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RESPONSE EVALUATION

H




WHO Guidelines

» Site of the primary
» Measurability of the disease

. _ ) : Measured in two dimensions by
ruler or caliper with surface area determined by mu ltiplying the
longest diameter by the greatest perpendicular diam eter. E.g.
metastatic pulmonary nodules, lymph nodes, and subc utaneous
masses.

_ _ : : Tumor measurable (metric
system) in one dimension. eg. mediastinal adenopathy , malignant
hepatomegaly, or abdominal masses.

| : Evident on clinical examination
but not measurable. eg. Pelvic and abdominal masses _
lymphangitic or confluent multinodular lung metastase S, skin
metastases.

Chemical values and biologic markers should be measured during
therapy but are not used to evaluate response, unle  ss specifically
stipulated in individual protocols.




REPORTING OF RESPONSE

Objective response can be determined clinically, ra  diologically,
biochemically, or by surgico-pathologic restaging.

Measurable disease:

: _ - The disappearance of all known
disease , determined by two observations not less than four
weeks apart.

- 50% or more decrease in total tumor
load of the lesions that have been measured and mai ntained
for 4 weeks

+» 50% decrease in total tumor size cannot be establis hed.

% < 25% increase in the size of one or more measurabl e
lesions.

% 25% or more increase in the size of one or more mea  surable
lesions.

“* Appearance of new lesions
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WHO CRITERIA

STABLE DISEASE
-< 50% DECREASE
OR < 25%INCREASE

PROGRESSIVE DISEASE-
>25 % INCREASE LDI

COMPLETE REMISSION

PARTIAL RESPONSE >50% DECREASE




REPORTING OF RESPONSE "

e Non-measurable disease:

: - Complete disappearance of all
known disease for at least four weeks.

- Estimated decrease Iin tumor size of
50% or more for at least four weeks.

No significant change for at least four weeks.

Estimated decrease of less than 50%.
Lesions with estimated increase of less than 25%.

Progressive disease (PD) -
Appearance of any new lesions not previously identi
Estimated increase of 25% or more in existent lesio




REPORTING OF RESPONSE "

e Bone Metastases :

v Complete disappearance of all
lesions on x-ray or scan for at least four weeks.

v Partial decrease in size of lytic
lesions, recalcification of lytic lesions, or decreased
density of blastic lesions for at least four weeks.

v Because of the slow response of bone
lesions, the designation of no change should not be
applied until at least

v Increase in size of existent
lesions or appearance of new lesions.

v Occurrence of bone compression or fracture and its
healing should not be used as the sole indicator fo
evaluation of therapy.




DRAW BACK OF WHO CRITERIA

1. Minimum lesion size and number of lesions
not reflected.

2. Newer technologies [CT & MRI] have added
concept of three-dimensional measurement.

Implementation issues with RECIST
Minimum number of lesions
RECIST in randomized trials
Imaging with CT ,MRI and PE
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RECIST Working Group 1995 -99°"

Consensus approach
Reviewed different guidelines/criteria in use

Changes If possible supported by
data/literature

First draft new criteria in 1997

Consultation: ICH approach:
— US - Canada - Europe - Japan
— Industry - Regulatory - Research Groups

International Workshop to discuss/resolve
Issues October 1998

Presentation: ASCO 1999, Publication 2000




SPECIAL ARTICLE

New Guidelines to Evaluate the Response to Treatment

in Solid Tumors

Patrick Therasse, Susan G. Arbuck, Elizabeth A. Eisenhauer, Jantien Wanders,
Richard S. Kaplan, Larry Rubinstein, Jaap Verweij, Martine Van Glabbeke, Allan
T. van Qosterom, Michaele C. Christian, Steve G. Gwyther

Joumal of the National Cancer Institute, ¥aol. 92, No. 3, February




RECIST CRITERIA .. METHODS OF
MEASUREMENT

CLINICAL EXAMINATION : For superficial lesions.
CHEST X-RAY :

»  Fullinspiration with PA view

»  Constant film to tube distance.

