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1) SUSAR 5 2&H 7

TOFAH L A34ZEO] wER AAFCERE Sl dAE
SUSAR 3 KGCP A8st|&H2)o] wE UEGAIAE oFFe A
2

o Y

H37)7ke %7] ®il(initial report)E 7|2 & wff IOz RE JGAIFHAE
TAE e FHE XA dFAE TE B AI7MA] Hidte RS dFo=

st™, oln] B A# el F2 Bl (follow-up report)v EE HIil ©]
A BiskA 7] Blgy o
EIJ—QJ':, T AAAE 7 o]Fo AR} o <otAA ABIE AANAFH AR}
A BEE AERT Ao ARt A HuE e, oFA= AARuA Y HIL
5 A oRE ARt Hefx oA Harstofof 3ot

SUSARZ} A 4% o= "olkE 59 <Hdol & 1%, A30=A1FA13%
KGCP A8& el & e} g AMES RuwtAY A | 25 159 ol
19X A Bastedob itk ok, AMgS * Hs Hﬁééb 490l =
PNBRE S8 gdstA] Zstdetxs 79 oo 41&3] astejop gkt
o] g2t SUSAR %3] i ¥, F7HA0 ARIVL e BIde 5]]% SEERIPARINS
2449 w712 BEistefop ot

o, o>‘ _1>“ We

U &A@ E(“day 0728} ) KGCP A73 7}
A is

o A3+ 73 q](om}ﬁog 24 A 7F O]LH)O]] v

AHA7L TG AL B
ozt A FAAART QA FA
I

AGAANA At Ba ol wel A48 At Al Fuig o] AteE(elsF “SAE” =
FthE Husle] YAGAES HIWNEE Hre B4 wE YIS B
S)lA =g FS ou|gith. wEbA tmrt A ROIY QEAAIRAG SIS we

A7k ARAR BE LER BAAE Ak I8 9o 4]
gels 2o CIOMS 5 ¢kEo|Aure RuA7 Tgd o)
o uwzt AFALA FoEFH =

st 717F o] o] WA QA FAGA B VS HER
Ate] 59 e Ao o]E F43lelok 3lv, KGCP #1835 6 &2)d w}g oF 71 A3
AR Ryue A dT ARE HEI} dEREEH 4% ELO}E] =
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609 elulel DSURS A fxZelAl Histelel gtk DSURS A FA 3o 2R E

8
AY Hede we

DA 2 A T A AAA AEANE FE OEBIA FFHE
(AR TFHEZE Zgste] DSURS B astal vpA]9 DSURO| Al g o] gt
T MY HF Ad B (last annual report)¥-S 7M. TS 2= ThE
T7F A o] QA A& ARl M E 7]A g
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DSUR®] <AF7|(annual period)®] A& AHS AHote e -9 F
e %2 (Development International Birth Date, DIBD)©] A}-8-F T}
SRE A AA o= Yl AE dEAIES A7l sl AT A A S
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4z ANEAY 5AL0] Je 2o AY 2d2 ALY 5 Yok
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rojekx S0 obdo] B3 T, A302A1EA10T e E wel oA g oA
W RART AEA RS Faste] DSURS AA9A(F 14 [EA AR
A2, B % Fa)E AEsto]of o)

AZEHc HiIANe AF7](Annual period)s¢t FHE ASE T AHGAHE
o, J& HAAHEE 7Tledtd, QFF(EA 325 A4) H FE K f(executive

summary)2 HE 02 A E3se]oF st}

v

BFA(F, 2% o2 FAHEE FRIE JFF) NI B
DSUR=Z #/dstH, E3Ae 24 fadiel iz ddA1d<
H o] DSURS A|&3tn Z+7+e] DSUREREH UL o 9 &
8.5 @0 g ofEojof g}

EFA7E obd, SdAAE WEoR AEdE gl
shitel DSURE AdstAY, oAl BEF4 <
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2) DSUR

By F 7. 98 E2(Line listing)® 2% A8¢e w718 2 w=71E8A
PFAA ARE EF T wHHEA AmRe 45" Aol bt
offr(ell: A&ERIZ w7l siAlE AHERYH EA4Y + Ao YEA= DSURS
THE HHoz FrHdS dAEiAE <t HEZR, sidste A% DSURS XA
w7He diAld ARE xFeta v FIETE 7IAE F Aok
5. &0 4%

SAUEI, symptom) e AWES Lo, T dGAIRE ok
Al JAFABAAE 7 st AL obd Aom Aofsta Ut

weiA, ol dAteld oAlEE FEHY AFAFIA W oW FHEE WES}A

Bt olAtE FEY Ee AHEH FEY R Fo 42, A¥, A9EES

Foe fRFOERE TAY F v

Y. & o] 413 (Adverse Drug Reaction, ADR)

KGCP A25 a}5-o A ofZ o] dutgolet AFAIFE oFe 9 &FolA TS
W3O 2 A dFAFE oofFHe] JAABAE FAEY

o] ICH E2A0|A w3} o] AHoldt= & o] 4utS-(ADR)Y U3+ ojnjojt},

In the pre-approval clinical experience with a new medicinal product or its new usages,
particularly as the therapeutic dose(s) may not be established:
all noxious and unintended responses to a medicinal product related to any dose
should be considered adverse drug reactions.
The phrase "responses to a medicinal products" means that a causal relationship between
a medicinal product and an adverse event is at least a reasonable possibility, i.e., the

relationship cannot be ruled out.




"= FDA ’Guidance for industry and investigators; Safety reporting requirements
for INDs and BA/BE Studies’'(Dec 2012)o|A & o213t o]4uhg-S ofefe} 7o)
7oA == & o]/ RE-g-(Suspected Adverse Reaction, SAR)"¥Z} “oFE o] d1H-g-(Adverse
Reaction, AR)"© 2 F-&ato] Awsia ot

Suspected adverse reaction means any adverse event for which there is reasonable
possibility that the drug caused the adverse event. For the purposes of IND safety
reporting, 'reasonable possibility' means there is evidence to suggest a causal relationship
between the drug and the adverse event. A suspected adverse reaction implies a lesser
degree of certainty about causality than adverse reaction, which means any adverse event
caused by a drug.

An adverse Reaction means any adverse event caused by a drug. Adverse reactions are

a subset of all suspected adverse reactions where there is reason to concluded that the

drug caused the event.

FDA 7hol=eele] mewr, "gasE SFEol U (SAR) I FFol o gildS

b7tk B3 ZheAdel Axe ol HAtEE ougitt ‘B33 7he 4 (reasonable
possibility)’& k= oAt 1HY] JAAAAE FAE= <AV dE RS ou|gh
webx, JAEE FEOIGHHS(SAR)S oFEC o3 ZHE oFAE vlEte
SFEOIHHS(AR) R  AF{#AY g FHAHe Axrt v@Ees dEgth
“OFE Ol GHHS(AR) O] R oFEe o] WA BE o) AtEIE ulEt= o=,

VAARE lFEL 1 EAA olAAA LA Ab AuA v AvHom
WANE F BAT oA FUSL dAEA 2d Afole AAAEE
clobEel BANS RAY 4+ g JUHE FEolANSGAR) WA
gL AbAGA A% RiES ax ok 2ehd, oled ejaHE
fEoldutse BY AEIVE FHH we si" olofEFde] wEAgel wial oA
B7rE =+ Aok

g TofokE T <bdel #3 A, HA A7/E A T fEo| YN
gAH = EIFH BAES "#EAol A" Ee "#EAol jle'eE FESH
BHasty] 98] AR @A i BEF 7IE 55 W] st #Elafol shH,

o ny © 2, Unlikely,

+ Certain, Probable, Possible2 "## o] gl&-"
(o3 ]

Not related= "#HA glo"o2 BEF/slo H7HE 4 Qo



o, o 43FA & $H(Unexpected)

KGCP A2z AFA  “o st K3 F&Eo]d8hS(Unexpected ADR)"o] &
O]"”\]@X} }E’S e R FF A4 T olf Thed ooE ™ FH
_?4

o] AEo|A xtol7t U= Aoz AHolsta 9th.

714 “dg3FA] HE3H(Unexpected)'ol &t o] Al EEe JAFHE oFE o]/\l- 119 o]

AN A A2AIB) ANAH UA FAY FL BFH Eox

Sk (severity)7k Z1AE] AA Fe Al sSFET dE S FFANEA
=z

A5 ‘T (hepatitis) & '7FE A9 ‘< (elevated hepatic enzymes) Tt A5 ©]
AT, ‘ZEHAH(hepatic necrosis) = 1 FTTE7F O IAde HAA “oidsHA
o

% FH(unexpected)" ZO.E ItFE & vk o|of RRIIIA R, WHeF AFAI DA AEF
"> & #A}3 (cerebral vascular accidents) ¥t Z]AlE o] AT = 7 A 7 5 (cerebral
thromboembolism)’ 7} "o = & # ¢ (cerebral vasculitis) & So]ido] o Ete= HellA
“d 43R ESHunexpected)" AOZ tFE 4 Qi

“of| st A] xgolgte e Y AIE %FE(a class of drugs) Fo A YA
e =Y FYAE SASERY Jddduna dAEA AR AdwHARL
FEAND T 5 = Fo Al TG FAFHoR AFHA FS o)At
e YaEHe FEolds AMEEW. &, T4 AL FEolAM TAsAY T
=l Yy HACENYH JddHes Aoz JAAIA AsHd 1A=
oAt AEAE T FECA BHET] AR ‘ol dEA] X 3H(unexpected)"
Ao AAZIY. dF o] AL $ A A (angiotensin-converting enzyme, ACE)
AAA ALY F=s FAZF IdF Aol EHFF(angioedema) LAY o]
o J=w ‘HHEF(angioedema)’ o] AE FEIF(class effect) 2 DFAEFA A5 F 0
Z1AE Sl AFoE ek, YA FA AFHA EAE T el LTAs=
Aoz ¥3E 7] AR = “ddstA] FE3(unexpected)" ROE FHFE ofof Fu).

PEANFeZRE AFA 2AY B vE SAEHYH Hiud JHR7} “didstA
K SH(unexpected)" ARNA olAAE AAHs= ZACS AEAE U 5 & g
DEAEA Az 71" o] dAtEl el SAEE ofEoldRtsol oERH. o=
PEAE T 54 ool e dEANIA ARACA ZIAEA F2 Able o/ shA
X H(unexpected)' .2 THFETH JGA AR AAm o) 71 EE oG = =(expected)” =
AAZY. M2e oldAkd ARZE dgEHdE, dANDE dgEFe A Hy
Ao o) “ofliFetA] E3Y AL A E 41:}3}15 AL oEare] Flolth

_’IO_
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o A5 Y%F Z AF (Drug substance and formulation)
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Aol olE E33tl) (Pharmacological and toxicological effects of the drug
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Aol ©o]E =E3St}) (Pharmacokinetics and biological disposition of the
drug in animals (and in humans, if known))

o ol EANEE Tl D2 ARelM Y A B FEAY B¥E AE (Information
relating to safety and effectiveness in humans obtained from prior clinical studies)

o IS Qo Ev A R o AR e EUE «ldEE AR A9
2 ol FAt|el st AR (Information about possible risks and side effects to be anticipated
on the basis of prior experience with the drug under investigation or with related drugs)

o ARANF BFo=E AREHE o] AREY FAM e 5¥ EUEE (Precautions

or special monitoring to be done as part of the investigational use of the drug)
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* Guidance for industry and investigators - Safety reporting requirements for
INDs and BA/BE studies, US FDA, Dec 2012

* Clinical safety data management: Definitions and standards for expedited reporting
(E2A), ICH Harmonised tripartite Guideline, Step 4 version, 27 Oct 1994

* Development safety update report - Scientific guideline (E2F), ICH Harmonised
tripartite Guideline, Current Step 4 version, 17 August 2010
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kol ZhseAl H Atk uiarRE AAIE A o]l AlEES 93 AEe] dlF ANS sty FIFAR

H7hshe 3ol F7he ek
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metacrylic acid co—polymer

Metacrylic acid co-polymer37}7F ZB35792] &/ 5ed EAAS WA 7R = &S Fo2 ok
A zg7do] vaA o] HAEHS7] wdo] o]t AMES 34 AAIE ZEa9 Al del gt 5
NATE 24 AT 3 A AF vuE gk o= s/oksst AAo]&E Al (PK/PD bioavailability

study) (3579DD/021)¢] 17+st tidAE oz FH: 8 Folth
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US IND®] 4% AiBHE s 3o 7ML Aol 3 49

3% 1A E (3579DD/016, 3579DD/017 & 3579DD/020)8] /g At 55 tha dlol e AlsE Aoln, 2021

=
g Ab7]o] F8E Zog Y|t 9l

Al 7Re] 17 3218 (3579DD/018 - 4Al7el; 3579DD/019 - 7Hgelf; 3579DD/021 - Aol &-&)o] 2020

doll 54 oAoln ofd wWE 4 A7 RuME A= Aotk

20206 epukrlel 2 ojE|Rb= ZB35799] At A A3 A5E AT AR AAAEAGNES T 4
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ol 77k Al Well 4841 S H (pre-IND meeting) S 234 A &l

_34_



= EAE dAE AAE7] A% B4 o s AAE 7] YU

US IND9| 3% Qs = mad 429 715

B o) x7} US INDo| 13, 9|7, 392 gdaAY 23stax) sk wad okae g

_35_



2 A dAE AN 93 B o R AlFtE el EA AU T

[ICH E2F]
[ A]&: DSUR - dFA 43A13]

Vasculogenesis Growth Factor-2 (VGF-2)
o FE YRAE dAAL AR Bt 23 (DSUR) B #2

Ha 7]xk 2018 44¢ 179 -20194 44 16¥

AL EH A ol A EE E3ET A

4
L
rie

(/22 o]F] 2 o %
[ &2/ <} s2<7] o]

A e
[ 994 ¥%, F71 3 9 4, W pus
Y57 20199 69 214




= EAE dAE AAE7] A% B4 o s AAE 7] YU

W AR A7l A-2 (Vasculogenesis Growth Factor-2, ©]8F VGF-2)&= XYZ Superfamily®l] 43}
g AARA, 37-kD A7 ZEHME =olt}, VGF-2&= VGF-R 8419 J& 28350 dauju) A Eo
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e

A= VGF-20 thak + WA o okF dAIE <bdd AR 37 23DSUR)=E, Bt 717k
20183 4€ 17¢HFH 20199 4€¥€ 16¥ojt}h, & A g2 20179 49 174 HFH AFHY L, o]l =4
9l Hx A AFAF5Y (Development International Birth Date, DIBD)©] t}.

Mgl AEo)lw XYZ Superfamilydl] <38l A A2 A, 37-kD =719 &
el =olt), AAAEY Ak st =HA Bdox E A3

)
S HAE Aoz Bl o, DrugCod At B9 ds x5 g J4F ASAZA
B AEL Ndstz gt (IND AESAF = letter of cross-reference F1). £ AFL =A44% 9%
9 (500mg/via) 2 AW F A "ol SaAA A&t AE 34 AL DrugCodl Aol A ¢

L 1
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1A
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AR 71l ety dde 2E dxE e d Aol o] AlE

H A gA ol /] BxFuAs &7 sitkg] RddA VGF-2& Stz 359 A4S 71E8ss
A5 WAL, o7)elA AR SHEEW B[ S7HE R wAlT ol&), Ear S7HEIelA =&Y o

! < 7FHbromodeoxyuridine %% ©]&), ¢ 71 AAl AE ZF
FL, et. al, J Adv Med. 2017; 23:632). t] ZtAlgE AM&E2 QA EAF A2 (4343 AgA 97 0012

[version 2])& #11gtt},

J

AGAIH “SAVYTe] HALS dxewdst 9 31d4 98 F(intermittent  claudication)  EA}ol| A €]
VGF-29] b, ek, oFests =%
7] $1gkelth

K go}:% 01}\1—}\]64 o}z Al xgi Vg7}

L -

AI(DSUR)S W= Lxeudss 717 thidxte] st
VGF-29] A 24 <daAFoltt, B g aE VGF-2¢9 Al ZA(manufacturer) @t &5 ZH(supplier) ¢!
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2. A AA A9 37 AF

@ AgolA Alw s7kE w7 gl

3. 13 7|7k B kA o]/ =2 FHI|F =X
a. o}1 = A o] & A(transaminases) %

b 111 9] 28U 2 Wigoll A b &4 S7b7F A AT (20189 124 23%; AAIEE AEES of g
72b Fa). 2 o Fxe] Am RYUEH $9 3 (Data Monitoring Committee, DMC)& 3% A4S 2019
9 149 150 =ofatqint. ol gt o] FAtEl(AE) S HIM A Aol A8 VGEF-29] ®bs 187 Fofe} 3t
Eol daHol Adv= DrugCodlAbe] AR S arefste] AT ASAE ta3 2ol 7iA skl

Ay AAakel el tid dF sk HAbE 2detal e 22 @b ATl AlelE A

1 oldel el B

2. XA Aol A A AeAE 233 ofn e Hol a4 G| aspartate aminotransferase (AST),
alanine aminotransferase(ALT), gamma glutamyl transpeptidase (GGTP)

3. A%, BE, C¥ tdel tig dAe4 HAF &4

& ATALANA hgAE 22 AR A 26 12, 24, 36F )5 A4S WES Hol39
hotAA LIMS] ol gAld WAOE Qe dom WAAES U AF, YFHOE 175 AAE

A = Aoy, 53], EE ﬂ]% 2= ALT, AST, GGTP, ALP, lactate dehydrogenase(LDH), # %/
A e R AALE 23 AF A L 2, 4, 6, 12, 18, 24, 3679 WA @ FH ot}

A= F A ’i](Consent Form)¢ 5-6#o]A 9 “IFAld  Fode] 3 (risks  of
participation)” %<& 7 A 3%

(Z7hAbae Sxpel] W& AAALRS 27t HAF o2 78 &)
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®ooEAE B ooobE d4AE A AR Bt ATHDSUR) 717 Bebel e o f2 A%
te 2AE gom, B AT g A% ATE B nE gk

4. F3 A4 AR(RSDY HA

DIANEA ARG Ay wA Ry

o g o] ot
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H ARG FolH, 20199 69 3097kA tAlG ol A=

5. X3 7|7 ¢ A FolAY &45d dGANFY R

2 oJokE dAAE A AHE P37 AIDSUR)= ©Y AG-d“Safety and Activity of VGF-2 in
Peripheral ArterY Disease, SAVY el a3 H . 2 24 A HxE 13 Sxed3 3hx]of A
VGF-29] ¢tAdA, kA, oF5sts Hrists Aolth, T3 6% H 3P HAH6-minute walk test, 6-MWT)
2 HrtE e s g VGF-2 &35 H71E Aolth, “SAVY '+ @ AFAlo|EoA S8 5] a1
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5@ g % ~Ra°ouwﬂ44%_ Bg o] 3u))

1+ VGF-2, Img/kg, &2 919 (n=16; 29 u)A3:1)
27 VGF-2, 3mg/kg, & $1<F (n=16; F291vl43:1)
3 VGF-2, 10mg/kg, 52 91°F (n=16; F+291743:1)
43 VGF-2, 30mg/kg, & 919F (n=16; T2 A3:1)

T A WA B A RS 20179 10¥€ 21900t 20199 49 16Y 7= 20% o] AR}
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I. ICH E2F DSUR 7}olE&el AFE

1. A& (INTRODUCTION)

& St AolA AAEtE AAAIREEYE HA XA K Hal(Development
Safety Update Report, ©]d} “DSUR”¢|g} 3gth)= ICH A FelA  7HEE<l
FAE & F7HEA A APFA FEFS EhH WiE AHrIE
ARl 7IEs AAStLA rtEHAS. vl FHY AT TS DSURC] wid
Hm, AT F7re A9 FALAS  FFFEE vxe  IND
H 31X (Annual Report)?} EUY <FHA A#dEIiX(Annual Safety Report)E
Aste] AEd 4 A B3 dokh 2 MM = DSURS dF F43%
WEs Aot em, 244 2 AE & o anysfor & ARl i AXsia

The Development Safety Update Report (DSUR) proposed in this guideline is
intended to be a common standard for periodic reporting on drugs under development
(including marketed drugs that are under further study) among the ICH regions. US
and EU regulators consider that the DSUR, submitted annually, would meet national
and regional requirements currently met by the US IND Annual Report and the EU
Annual Safety Report, respectively, and can therefore take the place of these existing
reports.1 This guideline defines the recommended content and format of a DSUR and

provides an outline of points to be considered in its preparation and submission.

s WA AREEE BolEed tE Aoe “&o SEHSF Al ZIAEH

At BE FAAA slE &o7t 5o g2 AHEd e HHE() BAES A
Definitions of the technical terms used in the guideline are included in a glossary

(Appendix A); the first mention of a term in the guideline is identified with an

asterisk (¥).

1.1 v 73 (Background)

PG T T AP A FE A7) B4 AIFoEARY tiE A=

i =Shan|

1) Japan will consider existing regulations on periodic safety reporting in implementing the DSUR.
2) The term “investigational drug” is used in this guideline to indicate only the experimental product under study or
development.
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AL Hrkstzl Hsid Besid &R, gAgES 7 180 AR
e AL SAA ol FH A H Aol FHALY 7) 8 X (safety profile) 2]
3} el dHo 2 dY=

o
g FAAME olUF JnE

3T =
E%Eﬂ(a common standard report)ﬂ T8l AFEHIL Yot TS dF F7F
dol ME AN E JFFTA AE =

investigations), A& M7 (manufacturing changes), JAAAA AL dIF H

A} 743} (the status of ongoing individual

Al ¥ (overall development status and plans)ol it A7) Rz Q3sta =),
DSURe] 28] #&stAl AH&H7] faides A4 #d ARED ofyzt o] 3l
AT X333 lojor & Aotk AH7)H <k A Hil(periodic safety reports)9]
W &(content), Y2l (format), AE Al7](timing)d] FF 3= ICH AHEo] sYstaL
FEAHR Y BuE F3st<=d =wc] @ Aotk

During the clinical development of an investigational drug,*2 periodic analysis of
safety information is crucial to the ongoing assessment of risk to trial subjects.ss It is
also 1important to inform regulators and other interested parties (e.g., ethics
committees) at regular intervals about the results of such analyses and the evolving
safety profile of an investigational drug, and apprise them of actions proposed or being
taken to address safety concerns. Currently, laws and regulations of some ICH
countries and regions require submission of a periodic report to regulatory authorities
to provide this information. However, significant differences in the content, format and
timing of these reports highlight the importance of a common standard report in
promoting consistency and enhancing efficiency. Some national and regional laws and
regulations also require a periodic report that describes the status of ongoing
individual investigations, manufacturing changes, and overall development status and
plans. To be broadly wuseful, the DSUR should also include this information, in
addition to safety-related information. The harmonisation of the content, format, and
timing of periodic safety reports will help to ensure that regulators in the three ICH

regions receive a uniform, high-quality, comprehensive report.

3) For detailed discussion see: The Development Safety Update Report (DSUR): Harmonizing the Format and Content for
Periodic Safety Reporting During Clinical Trials: Report of CIOMS Working Group VII, Geneva 2007.

4) ICH Topic E6 (R1). Guideline for Good Clinical Practice.
http://www.ich.org/LOB/media/MEDIA482.pdf
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1.2 &7 (Objectives)

DSURS & =2& 94 /% 59 oJoFEs) Basoe] Bu 717 5% £74

Aok WG oPRoe Bael G () Bu AU B Smas) FRe
Agere Qg AR Aol LEA a4 gush AAsHEA EA,

=

gdAel ebdel 4L WA & 9
5)
i

A% @ FAE Aol WP wmA AF APAA olalet @ e
aoFgth @) QA EANE Zzade A%y A7Adel U HA AnE
A g}

The main objective of a DSUR is to present a comprehensive, thoughtful annual
review and evaluation of pertinent safety information collected during the reporting
period related to a drug under investigation, whether or not it is marketed, by: (1)
examining whether the information obtained by the sponsor during the reporting
period is in accord with previous knowledge of the investigational drug’s safety; (2)
describing new safety issues that could have an impact on the protection of clinical
trial subjects; (3) summarising the current understanding and management of
identified and potential risks;* and (4) providing an update on the status of the

clinical investigation/development programme and study results.

Dam%zuﬁwkaﬁ o Z 27} A gokel AR ) (safety profile) WS

EL A ASFS AIE Tl FAE F UEF ARE Aok
st} By 7]{} S HAE EE AHAAY EA= DSURS EEoA =ojx ook
Ko i3] FHZx X Il(initial notification)
TAE FAStE FHoR A& FHOA= <

o
D)
o
i
)
N
c
=
e
of
=2
Ot
o
S
=
fru
Mo
rO
2
o,

SRz AHgHA
.

A DSUR should be concise and provide information to assure regulators that

T
=
t
Mo
2
ra
o,

sponsors are adequately monitoring and evaluating the evolving safety profile of the
investigational drug. All safety issues discovered during the reporting period should be
discussed in the text of the DSUR; however, it should not be used to provide the
initial notification of significant new safety information or provide the means by which

new safety issues are detected.
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1.3 DSUR®] *H 9] (Scope of the DSUR)
DSURM F2 ATl = F2& Ald 5)7F o F9F daglol =AM oo

2 AESE AA gk FAA Q33 (interventional clinical  trials)*(©] 3},

DA e )oY de As B EAAY(findings) ol o o] oFEe] dd
WE2 AE 7P Folle FF ALHHY] fEol A F ATl FHE FAT

HEE DSURC| =E3tE|ojol sty DSURS Al § SF(investigational drug)oll th 3t
Wgol S4 FAZE Hojok sy, AlF A <t dd"E Bl {eho
o 2 2F(comparators) #H FEE 7|A| gt}

The main focus of the DSUR is data and findings from interventional clinical trials*
(hereafter referred to as “clinical trials”) of drugs and biologicals that are under
investigation, whether or not they have a marketing approval. Because clinical
development of a drug frequently continues following marketing approval,s relevant
information from post-marketing studies should also be included in the DSUR. The
DSUR should concentrate primarily on the investigational drug, providing information

on comparators only where relevant to the safety of trial subjects.

DSURE elsl 7k a9l g 2410 59 A9 dud 9724
oA 7les d3AEIH 78 dFolM 2e EE Y AERE
st}

The DSUR should provide safety information from all ongoing clinical trials and

other studies that the sponsor is conducting or has completed during the review period

including:
o AlFE AT AR (5, dAFEAE, AEH 24 A B/ ARH
g5 AR 178 - 3% 9739

Clinical trials wusing an investigational drug (i.e., human pharmacology,
therapeutic exploratory and therapeutic confirmatory trials [Phase I — III]);e

o NwE ojotEL Algalel S7E AeE: WA £ AAAF (F, A=A
g QR @3 A
Clinical trials conducted using marketed drugs in approved indications (i.e.,

therapeutic use trials (Phase IV));

5 ¥ A9 H3 A “authorisation/authorised” & YMAH 2] ‘9IS 5&H “approved/marketing approval’= Al¥he] ‘& 7F
£ 9n
6) AAAFHe EFHE= ICH E8 General Considerations for Clinical Trials. Current Step 5, 17 July 1997.

http://www.ich.org/LOB/media/MEDIA484 .pdf& %
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o AlFeke] AF&EZA A [FAHF AHE ZE 17 (expanded access programmes,
compassionate use programmes), =733 22} AR (particular patient use),
4Ad s} INDs 2 X & INDs]

Therapeutic use of an investigational drug (e.g., expanded access programmes,
compassionate use programmes, particular patient use, single patient INDs, and
treatment INDs); and

o oJolES Az A WA ©E 554L

QgAY

o\
ol

3

e

14

e

BHo2 3

Clinical trials conducted to support changes in the manufacturing process of

medicinal products.

E3, DSURE Thel JReA wae Agekel oragst
27E TS0 AT,
The DSUR should also include significant other findings pertinent to the safety of

|

e
e

718 79

ry

(|

the investigational drug, including findings from:

o U ke g% Ay
Observational or epidemiological studies;
o NIYY AT (B4 % AFH W A7)
Non-clinical studies (toxicological and in vitro studies);
o AlFor #¥E thE DSUR (idate 4-9)
Related DSURs, if applicable to the investigational drug;
o Ax wE ABEA WA
Manufacturing or microbiological changes;
o Az T 2uA A7
Studies recently published in the literature;
o HEA ¥E AW U dHel AF 9T = 4
FolaAg ARe Agat 482 A9 1A A% ofsh

Clinical trials with results indicating lack of efficacy that could have a direct

IR

oo

rr

(l:

%0

impact on subject safety (e.g., worsening of the underlying condition if the
indication is serious or life-threatening);

o U AEAG AF #d AP A=
Any other source of relevant safety findings for products in the same

therapeutic class;
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® I5  JN¥A(co-development partner)ol] 3 FIE  IFAFOo=ZA
¥ 2F(contractual agreement)°ll 93l 3-&H 737
Clinical trials conducted by a co-development partner, if permitted by the

contractual agreement.

14 DSURY 718 H4 AAHAHE B3 (PSUR)Y Al (Relation of the
DSUR to the Periodic Safety Update Report)
A7, 4% ICH =71 3 AHolM= s7te olefFe <
7t AFY A eSS SFAITI7T AS BU1E] HA R R
X 31(Periodic Safety Update Report, ©]3} “PSUR”¢|2} gtt}h)E whal Qlt}. DSURCO]
Aol Aol SHA 7= skARE DSUR¥ PSURZEY W& F TEH=

FRolY HhExEE RET & Aoz Jodt. oE 59 (PSURMA Hi H)
A BPeRRH U AR I EHE #dE 5 JoFE=E DSURCE
Hud & Aok A3 ookFeo] tiste] FE= AFAFoZHEYH HddE ddA
HE = DSURY 2Egstodop i}, ol= Al# & HH A (Post-marketing safety) &=
Fdo]l 9om PSUReE Eilxojof 3ty DSURZ PSURS HFF3te= A7)

ded, 44 F79 $Ex7t dE2Eg ¥ oRn BF Zadolw Sgfow
Zhd EojoF & Aot}

At present, some ICH countries and regions accept submission of a Periodic Safety
Update Report (PSUR) to fulfil national and regional requirements for periodic
reporting on the safety of approved drugs. Although the focus of the DSUR is on
investigational drugs, there can be overlap between the content of the DSUR and
PSUR, and some repetition is expected. For example, information from marketing
experience (reported in the PSUR) might be relevant to clinical development, and
therefore reported in the DSUR. Safety findings from clinical trials conducted using
marketed drugs would be included in the DSUR, but would also be pertinent to
post-marketing safety and would be reported in the PSUR. Both the DSUR and PSUR
should be comprehensive and stand alone as they focus on different subject matter and

have differing periodicities and recipients.

1.5 DSURY 4% A} (Recipients of the DSUR)

DSUR2 TrAIE = A|ZFste= A#|Hi(annual report) 2 AHE&" 4 Utk ESH
=7 AFe] ®E el wel &2/ G DS el Al el a7

_94_



Ad  <kHA B A(annual safety report)E  A|EFdoF  FhH  DSURY
T8 %F(executive summary)Z FHgE o] F4HES(SARs))NS] €# &= (Line listing)<
A AEste Aol A5t

The DSUR is intended to serve as an annual report to regulatory authorities. Where
national or regional laws or regulations require submission of an annual safety report
on an investigational drug to ethics committees/institutional review boards, the DSUR
Executive Summary might be appropriate, supplemented with line listings of serious

adverse reactions7 (SARs) as warranted.

2. 9wt ¢ Z.(GENERAL PRINCIPLES)
21 99 FEAEY W ©d DSUR(Single DSUR for an Active
Substance)

Agefe] ohHALE ) @AM (safety profile)S A ZHo 2 HA5IaL A
AshM A= Jhesivtd Ee A9, e
Aders 583 Be @4 As7t x3¢E 999 DSURS AAstE
A Y & getu(El: ARt B AR
MENA Argsfor & Aol

In order to promote a comprehensive analysis and presentation of the safety profile
of the investigational drug, a sponsor should prepare a single DSUR with data
pertinent to all dosage forms and strengths, all indications, and all patient populations
under study with the investigational drug, wherever feasible. If this is not possible
(e.g., when the data are not available to the sponsor), an explanation should be

provided in the introduction section of the DSUR.

ofokF ol B4 oAUt Fodt= A5, 53] ¥ 571 (co-development)©] Lt
718} Alekd F < (contractual agreement)ol] Qﬂ S AFZH 3ol DSURS A&
T Atk (242 Fx)

If more than one sponsor is involved in drug development, particularly in a

co-development or other contractual agreement, a single DSUR can be submitted (see

Section 2.4.2).

7) ‘T3 o dHS(SAR)”, “SUIZE o] FAMH(SAE)”, “SFEolAHFS(ADR)’S Aeol= ICH E2A Clinical Safety Data
Management: Definitions and Satandards for Expedited Reporting, October 1994,
http://www.ich.org/LOB/media/MEDIA436.pdf ©l wE
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22 &4 F7] ¥ DSURY A& WA A (Periodicity and DSUR Data Lock

DSUR® AF7|(annual period)d A& AldS Aote Hle =9 H=x
AGA1 A A & 52 Y (Development International Birth Date, DIBD)*©] A}g&-# T} o]
2Ae A AA o= ygtdAME dBAFS A A8l gERATE A WA
U= W Hzx

doltt, DSURQ <AF7](annual period)d] A1ZEL -9
olele] ()3 A(H)ol Tk

The “Development International Birth Date”* (DIBD) is used to determine the start
of the annual period for the DSUR. This date is the sponsor’s first authorisation to

conduct a clinical trial in any country worldwide. The start of the annual period for
the DSUR is the month and date of the DIBD.

£ Sl R WA QgAEel FREE A9, JHAE Az
AR A BdE AR 9AE gl BTk B TN QAo
WA AW Folm 2F e Uged gAAFel AdEE Aol Hxe A4

S92l Hx JNFAYSALS FASL AREst EE UEhe] DSURS

When the sponsor’s first clinical trial is conducted in a country without a formal
authorisation process, the sponsor should designate an appropriate date linked to the
commencement of the first clinical trial. Where clinical trials are ongoing in one
country and are later initiated in another country, the original DIBD should be

maintained and used for all countries in preparing the DSUR.

DSURY #Atg w7k Al (Data lock point, DLP) 1d¢] Hi 7]|zte] wpx]=)
AR o 4 HolE A AL dsk= F¢- DSURY AR vh Al
T2 HE AEAAAESAL] de BY MY BLdE AFE 5 Uk

The data lock point of the DSUR should be the last day of the one-year reporting
period. For administrative convenience, if desired by the sponsor, the data lock point

of the DSUR can be designated as the last day of the month prior to the month of
the DIBD.

" oJetEol ol IThY A HeAM HAvisrtE AT stHzte ATl

A&HI e Arode A7 =7k A9 HE 8l wel PSURY DSURE
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EF Agdor € w2 Aok A H3v DSURY PSURE EAI9 £HE

AEE PSURS = U-9] HZ <5< Y(International Birth Date, IBD)S 7|F 0.2 3}
DSUR¥Y E#-2 AXAZ 4 vtk DSURI} PSURS A8 vl A|HS 5847+
8% = DSURC 2% 7|7to] 133 ZHshA| F=F shofof gt

When clinical development of a drug continues following a marketing approval in
any country worldwide, both a PSUR and a DSUR should be submitted as specified by
national or regional laws or regulations. If desired by the sponsor, a DSUR can be
prepared based on the PSUR International Birth Date (IBD) so that the DSUR and
the PSUR can be synchronised. In synchronising the data lock points for the DSUR
and PSUR, the period covered by the next DSUR should be no longer than one year.

DSURS A7 vwhzk Ao =REH 609 ool RE sid ATzl =5 ook
Elasg

The DSUR should be submitted to all concerned regulatory authorities no later than
60 calendar days after the DSUR data lock point.

2.3 DSUR X 1 7]Z}(Duration of DSUR Submissions)
DSURE 7} =7ty A|9e] HE A BAIE 7Itest A% As
£4 7l Ao A# R (annual report) AEo] U o] T A =HW
A= vhA" DSURe]l  Al@defel  wid &3 =7k A9
A H A (last annual report)P= ZIAFT EZH OEX= OE A HAA Y
PEA D AL Rl M= 71AZe
DSURs should continue to be submitted for as long as indicated by national or
regional laws or regulations.s When submission of an annual report is no longer
required in an individual country or region, the sponsor should indicate that the final
DSUR serves as the last annual report for the investigational drug in that country or

region. The sponsor should also indicate whether or not clinical trials are continuing

elsewhere.

24 DSURSY £H ¥ A Zd tgt & 9 (Responsibilities for Preparing and
Submitting a DSUR)

;

8) el A=A, mlrel = ¢ A SolAY AGEA FUrh stSE AHAL d3AE o AR A wE 5 3
& BTN Ao 741% 7Fed & AR E AEE

RS
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241 9 A9 3 ) (Sponsor’s responsibilities)
o|gar= DSURY  FHl, WE, A=¢ Aol Un. 9F
Bl (preparation)E  A3AA A AL F UK AHAEF

Research Organization, CRO).

}+= DSURS

A
€r7] & (Contract

The sponsor* of a clinical trial is considered responsible for the preparation, content
and submission of a DSUR. The sponsor can delegate the preparation of the DSUR to
a third party (e.g., a contract research organisation).

JeAt 54 FBel A ke Auol P £ g S () A7H
AFAIES 3= Al(sponsor-investigators)*2] ] Z A}l A2 7F A Z AYH (issue),
I A, #ids 59 AE7E fle 73-F%) DSURC WS 7R sloF gt

In situations where the sponsor does not have access to the information to be
included in specific sections (e.g., sponsor-investigators* might not have information on

manufacturing issues, non-clinical data, and marketing status), this should be stated in

the DSUR.

242 "9 IRV Jde A9 F<d(Responsibilities of Multiple
Parties)

ORALE

—_—

U oolekE A mzade] oAbt ol A9, sbsetthd shte
DSUR= EHIsloF 3t} o= Ab7t st o] el vtEUS w423 &5 /NE Ee
gho] Al #A| (formal co-development or licensing relationship)©] AY o8 FF

£ W, AGSEY, J8 BARE] GFAGIY GoFE A 2o
geale 49 ol Aldl @ Aotk of W Az w@Wts DSURS Fwle}
2o 3 Ads 71=3 MH T (Written agreements)”} ©]F o] & oF Fht.

When there is more than one sponsor of a clinical trial or drug development
programme, the parties should arrange to prepare a single DSUR, if possible. This
includes situations where a sponsor is in a formal co-development or licensing
relationship with one or more partners, or where individual clinical trials or a drug
development programme involve collaboration with public or private institutions,
business partners, or other parties. Written agreements should be in place specifying

how data will be exchanged and detailing the responsibilities for preparation and
submission of the DSUR.

stipe] DSURZE A& + fl= 4% o

&
o,
o,
i
X
il
flo
m
rlo
>
o)
12
K3
=2
%
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Hro] DSURS FHste Zs g 4 Ao o3 3¢
B2 Ee APl vE AFAE Y8 dEAIPel FHEH=
Atk olelgk Agol, 2 DSURS e ZAE 7 Bixd A% 7|A g
When a single DSUR cannot be arranged, multiple sponsors can agree to prepare
separate DSURs for the same investigational drug. This can occur where different
indications, routes of administration, or formulations are being investigated by different
parties. In this situation, the rationale for separate DSURs should be provided in each

report.

25 &8I #H$ DSUR(DSURs for Combination Therapies)

= 9 Y FAA ERAES Hde o, 2 A2l

F= Utk YSA= SA T (patient population), #-&F,
= 2%, AT 7kl 299 HE S s

7HE AT kS gdete] Aty o] A 2= Baxo] A, Z1Aske of

ok

Given the potential complexities of clinical development involving combination
therapies, it is not possible to provide guidance that addresses all such situations. The
sponsor should select the most appropriate option based on judgement, taking into
account patient population, indication, formulation, etc., as well as the circumstances
in which the clinical trials are being conducted and national or regional laws or

regulations. The rationale for this decision should be provided in the report.

dpzo g, BAA(F, 25 ol FAES Fhdte JFF) IAES BddE
A dhe] DSURE EHIgth oFHArt E5F [

WINEE APt B 24 FEARA &) Mz DSURS A&t 24749
DSURZFE] U2 v Sl= 472 thE DSURY 85 @& g ofwojof gt}

In general, a single DSUR should be prepared for clinical trials involving a fixed

2
1o
N
N
Jo
m(
o,
Me
2

combination product (i.e., a product consisting of at least two active ingredients in a
fixed dose that i1s administered in a single dosage form). If the sponsor is also
conducting clinical trials with individual component(s) of the fixed combination product,
separate DSUR(s) should be submitted for each component. Relevant findings from
each DSUR should be summarised in Section 8.5 of the other DSURC(s).

oAl Wexms wa® gAY A

=

, 5, FEEAZE oidH gdAAE

rJ
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MgoE AgHE Z9lE B

e

For trials involving multi-drug therapy, i.e., combinations of drugs

fixed, the sponsor can prepare either:

(1) oAl W8

el W o g DSURS FH|E

P
T

AT,

that are not

2o tidt by DSUR E+=

A DSUR for the multi-drug therapy, or

s EE 2 olate) AE AR
APy AR
DSUR(s) for one or more of

(2)

U e e AR DSUR(E)

of gt DSUR(E); ©] A% vAl B¥E&X=R
98 & Ak
the individual components; in this case

information on the multi-drug therapy trials can be included in the DSURs of

one or all of the components.

U9 v UA HEX5Y FFoA
The following table provides examples

multi-drug therapies.

DSURS FHI3h= oAl th
of strategies for preparation of DSURs for

Q) Ao A ThA B E&X] 857}
ALEEE A

Multi-drug therapy used in clinical trial(s)

DSUR

]z‘ﬂ ok (A) +
AR CeFE(E) (XY, 2)
Investigational drug (A) +
marketed drug(s) (X, Y, Z)

=y
LN

(A+X+Y+2)°l 23S & stve] DSUR

e A LS F s DSURe| oA
HEX59 A5E X3

Either a single DSUR focusing on (A+X+Y+Z)
or A single DSUR focusing on (A)
including data on the multi-drug therapy

5 Aol ABF (A) + (B)
Two investigational drugs (A) + (B)

(A+B)ol %= & shue] DSUR E+=
(A)e}F (B)ell o ‘J A7) 9] DSUR| A
WeA e ARE 242 £
Either a single DSUR focusing on (A + B) or
Two separate DSURs (A) and (B), each including
data on the multi-drug therapy

Al oF(X+Y+Z)
Two (or more) marketed drugs as an
investigational drug combination (X, Y, Z)

T
LY

ohAl WEAZ(X+Y+Z)l 2H &
3t} DSUR
A single DSUR focusing on the multi-drug
therapy (X + Y + Z)

26 a3 AA 7§H.(Reference S

afety Information)

B 717+e] AF A|Fe) fES YA A2FIB)S B 717 B £1=
AR 71EY AP <A Jf8 A (safety profile)d YHA|S=A] AFRE
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detel= Fa bHA B H (Reference Safety Information, ©]s} “RSI”#} )=
AHE-3H DSURS] &5 7190 o] HHo 2 ARG IBo ML} e/ Uézléhﬂ
of gt} whd =7k A9 WE FAl 1B A&l ofFstHo] A &

B¢ AT =7 2 AGY AFARIE Fa A FERE AR
The Investigator’s Brochure (IB) in effect at the start of the reporting period should
serve as the reference safety information to determine whether the information
received during the reporting period remains consistent with previous knowledge of the
safety profile of the investigational drug. Section 7.1 of the DSUR should clearly
indicate the version number and date of the IB used for this purpose. When an IB is
not required by national or regional laws or regulations, the applicable national or

regional product labels should serve as the reference safety information.

ditd oz Fau dFAY AR=E I HY EME AREIT AN sy o3

TAME AMEStE Aol DSURY A<= 98l AAT = Atk (d: @583
BEAMOR AME = AP ote] AEA TS % DSUR)

Usually, a single document should serve as the reference safety information.
However, in certain circumstances, it might be appropriate to use more than one
reference document to support the DSUR (e.g., for a DSUR providing information on

an investigational drug used in combination and as monotherapy).

T B 7z s b IB7F AR HASH tAIE el obF AEHA Guohd
o} A}= DSURY| 7N 1B AHE-S X F-sjof gt

If the IB has been revised during the reporting period and not previously submitted
to the relevant regulatory authority, the sponsor should provide a copy of the current

version of the IB as an attachment to the DSUR.

2.7 DSURY 42 # A& 2] (Format and Presentation of DSUR)
2.71 %2)(Format)
23, g5 WE, 7t g5 U§ 5 DSURY FH d47 U&e a7 2o
= AstA A AR7E JAY

A

9) EUS 79 Summary of Product Characteristics(SmPC), "=¢] 7% US Package Insert, 92| 7% Japanese Package
Insert
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The recommended format and content of the DSUR, including table of contents,
section numbering, and content of each section, is outlined below. For each heading
where information is available, the information should be presented concisely; when no

information is available or a DSUR section is not applicable, this should be stated.

o7t oJokE A FHFI|EFEAM(eCTD) F2]o 2 DSURS #A|&staxt 3o,
o) E|A}= eCTD F-Z7olA DSURY Hdgk wjx]eol disfl sid A =3 of=sfof
3}

If a sponsor intends to submit a DSUR in eCTD format, the sponsor should consult

with the relevant regulatory authority regarding the appropriate placement of the

DSUR in the eCTD structure.

2.7.2 A &4 2] (Presentation)
DSUR®| A== 54, &5 Wo 58 te 2o
The recommended table of contents, including section numbering, for the DSUR is

provided below:

F A Title Page

32 9F Executive Summary

Z} Table of Contents

X1& Introduction

A MA FAol 37} @3 Worldwide Marketing Approval Status
By 7|17 B A o]fF = FHsHZ ZFA| Actions Taken in the

e

Reporting Period for Safety Reasons
3 oFAA A H 2] W7 Changes to Reference Safety Information
5. a1 7|7F Bt 13 FolAY A5 AAAFA 9 &3} Inventory of Clinical

=

Trials Ongoing and Completed during the Reporting Period
6. 74 =% FA X Estimated Cumulative Exposure
6.1 /i Z2 WA == F4 thdA Cumulative Subject Exposure in
the Development Programme
6.2 Il A3 A ==%H A Patient Exposure from Marketing
Experience

7. 998 EF3 Q9% o] AEF Data in Line Listings and Summary Tabulations
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71 231 AKX Reference Information

72 B 717 w2t FHE SR ofEo]dukEY ¥ E5 Line Listings
of Serious Adverse Reactions during the Reporting Period

73 U3 o] FAE 9] 4 Q°FFE Cumulative Summary Tabulations of

Serious Adverse Events

8. Bl 7|7t &<t AN BHAE =2 AMS Significant Findings from

Clinical Trials during the Reporting Period

81 ¢85 d U AlE Completed Clinical Trials

82 X F2l Y I Ongoing Clinical Trials

83 #7152 Long-term Follow-up

84 Algeke] 7]lE} X753 A& Other Therapeutic Use of Investigational
Drug

85 HE& WY #HHA A= HHA AE New Safety Data Related to

Combination Therapies

9. HlF A AFolx AR <hHA] LAALE) Safety Findings from

10.

11.

12.
13.
14.
15.
16.
17.
18.

19.
20.

Non-interventional Studies

71el YA E/AFERE Bad AGHA AHE Other Clinical Trial/Study
Safety Information

Al & ALS AR o3 b A AL Safety Findings from
Marketing Experience

H] 1/ A= Non-clinical Data

¢l Literature

t}2 DSUR Other DSURs

84 H= Lack of Efficacy

E4 A9 #H HH Region-Specific Information

A5 vz Al o]% R 31 ¥ A K Late-Breaking Information
18.1 9% ¥ 7} Evaluation of the Risks

182 F+YA-918 9 HAE Benefit-risk Considerations

=273 939 29 Summary of Important Risks

4

AE Conclusions

DSUR®] HBZE Appendices to the DSUR
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3. DSUR?2] W&o ##3F 7}o]=(GUIDANCE ON CONTENTS OF

BE guo] gEolol shv, Yust g BS olE &k
All sections should be completed; when no information is available, this should be

stated.

1) FA|(Title Page)
DSUR®| A= thso HHE £gsof Tt
The title page of the DSUR should include the following information:
e DSUR W& (HiAd & Ws s £
DSUR number (reports should be numbered sequentially);
o AFKEF) ol&
Investigational drug(s);
e Wi 7|7t
Reporting period;
o H I
Date of the report;
o JHA(S) WAH Fo
Sponsor(s) name(s) and address(es);
e DSUR®| 23td Fro] 7[DfAo] et Ms
Statement on the confidentiality of the information included in the DSUR;
e DSUR =7tdHsiAlE BHEE EFsta = Folw7 (lFst= 4+)
A cautionary statement that the DSUR includes unblinded information, if

applicable.

2) &3 8 °F(Executive Summary)
oA7IMe Bixd E3H T3 JRE HESHA Qofsto AFstoiof gt 7

=7 A9el HE A wEt 9Ly 7IE BAARSAA AEsoF st

Ot
rr

AS o] REe sue =dAdd BARA AL ¥4 A8 @ & Ao
Fgeotie tge] 4RSS T

This section should provide a concise summary of the important information
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contained in the report. Together with the title page, it can serve as a “stand-alone”

document suitable for submission to ethics committees and other stakeholders, if

required by mnational or regional laws or regulations. The following information

should be included in the Executive Summary:

ME - RaA Hsel By 7|7

Introduction — report number and reporting period; °

ARCE) - A8 1A, NET B, A8, &% Fo B2, AF
Investigational drug(s) — mode(s) of action, therapeutic class(es), indication(s),
dose(s), route(s) of administration, formulation(s);

DIAY gAY A wE 2PN

Estimated cumulative exposure of clinical trial subjects;

Aol 59 o3 (/b - ol'e A, 5 Frhe] -

Marketing approval(s)? (yes/no) — If yes, number of countries;

FtHde] AA A Bt Qo (lF DSURS| & 189 7]%)

Summary of overall safety assessment (based on Section 18 of the DSUR);
sag YFY 2o (3T DSUR &= 199 71%)

Summary of important risks (based on Section 19 of the DSUR);

IBY] T83 WS Este] ¢t o= sl A=

Actions taken for safety reasons including significant changes to IB;

&

Conclusions.

3) &-X}(Table of Contents)

3.1 A& (Introduction)
o] FFdM= v WE&S 71

This section should include:

DIBD ¥+ IBD (i9gst= 4-9)

DIBD or IBD (as applicable);

Hu 7|1z B HuAe] dd WM

Reporting period and sequential number of the report;

AFKE) - FAE71H, A8 EF, €%, 549 4=, A¥

Investigational drug(s) — mode(s) of action, therapeutic class(es), dose(s), route(s)

of administration, formulation(s);
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o

o ATH H3Z L WAAT] HF NFF A
A brief description of th5e indication(s) and population(s) being studied;

o Huxo] XZFH UdFAF Helol g teEkgk 2 oF (o AlAFS ARETH
BE QAT 54 A4S BAT QAAY, BFAS o188 A3)
A short summary of the scope of the clinical trials covered by the report (e.g.,
all trials with the investigational drug, indication-specific trials, trials with

combination products);

o & DSURY A 2 Aud o gy AW 2 NE (o
sEUAbste] ARFe7t BE A4 YHE BT AL EPHA @

2)
A brief description and explanation of any information that has not been
included in the DSUR (e.g., when written agreements with a partner company
do not provide for exchange of all safety data);

o AFote] Tl o2 el DSURS AZas ol f (Fahe A9
The rationale for submission of multiple DSURs for the investigational drug, if

applicable.

32 A AA &l 37} @33 (Worldwide Marketing Approval Status)

o) FBolAE Az UM, ASF(E), 7 §F, 7k A 2 A (HPshe
85) o= Xt FEA HeE etttk

This section should provide a brief narrative overview including: date of first

approval, indication(s), approved dose(s), and where approved, if applicable.

33 B3 7|7 & HAAZY o]F=E FHIF ZX(Actions Taken in the
Reporting Period for Safety Reasons)

o] FEAME B F% B 5Y GNP A mE 9 AW Zzoags
AAe FdFS A= YA, FADSE, A5 EYEY f¥3*(Data monitoring
committees, DMC) T+ & ddol s FtdAdz FHAst FQ3HA HsZ
zx & sl 71T £227F HA ool M= i e BF 7l
B, ofdel Hsi =9t BEse] AMER AHE Qs AT (e
FNE FA 5 AN

This section should include a description of significant actions related to safety that

have been taken during the reporting period by the sponsor, regulators, data
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monitoring committees® (DMC) or ethics committees that had an impact on the
conduct of a specific clinical trial(s) or on the overall clinical development programme.*
The reason(s) for each action should be provided if known. Relevant updates to
previous actions should also be summarised in this section (e.g., resumption of a

clinical trial after suspension).

B WAL Fm WY AR WA W =ouolo} B ; T 34

Changes to the Investigator’s Brochure should be discussed separately in the

“Changes to Reference Safety Information”; see Section 3.4.

ARG olfrel mE THI A9 AdAe e TFIH.

Examples of significant actions taken for safety reasons include:

Agots BaE 24

Actions related to investigational drugs:
o feld EE AA ofE YW A AR
Refusal to authorise a clinical trial for ethical or safety reasons;
o OFAA WAANE &

o
Ee
AP FRA AIAEY 27 T8 (F5 315 #F)

4 FHoz g¥10) = AA IANY T Ee

Partialio or complete clinical trial suspension or early termination of an ongoing

clinical trial because of safety findings or lack of efficacy (see Section 3.15);
o AW wE lzope] 3%

Recall of investigational drug or comparator;

o AT Hb AFe AL HET TIF AW oA HeFel U A

87kl A3}

Failure to obtain marketing approval for a tested indication including voluntary

withdrawal of a marketing application;
o Thee T 9W DY BE:
Risk management activities, including:

O A E= FEAC Wt $+HE /=

Els
(o: &F WG, dAH/AAVES] WA, WFA EUE™Ee] A3t A9

10) “partial suspension” oi&] 714 &S
ol o AdE FEsAT e 43%—011 il A

3}
.



717+9] Algh

Protocol modifications due to safety or efficacy concerns (e.g., dosage
changes, changes in study inclusion/exclusion criteria, intensification of
subject monitoring, limitation in trial duration);

AT YA e FH3F9 AT

Restrictions in study population or indications

] A A (issue) ot BHAG AT YA Y WA

Changes to the informed consent document relating to safety issues;

AHe] WA

Formulation changes;

FAGTe 2% a7 FHAT 593
Addition by regulators of a special safety-related reporting requirement;
ANGAY RO AR} GBS EA ) 03

Issuance of a communication to investigators or healthcare professionals;
PG AA(issue)E 77l AT A= AT A

Plans for new studies to address safety issues.

dE B

ry

A elobET BAY 2A:

Actions related to marketed drugs:
o X3 57t 7g4le) A

Failure to obtain a marketing approval renewal,

@

s7ke] A wE A

Withdrawal or suspension of a marketing approval;

o

233 98 T FE.

Risk management activities including:

O

O

oMol Fuigh A = e AP g3 239 =9

Significant restrictions on distribution or introduction of other risk
minimisation measures;

AHE e WA A5 Ade TS AT 2O 43S v E F
ANe TS A A=A ¥ FA(labelling documents)e] W7
Significant safety-related changes in labelling documents that could affect
the development programme, including restrictions on use or population

treated;

ERPER S EREECEE ]
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Communications to health care professionals;
O TAIZ=o] 873 NMEE AlHd & AT

New post-marketing study requirement(s) imposed by regulators.

o] FEAE @A AW FA AL AT FF Agel 53 ABe Fi
FAGTIY QTGS aofth (o 370 YPAF AN A BT B AP
4A, A7l ARY A §3 AF, Lok B IPANE AP A 57 Ay
guel 9%F) FAYTOEZRH We P LTS FAH BF9 FHowm
Azolol sM, WAE Weol Johd A5d S 1 WEE TFPT o ARE

=2
N,
w2
2
>
oo
all
%2
kW)

2o 2 AASAY o] &=

This section should also summarise requests from regulatory authority(ies) that place
a specific limitation on current or future development (e.g., a request to conduct
long-term animal studies before initiating a long-term clinical trial, specification of a
maximum dose to be evaluated, a request for specific safety data before initiating
trials in paediatric subjects). A cumulative listing of such requests from regulatory
authorities should be provided, including any updates if applicable. This can be

provided as a table, in an appendix, or in this section.

34 F3 HAA HE Y M7 (Changes to Reference Safety Information)

71eh A kA AuEel i B 77 F]bel] A

This section should list any significant safety-related changes to the IB or other
reference safety information within the reporting period. Such changes might include
information relating to exclusion criteria, contraindications, warnings, precautions,
serious adverse drug reactions, adverse events of special interest*, interactions, and
any important findings from non-clinical studies (e.g., carcinogenicity studies). Specific
information relevant to these changes should be provided in the appropriate sections of
the DSUR.
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35 B3 7|7t ¢ Y FojAY &5F dZAFEY A& (Inventory of
Clinical Trials Ongoing and Completed during the Reporting Period)

o] FEolM= B 7|k Tt HgHAIE A Fro)lAY grHF AGAIFl

ARt e AlEsty, 5o R FElE AT R A AAS o I (F

YA %= B, E 19 A Fx). AAsdn BUHE 4 H8E, AY, A7
o E

o 4
L
i
=
ol
2
X

o
9
o,
v
<
=2
rr
N
oo
o
>,
e
=2
=
o)
:L
L
o
22
[t
e
it
o
0

This section should provide a brief overview of the clinical trials ongoing* and
completed* by the sponsor in the reporting period, with detailed information presented
in a table as an appendix (see examples in Appendix B, Table 1 of this guideline).
Separate tables can be provided by indication, formulation, and study population, if
appropriate. In addition, where required by national or regional laws or regulations,
similar information should be provided for other therapeutic use of an investigational
drug in the reporting period. The table(s) should include the following information for

each clinical trial:

o VWA ID (d: YANBALN WE e OB Aaah
Study ID (e.g., protocol number or other identifier);

o THAI(1, 2, 3 & 4%,
Phase (I, II, III, or IV);

o 3l
Status:
O X3 F (Y3AIZo] A&, AZEAAR A FA e, dEEHAAT

g A7 WA v EA %)
Ongoing (clinical trial has begun; has begun but is currently on hold; has
concluded but clinical study report has not been finalised);

O €% (¥4 A+ EuA7t vhE4)

Completed (clinical study report is finalised);

o YINY AFA we ATE FAFE o] it oF e T/ U
Bk

Countries/regions where there is at least one investigational site for the

protocol;

o gofd AT A=
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Abbreviated study title
o Yzl (BAEHA €+, AH, TN, @<

5, ARE T

7H,

o

3, A

Hr

e, ol%

Hr

Design (uncontrolled, controlled, open, single blind, double blind, parallel,
cross-over, etc., including treatment arms);

o Aok} thxoko & B &
Dose and regimen of investigational drug and any comparators;

o HHI AT WAL (Uol; A AHes 54 AL, oA AVle ol
S o2 AP A8 AJAY SAE dYew 3 AF)
Study population as appropriate (age; sex; indication(s); specific patient groups,
e.g., trial subjects with impaired renal function or trial subjects resistant to
treatment);

o YHAP A A (AAATE B, ol A WA R PE)
Date of clinical trial start (as defined by the sponsor, e.g., first visit of first
patient (FVEFP));

o A 7|7t It AgH F A
Planned enrolment for study as a

W
o N5F BY 7 AnF W w2 PR wH FA. ) wE

2 G
NGl AAz sEE A £ agT/Ee e AP TR

Al 8l (randomisation scheme)dl < AgF FA X7} A A F ofoF Str},

Estimates of cumulative numbers of exposed subjects for each treatment arm,
where available. The actual enrolment numbers for open or completed trials,
and/or an estimate based on the randomisation scheme for blinded trials, should

be provided.

S AUAe RE B £ 12 o8t E9 AlFo g dAE AT
Appendix B, Table 1 of this guideline provides an example of the column headings

for such tables.

3.6 T3 =& 374 X (Estimated Cumulative Exposure)
DSURS| &3 613 6.2= 217 AR Ald Fof Age=RY TAHH =5
gk JRE AF3ch

Sections 6.1 and 6.2 of the DSUR should provide information on cumulative

- 111 -



exposure in clinical trials and the marketed setting, respectively.

An estimation of cumulative subject exposure can help provide context for the
cumulative summary tabulations of serious adverse events (SAEs), and the overall
assessment of safety. The accuracy of the estimation of clinical trial exposure might be
limited because of a number of factors, including the rapidity of subject enrolment and

the number of ongoing trials where treatment assignment remains blinded.

A2E 7%, AASE AHe] PEe od 29le] wel Gebxng, DSURS +4
o] Vo thee] AukHl aaSo] meH o]k sk,
The optimal method of data presentation will depend on a number of factors, and

the following general points should be considered in the preparation of the estimated

exposure for the DSUR:

o AE= Ho FHoE Mz, AAH ok T
Data should be presented in tabular format;

o 5 Fo AR Ee SATAAAM JBAFE ol AFE A7t A= BF
olF T AolHEL Foll VAHAAY = 2 AT F A
When there are important differences among trials in dose, route of
administration, or patient population, these differences can be noted in the
tables, or separate tables can be considered;

o Zuist o]/ FALHI(SAEs)Y S eki7F AEFo wet A, VeHe AF =
ARE Fsaw AeZol we sl&Folo} B,

If the summary tabulations of SAEs are presented by indication, the exposure
data should also be presented by indication, when available;

o NPT H tixTol 729 A" WS Aol =EAZo AR Zpolvt
A, AAIE Tl AlFekY = 7Rl AEE Zolrb AdE =
ARE AA-A (AEA-Q, -2, -d)e] FHew wAGE Ao A8T
Aol

When there are substantial differences in time of exposure between subjects
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randomised to the investigational drug and comparator(s), or disparities in
length of exposure between clinical trials, it can be useful to express exposure
data in subject-time (subject-days, -months, or -years);

o 1A% AAA et APk AR, 53] dIAH =FS AAFHA HHA}
7} 8. (safety profile)@ #HEA o] AL Zolth. ol A5 HEE A9y
A AA-SA =g 5 Ao
Investigational drug exposure in healthy volunteers might be less relevant to
the overall safety profile, particularly when volunteers are exposed to only a
single dose. Such data can be presented separately with explanation, when

appropriate;

For marketed drugs that are under clinical investigation, it might not be
feasible or useful to obtain precise cumulative clinical trial exposure data, e.g.,
when the drug has been marketed for a number of years and/or has many

indications. In these circumstances the sponsor should provide an explanation.

361 /A ZEIOPANX =Ed T3 A (Cumulative Subject Exposure
in the Development Programme)
o Fme o WAooz gLo) Fus xatal s&dT (B hAMY F= B,
X 24 oA FE)
This section should include the following information, in tabular format (see

Appendix B, Tables 2-4 of this guideline for examples):

o 23 FolAY S4x5H JHANFY FFH O wdA o IJd-9 HA=E
913187 8421 Y(DIBD) ©]% Al@el, 9joF /mwE &4 tjxokd] =&
A ¢ (@EAE wrrE A"e A, gAdR FEr wR9uwR
Al 8l (randomisation scheme)ol] 7]Z3}le] F=4HET)

The cumulative number of subjects from ongoing and completed clinical trials;
the number exposed to the investigational drug, placebo, and/or active
comparator(s) since the DIBD (Note: When treatment assignment is blinded,

numbers of subjects can be estimated based on the randomisation scheme.);
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° AW FoAAY SR YPAPORIA ATl w3 A AN+
Fs® A AR, 48, AFEY B9 IFOR o] ¥R
Cumulative number of subjects exposed to the investigational drug from ongoing
and completed clinical trials, subgrouped by age range, sex, and racial group for
the development programme when the data are available;
o 53] Ta% A ABF " APNMY A FATEH SA (el pivotal

34 A 2‘54)

=

o

Demographic characteristics for a single trial if the trial is of particular

importance (e.g., a pivotal Phase III trial).

Hol(age)E 7HEILYE Ure AL AL (subject population)®] /43 7id
4332 mestel Aok
The specific categorisation of age might be dependent on the subject population and

indication.

EI YEAE tEA =E FARS sl Addd R gk 29k W o
FAA dal A aso <

This section should also include an explanation of the sponsor’s rationale for
selecting the method to estimate subject exposure, and the limitations of that method,

based on the points above.

362 vl AHAFPA =FF A (Patient Exposure from Marketing
Experience)

HA7E AP FE A#sA ® A, DSURdE 7Hg #29 PSUR E& 71E

s Jwes o AW PN tH B

o FAANE AEF] AAAB ol FAL s AGE Eel sl

If the investigational drug is marketed by the sponsor, the DSUR should include an

estimate of the cumulative patient exposure in the marketed setting, based on the

information provided in the most recent PSUR or other suitable data source, with an

explanation of the method(s) used to determine the estimate.
37 94¥ 557 99X A F(Data in Line Listings and Summary)
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DSURY| &% 71-73°04 < =2 WRle=w 23 A 44 RS 7|=dd.
Sections 7.1-7.3 of the DSUR should present important clinical safety information
through:

® DSUR H il 7|zt &<t o|FA7t Huwke Fk o] 49h-§-(SARs) S th/ 713t
d&H = (Line listing)
Interval line listings of the SARs that were reported to the sponsor during the
period covered by the DSUR; and

o el H: QANFAY $UY oF A muwe U
o) gAY A Lok
Cumulative summary tabulations of serious adverse events that have been

reported to the sponsor since the DIBD.

ArppA L] Frhe ABA] SBA BYSHE FEOIFU-S(ADRs)S] Fhsh A&
uye] #B# 23S e o f8sh 2y AR Al Amg gk

Zz H
or

&
=t 2322, DSURY
JHE-8-(SARs) - ofzt BE F

—}

)
ro

MaRael @ $% AAH Az BHdAE 2 XS
hEdE AFE EE gz oF FU

3 o] AL (SAEs)E EF3teiof Fhrt

M

NN
RURNUUN S
%

)

l

o]

£ |o

o,

Although causality assessment is generally useful for the evaluation of individual
rare adverse drug reactions (ADRs) and for making decisions regarding expedited
reporting, individual case causality assessment has less value in the analysis of
aggregate data, where group comparisons of rates are possible. Therefore, the summary
tabulations in a DSUR should include all SAEs and not just SARs for the

investigational drug and comparators.

A FF(Line listing)? S ofEole w71d R =7FHdeiAl A3 ARE EF
FET. wHEEAl Ase gRE d8AAIY RG] ol (ol AERI)E
w7 el siAlE AtHERE SAE 4 v oFAe= DSURS FHIE 53 o=
=7H = A= < Eo

The line listings and tabulations should include blinded and unblinded clinical trial
data. Unblinded data might originate from completed trials and individual cases that
have been unblinded for safety-related reasons (e.g., expedited reporting), if applicable.

Sponsors should not unblind data for the specific purpose of preparing the DSUR.
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gAe] Bae] At olHE F7l A% BHAOE AR 5Y &L =
agoes 44% & Yok

=5

U

At the sponsor’s discretion, graphical displays can be used to illustrate specific

aspects of the data when useful to enhance understanding.

MedDRA §°& o]dAtel/HEe-9 29 &°f(coding term)Z AHE-3l= 7% <€
HE3 Qoo+ Preferred Term level2 7| A 3}odoF o,

If the Medical Dictionary for Regulatory Activities (MedDRA) terminology is used for
coding the adverse event/reaction terms, the Preferred Term level should be presented

in the line listings and summary tabulations.

Aoz,  Fugk o] AR (SAEs)e]  Eol FUlsitta #AdEE  AMRE
Folet=t AHEE ol EFEoF oy FuistAl @2 AlHle EFSHA eofof

<

o},
In general, the tabulation(s) of SAEs should include only those terms that were used

in defining the case as serious; they should not include non-serious events.

E3 olxtdle 9¥W EE(Line listing)¥ LFF oA A|9sts Aol 7Me3dhA T,
ojg]gt A LAtEl= iAol A Eojof sttt o E 50, dAAE AGAM ollA
A

SHg 3 #2 HA dHolHMelAge  FEo] Ag oA, #EA
bl ARl ez A ofdatEle Aedde Aed = Ao (d
AbgES RE el FE FEA ¥ 284 AFH doFE APelM Had
ALY, FAA JRAIE A A e X3)

Certain adverse events can be excluded from the line listings and summary
tabulations, but such exclusions should be explained in the report. For example,
adverse events that have been defined in the protocol as “exempt” from special
collection and entry into the safety database, and those that are integral to efficacy
endpoints, can be excluded (e.g., deaths reported in a trial of a drug for congestive
heart failure where all-cause mortality is the primary efficacy endpoint, disease

progression in cancer trials).

3.71 1 A X (Reference Information)
DSURY ©] &&xoAxe Yol AHEH  &oJAHH(dictionary)®] HWHHSE
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7]

N

Batch 2 =7k Aol {E A A AY Thsetd AR el 34"
o AR5 AAsteH AR Fa kA8 AR EA HAMSE 7] A .

This section of the DSUR should specify the version(s) of the coding dictionary used.
If applicable, it should also specify the document and version used as Reference Safety
Information for determining expectedness for the tabulations, where required by

national or regional laws or regulations.

372 B3 7|zt ¢ FHE FUT FIo)dutes d¥@ EF(Line
Listings of Serious Adverse Reactions during the Reporting Period)

DSUR®] o] &A= d& HZ(Line listing)oll %X 114 (case report)7} £

e

olfrE fofsted AARTh o] FEE FTuidt o] dNEE(SARs)el 71ET A4 H
2Ee AwstAle =t ¥ H=(Line listing)> F5ol AAH. (& AdhA2
RZ B, X 5 Fx)

This section of the DSUR should summarise how case reports were selected for
inclusion in the line listings. This section should not serve to provide analyses or
conclusions based on the SARs. The line listings should be provided in an appendix

(see Appendix B, Table 5 of this guideline).

td
|

I EF(Line listing)S Xl 7|7 &<t YE|Ate] AGAIFo2HEH Hud
FUE ohEolRwE(rvlY ¥ Al BE FoE YuE A3}
Be AEEE AT 5o 7134 HEFE00E A

The line listings should provide key information on all SARs (blinded and unblinded)

r
+

reported from the sponsor’s clinical trials during the reporting period. The data should

be organised by trial and then by System Organ Class (SOC).

Hud S ofEoldnkge Fok @Al Jbedtttd Z didAT & ww
¢¥ =5 (Line listing)oll 714 3eh. whef shut oo} whgo] = A, e Hksol
el AFsior At ATt Adsr)e pF S FEOIINS(AE, T
e AW)s FAHeE At UrAe sid SE FEoldwts ofd 5=3
sojop ot 22 AT e AdZelM vE FUF o] WS (SARs)e AP stE
AL 7hed & e (o 5L I8 T 2 F HHeE), o dfde

gol wdAe 44
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Where possible the line listing(s) should include each subject only once regardless of
how many SAR terms are reported for the case. If there is more than one reaction,
they should all be mentioned but the case should be listed under the most serious
adverse reaction (sign, symptom or diagnosis), as judged by the sponsor. It is possible
that the same subject could experience different SARs on different occasions (e.g.,
weeks apart during a clinical trial). Under such circumstances, the SARs can be listed

separately, and a single subject can be included in a line listing more than once.

Y@ H=(Line listing)> tx2o HHE 23 of Tt
The following information should be included in the line listings:
1) A+ 238 HE P EudraCT W& s F3t= 45
Study identification number and EudraCT numberi1 as applicable;
2) DA A AE s
Subject clinical trial identification number;
3) 9= A}e] o4 uhe =¥ BE WE
Sponsor’s adverse reaction case reference number;
4) &7k TS =71
Country in which case occurred,;
5) Al dAre] A" B AgdE
Age and sex of trial subject;
6) AET; =7l SiAHA ¥ B¢ “wIFETCE 7|A
Treatment group; identified as “blinded” if the blind has not been broken;
7) A@ote] £% 0 Bg 1A (B At A4S AR 2 T B2
Dose and dosing interval of investigational drug (and, when relevant, dosage
form and route of administration);
8) 714 FulE chEoldurs ] wA 9 B/EE HHAA ) A7
Date of onset and/or time to onset of the most serious adverse reaction;
0) AT WA R/TE AR 0] B FeP 23
Dates of treatment and/or best estimate of treatment duration;
10) SHigk eFE o] REg; MedDRAZ} AH&E 7%, Preferred Term 7|4
Serious adverse reaction(s); when MedDRA is used, the Preferred Term

should be presented;

11) EudraCT number:s #Z@A oA 25 A gk 12 28 ¥H3 2. The EudraCT number is the

unique identifier for trials authorised in the European Economic Area.
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11) 23 (o: siZ24, A, AddE, S5, & F $85). °of FFdAM= o
74A REE ] g o2 7kA 2% T 7P s WY 2HRE
EEGOE
Outcome (e.g., resolved, fatal, improved, sequelae, unknown). This field should
indicate the consequences of the reaction(s) for the patient, using the worst of

the different outcomes for multiple reactions;

12) DA 9Ae AAE: AT maA dAH ARAA = A,
A pA Bh Wl AWH wE FSAET Qo JAHE FA
FogE, Ee JHHe FEER Azd HES dEHe= A5
5 o] T (Dechallenge)/ Al 5 <] (Rechallenge) & 2 7})

Comments, if relevant (e.g., causality assessment if the sponsor disagrees with
the reporter; concomitant medications suspected to play a role in the reactions
directly or by interaction; indication treated with suspect drug(s);

dechallenge/rechallenge results if available).

S P Y H= B, & 594 d¥ FF(Line listing) o] A& A S AlF 3T
Appendix B, Table 5 of this guideline provides an example of the headings for a line
listing.

373 TU s o)At S 2 Q9% 3E(Cumulative Summary Tabulations of

Serious Adverse Events)

o] FEoMe FEIF FAFHe -9 Hx dIANIAYSILZEEH A
DSURSY A5 Fa  AAZAA Ao AP A  BHud  Fos

o] JALHI(SAEs)ll Wt F& Qokxe] dis] Ayt A= AR FEo] A=
A Awsol sl (o: A ol ZA ABWE AFolY 7Y FHozm

oo
it ok

)
o
=9 BT d8AE ARE ol&stA XY F UH) Rolle Z=IaHA AL
3

x&(%@méﬁ 9oF, E7HdoZ ANEU&
2

12
I
£
y

E e wHozs, o o %ﬂ&HQ-ﬂ%ﬂﬂ%,%mﬂ-ﬂ%@ﬂ6M®ﬂ
e QYA AYA, 33, Fol A2 e /g Agel gk 7Y ANE £
ik,

This section should refer to an appendix that provides a cumulative summary

tabulation of SAEs reported in the sponsor’s clinical trials, from the DIBD to the data
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lock point of the current DSUR. The sponsor should explain any omission of data (e.g.,
clinical trial data might not be available for products marketed for many years or for
products acquired through a business merger). The tabulation(s) should be organised
by SOC, for the investigational drug, as well as for the comparator arm(s) (active
comparators, placebo, and treatment unknown due to blinding) used in the programme.
Data can be integrated across the programme. Alternatively, when useful and feasible,
tabulations of SAEs can be presented by protocol, indication, route of administration,
or other variables.

o] F&Eo X T3t o] FAHH(SAEs)el WE 4 e ZES ATSAE Eeth
This section should not serve to provide analyses or conclusions based on the SAEs.
T oMM RE B, % 6914 JAZ A T3}

Appendix B, Table 6 of this guideline provides an example.

i

38 Bi 7|t T ARAAIFAA HHE F8 A3 (Significant Findings
from Clinical Trials during the Reporting Period)

| FE5e Adsitd HegF: H2 JRE JIASH, oo dAPEe FAl
W82 7IA st oF ot

The information in this section can be provided by indication, when appropriate, and

o

should address the following topics, when applicable:

381 &5 d YA E(Completed Clinical Trials)
DSURS] o] &FEoxes R 7|3 St g5d JAAFoRRE oA

A "a‘u}ﬂ* AR FTAE XFT = Y

This section of the DSUR should provide a brief summary of clinically important
emerging efficacy and safety findings obtained from clinical trials completed during the
reporting period. This information can be presented in narrative format or as a
synopsis.iz It could include information that supports or refutes previously identified

safety issues, as well as evidence of new safety signals.*

12) AlsAl2 G o= ICH E3¢ CIOMS VIolA 21 7153t
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382 3 F<¢ 4’&A & (Ongoing Clinical Trials)
AL JE A FGNFLEZRE JFHoE T HH

[e)
o
(o: S A 24 v tdAS] o AR A wrbEEAlY A dA =

i
e
X,
i
o

ol
=
s
o2k
i
=2
%
oft
2
2
=
=2
o
o
(i,
ol
o
X
fo
o
4
ot
kY
o
2
2
oy
r o
i
2
(A
o,
s
2
i

=
Avtg] JH FAE XY FE UTh
If the sponsor is aware of clinically important information that has arisen from
ongoing clinical trials (e.g., learned through interim safety analyses or as a result of
unblinding of subjects with adverse events), this section should briefly summarise the
issue(s). It could include information that supports or refutes previously identified

safety issues, as well as evidence of new safety signals.

3.8.3 & 7|52 ZAl(Long-term Follow-up)

°of FEL sjFHE APY, 53] Huwole oo (o FHA A8Al, AE
AZA B 22 g AE) dEAP FAs didAte] VIS ARARRE Aozl
ARS At /A Z2adgo]l FRHN AV|FARAPE fdsA DY FR
2E<Ql 7§ DSURNA o] F&o] =g FR7} ANHE F93 FE0] & Zoln.

Where applicable, this section should provide information from long-term follow-up of
subjects from clinical trials of investigational drugs, particularly advanced therapy
products (e.g., gene therapy, cell therapy products and tissue engineered products).
When the development programme is completed and long-term follow-up is the only
ongoing activity generating data for the DSUR, this could be the only section where

new information is presented.

384 78} AEFH FHZFH9 AFY AL (Other Therapeutic Use of
Investigational Drug)

DSURY| o] &&el= ICH E2D°ll Z &5 o&=to] o3 #3d 54 3¢
ARME mE2e Z2Iado=zRy Aol JAdHe=z Faod WY AHHRE
zEstt. [d: APk AgE5F AR [FFE H Z=Z 33 (expanded  access
programmes), &% A& ZZ 1 (compassionate use programmes), 57g3g+ A}
Ab-&-(particular patient use), &2k} INDs % X5 INDs] ]

This section of the DSUR should include clinically important safety information from
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other programmes conducted by the sponsor that follow a specific protocol, with
solicited reporting as per ICH E2D (e.g., expanded access programmes, compassionate

use programmes, particular patient use, single patient INDs and treatment INDs).

385 HEoWI #AHE ANEE HHA HH(New Safety Data Related to

Combination Therapies)

¥ DSURel & A¥ H@A mt ol Bgawel shte 74 grozA
Mol APete 9% Folghd o FBIME WEARY DSURZHE e
09 9y BANDGS aokdth

If the DSUR 1is for an investigational drug that is also under development as a
component of a fixed combination product or a multi-drug regimen, this section should

summarise important safety findings from the combination therapy DSUR.

HA

= BFAE A% Aolgtd o] FFoM=

Ul 2, 2 DSURe] thA] B&x=
Z & =93 HAA HARE Qokdt)

MEAQA FAHALA AHOZHE A
Conversely, if this DSUR is for a multi-drug therapy or fixed combination product,

this section should summarise important safety information arising from trials on the

individual components.

3 o2 WAoEs, e #dd 54 AR ¥ v ke EE 74
AR oFE S DSURY Wx 2oz ¥3d & 98 Aot

Alternatively, the information specific to the combination can be incorporated into a

separate section(s) of the DSUR for one or all of the individual components of the

combination.
4% 259 Aw AHo|A BFA DSUR 2ol tat F7HHI sloldag
A &gk,

General Principles, Section 2.5, provides additional guidance on preparation of

DSURs for combination products.

39 HIFAFH QAFAx ZAE HFAQ A E(Safety Findings from
Non-interventional Studies)
o] GEAME B A F AT} o8 & WA B MFAY ATeny
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e HAAE #E HAHE a9tk (o #F A, 98 AT, HAZEY(registry)*
2 55 A Z=2aH).

This section should summarise relevant safety information from non-interventional
studies* that became available to the sponsor during the reporting period (e.g.,
observational studies, epidemiological studies, registries* and active surveillance

programmes).

310 718} dFANFRATFEREY HaE <HFA H E(Other Clinical Trial/Study
Safety Information)

o] FHoM= Hu TIRF T FATE ol&d = A #H  VIEe

PN/ ATERFE e A #dE AHEE aofdd. (d: FF

AAPe BEFEX(pooled analysis) EE WEEA Ax, A7A JAAY EE

T N FEUZEEH AT v A AR

o} n&

This section should summarise relevant safety information from any other clinical
trial/study sources that became available to the sponsor during the reporting period
(e.g., results from pooled analyses or meta-analyses of randomised clinical trials, safety

information provided by co-development partners or from investigator-initiated trials).

311 A& F AE A 93 <kAA Y E(Safety Findings from
Marketing Experience)
A@ote] olu ZANHER Aol HAHATA o] @
A A7L A FdezRE A HAAY FHE Ta3 Y AERE s
2 ZIAstelol sh=H, 53], 2 ABHC oo T AF] S7F 7Y,

) bed, ddAEdde W me AE 9% BaANel WAw
A5 BT o FBL 7k W ALS dAA ARy ol ALY 9 ALS,
54 Auo] W Fol (o): YY), FHOF, BYFo], YEE LIV

If the investigational drug has been approved for marketing in any country, this
section should include a concise summary of key safety findings that have arisen from
marketing experience and that became available to the sponsor during the reporting
period, particularly if the findings resulted in changes to the product labelling,
Investigator’s Brochure, informed consent document or amendments to the product’s
risk management plan. This includes not only safety findings relating to approved use

but also off-label use, administration to special populations (e.g., pregnant women),
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medication errors, overdose and abuse.

3.12 ¥l Y44 AE (Non-clinical Data)

o] e ww A7 Y A& FolAY dhu® N4 4 Y 2L AFY Y A7
(o &g, A, == Wy =4 Od?)il‘%Ei e T8 A HEE Q3
o] e FFol oM A FEHEIFAAM =3 (F WA FE 318
4z

This section should summarise major safety findings from non-clinical in vivo and in
vitro studies (e.g., carcinogenicity, reproduction, or immunotoxicity studies) ongoing or
completed during the reporting period. Implications of these findings should be

discussed in the Overall Safety Assessment (see Section 3.18 of this guideline).

3.13 & & (Literature)

of &2 Hu 77k Ft HATE Algety BEFo e £ SHHAY
Z0HA e d1ERH A2 AFTL Fag A HE dis) gt o]
FEe Hdd B I A7 ARE T, dde] dAY dTHe B¢ L
ALY oFEo] U JrEs I3 £, g3 SHHAY 2202 E0H
NEDL 203 kAP HRE Qokol 311 IAE 7153 AL 229 AIERS
st of 3tk

This section should summarise new and significant safety findings, either published
in the scientific literature or available as unpublished manuscripts, relevant to the
investigational drug that the sponsor became aware of during the reporting period.
This section should include information from non-clinical and clinical studies and, if
relevant and applicable, information on drugs of the same class. It should also
summarise significant new safety information presented at a scientific meeting and

published as an abstract; the sponsor should provide a copy of the abstract, if possible.

3.14 Th2 DSUR(Other DSURs)

A= she] Algefel dis) skl DSURS FwIsoF o whef, shitel
Aokl Bis) o8 sHe] DSURS EHlsk= B¢ (o o8 85, /Hd z=ad,
= AY), o DSURAAM €& F8 WAAEE & HiuMe o& g5

AN EA kT o] FuolA gokg).

A sponsor should prepare a single DSUR for a single investigational drug. However,

- 124 -



if a sponsor prepares multiple DSURs for a single investigational drug (e.g., covering
different indications, development programmes, or formulations), this section should
summarise significant findings from the other DSURs if they are not presented

elsewhere within this report.

%]
>

Y, nS’L‘

7besithd oExe By 77k BF 59% A
o2 927t AF3 DSURC 7|AHoUes F8

tom EANBL FAE
Are sekstel 1A @
When available, the sponsor should summarise significant findings from DSURs

provided by other sponsors conducting clinical trials with the same investigational drug

during the reporting period.

315 fFFEA HZF(Lack of Efficacy)

THAY AES s AW F4 39 S35 2ol AEE
FELAA A APl HAegh AEHRA o)AtE)Y ARE BHORE e
Algeke] Ae fFraAEY ¥ e gHE 59 Huste Fa4Y FE£5 Hols
Age GAAE dZA A T AFS dste AL F UoB=E o] FEoA
fofsfoF gtk

Data indicating lack of efficacy, or lack of efficacy relative to established
therapy(ies), for investigational drugs intended to treat serious or life-threatening
illnesses (e.g., excess cardiovascular adverse events in a trial of a new anti-platelet
drug for acute coronary syndromes) could reflect a significant risk to clinical trial

subjects and should be summarised in this section.

316 54 A ¥ #H A H(Region-Specific Information)

o] &Y ARE= Z} 7k AFe Al 81S Fsty] A A EHE BoR
DSUR®| #=o02 A& 4 Ao A= 4 =7k AHe 74 874 =
Fxote bdgo 5 T o' FEo] xFFojop st=A agal o3 FEEF0]
ez st= AR BHE A3t q.

The information in this section can be used to comply with national or regional
requirements and can be provided in appendices to the DSUR. Sponsors should refer
to national or regional requirements to determine which of the following sections

should be included, as well as the scope of clinical trials that should be covered by

these sections. Examples include:
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Cumulative summary tabulation of serious adverse reactions

This cumulative summary tabulation of all SARs should specify the number of
SARs by: a) SOC, b) adverse reaction term and c) treatment arm, if applicable.
Unexpected adverse reaction terms should be identified.

1 7RE Bk AE TgRe] B
PGAIEol FAd 77 T AR oAk 552 Had tgee JERE
Z3tafiof 3 FEH W3, WiRE XET (7 2 zt
dAke} Al 99l A Y] HE=Z W A BAE DSURY &
18914 A48 gAA} g

e

List of subjects who died during the reporting period
The list of subjects who died during participation in the clinical trials should
include the following information at a minimum: case number, assigned
treatment (could still be blinded), and cause of death of each subject. Any
safety issues identified from a review of these deaths should be addressed in
Section 18 of the DSUR as appropriate.

2 3
o] EEd= oofFIe #HAAY AFRSGE AHglel, Hi 7 F<t
oAt 2 Qla] AFAIHAN EEHT B
gt AbEle] HER g9ld HHdA A= DSURS & 1894 2 A3
Th5 A oF gt
List of subjects who dropped out of clinical trials in association with an adverse
event during the reporting period
This list should include all subjects who dropped out of clinical trials in
association with adverse events during the reporting period, whether or not
thought to be drug-related. Any safety issues identified from a review of these
withdrawals should be addressed in Section 18 of the DSUR as appropriate.
174 4321 AgAMe 2 A

174 QA AgAMe F8 dgo] Ba 7|7t 5 WMAFHJOY vx AW

ut
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2,

TAAUS CFR)ol oAt w=z W73 AFA7E ASHA F&
PEAD AZGAY Fo W3 WE= o FFolM Arsfior
Significant Phase I protocol modifications
This section should describe significant Phase I protocol modifications made
during the reporting period, if not previously submitted as a protocol
amendment, as described in the US Code of Federal Regulations.

o AT T WA
o] FEoME B 7|3t < AANE T8I AxETH WA
WAel osl aokalol . Ed, ole@ WAl T 4 Ak FAH %
FA7k 9lohel olol ths) DSURS] 22 18914 =95 o]0} 3

Significant manufacturing changes

e
ol

This section should include a summary of significant manufacturing or
microbiological changes during the reporting period and discuss potential safety
issues arising from these changes in Section 18 of the DSUR, if applicable.1s
o TS 3o gutrol A} A Uist A9
o] FEoNe Az AZH A AES tiAsEy] A MLE A&k
g US IND &A1z vl= QW #33dWe Fxsof 3
Description of the general investigation plan for the coming year
This section should outline an investigational plan to replace that submitted for
the previous year. US IND holders should refer to the US Code of Federal
Regulations.14
® US IND9| 7% sid=«= vsfd ke 7=
JHA7L Aske A5, of FHelAE AA7t US INDel B, o7, 5] %
HuaiAt adsie W Ao U@ /=g AFE 5 Ae
Log of outstanding business with respect to the US IND
If desired by the sponsor, this section can provide a log of any outstanding
business with respect to the US IND for which the sponsor requests or expects

a reply, comment or meeting.

317 A& Wl AlH o]F X1 HE A K (Late-Breaking Information)

13) US IND &09] A$ FH¥ oz tf59 AlaS FxstedoF 3k FDA Guidance for Industry: INDs for Phase 2 and Phase
3 Studies - Chemistry, Manufactunng and Controls Information, May 2003.

s/ucm070567.pdf
14) US Code of Federal Regulations 21 CFR 312.23(a)(3)(iv); 20094 4¥ 714
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o] ¥E2 A8 wHAIF o]Fo|A W DSURS FHlgt= &< Hud Faj3
Ta% A AR digk BRE Qosit. dAEA JAFCE FaT
Mz S BHid, 23 4 A8, d3Hoz2 7oA A T A A

3k

_i'_
o] f2 9}, AREYE YA (DMC) Et TAT
A TFH7E (FE 318 Fx)lA olgd MRS A=

A

This section should summarise information on potentially important safety findings
that arise after the data lock point but while the DSUR is in preparation. Examples
include clinically significant new case reports, important follow-up data, clinically
relevant toxicological findings and any action that the sponsor, a DMC, or a regulatory
authority has taken for safety reasons. The Overall Safety Assessment (see Section

3.18) should also take these new data into account.

L= &S
2" 749, DSURY Hia 7] 5 3" A2 AH, AddE Aol dis)
YA er FoF AE F AFVE aEHooF Tk DSURY o] FEFeA

2,
>
l-dl
o2
HT

aokstAY wEshE Aol ohe ARE sNsa o|¥d Fust
% ol | JmE HAEA A¥@th AAE A
A7, A8 9 H&Fol wet ¥xo HrtE AANY 5 ok

The overall safety assessment should be a concise, integrated evaluation of all new

<

"

relevant clinical, non-clinical, and epidemiologic information obtained during the
reporting period relative to previous knowledge of the investigational drug. This
assessment should consider cumulative experience, new information collected in the
period covered by the DSUR and, for investigational drugs with a marketing approval,
clinically significant post-marketing data. It should not summarise or repeat
information presented in previous sections of the DSUR, but should provide an
interpretation of the information and its implications for the clinical trial population
and the development programme. If appropriate, separate assessments can be provided

by therapeutic area, route of administration, formulation and/or indication.

3.18.1 9138 ¥ 7}(Evaluation of the Risks)
AdS B7Hd dole A2 AEd g Al #3 A5 a4 e o]Hd
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AEE bHA A #Est AFL A% FERY ATl FHES FoloF gtk
g 3 e AGES ned

In evaluating the risks, particular emphasis should be placed on interpretation of
data related to newly identified safety concerns or providing significant new

information relative to previously identified safety concerns. Relevant points to consider

include (where applicable):

)
a9 HJARAL AF a4 &%, Fol VIRE, AR ARE Aty #dA;
A4, eSS dSstAY ATl fF8stdal AE= A
newly identified safety issues (detailed description of adverse events or
reactions; associated laboratory values; risk factors; relationship to dose,
duration, time course of the treatment; reversibility; factors that could be useful
in predicting or preventing reactions);
o olFd] FAF o]kl fejulg M (o FEE E
=4 199 BAD)

rr

REe} 57 4,

meaningful changes in previously identified adverse reactions (e.g., increased
frequency or severity, outcome, specific at-risk populations);

o AEA FAFAY ojhel W dAHez Fad 4o 24, 2F
g3 94 AAMA, o
symptoms, signs, and laboratory evidence of newly and previously identified
clinically significant toxicities, for example:

o =4
hepatotoxicity;

O QT/QTc AT2RE Asl QT 14 A4S LT 49D 48
cardiovascular effects, including QT interval prolongation and results from
thorough QT/QTc studies;

o X 54
bone marrow toxicity;

O #H=EA
pulmonary toxicity;

o AF =4
renal toxicity;

0 % A% %4
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central nervous system toxicity;
O Wy % Ak
immunogenicity and hypersensitivity;
ol JAtE = A3+ Al
deaths that are an outcome of an adverse event;
AAME T e HARR] o)ds 2= oA R IZE Ao A FA
study drug discontinuations because of adverse events, including abnormal
laboratory values or investigations;
oFE-oFE B 7|E 454G
drug—drug and other interactions;
Ta% B A AAre
important non-clinical safety findings;
Ao dFs = T e Axde A
manufacturing issues that could affect risk;
A xS AeEA & F e F8AY 7=
lack of efficacy where this would place trial participants at risk;
S Sz #EE SolFQl bAAg FA. AdE o], A=), o],
Aol mE A B4 2 JlE ATl WAL =AY WE Ak

any specific safety issues related to special populations, such as the elderly,

N

children, patients with hepatic or renal impairment, or any other at-risk groups
(e.g., slow or fast metabolisers);

DA, Fh T wE, 2o

pregnancy and lactation exposure and outcomes;

A7 8 AYeERY U2 A TEA

safety findings arising from experience with long-term treatment;
PR T3 Fof 274 HE 54

evidence of clinically significant medication errors; °

ghapo] HETold s R FH

evidence of lack of patient compliance;

HaF ARE R ol itk A5 B

experience with overdose and its treatment;

ojokF 8o WA

occurrences of drug misuse and abuse;

DEAE Al 71EA HAE HAY, 22 AR, SA8HE AF) el
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RTHAY 5 AF(el: 5
Ak ARl S % dAS BAE AR As WD

M
&
ox
2
1o
td
v
A
o
e
oX,

any safety issues resulting from procedures required by the protocol (e.g.,
bronchoscopy, biopsy, central line insertion) or associated with the conduct or
design of a particular study (e.g., inadequate subject monitoring schedule,
excessive period without active treatment); and

59 Ade) e GEZRE BAR AED 23 4@y B A

il

o
(
o

0

potential impact of significant new safety issues identified with another drug in

the same class.

=
gk xras A
el Ae
ik

This section should provide a succinct statement on the perceived balance between
risks that have been 1identified from cumulative safety data and anticipated
efficacy/benefits* and should note whether there have been any changes in this balance
since the previous DSUR. This section is not intended to be a full benefit-risk

assessment of the investigational drug.

319 8% 98 8% (Summary of Important Risks)
o] FFoMe TaT IAE AFH A" AGH(: ST FoAHE,

2712 olold 7t e Ao el A (issue)d

al K E—
ez AsA Azl Bk F Sol, olgd JPAE 54 EATE
okE o] FHEEC I FAolY HIYY e 4 AR FH FAS 9
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This section should provide a concise, cumulative, issue-by-issue list of important
identified and potential risks*, e.g., those that might lead to warnings, precautions, or
contraindications in labelling. Such risks might include, for example, toxicities known
to be associated with a particular molecular structure or drug class, or concerns based
on accumulating non-clinical or clinical data. Each risk should be re-evaluated
annually and re-summarised as appropriate, based on the current state of knowledge.
New information should be highlighted. The appropriate level of detail is likely to be
dependent on the stage of drug development. For example, summaries covering drugs
in early development might include information on individual cases, whereas in later
development, as more knowledge and perspective are gained, the information on each

risk might be less detailed.
o] &l A= AE= Y ¥ AY(ICH E2E)Y A8 SHAEZ S 71271
PN

The information in this section could provide the basis for the safety specification of

a risk management plan (ICH E2E).

Risks that have been fully addressed or resolved should remain in the summary and
be briefly described, e.g., findings from toxicology studies or early clinical trials that

were not borne out by later clinical data.

ARE Aedd B 1Y o2 AAgH. (F WA 75 C A s JFx)
The information can be provided in either narrative or tabular format (see examples

of both in Appendix C of this guideline).

3.20 4 & (Conclusions)

AEoNME o] DSUR o]Fo @& Ar=E Q3] 7]& Add 2 Faded
Aol MAHEE He &S s A 1 J
ezl Sl 98 e Z2IafelM AR Ee= AA dFd =2Add B
71esoF ot

The conclusion should briefly describe any changes to the previous knowledge of
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efficacy and safety resulting from information gained since the last DSUR. The

conclusion should outline actions that have been or will be taken to address emerging

safety issues in the clinical development programme.

DSURY| & (Appendices to the DSUR)
DSURY = Th2% 22 HEE B BES HYsich
The DSUR should be accompanied by the following appendices,

numbered as follows:

as appropriate,

L 9AABA AZNGE I A9 HE L 2TAZ o3 a7 B9

Investigator’s Brochure (if required by national or regional laws or

requirements);
2. 2% A4 27AN FAHR

Cumulative Table of Important Regulatory Requests;
3. Y FolAY g5 E AT Y A

Status of Ongoing and Completed Clinical Trials;
4. ATFFAHH A7 +3 Q%

Cumulative Summary Tabulations of Demographic Data;
5. FUE FEOIIWSY W BF

Line Listings of Serious Adverse Reactions;
6. T oAl Sl A fobE

Cumulative Summary Tabulation of Serious Adverse Events;
7. = 2F

Scientific Abstracts (if relevant).

=%, DSURSIE thest e a9 Ade] g Hs= 4
(3= 3.16 Fx)

The DSUR should also be accompanied by the following Regional
appropriate (see Section 3.16):

Cumulative summary tabulation of serious adverse reactions;

o Hi Y| S AMER gAY 5=
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List of subjects who died during the reporting period;
o Hi 7|7t Bot AN Fx @3 ARty B2

List of subjects who dropped out of studies during the reporting period;

e US INDY A% siFdsE< 174 434413 AgAe F8 W7
Significant Phase I protocol modifications with respect to a US IND;

o AxyHo Fuiz W7
Significant manufacturing changes;

e US IND9| A% sliFds= ts sl AnkA] Al Ao gk 49
Description of the general investigation plan for the coming year with respect to
a US IND;

e US IND9| 7% sigs+= vsid <o 715

Log of outstanding business with respect to a US IND.

4. B = (APPENDICES TO THIS GUIDELINE)

FE A(Appendix A) - &0°] 34 (Glossary)

F= B(Appendix B) - A&AIE A5 F E F AE9 o Al(Examples of
Tables and Table Headings for Clinical Trial Data)

F= C(Appendix C) - F83% 99 89 o A|(Examples of the Summary

of Important Risks)
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BE A(Appendix A) - -&o°] 3 A (Glossary)

AR aFe
o] Z al
5ol oa)

% Aol A ICHSH o F(e): CIOMS)dl 98] oldel Aele §oj52 AHgalch
ol Aojgl golE o] go] oA HHEsIR] =

o] ol

ol gojge

=

=t L2y DSURCIA

gutA o2 [CH A olA
he) ICH €ol=3 CIOMS ¥ t}&

Throughout this guideline the Working Group has used terms previously defined by ICH and other groups e.g., CIOMS. Generally,

the definitions of terms that were previously defined in ICH documents are not repeated in this glossary. However, the glossary

includes several ICH terms of particular importance to the DSUR, as well as terms defined by CIOMS and other groups.

35 gof =71 o)/
Item Glossary Term Sou.rc.e. o Definition/Commentary
Definition
53] FEY U9 (FURF EE e 22) oliAkE slHAe) A%
T xz o] Be, ejstdow B Seve LAY 5 SR,
Q%19 BUEY 2 At ozl gl A% ealzEe] Wasih
olelgt Abelel SHS shetata osely] Sl F7bdel At ek,
hg-o] S0l wet AlF oJE|xtet 7|l BAE (o], AE) Atelel 4l
S A o o] At CIOMS VI +7A | &3 oJAlaGEo] BgE oo} ghrh
1. (Adverse event (Based on CIOMS | An adverse event of special interest (serious or non-serious) is one of
of special interest) VI) scientific and medical concern specific to the sponsor's product or
programme, for which ongoing monitoring and rapid communication by
the investigator to the sponsor can be appropriate. Such an event might
warrant further investigation in order to characterise and understand it.
Depending on the nature of the event, rapid communication by the trial
sponsor to other parties (e.g., regulators) might also be warranted.
, EEE R RESE: ‘o) Zu= A | AY MBIl e FEAY/FANE oFA ANEA A B AL 9
~ | (Anticipated efficacy / benefit) |t CIOMS VI 9] | SFgel st <ot e QA E T b9y A7E 53 oI5 5
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35 & Source of i
Item Glossary Term Definition Definition/Commentary
BN = o sma/pey
(Based on wording fficacy/bonefi . f . .
of CIOMS VI Efficacy, ne 1t ‘Fhat h;@ not yet been established for the investigational
L. drug, but which is anticipated based on knowledge of the class of drugs
definition of . . i . .
.. . or data from previous clinical trials or non—clinical studies.
anticipated risk)
A A == Aoy A-8-5 AHglo], e Ao 3 B AT
3. (Clinical development ICH E2F This refers to all clinical trials being conducted with the same
programme) mvestigational drug, regardless of indication or formulation.
A A A7t EyE AT
Study for which a final clinical study report is available.
obzd olgAld T DSURCIIM = )IgA o] s50] AR SIAR, i o HalA7 of
4, Come m et CIOMS VI A A EA|] F2 Al Ag W8 Fd AoR s (e F2l o
(Completed clinical trial) A Aol Az
Note: For purposes of the DSUR, any clinical trial for which enrolment
has begun, but for which a final clinical study report is not available, 1s
considered to be ongoing (see “ongoing clinical trial” definition).
DSURe| 23ts+ 257 vpdd @xi(d, ). =ul- 9] Hx IAIEAE
A48 izt Al $9ADIBD)E 7o @k
5. (Data lock point) CIOMS VI The date (month and day) designated as the cut-off for data to be
o included in a DSUR. It is based on the Development International Birth
Date (DIBD).
’ EEEMERERE G | SR 98 ddE E=REd sz gaawel A, ey AR,
| o fEA Wt WMEE V1Mo B eAelAl AR A%, W

(Data Monitoring




<A

= £ Source of Ao/
Item Glossary Term Definition Definition/Commentary
74 B Tl ek 2RSS Alsiek
An independent data monitoring committee that may be established by
Committee) the sponsor to assess at intervals the progress of a clinical trial, the
safety data, and the critical efficacy endpoints, and to recommend to the
sponsor whether to continue, modify, or stop a trial.
TU- 9] FHx QA EAGSAL o= yet=A] TAA AAAIE e AATE Ao ® 52l (e d7hE ¢
7. (Development CIOMS VI Date of first approval (or authorisation) for conducting an interventional
International Birth Date) clinical trial in any country.
thgo] B oleREste] YRIH AOE ol FRW FAB FUHE ¥
4% Ay 1
An untoward occurrence for which there is adequate evidence of an
association with the medicinal product of interest.
BU SloRE | 5918 9199 ot v Taan
A4 Volume | Examples of identified risks include:
golgl 93 9A
8 (dentified risk) (Volume 9A Rules|  + QM- Aol LRt o]kl Qi ARE Eal 2eln 45
CUHeC TS Governing an adverse reaction adequately demonstrated in non-—clinical
Medicinal Products studies and confirmed by clinical data;
in the EU)

o AAFHA AAE AAAFHo|L} d8F oA o]AHES-o] LET O
), #E A= I g Y zﬂoﬂ/ﬂ = (91eF e g
3} vlasle] Ak zpolz) Qe 7ol Qg IAYE AHE How
3,
an adverse reaction observed in well-designed clinical trials or
epidemiological studies for which the magnitude of the difference
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35 & Source of i
Item Glossary Term Definition Definition/Commentary
compared with the comparator group (placebo or active
substance) on a parameter of interest suggests a causal
relationship;
o T ApEA Hal EA =0 o3 %%"61 O‘ZQN\J— 17V‘°§
reactions) EET: 7“% b o el n *a(apphcatlon Slte reactlons ) 2o
O] kS
an adverse reaction suggested by a number of well-documented
spontaneous reports where causality 1s strongly supported by
temporal relationship and biological plausibility, such as
anaphylactic reactions or application site reactions.
EU Jok%
¥ 3
S 8208 99 Gmportant | 0 o) AE) ig-foly @Y1 999 FFeel 2 F QAL FH m)
9 identified risk), (Volume 9A Rules ddFs = T AT RIE A == AAE A"
' 23k ZAE 913 (Important Coverni An identified risk or potential risk that could have an impact on the
potential risk) Medicinal Prlgf:lucts risk—benefit balance of the product or have implications for public health.
in the EU)
FAA PIAFEE A% B A wxe J3ks Hrtelr] &l sk
ol e 7 AHEZE FA(A: oA ojokE Al dEsAR FE
244 Sl /\}%chﬂ Al ﬁ%}:‘zﬂlgi ‘611:1- = mE o)A O]E‘r. |
10. CIOMS VI An interventional clinical trial is any research study that prospectively

(Interventional clinical trial)

assigns people to one or more health-related interventions (e.g.,
preventive care, drugs, surgical procedures, behavioural treatments, etc.)
to evaluate their effects on health-related outcomes.
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Glossary Term

<A
Source of
Definition

cEIEk:
Definition/Commentary

11.

Al ek
(Investigational drug)

CIOMS VI

Aol gol= & QhAdA AT i T2l AFE AlEREE YERYT]
913] A&,

The term investigational drug is used in this guideline to indicate only
the experimental product under study or development.

%o o] ol vizopt Soke EgSHE 8% 8 AFuT o 74
el Ro]t),

Note: This term is more specific than “investigational medicinal product”
which includes comparators and placebos.

12.

H|S A4 QA S
(Non-interventional clinical study)

LA e st
EU Directive
2001/20/EC
(EU Directive
2001/20/EC on
Clinical Trials)

oekFol Al F|7RALE el whet UGAQ] WO R AE e Algdoelt) H]
g Azl A AfA e 54 X854 deg uet 54 A= A st
= glo] ok, @A 2yl s, o] Awe AFel BAE E
A7 AR Rkt F7b4el Adolu muUEE Axrt el
HguA ghov], HH AR BALS 8 GoHA P So] A

A study where the medicinal product(s) is (are) prescribed in the usual
manner in accordance with the terms of the marketing authorisation. The
assignment of the patient to a particular therapeutic strategy i1s not
decided in advance by a trial protocol but falls within current practice
and the prescription of the medicine 1s clearly separated from the decision
to include the patient in the study. No additional diagnostic or monitoring
procedures are applied to the patients and epidemiological methods are
used for the analysis of collected data.

13.

e 2l g
(Ongoing clinical trial)

CIOMS VI

S5o] Nd ATE dF AT HuME ofy SRHA e B 5
o] THEHAAY EAlo] g5 AFE Eg s,

Trial where enrolment has begun, whether a hold is in place or analysis
1s complete, but without a final clinical study report available.
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35 & Source of i
Item Glossary Term Definition Definition/Commentary
G oJekEyte] AHEAS AAEHE FAE SAAINE 1 o] &l
HA S WX & EA A
An untoward occurrence for which there 1s some basis for suspicion of
an association with the medicinal product of interest but where this
association has not been confirmed.
FAE fge] o= vUas EFsi
Examples of potential risks include:
o H|OlA P FET A AFelA] AEEAY A EA
EU ¢jek& R R
#2514 Volume Non-—clinical safety concerns that have not been observed or
QA 93 9A resolved in clinical studies;
14, (P‘Ojteng A Ri‘;k) (Volume 9A Rules o SRl AT ATt o] o) AHIIZE YR, B gl 1)
Governing grE ] SAA dZzH(fel, YA izt Ee HxeET
Medicinal Products unexposed group)@} H|uLs|A st xfo|7t glot 1 xfolr} <l
in the EU) HIAE dAeE e obd 4§

Adverse events observed in clinical trials or epidemiological
studies for which the magnitude of the difference, compared with
the comparator group (placebo or active substance, or unexposed
group), on the parameter of interest raises a suspicion of, but is
not large enough to suggest, a causal relationship;

o ZpIA o] dNkE Bl AAELE Fal 4l H Anke] FE
A signal arising from a spontaneous adverse reaction reporting
system;

o FTUAGY tE AFEH H-EHATGL ezl d B T o=
AFe] EAHOZRYH UdE Ao oidE= AN
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Definition/Commentary

An event which 1s known to be associated with other products
of the same class or which could be expected to occur based on
the properties of the medicinal product.

15.

A ~Ex
(Registry)

ICH E2E

dA2Eed $U 59 Vehls Sxbse HEor). ofd 57
W (99 dX D) EE 54 wE (R dX2Ee)e] @
FoAAzEE Y e B AR HYT O B mEe
Agatel A wAlew Be Ang F4T 4+ ol

A registry is a list of patients presenting with the same characteristic(s).
This characteristic can be a disease (disease registry) or a specific
exposure (drug registry). Both types of registries, which only differ by
the type of patient data of interest, can collect a battery of information
using standardised questionnaires in a prospective fashion.

FHE: == (=) dRAZEZE Azl 7IRF 5 WA okEel =&
HAF oA BEE AU 5 SAtelM o] ARE FHske ol
th A=A B AEAE AR oA ARAHESE dHE T
T AUTh

Commentary: Exposure (drug) registries collect information over time on
populations exposed to drugs of interest and/or specific populations.
Patients can be included in a cohort study to collect data on adverse

events using standardised questionnaires.

o] APz wrdo] =i Avke] Hue] o] f-83 5 rk
They can be wuseful for signal amplification, particularly of rare
outcomes.
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Definition
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Definition/Commentary

16.

Ante] AKX
(Signal)

CIOMS VI

AulelE 9 Eais maEM b zAbeh A5He A7k Lash

A report or reports of an event with an unknown causal relationship to
treatment that i1s recognised as worthy of further exploration and
continued surveillance.

17.

O] Z| x|
(Sponsor)

ICH E6(R1)

PPAGE A, wel aea/Es RS AYAE AL, A, A, =

73

An Individual, company, institution, or organisation which takes
responsibility for the initiation, management, and/or financing of a clinical
trial.

18.

A7 JIAHE Sele

(Sponsor-investigator)

A

ICH E6

TEoR mi ThE ARk PIAIRS Algteta ks 19, tidAtl
o Agetel o) 2, S A A9, o) gelic 719l oldlel /)
w2S Z3belA] gketh (ol Welely 713 agency)> EFFsA] g=Th <
T DHAE e A A A e e e

An individual who both initiates and conducts, alone or with others, a
clinical trial, and under whose immediate direction the investigational
product i1s administered to, dispensed to, or used by a subject. The term
does not include any person other than an individual (e.g., it does not
include a corporation or an agency). The obligations of a
sponsor-investigator include both those of a sponsor and those of an
mvestigator.
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5= B(Appendix B) - AZAIE A5 E& R A EF9 o A (Examples of Tables and Table Headings for
Clinical Trial Data)

E1-3A3 ZolAY g59d dAANF9 &3 (Status of Ongoing and Completed Clinical Trials)
(ij

A8 Z AT Ma[rd ] Overview of Ongoing Studies [Study Drug]

Al A& Ag AA L& AlE o A
(Study (Study (Dosing (Study FVFP*
Title) design) regimen) population)

Ald ID A1E @A =7}
(Study ID) (Phase) (Country)

T FVFP = A 3xe] A w-<d(first visit first patient)

wE AR F - BFRY A A ANAFY @x7tx] 52H 2 4E ZAR FAHE A (Based upon total number of patients recruited as of

Hr

[date] and applied randomisation schemes)

DSUR 717t = &89 A& 7§18 [ 382 Overview of Studies Completed During the DSUR Period [Study Drug]

Al A& Ag AA £H-&F | A REAT ANgad d =5 QE&A/FA0F/o9)
(Study (Study (Dosing (Study (Subject/patient patient exposure per
Title) design) regimen) population) treatment arm (M/F))

A8 1D AlE G4 =7}t
(Study ID) (Phase) (Country)
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¥2-4 =2 yid" + —’]‘—’L(Estimated Cumulative Subject Exposure)
dad JAAHY D3 T A SE/FELAMAE ATS 2AR FES A" A mFe] FAE

Estimates of cumulative subject exposure, based upon actual exposure data from completed

enrolment/randomisation schemes for ongoing trials.

clinical trials and the

2] & ¥ (Treatment)

Az 4= (Number of subjects)

Al & OE(dl‘ug)

18
) % 2F(comparator)

& 2k (placebo)

¥ 3

- 45E dAAFAAY Yol AHHxo] wWE AFY =@ FF AR F(Cumulative Subject

Exposure to Investigational Drug from Completed Clinical Trials by Age and Sex*)

42+ 4=(Number of subjects)

o2 % (Age range)

FA (Male)

o] A (Female) A (Total)

* (A7

=

-

D= Vo dnd AN D2

A= (Data from completed trials as of [datel])
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¥ 4 - 458 dAAFAA AF a2F*o] WE AFS =8 T3 YFA F(Cumulative Subject Exposure

to Investigational Drug from Completed Clinical Trials by Racial Group*)

¢1% 1% (Racial group) 42 = (Number of subjects)
5 %21 (Asian)
521 (Black)
1 9] (Caucasian)
7] EH(Other)
¢+ ¢l (Unknown)
A (Total)

hS VFoR g Ao A& 27 (Data from completed trials as of [date])

¥ 5 - FU3 FEo| gt dd EEZ d A (Examples of Headings for Interval Line Listings of Serious

Adverse Reactions)

=3t kEolAutSo U EEZ(Interval Line Listings of Serious Adverse Reactions)

=)
A1d ID/ %4 ID / =7} Z gt T AdF 49 &%
EudraCT o & = (Country) | =] 4ut-$ (Date of 04 oz (Daily dose)

H3E HEt Ad (Serious A3 onset¥ ) (Sus ecEt Eod A=

(Study ID/ | (Case ID/ | (Gender) | adverse drug | (Outcome) | & & A 7H¥ Drtf ) (Route)
EudraCT Subject il reactions (Time to z A3
number) number? ) (Age) (SARs)) onset¥ ) (Formulation)

T A3l /A8 7] /3 A (Study/centre/patient)

¥ T8 oFFol kg nt & (Primary’ SAR only)
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¥ 6 - g o) dAtE e T3 Q%% oA (Examples of Cumulative Tabulations of Serious Adverse Events)

Z 3t o] AL (SAEs)S F2 8¢k (Cumulative Summary Tabulation of Serious Adverse Events (SAEs))

7184 HEF (System Organ Class) 20099 129 31¥7tX 9 A (Total up to 31-Dec-09)
(A& g4 gz
¥ &9 (Preferred Term) 1% % =7} 7 (Blinded) . g
(Study drug)] (Active comparator)
¥4 F At(Investigations) 18 4 7
ALTSY “+<%(Alanine aminotransferase increased) 9 2 4
AST9 A< (Aspartate aminotransferase increased) 9 2 3
Al A o] A (Nervous System Disorder) 2 2 4
2 Al (Syncope) 2 2 4
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BZ C(Appendix C) - T8 AT 8¢ oAl (Examples of the Summary
of Important Risks)

o) ¥EAME FaW APl sepl U e ANE AFHIA Frh 20124958
[©)

= Z2HHTh F9 9o Qoke A&(RE CDoly ;o] 34 (%

This appendix depicts fictitious examples of the Summary of Important Risks, prepared
in three consecutive years, from 2012 to 2014. The Summary of Important Risks can be

provided in either narrative (Appendix C1) or tabular (Appendix C2) format.

B2 Cl: A& 32 (APPENDIX Cl: Narrative Format)
DSUR 2012
19 23 982 8% (Summary of Important Risks)

Az 919 EE AEE 90 Nee WE A

(o

ot

New or updated risks are denoted with an asterisk.
1. A% =24 (Nephrotoxicity)

°FE Zu ol FAbol =8t A A S 2t deb-obrimE e kel ol, g ¥
B 5 A9 Dol WAE AN AT SRR @A A Folth U Qe e of
=Eo A 540 e Ao dHA fdon, o] g HAES UFdew

E71% oo 60 me/kg/del Sl 2zt A% SAe) FA7 Asich

Drug 7Z is a para-aminoglycolate that bears structural similarities to aminoglycosides,
currently under development for amelioration of angina pectoris in patients with stable
coronary artery disease. Other members of this class are known to be nephrotoxic, and
there was evidence of nephrotoxicity in both rats and rabbits at doses of 20 and 60

mg/kg/d, respectively.

278 A hdxs gidez sk 14 AlgelA] s 79 Hdl §3(100 mg po qd for 7
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days)& &3¢ tidAl 304 T 2%(6.7%) AN Tl A FA A olEde] UA]
ARl F7FE Btk A 01272 ZdlotEldoe] 714 A 0.9 mg/dLelA 7dAfel 1.8
mg/dL. = F7Fstth tiZdAk 0139+ 714 %] 1.0 mg/dL oA 744 1.9 mg/dL. & F7}
Shth 7 oA B ARl @l E JERAATE (2+ by dipstick, 2443F @i xE =

A5 e F wxm AW SolAlake] glelth. (minimal cell; no casts). 2197,
F oA @3 Fdoted e NANE Sohgta dnFe] AN (AT AP
< 5 829 18.1%51—) ke 75 100 mg qd 583 & 289 17Aksk oidatet o @

rlo

$3¢ B8P 11999 WAAKG0 mg EE 1 A, BAEAES Sud 23 o
HAE TgsteDel A Bl EE Adolelde folvg FhE Holx| ekgirk

In Phase I trials in healthy volunteers, 2 of 30 subjects (6.7%) who received the highest

4

dose of drug Z (100 mg po qd for 7 days) exhibited transient increases in serum
creatinine associated with proteinuria: subject 0127 had an increase in creatinine from
0.9 mg/dL at baseline to 1.8 mg/dL at Day 7; subject 0139 had an increase from 1.0
mg/dL at baseline to 1.9 mg/dL. at Day 7. Both subjects had mild proteinuria (2+ by
dipstick, 24-hour urinary protein not quantified). Urinalyses of both subjects were
unremarkable (minimal cells; no casts). By Day 21, serum creatinine had returned to
baseline in both subjects, and proteinuria had resolved (see Sections 8.2 and 18.1 for
details). None of the other 28 healthy subjects who received drug Z 100 mg qd, and
none of the 119 subjects who received drug Z at lower doses (50 mg or less, including
72 subjects with coronary artery disease), experienced proteinuria or significant increases

in creatinine.

itk AZME webd 24 Aol okE zo] AT §9E 50 mgoR Fol/|E A4
gon gaAe BUHdS Zakstark @4 144, 1, 2 4, 8, 16 17

3t 3 AUFE V)
o WA Aoy, GFR, LRl/Adobed w1 g, ol 82 Ak, AW HAE A4
sha 9lvh dipstick & E3 T¥nsl SAR g 2440 S PAbE ANE R

w
1SS
S
b
N}

al
ot A olEld 05 mg/dL A5, ZEetEde 30%%7F eGFRe] 25% 74~ (
5 WF)7E Qi lgAke] S Alglere] Fore] Fuhe Aloluh olo] meh AT, FoA,

The increases in creatinine in the healthy volunteers who received the highest dose of
drug Z (100 mg QD) were thought likely to be drug-related, in part because of the

known nephrotoxicity of the drug class. It was decided, therefore, to reduce the
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maximum dose of drug Z in the Phase II trials to 50 mg. In addition, subject
monitoring was intensified: serum creatinine, eGFR, albumin/creatinine ratios, blood urea
nitrogen, and urinalysis are now performed at baseline, Weeks 1, 2, 4, 8, 16, and 24.
Twenty-four-hour urinary protein excretion will be determined for any subject who
develops proteinuria by dipstick. Study drug will be discontinued in subjects with
creatinine increases of 0.5 mg/dL, a 30% rise in creatinine, or a 25% decrease in eGFR
(repeated 2 times over a 3-day period). The protocol, informed consent document, and

Investigator’s Brochure have been revised accordingly.

2. 1F=/d (Hepatotoxicity)

FHE AFESE A9 KR-102014 Hd &1 (60 mg/kg/d) 87te] T 2] olA] T4 &9
AAE BN G S0l Uehgrh olun Re $3E Fold A9t 60 mykg/ds FUS
E2 &S T E7oA = s o] YEUA gFskt

In rat study KR-102, 2 of 8 rats in the highest dose group (60 mg/kg/d) developed
hepatic injury, with centrilobular necrosis. None of the rats that received lower doses

had evidence of hepatotoxicity, and no hepatotoxicity was evident in rabbits at doses at

high as 60 mg/kg/d.

102 AoA & ZE 50 mg 1Y 18] A+ 583 s dss 713 3k o] gt
(102-037)0l AlA 149 Aol LdZ+a] <14bY (alkaline phosphate) =& 2] FWle] 7}

defdolu] A& A (alanine aminotransferase, ALT)9} o~} Al opnj-dol g4

th 14 o ZROdA okE Zol &9 1489 e o =HdaLl SIS
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One (1) subject (102-037) with coronary artery disease in study 102 who received 50 mg
po qd drug Z developed moderate elevation of alanine aminotransferase (ALT) and
aspartate aminotransferase (AST) on Day 14 (2.7 and 2.3 x the upper limits of normal,
respectively), without increases in alkaline phosphatase or bilirubin (see Sections 8.2 and
18.1 for details). Drug Z was discontinued on Day 16, and transaminases returned to
normal by Day 28. The subject denied alcohol consumption, and all serology was
negative. The subject had been receiving drugs X and Y concomitantly on a chronic
basis for >2 years prior to enrolment. Neither drug was suspected of causing the
elevation in transaminases. Both were continued during the adverse event, making it
very unlikely that they were the cause of the transaminase elevations. Of note, subject
102-037 was found to have concentrations of drug Z (Cmax) approximately 8-fold higher
than the mean of the 50 mg cohort, suggesting an inability to metabolize drug Z. This
possibility remains under investigation. An additional 148 subjects were exposed to drug

Z in the Phase I program, and none exhibited transaminase elevations.

A A Adek didAF 102-0379] oln=HdE i s Ase aEste] 24 delMs o Wl
e EUE "ol AJRE AT 4529k 16540l 77 FrkEol @A V1AA,L 1, 2, 4, 8, 16

a8]3 24FE 7l 2 ALT, AST, 22541, &7 Q4H-38) 8 4 (alkaline phosphatase)
AAZE AAE L gl olol whek AHAL, FeA, QAARA Aol AP A,

In light of the rat findings and the transaminase elevations in subject 102-037, more
frequent monitoring has been implemented for the Phase II study. Assessments at
Weeks 4 and 16 have been added, so that subjects now undergo assessment of ALT,
AST, bilirubin, and alkaline phosphatase at baseline, Weeks 1, 2, 4, 8, 16, and 24. The
protocol, informed consent document, and Investigator’s Brochure have been revised

accordingly.
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DSUR 2013

19 23 992 8% (Summary of Important Risks)

Aze 919 EE AEE 90 Nee ¥R A

(o

o

New or updated risks are denoted with an asterisk.

