(2006,7)

Py 77X 125(1579)

w2 BEMEE R

Ahrens 2 X B BIRWTED 7 508

1. & MO 2B XLE GRS IVE RO

2. HEMEHOWR (SO BRI
3. ¥ PUkoBEE VA inviro T

4. € OSBRI AP DI EmETL
5. 74— F#

6. Pt

7. ANV AYT RGO

The NIH Director’s Panel on Clinical Research {2 & S BUEM RO 558

1. MeEiRmirge
v MO A AN
HilEn A
B ER
WSO
2. EHLSUITITRR R

3. 7o b HLYY—-F RGN AT —E A H—F

E1 BXOBRAEORR

R RBFE

1. b rEREDRE

BEREOREMEFHER REILBIT D
Wwa [aEY -« —jv] (45CRF46 © EFRFR
HE 45 B 46 B, EU oBERRBRES™
BEECR 5] OMER, BRERECHAD
A b THERABRE ERT oM RE L RETS
BEhod, EPEIBLTLERIIERASR
LHRETHALERIEL TS, B, &H
KBOTHRENED D b, TOEAERT—F

DEBREII OV TERLZAMNZ ST TV LD
BRI TH 5. RBRUSNOBEIATIZOW
TIHEESSRESER [BRVRICET 2R
e ¥ PHBREOBEMREIC SRV H LR
52, [REEoLw] RPN EIETEE
FRESHREOTEICEES S 2 501385
THbH., LBARDAOEKEER TR, BE
LERRBIIEM EENE R Ty I &itd
BELTBLENEDS,



126(1580) tEv I X

BIEZ-61%-7%

#3 BERCHUIEBRARERIILEL M TISANSIF o~

L. BEHRERICBNT 2 S LIS B ANREAT  — SIE0Y % BB S 4 B AT B
O e MEEBFREEONE AT SR, R ARG
GRZERSICBY ZEARNBRIEIMI RS X O BRI o koS EL
BHEHSOBRMMBAOZBEME (HGARBN SO LALVRD
PR ARk L WFREE L DR S L B (RIS R
B L AEIERE T~ 7 OF SRR LA (F— 5 ol

© REHEBE R K B R M Rl
o DEHRRIN OB HSIRERTE B (R R ASR I — AMFTR L MRS ML E

[$]

O WPEICERRET FVERTHIRMAY v 72 WHBH & L CERRNT~E

(y=Angydg—Fa=y boizi]

At R L BOR B RT I RIS s L !

R
F=I =Ty —
PRI R
LA PR R
BERIERL T WY R

B - HB B0 BRI BB A G & S D BRI S W
3. BERFREFE T CoOMEMBHEEET TS TASMYER] FEEDIA
CIRTOBIRREE ORI, e U, 3Ed 2207 Bk SRR S aa T & B i

TH ST MR OME FEEfE RO « BIORSRBBRENORIGTER, 547

AL AOBEE L B ERKBERIZOWTIE IR TS A0, (TR TETFRASHRC
HEMT 2 BURREILES RGBT S 2B 3N Twv s, —HT, WIRRTHHYE
T L GWIENICES LRy, BURMBICBNT A BB HO R M A —~Ta R

VBLR,

- "compassionate use” (FIZHYHEHD SIS0 | BINEBRUAL CRARBEMERESAL

B THOIIEERFEEL TR0l o b &, Yo RIELIEL, By
THRBSFIERL CTHEN. B AOWMAB AN LB ST E

FOEETRTRTOERTFEICOWT, @
BRZEEZIIBI AT ba— (BEREE
ETE®) B L UCBFHHECE0RR O LA,
® KEZES (FBREETRLLEL) 28
HEB~NEEL, HAERBRER~OEED
EMT2EMEERT L LD, HEEES
Ay N—DEE - BEGWOREY, @ WEER
SR LHRNE & OBRO+5 %R [con-
flicts of interest (FI2EAHK), financial disclo-
sure ~“OTFLREMR], © S=ERBEHZ

REHMRIC L B ERRBROEBRKEOE=¥ Y ~
7 (F— 5 OGERE) - EEORBLE LD
2, ® BRARCRETIEELE S -
BMERICHET 2180 ES X UHERES~\D
REOZRBL, © REEBSCHTLHER (&
BEBRE~NOHIN) WEOBILZEEZHEL,
BRMIRAOZEREZERT L LLICHE~ND
THLEBAEERELTCEICLY, IO TE
RS W CERSEES A ICZR S h, £oft
SR A ET B LES.



