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1. Regulatory Authority & Pharmaceutical
Industry Considerations
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» Once approved, --- PMS, Effective partnerships with healthcare

e New risks identified, --- the manufacturer adds new labeling, or,

N

L) (LR E R

Safety does not mean zero risk. (reasonable, benefit
Jalternatives available) (272225 Jal )

practitioners and the public. ( [ 72 550l - BRI/ EES)

if serious enough, they may trigger an Agency reevaluation of the

approval decision. (& FE fz 2550 B AL g o)

/




2. Origins and Outcomes of the Risk in
Human Research




3. Definition of Risk
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" Risk A

The probability of harm or injury (physical, psychological,
social, economic or legal) occurring as a result of participation in
a research study. Both the probability and magnitude of
possible harm may vary from minimal to significant. “High” or
“Low” depending on whether they are more (or less) likely to
occur, and whether the harm is more (or less) serious. (4= -

D~ e ~ AR - AR - FTRR R RN
s TR 2 R T B B R FEE T o)

Being minimized & reasonable ()& = {205 5 i /N H A7)




Risk Categories

e Two categories: (1) minimal" & (2) greater than minimal (US CFR)

e Three categories: (1) minimal; (2) minor increase over minimal;
and (3) greater than minimal risk (which encompasses risks greater
than a minor increase over minimal risk) (US NBAC)

o CSMUH IRB: (1) A (Not more than minimal risks); (2)4%
BB R DER (HEEBRESELHSA - Minor
increase over minimal risk) ; (3)fa E @& -PRAR (HEE
B2 a2 %% ; More than a minor increase over minimal
risk)

- /




The purpose of having a set of risk categories is to
establish certain minimal protections and to enable IRB to
discriminate more precisely when making decisions. 3-
tier risk categories seem to be more flexibility (5E74) in

requiring certain protections. (i E1F & AR HE )

Meanings of Minimal & Reasonable

Minimal: Risks of daily life are the baseline -- risks that all
of us encounter. (Z£HE H 5 4 1E)

Reasonable: risks that would be within the normal range of
minor risks that most people take often, sometimes every

day. (RZBAEFXKH)
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What's the Meanings of Significant &
Non-significant?

e Significant Risk (SR): presents a potential for serious
risk to the health, safety, or welfare of a subject. (F&+E

BEEER - BRBERER - ZE - ¥1E)

.I.Il

» Nonsignificant Risk (NSR): Not meet the definition for
an SR




4. Definition of Benefit
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Benefit

* A helpful or good effect, something intended to help, promote

{5 5)

or enhance well-being; an advantage. (& #// &

e Money or other Compensation for participation in research is
not considered to be a benefit, but rather compensation for

research related inconveniences. (G ERia LR (B

IRB)

AHE ; NIH Office of Human Subjects Research, CSMUH
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Benefit Categories

* Types of potential benefit: (1) direct medical benefit to subjects; (2)
indirect benefit to subjects; and (3) benefit to others. (US NBAC

groups)

*CSMUHIRB B4 & —#2 & () AR KA AHE
3 78 38 3% & (Prospect of Direct Benefit to Subjects) ; (2)$##

RUHZASBAABLERHTR  EHERFARAETAR
# 85 % (No Prospect of Direct Benefit to Subjects, but Likely

Yield Generalizable Knowledge) Neither Direct Benefit to Subjects

nor Likely Yield Generalizable Knowledge . (33 5 {r/FEHAF 57
» Why Pl do it? Why Subject join it?, Why IRB approve it 7) -

o /




5. Types of Risks (Harms) to Research
Subjects




~
Physical Harms:

» Medical research often involves pain, discomfort, or injury from
invasive procedures, or harm from side effects of drugs,
devices or new procedures. (2215 less harm procedure?)

—

» Measure the effects of Tx or Dx procedures. (1

—

SN

A2 R T

b - ASCRAESE - BEAEZRR] ~ B - W$isF) May not

entail any additional significant risks beyond those presented
by medically indicated interventions) but placebo, healthy?

e Evaluate new drugs, devices or procedures typically present

N

more than unforeseeable minimal risk. (%% - %?%‘fé'ziliﬁﬂ)/
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Psychological Harms

e Undesired changes in thought processes and emotion (e.qg.,
episodes of depression, confusion, feelings of stress, guilt,
and loss of self-esteem). Most are minimal or transitory, but
some has the potential for causing serious psychological

harm. (FERAFFIGRECCR - WA G » -~ (H3E)

e Stress, guilt, embarrassment on sensitive topics ex: drug
use, sexual preferences, selfishness, and violence.(JE & /&)

JUNITUN

I,

e Stress due to manipulate the subjects’ environment. The
possibility of when Behavioral Research (deception)
psychological harm is heightened. (BRiZEhf 5255 ~ HER)

N /




. ™
Social and Economic Harms:

Privacy & Confidentiality --- embarrassment in business or social
group, loss of employment, criminal prosecution.

 Sensitive information (alcohol, drug abuse, mental iliness,
illegal activities, and sexual behavior). (U E )

 Stigmatization of an individual or groups. (e.g., carriers of a
gene; prone to alcoholism). Confidentiality safeguards. (75444t.)

» Additional costs. Any anticipated costs should be described

during the consent process. (ZE4{EEF)
\_ /




Privacy Risks: About People ({i \f57L)

Privacy concerns access to private information about a
person or to a person's body or behavior without consent

IRB concern: ---- violation of privacy (A& [E=)

e |s the loss of privacy involved acceptable in light of the

subjects’ reasonable expectations of privacy in the
situation under study? (ZZHEFSHTEHH)

* |s the research question of sufficient |mportance to justify

the intrusion? (W52 H & S8 FHEIRMEARER)




e A
Confidentiality Risks: About Data (& /(S 2%)

Confidentiality concerns safeguarding information
(Identifiable data) that has been given voluntarily by one
person to another.

IRB concern --- breach of confidentiality
e Potential risk existed in research (cannot be guaranteed).
Who can access? (A CREEAE S PR 1T » TEKANIR)

 An extension of privacy, may result in psychological harm to
individuals (embarrassment, guilt, stress, etc.) or social. (3&

IR REUFTE > AIKH/N)
N /




6. Risks for Social-Behavioral Research

(TterfT

RS ;5 University of

Washington Human Subjects Division)




Risks to be Considered

» Misunderstanding of researcher’s intent (F2#)

* Presentation of results by way - not respect the subjects (fNEx

B2 ) Harm to subjects’ dignity, self-image, or innocence as a
result of careless or age, inappropriate questions in an
interview or questionnaire (/[ E{EE)

 Possible harm to secondary subjects not directly involved in the
research, or to the class or group from which subjects were

selected (%L 5zt \) : Vulnerability( 5 215 EEHEE)

< Are there ways in which study procedures could be altered that

5 would lessen? (IE' BB ESBE AR » HEEE ET)
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Risk-relevant study topics (

» Substance abuse (2£J&)

 Aggression ({)

e Prejudice (7 /)

o Family relationships (2%,
o Risk behaviors (211417 =&

e Abuse (FNH ~ EEY7#E: )
o Mental health (&5

» Experience of violence (& /11T ~ % - AlGEEERY)

70 IS5

BURE )

5 -

Gz~ R )

=] I’f:@")

» lllegal behaviors or criminal history (210 ZEFHIE ~ =)

* Suicide (E

N

)

oA AL E A\ BUG B R 7 E)

e Attitudes about self or others (5

/




/. Conducting Risk-Benefit Assessments
(Pl & IRB roles)
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e Estimate the

probability that a given harm may occur and its

severity; (FEHI ] gegr e Jal iz B2 ) Provide measures
that will be taken to prevent and minimize potential risks and

discomforts; (5.2 FE /7 B JRk R JE b )7 E5)
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4 ™
Role of the IRB:

Justified Favorable Risk Benefit ratio & Appropriate Protections.

* |dentify the risks associated with the research; Risks should be
minimized & reasonable (/) ~ 52 /& f#)

o |dentify the probable direct benefits (JE £ ~ [H1EE ~ JEEAFF75)

» Assure that potential subjects will be provided with an accurate and
fair description (during consent) of the risks or discomforts and the
anticipated benefits. (Adequate ICF process » ZZ5554 525

o /




/What IS required is a focus on the “package” of reasonably
interpreted risks, and a correspondingly appropriate set of

continuous range protections, on the other. (Z& 47 420 &

BAPREHH A

DR e i)

s

~

e Careful risk assessment is the key to deciding the appropriate
level of protections. Which protocols require additional

protections? ({5

J

AR

Rk )

e For subjects not accustomed to or in need of such medical
interventions, however, the same study could present a higher

N

M@% & KE/-" ’

EEAEZ IR

evel of risk. (An example is venipuncture) (77 B 5 4% TE B

Sl TRE)

/




18811, IRB - i ] [l f '

JAMA Zﬂl]-'-‘l, 291:476-482

ef 1 1755 {5 Minimal risk | Minor increase | >Minor increase
GHEfm(10mL) | 152 (81%) |32 (17%) 2 (19%)
MRI (no sedation)| 90 (48%) 66 (35%) 17 (9%)
M2 w83 (44%) 55 (29%) 36 (19%)
= J S5
7 O S | 43 (23%) 81 (43%) 51 (27%)
EVIE ST |13 (7%) 56 (30%) 111 (59%)
(._ _,-.1!10000)
e ZE (e 2 |4 (2%) 30 (16%) 147 (78%)

= = | -
."_i_."_.?j{I_ T, l__)




-

miE G EER CEE
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o BHIAA F I pEIET ) s B R AR N
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o PR o AR L (Y

1575 & biopsyf

I

o H1577%/7(May require expert opinion )
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Ways to Minimize Risk

e Provide complete information (/& & H)

 Research team with sufficient expertise & experience (P15 Ez)
o Sample size sufficient to yield useful results (15 A~8%)

e Collect data from standard & less invasive procedures (x spinal

taps). (
o Data Confidentiality (ZE&%

AT

2

1 B

RIFH R H R/ MET T ZERIUA TR R)

LG SR AT IRAE FE )

e DSMP (whether need or not need a DSMB), It depends.




8. Levels of IRB Review




9. CSMUH IRB Experience Share (
4 1) f B IRB 42 B 5 =)
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F) B FE&&K (Prospect of Direct Benefit to
) (INo Prospect of Direct Benefit to Subjects. but
sk level o Subjects)«
. Likely Yield Generalizable Knowledge)«
EL Fﬁ —é £ < <

= A ke . FrFH RiotFE & e I FE R rolF FE Ee

(INot more than minimal risks)~ % IEFEE B i ZEFHEE
#& PS A2 3B & -] A R R FE R rolF F Ee

T WEIr L PN T
(iIn&aFTBExFTZHE=E=M) «| Be : Ee IEFHEE EH
- . S . IEIEE S .

(Minor increase over minimal risk) B Huis B R EIEe
825 3 A B & - AR I H R rF R E IR EH FoF R E

(BB FTBWEXSTIZHES) < c BRI E H B IBEHEE EH

(More than a minor increase over Fro 3% B R IE Fro 3% B R B 2
minimal risk)« £ & $h 4T DSMP- & & $ 47 DSMP-
—— J—l

FEE S8 1. BmAEREF S FRIFAS (5 —)
H s ( FFEF854H9]|) «

rmas comsuss - reoIE BEZE B KPR A BRET (S |

L EE RS (NS ~- BRFiS5ED
i @ BLAR (= 4% 2% A 25 2k )< = i iE = ZE

A B (BRSFIE T | A D =
MEPEZE - =B =S 5JaW
Fl S AP — CIFEIAEFEHBASREBFRBSAO A FIETFT (FEHAAE) ~
L1 x5 (Hna S
[0 ~wzfaizm (S LE% -~ 258 Nasz A egsists)e
1 =+==-3

Tmmrrd MPREMX [ BRETRE

: Oz@mp OxE8 O
O £% (wBER=ZAFTEE—) _FEERH

sgoo0




> lNSTlTUTIONAL REVIEW BOARD
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10. Institution Considerations (Should IRB
review Non-IRB issues?)

WSIRB In-service Training 03/20/2008 -----
n?,b EIE |:|__|- il
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o No upper limit on approvable research risk with adults who can

give their own consent for participation. (US federal
regulations) .4 A _E

A

2 SE - JEU

HHE PR ?

 Research findings may be used to influence public policy and
in other ways such as marketing, but /RB do not evaluate how
research results will be used or the expenditure of public

dollars to carry out research activities. IRBANZEZEZR{ LR

&

HZ7<(SCI€HUf1C Issue) iz ELEH] ? B =S e R B/t
SR » BEESAERRE ?

ex. Community Research, Social Impact » PE=EE{H -

1. PRI

2. Institution Agree or Disagree?




i ABEZNSELUETERRNE 2
& BENFHITSEE 7




One more Question?

e |f only minimal risks are involved IRBs do not need to
protect competent adult subjects from participating
in research considered unlikely to yield any benefit.
(OHRP Guidebook)

CSMUH IRB consideration: if research provides Neither

Direct Benefit to Subjects nor Likely Yield Generalizable

Knowledge (T #A & AE/T & R AR ° K KRR
EEAERE?)




11. Conclusion




N . . N

e What is the “allowable maximum” of research risk? Level of
risk be made on a categorical rather than quantitative; & risk
categories trigger different types of minimal protections

comprehensively. ({£< {5 = F F TR [ HH R\ B S A7 26
& R R EEEE - BEoak Orae ]  JElks
S IREBTHIAEEFLT - )

llmF

* Risks can be managed, but not eliminated. IRB’s task is to
reduce the probablllty of harm or limit its severity or

duration. (JE\fgi® FH FH Ll #EEE 22 ‘i%,n%ﬂlﬁ%‘ » AR
SRt keR e ttm R - MER/ - S ER)

1_l

e Participation Incentives (gift cards, coupons, cash, checks)
should not be considered as potential benefits of research.




—ZHULMASE
(Sponsor-InvestigatorZtt 2 2% h
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5. IRB Consideration (5 3R & B &
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6. Institution Consideration (#% 45 J& F&
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7. CSMUH &%
(Institution Legal Dept. Points
to consider, Non-IRB issues)
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9. Institution Decision




® Non-IRB Issues

o IRBEIERYGE @ (LRSS "R, $ITH
HITTBERERE -

i)

® To be continued, ------- .
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