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Background

Tumor regression correlates with overall survival in Ph 3
studies. jcoz200s:101346-54.

1981: WHO tumor response criteria
Sum products of bidimensional lesion

-+ Vague language led to ‘modification” and confusion in
interpretation of results which could alter conclusions

2000: RECIST

+  Minimum size of lesion, how many to follow, unidimensional

2009: RECIST 1.1

Clarified several issues encountered with RECIST
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Outline

"Measurable Disease”
Baseline Measurements

- Target Lesions
- Non-Target Lesions

Determining response
- Target Lesions

- Non-Target Lesions

- New Lesions

iRECIST
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“Measurable Disease”

» |If lesion is not a node: Longest diameter must be 210 mm
( A is the longest diameter/B is short axis) B

 Example (A)12mm x(B) 8 mm
* Measurable per protocol- YES
* Example (A)9mm x(B)5mm

* Measurable per protocol- NO

» Iflesion is a node: Short Axis must be 2 15 mm

(C is longest diameter/D is short axis) D
 Example (C) 20mmx (D)16mm

* Measurable per protocol- YES @
 Example (C)11mx(D)10 mm

* Measurable per protocol- No
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Imaging Modalities Accepted

CT (With contrast preferred but not
mandatory)

- MRI
Cahpel‘S (thSICal exam) i""“

=

The same mode of measurément should
be used throughout the study

- E.g., If baseline CT without contrast,
subsequent CT should be without contrast
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Selection of Target Lesions

+ Image all areas with known disease
Maximum of 5 lesions total

Max 2 lesions per organ/system

Largest, most reproducible lesions
Lymph nodes & Wz |
+ Short axis 2 15mm 5

e If>10mm but < 15mm should be considered non-
target lesion

Not previously radiated*

- No bone metastases*
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Largest lesion

Fig. 3 - Largest lesion may not be most reproducible: most reproducible should be selected as target. In this example, the
primary gastric lesion (circled at baseline and at follow-up in the top two images) may be able to be measured with thin
section volumetric CT with the same degree of gastric distention at baseline and follow-up. However, this is potentially
challenging to reproduce in a multicentre trial and if attempted should be done with careful imaging input and analysis. The
most reproducible lesion is a lymph node (circled at baseline and at follow-up in the bottom two images).
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Non-Target Lesions (Baseline)

- Lymph nodes as above
« Measurements NOT RECORDED

» Can record multiple non-target lesions
involving the same organ as a single item
on case record form

+ “Multiple enlarged pelvic lymph nodes” or
“Multiple liver metastases”

» Previously radiated lesions*
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Common Pitfalls

- Target lesions assigned
at BASELINE only

- Non-target lesions NEVER get measured,
even if they become “measurable” (e.g.,
lymph node growing to > 15mm)

- Ensure target lesions were not previously
radiated
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Outline

"Measurable Disease”
Baseline Measurements

- Target Lesions
- Non-Target Lesions

Determining response
- Target Lesions

- Non-Target Lesions

- New Lesions

iRECIST
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CR

PR
> 30% decrease

3cm

PD

> 20% 1ncrease
SR et ECLL Jul 20307



Response Criteria

4.3. Response criteria Progressive Disease (PD): At least a 20% increase in the sum
of diameters of target lesions, taking as reference
the smallest sum on study (this includes the baseline
sum if that is the smallest on study). In addition to

the relative increase of 20%, the sum must also dem-
43.1. Evaluation of target lesions

_ _ onstrate ariabsalute increase of at least 5 mml (Note:
Complete Response (CR): Disappearance of all target lesions. the appearance of One of More new Iesions is also

Any pathological lymph nodes (whether target or considered progression).

hon-target) must have reduction in short axis to Stable Disease (SD): Meither sufficient shrinkage to qualify for

_ <1} mm, ) PR nor sufficient increase to qualify for FD, taking as
Partial Response (PR): At least a 30% decrease in the sum of . .
: . _ reference the smallest sum diameters while on study.
diameters of target lesions, taking as reference the

baseline sum diameters.