(2006,7)

FEY IR 127(1581)

2. NHER RS

K2, BRBIREEO-DICLERERLE
DRBFEAMBTROS D HFIZoNTORELTR
N5, BRLPEERI L, WENDRPHEET
AEBRBHICKERAROTERCTHAER L
EBRAS v 72 ERBEEL LTSBERTAC
ETHb. ¥/, AMNBRRPERERER <
ESTBH7:DI0F, REOBEKRII%ERAE (The
Clinical Research Enhancement Act’) @ X
I REEROLETHAS.
COWMREREFHEYBE (U= ANVEIA
Thizy bHBEWEIY ANV F—F LY
y—ETHIERTTREY) 3, SEetE
IZMAT, BRiE &b ICHBRBBRERD RN
Bz R vy —F9—2 (BB 0FR
TEBBRI—F4 42— —H5H0iE CRC & &
EIFENTVEERTHD) RF—FOREE
BEHETHF—F2Rr—Tr—, SHICRE
B, B, RFESTEMLTLEHERR Yy
7 [AEOBITVAFLATRESEEAY v 7
PEEBSICHYHELEDbo 2D, BE GE
BURETHAHD) Loy T27-0EMED
MERPELY. T4, BAEZIrOERERE
W BERSTEAL CHREBRPENRT A
DI, BBREHCLTLANOLETSHS],
EafEEE, BRIE ARV RAFLLY
=7), BREBZOEMROEEIE T
5.
HREZOBHICUL- T, TRl 18 £
PHEANSNIEEFGEAREHAR BERG
WEBRETRAEE BIRTRERERIEE
W [EREIICEY 2 BRI R R s
W) (EFLFEMREC L AL LTHLE
Aty 5 —OEBEFCNLE) OLI AN
WMARODEENFFBTLHRT-oTHBH, E3{
PHEEWEAFHOZGEENEE5H I EHORE
BIUCHIF L v,

~%, ABMEHRIE2WTRE, ZTEMOE
B - EBEEFICBWCHRERIN T 8%
BOHHEN%E, HELRLFIBEIEOBER

BB 5_ETHS. KE NIH TIRIEERERMN
FeRmTHEIC, MREIERMEICHET S
B, EYEitoEEs, Yo bo—- sk
A EEFHETAI-ADSHEE RO LN T W
5% AARTHIOI—-RIR5W, BVNFA
v — P REEE CHEIRERER - RV —
THREELT, FR 17 F4H 19 Br57H
26 HXCH1H28E, & 11 Blo [FERE
%A (BB% ICR, htip//www.cancerinfo.
ip/ICR/) %BBEL7=. Pl 18 £EH, 6 346
W, BEA£S5EHREEMAR EREWRERLES
MABE BRUAEEERIEENTE [HEKRH
FEREOLBHEE ST AOBRENE] @
MEBICI VBB I—-ROI b5 FKELET
LTBY, ABOEFVATFLANFEETHES
Z &R LW,

3. EEBEARBRRET COMRMNZEDHEL

I ETHBAT & RN & AMERIC
AT, HADBIKEBRLZ D24 v 7 ¥
LTHEREHRE LT, BANSEEELLT
VAY RERKRBROBRNTM L &  BREAR
PHEMELZEHL T ABKRL2 D, BBRE
BRAEOREADOPTLoH ) EHIERNSEEY
TRABF - REOCRRENS L EERIIEXT
WA, ERFEBRSEERORETE 2, REE
HOBER TER S WA BERERICI BV TS
B EERARER Medicare 72 &% routine costs %
A HAARE 2000 £ ORIEALTSE
D, BRLLTIATIA TV RAEREZT-T
VLHEROABRTBLEELNL®Y, HHY
B~OETH - FUHl DRE® Investigational
New Drug Application (IND) RIE® & 5\
i EU @ BudarCT™ #8HI1I2 5] 248K
LT, REBRT (GemSRiEonfiik
BRUAMCHIRT %) TS H % BIREE L
LTIT) T 2HETHHEOEAZEHILR
BLw, 3510, BEFRBRGEIRVER
(BROBEOLERBHS) £HIERTHZ
HIERFALLY, SFRSICHL TigTR