»  Clearly defined lesions with surrounding aerated lu ng.
C.T SCAN :-STANDARD

» The to avoid “partial volume” effects.
» The

» Intravenous &/ oral contrast agents should also be given,
»  The same windows should be used on subsequent exami nations to measure any lesion.

MRI:- NOT CONSISTENT,NOT IN THORAX

ULTRASOUND (US) :- not be used to measure tumor lesi ons.

»  ( possible alternative to clinical measurements of superficial palpable lymph nodes, subcutaneous lesi ons and thyroid
nodules..)

ENDOSCOPY AND LAPAROSCOPY :- not yet been fully and widely validated.
TUMOR MARKERS :- alone cannot be used to assess response.

( If markers are initially above the upper normal | imit, they must normalize for a patient to be
considered in complete clinical response when all | esions have disappeared.)

CYTOLOGY AND HISTOLOGY can be used to differentiate between PR and CR inr  are cases (e.g., after
treatment to differentiate between residual benign lesions and residual malignant lesions in tumor
types such as germ cell tumors).




TIME POINT FOR EVALUATION

- Baseline / Screening:

within 21 days prior to treatment
* Follow-Up:

every 6 weeks (* 3 days)

* End of Treatment/ early discontinuation:

After 4 weeks (discontinuation due to PD, or early
discontinuation)

All baseline evaluations should be
performed as closely as possible, never
more than 4 weeks before the

beginning of treatment,IDEALY 3
WKS




PROCEDURE

* Briefly review all scans/imaging
provided for the subject’s visit \

« Determine the overall disease burden of
the subject

Are there "good” target lesions to
select?

Is the disease burden restricted to
specific areas of anatomy?

Are there many non-targets?

Are there lesions to be evaluated in a
lung window?

Are there any bone lesions?

* Begin selecting/categorizing target
lesions and non-targets

» Consider lymph node rules




RECIST : Response Evaluation

>

e Baseline documentation of * TARGET” AND “NON
TARGET” LESIONS :

v Measurable lesionsuptoa MAXIMUM OF TWO LESIONS
PER ORGAN,5 LESIONS IN TOTAL , representative of all
Involved organs

v" A sum of the longest diameter for all target lesions will be
calculated and reported as the baseline  SUM LONGEST
DIAMETER(SLD).

v All other lesions / sites should be identified as non target
lesions and recorded. Measurements of these lesions are
not required.




RECIST Ciriteria .. Measurability
» Measurable Lesions :

* Lesions that can be accurately measured in at least
one dimension In at least one site.

>20 mm with X-RAY
>10 mm with spiral CT scan ( LONGEST DIAMETER)
LYMPH NODE> 15 MM (SHORT AXIS)

CLINICALEXAMINATION:- 10MM

» Nonmeasurable Lesions :
— All other lesions

— Smaller lesions [longest diameter <20 mm with
conventional techniques or <10 mm with spiral CT
scan]




TYPE OF LESION

Lesions

N

Measurable

Non-measurable

N

Measurable
lesions
not selected
as target

Target

to be recorded on the CRF

T~

Non-target
to be recorded on the CRF

20




EXAMPLE: 5 LESIONS

Site Baseline
(mm)

Lung 20
Node 30
22
Liver 40
30

SLD

SLD:- SUM LONGEST DIAMETER = 14.2CM.
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LYMPH NODE

Assessment of Lymph Nodes:
* Normal: short axis <10mm
* Non measurable = non-target: short axis >10mm - <15mm

* Measurable (possible target): short axis 215 mm

Target nodes measured in the SHORT axis
(perpendicular to longest diameter)

More reproducible and predictive of malignancy
Short axes of target nodes to be added to the SOD




What HAS changed

Select lesions
that can be
accurately
measured
throughout all
follow-up scans
Y

: r
L e e "_;
N\ -

Jaseline selection of target lesions:

Unidimensional measurements Tumor burden basea on the
used fo assess target lesions UM Of lameters of arget esions

* Choose the slice where the target lesion is largest

* Always measure the longest diameter of the target lesion All lesions up to a maximum of five lesions total and

a maximum of two lesions per organ representative

* Target nodes measured in the SHORT axis of all involved organs should be identified as target

* 2 SOD (no longer SLD) lesions

* Liver lesions by CT should be
preferably measured on
portal venous phase images
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DO NOT MEASURE LESIONS
ACROSS NORMAL, NON-
TUMOR TISSUE

Correct

MEASURE WHERE THE TARGET
LESION IS LARGEST, EVEN WHEN
THE SLICE AND ORIENTATION ARE
DIFFERENT COMPARED TO
BASELINE




IV CONTRAST

IV contrast should be consistently administered

« If no IV contrast, lesion assessments may not be possible
or may be inaccurate

« Enter a comment on Image Transmittal Form (ITF) noting
contraindications to IV contrast

No IV Contrast i . IV Contrast

» Include the hypervascular “enhancing
the longest diameter measurement

rim”, if present, in




CT THORAX LUNG WINDOW

SETTING

* Use the same Baseline Window
Level at all follow up visits.
Tumors cannot be measured
accurately if window levels are
not kept consistent.

Prefer soft tissue windows for
peripheral or central nodules

Prefer lung windows for
lesions surrounded by lung




FOLLOW UP

Choose the slice where the

target lesion is largest, even
if it is different from
baseline

The longest diameter of the
lesion should be measured

even if the actual axis is
different from baseline




Splitting Lesions Perc

- If a target lesion separates, each lesion should be
measured separately and contribute to the SOD

= The child lesion(s) shall be labeled separately to the
“parent” lesion (e.g., #3 = #3 + #3a +#3b)

= The individual longest diameters of all the resulting
lesions shall contribute to the SOD

Splitting

3a

2b

:: Example of Splitting lesions percepilve

e — - =
i °




» If lesions become confluent, calculate and record the
longest diameter of the resulting mass

& ?
Merging
5. \4 > :

The individual longest diameters of all the resulting lesions
shall contribute to the sum of diameters (SOD)




NON TARGET LESION

Non-Measurable Lesions

* Lesions too small to qualify as targets (<10mm)

* Lymph nodes smaller than measurable size (short axis 10 to <15mm )

* All other lesions including:
* Leptomeningeal disease
* Ascites
Pleural or pericardial effusions
Inflammatory breast disease
Lymphangitis cutis, -pulmonis
Abdominal masses

Abdominal organomegaly




_ _ Blastic, sclerotic bone
Pleural effusion, ascites lesion is non-measurable

are non-measurable

Lytic bone lesion with soft
tissue mass is measurable




RECIST : Response Evaluation
Response Criteria

. Evaluation of

Measurement of the longest diameter only for all
target lesions.

COMPLETE RESPONSE : Disappearance of all target
lesions.

PARTIAL RESPONSE : Atleast a 30% decrease In
the sum of the longest diameter of target lesions

. Neither sufficient shrinkage to
gualify for PR nor sufficient increase to qualify f or
PD.

PROGRESSIVE DISEASE : At least a 20% increase in
longest diameter of target lesions. (ref. smallest sum
longest diameter)
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RECIST 1.1

STABLE DISEASE
-<30% DECREASE
OR <20%INCREASE IN LD

PROGRESSIVE DISEASE-
>20 % INCREASE LD

COMPLETE REMISSION

PARTIAL RESPONSE-30%/MORE DECREASE




Tumor Response Evaluatlon
»Evaluation of .

« COMPLETE RESPONSE
Disappearance of all non target lesions.
Normalization of tumor marker level.

Persistence of one or more lesion (S).

Elevated tumor marker level above the normal
limits.

Appearance of one or more new lesions.

Unequivocal progression of existing non target
lesions.




NEW LESION

Lesions that appear after BL = new lesion.

Irrespective of size, in the same organ or different organ, which was
not imaged at BL = new lesion.

Lesions that re-appear after CR assessment are considered new =

In the setting of PR or SD, if a lesion disappears and reappears at a
subsequent time point it should continue to be measured. Response
will depend upon the status of other lesions. The lesion should simply
be added into the sum.

Lymph nodes that were normal size at prior time point and grow or
regrow are considered new lesions (==10mm)

e SmmMm1ir absolute!

Finding of a new lesion should be unequivocal:

i.e. not attributable to differences in scanning technique,
change in imaging modality or findings thought to represent
something other than a tumor. This is particularly important
when patient was SD, PR or CR.

When in doubt, subsequent timepoint should be evaluated
Baseline Visit 2 Visit 3 Visit 4 Visit 5

Lesion
. . ABSENT .

.
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Tumor Response Evaluation

> Evaluation of best overall response depends on
TARGET LESION+NON TARGET LESION+NEW LESION

Non- Target Dverall response

CR CR

SD PR
PR

SD
PD
PD
PD
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Tumor Response Evaluation

e Changes in tumor measurements must be confirmed
by repeat assessments ( ) after
first response.

. . Measurements must have met the
criteria at least once after study entry at a minim  um
Interval (not less than 6—8 wks).




Best
fesponse

WHO change i sum of
progucts

Response : WHO Vs RECIST

RECIST change 1 sums
longest diameters

CR

PR

5D

PD

Disappearance; confirmed at
4 whs?

(0% decrease; confirmed at
4 whst

Neither PR nor PD critena
met

25% ncrease: no CR. PR or

SD documented before
mereased disease

Disappearance; confirmed at
4 '\‘.'kfﬁ

30% dectease; confirmed at
4 wkst

Netther PR nor PD cnitena
met

20% wmerease; no CR. PR ot
5D documented before
increased disease




Example: 5 Lesions

Lesion

Baseline
(mm)

Week 8
(mm)

Week 16
(mm)

Week 24
(mm)

20

17

15

30

30

14

13

20

22

15

17

25

40

26

25

40

30

24

22

30

96

92

Response




RECIST Criteria .. Dlsadvantages

RECIST makes total volume of
disease.

RECIST bone and mediastinal

Number of target lesions may not account for the
full burden of disease

The

Its difficult to distinguish peritumoral fibrosis
from tumour spread at times.




Overview: RECIST vs.

RECIST 1.1

RECIST

RECIST 1.1

Measurable Disease at BLL

Fequired, MITLS

When required then MTLS, Pats. with non-measurable
disease only are allowed

Minimmum Target Lesion Size

=10 mm {Spiral CT)
=20 mm {Conventional
CT. MRI)

=10 mm {CT + MRI)
=15 rmm Lymph nodes
=20 mm Chest =-FRay

MNo. of measurable Lesions, 1-10 1-5
PEr organ = 2
. - Linj-Cvirnensional
SaCLPSTTS A .
Hnj-Dimensional Lyrmph nodes = short zocis
20 %4 incresse in SLC 20 B incressse in SO0
P

from Madir

+ miin. Smm inoresse from Nadir

Confirmation of CR.and PR

After at least 28 days

Onby required, if responseis primary endpointand not
randomized

Mon Measurable Assessment

Uneguivocal progression

.. substantial worsening,
.. turnor burden has increased sufficienthy

Ly mph node Measurem ents

Mons

Specific instructions
=15mm, 10-14mm, < 10mm

PET

Mot svailable

May be considered to support CT:
for PO and confirmation of CR




DEFINING ROI IN PET
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COMPLETE METABOLIC RESPONSE

v Complete metabolic response (CMR) complete
resolution of [18F)-FDG uptake within the measurable
target lesion so that it 1 less than mean liver activity and
indistinguishable from surrounding background blood pool
levels .

AZSHDK LAME  Agal TTWE - Prlan : GEH h. I

o -.I-f- risoe el thez L, | