
research and research Wings to action. In other words, problem+riented or problem-based research 
in the context of a researcb ageado is often lacking. 

7.3 Matching Data to Data Needs: Brobiem-Based Research 

Why is problem-based or problem-oriented research needed? Why have a research agenda? Both 
questions are answered in part by the above example. III the absence of clear protiem identificatiotr 
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prograk  and ihe priorities of individual researchers makes the process inefficient, wen if it is 
eventually successful. 

1.4 Problem-Based Research: Decision Making in a Public Health Context 

"There =re important differences between medical and other scientific research," noted Henry Miller, 
Vice Chancellor of the University of Newwtle upon Tyne, in the 1970 John Snow Memorial Lecture 
delivered at the Royal College of Surgeons (Miller, 1971). His comment on the predilection in 
medicine for basic research and laboratory science is particularly relevant: 

"Concentration on the laboratory makes it easy to forget that medical research is 
essentially directed lo a human need, and has a social function beyond the mere 
satisfaction of t9e investigator's curiosity. It begins with an unsolved problem.. . and 
it ends with the successfbl application of an effective solution of the problem in the 
same situation." (Miller, 1971). 

Although Miller was mainly referring to clinical research, what he says is equally true in public 
health. Conceptually, the evolution of the research process from problem XI solution is shown in the 
figure below. 

Conceptual model for the conduct of 
'problem-based' applied research in CCCD 

Problem 

Res aarch 
Questlon 

Proposed I mplernen ted 'Findings:' 
Research 3 Research 3 

I Protocol Study Products, or 
L Repar ts 

'Approprlah' dlaoomlnaton: , 
' 

Problem addressed 
Local or program changes 

Reports declslon makers lnstl tuted 
or 

Findings Wider 'Audience' 
(academics, manager,, 3 

community) health problem In a 
i cl_l!fa_ym! e l f i n !  
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BOX 1.4.1 

GETTlNG FROM "HERE' TO "THERE": 
TRANSFORMING RESULTS INTO MEANINGFUL CHANGES 

Wt frcmmwr nspons0h forbrrrrfonningruumh ~ n g s k r t o ~ ~ r l p l o ~ r n  c b w s ?  W w a b  
soma mswrcA ti- k+d to nqkw c m  w m  orham bn@sh in &sR 4 h ~ f  And why &ws samr 
msomch succmsfudly ma& tA. trwndfhn to wrfttsn porlky. ywt mww &came knpknnmd? inr 8 

numbv of w s o m  why msrmh n?ay m may not k ofhcfhufy used. Onrr btslrueliw exunpk r r l r tu to 
t h . c c r . o f ~ r b k . ~ h  rga  

1. A m - - -  A r l Y l b L ( p h . ~ c l m b a C r * b o g r r r i u ~  
S m  0- h8S krth 8-rn urd dl-8QU. k, tm C U &  CO- &h/&@8~ 
~ e s t ~ A r s I ~  ~~ mugr I Y k & ~ a f ~ n d u n A  InatWtAm wtth 
~ . s r n ~ o f d r c b A w , ~ l . ) M t o ~ w a , k n p k ~ ~ o r r u v L t ~ ~ & ~  
-0 kay pomms w*n c 0 ~ n c . d  of  its &. 
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There are a number of observations that evolve from this model: 

The procgs does not begin with initiation of research. Research may in fact be only one of 
maqy possible approaches to addressing operational problems in public health programs. 
Other options may include using comparable data from elsewhere (analogy), routine data 
collection, expert consensus, inductio~ (arguing from the particular to the general), and 
deduction (arguing from the general to the particular). (See also MacC!ure, 1985; and 
Silverman, 1981.) In general, it is an implicit responsibility of researchers to ensure that data 
meeting the program's information needs are not already available before initiating research. 

The process does not end with research findings or results. Although common wisdom 
often assumes that good research will find its way intc implementation, experience suggests 
ctherwise, and the need for "advocacyw and appropriate dissemination is implicit. 

Identifying the problem and formulating a research question are processes in themselves. 
Countries askai to identify research priorities often generate a list of diseases or health 
problem rather than clearly defined research questions. The main failing of this approach is 
that it offers little insight into the "information needw related to each problem, and 'berefore 
little guidance as to whether the problem is amenable to a research solution. Or, as Miller 
notes, "One of the real difficulties of direction is that the social importance of a problem has 
no relation to its ripeness for solution" (Miller, 197 1). 

The designation "pmgrrun changesn rather than 'palicy c h g e n  is a deliberate one. Tbe 
two are not always equivalent. Although policy changes may be a necessary condition fbr long 
term changes, often it is not a sufficient codition. lhere are numerous examples of policy 
changes adopted by gavernments that have had very little effec: on practices at the peripheral 
level, in the absence of specific interventions. 

Because the process of problem identification and research is a dynanic one (and the process of 
generating research in response to problems is iterative), the model can also be seen as a continuous 
loop, linking research policy and action. 

n 
The ENHR Loop 
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BOX 1.4.2 

ESSENTIAL NATIONAL HEALTH RESEARCH (ENHR) - A CHRONOLOGY AND SUMMARY 

' m e  linA‘-• betwe.nms.s~ch andrho ut117izatliPn of m o m h  no& to b*strmpphuW frhrouqn 
grrar.rl p u t k b t i o n  of rrseuch usus m srmirg the objoctiws end timetable for m o d ,  
proj8cts [rnd chwvh mom o t k t i v e  communicatarr of rmdtsl to ~ o t m i d  w#s.' ICHRDC 
!9901 

lBe m e p l  of ENHR grew wt of am @in'fndepend#rl b?tmutMnol Mlative' la-d in 1987 as tbe 
Comdssb ou Hm# R @ w  Cbr DmmbpwM.. 7Ms g n ~ p  of I2 comrnissbetx. hctuding 8 frwn 
&ve@nn~ countries m e d  an exhaustive evaluata of thn state of )Ism research in i,eroping 
countries. whkh culminvtsd in the 1990  rep^. Health Rasewrh: E'entM Unlt to Equity in DOevepent 
(CHRD, 1990). 

The lrrrt Fcma ow H*JPA Rwrwch f'w Dwu&mmX was sstabdi&hud 8s the lkAlbwup entity fo th@ CHRD 
in 1990, empowered to ex- fsas~'ffIry of E M  and to tbttnu the recommmda- of the 
c o t n m ~ .  Un&r tbis task -8 the poikks of ttm CHRO wem crystoRtW into r amcmte stfo&gy 
qovetrn'np E M .  T M  emhtxGed o goat of 'mating health #Ed dsvdqpmant on the && of equity orrd 
socid juStIn' and. mode of dpentian imO!vino: 

r n ~ ~ s c i ~  ond ktetsdctcud msemch; 
inchidm of msemhm, m i -  c?d cam- ~ s n t a t i v s s  in pim'rqp, pmmt& 
and hnp/emmthg rusew~h m s ;  and 
effectwe medMNjmr to chm? rho gap &tween msemh and wplicatfen. 

The *content of ENHR was end- to inch& trsaF(l'wrd mrihuds such as @&mhbgy and 
socia! and tmhaviord r e s d *  but its &US was tcr bs an th. paar ond dsadlrontpged. Tho task hrce dso 
idenriffed a genwic pmcess far knpkmmt8tkW of E M  im&Wiho seww cqntm~n e&nmtS: II. pamoth? 
and &-; 21. an ENHR rnedmkm; 3). pnWty sottk?o; 4). CqWcrrty U d b g  and rww?@hening; 5). 
netwotking, 6). financiingr and 7). evoRntlan- 

The task Rtme ended jts mandate h 1993. hmabg o w  its missk~  to the ~ U I C C ~ ~ ,  tlre Caarrcl an H&th 
&much far Dembpnont (COHREDI. r n o n m v m w  institutkn wnoJ. ol&ktiv+ ,5 te *$?mote, 
fac17irote. support Jnd evaluate the EtWM strategy. 

This is the model favored by proponents of Essential National Health Research, a program described 
in greater detail below. As  a complete model this has some limitations. Its emphasis on problem 
identification as part of the cycle is relatively weak. For example, it includes problem identification 
not as a separate component, but as part of research, whereas others would argue that problem 
identification might suggest a number of possible avenues for problem solving - surveillance, a 
literature search, routine data collection, or research. The second drawback of this model is the 
emphasis on "policy." As noted, public health program workers and researchers have increasingly 
recognized that a change in "policy" does not necessarily assure a change in practices. Where it is 
actual practices that are the targe of intervention, policy change may be neither a necessary nor 

1 
~ m m r r o r t . i j m ~ d .  

Because ACSI-CCCD applied research was often country specific and very strongly linked to 
immediate operational problems or program initiatives, it shares a number of goals (as well as a 
preference for the model illustrated above) with h e  recently developed initiative of FaentlaI 



international initiative begun in 1987, ENHR has been described as & "interseaoral m~ltidisciplinrry 1 approachw to problem solving, intended to westablish a dynamic relationship among policy, action and 
research sectors (Task Force on Health Research for Development, 1991)." 

The Commission on Health Research lor Development (CHRD) which coined the phrase "Essential 
National Health Research," attempted to categorize the role of research in a systematic review of 10 
countries, dividing the discipline into "country-specific researchn and "global research." It noted 
that as a general rule, country-specific research should be closely linked to action, and to consumers, 
policymakers, and the community, whereas global research issues and long-ten- scientific advances 
may require "greater independence and autonomy from the pressing needs of action" (CHRD, 1990). 
It also observed that the results of country-specific research are usually location-specific and therefore 
have limited transferability from country to country. Directly related to this effort, the CHRD 
identified the need for countries to develop systematic methods for establishing research priorities. 
These priorities should be able to address the concerns and interests of policy and decision makers, 
communities and researchers, rather than being "narrowly constructed along disciplinary lines, and ... 
predominantly oriented toward medical technology (Task Force on Health ~esearch for-~evelo~ment, 
1991)." 

1.5 Defining Research Priorities - 

An important effort to correlate the range of information needs and research priorities of developing 
countries within a logical framework is contained in the work of Feachem et al. (1989) in a 
background document for the CHRD. Within this framework, information deficits in developing 
countries can be classified into five categories; each is addressed by a particular type of research. 
The five categories are illustrated in the figure below. 

I FRAMEWORK FOR HEALTH RESEARCH 
IN DEVELOPING COUNTRIES 

Ihe Role mrd Name of Research 



Of particular importance to this evaluation is the authors' observation that "there is a natural 
sequence impliedm within thii framework. They state, for example, that "operational research 
will, in genernl, rome after considerable progress in aetiology, health problem, and intervention 
rerearch." Feachem et al. also noted that, in terms of establishing priorities for one health problem 
in relation to others, reliable data on the magnitude, distribution (and perhaps costs) are required. 
Since such data are typically lacking or incomplete in most developing countries, "health problem 
research" (i.e., basic epidemiologic, demographic or sociological research) is essential. 

Two additional points should be noted about this model: 

(1) Although there is clearly a hierarchical order to the classification, health problems are 
rarely static, and programs may have to reven to additional basic research or health problem 
research as situations change. 

(2) These "categories" of research are not necessarily mutually exclusive. A large scale 
intervention, for example, might include not only intervention research, but also operational 
research or cost-benefit analysis. 

To a considerable degree, the above model appears to represent quite accurately the situation 
prevailing in most of the CCCD Project countria evaluated, although in general the CCCD Projxt 
did not consciously document its research priorities within such a framework.' 

' m u m  To me BeBiRa on developing country research i s  provided by a special 1 992 issue 
of the journal Social Science in Medicine, that was dedicated to this topic (Vol. 35, Number 1 1 .: Building Research 
Capacity for Health Social Sciences in Developing Countries). Ten articles in this issue examine many of the 
concerns confronting the research process, including insufficient attention paid to problem identification, the need 
for emphasis on presenting results in an accessible and useful form,' and the threat of 'scientific colonialism" in 
developing country research (Trestle, 1992). 
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THE AFRICA CHILD SURVIVAL INITIATIVE 

2.1 Origins 

The ACSI-CCCD Project was initiated in 198 1 as the Combatting Childhood Communicable Diseases 
Project (ZCCD). In 1982 and 1983, the first bilateral project agreements were signed in Zaire, 
Liberia, and Togo. These were followed eventually by 10 more bilateral country projects. 

The ACSI-CCCD Project was initially proposed 
following the Declaration of Alma Ata in 1978, 
and in response to WHO'S request for increased USAlD Bilateral CCCD Projects 
technical cooperation in suppoit of Primary 1982 - 1993 
Health Care (PHC) programs in Africa. When 
first planned, the ~roiect made allowances for CdLlNTRY STARfEa EkmER 
s u p i n  of two vekich pmgrams-CDD and the W n  1982 1991 
EPI. This strategy was based on the assumption Too0 1983 1999 
that these were two areas where "proven 

Ubuh 1989 1990 
C A R  1984 

cost-effective interventions* existed that could 
1992 

L0aotR0 1984 1991 
be applied with some guarantee of success in Malawi 1984 1988 
sub-'Saharan Africa. Malaria control was soon Rwad8 1984 1988 
added as a third target intervention, primarily in con00 1984 1987 

8wull.nd 1984 1991 
response to insistence From African MOHs. aUlm 1986 1991 
This was done despite the fact that there was no Cbt, dl- 1986 1991 
equivalent assurance of a "proven intervention" Burundi 1986 1993 
for that disease. Control of acute respiratory Nlgul. 1988 1993 

infection was also added to CCCD, but at a 
much later stage; it also played a much smaller 
role. The addition of malaria control to the . 
package of interventions in CCCD is instructive because it demonstrated the need for flexibility and 
responsiveness, which the ACSI-CCCD Roject tried to adopt. This approach (of flexible 
responsiveness) also had appreciable influence in shaping the research component. The three target 
interventions of CCCD were supplemented by a number of support strategies, which changed slightly 
in emphasis over the duration of the project, but were primarily focused on the following activities: 

training, 
health &cation and health promotion, 
health Mbnnation systems, 
operational research, and 
sustainability and cost recovery (added in 1987). 

As stated in the origind USAID project authorization, these interventions placed a major focus on 
capacity building, and were intended to "increase the ability of Maan govcmments to prevent 
and control childhood communicable disenac (CCCD Annual Report, FY 1983)." 



One important feature of the ACSI-CCCD Project, which later had a marked impact on its research 
agenda, was the list of "measurable objectives" it established for specific reductions in mortality, 
morbidity, and other areas. Although some of the objectives were subsequently modified or adjusted, 
the initial project goals of CCCD were very much defined by five impact objectives. One of these 
was for overall mortality reduction, and four were related to cause-specific morbidity or mortality. 
These objectives were: 

1. to reduce the mortality rate of children under 5 by 2546, 

2. to reduce neonatal tetanus mortality by 25%. 

3. to reduce measles morbidity and mortality by 505, 

4. to reduce mortality caused by diarrhea and dehydration by 25%; and 

5. to reduce malaria mortality in children under 5 by 25% in areas where presumptive 
treatment of fever is operational. 

(Annual Report, 1983) 

A number of sub-objectives were also stated, identifying targets for coverage or behavioral change. 
The revised targets for these indices were: 

COVERAGE 

Immunization at 1 year 80% 
Tetanus toxoid at term 60% 

EFFECTIVE CASE MANAGEMENT 

At health facilWes 
Diarrhea 
Malaria 

In  the comrmurlry 
Diarrhea 
Malaria 

90% correct 
90% correct 

50% correct 
50% correct 

(Annual Report 1988-89) 

Although these objectives provided wefbl guidance for developing specific work plans, the 
assumption that these were " r e v  maw~mhla 6r~ves"  p~& t0 k mcb mcxc -, as 
will be shown. Specific sub-objectives for the research component of CCCD were also established in 
the original project paper. These are identified En the relevant section below. 
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2.3 Scope of the ACSI-CCCD Project 

1 During its project life, ACSI-CCCD directly supported a total of 13 country projects for variable 
periods. I t  also included a number of countries that were not bilateral signatories (e.g., Kenya, 
Zimbabwe, and The Gambia); these countries received assistance indirectly through activities of the 
regional epidemiologists or through individual research support. Thus, research projects were 
actually supported in 18 countries. 

Over time, (and out of concern for spreading its resources too thinly), the CCCD Project 
progressively decreased its involvement in non-bilateral countries and concentrated activities in the 13 
countries in which it had incountry staff and support. (With respect to research, there were a few 
nolable exceptions-primarily Kenya and Malawi). 

The main implementing agency Eor the CCCD Project was the Centen for DlrePsc Control and 
Prevention (CDC), an agency within the U.S. Public Health Service. Within the CDC, the 
International Health R.ogrrun O m a  (MPO) had the primary responsibility for the CCCD Project. 
There were also substantive inputs from CDC's Division of Immunization and the Mdaria Branch in 
the Division of Parasitic Diseases. 

Although CDC played the main role in implementing the ACSI-CCCD Project, other collaborating 
institutions, nongovernmental agencies, and individual contractors were used at various times to 
provide support functions or specific project components in various countries. For example, the U.S. 
Bureau of the Census collaborated on specific demographic projects. HEALTHCOM (The 
Communications for Child Survival Project) provided social marketing and formative research support 
in Malawi,' Lesotho, Nigeria, and Zaire. Other USAID-funded projects also cooperated with CCCD 
in various countries. These included: 

PRITECH (Technologies for Primary Health Care Project) 
REACH (Resources for Child Health Project) 
PRICOR (Primary Care Operations Research Project). 

As an operational note, these agencies or institutions were often supported directly out of USAID- 
Washington, and the degree of coordination with CCCD country activities often varied. In addition 
to local collaboration, the ACSI-CCCD project also cooperated at various levels with a number of 
international agencies. 'Ihrougb several arrangements, coordination with other international 
development agencies and research bodies was supported in several countries. 'Some of the 
cooperating and collaborating agencies included: 

Brittsh Oleneu Dcrdapment Agmq in the Gambia 
French Fmdr d9Ai& et Cooperation in the Congo 
UNICEF (extensive collaboration in virtually every CCCD country) 
WHOIAMan Regional Oms (extensive collaboration incountry as well as separate 

regional amst hDr h m x m r y  t r abg  d K a U  r-k- - -*:sa  Systeis x@US) 
activities) 

@ OCCGE (Organisation de Coordination et de Coop6ration pour la Lutte Contte les Grandes 
Enddrnies) in Burkina Faso 



2.4 Administrative Structure of the ACSI-CCCD Project 

Although there was no universal operating mechanism for all CCCD bilateral projects, in-country 
activities generally involved at least one resident technical officer and a variable complement of other 
technical assistants, depending on country needs and the project's capabilities. Over time, incountry 
epidemiologists were assigned, on a regional or national basis, to six countries - Malawi, Zaire, Cote 
d'lvoire, Burundi, Burkina Faso (OCCGE), and Nigeria. 

In project countries, operating relationships with MOHs varied. In countries where CCCD's role 
included substantial responsibility for one or more vertical programs (e.g., EPI in Zaire), there was 
considerable operational overlap between the ministry and the CCCD program; national MOH 
program managers for these components often operated directly out of program offices. In general, a 
close operational relationship with the MOH was favored. Where feasible, the CCCD Project 
operated physically within the MOH. Where this was not physically possible (because of limitations 
of space, for example), it still maintained close operational ties with the MOH, throl~gh the ministry's 
appointment of a counterpart CCCD national coordinator and indivildual program managers. 

In general, therefore, functioning of the project was closely tied to an active process of collaboration 
with the MOH and its program managers in the CCCD focus areas (malaria, diarrheal disease, and 
EPI). This working relationship also played a significant rcle in defining two important aspects of 
CCCD research: policy relevance, and utilization of research findings. 

Although all CCCD projects established operating relationships with MOHs, not all bilateral projects 
were as closely tied to day-today operations of ministries. In a large decentralized system such as 
Nigeria, the project eventually restricted its involvement in some activities (e.g., training, CDD, and 
EPI) to a limited number of focus states, while other activities (such as strengthening of HIS) 
continued to collaborate with ministries at a national level. 

In its relationships within USAID, the CCCD Project had a complex organization; some parts of its 
program and budget were assigned to regional activities and some to country-specific ones. There 
was a similar dual relationship between the local USAID mission and USAID in Wahingtori. 
Significant.changes in the degree of local mission involvement (versus centralized management) also 
occurred over the life of the project. Over time, the general effect of this evolution was a decreased 
emphasis on regional activities and a greater focus on the country-specific level. 

Fiscal responsibility for the CCCD Project had a similarly complex structure, which also evolved 
over the life of the project. La general, such fiscal responsibility remained with the CCCD Projec? in 
each country, and the project technical officer retained a fair degree of autonomy in individual 
funding decisions (within the limits of the agreed-upon work plan). The initial operation of regional 
research committeas and research promotion was budgeted as one of five inter-country activities (that 
is, funded from a regional budget); by contrast, individual wilntry programs frequently conducted 
their own research or special projects under their own operating budgets. Several large-sde studies 
that were considered central to project-wide objectives (e.g., the Mangochi Malaria Research Project, 

)he  -9 ~f && k-nk ---.jj -* &j && iry -- 
US AID-Washington. 
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2.5 Goals, Objectives and Strategies of CCCD Research 

2.5.1 The goals of CCCD Applied Research 

l%e original goals set forth for CCCD research were as follows: 

1. To increase national ability to effectively adapt known prevention and control 
techniques to reduce childhood communicable disease mortality and morbidity in 
Afiican children. 

2. To identify and solve operationally important problems in the prevention and control 
of childhood communicable diseases in Africa. 

(Project Description and Work Plan for Fiscal Years 1983-1984) 

At the time of its inception, these goals of the "operations research" component (as it was then 
called) seemed clear enough. Becalse the target diseases that CCCD hoped to addres were all ones 
with proven interventions, it was assumed that the problems that would need to be addressed would 
be largely operational-for example, the best way to deliver interventions or to document 
effectiveness. 

2.5.2 Objectives and Strategies 

The two primary objectives of ACSI-CCCD research were as follows: 

1. ICentily and solve operational problems limiting the achievement of CCCD 
targets md objedivcs. 

2. Develop AMcan capability to conduct operational march. 

(1985 Annual Report) 

There was, however, an unforeseen complication to the joining of these objectives. Although the two 
objectives chosen are not inherently at conflict with each other or mutually exclusive, their emphases 
differ. The &st h more h e d  on results, while the secoad is more concerned with development of 
human resources, that is, training. Since hfbnnation needs were frequently so fundamental that they 
were indispensable to program planning or implementation, the training needs implicit in developing 
local researchen were often secondary to the need for obtaining usable results. This waa an 
unanticipated consequence. 

The strategy that the project hoped to use to achieve these objectives was: 

1) to identify and encourage institutions and investigators, 

2) to solicit and review proposals, 



3) to support at least 10 projects per year, 

4) to provide technical support, and 

5) to assist dissemination and use of results. 

This concept and strategy became the operation21 research component of CCCD. Whereas the dual 
objectives represent ideals, this model encountered two obstacles in practical terms. The first was 
that the foundation of existing research capacity on which to build was much less than expected. The 
second was that the project itself would exert a considerable demand for research data that were often 
indispensable to program planning and implementation. This often limited the project's ability to 
invest in research training or skills building, and tipped the balance more towards product delivery. 
The extent to which these two considerations reshaped the priorities that the research component was 
able to address is discussed at some length in subsequent sections. 

lRr AjHco Child Svrviwl Iniriorivr 



CHAPTER 3 

THE ACSI-CCCD EXPERIENCE IN APPLIED RESEARCH 

3.1 Background 

Over the course of its 12-year existence (1981 to 1993) the ACSI-CCCD Project has undertaken a 
considerable number of research activities, spanning a wide range of disciplines and levels of 
complexity. Although this evaluation identified over 25b studies, the number is likely even greater, 
since many studies initiated at the local level were not necessarily well documented at the central 
level. In addition, this review did not generally include routine outbreak investigations or many 
surveillance activities. 

In general, ACSI-CCCD research activities fell within three domains: 

1. A formal review meehmism: This involved solicitation for proposals, review 
committees, and small-scale graut awards (USS5,OOO-USS10,OOO). It was the 
mechanism for the EastJSouthern Africa Regional Review Committee (1982-1986) and 
the Nigeria Research Review Committee (1987 to present). 

2. Locally initiated problem-oriented rescorch: This usually meant small-scale 
epidemiologic studies or problem identification. These were usually undertaken at the 
initiative of the local CCCD office or MOH, with varying levels of local participation 
and occasional external collaboration. 

3. Largescole collaborative stules: Such collaborations occurred between principals 
from CDC, MOH, ad incountry CCCD personnel. These usually involved 
considerable input and collaboration in protocol development by Atlanta-based staff 
and formal ethical review by an Institutional Review Board (IRB). Tbey were often 
financed under a separate budget from Atlanta, W a s h i i n ,  or regional funds (e.g., 
MMRP, Edmoaston Zagreb [EZ] vaccine trials). 

Initially, it was the fint of thea activities (the review committee mechanism) that was called the 
"operational research" component and that was the principal vehicle b r  the promotion of research 
capacity in the host countries. Although CCCD country programs were continually conducting 
research of their own, this wan often classified as routine programmatic activitia or "special studies." 
This separation did have the advantage of preserving the budget allocation for "operational research" 
promotion as a separate entity. On the other hand, it also served to obscure the contribution that 
local and collaborative research made to project activities. 

In reality, about 30% of the more than 250 studies reviewed were initiat4d under the umbrella of 
review committees, whereas the majority of invutigations were funded pad implemented under other 
mechanisms. 



3.2 The Operational Research Component of ACSI-CCCD 

As noted above, the operational research component of CCCD was only one element of the project's 
activities in research, but the main one targeting African research capacity. From its inception, the 
operational research component became strongly identified with the research review committee 
mechanism. The N 1983 work plan set forth a plan for two regional committees, specifying their 
composition and the procedures for their operation, including a provisional list of research priorities. 
The plan also stipulated that research projects under the mechanism meet the requirements of the U.S. 
Government for the protection of human subjects, as well as those of the host country, and it 
proposed adyear projection of activities. Of the two regional committees, one would be sited in 
C6te d'lvoire and would cover West Africa; the other would be sited in Malawi, and would cover 
East, Central, and Southein Africa. 

The principal elements of this research strategy were to be the same for both regional committees and 
included the following: 

Review committees would meet at least twice yearly, 

Committees would include MOH personnel, university researchers, USAD and WHO 
personnel, and persons from "non-health-related fields." 

The CCCD epidemiologist would serve as secretary to the committee. 

Projects would be supported to a maximum of US $10,000. 

Projects of more than $10,000 would be referred to the CCCD steering committee for 
review. 

Review committees would assure the protection of human subjects, while field 
epidemiologists would submit approved proposals to the CDC IRB for human subjects 
clearance. 

Field epidemiologists would review and assist projects "where appropriate," with the 
assistance of committee members "where feasible. " 

(Annual Report, FY 1983) 

The intent of this strategy waa to allo~v for speedy review of proposals, local approval of funding, and 
appropriate e th id  ad financial ovenight. With some qualifications, it was quite successful at 
achieving those specific gods. In other respects, its record was mixed. Of the two regional 
committoea initially propod, only the EastISouthern Africa committee achieved functional s 6 ~ ,  
and its a d  outpus la tam of successfirl projects w a  limited. 

In both regional mechanisms and the later national committee in Nigeria, the demands on the CCCD 
program of managing the formal research component were considerable. In &q Eat4Sourhm A f h  
Regional Committee, time demands on the epidemiologist eventually led to exclusion of non-bilatetal 
countries from the research program, and in Nigeria, probably contributed to the need to transfer 
responsibility for operation of the committee to the fedaal MOH. In Zaire, a national mechanism, 



BOX 3.2.1 
IVRlCAN INVESTIGATOR RESEARCH UNDER THE 
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set up after the end of the regional activity, succeeded in producing guidelines and soliciting a few 
proposals, but CCCD political and management problems obstructed more significant achievements in 
formalizing the national operational research activity. In Togo, the national committee made only 
modest headway until a full-time research associate - responsible for coordinating and expediting 
sponsored research - was appointed. Review of formal and informal waluations suggests that 
administrative management bas been a continually challenging task. This is particularly true with 
respect to project supervision, technical review, and data analysis, but was also true with respect to 
more mundane matters, such as notifying committee members, assigning protocols for review, 
directing correspondence to potential researchers, and coordinating the photocopying of protocols and 
reports. 

As initially conceived, much of this support and assistance was to have come from either members of 
the review committee (as mentors or preceptors) or supporting institutions with which researchers 
were affiliated. Often, however, neither option materialized and the field epidemiologist was 
burdened with supervision. When the research infrastructwe is limited (for example, copy machines 
are scarce), this should not be surprising. But these limitations were probably underestimated by the 
project and undoubtedly contributed to the frustrations of the regional epidemiologists with the 
inordinate time demands it placed on them. When the ACSI-CCCD Project ended its regional 
activities in 1986, many country programs limited their research activities to data essential for 
program implementation and did not continue a formal research program. Nevertheless, these 
country projects often engaged iu informal arpd sometimes very productive collaborations with local 
researchers. In Nigeria, with the benefit of the previous regional experience, and in Togo, with a 
less-ambitious program of research and a full-time coordinator, the CCCD Project was more effective 
in managing the review committee mechanism. Although the CCCD project had generally modest 
goals for the research sponsored by review committees, some of these studies had considerable impact 
on local policies or programs. Two early studies in diarrheal disease are good examples (see box). 

African investigator-initiated proposals 
for CCCD operational research, 1982-86, 
under regional review board mechanism 



Under the original mechanism for promotion of African investigator research, the two regional 
committees in EastlSouthern Africa and West Africa received 89 proposals from 1982 to 1986, 
approved 34, and funded 25. Of these, 18 were completed, acd 7 published. 

BOX 3.2.2 

SPECTRUM OF ACSI-CCCD A W E D  RESEARCH, 1982 - 1993 
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3.3 The Regional Research Review Committee for East, 
Central and Southern Africa 

Of the two regional committees set up by the CCCD Project, the East/Southern Africa Regional 
Review Committee was the more successful. Its actual achievements in absolute numbers were 
modest, however, and demonstrate some of the difficulties inherent in the undertaking. The 
EasVSouthern AhSca Regional Review Committee was established in 1983 with the arrival of the 
CCCD regional epidemiologist in Malawi. In its first year, it established guidelines, research 
priorities, and protocol review procedures. A regional review committee was established with 10 
eminent members from seven countries, plus the CCCD regional epidemiologist. Studies were to be 
funded to a maximum of $US 10,000. Technical review and approval of protocols would be provided 
at annual meetings of the review committee, and ethical review would be provided by CDC, pending 
establishment of an acceptable local mechanism for ethical review. A chronology of activities is 
summarized in the accompanying box. 

Several reviews of the regional research activity were carried out during the program's lifetime. In 
general, they endorsed the relevance and the value of the activity to CCCD objectives. However, they 
also found .that the scale of the effort generally overwhelmed the resources available. 

Unfortunately, the recommendations made in several periodic reviews of the entire ACSI-CCCD 
Project do not appear to have offered a consistent direction to the operational research effort. Tbis 
factor may have contributed to some ambiguity of purpose in operational research efforts. 

Observations made in the 1983 middam evaluation of the CCCD project (North et al., 1983) noted 
progress in identifying research priorities but "few linkages to local institutions," and recommended 
continuation of operational research as "an ad-hoc adjunct of the CDC epidemiologists in 
strengthening individual African researchers." 'Ibis report also recommended that operational research 
pay particular attention to improving national capabilities to do research, but noted that "it is 
unrealistic to expect all submitted protocols will be of outstadiig quality." It further recommended 
that 'simplicity and likelihood of project completion should be emphasized." The need for speciCc 
skills and training in the planning and conduct of rescarcb appears not to have been addressed. With 
respect to institutionalization of the process, it recommended: 

The responsibility for OR should be decentralized as much as possible. Plaas for any 
long-term, inbercountry institutiollllizatioa, includiig the OR review committees, 
should be reviewed with WHOIAFRO (Nofth et al., 1983). 

The report also strgssss the pivotal role of institutioflpl capacity building, noting: 

The opportunitia fix helping to develop national epidemiological institutional 
capabilitits sbould be encouraged from the outset of any AID-Med propam. 

Tbe 1985 evaluation (ISTI, 1985) reinfbrced the opinion that operational research efforts "should be 
focused on studia dirrv r e h d  tn g- or spdfk-- etmmted. " it nored, 
however, that "this will require some rwrieatation of field staff in order to identify ways in which 
focused research could reaolve implementation problems." It particularly noted the inadequacy of 
field supervision aqd advised the use of short-term consultants "to the extent feasible." 



BOX 3.3.1 
CHRONOLOGY OF RESEARCH ACTIVITIES FOR THE EASTERN, 

CENTRAL AND SOUTHERN AFRICA RESEARCH REVIEW COMMrlTEE 
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Johns Hopw University, School of Hygiene and Public Health, Baltimore. Thb evaluation 
provided the most comprebeasive view of the research component to date. It found that the quality of 
protocols and research was mixed, and that the time and assistance available to res&chen were 



generally "very inadequate." It agreed that investigators were generally lacking in experience and 
resources for data management and analysis, "but also need more ongoing support vis-a-vis protocol 
development ad problem solving ... including inspection of data and ongoing dialogue." This 
evaluation was also the fim to seriously question the effectiveness of the mechanism itself as the best 
method to build research capacity. It comments: 

Perhaps the most efficient (if not the most effeaive) solution would be to complement 
each of the existing field epidemiologists in Africa with another experienced 
investigator who would work more closely with the grant recipients at all stages of the 
research process. In a sense, the nature of the fuading might well become more 
similar to contracts than to grants. Accordingly, I would suggest that areas of 
research be 'prioritized* ad that interested investigators be more directed in what 
AID and CDC would like accomplished (Polk, 1985). 

The 1986 -1 Evaluation (LaForce et al., 1986) addressed issues from an altogether diffecent 
perspective, placing notable importance on publication of studies, authorship of papers, and the like. 
This evaluation noted the general lack of success of West Africa operational research efforts. One 
reason it gave was "the lack of training of potential African investigators in research methodology." It 
also included a strong recommendation to use the Health Sentices Research Come (WHOIAFRO, 
1983) developed by the Strengthening Health Deliray Savtas (SHDS) regional project as a means 
of providing training in the preparation of researcb grants.' 

The sum of these appraisals, although difficult to abstract, seems to be an acknowledgment that the 
activity was producing major benefits, but required a far greater investment in training and support 
than it was affbrded. A second theme was that the &rt would benefit if more concrete linkages 
were established to immediate project objectives. 

A number of specific issues and questions generated by the experience of CCCD with the 
EastISouthern Africa Regional Review Committee are worthy of comment: 

1. Sustdnability: Although several evaluations recommended that the program explore 
options for WHOIAFRO to become the reviewiag body and secretariat for CCCD 
operational researcb, this option did m t  materialize, in part because of reservations 
held by committee members themselves. In the abscllce of such a reviewing body or 
other acceptable regional stmcturt, tho smahbiiity of the project was never a 
realistic feasibility, and the activity c W  at the end of the regional epidemiologist's 
contraaed assignment. 

' The SHDS coursa on mrmrch methods and protocol dwelopment was in fact uud in at Iemt two training 
workshops-om in Nigeria in September 1988 a d  another in Togo. The cowse was later substantially revised 
and adapted by its author and a technical working group, supported by the WHO Ragramme on Health System8 
Research and the Intematio~l Owelopment Research Center. The course is tha basis of a two-part volume, 
Designing and Conducting Health Systems Research Projects, in the five-volume Health Systems Rarearch Training 
*ltbcmma nBi., TS9ZT. A3 ii6fiHBy fhe adion, tfris revirion builds conriderably upon the original SHDS 
course by recognizing "the need to support course participants beyond thr point of developing a research proposal, 
through the phases of fieldwork, data anabsis, 8nd report writing." Contact address: htunathd Dwrlopmw 
Rwauch Contro, PO Box 8600, Ottawa, Omrk, Crud.  K l Q  3H9. 



Funding: One logistical problem in the operation of the regional committee was the 
number of currencies involved. Disbursements were made in Kenyan shillings, 
Zimbabwe dollars, Malawi kwacha, U.S. dollars, and so on. Because exchange rates 
often fluctuated considerably, budgets were often unpredictable. A second 
complication was the formula for disbursement. Researchers were initially disbursed 
funds according to a 30:30:40 formula: 30% upon completion of an acceptable 
protocol, 30% upon completion of specified interim goals (e.g., training of 
interviewers and completion of a certain percentage of interviews), and 40% upon 
compietion of the project and submission of a final report. Although this is a 
reasonable formula, it presumes that the researcher (or sponsoring institution) is able 
to fund a part of operational costs in the interim and be reimbursed upon project 
completion. This is sometimes an unrealistic assumption in developing countries, and 
the arrangement did cause some hardship and operational difficulties. These were 
generally more severe when projects involved field studies, which usually depended 
heavily on the cost of gasoline and transportation. In response to researchers* and 
committee members' concern, the committee adopted a 50:50 formula in 1984, 
allowing 50% payment at initiation of the research and 50% "upon completion of an 
acceptable interim progress report." 

3. Dissemination: This was an acknowledged weakness of the project. As with other 
aspects of this activity, this seems to have been more a consequence of inadequate 
resources than of a lack of inspiration. As early as Oaober 1983, the project initiated 
a quarterly epidemiologic bulletin, The CCCD Bulletin, intended to disseminate the 
results of research on communicable diseases in Africa. A subscription was to be 
available free of charge through the local USAID office or U.S. embassy. Although 
this effort was rather short-lived, it is worthy of note for two reasons. It was an early 
acknowledgment that journal publication alone was not a sufficient means for 
disseminating research findings. Secondly, it proposed to build on existing resources 
for local dissemination. 

3.4 West Africa Regional Operational Research 

The regional research program in West Africa was far less successful than its East African 
counterpart. In one research committee meeting in March 1985, twelve proposals were reviewed and 
four approved. Of these, three were completed and one published. In general, the number of 
submissions received by the West African program was small, although the compietion rate was high 
for funded studies. Of 11 approved projects, 9 were completed and 4 published. One reason cited 
for the low response to this activity was "the lack of training of potential African investigators in 
research methodology." Another reason was insufficient time for the field epidemiologist to devote to 
the activity, a similar situation to the one that existed in the East Africa region (LaForce, 1986). 
Whatever the reasons, this activity achieved only modest resulu, lacked a clear plan to institutionalize 
the component, and was evenfvally dissolved prematurely. 

ACSI-CCCD Erprrirnce in Apptid Rurarch 



3.5 The Nigeria Re3earch Review Committee 

The Nigeriao Operational Research Review Committee was an attempt by the ACSI-CCCD Project to 
profit from the experience of the previous regional committees. It was established in 1987 as a 
national committee, thus avoiding the pitfalls of managing and coordinating research efforts in 
multiple mntries. Nigeria offered several advantages over other countries for a research promotion 
activity. It had an extensive academic community, with numerous regional universities and medical 
schools; an esta!dished track record of individual research by a number of prominent Nigerians; and a 
MOH supportive of promoting relevant national research. It also had some of the drawbacks of the 
regional mechanism - it included a wide geographic area and a large population; and its currency was 
unstable for much of the period. At about this time the federal MOH in Nigeria was also in the 
process of formulating a fairly comprehensive p&cy on health research (see box). 

Of particular relevance in the Nigeria operational research effort was a deliberate attempt to have the 
research committee represent three separate interests-those of academic researchers, MOH decision 
makers, and regional PHC coordinators. Whereas such committees have traditionally included the 
first two groups, the inclusion of persons responsible for program implementation was a relatively 
new step. In the case of the Nigeria committee, it offered major advantages, but also evoked some 
criticism. 

Tbe committee as originally formed, had nine members appointed by the federal MOH. Members 
were to serve for a period of 3 years, with a chairperson elected annually. Committee meetings were- 
scheduled quarterly, and project proposals were to be obtained through an ongoing solicitation 
publicized through a booklet of research guidelines diibuted to universities and state MOHs. As 
with the prior research activities, a target of 10 research projects per year was envisioned. The 
CCCD Project epidemiologist served as a nonvoting secretary to the committee until March 1990; 
those responsibilities were subsequently assumed by the national staff. Projects were supported to the 
equivalent of approximately US $5,000. Ci%e local currency equivalent had to be readjusted several 
times over the project's life because of currency devaluaion.) Funds were disbursed to investigators 
through their supporting institution, usually a university or local government agency. 

The committee comprised t h e  academics, three regional PHC coordinators, and representatives of 
the two ministries and one national institute concerned with research. The presence of two separate 
ministries with responsibilities for health research created a curious situation. Although the Federal 
Ministry of Science and Technolog possessed a specific mandate fbr promoting aad managing 
national research (and its Dcpartmcnt of M d m l  and Natural Sdaras expressly addressed 
medical research), that ministry was rather remote from the day-today operational activities of the 
Ministry of Henltb. Imcating the research activity within the M i  of Science and Technology 
was therefore not M o l y  eadorsa!, and was in f&, generally felt to be at cross-purposes with anking 
the research responsive to immediate operational needs and readily available to local policymaken. It 
was decided at an d y  stage, therhre, that the MOH rather than the Mitry of Science and 
Technology should hold primary responsibility for the research committee, although the director of 
the Department of Medical and Natural Sciences in the Ministry of Science and Technology remained 
a committee member. 

The other body concerned with national health research - the National Institute of Medical 
Research - was a semi-independent body (under the umbrella of the Ministry of Science and 





Technology), and was the immediate successor of the Medical Research Council of Nigeria. With 
its own director, it was mandated to conduct research and coordinate research activities in human 
health problems in the country m i e n ,  1990). In practical terms, it dealt mainly with biomedical 
research. There also appeared to be considerable duplication of responsibilities in some of these 
agencies. 

Within the MOH, two main players influenced the direction and operating phil~sophy of the 
committee to a great deal - the Ikprvtment of Primnry Health Care and the Department of 
National Health Planning, Research and Statistics (DPRS). The relationship between the 
Department of Primary Health Care and the research activity was deliberately strong - with the 
conscious intent of promoting the implementation of research as well as the conduct of research. This 
was also reflected in the presence of four PHC members on the committee - the national director and 
three zone coordinators. The DPRS was established after a ministerial reorganization in 1989, as part 
of a national initiative to make the planning process much more responsive and accountable tc 
individual ministries. Although continuing to maintain a close operational relationship with the 
Department of Primary Health Care, the status of the review committee subsequently became more 
formally established within the jurisdiction of DPRS. 

Research Proposal History 
Nigeria Research Review Committee 

Jan. 1987 - May 1992 
Numbu of gmlwde&robetr 
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With the benefit of experience from the prior regional efforts, the CCCD Project and the Nigeria 
Research Review Committee were able to achieve a number of successes. As of May 1992, the 
program had reviewed 140 protocols and approved 42 studies. Of these, 18 had been completed, and 
2 published. This does not include CCCD-supported research sponsored under otha mechanisms 
(e.g., the malaria surveillance network). 

Of the approved studies, malaria ad diarrheal disease studies each composed about onequarter of the 
total; EPI-related studies accounted 6x a slightly smaller proportion (19%). Almost half of these 
studies were straightforward descriptive studies or questionnaire surveys; an equal number involved 
more complex study designs and methods. 
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Nigeria Research Review Committee 
Approved Proposals: by Intervention 

1987 - 1992 

n 42 - 
The research program was also able to sponsor several related activities in building research capacity: 

a 1988 training workshop in research methods, 
several dissemination workshops, 
presentations at various ACSI-CCCD consultative meetings, and 
installation of CD-ROM capability for MEDLINE and POPLINE computer searches 
at the national medical library. 

Several strengths of the program were identified from project documents and interviews with 
researchers and committee memben. They included Qe following: 

1. The CCCD nacPrdr activity, aa amstituted, played an unique rok in the 
promotion of tcseorth in Nigda. That uniqueness was due to the ability of 
researchers to submit proposals to a local body, receive timely feedback, discuss 
questions of implementation, and receive funding, all at the local level. 

The locml nature and fonrs of the odvlty a h  allowed the procud to be 
nspo~ ive  to local priorities. This favored the consideration of problems of 
immediate relevance, and readily applicable solutions. The representation on the 
rawarch review committee of persoas from three disciplines (PHC coordinators, 
a c d d c s ,  and Fded Ministry of Health principals) allowed an exceptionally 
productive amount of communication and interaction to occur. This generally ensued 
that the results of studies were able to reach policymakers in a timely fashion. 
Committee memben generally had a broad and current knowledge of ongoing 
acrmides, K& miii~ o-a, and €he '~mpficaiiooru b r  policy. Periodic meetings of 
zonal aad local PHC coordinators also served as forums for discussion and 
dissemination of relevant results. As expected, the responsiveness at the local or 
zonal level was more readily Muencod than policy at the federal level. 
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3. The primary care %ipsn of the research program considerably strengthened the 
involvemart of that sector in managing its om1 doh and ~search. Although this 
was also the cause for some resentment, the strict commitment to problem-based 
research allowed local decision makers to control the research agenda to a 
considerably greater degree than would have been possible in a purely academic 
research environment. 

4. Research pursued under the project was generally in keeping with local and 
national health priorities. In particular, the role of defining "relevancen to local 
health priorities was vigorously upheld by PHC principals on the committee. 

5. A specific benefit cited by several mearchas was the ability to extend 
facili ty-based studies into the community. Whereas traditionally, university 
researchers had often focused on hospital-based or clinic-based morbidity, descriptive 
studies, or case histories, the specific focus of the research committee actively favored 
researchers' involvement in community-based studies while discouraging 
hospital-based studies. Researchers also rated highly the opportunity the program 
provided for cooperating with service providers in the field. 

6. The mmt fhquently citcd individual bencnt to rcJeordrers was srperiena in 
protocol development, w h m  the peatat W t  d v e d  was wpradical 
experience in executing projects." Although most researchen believed they gained 
some sltills in data management and analysis, this was also one of the areas in which 
both researchen and committee members felt the project n d c d  more emphasis. 

7. Researchers generally appreciated the limitations of the project's sponsorship 
role: Most saw the program's role as one of providing inexperienced researchers 
with the ability and confidence to apply elsewhere for subsequent (larger) grants. 

8. Investigators generally had very high praise for the review m, the guidance 
received horn precepton, and the 'responsiveness" of the process. Committee 
members were generally more conscious of inadequate supervision as a problem &an 
were researchers. A recurrent theme in review meetings was the need for 
"intensifying the monitoring of approved studies." It appean that investigators fared 
best when able to take advantage of additional remuceu in theu own academic 
community or institution (formally or informally). 

Some shortcomings were also identifled: 

1. The dirase cornpodtion of the nscprd! committee - nc of iQ prindpnl 
strengUm - was also the most fmpemt taiga of altl&m. Comments were often 
based on the belief that some committee membas were not skilled enough in research 
methods to critique proposals adequately. Although to some extent this may have 
been simply au expression of traditional academic prejudices, it was generally 
acltnowldged by comrmTttee membsn that some proposals would benefit ftom 
external review when the experience of members might be limited. In general, 
however, the sum total of skills md competencies within the committee was adequate 
to address most of the proposals received. 
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Of 140 protocoLS submitted, only 42 w e n  approved. This represents a relatively 
high rejection rate (70%) for a program intended to develop fledgling researchers and 
basic research skills. Although in theory this could have been due to - . ry stringent 
acceptance standards, other findings suggest that the main cause was a hclatively low 
standard of protocols submitted. There was a widely expressed need for greater 
training in basic statistical and epidemiologic skills, as well as a desire to see the 
protocol development training, done in 1988, reproduced on a larger scale. (The 
original workshop had 21 participants.) Both investigators and committee members 
acknowledged the weakness in methodologic skills. 

3. Dissemination beyond the immediate usen was weak. Although a number of 
susestions were proposed by the committee (including publication of a local 
compendium, periodic workshops, publication in the quarterly epidemiology bulletin, 
and presentations at international conferences), these options have been slow to 
materialize. 

4. The ability of sponsoring institutions to adequately mi s t  invatigaton with 
statistical or laboratory support varied considerably. In some cases, high demand 
on limited facilities often caused problems even at those institutions with "adequate" 
support. 

5. Two concans that existed in the prior regional activity were also present in 
Nigeria. First, adequately monitoring and supervising projects over a wide 
geographic area still proved difficult. Secondly, the activity still commanded a 
considerable amount of time and effort from the CCCD epidemiologist (much of 
which was concerned with routine administrative m a m  rather than training or skills 
transfer). 

The Nigeria operational research activity was thw a qualified success. Although it faced some 
constraints, it achieved considerable success in promoting a multidisciplinary research agenda. It was 
also an advance over the regional activity in its potential for institutionalization. Transfer of 
responsibility for the Research Review Committee to the federal MOH took place in 199 1. 

3.6 Other Individual Country Efforta 

A number of othet countries also tried to establish local mechanisms for review and promotion of 
small-scale researcb. In Zaire, Burundi, and Rwanda, these efforts resulted in local guidelines and 
workshops, but were not truly functional in the manner of the previous examples cited. In Togo, the 
program was initiated with a protocol development workshop in 1988, but faltered until a full-time 
research associate was assigned to coordinate research activity. Of 11 studies generated by local 
investigators, at least 9 were successhlly completed; one is ongoing. Although it was not possible to 
aclnrratny il,noP & Of mmnldcrf oh~di# nn w v  tha I n r d  lev& &= 
program appears to have achieved considerable success as a promotional activity. 
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3.7 CCCD Special Studies and Intramural Research 

Although more attention may have been paid to the operational research component as a discrete 
entity, the CCCD Project's own intramural research and special studies often played an equal or 
greater role in developing research capacity. Whereas the specific objective of promoting African 
research capacity was assigned to the operational research component, a substantial role in the 
conduct of project research had also been envisioned for field epidemiologists - work plans for field 
epidemiologists included a 35% time expenditure for research activities and an additional 30% on 
regional c&ultations. Over the course of the ACSI- CCCD Project, technical officers were also 
involved to a variable degree in intramural research, largely dependent on their particular interests 
and individual background. Although these research activities did not envision capacity building as a 
direct product, it was assumed that some benefit would result from the collaboration of local 
counterparts on project activities. In reality, the benefit was probably much more than imagined. 
Moreover, since project-initiated research and local problem-solving activities accounted for 60% to 
70% of the total research carried out under the ACSI-CCCD Project, their impact should not be 
m i n i i e d .  

ACSI-CCCD Applied Rea8arch Studies 
by Year of Completion, 1983-93 
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What was the nature of these special studies? Initially, much of this research was concerned with 
obtaining baseline dara for project activities and program planning. Although later included in 
operational researcb raivitia, much of it was, in fact, what Feachem bas termed whaltb probkm 
meamha - inteadsd to d m  the "magnitude, distribution or cost" of a health problem (Feachem et 
al., 1989). Tbis was particularly evident in the research studies generated during the first 2 yeius of 
individual country projects. For example, of 48 special studies initiated from 1983 to 1984, 19 were 
KAP or practice surveys, 15 were epidemiologic studies attempting to define disease morbidity, 
mortality or trends, and S were surveys incorporating both disease epidemiology and KAP elements. 
Only 9 studies were r e l ad  to an intervention, the impact of an intervention, or disease etiolom. 
This experience ihstratea clearly two of Feachem's concerns: 1) the dearth of available baseline data 
in developing countries, and 2) the necessity of having fundamental data before more advanced 
studies can be profitably undertaken. 
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SPECTRUM OF RESEARCH UNDERTAKEN DURING FY 1983 
AND W 1984. ACSlCCCO PROJH=T: "SPECIAL STUDIES" 
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3.8 Spectrum and Quantity of Applied Research in CCCD 

Eventually, CCCD-initiated research did span the entire spectrum of research identified by Feachem, 
from health problem research to health services research. In general, the progression also bllowed a 
hierarchical order: epidemiologic studies and baseline KAP studies formed a substantial part of initial 
project activities, where. evaluation studies, cost-effectiveness studies, and financing became more 
important priorities toward the end of the CCCD Roject life. The project did, however, maintain a 
deliberate bias fQr problem-oriented research throughout its existence, The full spectnun of applied 
research projects undertaken by the CCCD Project is better addressed in the companion compendium 
to this document. Tbe compcadium provides detail regarding many of h e  specific research activities 
in which the project engaged. However, the general scope of activities undertaken is illustrated in the 
accompanying box, which provides iz&rmation concaning the two early project yeus, 1983 and 
1984 (see box 3.7.1). 

Overall, and throughout its 11 years of implementation, the ACSI-CCCD project sponsored at least 
265 individual applied ruearch studies. Approximately 106 of these bad Africans a8 principal 
investigators, lad at least 39 more listed Africans iu co-l)rincigd invsati@ators ~r smnd auhrs. - 
~ x c l u d G  reviews and summary articles, at least 89 articles were published in peer-reviewed 
j o d s ,  and many presentations were made at a large variety of conferences, including 6 consultative 
meetings held m e e n  1984 and 1993. 
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The range of topics comprising the focus of the 265 implemented research projects is represented in 
the adjacent figure. Over 75% of all studies were devoted to the three target intervention areas 
(vaccination, diarrheal disease, malaria), whereas about one quarter concerned other interventions 
(e.g., AN, 5%) or support strategies and methodologies (17%). 

ACSI-CCCD Applied Research 
by Study Focus, 1983-93 
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The representation of countries in the CCCD research effort largely reflected the levc! of technical 
expertise present. In general, the countries which accounted for rhe greatest numbers of studies were 
those with a CCCD epidemiologist - Nigeria, Malawi, Zaire, and C6te d91voire. However, a number 
of smaller countries (for example, Togo axd the Central African Republic) did pursue an appreciable 
amount of research activity without a resident epidemiologist. l 

Two summary points should be noted about the CCCD ruearcb effort: 

1. Much of the mearch rctlrity in CCCD uy basic probkrm-ddlnition (or "henltb I 

pmbkm mearcha in Ferchan's typology) or opamtional nseruch. It was directly 
programdriven, and addressed issues of concern in multiple countries. I 
lhm its inception, the CCCD Roject adopted a broad approach to information, 
data, and rcrcurh. Country work plans included both research capacity building 
and strengthening of HIS and surveillance systems as complementary strategies. Both 
approaches were usually developed concurrently. Bilateral projects started to 
implement surveillance activities from the start - establishing sentinel surveillance 

fwqihls t-tjno )hp pCf&ivpnwr g$ w-, 
disease reportkg. T h ; e  dual strategies - ad hcc research ad ongoing surveillance - I 

were intended to provide immediate amwen for immediate program needa (through 
short-term research projects), while simultaneously initiating a more sustainable 
solution (through establ bhed disease surveillance). 