— 100 —



128(1582) PEvIX

BHEF 61575

BEIOOBREERT 2 LORSHEERY
BEOHRFTLLETHELELS.
INHOHEOHMACELTE, REAEER
& BERBRRBERFRCENTsI L TCED
BEEZZ2TAIERTERLLVHIENEZRTS
PERSHL, L L—FT, BRIBOBNR
AT A BENOREBES TR T HE
T, PSER (Bok T2 compassionate use
EIHENTV5) OMELERE~DEAT L
EhhHLELD, SEPICET THEAS
NAPNBEROERICER LTBE WD,

BhHUIZ

HADS 4 744 Ly AGBrEESESH%
BETEZZPEPOLEEETALLILLTY
55, BRBIROBEERLE - B - 2FLTR
FREAL, ToEBEERTIEL 2T, §
REEEOEECHT AL OME 2AE T
FIBEFE LW ETERWEBLRRZHAZS
ZLELETHS.

X [

1) BEESL E1HEE - - YR ITA
(2000 4 10 B 6 B HH) BEZEYE Global Drug
Development Techniques: Bridging Strategies
Future Strategies and Challenges Discussant
Speech Extringic Ethnic Factor. ESFREEM 28
{Supp! 15} 185-195, 2001.

2) 8 53 ERAAFHENSMETER PR B F
3 A 22 H) htip//www8.cao.go.jp/cstp/siryoe/
giji/ giji-si3.him

3) Ahrens Jr EH: The crisis in clinical research,
pd0~48, Oxford University Press, New Yorlk,
1652,

4) The NIH Director’s Panel on Clinical Research
Report to the Advisory Committee to the NIH
Director, December, 1997. {bitp//wwwnih.gov/
news/crp/97report/index him)

5) Nathan DG: Clinical Research. Perceptions,
reality, and proposed solutions. JAMA 280:
1427-1431, 19%8.

6) Schechter AN: The crisis in clinical research.
Endangering the half-century MNational Insti-
tute of Health consensus. JAMA 280 1440~
1442, 1998,

7) Shine K1: Encouraging clinical research by
physician scientists, JAMA 230 1442-1444
1938

8) Nathan DG. et al The National Institute of
Health and clinical research: a progress report.
Nat Med 6: 12011204, 2000.

9) EEEIRERL: Translational Research €I &4 5
Tl ~BRABOENES -, BERER 35
129~133, 2004.

10) BREESEL P YAL—TaF YT —F BRI
SEHBR-BIRTEDA Y7 FA 52 F
—~%BH - EE0HWpH 200: 544-548, 2002.

11) Code of Federal Regulations Title 45 Part 46
Protection of Human Subject [BAFRIT L
B EROEE-FH 1 EERERRRE
& GEEHR ©) 2) FIRERSEE (R
O CHEEYN - RRNBEMEOREERTE]
B 2M] http//www2kobe-wac jp/ emaruyam/
medical/work/papers/monbu/99monbul.pdf

12) DIRECTIVE 2001/20/EC OF THE EURO-
PEAN PARLIAMENT AND OF THE COUN-
CIL of 4 April 2001 on the approxzimation of the
laws, regulations and administrative provisions
of the Member States relating to the imple-
mentation of good clinical practice in the con-
duct of clinical trials on medicinal products for
humnan use (BU BEREHES)

(BERFITH T AR 5 U BT, BET
B EU BERBERS LA XY ABKEEZEEL
ERESEEE 31351422, 2004 2B N2 n)

13) BRIl 2R EYERERE Y
g4 M [ERRITRICHT 568k ]
Fo A= VB hitp//wwwime].gojp/rinri/
index.html}

14) P.1.106-505, §§ 201-207, 114 Statl. 2314, 2325~
2330, 2000. :

15) http//www.cc.nih.gov/researchers/training/
ipper.shiml
Lo A0HEHEFOFRLEMEN
[NIH MRt & B (John I Gallin 4, #

— 101 —



(2006, 7 )

PEw 27X 129(1583)

16)

17)

MRk B TRIERL, b B, AEMAREE
8, B, 2004]

PRERBE RN M VBB SR R A (RBAD 32
F4A300 BEEEAE L5 H 1BETE R
MRER IR e R L L IR HIL O v TR,
BEAKEOEDBLLODIENPTToTRESR]
EhY, FBASE 19 £i0i13 [REER, BEX
FOEDLEELZUNOEYEZBEICHAL, X
BEBFLTRESGRW, FL, EHE BH
35 FEESE 145 5) B2 5B THICRET AR
BRIZRBBHIIBWT, SHBROMRE SIS
EYEFRATABAICBCTIE, TOBRY T2
Wl EEhTwa.

