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REPORTING ADVERSE EFFECTS IN
MULTICENTER CLINICAL TRIALS

NIH supported studies

BACKGROUND

 Stream line

   Reduce r egul a t or y  i s s ues

  Reduce bur den

     A r epor t  was  devel oped a f t er  ex t ens i ve

r ev i ew and i nt er v i ews . “NI H I n i t i a t i ve t o

Reduce Regul a t or y  Bur den”

( ht t p : //g r ant s . n i h . g ov/g r ant s /pol i cy/r egul a t or ybu

r den/i ndex . ht m) .



FIVE MAJOR AREAS OF FOCUS

Feder a l  r eg u l a t i ons  ( 45 CFR Par t  46 ,  Subpa r t  A) ,

s ha r ed by  17

Depar t ment s  and Agenci es  as  t he Common Rul e ,

r equi r e wr i t t en

pr ocedur es  and pol i c i es  f or  ensur i ng  r epor t i ng
of  “unant i c i pa t ed

pr ob l ems” i nvol v i ng  r i s k s  t o pa r t i c i pant s  t o t he
I RB,  appr opr i a t e

i ns t i t ut i ona l  of f i c i a l s ,  and t he Depar t ment  or

Agency  Head .   Under

 d i f f er ent  s et  of  r eg u l a t i ons ,  21 CFR 312,  t he

FDA r equi r es  t he

sponsor  t o not i f y  t he FDA and pa r t i c i pa t i ng

i nves t i g a t or s  of  any

adver s e event  as soci a t ed wi t h t he use of  a  t es t

a r t i c l e t ha t  i s  “bot h

ser i ous  and unexpect ed . ”

The r epor t i ng  of  adver s e event s  i s  i n add i t i on

t o,  and does  not

s upp l ant  per i od i c r epor t s  t o t he I RB a t

i nt er va l s  appr opr i a t e t o t he

deg r ee of  r i s k  i n t he s t udy ,  g ener a l l y ,  an

annua l  r epor t .



FIVE MAJOR AREAS OF FOCUS

• Definitions
• Issues
• Investigator responsibilities
• IRB responsibilities
• Implementation



DEFINITIONS
• Di f f er ences : -

- The not i f i ca t i on r equi r ement s  descr i bed i n t he
Common Rul e def i ne adver se event s  as  “unant i c i pa t ed
pr ob l ems” i nvol v i ng  r i s k s  t o s t udy  pa r t i c i pant s  or
ot her s .

- Gener a l l y ,  t he f und i ng  I ns t i t ut es  and Cent er s  es t ab l i s h oper a t i ona l
def i n i t i ons  of  adver s e   event s  t ha t  app l y  t o t he pa r t i cu l a r  t r i a l .

- E. g  The Nat i ona l  Cancer  I ns t i t ut e ( NCI ) ,  f or  ex ampl e ,  def i nes
adver s e dr ug  r eact i ons  i n i t s  c l i n i ca l  t r i a l s  i nvol v i ng
ant i neop l as t i c ag ent s ,  as :  ( 1)  pr ev i ous l y  unknown t ox i c i t i es ;  and
( 2)  l i f e-t hr ea t en i ng  or  f a t a l  t ox i c i t i es  r eg a r d l es s  of  whet her  or
not  pr ev i ous l y  unknown.

- Tox i c i t y  cr i t er i a  a r e g ener a l l y  i nc l uded i n t he pr ot ocol s .

- The FDA,  i n Feder a l  r egul a t i ons  21 CFR Par t  312,
def i nes  adver se event s  as  any  unt owar d medi ca l
occur r ence t ha t  may  pr esent  i t s e l f  dur i ng  t r ea t ment
or  admi n i s t r a t i on wi t h a  pha r maceut i ca l  pr oduct ,  and
whi ch may  or  may  not  have a  causa l  r e l a t i onshi p wi t h
t he t r ea t ment .