BOX 3.81 

A SUSTAINED PROORAM OF DATA FOR DECISION MAKlNG 
USINQ RESEARCH AN0 SURMILtANCE IN MALAWI'S MALARIA POLICY 
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3.4 Program Benefits of ACSI-CCCD Research 

Apart from the capacity building, which was part of CCCD's research mandate, the direct value of 
CCCD-supported applied researcb to the ACSI-CCCD program and to MOH was considerable. 
Because this is covered extensively in a number of individual publications detailing the impact of 
various CCCD components,' it will not be exhaustively reviewed. However, one model, which 
provides an instructive example of how data can be used in an integrated and systematic fashion, is 
Malawi's program of malaria-related research (see box 3.8.1). 

- 
' A full listing of the over 30 papers and documents in this ARTS (Analysis, Research, and Technical Support) 

series, as well as copies of individual publications, is available from the ACSICCCD Technical Coordinator, 
International Health Rogram Office, Centers for Disease Control and Prevention, Atlanta GA 30333, or from the 
Office of Analysis, Research and Technical Support, Africa Bureau, U.S. Agency for lnternational Development, 
Washington DC, 20523. 
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CHAPTER 4 

AFRICAN INVESTIGATOR INVOLVEMENT IN ACSI-CCCD RESEARCH 

4.1 Role of African Investigators 

The role of African investigators in CCCD applied research has varied greatly. Review of available 
research reports and evaluations has identified six levels of involvement by African investigators: 

1. AMcan investigator research initiated within a formal mearch h e w o r k :  
These were studies initiated by African investigators, approved through a formal 
process of protocol submission and review, and administered and executed by the 
local investigator. This level applies mainly to the projects executed through the 
East/Southern Africa Research Review Committee and operations of the Nigeria 
Research Review Committee. 

2. Informal review and approval of African investigator resarch: In many 
instances, a less-formal process occurred. A local researcher would propose an 
investigation to the epidemiologist or CCCD technical officet and be funded after a 
less-formal review process, which may have involved submission of a protocol fbr 
comments to CDC principals in Atlanta. 

3. Collaborative studies witb CDC: Occasionally, local researchers were major 
collaborators in CCCD studies in a country and were involved not only in executing 
the field investigation but also in developing aad revising the study protocol. 

4. African pnrtidpation in field investigations: In many local studies (usually initiated 
by the CCCD field epidemiologist or technical officer), local co-inveatigmrs assisted 
in executing the study in the field. While it is doubtfbl that this would appreciably 
increase capacities for independently undertaking research, it generally contributed a 
great deal to familiarity in handling data. 

5. Thcsb rcsclrcb of AM- studying abroad: A small number of Africans studying 
abroad (usually U.S. doctoral or Master of Public Health students choosing to do 
thesis research in their native country) w e n  assisted by a CCCD grant. An external 
evaluator in 1985 recommended that CCCD actively promote this option. 

6. Combined traidnflcld study: The prototype of tbh category is the series of 
studies and training sessions conducted by CDC's Malaria branch (with CCCD, 
I-, =irt-*sensiriviry. 'P i re t rak~M 
field study was a modification of WHO protocols devised by CDC principals. 
Modifications and site selection fbr individual countries wete usually agreed upon 
through consultation with local principals and carried out in conjunction with a 



training workshop that focused on specific technical skiils. Preliminary data analysis 
was an integral part of the workshop. Developing preliminary recommendations from 
the study findings was also a requisite part of the exercise, accomplished before the 
workshop concluded. While this model offered little training in protocol development 
and review to general participants, it did emphasize an appropriate approach to 
analyzing data and the use of study results to derive appropriate policy 
recommendations. Development of a publishable document was usually a 
collaboration of one or two local principals with CDC and CCCD personnel. 

4.2 Benefits to African Researchers and Institutions 

From its inception, the ACSI-CCCD Project recognized that there would be a substantial need for 
data to guide and measure the progress of its interventions. Among the obstacles to this goal (as 
stated in the original project document), were "the scarcity of qualified biomedical researchers and the 
lack of institutions capable of supporting biomedical research." To address this, the CCCD project's 
objectives included: 

strengthening African institutions, 
increasing the individual capabilities of African professional staff (Chin, 1985). 

Thus, there were always two dimensions to the goal of increased research capacity - one reflecting 
individual benefit to researchers, the other focused on institutional strengthening. 

A concerted attempt was made, to evaluate the benefits to African researchers and iastitutioas of 
ACSI-CCCD applied research activities (including but not limited to the formal operational research 
component). The findings enumerated here reflect the results of numerous individual interviews with 
participating researchers, focus-group interviews with researchers and program managers, and country 
visits to review research programs in Nigeria aad Zaire. An "expert" group of experienced 
researchers with experience outside the CCCD program was also convened. This process had three 
main findings: 1) individual benefits to researchers were considerable, 2) the contribution to the 
effective use of research (by programs and program managers) was also appreciable, and 3) the 
contribution to creating a sustainable environment b r  research was more modest. 

I In polling counterpart researchers and program managers, several consensus themes were identified: 

1. Most counterparts were relatively new to the field of applied research. They noted 
that the emphasis on problem-based research was a relatively recent phenomenon 
compared to previous research activities in Africa, which were generally the work of 
ibdhriduals, usually sited in medical schools, and not closely related to programs. 

2. ?hey also noted that there had often been previous local efbrts aimed at promoting 
research. Frequently these did not function well becaw of lack of trained personnel 
(human resources), lack of financing, and commitment of the MOH. 

3. Policymaken and MOH personnel strongly endorsed local problem-based research. 
Academics aad internationally based researchers also endorsed this need but were less 
inclined to call it research. Overall, the need for research (however defined) within 
the public health sector of developing countries was widely accepted. 



4.3 Individual Benefits to African Researchers 

i The total number of individual researchers involved with CCCD research projects is difficult to judge. 
Although 115 African investigators are named as principal investigators in various projects, not all of 
these were successfirlly completed. Moreover, some investigators involved in secondary roles on 
large-scale CCCD projects undoubtedly had more research involvement than some named as principal 
investigators for small-scale studies costing SS,000. 

In concrete terms, the ACSI-CCCD program can boast of some 88 original research studies initiated 
by 83 African investigators that were supported by CCCD through one of 4 research review 
committees (EastISouthern Africa Regional Committee; West Africa Regional Committee; Nigeria 
Research Review Committee; or Togo Research Review Committee) under the knnal program of 
research promotion. There were also 39 projects (by 32 African researchers) initiated with full or 
partial projcct support under other mechanisms. For example, investigators participating in malaria 
surveillance networks in Nigeria, Malawi, ad Zaire. In addition, at least 80 African researchers are 
cited in project documents or published reports as co-investigators or collaborators in other 
ACSI-CCCD research. (This may be an underestimate, since collaborators are frequently unnamed in 
informal project reports.) 

A note of caution is warranted - for several reasons, simply counting numbers of studia, 
investigators, or even publications as measures of program success may be misleading (although 
peer-reviewed publication does offer some measure of credibility). These are process indicators; 
although they are important, there is a need for impact and outcome indicators as well. 

A number of specific benefits accrued to researchen aad program managers associated with the 
CCCD program. A few researchers associated with CCCD received long-term training (such as MPH 
or PhD degrees) in American institutions - some through CCCD directly, ad some through other 
mechanisms. Other benefits identified by investigators and program managers included: 

1. Accessibility, The single characteristic of the research program that researchers 
coasistently identified as valuable and unique to ACSI-CCCD) was the "accessibility" 
of the program. By this was meant its ability to develop and submit protocols locally 
(in the w e  of research review committees), receive timely feedback, work on 
modifications, coasult freely with precqmn, clarify anticipated quesdoos, obtain 
relevant journal articles, and procure finding tocatty. In addition, many investigators 
felt strongly that a locally constituted board of experts w a  better able to d e t d e  
the relevance or importance of a proposal, as well as appreciate local constraints. The 
most important f a w e  of the research program was not simply the availability of 
financial support therefore, but the local fibcu and scope of the effort. 

2. Intamdim with apats. Investigators who worked on collaborative vcnturts also 
felt that there was exceptional, immediate benefit gained by local intenction with 
technical experts. Tbus, the pruenca of in-country technical ofiicm, epidemiologists, 
or botb w u  considd s p~~ CCCD mengk Thh was == mcreax&ly f& 
in smaller countries with fewer academic resoutcsa or research institutions. In this 
respect, there was explicit concern that the provision of technical mistance by 
short-term or medium-tenn consultants was mt equivdeut to an In-country presence. 



3. Workshops. Investigators who attended one of several CCCD research workshops 
gave qualified endorsements of this process. They saw the workshops as extremely 
useful for gaining experience in protocol writing, and for learning the procedure of 
putting together a r&search proposal (problem identification, writing a problem 
statement, budgeting, and the like). However, they felt strongly that workshops were 
not a substitute for an interactive process of collaboration on an actual research 
project, and that workshops were too often held in a vacuum, without definite plans 
for follow-up. The expert group of experienced researchers expressed this even more 
strongly. One contributor noted: "Workshops, by themselves, even if they are well 
done, are useless without follow-up!" 

T h e  ~olidtation-review process. mere was qualified endorsement of the formal 
sc iation- review mechanism used by the Nigeria and EastJSouthern Africa 
Operational Research Review Committees. However, it was acknowledged that some 
of this mechanism's practical limitations (for example, membership of the committees, 
and the size of eligible awards) needed to be addressed for more effective operation. 

5. Mentoring. There was a strong sentiment that the "mentor" relationship of working 
jointly on the wolution of a research project was generally the most fruitful 
mechanism for skills transfer in both large and small countries. Tbis sentiment was 
consistent across both donor agencies aad African counterparts. Counterparts 
generally felt that they had been significantly involved in CCCD research activities 
(including generating or shaping research activity and in implementation). Most felt 
they had benefitted from the experience. 

6. Supemision and oversight. Individual benefit derived from the CCCD project 
varied. In general, both research quality and the benefit derived by the researcher 
reflected the effectiveness of supervision and oversight of research efforts. Where 
close oversight or collaboration occurred (as in Malawi, Togo, and Zaire, and in 
much of the rmearch in Nigeria), the perceived benefits of the research experience 
were greatest. 

7. Experience in spedflc methods. Individual benefits appeared to be greatest in 
disciplines or methodologies which were most clearly aligned with CDC's own 
interest, and expertise. These included epidemiologic research, disease outbreak 
investigation, case-control studies, aad surveys of communities and health facilities. 

Suggestions for d m i d n g  bcndlts: To continue to maximize benefits, researchers argued for 
more training, a more directed approach to research capacity building, and continued support of 
small-scale researchers. Counterparts as well as experienced researchers generally felt that training 
was the first priority of a program promoting research. "It is not possible to do effective researcb 
without adequately trained people," was a common refrain. Virtually all respondents agreed that 
basic skills in data management, statistics, and epidemiologic principle were weak. Many 
counterparts and experbcsd xmwchen atguee iix a =rr directed qpmmdz fi '#Pr'rh Cnrracity 
building: While ackaowledging that all MOH personael can benefit to some extent from research 
experiences, they also noted a need for a skilled person(s) to be a core resource for research activity. 
Priority flor p e n o ~ e l  training should be given to people "a~twlly doing that type of work." There is 
a definite need, they asserted, for long-term training. There was also a concern, among the expert 
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group, that the public health estalishment was not appropriately using the skills of researchers once 
they have been trained (that is, there was a fear that they were under-utilized). The need for 
continued support of small-scale researchers was highlighted. Local program managers who had 
acquired some experience in small operational research projects needed some autonomy and funding 
to allow individual initiatives to work. Without this, they noted, skills deteriorate and enthusiasm 
wanes. 

4.4 Institutional Benefits 

The influence of the CCCD Project on institutional strengthening was much more variable. 
Strengthening of traditional academic research institutions was not initially a conspicuous objective of 
CCCD research efforts. This was because 1) CCCD was generally more interested in specific 
problem-solving than academic research; and 2) relatively few capable institutions had a strong 
interest in public health research. 

A number of institutional benefits were derived from ACSI-CCCI?: 

1. In Nigeria the institutional benefits appeared to be twofold - aiding the establishment 
of a framework for research promotion, and improving institutional research capacity 
in the various collaborating institutions and universities, through provision of 
reagents, supplies, technical assistance, and the like. Another such tangible was the 
provision of CD-ROM on-line search capabilities provided to the National Medical 
Library. In general, however, although CCCD gave several countries some 
experience in running a formal review mechanism, it did not leave institutionalized 
review mechanisms behind in most of those instances, with the exception of Nigeria. 

2. Research capabilities of other institutions were often indirectly strengthened through 
CCCD support of HIS and disease surveillance. Provision of computers and software 
to ministries and PHC offices at various levels enhanced these institutions' capabilities 
for both routine surveillance and periodic research. Involvement of universities in 
nationat malaria surveillance networks generally strengthened individual institutions; it 
also improved cooperative relationships with MOHs. 

3. There were many additional benetits to individual institutions and programs. 
Research wmponerrb were included in short courses in health education at the Zaire 
School of Public Health and the Africa Regional Health Education Centre in Nigeria. 
In Zaire, a number of health program were beneficiaries of close working 
relationships with CCCD. Among these were the rural health project SANRU (Santt! 
Rude), and the urban program Santt Pour Tous.' 

' The authors acknowledge special indebtedness to two individuals whohe reflections on their experience with 
operational research in Zain provided considerabb assistam for this document-Dr. Sambe Douale, formerly of 
the SA~RUprojbct, and w a n  Greenbergsr of the PRlCdA project in Zaire. Their work with the Zaire Schaol of 
Public Health and the PRlCOR operational research project in Zain fwni8hed us with many insights on practical 
aspects and policy implications of operational research. 
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4. In Malawi, there was appreciable success in developing institutional capabilities in 
malaria research. Building on research experience developed during drug sensitivity 
surveillance from 1984 to 1987, the program was able to implement the MMRP and a 
number of follow-up projects from 1987 to 1992. Plans have also been developed for 
continuing consolidation of research capabilities in the establishment of satellite field 
research stations and a program of training in research. 

5.  Although there was some collective experience gained from the experiments with 
regional research committees, the institutional benefit of thk effort was limited. Lack 
of a strong regional sponsoring M y  or a mechanism h r  ongoing support were two 
reasons why the benefits of these efforts were not sustained beyond the short term. 

In each of these examples (as well as the individual benefits previously cited), the CCCD experience 
tends to reinforce the finding that the strength of a research program such as CCCD's depends not so 
much upon the sophistication of research, as upon its rslevaacs. Moreover, the intebration of a 
research program into a wider program of service delivery and program assistance maw contribute to 
the mutual strengthening of several componens, although this may also necessitate compromises. 

4.5 Balancing Product Delivery and Capacity Building 

Mention has already been made of the .m?et:ng objectives of ACSI-CCCD applied research - the 
need for usable results versus the n& to hui i capacity and train indigenous researchers. 

The 1990 CHRD report also comments on this dichotomy. It notes that building and sustaining 
reseatch capacity generally includes at least fouv amponents: 

1. individual competence, 
2. institutional hfkastrucnrre, 
3. incorporation of research into policy formulation, and 
4. participation in global health research (CHRD 1990). 

With respect to foreign donor iavolvement in health projects, however, the CHRD report also makes 
particular mention of wbat it sees as a common failing of donor-assisted research - that it often does 
not contain a research institution-building component. Learning from such ~esearcb, it notes, "usually 
accrues more to donor agencies than to developing mmtries, and often much of the actual worG is 
undertaken by foreign consultants rather than national researchers." 

In absolute terms, that was partly true of ACSI-CCCD applied r m c h .  The majority of research 
projects were undertaken with CDC staff as principal investigators. On the other hand, a significant 
proportion of ctudiem were undertaken by African principals, and in many others, the contributions of 
A 2 i m  collaborators were substantial, Throughout its existence, the ACSI-CCCD Project generally 
recognized the need for leavhg research capacity in place. However, in operating under the dual 
constraints of a relatively modest budget aad its (often immediate) need tbr critical program 
i n f o n n a t i ~ n , t B e p ~ e c t w a a a & e ~ h G r a c t i c g ~ m * ~ k W ~ k ~ s i i m  
its inception. 



4.7 CCCD's Contribution to the "Effective Use of Datan 

One consequence of CCCD research that was deliberately omitted from the individual benefits listed 
above was the role of CCCD in "demystifying" research. Described as one of the "prescient" 
aspects of CCCD, this was one of the most widely endorsed aspects CCCD activities. 

Program managers and other ministry perso~el  were generally the first to note that involvement with 
the CCCD project had considerably enhanced their confidence in using data and research for problem 
solving. This was revealed in focus groups with malaria program managers in 1992, in groups with 
other program managers and researchers in 1993, and in individual interviews with both 
administrators and beginning researchers. Although difficult to quantify, this enhanced capacity of 
persons who were not professional researchers to reiate better to a research environment was so 
widely and clearly enunciated by counterparts that it must be seen as a substantial achievement in 
strengthening MOHs. In particular, program managers acknowledged that the CCCD program helped 
ministries put the "tool" of research in the hands of many people, allowing them to use the research 
method as a "management tml" for more appropriate decision making. 

In practical terms, some of the tangible benefits achieved through collaborations were skills in 
identifying problems, methods to define problems, experience in the preparation of a protocol, and 
confidence building to enable program managers to undertake their own initiatives in "problem- 
solving research." In Togo, for example, one program manager noted that its program was able to 
use fewer consultants in later years of the project because local personnel were able to do more. 

Project counterparts also contended that the project, by "demystifying research," had demonstrated 
that research was "no longer something that only academics in universities were entitled to claim." 
They also felt that even if administrators or program managers were not able to undertake a great deal 
of research themselves (because of time constraints or competing priorities), they were still better able 
to interact in a research environment (with universities and academics) because of their CCCD 
experience. 

Several concrete examples of policy applications support these conclusions. 

Zaire: Data were used in program implementation. Drug-sensitivity testing helped establish 
sulfadoxine-pyrimethamine as the second-line drug for treatment of uncomplicated malaria. 
Studies showing inaccurate preparation of SSS caused reevaluation of the strategy for 
promotion of homobased rehydration solutions. Epidemiologic studis of measles in 
Kinshasa showed significant incidence below the recommended immunization age of 9 
months, leading to a re-examiaation of immunization policy and trials of an alternative 
vaccine (EZ). In a debate with the Ministry of Health over the utility of chloroquine 
prophylaxis in first and subsequent pregnancies, program managers were able to support their 
recommendations to the minister with wncrae fiadings. 

Central AM- Republic Facility-based studies of health care worker perfbnnance were 
pivotal in discussions with UNICEF about plans for an accelerated "campaign" of vaccination 
activities, providing a clear opportunity to just@ thg MOW p i t h  011 ULCh kddq. !k#e 
this, later events led to the donor's demands prevailing. Nevmheless, the opportunity to we  
the research findings was still considered a successful use of data for policy. 



Togo: Successive rounds of drug-sensitivity !esting guided the evolution of malaria policy by 
allowing the MOH to evaluate the effectiveness of chloroquine at 10 mglkg and 25 mglkg. 
KAP studies helped guide decisions on the most effective methods for health worker training, 
by comparing performance with different teaching methods. By its use of findings to support 
recommendations to the ministry, this research gave greater credibility (and justification) to a 
training initiative, where changes of established procedures were proposed. As one 
respondent phrased it, "If you need to convince people to change, you need data." 

Several respondents a1.r~ felt that, despite data to the contrary, decisions were sometimes made for 
political expediency raher than being driven by research results. In spite of this drawback, there was 
no desire to abandon the process; rather, there was a very strong consensus that "this is the way to 
go," despite occasional setbacks frcm the political arena. 



CHAPTER 5 

PRIORITY SETTING AND RESEARCH AGENDAS 

5.1 Research Priorities of Review Committee3 

Priorities in the CCCD operational research component were initially established from an ad hoc list 
drawn up 'by the Evaluation and Research Division of MPO. This list was used in guidelines for the 
EastlSouthern Africa Regional Review Committee and was subsequently adopted with modifications 
by other research review committees. This process had two weaknesses: 

First, it did not establish a dynamic process for determining research priorities, but 
simply established a one-time inventory of topics; and 

Secondly, the priorities were essentially donor determined rather than negotiated. 

To establish a suitable agenda, the process should generally include three steps: 

1. First, the major health problems or researcb questions must be identified. 

2. Then, the problems need to be prioritized according to the importance of each and the 
feasibility of W i n g  a research solution. 

3. Finally, a strategy to address questions and to implement solutions must be developed, 
including the matching of research to existing or potential resources. 

Although the guidelines for the operational research under the review cotanlittees identified a wide 
range of important health problems, no attempt was made to rank or prioritize them (undoubtedly out 
of concern for "limiting" researcb options). In addition, review of submitted protocols showed that 
the policy implications that wre envisioned for individual projects were often only broadly or vaguely 
defined (e.g., "...to contribute to existing knowledge," or "...to provide the basis to plan appropriate 
strategies"). In this context, therefore, the' program should realistically be viewed mainly as a 
training exercise in researcb skills. It would probably be unfair, therefore, to expect it to have a 
substantial effect on policy or programs. 

It should also be noted that, although the chosen guidelines were quite broad, there wre a few 
occasions when protocols were rejected because they did not conform to the CCCD guidelines, 
although these proposals often did deal with mjor local health problem (such as guinea worm, 
nutrition and acute respiratory infections). Although a negotiated set of priorities cannot by itself 
eliminate all such debates, an rrgrd-upon set of ptioritia wi!! m v  dc n??lrh rn mskc ol.Fk d & h s  
more acceptable to researchers. 



In a 1986 assessment, evaluators of the CCCD project also endorsed this view. While acknowledging 
that the list of research topics set by CCCD had "great relevance to CCCD", '-hey also noted: 

A clearer statement of research priorities is needed from African program managers. 
The evaluation team suggests that CCCD use the annual consultative meeting as a 
forum to discuss research priorities (LaForce et al., 1986). 

In fact, at the 1986 consultative meeting, this process was initiated with appreciable success by one 
component of CCCD - the immunization activity (see box 5.1.1). Although this mechanism did 
provide usefir1 guidance fkr the conduct of EPI-related research in CCCD, it was never formally 
embraced as a mechanism for agenda setting by the CCCD program as a whole. 

5.2 Other Mechanisms for Priority Setting 

In addition to the formal mechanism used by the immunization program and the approach taken at the 
inauguration of the CCCD Project, several other methods were used over the years to determine the 
nature of research undertaken by the project. 

1. Informal consensus: Individual technical officers generally had appreciable latitude in 
determining project work plans and activities on a short-term basis. Regional epidemiologists 
had an even greater freedom of choice. During the process of negotiating annual work plans 
with local counterparts, the local CCCD project was often able to identify specific 
programmatic issues that could be addressed by research. If capabilities within the country 
allciwed it, the research could be initiated locally. If the technical officer or counterparts felt 
that tzchical assistance was necessary, resource at the CDC could be requested. In practice, 
this might be provided by IHPO, the Division of Immunization, Enteric Diseases, Special 
Viral Pathogens, or any other office with the required expertise. 

2. Regional meetings: These were a means for technical officers or counterparts to identify 
common program concerns and request assistance or guidance from CDC principals. These 
included annual project-wide staff meetings for CCCD staff and six biennial conferences for 
CCCD staff and African counterparts. At these forums, technical officers and CDC 
researchers could propose specific problem-based research to answer program questions. A 
number of operational issues were idenhfied through this mechanism - for example, declining 
use of ORT cornen, high dropout rates in EPI programs, and low coverage for m a t e d  

L 

tetanus immunization. Regional meetings were also used by the respective branches in CDC 
to present agendas of proposal research priorities to field statr and other CCCD principals. 

3. Global ram& prioritia: Several global brums have periodically identified priority 
research issum fbr their programs. One of the but  known of these is the EPI Global 
Advisory Group. Often CCCD's agenda for research was highly influenced by these global 
priorities. In many respects, the CCCb Roject was an ideal veQicle for such research: it 
encompassed a broad range of countries ~DCI geographies, aad information derived from 
~1~cm8fi1l reepar~h rn111t-I ha & *& a &=- ei. - 
Moreover, the availability of regional funding from a central budget meant that a single- 
country allocation would not have to support an entire largescale project. 

Prior@ Setring 



BOX 5.1.1 
A MEWOD FOR IDEWIFYIIYO RESEARCH PRK)RITIES IN EPI 

A S P . R ~ ? A C S C C C C O ~ ~ ~ + ~ A ~ H C ~ . H K ? ~ ~ C D C ' ~  D i n n s k n o f ~ o d b n o ~ m  1 9 8 7 t ~ ~ t e r i 7  
pm~bbrg USLSC-~ t~ --trd mriviirir rir me ccco anr me l~rr  ha^. 
und.phRm upart  sf Mb C O B d o n ~  wrr to M m w  tPk.l.ted mrwc),pddbk~ that -&#be put of dt. hint 
W # ) - D O l w o n t ~ ~ d e n r ~ r t 2 ~  A b 5 t o f f 7 p m ~ w u ~ 8 d ~ p r ~ r l r ~ n s w i l h  
coH.rquw M i n g  h dho CCCD Ctoj.ci. The W m c o  and d.wjy of enlr prolprolect wua bn'eUy &&bat lRo &t 
w u  r n ~  castributod b r  review rn coama wr-th expuab* b me 6# ROW~WUS wrrrr &to m h  m& p-d 
o n a p M i y s c . h f m m  1  co 10, tocmmwtan t h e ~ & , n d l D ~ t n y h C p h g n b r # y ~ & I n . r w m  
not on M. &t r & . w . ~  rotund tho A.t afpmpasdproj.ci, mm& w u r d  cammrair. Tw.n(y.twv 
reviewus -0 CDC stJT or work& hu tho CCCD Rojwct nto rmmhb@ 19 A m  MOICt, WHO, w 
univwltWltatr A kjthg of Ilh sk SMut m k d  md hu b w u t  m k d  Indavuage rw- on sc& of 1  to 101 b 
pronnded bahw. N4 Wbbnd prol.el wm s ~ e s t d  mum than one* 



4. "Piggyback" research: On occasion, ongoing research afforded an opportunity to 
conduct additional research without major additional cost. This "opportunistic" research often 
yielded useful secondary data. For example, field trials of several confirmatory tests for 
urinary chloroquine, assessment of mothers' histories of fever, and electron microscopic 
studies of placental malaria were all initiated as secondary investigations to other research. 

Although the above mechanisms all offer some link between the problems identified by public health 
programs and research undertaken, with the exception of the EPI-related process they do not ensure 
that the research program effectively addresses the felt needs of individual countries or country 
programs. Neither do these mechanisms establish a clear national agenda by which various parties 
implementing research may be coordinated and controlled. 