TR 16 EEEESBHFMRARGYE E4Y
BEEERIEEE EE/MER] oIsicfR
BERESBONSOD Y HiCHT 0% &

18)

19)
20)

21)
22)

1 - MR RES (EEPIRE B ).
Committee on Routine Patient Care Costs in
Clinical Trials for Medicare Beneficiaries, Insti-
tute of Medicine: Extending Medicare reim-
bursement in clinical trials. National Academy
Press, Washington, D.C,, 2000. (http://www.nap.
edu/books/0309068894/html/)
http://www.cms.hhs.gov/Clinical TrialPolicies/
Code of Federal Regulation Title 21 Part 312
Investigational New Drug Application
http://eudract.emea.cuint/

Guideline on compassionate use of medicinal
products, pursuant to Article 83 of Regulation
(EC) No 726/2004. DRAFT
http://www.emea.ewint/pdfs/human/euleg/
2717006en.pdf

Investigator-initiated Clinical Trial in Japan

Yasuhiro Fujiwara
National Cancer Center Hospital

— 102 —






Clin Eval 34 (3) 2007

BERPORERRBEROEIEWVICONT

IVih BB HEN S8
HEEAHREMRRRITE L Y & —

Issues on Safety Information Management in Japan

Fumiaki Kobayashi Norio Tamura
Center for Clinical Trials, Japan Medical Association

Abstract

In the global pharmaceutical market, Japan’s share of drug sales has recently diminished and the number
of clinical trials conducted in Japan has decreased. There are many reasons for this situation, among them,
regulatory issues, such as the lack of reviewers and stringent drug regulation.

In 2002 the revised Pharmaceutical Affairs Law was enacted to include broad revisions in the development
and safety of new medical products. In 2003, the conduct of investigator-initiated clinical trials was allowed to
encourage the development of new drugs. A MHLW special committee on GCP proposed that part of the safety
report obligation of investigators concerning overseas drug safety report should be eased to facilitate the conduct
of investigator-initiated clinical trials. However, in the case of company-initiated clinical trials seeking line
extension approval, companies still need to report the same safety information to the regulatory authority twice
according to the requirements for both clinical trials and Post-Marketing Surveillance (PMS).

On the other hand the government-funded researchers reported that safety information provided by
pharmaceutical companies usually was not encugh for IRB review, especially that from other countries. Thus it
would be better for companies to analyze the safety information and then report the results to medical institutions.

Considering Japan's global competitiveness in the area of drugs that are linked to domestic health issues,
these and other relevant issues should be resolved immediately on condition that safety measures for patients
are taken properly.

Key words
safety information report, GCP, overseas drug safety information, investigator-initiated clinical trials, company-
initiated clinical trials

Rinsho Hyoka (Clinical Evaluation) 2007 ; 34 . B-B.
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Handling of Safety Information
During Clinical Trials
with Reference to ICH Guidance
and CIOMS Recommendations

E. Stewart Geary, M.D.
Eisai Co., Ltd.

Abstract

The CIOMS VI and VII reports contain significant recommendations which could dramatically change the
way safety information is communicated by sponsors of clinical trials. The reports make specific recommendations
regarding the determination of “expectedness” using the DCSI which conflict with current practices in Japan
and recommend that only unexpected reports be subject to expedited reporting to regulators. The
recommendations on reporting to investigators would represent an even more substantial change in that the
reports advocate a shift from the current system of relying on reporting of individual case reports to periodic
reporting of aggregate safety information. Finally, the reports make some recommendations on the management
of causality determinations for individual adverse event reports which seek to simplify and unify current practices.
It is unclear how many of these recommendations can be adopted in the current environment of heightened
safety concerns during clinical development but the CIOMS reports challenge us to reconsider our current
practices to improve the communication and management of safety information during clinical development.

Key words
CIOMS, pharmacovigilance, clinical trials, adverse event, adverse reaction
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Introduction

The challenges of managing the large volume
of new safety information generated during the
clinical trials process strain the resources of spon-
sors, investigators, and regulatory authorities
worldwide. In many ways, the increasingly inter-
national character of clinical development com-
pounds the challenges because a single active
chemical entity will be in different stages of clini-

cal development and marketing for various indi-

cations simultaneously worldwide. How should

this information be organized and communicated?
What formats of reporting by the sponsor to in-
vestigators best enable investigators to pick out
the significant new safety signals from the back-
ground noise generated by the overwhelming vol-
ume of information collected internationally? What
is the role of causality assessments of individual
reports of adverse events in screening out irrel-
evant adverse event reports or highlighting a new
safety issue? These are some of the challenges
addressed by the CIOMS VI ¥ and VII ? Working
Groups which will be described below. In addition,
mention will be made of two issues with special
relevance to clinical development in Japan: how
should foreign spontaneous reports be handled
when a compound is under clinical development
and when do blinded adverse event reports need
to be unblinded? The reader should note that be-
cause the CIOMS process is intended to challenge
and improve on existing practices, the recommen-
dations of CIOMS working groups do not have the
force of regulations and in some cases are not in
keeping with current adverse event reporting re-
quirements internationally. The CIOMS VI and VII
reports cover a wealth of issues but only those
recommendations relating directly to reporting
safety information were considered for inclusion

below.

“Expectedness” and its Role in
Determining Reportability of
Adverse Reactions

Japanese regulations on the role of
“expectedness” in reporting serious adverse re-
actions are unusual in two respects. First, only in
Japan are reactions considered to become
“expected” once they have been reported to in-
vestigators and institutions participating in clini-
cal trials. In other ICH territories reactions only
become “expected” during clinical trials once
they are identified as such in the Investigator Bro-
chure. The CIOMS Working Group III/V * intro-
duced the concept of the Development Core Safety
Information (DCSI) as the portion of the Investi-
gator Brochure that presents core safety informa-
tion including identifying which reactions should
be considered “expected”. Both that working
group and the earlier report on the CCSI recom-
mended setting a relatively high threshold for
making an adverse reaction “expected” and add-
ing it to the CCSI/DCSI. In Japan it is difficult to
apply this concept of using a high threshold to add
terms to the DCSI (i.e. make them “expected”)
because the act of reporting a single case makes
the event expected and virtually has the effect of
updating the Investigator's Brochure.

A second unusual characteristic of Japanese
regulations is that reports of “death” or “life-
threatening” adverse reactions are subject to ex-
pedited reporting even if they are due to
“expected”events. In most (but not all) countries
only those serious reactions which are
“unexpected” are subject to expedited reporting.

The first of these differences has the effect of
decreasing expedited reports in Japan while the
second has the effect of increasing expedited re-
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ports. Note that it is not clear that the approach
taken in Japan on these two issues is inappropri-
ate. The CIOMS VI report notes that one conse-
quence of setting a high threshold before making
events “expected” has been to contribute to the
high volume of expedited reports currently over-

whelming Investigators and IECs/IRBs. The idea .

of expediting reports of adverse reactions even
though they are “expected” is also actively dis-
cussed overseas: the FDA's proposed rule ¢ to
modify reporting regulations in the US would cre-
ate a list of “always expedited” reports that are
to be reported even though they are “expected”.
The CIOMS VI report has the following rec-
ommendations related to “expectedness” and the
DCSIL

@ The CIOMS VI Working Group endorses
ICH Guideline E2A and thus recommends
the harmonization of criteria for expedited
reporting to regulatory authorities, to in-
clude suspected adverse drug reactions that
are both serious and unexpected. Only un-
der exceptional circumstances and on an ad
hoc basis (e.g., when close scrutiny and
monitoring of a specific adverse reaction is
warranted) should sponsors be expected to
report, on an expedited basis, suspected ad-
verse drug reactions that are considered
expected. If there is a need to report events
without regard to causality, this should gen-
erally be on a periodic basis with the peri-
odicity and format, e.g., line listing, agreed

in advance with the concerned authority.
© In order to maintain global consistency of
clinical trial reporting, the Working Group
recommends that once a drug is marketed,
the CCSI effectively become the reference
safety information for the purpose of deter-
mining expectedness for regulatory report-
ing from Phase IV clinical trials. For clini-
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cal trials of new indications, new popula-
tions or new dosage forms for a marketed
drug, every attempt should be made to align
the DCSI and the CCSI, but the DCSI
should be used if it is different from the
CCSL

