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Basic Concept

‘I\/Ieasurable vs. Non-measurable

*sRefer to RECIST v1.1 section 3.1.1 and 3.1.2
-eBasically based on diameters and disease type

IMethod of assessment

««Preferred method: CT and MRI
«eRefer to RECIST v1.1 section 3.2.

Baseline documentation of target and non-target lesions

««Selected based on size, representativeness and reproducibility;
s|dentified by either investigator or independent committee at baseline.
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Basic Concept

- Response

Target Lesion Response criteria

«sBased on the sum of diameters of all target lesions identified at baseline
««Refer to section 4.3.1
*«CR — Disappearance of all target lesions (nodal lesion with SDIAM < 10 mm)

PR — At lease 30% decrease in sim of diameters of target lesions (reference: baseline sum
diameters)

*PD — At lease 20% increase in the sum of diameters of target lesions (reference: smallest sum on
study) and absolute increase = 5 mm;

*«SD — Neither PR nor PD

«sRefer to section 4.3.3
*CR — Same as above

*Non-CR/Non-PD - Persistence of one or more non-target lesion(s) and/or maintenance of tumor
marker level above the normal limits.

*«PD - Unequivocal progression of existing non-target lesions.

‘New Lesion

*sYes vs. No, refer to section 4.3.5
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Basic Concept
- Relevant CRF

#] Number T Leaion Number Tumor Lecation T Tumor Type | Imaging
2 [ [
Target Lesion Evalustion [TARSC1)
Evalustion methods, madiines used snd tachnical parameters shoukd be conuistent i the entre tudy period.
. | Sequence Number fread-cnly] [TARSEQ)
A il
2.°| Lesion Number [TARLES)
i, e [TRTRSPID |
3.°| Tumer Location [LOCCHP)
v | [Tusmer Locaten) may
Jinocy| (IR
ma
Oher, please soecfy location
Axo*
4.°| Tumer Deseription [TAzDES)
T R
5| T [TARTYPE]
v | [Tyee] [a:1] ) Primary
[A:2] [DMetasratic
[A:3) QLM Node
Sequence Number Please specify the Visit Date of Imaging Asseswment Method Lesion Size (Longest Diameter or Short Axis if target lesion is & Lymph Node Please specily the cyde number
6.
Imaging Entry [TARSC2)
6.1 |Sequence Number [resd-onfy) [TvisseqQ]
B |[Sequence Nmber] El
6.2" | Messe scecty the vise. [TARVIS]
i ., ) [
1A:2) ([Pest screening
T = s s
v |[Dse of imaging) | maa ] / [ e[ ]/ |nez [¥] cz0r4-2017)

6.4" | Assement Method
v | [Aasessment Methed)

[TIAsS)
a1 [DCT with contrase
s e wesane e (NN [TRCTRMETHOD |
a3 Qe
a4) Qm Scan
1a:5] ()(TIASOTH]
Oxher, plesse scecfy

.57 | Lesion Siae (Lengest Diameter or Short Axis If target lewion 15 & Lymph Node)
v |[Lesion Stze (Longest Diameter or Short Axis ¥ target lesion & & Lymph Node) |

Outcome
v |[Outcome)

[NTOUT)
A1) Qcmronu resporde (CR)
a2y anaunmm

memz'mu'j

IA:3) Qw of disease (PO)
IA:4] [INct apphcatie (Only for Saseine)
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Basic Concept
- Relevant CRF

—

(According to RECIST 1.1) (EOR) - Repeating Form [!;mr_&
dnm--‘n—i dhnmn‘.—im.’m al ]M subject continue the

[A:3] ()Progression of dsease (PO)
(A4 QM amasalie

| nt?| Please spedfy the cyde
| | I I |
of Di: ]
% Sequence Number [resd-only)
[Sequence Number)
2.°| Date of assessment [FORDAT] } .
v | [Dete of sasessenent) |Il|l'_r_llllll‘_:|/|lll_g_]mu-xx7]
3| Assemment of Target Lasion [FORTAR]
v | [Assessment of Target Lesion) [TAR1)
[A:1] [ Complete response (CR)
[A:2) (D Persal resporse (PR)
[4:3] ) Progression of dsesse (D)
[A:4] ()Stable Sisease (SO)
[a:sy Qm ameaslie
[TAR2] —
Sum of dameters of Target Lesions | yore. meek ¥ .
4.%| Assessment of Non-Terget Lesion [CORNTAR)
v | [Assessment of Non-Target Lesion] [A:1] D Complete response (CR)
A2y QM-QJM-!D
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£.*| Were there any new lesions cbserved? [CORNEW]

v | [Were there any new lesions clserved?] [a:1y Qvn
A:25 (iNe

£.°| Oversll response

v | [Oversl response]

[rorov]

[A:1y Qm response (OR)
A:2] ypersal resporse (PR)