These two concerns have increasingly become the focus of ENHR initiatives in developing countries. 
Although such initiatives are a relatively recent phenomenon, they have been enthusiastically 
embraced in Africa. A significant step in this direction was made at an African conference on ENHR 
held in Uganda in 1992 (see box 5.3.1). 

5.3 Developing Country Perspectives on the  Need for a Research Agenda 

The topic of setting priorities in research is not a new one. However, concrete measures to address 
the need for a research agenda are relatively recent initiatives in international health. In 1989, a 
Nigerian conference on "Priorities and Process for Health Research in Nigeria" offered one such 
perspective. Noting that "external sources have been singularly responsible for the bulk of support for 
research programmes in the health sector," while local governments devote an "insignificant 
proportion" of budgets, one commentator questioned whether African governments can hope to 
harness beneficial research efforts and limit unethical ones in such a s h g .  

As a solution, he proposed the following: 

It is essential for recipient nations to ensure that such finds are disbursed on projects 
that are 1) considered to be of priority and therefore justifiable on the grounds of 
relevance, 2) theoretically and methodologically sound, and 3) ethical, and in which 
indigenous manpower is used. This in effect means that recipient countries must set 
priorities in health care research aad must develop the appropriate framework within 
which the external agencies can fund research (Erinosho, 1990). 

Although observers are sometimu surprised by the revelation, the above perspective is often shared 
by donor agencies. These agencies have many times been equally vocal about the lack of clear 
guidance on researcb prioritisa in developing countries. In general, if there has been discord between 
developing country priorities and domr priorities (and there often has been), two factors that are 
clearly within the control of developing countries frequently contribute to the situation: 1) the affinity 
of academics (even in developing countries) for basic research; and 2) the lack of a clear, indigemus 
rpxparrh a o p n A ~  

Focus groups and interviews with African researchers and program managers (as well as others 
experienced in promoting research capacity), uncovered a number of points regarding research 
agendas in donor-sponsored programs. 
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BOX 6.3.1 

ESSENT~AL runow HEALTH RE SEAR^ IN AFFUCA - THE KAMPALA CONFERENCE 

In ApnY 1992. en dntmthn& am- arr ENHR was W h  KmPe,a* U~ndk unabr the spmwmhpp 
of t h e h t s m a t ~ D e v ~ R . ~ C e m m o f ~ m d a h b  T w s k F a m a n W h R . s e a n 9 1 ~  
Development. Of 46 attendees,  the^^ wsn 39 Afric8n psrtkipmts and l4Afrlcm cwnrrAss 
mpmsmted. 

rnisconfirmmcr aljoptuyeda ' I ' r H k ' r o r k h  e s t 8 M W ~  MInmm1y &I- MwmdlOlldJ 
m s e M s m  fw f8eiAituthg tlk E M  strntw. XWs TClts w a  e w t ~ ~ a &  cmb&$ih the 
COHR1Fb. establWmd u 8 WCC~SJO* b& to thr Task Carrcr on CkrHlt lbsmmh far 0.u-1 kr 
Merrch 1993. 

Although it was widely recognized that development agencies oftea "have their own agenda," 
researchers and program managers did not necessarily s w  an inhaart conflict between that fact and 
their own administrative priorities. However, they did feel that separate agendas can occasionally 
result in "imposed' projects, for which country participan~ feel absolutely no ownership. It would be 
very difficult for such projects to have meaningtirl influence on national programs or policy, 
regardless of the quality of the science involved. 

Fn_r res~arch h v ~  inflt~~nt-P a ,he I rnrol it ttrm. h a l : a r d  eh-e :* mL-..l.J :-..A ..- ..A 
+ r r r r l n T u Y w m n v u ~ t t ~ + ~ ~  

can influence implementation. "You cannot be in charge of a program and be a passive onlook er... 
and be expected to use the results!" was one significant comment. Aithougb negotiated research 
priorities were, in fact, a traditional strength of the CCCD Project, the few exceptions were readily 
identified by counterparts, 



In general, program managers recognized that differing agendas were often an intrinsic part of doing 
business in donor-assisted programs, acknowledging that donors had not only political and policy 
concerns at stake, but also training needs, opportunities for professional advancement, and individual 
academic interests. Despite this, they expressed considerable confidence that a suitable set of priorities 
could be negotiated between donor-assisted programs such as CCCD and local programs. 

Most counterparts also expressed the belief that the research priorities of developing countries cue 
generally lrnown to program managers, even when not explicitly embodied in work plans. What was 
needed, then, was simply a process for identifying and prioritizing these ideas, whether through 
convening a national worlrshoplconference, Delphi merbd ,  or other means. In terms of a national 
research agenda, it was felt that internal coordination of research agendas (among different vertical 
programs), and external coordination with d o w n  were both needed. Counterparts also believed 
strongly that research must be grounded in some clear local need, even if it also pravided information 
for wider global questions. 



CHAPTER 6 

ETHICAL OVERSIGHT, HUMAN SUBJECTS, 
AND INSTITUTIONAL REVIEW BOARDS (IRBs) 

6.1 General Ethical Principles 

For the ethical conduct of research in a program such as the ACSI-CCCD Project, there are two areas 
for consideration. The first is a universal set of principles that should govern the conduct of research, 
whatever the setting. The second is the consideration of factors specific to the international setting 
and to the nature of collaborations involving external sponsorship of research. Two specific concerns 
are associated with the latter: 1j :he difference in cultures between the donor and recipient, and 2) the 
constraints of government sponsorship of research (in this case, the U.S. Government). 

In practical terms, the nature of co~~ahorative research in an international setting requires that the 
ethical principles governing those activities meet the requirements of both countria involved. 
Fortunately, there is relatively little divergence among the ethical standards established for research in 
the major industrial countries, or between those standards and the more recently established consensus- 
standards established under the auspices of the United Nations. This is in large part because of 
common origins. These principles emerged after World War II in the 1947 Nuremberg Code, the 
1964 Helsinki Declaration, and its subsequent revisions. 

In the United States, much of the impetus for codifying the principles of & i d  research also 
developed after the Nuremberg trials of the 1950s. However, two specific and wellpublicized issues 
added additional weight to the d e m d  for clear ethical guidelines during the 1970s (see Brandt, 
1978; Jones, 1981; Rothman, 1982; and Edgar, 1992): The first of these (ad the IBOS? important in 
influencing policy) was the socalled '"l'uskega Studyn of untreated syphilis, in which rural black 
men with syphilis went untreated fbr 40 yean. Tbe second controversy (which had a similar but less 
publicized impact) was the so-called "Willowbrook Study," involving hepatitis experiments at an 
institution for the mentally retarded. 

Both studies, once publicized, revealed a surprising lack of oversight and attention to ethical concerns 
during long-term research studies. Both involved vulnerable subpopulations at particular risk of being 
exploited for researcb purposes - mral black men, "mostly poor and uneducated," in the case of the 
Tuskegee study, and institutionalized patients in the case of Willowbrook. 

It was largely in response to public outrage surrounding the publicizing of the Tbkegee study that the 
1974 N a t i d  R d  Act (P.L. 9s-348) was passed, and with it, the commission established that 
warrtdmT6fEi the bait &id principles 6 r  human sub im research. %is commission was the 
National Commission for the Rotedion of Human Subja$s of Biomedical and Bduvionl 
Researdr, and it met from 1974 to 1978. 



Two of the more relevant documents which define the ethical standards for health-related research in 
the United States are the Belmont Report (1979), and the Code of Federal Regulations 45 CFR 
&The R o t d o n  of Human Subjeds (1983). The latter initially applied to research funded by the 
Department of Health and Human Services, but was extended in 1991 to reseatch sponsored by other 
U . S . Government agencies. 

The 1991 amendment also included a specific provision governing research in foreign countries. It 
allowed procedures operating in those countries to be substituted for U.S. requirements when "the 
procedures are at least equivalent to those provided in this policy." 

Whereas these documents enumerate the legal principles and regulatory requirements governing 
research, far more detailed guidance is provided by the O m a  for Protection Itom Re,mr& Risk of 
the National In s t i aa  of Health in its Institutional Review Board Guidebook, Protecting Human 
R e s d  Subjects (OPRR, 1993). A shon but detailed guide is also provided by the DHHS 
publication, Guidelines for the Conduct of Research within the Public Health Service (DHHS, 
1992). This publication also provides useful guidance on issues such as authorship, publication 
practices, and supervision of trainees. 

As highlighted by the Belmont Report, three principles should underlie all research involving human 
subjects-respect for persons, beneficence, and justice. 

Respect for penons: Tbis requires that persons be able to decide for themselves 
whether or not to participate in research, and, if incapable as, for example, with 
children, that their rights be protected against harm or abuse. This is the principle 
upon which in!krmed consent is based. 

Bawncma: This requires that the risks imposed by research must be justified by 
benetits. It requires that risks be mmmued 

. .  . in all cases. 

Justia: This is a pardculady relevant principle in the context of international 
collaborative mearch. It requires that "research should m t  unduly involve persons 
from groups unlikely to be among the beneficiaries of the subsequent applications of 
the research." L i e  bendicence, this is often a value judgment, which requires 
weighing benefits and examining alternatives. Consideration of this principle is one 
of the functions of an ethical review committee or IRB. 

In the international context, the principle guidance for & i d  research bas been provided by the 
several revisions of the 1964 IWdrL1 Deckation (1975, 1983, 1989) and by guidelines derived 
From those principlm, released as proposed guidelines in 1982 by the Couadl Ier IatcrrrPtionol 
Organizations of Medid Sdawg (CIOMS), and in finalized version (after a 10-year period of 
comment rrnd reviabas), as the Iatanrtio~I Guiddinss tot Biomedical Rcaardr Involving 
Human Subjeetr, (CIOMS, 1993). In addition, the CIOMS rscently developed and published 
w-*=@-mr- . .  

k b  - t w i k , ~ ~ ~ o f o ~ ~ ~ ~ ~ ~ f  0 

extensive consultations with experts in many countries and organizations" (CIOMS, 1991). Although 
these guidelines were not intended to supersede other ethical standards, they addressed specific 
situations relevant to epidemiologic studios, One of the WHO personnel serving as an advisor and 
consultant to that project was a firmer regional epidemiologist in the early years of the ACSI-CCCD 
Project. A brief chronology of these milestones is shown in the accompanying box (see box 6.1.1). 



BOX 6.1.1 
RMULATK)NS AlYO C-3 GWEfWNO HUMAN SUBJECTS RESEARCH: A CHRONOLOGY 

10L7: ~hrI#lmnrbullCa& A u t o f e ~ r i u l r ~ c f t . f t r d m l T i r 4 1 . - ~ i v r r # r d s c i m t b ~ r ~ h o  
conducted modled expaim.nu on -tmtbn c m p  p&omfs. 

1972 'SLplY Vkakrr WMo 7W8#.' l lhw~m$ms h t l t .pqpu&rmrdlrpmvol toorcmrp.co~ the 
Twl rw~ SyphUk Snrdy, hd i r ro  ta t . n n h h  of M. ~ 8 w d  b.Ow h 1932. -t MI* prompt 
p.sscrp+ of the 1974 Mthd f k - h  Act. 



Among the documents cited, the Helsinki Declaration and the Belmont Report bear certain similarities 
since they identify the general principles that govern ethical research. The International Guidelines 
and Federal Code, on the other hand, identify specifics derived from those principles - for example, 
the nature and composition of IRBs. m e  full texts of the Belmorrr Report, the Code of Federal 
Regulations 45 CFR 46, and the CIOMS Guidelines are included as appendices to this document. 

For much of the life of the ACSI-CCCD Project, the international consensus regarding research was 
relatively illdefined. Although, in general, there was clear agreement on underlying principles, there 
was generally less familiarity in individual countries with how these principles should be embodied in 
practice (for example, the naaue and composition of IRBs, protection of vulnerable populations, and 
standards for informed consent). 

6.2 implications for Collaborative and Sponsored Research 

In developing country research, there is often more agreement on ethical principles than on the 
logistical issues relating to the implementation of ethical standards. In the ACSI-CCCD experience, a 
number of practical issues arose that are relevant to simiiar programs. In general, these were related 
to three main areas: 1) the composition and functioning of IRBs, 2) delays and logistical problems in 
the review process, and 3) the intrusion of political considerations into "the scientific arena." 

When the CCCD operational research component was initially proposed, provision of a local 
mechanism for ethical review was clearly identified as a priority. The mechanism proposed was that 
"authorization 'be obtained" for the regional research review committees to serve as branches of the 
CDC IRB. In the interim, proposals would be required to undergo institutional review at CDC before 
being funded. Incorporating ethical review into the research review committees proved problematic 
mainly because of the stipulated membership requirements of IRB. 

In the case of the ACSI-CCCD Project, the attempt to make the review committee responsible h r  
both technical review and ethical review was a departure from the norm. The m r e  common 
arrangement in industrial countries is for technical review to be carried out by one body and ethical 
review by another (after the study has p u e d  technical review). 

In general, many ACSI-CCCD projects fell within the categories of "exanptn reseudr (e.g., routine 
questionnaire surveys not addressing sensitive or confidentid issues and m t  collecting personal 
identifiers; e.g., retrospective record reviews not involving personal identifiers) or were nminimal 
riskn studies, qualified fbr "expalikd revieww (no significant risks or confidentiality concerns). 

Exempt raearch: This h research that does not require any institutional ethical review. For 
U.S.-supported research, the wegoria are defined by U.S. federal reguiations, and include 
1) research in educational settings involving normal educational practices; 2) educational 
testing; 3) ruearcb involving survey or interview procedures, except when the ruponses deal 
with sensitive persorrai bhvbr, rn pcmmhQ &im@ig lij i i e  -iiidiviud and are recorded 
in such a way that the individuals caa be identified; 4) research involving observation of 
public behavior; and 5)  research involving the study of existing, publicly available data. 



MMmal risk studies: Such studies do not meet the conditions of exempt research. 
However, because they entail little additional risk, they generally do not have to be reviewed 
by the entice IRB, and can usually be reviewed by an expedited process. 

One of the more important functions of institutional review applies where new iahnnation becomes 
available during the come of a study. Whether this information comes from the study itself or from 
other sources, it is the investigator's responsibility to bring this information to the attention of the IRB 
if it is likely to have a bearing on the rish or benefits of a study. In this respect, IRB permission to 
conduct a specific study is always subject to rzview if circumstances change. 

This has happened on a few occasions in ACSI-CCCD. In one irutauce, amodiaquine was dropped 
from a clinical trial evaluating chemoprophylactic agents in pregnancy, following published reports of 
adverse effects. In a contrasting example, a trial of vitamin A in measles was discontinued when 
strong evidence of the intervention's effectiveness was suggested by published reports. In this case 
the question was whether it was ethical to wizhhoId the beneficial intentention from the controls, 
rather than one of submitring subjects to ao adverse intervention. In both circumstances, proper ethical 
review of the changing circumstances required premature termination of the research. Each of these 
instances provided useful experiences for counterparts. 

In a small number of cases, political concerns also influenced what research could bo undertaken. 
One limitation commonly imposed was on the handling of blood samples. A small (but significant) 
number of projects had to be aborted because countries that did mt  have specific local laboratory 
capabilities would not allow blood samples to be taken out of country. When the results of such 
studies represented important information for programmatic decisions, these limitations presented an 
interesting ethical dilemma - a choice between decision making with incomplete data and respect of 
sovereignty. In reality, the question was largely academic, because the CCCD project was required 
to always respect the wishes of host governments in such marten. But in a largtr' sense, a project 
may occasionally have to decide whether 1imiu;rions on its objectivity or ability to operate are of a 
nature that interferes substantially with its scientific mission. 

In the CCCD experience, difficulties were most often caused when clear standards did not exist or 
were not known beforehand. ?his suggests that identification of such norms and limitations should be 
a priority for researchers in international collaborations, particularly in situations where a country's 
concerns and sensitivities are predictable (ibr example, with respect to AIDS-related research). 

6.3 Publication and Authorship 

Ethical protections that address the rights of research subjects are now a fairly wellestablished 
convention, both in the United States and internationally. Ethical protectioas that address the rights 
and responsibilities of researchers ace less well established. 

What are some of the concerns in question? In 1989, the Institute of Medicine (IOM) in Washiigton 
D-C, hr#y i n r e s p s e ~ ~ + s e r w ~  iiimiw . .  . 

&"%W-and-frarpd,* 
a committee report, Thc Reapondbk Conduct of Rcwrch in the H d t h  Sdenas (IOM, 1989). 
Unlike the previously mentioned reports, which dealt largely with human subjects, this one addressed 
the conduct of researchers themselves. It noted that most universities and rsaearch institutions 
depended on a system of "self-regulation ... and individual raearchecs' professional standardam to 

W l u a m i ~  



ensure ethical cmdrct. I t  found that few universities or academic ins:itutions had any explicit 
standards for responsible research practices. Formal oversight was also rare. Mo:mver, the IOM 
found that research communities as a whole generally tolerated "too many substandard practices." 
Finally, this group identified several real and potential areas of abuse. One was that "pressure to 
publish" and emphasis on the number of publications (rather than their quality) have generally given 
rise to a number of questionable practices including: 

"honorary authorship" or "gin authorship"; 
repetitive publication of short-term research results; 
fragmenting studies into m y  parts resulting in "multiple, overlapping and trivial papers"; 

* neglect of young researchen by peen and menton; 
inadequate training and supervision; and 
sequestering or withholding of research data from peen and colleagues. 

The IOM report also cited a number of "distastefd" practices that compkmise research integrity even 
tbaugh they may not constitute actual rniscoaduct. These include: 

misuse of statistics, 
selective interpretation of data, 
incomplete acknowledgment of contributions h m  colleagues or trainees, and 
incomplete or inaccurate publication. 

In its conclusions, the IOM report infen that sloppy or careless research policy aad practices may, in 
the long run, cause more damage than deliberate fraud or misconduct. Among the IOM's findings, 
two stami out as particularly rdevaat to international collaborations. The fifst concerns inadequate 
training and supewision. Although, in the CCCD experience, limited training aad supervision were 
more consequences of geography and limited persomd resources than pressure to publish, the report 
does p in t  out that inadequate supervision and monitoring during the implementation phase of a study 
.;an lead to sloppy or fraudulent data. The IOM places the responsibility for this sqmely on the 
sponsors of research and supervisors, rather than on researchas. The second concern relates to 
authorship. To its credit, the ACSI-CCCD Project (and the CDC divisions involved) did have an 
informal policy by which the principal collaborating scieatist for a re~earcb project generally bad to 
be cited as a co-author if a CIX priocipal was first author. However, becawe of the nature of the 
CCCD Project itself, there generally was at least one counterpart scientist (whether a researcher or 
program manager) who had substantive input into the planning, development, or execution of 
in-country research. In some instances the project went fuither. In the case of supported malaria 
research, for example, CDC's Malaria Branch actively encouraged inomtry researchers to assume 
first authorship of many of its publications. Of 56 malaria-related publications, 22 list Africans as 
first authors (including the main chloroquineres'wtance studies done in Malawi, Nigeria, Zaire, and 
Cote d'lvoire); 16 others list an Amcan as secoad or third author. 

Among the specific r a c o d & m  3f the IOM report, a number are probably relevant to the 
ACSI-CCCD experience and similar programs of collaborative reswch: 

- F ~ ~ ~ e L k k o C r ~  sdi-ub-,- 
. specifications for retention of primary data (3 yean is the usual suaestion), staadards for 
training and supervision, and specific policies and procedum for responding to allegations of 
miscoaduct. 



F o d  authorship policies. Authorship credit should be based only on substantial 
contributions to ALL of the following: (a) conception and design, or analysis and 
interpretation of data; (b) drafting the manuscript or raising it critically for important 
intellectual content; and (c) final concurrence with the version published (International 
Committee of Medical Journal Editors, 1988). These recoalmendations are already part of 
the Uniform Requirements for Manuscripts Submitted to Biomedical Journals. 

A reassessment of institutionat rewards for publi~t!on. This was proposed with the 
intention of decreasing the importance of the n&r of publications in professional 
advancement, and increasing the relative value of research "quality." 



CHAPTER 7 

CONCLUSIONS 

This review was able to identify a number of specific strengths of the ACSI-CCCD program of 
research, as well as a few limitations and weaknesses. 

7.1 General Conclusions 

1. The program of research was able to fulfill its two main objectives: solving problems 
impeding the achievement of project goals, and buildiig African research capacity. 

2. African researchers generally appreciated the opportunity afforded to collaborate with foreign 
"experts." This process was effective and operated well in practice. It also compared 
favorably with other bilateral and multilateral firnded research. There also seemed to be a 
consensus that the country counterparts did have a significant input into the formulation stage 
of defining and developing research topics. 

3. There were several specific advantages of the mechanism that the ACSI-CCCD Project used 
in conducting research. These included the following: 1) generally close cooperation with the 
MOH; 2) responsiveness of research to specific policy questions; 3) generally very good 
communication lines betwwn programs and the persons determining the appropriate priorities 
for research; 4) generally good communications between diffeteat vertical programs (e.g., 
EPI and malaria) through regular staff meetings (under the umbrella of CCCD); and 5) a 
"problem-oriented" approach to research, allowing direct links to implementation and 
application of results. 

4. Logistically, a major advantage of the CCCD program wa9 the ability of in-country personnel 
to make decisions on Wing of research. 

5. There was appreciable tramfer of skills as a result of the programs of applied research carried 
out within the ACSI-CCCD Project. 

6. The greatest perceived benefit of CCCD research was in improving the ability of MOHs to 
use data from all sources (surveillance, research, or routine monitoring) more effectively. 

7.2 Remarch Agendas and Priority Setbng 

1. Most countries in which CCCD had bilateral projects did mt have a clear research agenda to 
cieffmbedmw. i f i a W - ~ ~ ~ o n a I t r r d  
Itoc basis o h  determined by the availability of dowr fuads. 



2. ACSI-CCCD assistance helped identify specific program issues that could be addressed by 
targeted research. 

3. It was generally easier to identify specific research priorities in CCCD because, in general, 
the same team of persons was engaged in program implementation and service delivery as was 
involved in selecting appropriate topics for research. 

1 4. The ability of the ACSI-CCCD to set a meanin@ research agenda was enhanced by the 
availability of resources with which to carry out priority research. 

7.3 Usefulness of Research - Its Impact on Policy and Practices 

1. There was a broad consensus that the results of CCCD research were practical and useful to 
Programs- 

2. African counterparts most often cited examples of country-specific, problem-based research as 
applications of CCCD research that were most useful to their programs. 

3. The usefulness of research initiated under the review committee mechanism aod its potential 
for program impact were often limited by uneven quality aad lack of wide dissemination. 

4. The direct effect of research findings on programs or policy was often tempered by political 
or social considerations. Although research recommendations did not always have the desired 
outcome, researchen and program administrators remained strongly committed to the research 
process. 

5. Although research-based policy changes have been encouraging, there has not always been a 
corresponding change in actual practices at the peripheral level. 

7.4 Capacity Building 

1. The role of CCCD in capacity building w a  g e n d l y  greateat in developing individual 
research capacity. CCCD's role in strengthening institutional capacity was more limited. 

2. Institutional benefit to MOHs was generally greater than to academic institutions. 

3. Individually, a number of countries did generate compelling benefits to academic institutions 
though collaborative research. Tbis was probably greatest in Nigeria and Zaire. 

4. Institutional benetits were generally twofold - supporting a framework for research and 
providing supplies and materials. 

. .  . 5- A ~ ~ O f . 4 C S I r r r n m ~ ~ ~ ~ ~ ~ ~ 1 4 *  
in "demystifying" research and creating an environment that fostered decision making based 
on "hard data." The use of research as a management tool had both individual and 
institutional benefits. 



The role of nsevch capacity building was sometimes subsumed into the immediate need for 
producing data or results for the ACSI-CCCD Project, particularly where stdies were needed 
to address specific obstacles to program effectiveness. 

"Mentoring" through research collaborations has generally proven to be the most consistent 
mechanism for research capacity building in large aad small countries. 

The impact of the review committee mechanism as a meam to promote research has been 
nixed. It is probably most suitable f ir  larger countries with fairly wellestablished academic 
communities. 

Dmwbaclu associated with the research committee process include problems ensuring 
adequate supervision and guidance for projects, uneven research quality, and inadequate 

' dissemination. 

There are a number of Io~Jsticid problems that make regional coordination of research 
difficult. This rnrSmbv is most likely to be effective if supported by a strong regional body 
and ongoing means to sustain it. 

7.6 Opemtiond lrruer and Concern 

Differing priorities between funding agencies and developing countries were acknowledged by 
most counterparts, but were not generally seen as insurmountable obstacles. 

Research projects were most likely to gain ready by counterparts when they dealt 
with clearly identified priorities of the MOH or individual programs. However, even when 
them was not a clear link between immediate program goals and research, acceptance was 
favored by involving country counterpar& a! m early stage of the project's development. 

Projects were least likely to gain acccptPnce when they were htroduced as an accomplished 
fact, when they did mt have clear and direct links to exking program, aPd when there was 
an imbalance between the levels of participation of foreign consultants and local investigators. 

The conssnrus among program counterparts was that CCCI) had proven itself, not only In 
terms of memh but also in product delivery and program support. 

There was equal concern, in view of this success, about the end i  of the regional CCCD 
PFeject, 



3. Although the CCCD Project achieved significant gains in program support, it was generally 
recognized that longer term strategic planning, and active rather than reactive engagement, 
required that significant local capacity be in place. In general, the project had not fully 
achieved this at the time it ended. 

4. In general, participants in ACSI-CCCD research from all perspectives saw the continuing 
need for a program of technical assistance in research (problem-based research, in particular). 
It was generally believed that this should be multidisciplinary, include significant in-country 
support, allow for regional initiatives (to address problems of interest to more than one 
country), and incorporate longer term training to a more substantial degree than pursued by 
CCCD. 
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SUMMARY 

On July 12, 1974. the National R m h  Act (Pub. L. 93-348) was signed into law, then-by creating the National 
Commission for the Protection of Human Subjects of Biomedical and Behavioral Research. One of the charges 
to the Commission was to identify the basic ethical principles that should underlie the conduct of biomedical and 
behavioral research involving human subjects and to develop guidelines which should be followed to assure that such 
research is conducted in accordance with those principles. In carrying out the above, the Commission was directed 
to consider: 

(i) the boundaries between biomedical and behavioral research and the accepted and routine practice of 
medicine, 

(ii) the role of assessment of risk-benefit criteria in the determination of the appropriateness of mearch 
involving human subjects, 

(iii) appropriate guidelines for the selection of huxnan subjects for the partic~ption in such research and 

(iv) the nature and definition of informed consent in various research settings. 

The Belmont Report attempts to sumrnarizs the basic ethical principles identified by the Commission in the course 
of its deliberations. It is the outgrowth of an intensive four-day period of discussions that were held in February 
1976 at the Smithsonian Institution's Belmont Conference Center supplemented by the monthly deliberations of the 
Commission that w e n  held over a period of nearly four yeam. It is a statement of basic: ethical principles and 
guidelines that should assist in resolving the ethical problem that surround the conduct of research with humm 
subjects. By publishing the Report in the Federal Register, and providing reprints upon request, the Sacrttary 
intends that it may be d e  readily avdable to scientists, members of Institutional Review Boards, and Federal 
employees. The two-volume Appendix, containing the lengthy reports of experts and specialists who assisted the 
Commission in fulfilling this pad of its charge, is available as DHEW Publication No. (0s)  784Xl14, for sale by 
the Superintendent of Documents, U.S. G o v e m n t  Printing Office, Washington, D.C. 20402. 