- Fur t her  c l a r i f i ed and i nc l udes  s er i ous  adver s e event s  s t emmi ng  f r om
a  dr ug  s t udy  as  any  unt owar d medi ca l  occur r ence t ha t  a t  any  dose
r esul t s  i n  dea t h ;  i s  l i f e-t hr ea t en i ng ;  r equ i r es  i npa t i ent
hosp i t a l i z a t i on or  pr ol ong a t i on of  ex i s t i ng  hosp i t a l i z a t i on ;  cr ea t es
per s i s t ent  or  s i g n i f i cant  d i s ab i l i t y/ i ncapaci t y ,  or  a  congeni t a l
anoma l y/b i r t h def ect s

 ( ht t p : //www. f da . g ov/cder /gui dance/i che3. pdf ) .



ISSUES
For  mul t i cent er  c l i n i ca l
t r i a l s ,  an I RB may

r ecei ve i nd i v i dua l  adver se
event  r epor t s

f r om s i t es  ot her  t han i t s  own.
-  For mat

- Fr equency

- No numer at or s  or  Denomi nat or s

- Di spar a t e sour ces

- Speci f i cs  and Nor ms

- Act i on t aken

- I nf r as t r uct ur e



INVESTIGATOR RESPONSIBILITIES
• Loca l  Pol i cy- Adher ence,  Ma i nt a i n i ng ,
Accur a t e Document a t i on ,  Fol l ow-up of
AE,  For  NI H-suppor t ed mul t i cent er
c l i n i ca l  t r i a l s ,  i nves t i g a t or s  do not
necessar i l y  r epor t  t hese event s  t o of f -
s i t e I RBs  as  l ong  as  t he l oca l  I RB has
been not i f i ed .

• DSMB r epor t  s ummar y  i n l i eu of
i nd i v i dua l  AE r epor t s .  Communi ca t i on
bet ween l oca l  I RB and DSMB i s
i mpor t ant  f or  i nt eg r i t y  and pr ot ect i ng
pa r t i c i pant s  s a f et y .  The DSMB
moni t or i ng  f unct i on i s  above and
beyond t he over s i g ht  t r ad i t i ona l l y
pr ov i ded by  I RBs  and as  s uch i s
pa r t i cu l a r l y  i mpor t ant  f or  mul t i cent er
t r i a l s .  Typ i ca l l y ,  t he s t udy
s t a t i s t i c i ans  and t he i nves t i g a t or s ,
a l ong  wi t h t he DSMB,  devel op i nt er i m
moni t or i ng  g ui del i nes  and r esul t s .

( NI H Gui de f or  Gr ant s  and Cont r act s ,  June 12 ,  1998)



IRB RESPONSIBILITIES
• An I RB has  t he aut hor i t y  t o s uspend or  t er mi na t e
appr ova l  of  r es ea r ch a t  i t s  s i t e t ha t  has  been
as soci a t ed wi t h unexpect ed s er i ous  ha r m t o
pa r t i c i pant s .

• When an I RB t akes  s uch act i on ,  i t  i s  r equi r ed t o
pr ov i de a  s t a t ement  of  r easons  f or  t he act i on and
t o pr ompt l y  r epor t  t h i s  act i on t o t he i nves t i g a t or ,
appr opr i a t e i ns t i t ut i ona l  of f i c i a l s ,  t he Depar t ment
or  Agency  head ,  Of f i ce f or  Pr ot ect i on f r om Resea r ch
Ri s k s  ( OPRR) ,  and t he FDA i f  an i nves t i g a t i ona l  new
dr ug  or  dev i ce i s  i nvol ved .

• For  s t ud i es  t ha t  have a  DSMB,  t he i nves t i g a t or
s houl d f or war d s ummar y  r epor t s  t o t he I RB as  s oon
as  t hey  a r e r ecei ved ;  i t  i s  wi t h i n t he pur v i ew of
t he I RB t o r eques t  t h i s  i nf or mat i on .

• I RBs  coul d make r epor t i ng  cont i ng ent  on I RB
appr ova l  f or  s peci f i c s t ud i es  t ha t  a r e deemed
appr opr i a t e .

• An I RB shoul d communi ca t e concer ns  t o t he DSMB
and/or  t he I ns t i t ut e s ponsor i ng  t he s t udy  i f  i t
be l i eves  t ha t  t he s a f et y  of  s t udy  pa r t i c i pant s  i s
i n j eopa r dy .



IMPLEMENTATION

• The NI H pr og r am s t a f f  wi l l  r ev i ew
mul t i cent er  c l i n i ca l  t r i a l s  wi t h
t he f ol l owi ng  expect a t i ons :

A. I nves t i g a t or s  s ubmi t t i ng  a  pr ot ocol  f or
I RB r ev i ew mus t  i dent i f y  t he DSMB
i nvol ved ,  i f  any .   They  mus t  descr i be
p l ans  f or  moni t or i ng  adver se event s .

B.  I nves t i g a t or s  mus t  s ubmi t  a  wr i t t en
summar y  of  DSMB per i od i c r ev i ew t o t hei r
I RB.

C. When a  s t udy  i s  conduct ed i n mul t i p l e
s i t es ,  t he f und i ng  I ns t i t ut es  and
Cent er s  mus t  as sur e t ha t  t her e i s  a
mechani sm i n p l ace t o d i s t r i but e t he
r epor t  t o a l l  pa r t i c i pa t i ng
i nves t i g a t or s  f or  s ubmi s s i on t o t hei r
l oca l  I RBs .



NIAID

• Clinical research
• PI’s
• IRB’s
• Definition
• Contacts/links
• Human Subjects in Research SOP
• Human subjects resources on the NIAID Funding Web site
• July 8, 2002, NIH Guide notice, Monitoring of clinical trials and

studies -- NIAID policy



DEFINITIONS

Adverse Events

Unfavorable and unintended diagnosis,
symptom, sign (including an abnormal
laboratory finding), syndrome or
disease that occurs during a study, if
absent at baseline, or if present at
baseline, appears to worsen.



Definitions
Serious Adverse Events
Any untoward medical occurrences that:

1.      Result in death.

2.      Are life threatening.

3.      Require or prolong hospitalization.

4.      Cause persistent or significant disability or incapacity.

5.      Result in congenital anomalies or birth defects.

6.      Are other conditions which investigators judge to represent
significant hazards.

(NB:  I m p o rta n t m e d ica l e ve n ts  th a t m a y n o t re su lt in  d e a th ,  b e  life -th re a te n in g  o r

re q u ire  h o sp ita liz a tio n  m a y b e  co n s id e re d  a  se rio u s  a d ve rse  e ve n t w h e n ,  b a se d  u p o n

a p p ro p ria te  m e d ica l ju d g m e n t,  th e y m a y je o p a rd ize  th e  p a tie n t o r su b je ct a n d  m a y

re q u ire  m e d ica l o r su rg ica l in te rve n tio n  to  p re ve n t o n e  o f th e

outcomes listed in this definition.)



Definitions cont

Expected Adverse Events
• For approved and marketed drugs or devices,

adverse events described in the approved package
insert. For investigational new drugs or devices,
adverse events described in the FDA
investigator’s brochure. In clinical research
studies, information on expected adverse events is
also in the protocol and the consent form.

Unexpected Adverse Events
• Adverse events not described in the package

insert, investigator’s brochure, published medical
literature, protocol, or informed consent
document.



Definitions cont

Intensity or Severity of Adverse Events

   Assignment of a grade of adverse events or side-
effects based on intensity of symptoms, degree of
limitation of daily activities, or level of
abnormality of objective clinical signs or
laboratory parameters. Schemes for assessing and
monitoring adverse events drawn from existing
models or customized for a protocol must be
justified by the PI and approved by the IRB.



Definitions cont

Relatedness of Adverse Event to an Intervention
• The best estimate of the PI at the time of

reporting of the causal relationship between an
experimental intervention and an adverse event;
the degree of certainty about causality is graded
as follows:

Unrelated
• Adverse event is clearly due to extraneous causes

(e.g., underlying disease, environment)



Definitions cont

Unlikely (must have 2)
Does not have temporal relationship to intervention.
• 1.      Could readily have been produced by the

subject’s clinical state.

• 2.      Could have been due to environmental
or other interventions.

• 3.      Does not follow known pattern of
response to intervention.

• 4.      Does not reappear or worsen with
reintroduction of intervention.



Definitions cont
Possible (must have 2)
• 1.      Has a reasonable temporal relationship to intervention.
• 2.      Could not readily have been produced by the subject’s

clinical state.
• 3.      Could not readily have been due to environmental or

other interventions.
• 4.      Follows a known pattern of response to intervention.

• Probable (must have 3)
• 1.      Has a reasonable temporal relationship to intervention.
• 2.      Could not readily have been produced by the subject’s

clinical state or have been due to environmental or other
interventions.

• 3.      Follows a known pattern of response to intervention.
• 4.      Disappears or decreases with reduction in dose or

cessation of intervention.



Definitions cont

Definite (must have all 4)

• 1.      Has a reasonable temporal relationship
to intervention.

• 2.      Could not readily have been produced by
the subject’s clinical state or have been due
to environmental or other interventions.

• 3.      Follows a known pattern of response to
intervention.

• 4.      Disappears or decreases with reduction
in dose or cessation of intervention and recurs
with re-exposure.



WHO GUIDELINES

Definitions
Adverse Event (or Adverse Experience)

Any untoward medical occurrence in   a patient or clinical investigation
subject administered a pharmaceutical product and which does not
necessarily have a causal relationship with this treatment to drugs,

 An adverse event (AE) could as well be any unfavorable an unintended sign
including:

•        An abnormal laboratory finding,
•        Symptom, or disease temporarily associated with the use of a medicinal

product, whether or not considered related to the medicinal product.
•        All suspected adverse medication reaction
•        Injuries or accidents
•        Abnormalities in physiological testing or physical examination



WHO definitions..
Adverse Drug Reaction (ADR)
All noxious and unintended responses to a medicinal product related to any

dose should be considered adverse drug reaction.
• Response to a drug which is noxious and unintended and which occurs

at doses normally used in man for prophylaxis, diagnosis, or therapy of
disease or for modification of physiological function (WHO Technical
Report 498 9 1972)

• Unexpected Adverse Events

• Drugs (Unexpected Adverse Drug Reaction)
• An adverse reaction, the nature or severity of which is not consistent

with applicable product information for example investigator’s Brochure
for an unapproved investigational medicinal product

• For example under this definition, hepatic necrosis would be unexpected
(by virtue of greater severity) if the investigator brochure only referred
to elevated hepatic enzymes or hepatitis.



WHO definitions..

• Serious Adverse Event (SAE) or Adverse Drug Reaction (ADR)
During clinical investigations, adverse events may occur which, if suspected to be

medicinal product- related (adverse drug reaction) might be significant enough to
lead to important changes in the way the medicinal product is developed, (for
example change in  dose, population, needed monitoring, consent forms).

A serious adverse event (experience) or reaction is any untoward medical occurrence
that at any dose:

o 1.Result in death
o 2. Is life threatening
 (The term “life threatening” in the definition of “serious” refer to an event in which the

patient was at risk of death at the time of event it does not refer to an event which
hypothetically might have caused death if it were more severe)

o 3. Requires inpatient hospitalization or prolongation of existing
hospitalization.

o 4. Results in persistent or significant disability/ incapacity, or
o 5. Is a congenital anomaly/birth defect



EXPERIENCE FROM TANZANIA

• Trial of Multivitamins (MUCHS-Harvard
Research collaboration)

• HPTN trial
• Jaundice e.g  reporting in PNS
• Hepatotoxocity and NVP
• Deaths
• Verbal Autopsies
• IRB responses
• DSMB reports



Trial of multivitamins
(MUCHS-Harvard Research collaboration)

  During 1995 MUCHS Harvard research collaboration started
implementing Trial of multivitamin supplements, o HIV
progression and transmission.

All serious adverse events were reported to the IRB and the
sponsor upon learning of the event.

 Total number of adverse events reported to IRB.
Type of event:
Abortions 29 (29 mothers had abortions)
Stillbirths 51(51 mothers had stillbirths)
Child deaths 412
Adult deaths 349



THANK YOU