1. 21 =4 (Nephrotoxicity)*

oFE 7 A =40l slvpar 4l opnieFE A Ee) TRA fAMES e ghek-oly]
EEgankgdoltt. 144 ZeaddA & Z5 100 mg PO qd Foli2 73 di%d=k 30
YT 2%6.7%)NAN dillel dEE DY AdobEde] AAHQ FTHE Bl olF

o A dd 9

ol M= 100 mge] &2 THHEUT 45d 28 AldS B F
il 2 P ek (Study 201). 50 mg 7ok 609 < 578 (8.3%),
25 mg o 629 % 59W(81%), 10 mg Fekut 598 T 3HEG. 1/), ekt 619 T 6

Aol el Al eke] FokE A&l 25 ol 2% 313110}5]%% 71 A
ok 50 mg FeFt 609 T 1% (1.7%), 25 mg < 629 < 09, 10 mg
198(1.7%), 1okt 614 T 278 (3.3%)olA 7I=A19 1587F d= AdotEd ?7P7}
At Aol wet i tidAtel] e Algeke] Foks TAISH AL, 2 Wil S
ot de 7|SA = Fobsttt 35 829 1810 A3t npel o], A olEde] %
x| 22] “3]5"(5, the slope of the creatinine vs. time relationship)< FoFS X4

RS b FUR BN FARAOBE o] Ro] B ko] GFo] obd S AR

T RS

o FEG A fE 28 Rolstel AdelElue] F/bb wEE BAA 48 F 39 L o

-1m

,.,.,

M

0_1_4 H.IJO.\L %
ox! i of

oy
or r U me

%
o

2AE EA Foltal QUATE & F1 AT 2029k 204004 71AA, 1, 2, 4, 12, 24 2
2l 4855 7|Fo R 8% AdolEY, eGFR, @9 2k Ak, 2WHAATL A&HoR B
Ue e #oh dipstick¥S S8l il S1E thaRtE 2447wl HAE AR

Drug Z is a para-aminoglycolate, one of a class of drugs bearing structural similarities
to aminoglycosides, and known to be nephrotoxic. Two of 30 healthy volunteers (6.7%) in
the Phase I program who had received drug Z 100 mg PO qd developed transient
increases In serum creatinine associated with mild proteinuria (by dipstick), and the 100
mg dose was dropped from further development. In the completed Phase II trial of drug

Z in patients with coronary artery disease and stable angina pectoris (Study 201),
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increases in creatinine >1.25 but <1.5 times baseline were observed in 5 of 60 subjects
(8.3%) in the 50 mg group, 5 of 62 subjects (8.1%) in the 25 mg group, and 3 of 59
subjects (5.1%) in the 10 mg group, versus 6 of 61 subjects (10%) in the placebo group.
For all of these subjects, the study drug was continued (per protocol), and serum
creatinine returned to baseline within 2 weeks. Increases in creatinine >1.5 times
baseline were observed in 1 of 60 subjects (1.7%) in the 50 mg group, 0 of 62 subjects
in the 25 mg group, and 1 of 59 subjects (1.7%) in the 10 mg group, versus 2 of 61
subjects (3.3%) in the placebo group. The study drug was discontinued in all of these
subjects (per protocol), and serum creatinine returned to baseline within 2 weeks. As
explained in Sections 8.2 and 18.1, the “recovery” of creatinine to normal (i.e., the slope
of the creatinine vs. time relationship) was the same in subjects who continued and
discontinued the study drug, suggesting that this was not a specific drug effect. Of note,
3 of the 4 drug Z-treated subjects who developed creatinine elevations were taking
concomitant diuretics. In ongoing studies 202 and 204, serum creatinine, eGFR, blood
urea nitrogen, and urinalysis continue to be monitored at baseline, Weeks 1, 2, 4, 12,
24, and 48. Twenty-four-hour urinary protein excretion is determined in any subject who

develops proteinuria by dipstick.
2. 7523 (Hepatotoxicity)

FA et
& &gl dia] E7l= o] HAEA ekgkth). 14 ZEIaFA tidA 149% &
(0.7%)°1 AlA 1494 Aol & = &= 01%53 ALTSF AST7F 8= Bt of 25u <7}t
Rom Foko]l Fuo=m FHAFULE 4B H 24 #201 AFolA Z Tkt F 27 (2/18],
L1%)oN AlA opr] e zd g i 49 %7}(3&% 82 Fx)7F #FHJo U Aretar dAlH el
ol 91k T 1916l 1.6%)NAIA= o Azheh s Btk o Juo] meh dxe]
RUHY AlgS Adsttia AzEm, AgA, dFAEA AR, sAAE WA F%
FaARo g ol HEEg vt Z7kE 8 W] tiaRH102-037) o A4 B8 4A Q1 Cmax
AAE YEFRAIR

Drug Z caused centrilobular necrosis at the highest dose tested (60 mg/kg/d) in rats

Oll

°fe Zv FE AR AW &9 (60 mg/kg/d) HIZEOA T4 4% IS F
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(although there was no evidence of liver damage at this dose in rabbits). One (1) of 149
subjects (0.7%) in the Phase I program developed unexplained elevations of ALT and
AST approximately 2.5 x the upper limit of normal on Day 14; which resolved on
discontinuation of the drug. Two drug Z-treated subjects in the completed Phase II
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study #201 (2/181, 1.1%) had transaminase elevations (see Section 8.2), but these were
mild and transient, and one subject in the placebo group (1/61, 1.6%) had more severe
elevations. Based on this information, the present monitoring plan seems appropriate,
and no changes have been made to the protocol, Investigator’s Brochure, or informed
consent document. Of note, one subject with elevated transaminases (102-037) had been
thought to have had an wunusually high Cmax; however, this was subsequently

determined to be a laboratory error.

3. A 21(Syncope)*

oFE 7% ] nitric oxide (NO) ¢|&4 dagdAz FP4HS 27 FEHo= U

Aol U, 7]741%751 E}

2
& 299 BF Aot} olel@ o

Drug Z is thought to be a mild nitric oxide (NO)-dependent vasodilator, which could be
partly responsible for its anti-anginal effect. During this period there were 2 reports of
syncope (2/81, 1.1%) from study #201 that were considered by investigators to be
causally-related to drug Z (subjects 201-119 and 201-212). The subjects had been
receiving 10 and 25 mg of drug Z, respectively. Although both subjects were predisposed
to syncope (one was apparently very dehydrated; the other had a long history of
syncope), there is mechanistic plausibility and we will continue to focus on syncope as a
possible drug-related side effect. No specific changes have been were made to the

monitoring plan as a result of these adverse events.

DSUR 2014

19 23 9489 2% (Summary of Important Risks)
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Az 99 EE AR 999 Nee HE B2

New or updated risks are denoted with an asterisk.

(o

o

t_a

217 =24 (Nephrotoxicity ) *

0] vk el opmmF A =S} P FAMS zhe gtet-olb|
o 1 Aol okE 729 100 mg &3 A3l AdAEe] Aol
5 T Nl AE AL 24 ZRIHNAE 50, 2510 mgS
% 7 7.8%, 6.8%, 58% 12]al 63%°lM 71Exe] 1.2548] ~
doleld T77h R e, 50, 25, 10 mgs Fol L& Ay 9okt F
6, 05%, 1.9% 18]l 2.7%014] 7I5=A1e] 150 ool Aoteld S/ #3

i 829 81914 gk whe o] AgetEde] Frh= g B oA o] A}

g Aom Helrh w3 Adobeld A7t 50%01d S7HE B tidAES
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Drug Z is a para-aminoglycolate, one of a class of drugs bearing structural similarities
to aminoglycosides, and known to be nephrotoxic. A 100 mg dose, studied in Phase I,
was dropped from further development because of increases in creatinine and
proteinuria in normal volunteers. In the Phase II program, increases in creatinine >1.25
but <1.5 times baseline were observed in 7.8%, 6.8%, and 5.8% of subjects in the 50,
25, and 10 mg treatment groups, respectively, versus 6.3% in the placebo group.
Increases in creatinine >1.5 times baseline were observed in 1.5%, 0.5%, and 1.9% of
subjects in the 50, 25, and 10 mg treatment groups, respectively, versus 2.7% in the
placebo group. As noted in Sections 8.2 and 18.1, increases in creatinine seem to be
associated with dehydration and diuretic use. In addition, a number of the subjects with
increases in creatinine of more than 50% from baseline have had unusually low baseline

values (i.e., <0.6 mg/dL). The clinical meaning of this is unclear.

A8 FA 3¢ A BODNAE 7IAA, 1, 4, 12 18]a L8355 7Ee= 3 AdolEy,
94 Ah AW ZEUEEY Hr) dipstick & E3l 3+ e o] o
A

In the ongoing Phase III trial (301), serum creatinine, eGFR, blood urea nitrogen, and
urinalysis are monitored at baseline, Weeks 1, 4, 12, and 48. Twenty-four-hour urinary

protein excretion is determined in any subject who develops 3+ or greater proteinuria by
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dipstick.
2. 1+ (Hepatotoxicity)*

ofe Zv FE dEeR FHi e Fode W 4 429 AAE FEEdth 1Y R 2
& AdelA o W ZIgE w

H A el Al #abe 7hEdS AlARekE B84 ddd) dAehs A2 B ¢ gk
Drug Z caused centrilobular necrosis at the highest dose tested in rats. There was
frequent monitoring of ALT, AST, alkaline phosphatase, and bilirubin in the Phase I
and II trials, and no consistent pattern of laboratory abnormalities has emerged
suggestive of liver injury.

3}

-

)

3 FA 3 AT B0DAAE 71AA], 1.4 12, 28 8FF 7w o = A
Qg3 A muE AT,

In the ongoing Phase III study (301), the above laboratory tests of liver injury are
monitored at baseline, Weeks 1, 4, 12, and 48.

rJ

3. A 21(Syncope)*

k5 Z& AXE9 nitric oxide (NO) o]&4 dasPIAZ SdF4AS G297 FEHOZ S
Holgt AZtE oY), sz g oA dAx7MA] Fefutell A 21719 Al Hair) Q1%
o o

m (21/632, 3.3%), H1ekatolA 37 (1.4%)°] Ru=drt i 7|H/d H+ nitratesth
Ay Aol Warelsh welo] Atk 34 94 Ze

(o], At (nitrate), Tlstel=23g|dALe]  ZgA)dAbdAl(dyhydropyridine  calcium
channel blocker))& W-&3HA] XEsE Fstar, 7€ A7]53 A Ldnba o x4
of tigh Fo& Fth ol#d AP S EFAA A AFA, tdAs oA, g
A ApEAol A4,

Drug Z is thought to be a nitric oxide (NO)-dependent vasodilator, which could be partly
responsible for its anti-anginal effect. There have been 21 reports of syncope in drug
Z-treated subjects thus far in the development program (21/632, 3.3%), versus 3 (1.4%)
in placebo. Most of the cases were orthostatic, and/or associated with coadministration of
nitrates or vasodilators. In the Phase III program, subjects are advised against

concurrent administration of vasodilators (e.g., nitrates, dihydropyridine calcium channel
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blockers), and given general precautions regarding orthostatic dizziness. The protocol,
informed consent document, and Investigator’s Brochure have been revised to include

this risk.

4. #F7<9 (Pancreatitis)*

SEE 24 AldH 1Y T 3 AP dAAERSTY Al w3 31 S B
7F ATk (FE 81, 82 Fx). ZF Fdlol s gl dcle] & vk 9= Jhed A
o AMAR Fo g QAL BUEHS S3 AFgHe] SAE Zol v Aolrk 3
A A" 30D TEE gERES BT 159 47 glIholA]l (lipase)9F oFd glolA
(amylase) == HALE W=t

Three case reports of pancreatitis have been reported from subjects in the completed
Phase II and ongoing Phase III trials (see Sections 8.1 and 8.2, respectively). Although
there were plausible alternative explanations for each case, evidence of pancreatitis will
be carefully sought thorough laboratory monitoring: all subjects enrolled in the Phase III
trial (301) undergo screening evaluations of lipase and amylase, with repeat evaluations

at Weeks 1 and 4.
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22 C2: ¥ 32 (APPENDIX C2: Tabular Format)

19 2% g9 2% (Summary of Important Risks)
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This section summarises the important identified or potential risks that have been
recognised during the conduct of the Drug Z clinical development programme. At
present, all are considered as potential risks, with none characterised as identified risks

associated with the administration of drug Z.

B3 717k ok AAE Fad A RS e waak
The following have been recognised as important potential risks during the reporting

period:

>

o 217 =7 Nephrotoxicity

Y

=4 Hepatotoxicity

(1t

Al Syncope

o F < Pancreatitis

ARARE W82 ofefe] & Xell 7]A gt
Additional details are provided in Table X, below:

Table X 23 &89 2% (Summary of Important Risks)
Mz 98 == MAE 989 WeEe ¥Hx ¥4 3o

New or updated risks are denoted with an asterisk

24 (Risk) H]ﬂ.}b}. A= o] 4 2% (Clinical data) % 2] (Actions)
(Non-clinical data)

2 Fdx Aot EFNAAN ztzt | o2 7z olvnFE mAlel =9t | Al 34 A1F (30Dl A=
Nephrotoxicity* | 20 mg, 60 mg/kg/de] | 723 FAMIS zte gigk-oln] | 1A, 1, 4, 12 183
A A=A e] | mEg Ao, A =40 o | 8FE TR dF
2 =3l = Aoz dyA ok A otEld, eGFR, &
Nephrotoxicity in rats | Drug Z is a para—aminoglycolate, | 4 ZHA, AWHZFAA}
and rabbits at doses | in drug class structurally similar | =Y EH& o}




28 (Risk)

Hdd 2ks

(Non-clinical data)

o] 4 2% (Clinical data)

% 2] (Actions)

of 20 and 60
mg/kg/d, respectively

to aminoglycosides.
Nephrotoxicity well known.

A 1 AR ALAEAA 100
mgel $#& Felge u Agol
Hd E7hsh wulns} paeof

o] sjutol A 100 mg &l F
e AT

Phase I. A 100 mg dose was
dropped from further
development because of increases
in creatinine and proteinuria in
normal volunteers.

A 24 50 mg, 25 mg, 10 mg ¥
oFrt 7.8%, 6.8%, 5.8% 1¥|il ¢
oFr 6.3%°1A Z7 7EA 9
1.258) ~ 1589l = olEld =7}
7F #FE

Phase II! Increases in creatinine
>1.25 but <15 times baseline
were observed in 7.8%, 6.8%,
and 58% of subjects in the 50,
25, and 10 mg treatment groups,
respectively, versus 6.3% in the
placebo group.

5 mg, 25 mg, 10 mg FF*
15%, 05%, 1.9% 18] okt
27%°N A Z+7F 719 1587}
Wi Fdoleld 77 #EEd
t}.

Increases in creatinine >1.5
times baseline were observed in
1.5%, 05%, and 1.9% of subjects
in the 50, 25 and 10 mg
treatment groups, respectively,
versus 2.7% in the placebo
group.

Adeted F7he €7 9 ok
Al AR dEE ez Helth
Eﬁ}iﬂﬁﬂﬂ:?h}mwtﬂ
A FhE 2R GgAEe 7]
A =] 7} H| A AMA o 7 LLg}:;EEﬂ
= <06 mg/dL) ol sk ¢
A e B stk

(82 % 181. & 1)

Increases in creatinine seem to
be associated with dehydration
and diuretic use. In addition, a

In Phase III trial (301),
serum creatinine, eGFR,
blood urea nitrogen,
and urinalysis
monitored at baseline,
Weeks 1, 4, 12, and 48.

dipstick & &3l 2+
T s Eeld
A 2UANZE w
AR7L AN,
24-hour urinary protein
excretion is determined
in subjects who
develop >2+ or
proteinuria by dipstick.
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Hdd 2ks

9 8 (Risk) . 24 A& (Clinical data) % 2] (Actions)
(Non-clinical data)
number of the subjects with
increases in creatinine of more
than 50% from baseline have
had wunusually low baseline
values (e, <06 mg/dL). The
clinical meaning of this is
unclear.
See Sections 8.2 and 18.1.
1573 A5 AR AFE | 1 I 2% elA o dH | I T 3 AT
Hepatotoxicity* | KR-102o14 FHt) & | 289 ALT, AST, QAR & A | (30DAE= 71A A, 1.
g (60 mg/kg/d) 8 | MRl X9 REUHY A | 4 12, 283 L8FE Y
kgl = 2ukg oA F | BRI EA BEE eS| 22 ALT, AST, <
A2 HAE vER | AAekE v A" dAeE | AREsEA, dEEnl
o} olHTh v &% | = AE & gk A7} EYE
S T3 HEo|AE | With  frequent monitoring of | Routine monitoring  in
k=549 577 el | ALT, AST, alkaline phosphatase, | ongoing Phase III study
A gkttt and bilirubin in the Phase I and | (301): ALT,  AST,
Rat study KR-102: 2 | II trials, no consistent pattern of | alkaline phosphatase,
of 8 rats in the | laboratory abnormalities emerged | and bilirubin monitored
highest dose group | suggestive of liver injury. at baseline, Weeks 1, 4,
(60 mg/kg/d) 12, and 48.
developed
centrilobular necrosis.
At lower doses, no
rats had evidence of
hepatotoxicity.
60 mg/kg/d °ol3te] &
e Fogk E7joA
= kAol YERA]
2 AT
No hepatotoxicity
seen In rabbits at
doses < 60 mg/kg/d.
A Al Z3d A7 Az A | AR EEIH oA FokadA | 3 A ZE A
Syncope* 0] Rdl(canine | 21719 Al Rurt ded | & AR @3 &
models)ell A k= Z+& | (21/632, 33%), kel 37 | AlE HEFAsA FE
XS] nitric  oxide | (14%)°] EiuE ot diF& 719H | & FYsta, 7I€H4d &
(NO) oJ&A a4 | A Ev nitratesHh 3 A9 | 7153 HASE dubs
Aot HE3 #Ho] QAT oW ZAE Frh o]y
Published studies: | 21 reports of syncope in drug | 3 IAE EIFAA
drug 7 is a nitric | Z-treated subjects to date in the | QA& AZA, At
oxide (NO)-dependent | development program (21/632, | 524, Ad3AIEA A5
vasodilator in canine | 3.3%), versus 3 (1.4%) in | o] MNAFICL
models. placebo. Most cases orthostatic, | In Phase III program,
and/or associated with | subjects advised
coadministration of nitrates or | against concurrent
vasodilators. administration of
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28 (Risk)

Hdd 2ks

(Non-clinical data)

o] 4 2% (Clinical data)

% 2] (Actions)

vasodilators; given
precautions regarding
orthostatic dizziness.
Protocol, informed
consent, and
Investigator's Brochure

revised to include this
risk.

A

Pancreatitis*

WA e
No findings.

g45E 2% 3 WY FA 3
do] didAEzZEE HFHl
& 3719 Fe Bavh isivh

210 K g

2 zskel A WAE Ay
ottt - 7k Zelel dia %
o flglo] B W W5 e

o] Qlth
3 cases of pancreatitis reported
from subjects in the completed
Phase II and ongoing Phase III
trials. Causal relationship with
drug Z not determined -
plausible alternative explanations

for each case.

3 AlE (30D 5EH
BgAEe BE 159
4FA elsfelAls) o}
detolA] HAME wh=Th
Subjects in the Phase
I trial (301) undergo
screening evaluations of
lipase and amylase,
with repeat evaluations
at Weeks 1 and 4.
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