Unlike most other reports of the Commission, the Belmont Report d a s  not d e  specific recommendations for 
administrative action by the Secntuy of Health, Education, and Welfare. Rather, the Commission recommended 
that the Belmont Report be adopted in its entirety, as a statement of the Deputment's policy. The Department 
requests public comment on this recommendation. 

Appendix 1 
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Ethical Rinciples and Guidclincs for Research Involving Human Subjects 

Scientific research hrs produced substantial social benefits. It has also posed some troubling ethical questions. 
Public attention wps drawn to these questions by reported abuses of human subjects in biomedical experiments, 
especially during the Second World War. DuMg the Nuremberg War Crime Trials, the Nuremberg code was 
drafted as a set of stnndards for judging physicians and scientists who had conducted biomedical experiments on 
concentration camp prisoners. This code became the prototype of many later codes' intended to assure that research 
involving human subjects would be carried out in an ethical mpnner. 

The codes consist of mles, some general, others specific, that guide the investigators or the reviewers of research 
in their work. Such a les  often are inadequate to cover complex situations; at times they come into conflict, and 
they arc frequently difficult to interpret or apply. Broader ethical principles will provide a basis on which specific 
rules may be formulated, criticized and interpreted. 

Thxw principles, or gened prescriptive judgments, that am relevant to research involving human subjects are 
identified in this statement. Other principles may also be relevant. These three are comprehensive, however, and 
are stated at a level of generalization that should assist scientists, subjects, reviewers and interested citizens to 
understand the ethical issues inherent in research involving human subjects. These principles cannot always be 
applied so as to resolve beyond dispute particular ethical problems. The objective is to provide an analytical 
framework that will guide the resolution of ethical problems arising from mearch involving human subjects. 

This statement consists of a distinction between research and practice, a discussion of the three basic ethical 
pnhciples, and remprks about the application of these principles. 

A. Boundaries Between Practice and Rsearch 

It is important to distinguish between biomedical and behavioral research, on the one haad, and the practice of 
accepted therapy on the other, in order to know what activities ought to undergo review for the protection of human 
subjects of resemth. The distinction between nseprch and practice is blurred partly because both often occur 
together (as in research designed to evaluate a therapy) and partly because notable deporturn from standard practice 
are often called 'experimentd" when the terms "experimental' and "reseruch' are not carefully defined. 

For the most part, the term "practice" refers to interventions that are designed solely to enhance the well-being of 
an individual patient or client and that have a reasonable expectation of succcsa. The purpose of medical or 
behavioral practice is to provide diagnosis, pmentive tmtnuat or therapy to particular individuals.' By contrast, 
the term 'rese~t.ch' designates an activity designed to test an hypothesis, permit conclusions to be dram, and 
thereby to develop or contribute to gencralimble knowledge (expressed, for example, in theories, principles, and 
statements of relationships). ~~h is u s d y  described in 8 f o r d  protocol that sets forth an objective and a 
set of pmedurea designed to nrch tb.t objective. 

When a clinician depirts in 8 significant way from standard or accepted practice, the innovation does not, in and 
of itself, constitute rersurh. The fice that 8 procedure is 'experimntd," in the sense of new, untested or different, 
does not a u t o d d y  plrce it in the category of rcsarch. R a d i d y  new procedures of this description should, 
however, be made the object of f o d  nseuch at M early stage in order to determine whether they are safe and 
effective. Thus, it ir tbe respoasibility of medical practice committees, for example, to insist that a major 
innovation be incorpomted into 8 formal m a r c h  project.' 

- 
Research and practice may be carried on togct6er when research is designed to evduate the safety and eficocy of 
a therapy. This n d  not cause any confusion regarding whether or not the activity requires review; the general 
rule is that if there is my element of rese~rch in an activity, that nctivity should undergo review for the protection 
of human subjects. 
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obtaining this information, persons may be exposed to risk of ham. Further, the Hippocratic Oath requires 
physicians to benefit their patients 'according to their best judgment.' Learning what will in fact benefit may 
require exposing persons to risk. The problem posed by these imperatives it to decide when it is justifiable to seek 
certain benefits despite the risks involved, and when the benefits should be foregone because of the risks. 

The obligations of beneficence affect both individual investigctors and society at large, because they exmd both 
to particular research projects and to the entire enterprise of research. La the case of particular projects. 
investigators and members of their institutions are obliged to give forethought to the maximization of benefits and 
the reduction of risk that might occur From the research investigation. In the case of scientific research in general, 
=embers of the larger society are obliged to recognize the longer term benefits and risks that may result fron the 
improvement of knowledge and fmm the development of novel medical, psychothxapeutic, and social procedures. 

The principle of beneficence often occupies a welldefined justifying rolo in many areas of resenrch involving h u m  
subjects. An example is found in research involving children. Effective ways of treating childhood diseases and 
fostering hevlthy development are benefits that serve to justify nservch involving children-even when individwl 
research subjects are not direct beneficiaries. Research also makm it possible to avoid the harm that may result 
from the application of previously accepted routine practices that on closer invesugation turn out to be dangerous. 
But the role of the principle of beneficence is not always so unambiguous. A difficult ethical problem r e d ,  for 
example, about research that presents more than minimal risk without immediate proqxxt of direct benefit to the 
children involved. Some have argued that such research is inadmissible, while others have pointed out that this limit 
would rule out much research promising great benefit to chi ldra~ in the future. Hem again, as with all hard c~sea, 
the different claims covered by the principle of beneficeace may coma into conflict and force difficult choicea. 

3. &&. Who ought to receive the benefio of research and bear is burdens? This is a question of justice, in 
the sense of 'fairness in distribution' or "what is deserved.' An injustice occurs when some benefit to which a 
person is entitled is denied without g o d  reason or when some burden is isipsed unduly. &other way of 
conceiving the principle of justice is that equals ought to be tmtd equally. However, this statement requires 
explication. Who is e q d  and who is unequal? WhPI consideratioas justify departure from equal distribution? 
&most all commentatom allow k t  distinctim based on experience, age, deprivation, competeace, merit and 
position do somimes constitute criteria justifying differential treatment fcr ccRPin purposes. It is nacessPry, then, 
to explain in what nspects people should be treated equally. There are s e v d  widely accepted formulations of just 
ways to distribute burdens and benefits. Each formulation mentions some relevant property on the h i ;  of which 
burdens and benefits should be distributed. These formulations us (1) to uwh person an equal shnre, (2) to each 
person according to individual need, (3) to each person wording to individd eff~rt, (4) to each person according 
to societal contribution, and (5) to each person according to merit. 

Questions of justice have loug km associated with social practices such as punishment, taxation and political 
representation. Until recently these qwstiom have not generally b. associated with scientific rwearch. However, 
they am foreshadowed even In the carlieat reflections on the ethics of nmuuck involving human subjects. For 
example, during the 19th and early 20th centurita the burdens of serving aa research ~"Jbjects fell largely upon poor 
ward patients, while the benefits of improved medical care flowed p@y to pnvo 6 patients. Subsequently, the 
exploitation of unwilling prisoaers rn research subjecto in Nazi concentration crmpr uaa condemned M a padcularly 
fia_pat injustice. In country, in the 19409s, the Tuskegae syphilis stujy usod rlisrdvmtagcd, rural black men 
to study the untrsotrd course of a disuse that is by eo rrmnr confined to that population. Thewe subjscts were 
deprived uf dcmoastrably effective trsrtmeot in order not to interrupt the project, long after such treatment became 
g e n d y  available. 

Against this historical background, it can be sesa how conqtiops of justis am &vmt tn -mearch invc!!ving 
human subjects. For example, the selection of m a r c h  subjects n o d  to be scrutinized in c& to determine 
whether some cluu#s (e.g., w e l h  patients, particular mid and ethnic minoritiee, or  persona confined to 
institutions) are being systemrtically selected #imply bscrw of their easy availability, their compromised positions, 



or their mmipuhbility, ntba than for rsuoar diisctly nlrtsd to the problem bmng dudid Firully, w h m e r  
nseuch ~ b y p r b l i c i u a d r l s d r t o t h e d s v e l o p m e n t o f ~ c d s v i c s r d p o c d d u r r r ,  jusricedeamds 
b o t h t h . t ~ ~ p m v i & d v m ~ o n l y t o t b o s e w b o u n  rftwd t h e m d  thtmcb laguEh abwldnot rmduly 
involve pmna from groups unlikely to be among the beneficiuies of subsequent rpplicrtioaa of the r d .  

Appliccltionr of the @ principlm to tbe coaduct of mad I d  to coaddmda~ of tbe following 
r e q u i n t s :  informed comeat, riskhcaefit mmasamlt, rad the rdectioa of mbjecb of nsrarch. 

1. Irr/onncd Cam.-Respect for psrsoar q u i m  that subjecb, to tbe degm that tbey us capable. be 
given the opportunity to cboore whrt rhll or &dl not &pa to dmm. Thu oppaamity u provided wbsa dapb 
st.adudr tbr informbd coarsat us ntirfied. 

W e  tbe hprtum of informbd coassat is uqwdiowd, controvemy p m m h  b mpdooed, coatmveny 
prevda ova tbe mtum d pogibility of ra informbd m t .  Nooetbdsrr, t h  b widsrpsd rqrssmsot that 
the coassat pmceg a n  be rnrlyobd u m ~ g  thrw ddmcots: informrtioa, comprabsarioa md volrmtubm. 

m. MoctcoderofdaClblirhrpecificitslarfordirloansWb~~~bthld~e 
us ~ v s n  sufficisat informatiat. Tbeas iQmr p m d l y  klude: tbe rsrarcb pmadum, tbeir prrporsr, rirlPr lad 
anticipmtul beaefib, Jtera8tive pmdum (wbsrs h e q y  u involved), md a sWeumnt the dm 
oppomaitytoukqueatiooadtowitbdnwmtmytimefiomtbd. MditiaulitmuIuvebeaap.9pors4 
including bow s u b j e  me aelectal, ths panma fsrpoaribla h tbe r d ,  dc. 

However, a rimple listing of itsam does aot mmam tba &at of what tbe rtrndud rbould be for judging how 
much rad what roct of informaha rbould be provided. Ow dradud fisqusatly invoked in d a l  pnctice, 
n o m c l y t b e i n f w r m t i o a w d y p r o v i d s d b y ~ ~ i n t b e M d o r i n t h s l o c r b , u ~ ~ ~  
1 . k m p l . c e ~ y w b s a a c o m m o n ~ d o s r a o t ~  ~ ~ d y ~ i n  
mrl~~Inv,~theprrcritioasrtorsvaltheinf.brmrtiaathtrsrrwbb~wwldwirbto~in 
ordertomrLeadeciaiaImgudingtbsir~ltrb. ~ t D O , ~ ~ a r t s i n m t h e ~ A L b j e c t , ~ i n  
aaaanrrravolun~, q w i s h t o b d d e n b l y m o m . b a d ~ ~ t a p l v ~ t h a & p s i s a b w b o  
deliver tbemselvsr into tbu hand of a clinician for wabd cua It m y  b that 8 daul.nl of 'the mmuble  
voluntssr'sbouldbepropomd: t h e e x t m t d ~ o f i n f w m r t i o a r b o u l d b e r u c h t b t p s n o a r , ~ t h r r t h e  
piocedmiaaeitbsrascsaryortbeirarsnotpsrbrpfully-cmdscidbwbabsrtbbywirhtoprtidpbb 
in tbe furtkbg of la ow^ Evsa wbaa mam d i m  bsabfit to thsm u d p t s d  tb Wscb rbarld 
~ c l s r r l y t h e r m p e o f ~ m d ~ v d a n b a y n r t u r s o f ~ ~  

I ~ ~ i . l ~ b l s m o f ~ t h u i o s r ~ i n f w m i n l o f ~ p s r t i a s a t u p e c t o f t b e ~ ~ t i l r o l ~ t o  

impair the validity of tb rsmrrcb. Ia m y  cams, it b ~llfjjcimt to indicate to eaSa dut tbay am invited 
I t o p u t i c i p r t b i n r a s r r c h o f ~ ~ ~ w i l l ~ b e ~ r m t i l t b 6 d u d u d s d  I n d a m  

of d involving-, nrh d ir jurtifisd d y  if it u clar dut (1) iacomple~ clirclorurs 
istdybecernrytorcomplirhtb6galaofthers#rcb, (2)tbsrsrrsaolmdivLrrl~t0~scbtbltmm0~b 

I t h . n * , m b ( 3 ) t b a b i r m ~ p l a f o r Q s b r i s f i a l a r b j s c b , * ~ d k ~  . . 
I o f r s r s u c h d b b o r b r a r  ~ r b a r r h l r r a a r l d ~ b e w i t h b s l d h r t b r ~ o f s l i c i ~ t h e  

~oaofnrbjscb,demthftlrarwarrbouldrhrrrpbs~mtodirsctqusltioarlbadtb,rsrsrrch. Cam 
sbouldbstrlc~~todirtin~cusrinwhicbdirclorurswoulddsrCFoyorinvrlidrtshrsrsrrcb fromcusrinwhid 
discloam would simply iacoavsaiaxe the invsrtiptor. 



mcnhendo~.  The manner and context in which informotion is conveyed is a s  important as the information 
itself. For example, presenting information in a disorganized and rapid fashion, allowing too little time for 
consideration or curtailing opportunities for questioning, all my adversely affect a subject's ability to make an 
informed choice. 

Because the subject's ability to understand is a function of intelligence, rationality, maturity and language, it is 
necessary to adapt the presentation of the information to the subject's capacities. Investigators are responsible for 
ascertaining that the subject has comprehended the information. While then is always an obligation to ascertain 
that the information about risk to subjects is complete and adequately comprehetded, when the risks are more 
serious, that obligation increues. On occasion, it may be suitable to give some oral or written tests of 
comprehension. 

Specid provision may need to be made when comprehension is severely limited-for example, by conditions of 
immaturity or mental disabifity. Each class of subjects that one might consider as incompetent (e.g., infants and 
young children, mentally disabled patients, the terminally ill and ths comatose) should be considered on its own 
terms. Even for these persons, however, respect requires giving them the opportunity to choose to the extent they 
are able, whether or not to participate in mearch. The objections of these subjects to involvement should be 
honored, unless the research entails providing them r therapy unavailable elsewhm. Respect for persons also 
requires seeking the permission of other parties in order to protect the subjects from harm. Such persons am thus 
respected both by acknowledging their own wishes and by the use of third parties to protect them from harm. 

The third parties chosen should be those who are most likely to understand the incompeteat subject's sihlation and 
to act in that person's best iatmst. The person authorized to act on behnlf of the subject should be given ao 
opportunity to observe the research as it proceeds in order to be able to withdraw the subject from the research, 
if such action appears in the subject's best iterest. 

* V o l u n r o r i ~ .  An agreement to participate in reservch constitutes r valid consent only if voluntarily given. This 
element of informed consent requires conditions free of coercion and undue influence. Coercion occurs when an 
overt threat of h a m  is intentiodly presented by one person to another in order to obtain compliance. Undue 
intluence, by contrast, occurs through an offer of ao excessive, unwurmted, inappropriate or improper reward or 
other overturn in order to obtain compliance. Also, inducements that would ordinarily be acceptable may becoma 
undue influences if the subject is especidly vulnerable. 

Unjustifiable pressures usuaIIy occur wbca persons in poeitions of authority or commanding influence - especially 
where possible sanctions am involved - urge r course of action for a subject. A continuum of such influeacing 
factors exists, however, and it is impossible to stab precisely where justifiable persuasion ends and undue influence 
begins. But undue influence would include actions such as manipulating a person's choice through the controlling 
influence of o close relative md threatening to withdraw health services to which an individual would otherwise be 
entitled. 

2. t . - l % e  assawmeat of risks and benefits requires a careful m y d  of relevant 
data, including, in soms uues, dtemative wrys of obtrining the benefits sought in the research. Thus, the 
assessment pnsenta both m opportunity md mpoaibility to githei systematic and comprehensive information 
about proposed d. For the investigator, it is r mmu to examine whether the proposaf mearch is properly 
designed. For 8 d e w  committee, it ir r method for ddermiaing whether the risks thot will be presentedl to 
subjects am justified. For pmupective subjects, the rssessmsnt will mis t  tbe deteimiartion whether or not to 
participate. 

De Nature and Scone of Risks and Ben&&. Tbe requirement that research be justified on the basis of a favorable 
r i s h e f i t  assessment beus r close relation to the principle of beneficeace, just ps the m o d  requirement that 
informed consent be obtained is derived primarily from the principle of rspcct for persons. The term "risk' refera 



to 8 mbil i ty  rhrr hnn m y  o c ~ .  HCWW~C, wbea u ~ p f d a m  nrh u 'd risk' or 'high riak' ue ursd, tbey 
d y  mfw (oftam unbiguauly) both to the chmce @mkbility) of expmimchq 8 bum d the m & t y  
(tlqpiade) of the a l v i 8 i d  hum. 

'Tbe tom "badit" C used in tbe Fsssucb c c m ~ ~ t  to r s k  to s o m . g  of positive v d w  dated to bdth or 
welfus. Unlike 'risk,' 'benefit' is not r term tht zprsga prohbilitia. R i a  ir properly coatnrted with hnnr 
rather thra risks of hum. Accordingly, ao-ded rhkhab~fit rrwrmmta am with the pohbilitisr md 
xnagnitudea of pcmsible hums md mticiprtsd bsaefib. Many kinds of @ble himr d betrefib abed to be trlraa 
into mmmt. Them am, for example, risks of yycbokgiul him, p h y W  hum, lqpl hum, aockl hrm, and 
economic hrrm md the co-g beaefits. While tbe most likely t y p  of h to rewurb subjects ue tb#e 
of psychological or physical pain or injuy, 0 t h  pclg;ble kindm rbould not be walooked. 

Risks md beaefits of d may &kc! tbs individual d#ds, tbs M a  of the individud rubjectm. .ad d o t y  
atI.rgs(orspsci.lgmupaofaubjectainrocioty). R s v i o l l r c u d m r a d F s d a r l f e g d h e a h w ~ U r i r k r  
to subjects be outweighed by tbe sum of bath rbe anticipated benefit to t!m wed, if my, md the raticipltsd b f i t  
t o s o c i ~ i f t b e f w m o f ~ e d g e t o b e ~ f i o m h ~  hbdm&gtIwedi~elsmeatr ,  tberirtr 
md bdaefits affsting the immedilte rweucb subject will n o r d y  cury rpsdrl weight. the otba bd, iatemt 
other than those of the subject m y  oa mam d 0 1 u  be mfficicat by t!mdw to justify tbe riska involved in 
tbersssucb,solongrotbssubjacb'righbhvsbssaprotsdsd BsasficsacsrhurrequirathUweproQd8g8ifmt 
risLofbumtosubj~drlrothtwbecaacsrnsdrbouttb1orrofh~tirlbsaafits~miphtbem;nwl 
from rssarcb. 

t! q. Iti8Ikrutla.yircammoalyPidfibsabfib~rirla~bsm~- 
adshowntobe min8f8vonblentio.' I T h s ~ c r l c b r r r t c a o f ~ Q r m r d n m a t t d m t o t b s d i f l i c u l ( ) .  
of mrLiag precise judgmma. Only on rue o c d o a a  will qumtihtiva be avaihbb for tbs mutiny d 
nscucb prottmlr. However, tbe idsr of q s t a d c ,  wasrbitny d y d r  of rirlrr and kasfib rhould be eauktsd 
insofuupogibltt. '2hiridalrsqPiraotbomumkingdscirioarrbouttbojWihbili~ofdtobstJmmugb 
i n t b e ~ o 1 1 m d ~ t o f ~ ~ r l l r r p s c b o f r b e r s r a r r h , d t o ~ d ~ t i w r  
systaamtially. l h i r ~ ~ t h e . g a n m s a t o f d m a d r i ~ r a d p s c i w , w h i b ~  
c o d c r t i o a b ~ d s w ~ m b m b e n r a d i n v a t i ~ l s r r ~ t o ~ , ~  

. . 
and d c h g  judpmb. Tbw, thsrs rbould firrJ be 8 cbbmhdm of tho Hiidityof tbs p#lpporiti0111 of Ibs 
d, t b s a t b s a r r t u r s , p r o b r b i l i t y d ~ h d e o f r i r L r b o u l d b s ~ ~ w i c h u  dclrritymparibla 
~ n a b t h o d o f ~ g n d t s a b w l d b e s ~ t p t i c i t , ~ y v ~ ~ ~ i 8 m d ~ v e t o t b e u s s o f ~ v ~  
~ a r s r d o r s l i g h t r i d t .  1 t ~ d r l r o b e d e Q r m i n s d ~ r n i n ~ ~ ' r s r t i m r t a o f t h e ~ t y  
of hum or -fib are d l e ,  an judged by hwwn frtr or otber rvdrrble dudia. 

Finrlly, umemmt of tbe jusciii8bility of d dmdd mflect at laat ths bIIowiag d d a d o a r :  (i) Brutal 
or inhume trsrtarsnt of h u m  arbjsctr ir aevef m d y  juaifidd. (ii) Ririo rbarld be rsduc4d to tb#s w c a a r y  
t o r e h i e v e t b e ~ o b j e c t i w .  i trbouldbedstsrmiasd~it ir inhctabcsrnry tourshunmnrubjecbat 
d. ~irkcmperhrpasvsrbecatirslyalimirutrd,~it~~lloRsabe~by~pldW~timtod~~ 
jmcedmu. (iii) Wbem involved significant rink of ariau impirmsat, review committam &odd be 
exmordimdy Wdmt aa (hs jrtldificrtim of tbe risk (lookingrwully to tbo Lilcslihoodof k f i t  to tbe subject-or, 
in mam ram c m q  to fbb & vo1~tuiam of tbs guticiptioa). (iv) Whaa vukmble ppuhiau an 
invdvedinrrssueh, tbrppopirtcasrofinvoivin~~sboddi~fbedsmoartrdsd. Amrmbgofvhbb 
go into rueh judgmmb, idoding the ruture rad dogma of rirlt, the comSm of tbe puticulu poplLtim involved, 
dtbenrtursradlmmlof~mticiptsdbswfib. ( v ) ~ ~ ~ d b a a b f i b m u d b e t b o c a ; l g h l y u n y a d i n  
d o c u m e a t r c d p m c e d r n s r d i n t b e ~ c o a r a a t p r o c s a .  

- 

3. -.- J u t  u the principle of rrrpecr for pmau fiadr srpmmio11 in tbe quimmmts fix 
cumat, md tbe principle of bmofi- in rirWbsasfit .Irrmurrt the principle of jurtics giva rho to d 
mquhnw~b that there be fdr p m c u ! ~  md outcoma in tbe d d a a  of rrrarcb nrbjects. 
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justice in the selection of subjects would require that researchers exhibit fahess: thus, they should not offer 
potentially beneficial reservch on to sone patients who arc in their favor or select only 'undesirable' persons for 
risky resurch. !hid justice requires that  distinctioa be drawn between classes of subjects that ought, and ought 
not, to participate in any particular kind of march ,  based on tbe ability of members of that claw to bear burdens 
and on the appropriateness of placing further burdens on already burdened persons. Thus, it can be consided a 
matter of social justice that there is  an order of preference in the selection of classes of subjects (e.g., adults before 
children) and that soma clwes  of potential subjects (e.g., the institutionoiited mentally infirm or prisoners) m y  
be involved as research subjects, if at dl ,  only on certain conditions. 

injustice m y  appear in the selection of subjects, even if individual subjects arc selected fPirly by investigators and 
treated fairly in the course of measch. Thus injustice Prists from social, racial, sexual and cultural biases 
institutiondid in society. Thus, even if individual marchers us treating their research subjects fairly, and even 
if IRBs are taking care to assure that subjects are selected fairly within a particular institutioo, unjust social patterns 
may nevertheless appear in the o v d  distribution of the burdeos and beadfits of research. Although individual 
institutions or investigators msy not be able to resolve a problem that is +rvrsivc in their social setting, they caa 
consider distributive justice in selecting ~eseuch subjects. 

Some populations, especially irLtitutionnliZed ones, am already burdened in m y  ways by their infirmities and 
environments. When research is proposed that involves risks and does not include a therapeutic component, other 
less burdened classes of persons should be called upon first to accept these risks of research, except where the 
research is directly related to the specific conditions of the clrss involved. Also, even though public funds for 
resurch may often flow in the same directions M public funds for health cam, it seems unfair that populatioar 
dependent on public health care constitute a pool of preferred reseuch subjects if mom advantaged populations an 
likely to be the recipients of the benefits 

One special iastanca of injustice, nsults from the involvemeat of Mllnrroble eubjects. Certain groups, such as racial 
minorities. the economicrlly disadvantaged, the very sick, md the institutiorulired m y  con t indy  be sought M 

resurch subjects, owing to their d y  availability in eettings where tegcuch is conducted. Given their dependent 
statua and their fiquently cornpromisad capacity for free conssnt, they should be protected against the danger of 
being involved in research solely for administrative convenience, or because they are easy to manipulate as a d t  
of their illness or socioeconomic condition. 



'Since 1945, vuiour coda for the propet d nsponsible conduct of human expwimeotrfion in mai id  march 
have ban .doptsd by diffmmt orgmitrtioos. The best knowa of thesa coda are the Nr;rsmbeig Cods of 1947, 
the Helsinki Dscl.nticm of 1964 (rsvissd in 1975). d the 1971 Guidsliasr (codified into P d e d  Regtddau in 
1974) issued by the U.S. Deprtmsnt of H d t b ,  E d u d m ,  d Welfh Coder for ths coadtrt of e0ci.l 
behrviod d h v e  also been dopted, tbe bcs! known being tht of tbs Ammiam Psycbologicd hmchtim, 
published in 1973. 

2Altbough p d c e  u d y  involvsr intcawemtiooa dssigd solely to sahrnce tbe well-being of 8 prticulu individual, 
intcrveations us sonvtimsr applied to ooe individual for the e a b c a m t  of the well-being of mocbsr (e.g., blood 
dooation, skin gnfL, oqpa tnnsplmts) or m interv~(1tioa may h v e  tbe dud plrpors of ahmhg tbe wsU-beinl 
of 8 puticulu individual, uui, at the srms ti-, providing mms beasfit to dbar (ag., Mcciartiaa, which p r o m  
both tbe persoa who is vrccinrted d society gsasnlly). 'Ibe fict that mum forum of h v e  demmb other 
thn imnvd;.trr -fit to the individual receiving ra intawemtion, hawever, rbauld not coafure rhe gamd 
distiactim behvaa mecad d prdce. Evsa wbaa r proceduFs H e d  in pnctics m y  bsasfit mm 0 t h  
perma, it mdna mintsrvcationdaigncd tocahracs tbawe l l~o f  r putiarkriadividurlorgroqmof 
individw, thus, it is practice rad oeed not be r e v i d  u msafch. 

3~ the problemrr ralrtsd to social apdmntatioa may d i m  -y from t h a e  of biombdicrl d 
b e h v i d  d, tbe Commission specifidly declina to nmke my policy determirution w g  such remwch 
rt this time. Rather, the Cammiusion believer that the prob1an ought to be ddFsrrsd by aae of its 
MOB. 