[A:3] me of Disesse (FO)
[A:4] ) Stable Otsease (SD)




Key Points for Analysis
- Before Analysis
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Method for
scan

s Total number (< 5)
««Number per organ (< 2)
*«Number consistent

-/

*«Non-Nodal lesions (LDIAM): = 10 mm by
CT

*«Nodal lesions (SDIAM): 215 mm by CT

N

-/

*¢« Consistent with the diameter criteria

««Consistent per lesion through-out the
study

~




Total Number of target lesions

««Reduced from 10 to 5
«e< 2 per organ
«« Organ should be specified in protocol, different for each trial

[Diameters

*«Non-nodal lesions: Longest diameter =2 10 mm
e« Nodal lesions: Shortest diameter = 15 mm
~ +Criteria could be adjusted based on the slice thickness of CT

'Method

~ eePreferred method: CT scan and MR
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Key Points for Analysis

- Response date

SCAN DATE vs. .

e« TU and TR record the scan «« Determine the effective
date, while RS record the response date per
assessment date. components

s Scan date of different s Determine the overall
component can be different response date based on

the overall response and

«« Assessment date can be response c:ate per
the same as or after scan components.

date(s), but can before the
|latest lesion scan date.
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Confirmation of CR and PR

* For PD: earliest components date leading to PD

NEW NEW1.1 Unequivocal Progression 2016-04-16
- . on on-PD 2016-04-18
NON-TARGET NT2.2 Non-CR/Non-PD 2016-04-18
TARGET T11 307 2016-04-18
TARGET T22 30.7 2016-04-18
TARGET T11 16 20160712
TARGET T22 14 2016-07-12
N-TARGET NT11 Non-CR/Non-PD 2016-07-13

| TARGET T3.3 23 2016-07-13

» For response other than PD — latest component date

NON-TARGET NT1.1 Non-CR/Non-PD 2016-01-13
NON-TARGET NT2.2 Non-CR/Non-PD 2016-01-13
NON-TARGET NT3.3 Non-CR/Non-PD 2016-01-13
BGET T11 14 2016.01-13

| NON-TARGET NT4.4 Non-CR/Non-PD 2016-01-13
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New Lesions Observed
Non+target Response
QOverall Response
Target Response

New Lesions Observed
Non+4arget Response
Qverall Response
Target Response

New Lesions Observed
Non+arget Response
Qverall Response

I Target Response

Yes

on on-
Progression of Disease (PD)
Stable disease (SD)

No
Non-CR/Non-PD

2016-04-22
2016-04-22
2016-04-22
2016-04-22

20160713
20160713

2016-07-13
Proaression of disease (PD) |2016-07-13

No
Non-CR/Non-PD
Stable Disease (SD)
Stable disease (SD)

2016-01-19
2016-01-19
2016-01-19
2016-01-19



Endpoints

- Best Overall Response

‘ Definition

««Best response recorded from the start of the study
treatment until the end of treatment

««Consider subsequent therapy or not;
e Consider confirmation or not;
«\WVhether SD meet the minimum time from timeline

[ Confirmation

««Required for non-randomized trial with response of the
primary endpoints

*«Not required for randomized phase |l or phase Il trials or
studies with SD/PD of the primary endpoint.

««Only CR/PR is required for confirmation.
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Endpoints

- BOR and confirmation

 Rule in RECIST

Table 3 - Best overall response when confirmation of CR and PR required.

Overall response Overall response BEST overall response

First time point Subsequent time point

CR CR CR

CR PR SD, PD or PR®

CR SD SD provided minimum criteria for SD duration met, otherwise, PD
CR PD SD provided minimum criteria for SD duration met, otherwise, PD
CR NE SD provided minimum criteria for SD duration met, otherwise NE
PR CR PR

PR PR PR

PR SD SD

PR PD SD provided minimum criteria for SD duration met, otherwise, PD
PR NE SD provided minimum criteria for SD duration met, otherwise NE
NE NE NE

CR = complete response, PR = partial response, SD = stable disease, PD = progressive disease, and NE =inevaluable.

a If a CR1is truly met at first time point, then any disease seen at a subsequent time point, even disease meeting PR criteria relative to baseline,
makes the disease PD at that point (since disease must have reappeared after CR). Best response would depend on whether minimum duration
for SD was met. However, sometimes ‘CR’ may be claimed when subsequent scans suggest small lesions were likely still present and in fact the
patient had PR, not CR at the first time point. Under these circumstances, the original CR should be changed to PR and the best response is PR.

» To reduce bias may need central review.
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Endpoints

- PFS

* ADT should take into consideration of
» Missing tumor assessment
> New anti-cancer therapy
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Amendment
in RECIST
v1.1

e¢| esion number
««PD criteria

Basic

concepts in
RECIST v1.1

*Measurable vs. Non-measurable
e Target vs. Non-target
«eResponse criteria

Endpoints

««BOR (Confirmation)

+PFS
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