This section provides the definitions of the criteria used to
determine objective tumour response for target lesions.
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Assessment of Lymph Nodes

- If <10mm this qualifies as CR Rl

« Record measurement even if shrinks to
< 10mm

- Measurement important to not overstate
progression if nodes increase
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‘too small to measure’

~ o
.-

[ .
S

- Record actual measurements of target==>— > ,%
Wy

é z . \ NG oy -
VY AN S XSl

lesions even if very small (e.g. 2mm)

- If radiologist feels the lesion has disappeared,
measurement should be recorded as 0

2,5
X _\_*
- Radiologist may mark as *-" or 0

- If lesion is present but cannot measure, default
value of 5Smm assigned

- Radiologist will mark as ‘+
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Non-target lesions

J

+ Overall level of substantial worsening in non-
target disease

» “Unequivocal Progression

« A modest ‘increase’ in the size of one or more
lesions usually not sufficient

- Often requires discussion between radiologist
and clinician. May take into account clinical
status of patient (increase in pain etc)
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Fig. 6 - Example of unequivocal progression in non-target lesion (nodes).
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Non-target lesions

Complete Response (CR): Disappearance of all non-target le-
sions and normalisation of tumour marker level. All
lymph nodes must be non-pathological in size
(<10 mm short axis).

Mon-CR/Mon-PD: Persistence of one or more non-target le-
sion(s) and/or maintenance of tumour marker level
above the normal limits.

Frogressive Disease (FD): Uneguivocal progression (see colmn-
ments below) of existing non-target lesions. (Note:
the appearance of one or more new lesions is also
considered progression).
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New Lesions

- Should not be due to differences in:

» Scanning technique
- Different imaging modality (CT vs MRI vs PET)

+ Lesion identified on follow-up in a location NOT
scanned at baseline WILL be considered new
and is disease progression

- E.g. brain mets discovered on study

- No specific criteria for definition of new lesion
(no size cutoff) but must be unequivocal
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Outline

"Measurable Disease”
Baseline Measurements

- Target Lesions
- Non-Target Lesions

Determining response
- Target Lesions

- Non-Target Lesions

- New Lesions
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Timeline of radiographic criteria

Criteria

1981 WHO Cancer
2000 RECIST Eur J Cancer
2009 RECIST 1.1 JNCI

2009 irRC Clin Cancer Res
2013 irRECIST Clin Cancer Res

2017 IRECIST Lancet Oncology

ImRECIST J Clin Oncol
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Comparing RECIST to iIRECIST

RECIST 1.1

iRECIST

Measurep‘nent Unidimensional Unidimensional
modality
Baseline lesion size >10mm >10mm
iUPD; not
Appearance of new PD incorporated into
lesions sum; may turn i
iCP
CR Disappearance of all | Disappearance of all
lesions lesions
> 30% decrease from| > 30% decrease from
PR
baseline baseline
sD Neither CR nor PD is | Neither CR nor PD is
met met
PD > 20% increase; > 20% increase,;

minimum of 5mm

minimum of 5mm

Confirmation of PD

Not applicable

Yes; 4-8 weeks

Presented By Sanjay Goel at 2018 ASCO Annual Meeting




IUPD: The key new phenomenon in iRECIST

Continue

(can have multiple iUPD)

\

No change

iUPD: immune Unconfirmed Progressive Disease
: immune Stable Disease
: immune Partial Response
: immune Complete Response
. immune Confirmed Progressive Disease

presentep 4 2018 ASCO ki PRESENTED BY: Sahjay Goel, MD, MS 12
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Key features of iRECIST

« If iUPD, and clinically stable, continue therapy
* Clinically stable includes

Stable performance status
No increase in disease related symptoms
No increase in need for managing symptoms

* New lesions are not added to sum of baseline

* Once iCPD, is date of PD
T T T T
iUPD iISD iCPD
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Case #3
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