APPENDIX 2. 

PROTECTION OF HUMAN SUBJECTS 

CODE OF FEDERAL REGULATIONS 
45 CFR 46 



Subpart A--Basic HHS Policy for Protection of Human Research Subjects 

sec. 
46.101 To what do these regulations apply? 
46.102 Definitions. 
46.103 Assurances. 
46.101 IRB membership. 
46.108 IRB functions and operations. 
46.109 IRB review of m h .  
46.110 Expedited review procedur .s for certain kinds of research involving no more than minimal risk, and for 

minor changes in approved research. 
46.11 1 Criteria for IRB approval of research. 
46.112 Review by institution. 
46.113 Suspension or termination of IRB approval of research. 
46.114 Cooperative research. 
46.115 IRB records. 
46.1 16 General requirements for informed conseat. 
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46.119 Research undertaken without the intention of involving humnn subjects. 
46.120 Evaluation and disposition of applications and proposals. 
46.121 Investigatiod new drug or device 3 W y  delay requirement. 
46.122 Use of federal funds. 
46.123 Early termination of research funding: evaluation of subsequent applications and proposals. 
46.124 Conditions. 

Subpart B--Additional Rotections Pertaining to Research, Development, and Related Activities Involving 
Fetuses, Regnant Women, and Human In Vitro Fertilization 

Sec. 
46.201 Applicability. 
46.202 Purpose. 
46.203 Definitions. 
46.204 Ethical Advisory Board6. 
46.205 Addi t iddut iss  of the lnstitutiod Review boards in connection with activities involving fetuses, pregnant 

woomn, or huaun in v i m  fertilization. 
46.206 G e n d  limitationr. 
46.207 Activitiss directed toward pregnant w o r n  as subjects. 
46.208 Activities directed towud fetum in utero u subjects. 
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Subpart A-Basic HHS Policy for Protection of Human Research Subjects 

Source: 46 FR 8386, January 26, 1981,48 FR 9269, b¶arcb 4, 1983. 

To what do these regulations apply? 

(a) Except as provided in paragraph (b) of this section. this subp& applies to d m h  involving human subjects 
conducted by the Department of health and Human Services or funded in whole or in part by a Department grant, 
contract, cooperative agreement or fellowship. 

(1) This includes research conducted by Dewment employees, exceF: each Principal Operating 
Component head m y  adopt such nonsu'bstantive, procedural modifications as m y  be nppropri;lte from an 
administrative standpoint. 

(2) It also includes research conducted or funded by tho Department of Health and Human Services outside 
the United States, but in appropriate circumstances, the Secretary may, under paragraph (e) of this section 
waive the applicability of soma or all of the requirements of these regulations for research of this w. 

(b) Research activities in which the only involvement of human subjects will be in one or more of the following 
categories arc exempt from these regulations unless the ~~h is covered by other subparts of this part: 

(1) Research conducted in established or commonly accepted educational settings, involving n o r 4  
educational practices, such as (i) research on regular and special education instructiod stmtegiea, or (ii) 
research on tho effectiveness of or the comparison among instructional techniques, cumcula, or classroom 
management methods. 

(2) Research involving the w of educational tests (cognitive, diagnostic, aptitude, achievement), if 
information taken from the 3 source is recorded in such a mPnner that subjects cannot be identified, 
directly or through identifiers linked to the subjects. 

(3) Research involving suntey or interview procedures, except where dl of the following conditions exist: 
(i) responses are recorded in such a manner that the h u m  subjects can be identified, directly or through 
identifiers linked to the subjects, (ii) the subject's nsponsea, if they bacrrmb known outside the m h ,  
could reasonably placa the subject at risk of criminal or civil Liability or be damaging to the subject's 
financial standing or employabdity, and (iii) the nseurh deals with sensitive aspects of the subject's own 
behavior, such as illegal conduct, drug use, sexual behavior, or use of alcohol. All nss~rch  involving 
survey or interview proculum is exempt, without exceptioa, when the respondents are elected or appointed 
public officials or caadidatm for public office. 

(4) Research involving the observation (including o h a t i o n  by participants) gf ~ubi ic  bchaviot, except 
where oil of the following conditioas exist: (i) o h . t i o n a  are recorded in such a manner thnt the human 
subjects cm be idartified, directly or through identifiers Iinked to the subjects, (ii) the observations 
recorded about the individual, if they bscrme known outside the research, could reasonably place the 
subject at risk of criminal or civil liability or be damaging to the subject's financial standing or 
employability, and (iii) the reseuch deals with sensitive aspects of the subject's own behavior such M 

-- iKcgiiI conduct, drug use, sexual behavior, or use of alcohol. 
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(5) Reseuch involving the collection or study of existing data, documents, records, pathological 
specimens, or diagnostic specimens, if these souras arc publicly available or if the information is recorded 
by the investigator in such a manner that subjects cannot be identified, directly or through identifiers linked 
to the subjects. 

(6) Unless specifically required by statute (and except to the extent specified in pnragnph (i)), reseuch 
and demonstration projects which am conductad by or subject to the approval of the Departmat of H d t h  
and Hum~n Services, and which us designed to study, evaluate, or othenvise examine: (i) programs under 
the Social Security Act, or other public benefit or service program; (ii) pmcuiurerr for oblpining benefits 
or services under those programs; (iii) possible changes in or alternatives to those programs or procedures; 
or (iv) possible changes in methods or levels of payment for benefits or services under those programs. 

(c) The Secretary has final authority to determine whether a particular activity is covered by these regulations. 

(d) The Secretary may require that specific resurch activities or classes of research activities conducted or funded 
by the Department, but not otherwise covered by these regulations, comply with some or aU of these regulatjtions. 

(e) The Secretary may also waive applicability of these regulations to specific IUSCUC~ activities or classca of 
reseuch activities, otherwise c o v e d  by theas regulations. No t ik  of these actions will be published in the Federal 
Register as they occur. 

(f) No individual may receive Degutment funding for reaeuch covered by these regulations unless the individual 
is affiliated with or sponsored by an institution which ~srmmes responsibility for the research under a9 assurnam 
satisfying the requirements of this part, or the individual makca other arrangements with the Deputment. 

(g) Compliance with these regulations will in no way reader inapplicable pertinent federal, state, or local laws or 
regulations. 

(h) Each subpart of these regulations contains a separate section describing to what the subpart applies. Reseprch 
which is covered by more thm one subpart shall comply with dl applicable subparts. 

(i) If, following review of proposed meuch activities that uo exempt from these regulations under p~ro~roph 
(b)(6), the Secretary determines ?hat a reseuch or demonstntioa project presents a danger to the physical, mental, 
or emotiorul well-being of a participant or subject of the reaeuch or demonstntion project, then federal funds may 
not be expended for such a project without the written, i n f o d  consent of each participant or subject. 

(a) 'Secretary' mans the Secrdrry of H d t h  and Human Services and any other officer or employee of the 
Deputmcat of H d t h  rad Human Services to whom authority hrs ban delegated. 

(b) "Dcpartmmt' or "HHSm mranr the Deprrtment of Hdth and Humrn Services. 

(c) "Institutionm msaa my public or private entity or agency (including federal, state, and other agencies). 

(d) 'Legally authorid reprsssnt.tiveW maria m individual or judicial or other body authorid under applicable 
Taw to consent on behaif of a prospective subject to the subject's puticipdioa in t6e p d u r e ( 8 )  involved in the 
rrseorch. 



(e) " R d m  means a systematic investigation designed to develop or contribute to generalizable knowledge. 
Activities which meet this definition constitute 'resmh' for purposes of these regulations, w h c f t ~  or not they are 
supported or funded under 8 program which is consided resenrch for other purposes. kcr example, some 
'demonstrationm and 'service' programs may include research activities. 

(9 llHuman subjst" means a living individual about whom an investigator (whether professional or student) 
conducting research obtains (1) data through intervention or interaction with the individual, or (2) identifiable private 
information. "Intervention" includes both physical procedures by which data axe gathered (for example, 
venipuncture) and manipulations of the subject or the subject's envinrnment that am performed for research 
purposes. "Intemctionn includes communication or interpersod contact behrve~ll investigator and subject. 'Private 
i n f o d o n '  includes information about behavior that occm in a context in which m individual can reasonably 
expect that no observation or recording is taking place, and infonuation which has been provided for specific 
purposes by an individual and which the individual caa reasonably expect will not be made public (for example, a 
medical recod). Private information must be individually identifiable (LC., the identify of the subject is or m y  
readily be PscertPiaed by the investigator or associated with the information) in order for obtaining the i n f o d o n  
to constitute n swch  involving human subjects. 

+(g) "Minimal risk" means that the risks of harm anticipated in the proposed m h  are not w, considering 
probability and magnitude, than those ordinarily encountered in daily lifb or during the performance of routine 
physical or psychological examinations or tests. 

(b) nCertiCirntion" merns the official notification by the institution to the Dqwtmat  in accordance with the 
requirements of this pnrt that a nseorch project or activity involving hlmm subjecb hm ban rsviewcd a d  
approved by the Institutional Review Board (IRB) in pcconhna with the approved assurance on He at HHS. 
(Certification is required when the ressuch is funded by h Deputment and not othenvise exempt in rccordmca 
with # 46.101(b)). 

(a) Each institution engaged in research covered by these regulations shall provide written assurance sotisfactory 
to the Secretary that it will comply with the requirementr set forth in these regulations. 

(b) 'Ibe Dqartmmt will amduct or fund nssuch covered by these regulations only if the institution hm m 
assurance appmved rs provided in this section, rad only if the institution haa certified to the Secntuy that the 
research has ban reviewed md approved by m IRB provided for in the assurance, aad will be subject to contin-,:, g 
review by the IRB. This pssumnce shall at a minimum include: 

(1) A statemsnt of principlsr governing the institution in the discharge of i b  napoasibilities for protecting 
the rights d wslfire of human aubjecta of d d ~ t e d  at or spommd by the institution, ngadsss 
of source of funding. This may include an appropriate existing code, declaration, or statement of ethical 
principles, or8 statemeat formulated by the institutioaitself. This mquhmsnt does not prwmpt provisions 
of them replatioar applicable to hpmtmnt-funded lsseuch d is not applicable to my research in m 
exempt cabgory listed in # 46.101. 

(2) Designation of one or more IRBI catablishod in occordnace with the requinmenta of this subpart, and 
for which provisions us mrde for mseting qua and sufficimt staff to eupport the IRB's review md 
recordkeeping duties. 



(3) A list of the IRB members identified by rr~ms; earned degrees; representative capacity; indications of 
experience such as board certificatioai, licenses, etc., sufficient to describe each member's chief anticipated 
contributions to IRB deliberations; and any employment or other relationship beween each member and 
the institution; for example: full-time employee, part-time employee, member of governing p e l  or board, 
stockholder, paid or unpaid consultant. Changes in IRB membership shrill be reported to the Secretary.l 

(4) Written procedures which the IRB will follow (i) for conducting its initial and continuing revim of 
research and for reporting its findings and actions to the investigator and the institution; (ii) for determining 
which projects require review more oftea than annually and which projects a d  verification from sources 
other than the investigators that no material changes have occurred sin- previous IRE review; (iii) for 
insuring prompt reporting to the IRB of proposed changes in a research activity, and for insuring that 
changes in approved research, during the period for which IRB approval has shady bear given, may not 
be initiated without IRB review and approval except where nscess~ry to eliminltrr appnrent immediate 
hazards to the subject; and (iv) for iasuring prompt reporting to the IRB and to the Secretary1 of 
unanticipnted problems involving risks to subjects or others. 

(c) The assurance shall be executed by an individual authorized to act for the institution and to assume on behalf 
of the institution the obligations imposed by these regulations, and shall be filed in such form and maaner as the 
Secretary my prescribe. 

(d) The Secretary will evaluate all assurances submitted in accordance with these regulations through such officers 
and employas of the Departmeat and such experts or consultauts argaged for this purpoee as the Secrctuy 
determines to be appropriate. The SecntPry's evaluation will take into consideration the adequacy of the pioposed 
IRB in tight of the anticipated scope of the institution's mearch activities and the typea of subject populations likely 
to be involved, the appropriateness of the proposed initial aad.continuing review procedures in light of the probabk 
risks, and the size and complexity of the institution. 

(e) On the h i s  of this evaluation, the Secretary m y  approve or disapprove the assurance, or eater into 
negotiations to develop an approvabb one. The Secretpry m y  limit the period during m c h  any particular 
approved ~ssurrrnca or class of approved asaurances shaU renuin effective or otherwise conditioa or -estrict 
approval. 

(f) Within 60 davg a h  the data of submission to HHS of an application or proposal, aa institution with an 
approved assurance covering the proposed nseorch sh.U certify that the application or proposal has bum reviewed 
and approved by the IRB. Other institutions shall certify that the application or propod has been approved by the 
IRB within 30 dava a h  receipt of a queat for such r certification h r n  the Deprrtment. If the cmtification is 
not submitted within these timu limits, the application or propod m y  be mtumd to tha institution. 

5 46.107 IRB manbaship. 

(a) Each IRE shrll have at last fire manben, with taryiag bnckgrounQ to promote complete and orlquata 
review of nscnrch ~t iv i t iss  commonly conducted by the institution. The IRB shill be sufficiently qualified through 
the experiam oad expertise of its me-, md the diversity of the membem' b r c k ~ d a  including coosiderotion 
of the nc id  and c u l W  backgrouada of msmbma d ssnritivity to such i ~ u s s  u community attitudes, to promote 
respect for its advice md ccunsel in srfeguudiag the riahb md wolfus of human subjecb. In addition to 
possessing the professional competeace necessary to review specific nsslrch activities, the IRB shall be able to 
a s c a t a h t h e ~ o f p r o p e u d ~ ~ ~ O f ~ c o m m i t m e n Q  - - d-*.ppiiaM6 
law, and standuds of pmfwsiod conduct d pmctiw. The IRB &dl therskra include pemns knowledgeable 
in thea uas. If an LRB regularly reviews rsasYcb that involvm r vulnemble cotegory of subjects, including but 



are primnrily con&rned with the-welb  of these subjects. 

(b) No IRB may consist entirely of men or entirely of womn, or entirely of members of one profession. 

(c) Each IRB shall include at least one member whose primary concerns are in nonscientific areas; for example: 
lawyers, ethicists, members of the clergy. 

(d) Each IRB shall include at last  one member who is not orhenvise affiliated with the institution and who is not 
part of the immediate family of a person who is affiliated with the institution. 

(e) No IRB may have a member participating in the IRB's initid or continuing review of any project in which the 
member has a conficting interest, except to provide information requested by the IRB. 

(f) An IRB may, in its discretion, invite individuals with cou.pta~cb in special areas to assist in the review of 
complex issues which require expertise beyond or in addition to hat available on the IRB. These individuals may 
not vote with the IRE. 

9 46.108 IRB functions and operations. 

In order to fulfill the requinrrjents of these reflations each IRB shall: 

(a) Follow written proceduns M provided in 8 46.103(b)(4). 

(b) Except when an expedited review procedure is used (see 8 46.1 lo), review proposed mearch at a v e n e d  
meetings at wbich a majority of the members of the IRB am preaeat, including at lust one member whose primary 
concmw are in noascientific areas. In order for the reseulch to be approved, it sh.U receive the approval of a 
majority of those members preseat at the meeting. 

(c) Be responsible for reporting to the H a t e  institutional officials and the Secretary' any serious or continuing 
noncompliance by investigators with the requirements and determidona of the IRB. 

(a) An IRB shall review and have authority to approve, require modifications in (to secure approval), or disapprove 
dl reseruch activities covered by these mgulations. 

(b) An IRB shall v i m  that hhmatioa given to subjects as part of informed consent is in accordance with 8 
46.116. The IRE mny rsquirs Ih.1 i n f o d o n ,  in addition to that specifically rnontioned in 9 46.116, be given to 
the subjects whoa in the IRB's j u d m t  the i d o n d o n  would mrminghlly add to the protection of the righta and 
welfare of subjects. 

(c) An IRB s U  r#luire documdnt.tioa of informed cooseat or m y  waive Qcumentrtim in accordaaca with 9 
46.117. 

- t# An~sfniinotifyinv~Pnd-ttrsinetitntimia~ofits~wmopprweard~~ 
proposed resevch activity, or of modifications r e q u i d  to socum IRB approval of the rawarch activity. If the IRE 
decidcs to disapprove 8 ressuch activity, it ahall include in i b  writtea notification a statembllt of the rerwnre for 
ite decisim and give the inv~tigltor an oppomurity to nspoad in persoa or in writing. 



(e) An IRE shall conduct continuing ravinv of rrsarth covered by these regulations at intends appropriate to the 
degree of risk, but not leas thn oaca per yeu, .nd shall have authority to observe or have a third puty observe 
the coasmt proasr md the rsssuch. 

0 46.110 Expedited micu procedum for certain kinds of rescvcb involving m more than minimal 
risk, and for minor chugs in approted rauucb. 

(a) The SdCmary has established, and published in the Fadrtal Regirter, r list of categories of nseuch that m y  
be r e v i d  by the IRE through .a expsdited review e m .  'Ibe list will be uneaded, as appropriate, through 
periodic republiutioa in the F d m l  Register. 

(b) An IRB m y  review so- or all of the ~easuch appeuing oa the list through an expedited review procdm,  
if the ressnrch involves no more than m i n i 4  risk. The IRE m y  also us8 tha expedited review procedure to 
review minor cluagat in previously .pproved rwearcb during the period for which approval is .uthoriLsd. Under 
anapcditedrwimproccdurr, tbemicwmay becamkdoutbytbeIRBehPirptnonorby oneormom 
apaicnetd lnricmn ddgmted by tbe chirprsoa from ~ o a g  medam of the IRB. In reviewing the 
mearch, tbe reviewen m y  exercise dl of the authoritim of the IRB except tbat the reviewers m y  not disapprove 
the mmrch. A nscurh activity may be disapproved only .Asr review in uxdum witb the ~mcxpedrtal 
procedure set fortb in 8 46.108(b). 

(c) Each IRB which uses an expedited ravimw piocsdurs shll dopt a matbod for keeping dl mbmben & i d  of 
nseuch proposals which h v e  been approved under the procedurs. 

(d) 'Ibe Sarretuy amy restrict, suspeod, or tsrmiarb m inatitutioa's or IRE'S use of the expdbd revisa  
procedure when eecatmq to protsct the rights or welfare of subjects. 

0 46.111 Criteria for IRB approval d mearch. 

(a) In order to approve maarch coved by t h e  regulatio~ the IRE s&ll debmine tbat dl of the following 
requiremanta us satisfied: 

(1) Ridg to subjcldr are minimiaed: (i) By using pmdum which am conrirtsat witb sormd mearch 
design md which do not unaeccggiily e x p  oubjscta to risk, md (ii) wbsasver appropriate, by using 
proceduras~ybsiagpsrfibrmbdoatbswbjecbCmditgnaeticortratmsat~. 

(2) Rislrr to subjcda are mammbb in rrl.tiaa to .ntidpfcd badb, if my, to subjects, md the 
iaprtma of tha kaow~aige that any rsr#lubly be. : p a d  to d t .  In ~~ r ib  d bsasfib, 
the IRE shauld d d s r  only t&n~~ r i b  md b f i t r  that mry rerult hom the mmmh (u d i d q p i d d  
from rib md bsasfib of tbnnpia nrbjects would receive avea if not participating in the mmxth). Tbl 
I R B ~ d M d d a @ b l c ~ - ~ d l ~ d r p P l * ~ ~ l e ~ r a s r P r r s ( h  
example, rh. poaibk, effscte of tbe is#lrch on public policy) M utmmg thee rsrsuch r b h  that hll within 
the purview of ib rapoadbility. 

(4) Infc#med amen4 will be sowM from emcb pmqmctivo subject or the subject'r Iqplly m t h h l  
mpmantltive, in acmdmw with, d to UIO exteat rsquirsd by 8 46.116. 



(5) Informed meseat will be apppriatdy docunentd in vrordnnce with. and to the extent required 
by 8 46.117. 

(6) Whom rppropri.te, the resarch plan d e s  adequate p,mtision for monitaring the Qta collected 
toinsurr thesPfdJofsubjdPb. 

(7) Where appropriate, then are adquato provisions to protect the privacy of subjcrb and to maintain 
the conlidcntiality of Qta. 

(b) Whm, sums or dl of the subjects am likely to be vulnmble to coercion or undue influence, such as persona 
with acute or severs physical or malt4 i l h ,  or persoas who am ecoaomidy or educationally disadvmrrgsd, 
appropriate additional safe@ have been included in the study to protect the rights md welfare of these subjects. 

Ressuch covered by these repulatioas that hu baa approved by m IRE m y  be subject to tidier appropriate 
review md approval or disapproval by officiah of the institution. Hawcva, those officirlr amy not approve the 
~ h i f i t h a s a o t b m e ~ v e d b y m I R B .  

An IRB shall have authority to suspend or teiminrte 8pprov.l of m e u c h  that is not being coaducbd ia rccordracs 
with the IRB's quiremeats or that hrs bem mmciated with uaexpected S e r i a  hum to subjdts. Any mpnsioa 
or termination of .pprovd s U  include a st.temcat of the rarsoar for tbe IRB'r rtim and be rspoasd 
promptly to the hverrtiptor, .ppropriate institutional officials, md the Secretary.' 

Coopmtive ressvch projects are those projects, n d y  supportbd through p a t s ,  umtnctr, or similu 
omagemeats, which involve instih?tioea in addition to the p a t e e  or prime coatnctor (such as r contractor with 
the grantee, or a subcoatmctor with the prime conmctor). In such instraca, the p a t e e  or contmctor 
numina mpomible to the Dsputmsat fix w~fsguuding tba r i g b  md wdfire of h u m  subjects. Also, whoa 
coopcroting institutiom umduct maw or dl of the reteach involving aoms or dl of rk.r subject, ~h w o p d e g  
instihrtion s U  comply with the regulrtioas m though it reaived fuads for its participation in the project directly 
from (he Depytment, except tbrt in complying with tbae mgdat io~ Stutioar mry uw joint review, reliance 
u p  (he review of rnotber qudified IRB, or dmilu amagemeats rimal at avoidam of duplicrtim of effort. 

(a) An institutim, or wbere qpmpiate m IRB, shall p r s p ~  d ~~ dequrte documsatation of llPB 
rctivitia, includiag the fobwin#: 

(IJ &plea of JT d p r a p d a  dowed, ~ientifi; wduatiom, if my, that ~ccompny the propocsrlr, 
approved srmpie coassat documsntm, pgmu reporb submitted by invsrtiptorn, md of injuria 
to subjects. 



(2) Mimrta of IRB d g s  whicb sbrll be in sufficient dd.il to show attadmw at the m#tings; actions 
trLo by tba IRB, the vote on tbsss action8 including the number of me& voting for, against, and 
rbst.iniag; tbe basis for chpngea in x disapproving r- a d  A writtea summy of the 
discussioe of amtmvertaj is- d their res.lutioa. 

(3) Recorb of continuing review activities. 

(4) Copies of all c o w  bstweca the IRB md the invdptors. 

(5) A list of IRB members aa Fsquvsd by g 46.103@)(3). 

(6) Wrir rn procuIum for tbe IRB as +red by 9 46.103(b)(4). 

(7) Strtemnts of significant new findinga provided to subjecb, rr rsquired by $ 46.103@)(5). 

(b) The raords required by this reguhhoa s U  be rtl.incd for at kast 3 y e ~ s  a h  completion of tbe march, 
and the records shall be accessible for inspection .ad copying by .uthori;Psd repreeontoriver of the Deputnrsat at 
reasonable ti- and in A reamable mmner. 

8 46.116 Cawrrrl ~v@untats~ for infamed coascat. 

Except as providai elsmbm in this or otber wrbplts, no iaveetigator my involve r h u m  being .s r eubject in 
maarch covered by these mgdrtioar unleaa the iaveetiprtor hu obtriaed the legally effective informed coassat of 
the subject or the subject's legally ruth& rspl.esearrtive. An i n v d g . t o r  ahll seslt mch conesat oaly uaQ 
circumst.aces thrt provide the prospective subject or the nprsssntative sufficient qqnntmity to consider whether 
or not to puricipta rad thrt m i a h h  tbe pmbility of m i a a  or uadw iduma. Tbe i n f o r d m  tht i givea 
W I  dx sSjr;i or the mpmmbtive shall be ia language rmdershadrble to the subject or the mpramohtive. No 
i n h d  consent, whether oral or writtsa, m y  include my exculpmtory I m p g o  thmugh which the subject or the 
mpmaatrtive ir made to waive or rppeu to waive my of the subject'r I@ rigbtr, or mleua or r p p s ~  to mlsurs 
the ~cvssdpb:, the spowx, the institution or it# agent# horn liability for aegligsace. 

(A) Bamc demsats of infimnal cotualt. Except rr provided in pmpph (c) or (d) of thin ssctioa, in 
i n h d  conseat the following hfbmnfion shrll be provided to ach subject: 

(1) A s t a t a n d  that tbe study inrdrcr d, .a explandim of tbe pvpaa of the rarsvch d ths 
expected duntion of the subject'r puticiptioa, r Q.niptioa of the pmcdura to be followed, d 
idsatifidon of my pocsdursr which am expexinm~*,I; 

(2) A M p t i a a  of m y  forweubb rbkm or diacomforu to the subject; 

(3) A daaiptiaa of my kadib to tbe subject or to others which m y  mammbly be expected from the 
-* 

(5) A statermot ciacribing tbu extcat, if my, to wbich cddattidty of recorcb idsntifying tba subject 
will be d t 8 i d ;  



(6) For rssearch involving rmm thm m i i t i d  risk, PO e x p i d o n  as to whether my aompesation and 
an uplrnrtMa 8s to whetba my msdid treatmmts am available if injury occun md, if so, what they 
c o a s i s t o f , o r w b e r s ~ ~ o n m r y  beobtniwd* 

(7) An e x p l d m  of whom to contast for answtrs to perhakt qusticw about the teseufh and research 
subjects' rights, md whom to contact in the event of r nseuch-nl.tsd injury to the subject; and 

(8) A sta tanent  that participation 35 vohtuy,  nfusrl to puticip8te will involve w Hty or loss of 
benefits to which the subject is othenvise entitled, and the subject may discoatinus participation at m y  time 
without penalty or loss of benefits to which the subject is otherwise eatitled. 

(b) Additional elemsat8 of informbd coasent. When appropriate, one or mon of the following elements of 
informrtim shall .Is0 be provided to t r h  subject: 

(1) A statamsat that tbo puticulu trsrtmerrt or procsdure m y  involve risks to the subject (or to the 
embryo or fetus, if the subject is or m y  become pregnant) whicb am curmatly u n f o ~ l e ;  

(2) h t i c i w  circumtmca under which subject's puticipation mry be tmnhted by the investigator 
without mgud to dm subject's consent; 

(3) Any additional cusb to the subject th.t m y  r d t  from pmrhcipatioa in the nstuch;  

(4) The c v  of a subject's decisioa to withirriw from the mearch md proceduns ;or o M y  
tamidon of puticiptioa by tbe subject; 

(5) A stabmeat t&t significmt ww findings dovelo@ during the came of the rumd wbich lnay relate 
to the subject's willingemu to coatinun puticiphon will be provided to the subject; md 

(6) The rpproxinmte number of subjectr involved in tbe study. 