As with spontaneous reports, the determi-
nation of reportability for case reports from
clinical trials should be determined at the
event level. That is, a case would meet the
criteria for expedited reporting only if there
is a suspected adverse reaction that is both
serious and unexpected.

Sponsors should establish a policy of incor-
porating Development Core Safety Informa-
tion (DCSI) into every IB, either as a spe-
cial section of the IB or as an attachment to
the IB. The DCSI should clearly identify the
events for which the company believes
there is sufficient evidence to suspect a
drug-relationship. These would be the
events that would be considered expected
(“listed”) from the standpoint of pre-ap-
proval regulatory reporting criteria.
Sponsors should review the IB and DCSI at
least annually and update them as appropri-
ate. If there are no changes to the IB or
DCSI, then the investigators and ethics
committees should be so informed at a con-
venient opportunity.

The same previously recommended concept
and level of threshold for changes to the
CCSI (CIOMS III/V report) should be ap-
plied to the DCSI and informed consent in-
formation. Thus, communication to investi-
gators and IECs/IRBs of an update to the
DCSI may indicate the need to update the
informed consent form, the final decision
for which rests with the IEC/IRB.
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Reporting of Periodic Aggregate
Safety Information instead of
Individual Reports to Investigators
and Institutional Review Boards/
Ethics Committees

The ICH E2A Guideline does not specifically
discuss expedited reporting of adverse reactions
to investigators and Independent Ethics Commit-
tees/Institutional Review Boards (IECs/IRBs).
Although there has long been a requirement in the
US for sponsors to report adverse reactions to In-
vestigators the requirement in European countries
was not established until more recently. The EU
Clinical Trial Directive does not require Sponsors
to send individual safety reports to Investigators
but some EU Member States (e.g. Germany, Aus-
tria) have made this a requirement. One concern
that has been raised is whether Investigators
would be better able to evaluate the evolving safety
profile if they received aggregate safety informa-
tion on a periodic basis rather than individual ré-
ports and indeed a quarterly line-listing is currently
used in Europe for this purpose. This would not
preclude sponsors from sending in significant new
safety information on an emergent basis -even if it
was based on a single case report-if that informa-
tion changed the risk-benefit profile for the inves-
tigational drug. The CIOMS VI recommendations
are as follows:

e Although contrary to established regula-
tions, the CIOMS VI Working Group pro-
poses that routine expedited case reporting
by sponsors to investigators and IECs/IRBs
be eliminated. Instead, sponsors should pro-
vide regular updates of the evolving ben-
efit/risk profile and highlight important
new safety information. Significant new in-
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formation, occasionally a single case report,
that has implications for the conduct of the
trial or warrants an immediate revision to
the informed consent would be communi-
cated on an expedited basis. More com-
monly, important new safety information
would be communicated periodically, based
on the assessment of accumulating, aggre-
gate information.

For unapproved products, instead of send-
ing individual expedited clinical trial case
reports to investigators and IECs/IRBs, as
mentioned above, the CIOMS VI Working
Group recommends periodic reports to in-
vestigators and IECs/IRBs. It is recom-
mended that such reports include a line list-
ing of unblinded clinical trial cases that
were expedited to regulatory authorities
since the last periodic report, a copy of the
current DCSI along with an explanation of
any changes, a statement if there are no
changes, and a brief summary of the emerg-
ing safety profile. Although it is recom-
mended that the default would be quarterly
updates, there may be circumstances when
a more immediate or less frequent commu-
nication would be appropriate.

For approved products, the timeframe for
periodic reports to investigators and IECs/
IRBs would depend on the extent to which
new indications are being developed. For a
product undergoing Phase III trials, con-
tinuation of the quarterly reports would be
advisable. For well-established products,
less frequent updates would be appropriate
and at some point, there should only be a
need to update investigators and IECs/IRBs
when there is significant new information
to report. For Phase IV investigators and
their associated IECs/IRBs, communica-



tions of changes to the CCSI should be suf-
ficient.

When updates are provided by the sponsor
to investigators or IECs/IRBs, whether for
unapproved or approved products, line list-
ings should include only unblinded expe-
dited reports from clinical trials. The line
listings should include interval data, i.e.,
only cases expedited since the last update;
however, the summary of the emerging
safety profile should take into account all
of the accumulating data. The use of
MedDRA preferred terms is recommended.
The line listings generally should not in-
clude spontaneous reports; instead, signifi-
cant issues arising from spontaneous re-
ports can be described in narrative form in
the update.

If a significant safety issue is identified, ei-
ther from an individual case report or re-
view of aggregate data, then the sponsor
should issue a prompt notification to all par-
ties, namely regulatory authorities, investi-
gators, IECs/IRBs, and if relevant DSMBs.
A significant safety issue could be defined
as one that has a significant impact on the
course of the clinical trial or programme (in-
cluding the potential for suspension of the
trial programme or amendments to proto-
cols) or warrants immediate update of in-

formed consent.

The Development Safety Update
Report

For several years the FDA has required an
IND Annual Report ¥ which is submitted once a
year as a kind of periodic summary report of safety
and manufacturing changes related to a clinical

development program. More recently, the EU has
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begun to require an Annual Safety Report @ dur-
ing the period of clinical development. CIOMS VI
introduced the concept of the Development Safety
Update Report (DSUR) which has now been pro-
posed in detail by the CIOMS VII working group
and is currently undergoing the ICH process as
guidance number E2F. CIOMS VI recommenda-
tions on the DSUR are as follows:
e Itis proposed that there be a single Devel-
opment Safety Update Report (DSUR) for
submission to regulators on an annual ba-
sis, with a consistent format and content
which are yet to be defined. It is strongly
recommended that DSURs be based on an
entire development program and not per
protocol. Consideration should be given to
establishing a common international
birthdate which would be the date of first
authorization to begin clinical trials any-
where in the world. The DCSI should be
attached to the annual DSUR with an expla-
nation of any changes since the last update,
with any significant new safety information
highlighted.
For products with a well-established safety
profile and for which most clinical trials are
Phase IV studies
indication(s), it is recommended that the
PSUR replace the annual DSUR.
The CIOMS VIl report goes into detail about
the proposed format and content of the DSUR. In

in the approved

general the DSUR borrows heavily from the prin-
ciples of the PSUR in being a single report for one
active substance, presenting all information avail-
able worldwide rather than being limited to the
development program in a single country or for a
single indication, and dating to a uniform
“international development birthdate” so that a
unified report can be prepared for regulatory au-
thorities around the world, regardless of when
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development may have begun in a specific country.

Causality Assessment of Individual
Adverse Events

Causality assessments of adverse events dur-
ing clinical trials have long been used as part of
the screen for what reports need to be expedited
to regulators and investigators. In general, only
reactions are reportable on an expedited basis
(with the additional condition in most countries
that the reaction be serious and “unexpected” in
the sense of not being noted as a reaction to the
compound in the Investigator's Brochure), but
causality assessments are also controversial be-
cause they are subjective and can be over-inter-
preted.

Many drug reactions only come to light by
comparisons of event frequencies between active
drug and placebo-treated groups in clinical trials
and if this comparison is performed using frequen-
cies of reactions (rather than frequencies of all
adverse events) then the analysis is unnecessarily
biased. For instance, the US FDA requires that
companies present in the Package Insert the fre-
quency of the most common adverse events from
clinical trials as events, not reactions, and when-
ever possible to include the event frequencies ob-
served in those trials for placebo or comparator
product-treated patients. There is emphasis in the
CIOMS VIrecommendations on performing aggre-
gate safety analyses using comparisons of frequen-
cies of adverse events, not reactions.