(c) An IRB m y  q m v e  r commt pmdura which doer not include, or which dteru, soam or d l  of the elemsab 
of informed coasaat sd fwth above, or waive the rsquirema~t to obtain informbd coassat p v i & d  the IRB finds 
mdQcllmmt8 th.t. 

(1) Tbs rsrsvch or &mmsbtb ptpjact is to be coaducted by a subject to the approval of state or i d  
govmmm~t officials d ir dmigwd to shdy, edurts, or dhenwim elumine: (i) propma under the 
Social Security Act, or dhsr public beacfit or h propma; (ii) procedurer for obhhhg banefib or 
serviw under those pmpam; (iii) poamible chmga in or d ~ v ~  to t h e  propnu or procedures; 
or (iv) poeaibla chrngm in mabob or levels of p y o m t  for beaefib or emicer under thm program; 
d 

(2) Tim d d na8 practicably bs curied out witbout the waiver or dtentioa. 

(d) An IRB m y  approve a c u w e t  .Irocedurs which doa not include, or which dtera. mms or dl of the elemsatr 
of informed coawat @ fibrth &ova, or waive dm requiremsab to obrain iafwmsd owrsat provided the IRB finb 
4 2 -  - ' t k k  

(1) The rassuch involvao w more thn did risk to the subjectr; 

(2) The waiver or rltmtioa will not dverwly affect the righte md walfus of the subjectr; 



(3) The mmcb could not e u b l y  be curid out without the waiver or .Itention; md 

(4) Wbeaever rppropri.ts, the subjects will be provided with ddit id perheat information after 
paAciprtioa 

(e) The informed consent rsquinmszrts in them regulations are not iateadai to preempt my applicable fdd, 
state, or local laws which quire d d i t i d  infonnrtion to be dislosed in order for informed ameat to be legally 
effective. 

(f) Nothing in these regulatioas is inteadsd to limit the urtbority of r physicha to provide emergmcy d d  care, 
to the extent the physician is permitted to do so under applicable feded. state, or l o d  law. 

(a) Except as provided in pnOrrph (c) of this scftioa, informbd coaaaat sh.U be documsated by the use of r 
writtea comeat form approved by the IRB md signed by the subject or tbe subject's legally urtboriLsd 
rqmmtative. A copy sbd be givar to tbe persm singing the form. 

(b) Except as provided in purqnpb (c) of this section, the conesnt form m y  be either of the following: 

(1) A writtea comeat documeat th.1 eahodiem the elenm!ab of iaformsd coacsat rsqrursd by 46.114. 
This form may be red to the subject or the subject's legally urthorizsd qrwmbtive,  but in m y  avemt, 
the investigator give either the subject or the mpmeahtive dal\ute oppodmity to rsd it be- it 
is si@; or 

(2) A "sbort fimn" written conesnt documsat stating hat the demsats of informed coaseat m q u d  by 
46.116 b a  been preseated orally to the subject or the subject's legally u r t b h d  mpmmt.tive. Whsa 

this method is used, them be r witnesr to the onl  prsrrmtrtioa. Also, ths IRE s&il approve 8 wPittsa 
summary of w&t is to be said to ths subject or the qmum1.tive. Only tbe short form itself is to be 
signed by the subject or the qmmnt.tive. However, tb witam8 hall sign both the abort form ud a copy 
of the summuy, and the penon actually obtinhg maamt s&il sign 8 copy of the suauxmry. A copy cf 
the ~ummrry be given to the subject or ths mpmmtatiw, in addition to r copy of tbe "shon form.' 

(c) An IRB m y  wuve the requiremeat for the invsstignfm to obtoh 8 signed coassat f m  for soam or dl subject# 
if it findm either: 

(l)Th.ttbeoalyrscordlinlri.gthesubj~tdtherc*surhwauldbetbecaa~tQcumsatradtbe 
piincipal risk would be poteetial hum d t i q  from r U of ooafidcahlity. Each subject will be 
r d r e d w b a b s r h ~ s c t w r a b ~ u i o a l i r h a l t b s a r b j e d w i t b k d ,  radthsaubjact's 
wishsrwi l lgov~or  

In cam whom tbs ducummtrtion mpimmmt u waived, the IRB amy tallljlb tb iavercigator to @"r .ubject# 
w i i  B &&mmt -dins t)# rrppwh. 



5 46.118 Applications and proposals laeking Murite p h  for inrolranent of h m  subjects. 

Certain types of ap~~icrtioas for grants, cooperative agreements. or contrrts u e  submrtted to the Departmat with 
the knowledge that subjects may be involved within the period of finding, but definite plans would not w r d l y  
be set forth in the appticatioa or propod. These include activities such as institutional type grants (including bloc 
grants) w h m  selection of specific projects is the institution's responsibiiity; rtseorch traiaing grants where the 
activities involving subjects remain to be selected; and projects in which hum~lr subjects' involvement will depend 
upon completion of instruments, prior P n i d  studies, or purification of compounds. These applications need oot 
be reviewed by an IRB before an award may be d. However. except for research described in 9 46.101(b), 
no h u m  subjects may be involved in my project supported by these awuds until the project has been reviewed 
and approved by the IRB, as provided in these regulations, .ad certifiutioo submitted to the Dcprmmt. 

9 46.119 Research undertakm without the intention d inrdving hrmr~n subjecb. 

In the eveat research (cou~ucted or funded by the Deputment) is udertaken without the intmtioa of involving 
human subjects, but it is 1.-ter proposed to w humrn subjects in the research, the rsaevch shall first be reviewed 
md approved by an IRB, as provided in these regullcioaa, a certification submitted to the Dep~rtment, and final 
approval given to the proposed change by the Deportment. 

9 46.W Etduntion and disposition of applicatim .ad propads. 

(a) The Secntuy will evaluate all applicrtioas md propod8 involviog humrn subjects submitted to the Deputmeat 
through such officers and employees of the Dqutmmt md such experts and coasul1.nts .s the Secretary debmbm 
to be rpptopri.t8. Thia evaluation will take into coasidet.rioa the riska to the subjects, the d e q w y  of protectioa 
against them risks, the potential benefits of the proposed r e s d  to tbe subjects .ad otlwrs, md the importance 
of the knowledge to be gained. 

(b) On the basis of this evaluation, the Secretary may approve or disapprove the appticrCioa or propod, or enter 
into negotiations to develop ur rpptovrble oae. 

) 46.Ul Intestigationd nu drug or dcrio M y  dday mquimnent, 

Whea m institution is requiral to pispus or to submit r certifidoa with m rpplidoa or propod under tham 
regulations, .nd the rpplicrtioa or p r o p 4  invalwr m invsrtiptio0.1 dxug (within the nrPnislg of 21 U.S.C. 
355(i) or 357(d)) or r significant rid device (M &hod in 21 CFR 812.3(m)), the institutioaahrll i h t i f l  the dnrg 
or device in tbe certification. ?be instihrtioa dm strts whdbsr the M y  interval required for inveatigatioari 
new drugs by 21 CFR 312. I(r) d for significant rid devia~ by 21 CFR 812.30 hu elqmd, or whether the Food 
and Drug Adminiehmtioa hu waived tbrt requiremeat. If the 30-dry interval hu expired, the inrtitutioa shall state 
whether the Food md Drug Administntioa hu requssted th.t b e  spwsot continue to withhold or reatrict the use 
ofthedrugordevicsinhumrnaubjectu I f t h b 3 O d r r y ~ J h U ~ ~ r e d r w r i ~ . t ~ ~ ~ W v d ,  
the institution dull d 8 statwsat to tbe Deprtmsat upon expintioa of the interval. TIM DspuQabat will not 
consider r certification rccepbbk untif the iastitutioahu submitted a shtemsat &at tbe M y  intend hrs el@, 
and the Food nod Dnrg Administntioa Iua  not requsabd it to limit chb um of tb dm8 or dwiw, or that the Food 
end  nnrg Adminiutrmt;nn yrrivul ,Lr ?hA,r 



f 46.l22 Use d f c d a l  fm&. 

F a & d  frmds dminirrrsad by ibu Deputmmt may not be expended for ressvch involving humrn subjects unless 
the ruphmmt of them reguhtions, including all subputs of these regulations, hve  been satisfied 

4 46.U Early taminntioa of mamb f-: crduatioa dsubsequeat applications and p r o m  

(a) The Secretary may require &st Dqwtmcat fundiag for my project be terminusd or sv,lspeadcd in the mrnaer 
prescribed in applicable prom mqukmmts, wbea the Sscntrry finds m institution has mrtcri.lly failed to 
comply with tbe cermr of tbees fcgdatioM. 

(b) In uuking decisions .bout firnding applidtioas or pmpods c o v d  by these rsphticms the Samtuy m y  take 
into wmunt, in dditian to dl olbsr eligibility rsquinments md program &riteria, factors such u whether the 
applicant bas baa subject to r tcrminrtoa or suspsasian un&r purqnph (a) of this sectioa d whether the 
applicant or tha penoa wbo would direct tbs scieatific rad technical rspectr of m activity hs in the judgmcat of 
the Secrscuy rmtsri.lly fiilad to didurge rsspoasibility for the pmktiOa of the right8 and welfub of b u m  
subjects (wbetber or not Deputum~t fun& ware involved). 

With rsspect to any reseuch project or my  clam of rsseuch projecta the Secretary may impose additid coaditioaa 
prior to or at tbe tima of funding when in the Secrduy'a judpxmt additid cooditioos ue naaemq for tIm 
pmtsctioa of human subjece. 

Source: 40 FR 33528, Aug. 8, 1!37S, 43 FR 1758, Jmuuy 11, 1978,43 FR 51559, November 3, 1978 

(a) The repulrtions in this subpat .rs applicable to dl Dqmtmmt of Hdth,  Edamtb, end Wdfira g m u  d 
contrrt d, d s v e l o p ~ t ,  rad related rt iv i t ia  involving: (1) T b  W, (2) pregnant women, d 
(3) h u m  k v i m  f e d m b n .  . .  . 

(b) Nothing in this subput rhll be cuutnd u indicating thrt c o m p ~  with tbe pmcuhms sd forth h i n  will 
in my way mdar iaqpliclble partineat State or l od  laws bearing upoa rctivitia covered by this 8ubput. 

(c) The requhmmb of this nubpr( am in dditioa to tlxm i m p d  uader tba otbei subputr of this put. 

It is the pupow of this subput to provide ditiond sdbgumb in rsviswins rctivitia to which thir 8ubput ir 
applicable to amre th.1 tbey d o i m  to rppioprirts abid st.abrb d reha to important societal web. 



As used in this subpart 

(a) "Secretary' merns the Secretary of Health, Education, and Welfare and any other officer or employee of the 
Depwment of HeaIth, Education, and Welfare to whom authority has been delegated. 

(b) " P r c ~ c y '  encompasses the period of time from confixmation o i  implantation (through any of the presumptive 
signs of pregwcy, such as missed menses. or by r medically accepuble pregnancy test), until expulsion or 
extraction of the fetus. 

(c) "Fenis" means the product of conception From the time of implantation (as evideaced by any of the presumptive 
signs of pregnancy, such as missed menses, or a medically acceptable pregnancy test), until 4 determination is made, 
following expulsion or extraction of the fetus. th.1 it is viable. 

(d) 'Viable' as it pert.ins to the fetus merns being able, .Rer either spcntaneou or induced delivery, to survive 
(given the benefit of available d C . l  therapy) to the point of indepeadeatly maintaining W beat a respiration. 
The Secretary a r y  From time to time, taking into account deal advracts, publish in the Fodml Register 
guidelines to assist in detmniaing whethn r fetus is viable for purposce of this subput. If a fehrs is viable after 
delivery, it is a premnturr, infant. 

(e) "Nonv~rble fetusw merne a fetua a utm, which, although living, is not viable. 

(9 "Ded fern' means a fetus a ufm which exhibits neither heartbeat, spont.neous respiratory activity, 
spontaowus movemeat of volunhry muscles, nor pulsation of !be umbilical cord (if still attached). 

(g) "In vitm fertilization'  mu^ ray -tion of humra ova which occurs outside the body of female, either 
through admixture of donor h u m  spenn and ova or by my other msms. 

(a) Ow or mom Ethicxl Advi8o.y Bcwde sb.U be stabtished by the Secratuy. Members of thesc M ( s )  sb.U 
be so selected that the M ( s )  will be competent to dad with medial, legal, social, ethical, and related issues and 
may include, for exrmple, remarch ecieatitita, physicians, peychologiets,  sociologist^^, educrtors, lawyers, aad 
ethicists, M well ur reprw#at.tives of the p n d  public. No boud msrnber may be r regular, full-time employee 
of the L h p t m d  of Hsdtb, KdUdon* ra8 ylelhrs. 

(b) At the request of the Secretuy, the Ethical Advieoiy Boud reader dvice camistsat with the policim aad 
rsquiremeab of this Put u to dhicrl iaeusr, involving rtivitim c o v d  by this subpart, misad by individual 
applicatioar or prupoda, Ia ddition, upoa quest by the Sscrsbry, the Boud shll reader dvice as to c b  
of applicrtioru, or pmpada d geaenl poticies, guidelines, and procedurer. 

(c) A Boud may estabbh, with tbe approval of the Secmtuy, clrssg of applications or p r o p d s  which: (1) Must 
be submittal to tbe Boud, or (2) need not be submitQd to the Boud. Wbsrs tbe Boud so eahblieber r clam of 
applicrt io~ or proposals which rnwt be eubmitted, no applicrtia or pmposrl within the clam m y  be funded by 
t h ~ t o r m y c o ~ t ~ f W f D e ~ r n & h h n v M & ~ M . n A t k  
B0ard-h rradered &ice u to ib mxphbdity from m ethical ~)tdpoiat. 



(d) No rppliaticm or propad involving hurrmn in v i m  fatilizuioa m y  be be by the Deplrtmmt or any 
compoacat thereof mtil the applidoa or pioposrl by baa reviewed by the Ethical Advisory Boud and the Bovd 
hu rrndersd advice m to its rccepcrbility from m ethical standpoint. 

4 46.205 Addithmd dutia of tk Institutiod RRim b a d  in aorru '00 with dvitia inrdtiql 
fchrsa, p m t  womca, or hrmur in rim fCetiliPtjr)lL 

(a) In ddition to the respoasibilitiea prescribed for Institutiod Review Bods  & Subput A of this pat, the 
applicmt's or offeror's Baud shall, with respsct to ativitia covered by this carry out the following 
8dditiOMl duties: 

(1) Determine tht all rspbcts of the activity meet the mquknmb of this subput; 

(2) ~ t h r t d s q ; r u t e c o a s i ~ m h u b a m ~ v e a t o ~ m r a n s r i n w h i c h p o t e n t i r l s u b j e c b w i l l  
be selected, and dsquate provision hrs bum mde, by tbe r p p W  or o h  for numitoring the actual 
infonnsd comeat pmcea~ (0.g.. though such mehahm, wbsa .Qpropnue, rs paxticiprtion by rhe 
Insrihltiod Review boud or subject dvastm ia. (i) O v e r d a g  the actual pmcser by which individual 
consents quired by this subput ua a4cwd either by rppovins i d d o e  of each iadividd into the 
crctivib or veritymg, perhps through sunpliag, that appwed p m x d u ~ ~  for iaduction of iadivi- into 
the activity are being foilowed, d (ii) moaitmhg 1 . 0  pm~rarr of the activity d interveaing u mcamq 
through such stsps rs visits to the activity site Ud mtinuing durt ioa to determine if ray uomticipated 
risks have a); 

(3) Carry out such other mponsibilitiea ur m y  be Agned by the Secntuy. 

(b) No awud m y  be i d  until rhe applicrnt or o f b  h u  certified to the Secretuy that the I h t u t i d  Review 
Bovdhmdsthe~~rsquirsduadsrpnOrrph(8)oftbirsbctioadrhe~j h.rrppro~edthge 
determhtioas, u pvidsd in # 46.120 of Subput A of thh put. 

(c) Applicaats or o f f i  socking support for rtivitier m v d  by tb d 5  must provide for the d4aignatioa 
of m Inst ih l t id  Review Baud, subject to approval by the Semcuy, whem no rmch Boud baa been estrblisbed 
undersubput Aofthisprt. 

8 46.296 Cawnl limit.tioa. 

(I) No activity to whicb thir rubpl( u applicable m y  b rmlem: 

(1) Appropriate sndia on mhdr .ad noapregnmt iadividwlr have bam complsted, 

(2) Except wbas the purpors of the activity ir to mset tba b d t b  a& of the mother or tbe puticukr 
fetus, the rirk (o tbo fenu u m i d  rad, in dl cuer, is the I d  possible risk for achieving the objectivm 
of the activity. 

(3) Individurlr sapgal in the ~t iv i ty  will b v e  no part in: (i) Any decirioar u to the timiag, mahal, 

- - 
temiMtioa of dm pgnnwy; d 

(4) No procuid c h a p  which m y  am g m b r  tbra risk to the fenu or the pregmnt w o r n  
will be introdwad into the procuium for bmizuhg p m g ~ ~ ~ y  solely in the interwt of the activity. 

I S  CFn 46 



(b) No inducemcnb, moll- or othenvise. m y  be offered to terminate pregnancy for purposes of the ~ctivit~ .  

[40 FE 33528, Aug. 8, 1975, as amended at 40 FR 5 1638, Nov. 6, 1975) 

(a) No pregnant woman may be involved as 3 subject in an activity covered by this subpaxt unless: (1) The purpose 
of the activity is to meet the h d t b  Deeds or the mother and the fetus will be placed at risk only to the minimum 
extent necessary to meet such needs, or (2) the risk to the fetus is mininul. 

(b) An activity permitted under pprtgnph (a) of this saction may be conducted only if the mother and fuher am 
legrlly competent and have given their i n f o d  consent after having been fully infonned regarding possible impact 
on the fetus, except that the father's informed comeat need not be secured if: (:) ?hc purpose of tbe activity is 
to mat tbe h d t h  weds of the e, (2) his identity or whembouts cannot rumably  be mcerhbd; (3) he is 
not r d l y  available; or (4) the prepacy resulted from rape. 

b 46.208 Acfititia d k d d  toward fctws in utao es subjsb. 

(a) No fetus in urn m y  be involved M r subject in my rtivity c o v d  by this subprt unless: (1) ?he p u p a  
of the activity is to meet the W t h  aesQ of the puticulu fbtus rad the fctw will be placed at risk only to the 
minimum extent necessary to meet such needs, or (2) the risk to the fetus imposed by the rweuch is minimal .ad 
the purpose of the activity is the developmsnt of importnot biomaiicrl kaowidge which cannot be obtained by otha 
mtllvI. 

(b) An rtivity permitted under paragraph (a) of this section may be ccmductui d y  if the amher md father ub 

legally competeat and have givm their informal conseat, except tht the f.thsr's consent need not be secured if: 
(1) His idcatity or whereabouts cannot m a m b l y  be .scert.ined, (2) he is not rsuroarbly available, or (3) the 
pregnancy reaulted from rrpe. 

(a) Until it has ban =.atabed whether or not r fehu ex utero ir viable, a f&tua ex utero may not be involved u 
a subject in .a activity c o v d  by this subput dam: 

(1) There will be no ddsd rink to tbe fiistur renrltiag horn the rtivity, .ad the pwpom of the activity is 
the developmat of bportmt biombdid b l e d p  which manot be obbiwd by other mans, or 

(2) 'Ibe purptme of the d v i t y  is to eahrnce the p i b i l i t y  of survival of the puticulu fchls to the point 
of viability. 

(b) No nonviable h m  my be invollrsd u r subject in M rtivity covered by thb subprt unlemi 

(2) Experimental .ctivitiea which of themselves would teiminrts the h e a t k t  or rsspintioa of the fenu 
will not be employed, and 



(3) 'I'~M prppog of the activity is the developaxat of important biomedical knowledge which cannot be 
obtrinedbyother- 

(c) In the event the fibata a utero is fouad to be viable, it m y  lm included M r subject in the activity only to the 
extent permitted by rad in .ccorQce with the requiremeats of otha subputs of this put. 

(d) An activity permittd under psnOnpb (a) or (b) of this section m y  be coaducted oaly if the mother and father 
are legally competent and have given their informed consent, except that the fotber's iaformsd commit neai not be 
secured if: (1) his identity or whereabouts cannot reasonably be mcatahed, (2) he is not rrrsoo.bly available, or 
(3) the pregnancy resulted from npe. 

i 46.210 Activities involving the dead fct\a, fcel mataial, or the pIaa!nta. 

Activities involving the dead fehrs, mrcetrted fbbl materid, or mUs, tissue, or organa excised from a dad fetus 
shaU be conducted only in scfordaaa with my applicable State or local laws regding such activities. 

Upon the reqwt of m rpplicaat or offeror (with the rppnwd of its M t u t i o d  Review Bod), tbe Secretary m y  
modify or waive specific requixemsnts of this subput, with the 8pprov.l of tbe Ethical Advisoy Boud after such 
opporhmity for public conamsat M the Ethical Advisoy Bovd wasiders rppmprhb in the puticulu instmce. In 
making w h  decisions, the Secretary will consider whether the risks to the subject ue so outweighed by the sum 
of the beacfit to the subject and the importrace of the knowledge to be gained M to wvnnt such modifidon a 
w.ivsr i;nd that such benefits catmot be g8inal except through r modificrtioa or waiver. Any such modifidom 
or wiivm will be published as in the F a d e d  Regirter. 

Subpart C-Additid hta3hm h t a h i q  to Biomcdial md Bcbrriod Rcsarcb h v d ~  Risoaas 
as Sd&!ds 

Source: 43 FE 53655, Nov. 16, 1978 

(a) ' I l e  regulatioea in thia subput M applicable to dl biomedical and behrvionl r d  conducted or supported 
by the Deputmsat of Hdth, Ed-, d Walhla involving primeam u mbjacts. 

(b) Nothing in thu rubg.rt dull be coartrusd u indicating thU colnplirace with tbe pmcadum sd for* h e i n  will 
authOiiEb reeeuch involving pri#asn am subjab, to the extau nrch rasrvlcb u limited a bvrsd by applicable State 
or l o d  law. 

(c) me requireamntr of thir subprt ue in addition to t h e  i m p a d  ueder the dber eubputa of this put. 



Inasmuch as prisoaera m y  tie under constraints because of their inmeration which could affect their ability to 
mPLc a truly voluntary d maaxrced decision whether or not to participate as subjects in research, it is the purpose 
of this subpart to provide a d d i t i d  safeguards for the protection of prisoners involved in rtivities to which this 
subpart is applicable. 

5 46.303 Definitiom. 

As used in this subput: 

(a) 'Secretary* merns the Sccretuy of Health, Education. d WelfPrs and m y  other officer or employes of the 
DtpPrtment of Health, Eduution, and Welhre to whom authority bas beea delegated. 

(b) "DHEW" maw3 the Deprmmt of Health, Education, d Welfue. 

(c) 'Prisonerg muns my individual involuntruily confined or det.iwd in r p a 4  institution. TBe term is intended 
to encompass individuals seatend to such m institution under a criminrl or civil statute, individuals detained in 
other facilities by virtue of strtutes or commitmeat proceduns which p i &  dtcinrtivsr to criminal prosecution 
or i n d o n  in r penal institution, and individuals drhhed pending dgnnm?at, trial, or seateacing. 

(d) " M i n i d  risk" is the probability and magnitude of physical or pycbologid hum that is n o d y  cacomtered 
in the daily lives, or in the routine d i d ,  dead, or pycbologicrl examhation of healthy penom. 

8 46.304 Composition of btitutiod Rcrim Bovds wbacc priaoaas are imdtcd. 

In addition to satisfying the requirements in 5 46.107 of this part, m I n s t i t u t i d  Review Boud, carryins out 
responsibilities under this part with respect to naeuch covered by this subput, shd dso m e t  the following specific 
requirements: 

(a) A mjority of the Boud (exclusive of prieoner members) &dl have no issociation with the prison(s) involved, 
aput from their membership oa the Bwd. 

(b) At least one member of the Boue &dl bs 8 prisoner, or r priscmer rqmamtative, with rppropriate brLgmd 
and experience to serve in tb.1 crprcity, except tlut whom 8 particular twmch project is reviewed by mom t h ~  
0 n e B o o r d O a l y ~ B o u d n e e d ~ ~ t h i t ~ t .  

4 46.305 A d d i t i d  dutig d tbe Wtutidarl Rcrk# Bavdr whm pdmam are inrdnd 

(a) In rddititm to dl oUmr rwpoasibilitia prascribed fw Mtutioarl Revisw Boudr under tbir put, the Boud shll 
r e v i e w r e s s u r c h c w s r s d ~ ~ ~ u d ~ v ( ~ r u c b d e a l y i f i t ~ ( h r t :  

(1) The march under review rspisgata om of the categoria of ressuch pemhible under 8 
46.306(#0(); 

(2) Any possible dvu~tqw accruing to the prisonsr through his or ber participation in the mearch, wbsa 
compand to the geaenl living conditiom, medical w e ,  quality of f d ,  Msaitim and opportunity for 
euninga in the prison, are not of such 8 mgnihde tlut his or her ability to weight the risks of the rsssvch 
against tbe value of a h  dvmtrga in the limited choice eavimmmt of the pr im i8 uqmirai; 



(3) Tbe risks involved in the m e m h  are co- with risks rh.1 would be .cceptsd by nonprisoner 
volrartan; 

(4) Rocuiunr for the selection of subjects within the prison are fair tc dl prisonm and immune from 
arbitmy inweation by prism authorities or prisonas. Unless the principal investigator provides to the 
Boud justificltiou in writing for following soma other procedures, control subjects must be selected 
randomly from the group of available prisoners who mset tbe chuacteristics needed for that pmiculu 
reseuch project; 

(5) The infomation is presented in Impage which is understaodable to the subject population; 

(6) Adequots r sau~ce  exists that puole board8 will not take mto account a prisoner's participation in the 
nsevch in nuking dscisioas regarding puole, and each prisoner is cleuly informed in advance that 
pPivicipatim in the mearch will have w effect oa his or her parole; and 

(7) Where the Boud finds there m y  be a need for follow-up examidon or care of participants after the 
end of their puticipetioa, d e q u ~ e  provision hu bean mde for such examination or ure, taking into 
account the vuying lengths of individual primers' scateafes, a d  for informing participants of this k t .  

(b) The Board shall a n y  out such other duties .s mry be assigned by the Secrstuy. 

(c) The institution shall certify to the Secre(uy, in sucb form and mrnnet aa the Secrstuy m y  requim, that tb 
duties of the Board under this ssctioa have bum fulfilled. 

$46.306 Pamittoa activities inrdvhg prisonas. 