Different investigators will interpret different
grades of causality (“definite”, “probable”,
“possible”, “unlikely”, “remote”, etc.) differently
and even comparing established algorithms to
panels of experts gives poor agreement in the
grade of causality assigned 7. It is furthermore
unclear what is gained by having several catego-

ries beyond “reactions” and “events”. For in-
stance, is there added benefit in evaluating
“probable” reactions separately from “possible”
reactions or does this just add complexity to what
is already an uncertain determination? There are
also a number of terms - “unlikely”, “remote”,
“not likely” - that are interpreted by some read-
ers as indicating that a relationship is possible and
by others as indicating that a relationship does not
exist. It is unusual to be 100% certain that any event
is either definitely related or definitely not related
to a study drug so it is not useful to set very high
standards either for stating that an event is “not
related” or “is related” to the study drug, but it
should in any case be clear which of the two cat-
egories the report falls into in order to comply with
regulatory reporting requirements.

A special concern is raised on using “cannot
be ruled-out” as a threshold for considering an
adverse event to be a “reaction” . The use of
“cannot be ruled-out” as equivalent to establish-
ing a causal relationship dates in part to the ICH
E2A document ® which defined an “adverse drug
reaction” as occurring when “a causal relation-
ship between a medicinal product and an adverse
event is at least a reasonable possibility, i.e., the
relationship cannot be ruled out.” This definition
unfortunately contains two possible thresholds for
defining an event as a ‘reaction”, i.e. either there
is a “reasonable possibility” of a causal relation-
ship or a causal relationship “cannot be ruled
out.” Interestingly, the ICH E2D Guideline ¢
omits the phrase “cannot be ruled out” but re-
tains “reasonable possibility” in its definition of
areaction which is also in line with the recommen-
dation below from CIOMS VI

The following bullet points show recommen-
dations from the CIOMS VI report regarding cau-
sality assessments:
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There are no definitive methods for distin-
guishing most adverse drug reactions
(events that are causally attributable to
study therapy) from clinical adverse events
that occur as background findings in the
population and have only a temporal asso-
ciation with study therapy.

All adverse events, both serious and non-
serious, should be collected for any clinical
trial during development, regardless of pre-
sumed relationship to the study agent by
the investigator or sponsor, in order to al-
low for subsequent assessment of causality
using standardized methods for individual
cases and aggregate data. This applies not
only to the experimental product but to pla-
cebo, no treatment, or active comparator.
Causality judgments based on analysis of
multiple cases/aggregate data, rather than
on individual cases, are almost always more
meaningful and typically have a greater im-
pact on the conduct of clinical trials, includ-
ing changes to informed consent docu-
ments, study design, and core safety infor-
mation. However, causality assessment of
individual adverse events by the investiga-
tor may play a role in the early detection of
significant safety problems, and are the only
source of information on rare events.

The CIOMS VI Working Group recom-
mends that the investigator be asked to use
a simple binary decision for drug causality
(related or not related) for serious adverse
events. One possible approach that has
been suggested is to ask simply whether
there is a “reasonable possibility” or “no
reasonable possibility"that the study treat-
ment caused the event. Alternatively - Was
there a reasonable possibility? Yes or No.
It is virtually impossible to completely rule-
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out the role of a drug in causing an adverse
event in single-case reporting. Therefore,
the use of “unknown” or “cannot-be-ruled-
out”adds little value in early determination
of safety concerns. The use of “cannot-be-
ruled-out”to imply drug relatedness would
lead to excessive over-reporting and excess
noise in the system.

Itis recommended that regulators adopt the
phrase “a reasonable possibility of a causal
relationship” and consider dropping the
phrase “a causal relationship cannot be
ruled out” from the ICH E2A definition of
suspected adverse drug reaction.

The Working Group advocates adoption of
the recommendation by the CIOMS I1I/V
report on core safety information and the
DCSI (Development Core Safety Informa-
tion), namely that on the CRF and on any
serious adverse event form there be in-
cluded a standard list of potential causes
from which the investigator must choose
the most plausible one in his/her opinion,
specifically: medical history; lack of effi-
cacy/worsening of treated condition; study
treatment; other treatment, concomitant or
previous; withdrawal of study treatment (a
withdrawal reaction could be considered
drug-related); erroneous administration of
treatment; protocol-related procedure;
other - specify.

It is recommended that investigators not be
asked routinely to indicate causality infor-
mation for non-serious adverse events.
However, there may be circumstances when
such assessments are useful and important,
such as for non-serious adverse events of
special interest.

The determination of causality of adverse
events should be based on a combination