(a) B i o d i c d  or behavioral reaeuch conducted or strpported by DHEW may involve prisoners as subjects only 
if: 

(1) The institution responsible for the ~wduct of the m h  ha certified to the Secretary that the 
Institutional Review Bad hu approval the rsssrrch under 8 46.305 of this subput; rad 

(2) In the judpmsnt of the Secretary the propod  ressuch involvea solely the following: 

(A) Study of the possible cams, efhctr, md pmxma of hcuce&ioa, d of crimiarl behavior, provided thnt 
the study pfiseats ao more thn min;rmi risk d no mote thrn incunvmiam to the subjects; 

(C) Rsseucb on coaditioas puticululy &tin# primmom aa r claw (for example, vaccine trials and other meash 
on hepatitis which ir much mom prevdsat in prhm than el-, d mearch on social md psychlogid 
problems sucb u dcobolirm, drug ddiction d sexual msadb) provided tb.r the study m y  proceed only .Rsr 
the Sscretuy hu coaulted with rppropri.ts expmb including ex- in pewlogy awdicine d ethics, d 
published notice, in the FadrrcJ Regisre?, of hi8 intent to approve sucb research; or 

(D) Ressvcb on pncticm, both innovative d awptd, whicb have the in- lad rsrewrble probability of 
improving the h d t b  or well-being of tbe subject. In cuer in which thom shd i a  require &a rsrigmmt of 
prisoom in r mrnwr d s t s n t  with protocols approved by the IRB to m t m l  which am? nd benefit fmm - 
6 e  rcaearcli, i6e study my procad oaly a h  t& Secrstwy hu comdted with appropriate expertr, includiag 
experts in penology medicine and ethics, a d  published notice, in tbe Fe&ml Register, of his intsat to approve such 
ressuch. 

45 CFR 16 2 1 

,' 

-. \ &' 



(b) Except u ptovidad in pangraph (a) of this ssctioa, biomedical or behavioral research coaducted or supported 
by DHEW shall not involve prisonm as subjects. 

Subpart -Additional Protections for Children Involved as Subjects in R d  

5 46.401 To whet do these rrgulpitiom apply? 

(a) This subpart applies to all research involving child= as subjects, conducted or supported by the De;n~rtmnt 
of H d t h  and H u m  Services. 

(1) This includes resurch conducted by Deputmeat employses, except that each h d  of an Operating 
Division of the Dtputment may adopt such nonsubstmtive. procedural modifications as may be appropriate 
from an administrative stmdppoint. 

(2) It also includes research conducted or supportal by the Deputmnt of H d t h  and Humpn Services 
outside the United States, but in appropriate circumet.aas, the Secretuy my, under paragraph (e:~ of Q 
46.101 of Subpart A, waive the applicability of soma or all of the requirements of these regulations for 
research of this type. 

(b) Exemptioas (1). (2). (5) md (6) .s listed in Subput A at Q 46.101(b) m applicable to this s u m .  Exemption 
(4). research involving the observation of public bdmvior, listed at 4 46.101(b), is applicable to this subput where 
the investigator(s) does not participate in the xtivitiea being o h d .  Exemption (3). r e d  involving survq 
or interview p d u r s s ,  listed at 9 46.101(b) dog wt apply to meuch covered by this subput. 

(c) The exceptions, additions, aad provisione for waiver rs they appear in paragraph (c) through (i) of $46.101 
of Subput A are applicable to this subput. 

The definitions in ) 46.102 of Subput A shall be applicable to this subpart an well. In addition, m used in this 
subput: 

(a) "Childme are persons who have not athiad the legal age for m o m t  to tnrtments or proccdune involved 
in the rcseuch, under tbe applicable law of the jutiadictioa in which &a resaFcb will be conducted. 
(b) "Assent* meam a child's rflirrdve agmeamt to p.rticip.ts in d. Mere failure to object should aoc, 
absent affirmrrtive agreement, be cmstmed an u m t .  

(c) *Penni~l)io~~' meana the agreement of pusnt(s) or guudim to tbe puticipatioa of their child or wud in 
rrseuch. 

(d) 'Pusnt* mernr r child's biological or adoptive pent. 

(e) *Guardiane msmr m individual who is authorized under applicable state or local law to consmt on bchrlf of 
a child to gamd medical cue. 

Appendix 2 



In addition to other mpoasibilitiesassigned to IRBs under this part, each iRB shall miew reseuch covered by this 
subpart and approve oaly rescorch which satisfies the conditions of a!: applicable sections of this subput. 

5 46.404 R e s d  not involving greater tban minimal risk. 

HHS will conduct or fund rese~rch in which the IRE finds that no greater than m i a i d  risk to children is presented, 
only if the IRB fin& that adequate pt~visiom are d e  for soliciting the assent of the children and the permission 
of their parents or guardians, as set forth in 5 46.406. 

0 46.45 Research involving greater than minimnl risk but prc~cntiq the prospect of direct b d t  
to tbe individual subjects. 

HHS will conduct or had  resevch in which the IRB fin& that more tbm mininul risk to children is pnsented by 
an intervention or procedure that bolb out the prospect of direct benefit for tbe individual subject, or by a 
monitoring procedure thmt is l le ly  to contribute to the subject's well-being oaly if tbe IRB tkb that: 

(a) The risk is justified by the anticipated benefit to the subjects; 

(b) The relation of the anticipated benefit to the fij)L is at least aa favorable to tbe subjects as that prsasated by 
available alternative approach; ond 

(c) Adequate provisions am mule for soliciting tbe rssent of the children md peimkioa of their pusatm or 
guardians, Y set fad in # 46.408. 

0 46.406 R c o c n r e b i n v d ~ ~ ~ t b . a ~ r i g k d m p r o s p c c t d d i r r c t b c n d ~ t b t b c  
individual subjects, but like1 y to yield gcaaPliPbk Imowledge about tbe subject's &ordm or condition. 

HHS will conduct or fund rsssulcb in which tbe IRB finda that m m  than mininml rid to childrsa is prwented by 
an inkweation or pmcedurs thmt does not hold out tbs proapt  of direct b f i t  fix the individual subject, or by 
a monitoring procedure which is not likely to contribute to tbs well-being of the rmbject, oaly if tbe IRB M that: 

(a) The risk npibsents a miPor increase over minim8l r ia ,  

(b) The inkweation or procedum prsrsab sxperieacaa to subjects that ud r e d l y  with thoee 
inhercat in their actual or expcctuj malid, daitd, pycbologicrl, social, or e d & d  rinutionr; 

(c) Tbe intervmtioa a procedure u likel'j to yield gamdimble l u~wledp  about the rubjects' di& or coaditioa 
which is of v iu l  impoftma for the 4nst.ariing or anmlioratioa of the aubjectr' d h d e r  or condition; rad 

(d) Adequate providona us mde for soliciting rssent of the children and permissioa of their pumb or puudi.ns, 



8 46.407 Research not 0th- approvable which presents an opportunity to understand, prevent, 
o r  ailmiate a seriorrs problem affecting the health or welfare of children. 

HHS will conduct or fund research that the IRB does not believe mats the requirements of $9 46.404,46.405, or 
46.406 only if: 

(a) The IRB finds that the research presents a reasonable opportunity to further the understanding, prevention. or 
alleviation of a serious problem afkting the health or welfue of children; and 

(b) The Secretary, after consultation with r panel of experts in pertinent disciplines (for exrunple: science. 
medicine, education, ethics, law) and following opportunity for public review and commnt, has determined either: 
(1) That the research in k t  satisfies the conditions of 99 46.404, 46.405, or 46.406, as applicable, or (2) the 
following: 

(i) The research  present^ a reasonable opportunity to W e r  the ~~~derstanding, prevention, or alleviation of a 
serious problem affecting the health of welfare of children; 

(ii) The n s s v c h  will be conducted in accordance with sound ethical principles; 

(iii) Adequate provisions are mede for soliciting the rssent of children md the permission of their pnreats or 
gunrdians, as set forth in $ 46.408. 

0 46.408 Requimnatb for pamipsion by pcuenb or guardia~ and for assent by childrtn. 

(a) In addition to the detsrminrtioaa required under other applicable sections of this subput, the IRE slid 
determine that adoquote provisions are mde for soliciting the useat of the childmu, whca in the j u d ~ t  of the 
IRB the childrea us capable of providing rssent. In dekmiaiag whether childma ars uprble of assenting, the IRB 
shal l  toke into recount the ages, maturity, and psychologid state of the childma iavolved. This judgmsat m y  be 
mde for dl childma to be involved in mearch under r puticulu protocol, or for each child, rs the IRE deems 
appropriate. If the IRB detcmka  tht the qmbdity of mms or dl of the childraa is so limited tlut they crnad 
reasonably be consulted or that the interveation or procedure iavolved in the rsssuch holds out a prospect of direct 
benefit that is important to the b d t h  or well-being of tbe childrsa d ia available only in the context of the 
research, the asseat of the children is not a aemmry d t i a a  for pmcdhg  with the mawch. Even w h o  the 
IRB determines th.1 the subjects us crpble of rsseatiag, the IRB may still waive the weat  requiremezit uader 
circumstance8 in which coneent may be waived in record with 9 46.116 of Subput A. 

(b) In addition to the dekmhtim requid under other rpplicrble s e c t i o ~  of this mrbput, the IRE shall 
determine, in rccordrace with md to thb exta~t tlut caamt is m@ed by ) 46.116 of Subput A, that d e q ~ e  
provisions us mrde for soliciting the permirdoa of ercb child'r pueab or guudi.a. Whers pusatrl permissioa 
is to be obhhed, tbe IRE m y  iind tlut tbe paminion of ow pamat is sufficiaat for ragucb to be coaducted under 
99 46.404 or 46.405. Wbsrs nmmrcb ir c o d  by 89 46.406 md 46.407 ud permhim u to be obtained from 
parents, both yusatia mW give their permia8iaa unlea oae pueat ir decagd, unknoum. incouptm., or not 
nrsomb2y available, or w&m only ow pueat hu legal reepoarribility for c& mu rad custody of the child. 

(c) tn d i t i o a  to the provisioar fix waiver c o n h i d  in 9 46.116 of Subput A, if the IRB doteminee tlut r 
r e s a m i i ~ i a ~ ~ c o M I l u o a s ~ W 8 s ~ u  wCdipuenlliTorgum3im~-nsi011 
is not r r#eoarble requiremeat to protect the subjects (for exrrmple, neglected or .buMd children), it my waive 
the conseat requiremmb in Subpart A of this put rad pvlgnph (b) of thie section, provided m appropriate 
mechanism for protecting the childreo who will puticiprte an subjects in the ~bseuch is substituted, md provided 
further that the waiver is not inconsisteat with fsdenl st.te or local law. The choice of M rpproprirte msch.nism 
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I wwld depead u p  the arbub and pvpose of the activities described in tbe p r o w l ,  tbe risk .nd anticipated baefit 
of the reseuch subjaZs, .ad their age, maturity, status, and condition. 

(d) Pmnissioa by puunts or purrdirns shall be documented in accordance with rod to the extent required by 3 
46.1 17 of Subput A. 

(el Whea the IRB determines that assent is q u i d ,  it shall also determine whether .ad how assent must be 
documental. 

(a) Children who are wards of the state or my other ageacy, institutim, or eatity can be included in r e s d  
approved under 99 46.406 or 46.407 only if such reseurh is: 

(1) Related to their status u or 

(2) Conducted in schools, m, hospitals, institutions, or s i m i l u  settinp in which the majority of 
children involved as subjects us not wards. 

0) If the redeuch is approved under puagnpb (a) of this sectioa, the IRB shll require appoiatmmt of an dvocate 
for each child who is a ward, ia addition to my other iodividurl rting on behalf of tbe child M guardian or in loco 
pareatis. One individual may serve .e dvocate for mom thn ow child. The advocate ehrll be an individrul who 
has the bsckground and experience to act in. d q r e a  to act in, the besr interssts of tbe child for the dudaa of 
the child's participation in the ruead rad who is not rssoci.ted in my way (except in the role u advocate or 
member of the IRE) with the r#reuch, the invrxtigUm(s), or the guudirn otglllintiw. 



NOTICES 

HUMAN SUBJECTS 

Minimum Criteria Identifying the Viible Fetus 

On March 13, 1975, regulations wen pub!ished in the F e d 4  Register (40 FE 11854) relating to the protccticn 
of h u m  suijects in reservch, development, and re'lated activities supported by Depnrtomt of HeaIth, Education, 
and W e i b  grants md contracts. These rcgulPtians arc codified 91 45 CFS Part 46. 

Elsewhere in h s  issue of the Federal Register, the Sacremy is omending 45 CFR Pad 46 by, among other things, 
adding a new Subpart B to provide additional protsctioos pertPrning to nseuch, development, and related activities 
involving fetuses, pngnnnt women. and in vitro fertilization. 

Section 4ti.203(d) of Subpart B provides inter Ilia as follows: 

The Secrztvy m y  From time to time, &g into account medical advances, publish in the Feded Register 
guidelines to assist in determining whether a fetus is viable for purposes of this subput. 

The notice IS published in accordance with 8 46.203(d). For purposes of Subpart B, the guidelines indicrrting th.1 
a fetus other tho a dead fetus within the msrning of 8 46.203(f) is viable include the following: 
m estimated gestational age of 20 weeks or more and a body weight of 500 grams or more. 

EEDERAL REGISTER, VOL 40, AUCUm 8,1975 

U.S. GOVERNMENT PRINTING OFFICE: l983 0 - 406-751 

'Reports should be filed with the Office for Protection from Resevch Risks, National Institutes of Health, 
Deportment of H d t h  and Human Services, Betbesd., Mwylaad 20205. 



APPENDIX 3. 

Reseuch activities involving no more thn minimal risk in which the d y  involvement of human subjecb will 
be in one or mom of the following categoria (curied out thro~gh straduds methods) m y  be reviewed by the 
Lnstitutiond Review Board through the expedited review procuiure ruthoritbd in 45.110 of 45 CFR part 46. 

Collection of: hair a d  a d  clippings, in r wadisfiguring -, deciduous tatb; and pamaneat tath 
if @eat care indicaka 8 need for extncticm. 
Collection of ex& rad extend d o l l s  including sweat, unarm- saliva, placeat. removed at 
delivsry, PlKi amniotic fluid at the tium of of the msukum prior to or during W. 
Recording of d.tr from subjectr 18 ysus of ape or older using noainvrsive procedures routinely employed 
in clinical practice. This iacludca the use of physical seasors that ua applied either to the surhoe of the 
body or at 8 distance md do not involve input of mrtter or significant uaornb of eaet~y into tbe subject 
or an invasion of the subject's privacy. It deo iadea such procsdursr u weighing, testing sensory acuity, 
electmcdiogr8phy, electrosacspbrloOnpby, thmwgmphy, ddoctioa of natudy occurring ndio~tivity, 
diagnostic echogmphy, d electmmtiaogqhy. It Qss not iaclude exposure to electromrgnetic ndiatiae 
outside the visible range (for exmple, x-rays, microwavem). 
Collection of blood srmplea by venipmcbus, in rmountr not e x d i n g  450 milliliters in aa eight-& 
period and no more o h  tb.n two tima per week, from rab~ecta 18 y a n  of age or older md who am 
inpodlKlslth8ndmtpis;gnmt. 
Collection of both supra- d subgingivd k c r l  plaque rad dculur, provided the p d u r e  is not more 
invisive tbrn routine prophyktic d i n g  of the ratb d the procssr is accomptiebsd in accod~ce with 
acceptd prophylrctic technique. 
Voice recordings mde fix rs#rrch pupossl, rmcb M inveatig.tioaa of speech dekts. 
Moderate exercise by hdthy voluntesrs. 
Tbe study of existing drt., documsab, mcord~, p.tbologicrl q e c h ,  or di@c specirnear. 
Rscleuch oa individual or group behavior or churteristica of iadividrulr, sucb am studia of pm@m, 
cognition, gum theory, or teat dsvelc@msat, whsre tb invsstig.tordosr not mrnipJlb Nbjecb' behavior 
MCI the rweucb wil l  not involve &ram to subjects. 
Reesuch on dmp or devicer for *,ch m investiptioarl new drug exemptioa or M invsat ipt id  device 
exemption is not quirui.  



APPENDIX 4. 

International Ethical Guidelines 
for 

Biomedical Research 
Involving Human Subjects 

Prepand by the Council for International 
Organizations of Medical Sciences (CIOMS) 

in collaboration with 
the World Health Organization (WHO) 



TBE GUIDELINES 

Informed Corrsent of Subjects 

Guideline I: Individrral in/onrud consent 

For a11 biomedical research involving human subjects, the investigator must obrain the 
informed consent of the prospective subject or, in the case of an individual who is not capable 
of pving i n f o r d  consent, the proxy coasent of a properly authorized reptesentative. 

Guideline 2: Esscdal  information for pmspecfive nsearcir subjects 

Before requesting an individual's coaseat to piuticipate in research, the investigator must 
provide the individual with the following information, in language thrut he or she is capable of 
understanding: 

that each individual is invited to participate as a subject in research. and the aims 
and methods of the reseuch; 
the expected duntion of the subject's parhcipation; 
the benefits that might masonably be expected to d t  to the subject or to others 
as an outcome of the rwearch; 
any foreseeable risks or discomfort to the subject, associated with partxipation in 
the research; 
any dtemtive procadures or wursea of treatment that might be as advantageous 
to the subject as the procedure or tnrrtmeat being Wtsd; 
the extent to which contidmtidity of rscords in which the subject will be 
maintained; 
the extent of the investigator's responsibility, if any, to provide medical services 
to the ssoject; 
that therapy will be provided frse of charge for specified types of research-rela'ad 
injury ; 
whether the subject or the subject's family or dependants will be compensated for 
disability or death resulting from such injury; and 
that the individual is h.ee to refuse to participate and will be free to withdraw 
from the r#leprch at any time without penalty or loss of benefits to which be or 
she would othenvise be entitled. 

Guideline 3: Obligadorrs of invcsrigaton n g a n i i ~ g  iqfonncd consent 

The investigator haa a duty to: 

communicate. to the prospective subject all the ~nfomtion n e w m q  for 
nAul . . r# r lv  ;-f-l c n m o n r * .  

I , 1 
glve the prospective subject full opportunity and enuwrrgement to ask questions; 
exclude the possibility of unjustified deception, undue influeace and intimidabon; 
seek conseat only after the prospective subject bns adequate kuvwledge of tbe 
relevant facts and of the consequenced of participation, and has Id sufficient 
opprtunity to consider whether to partic~pab; 



as gamd rule. obtain from d prospective subject a s i p d  form rr evidence 
of idmDal coaseat; d 
rcaew the inhmd coasent of eech subject if there am mrteri.l ch-u.ges in the 
coaditiona or procedurar of tbe reseuch. 

Subjects may be paid fn incoaveaieace d time spent, *XI should be reimbursed for expurses 
incurred, ia connection with their puticipuioa in rssarch; they m y  also receive free medical 
seivices. However, the paymmts sbould not be so large or the d c r l  services so extmsive 
aa to induce prospective subjects to amcat to puticipta in the rtseuch rg.inst their better 
judgment ('undw iaducemt'). All payments, reimbursements md mbdical services to be 
provided to resea41 subjects sbould be rpprwed by ur ethical review committee. 

Befwe undertJLing mxmrch involving childrea, the investigator muSr easure thr: 

child re^ will not be involved in mamuch that might e q d y  well be carried out 
*.th dults; 
the purposb of tbe rsssuch is to obtain bowledge mlsvmt to tbe M t h  nerds of 
children; 
a parat or I@ purdirn of each child h.s given proxy conseat; 
the conssat of srh child hr bean obtriwd to tbe a t s a t  of the child's 
crp.bilitia; 
the child's refwd to puticiprs in mssuch must always be mpacted unlesr 
accordhg to the d probcoI the child would mceive tbet.py for which them 
is no d d y - m a p t a b l e  dbmative; 
the risk pmeated by interventiom not intended to b f i t  the individual child- 
subject is low rad comnmmmb with the iqmtmm of ths knowledge to be 
guned; ani 
interventions tht us intsaQd to provide tbenpartic beaefit am likely to be at 
lmst u dvaatqmn to the individual child-eubject u my avdable dteraative. 

G u i & k  6: Re& krddng peram with mental or behariod dbonien 

B e h  t m d e m b g  d involvin# iadivi- wbo by reu~a of amtd or bsbrviourrl 
d i m d m  am not capable of giving dequrQly hfbrmsd ameat, tbe inveutigakx mw! errsurs 
th.t: 

rucb psnwr will mot be w e c b  of remarch that might equally well be curid 
o u t o n p s r m a r i n t t l l ~ o f t & l i r & h n r l t i ~ ;  
t b . ~ o f t h e ~ u t o ~ k n o w l e d p m l e v m t t o t b e p . i t i c u l u b s J t h  
d of penoar with msatrl or b e h . v i d  d i m ,  
the conamt of erb Nbjecr hr bssa obtriaed to tb eatsat of thrt eubject's 
~sphilitia. a d  ~ g m m c r i v e  &*t's r e f 4  to -b.ttiCi-gate in nae-clinicrl 
d i s  always rsrpsctsd, 
in tba c a n  of iacQq&e~t mbjocts, infiormsd amm~t is obtrinsd fiom the Ispi 
~ i r n o r o t b s r d u l y . u t h o r i a s d ~  



the degm of risk attached to iatcrvartions that ue not intended to benefit h e  
individual subject is low and cornme- with the importaace of the knowledge 
to be gained; and 
interventions that arc intended to provided therapeutic benefit  re Uely b be at 
least as advantageous to the individual subject as any alternative. 

Gui&line 7: Research involving prisoners 

Prisoners with serious illness or at risk of serious illness should not arbitrully be denied 
?ccess to investigational drugs. v~ccines or other agents that show promise of therapeutic or 
preventive beoefit. 

Guidclinr 8: Reseamh involving sdjects in underdeveloped communities 

Before undertaking research involving subjects in underdeveloped communities. whether in 
developed or developing countries, the investigator must ensure th.1: 

persons in underdeveloped r~mmunitiea will not ordinarily be involved in research 
that could be carried out reasonably well in developed communities; 
the research is responsive to the health needs and the priorities of the community 
in which it is to be carried out; 
every effort will be made to ware the ethical unpcrative that the consent of 
individual s bjects be informed; and 
the ptoposrls for the rcsarch have bear reviewed aod approved by an ethical 
review committee that has among its mernbet~ or consultants persons who arc 
thoroughly fPmiliar wlth the customs and traditions of the community. 

Guideline 9: Iqformcd consent in q idhhbg iea l  shrdfcs 

For several types of epidemiologd reseuch individual informed consent is either 
impracticable or inadvisable. In such crrsea the ethical review committee should determine 
whether it is ethically acceptable to proceed without individual informed consent.and whether 
the investigator's plans to protect the 8 a f q  and rsspsct the privlrcy of research subjects and to 
maintain the confidentiality of the data are adequate. 

Guicicline 10: Equhble  dlrhibution of burdms and ben@s 

lndividds or communities to be invited to be subjects of research should be %;elected in such a 
way that tbe burdona and benefits af the nserrrch will be equitably distributed. Special 
justificatioa ir required for inviting ~ulnerahle individuals and, if they am selected, the means 
of protecting their rights and welfare must be pPrtlcularly strictly applied. 

Guidrhe 11: Sel~iriofi of pwgnunl or nuning @wasrJeeding) women 
as nsearch s&ircts 

Pregtnnt or nursing women should in no circumstancee be the subjects of non-clinicd research 
un1e.a the rrseuch carries no more thaa mlnirul risk to the fetus or nursmg infant and the 
object of the reseorch is to obtaii~ new knowledge a b u t  pregnancy or lactation. As a general 
n!e, pregnant or nursing women should not )u? subjects r' c y  cl~nical trials e x q t  sxch tnals 



as are designed to protect or advance the health of pregnaat or nursing women or fetuses or 
nursing infmb, and for which women who am not pregnant or nursing would not be suitable 
subjects. 

Cod~dentinlity of Data 

Guideline 12.: So feguaniing confidcdaiity 

The investigator must establish sec!?e safeguards of the confidentiality of research data. 
Subjects should be told of the limits to the investigators' ability to safeguard confidentiality and 
of the anticipated consequtllcea of beaches of confidentiality. 

Compensation of Refenrch Subjects for Accidental Wury 

Grridrllru 13: Right of subjects to comprnsotion 

Research subjects who suffer physical injury as a nsult of their puticipntion u e  entitled to 
such linanci8.I or other assistance as would compensrtb them equitably for any temporary or 
permpneat impairment or disability. In the case of de2th, their dependants am eatitled to 
mnterial compensation. The right to compensation XIMY not be waived. 

Review Procedurp9 

Guidciinc 14: Cons&utbn and mspodUUes of ethdcol m&w conuniaees 

All proposals to conduct reaeorch involving h u m  subjects must be submitted for review and 
approval to one or more independeat ethical and scientific review committees. Tbe 
investigator must obtain such approval of the proposal to conduct muarch before the research 
is begun. 

GuklclJIu 15: ObCI&ru of s;po~uodng and host comtdes 

Exterdy sponsored raseuch eataila two obligations: 

An e x t d  spoamring agency should submit the n s t v c h  protocol to ethical and 
acisatific review according to the amdads of the country of the sponsoring 
qeacy, Pad the ethical stpnchds applied should bs no less exacting than they 
would be in the cure of IWOUC~ curid out in th.1 country. 

After scientific and ethical approval in the county of the sponsorhg agency, the Pppropnrrre-miRHRw*-*nnrirmni 
mMedriEPi 

review committee or ita equivalsnt, should ertisfy tbemselvea thM committee or ita 
equivalent, should mtisfy themselves th.1 the proposed lasarch mats their own 
ethical requiremeats. 



NOTE: Thc pidelina reproduced above are taken from the 1993 CIOMS publication 
"Intaartiod Ethical Guiddina for Bimredid Research Inrolviq Htunan SubjectsN 
(Rice: Swfr. lo.-) Pad include the complete text of dl 15 guidelines. Although only the actual 
g u i d e b  us reproduced here (for m a s  of spre). the cited publication also includes, in 
addition to the above text, extensive commentary on each guideline, and several appendices. 
Three related CIOMS publications of potential interest to d e n  arc listed below: 

CIOMS. International guidelines for ethical review of epidemiological studies. Geneva: 
CIOMS, 1991. (Price: Swfr. 6.9 

Bankowski 2, Bryant Jfi, Last JM. Ethics md epidemiology: Internatid guidelines. 
Proceedings of the XXVth CIOMS Conference; Geneva, 7-9 Nov 1990. (Includes text of 
guidelines as well as conference prweat8tioas; 163 pages, plus a x e s .  Price: Swfk. 25.-). 

Bankowski Z, Bryant JH, k t  JM. Ethica md reseuch on humrn subjects: I n ~ o d  
guidelines. Proceedings of the MVIth CIOMS Coafkacq Geaeva, 5-7 Fob 1992. (Iacludea 
entire text of guidlincs and commntuies, as well .s confenace pnsentatioas; 228 pages, plus 
annexes. Price: Swfr 25.-). 

CIOMS pubIications may be obtained diractly from 
CIOMS, do World Health Organization, Avenue 
A@, 1211 Oeneva 2'7, Switzerland. &oth C!IOMS 
and WHO pubIications are distributed by the World 
H d t h  Organbtiort, Distribution and Sales Unit, 
Avenue Appia, 1211 Gcncva 27, Switzerlrwd and are 
available frmn b o o m  dmqgb ?be network of 
WHOsahageng Aristafthessagentsmaybe 
obtainad by writing to the abwc addms. 


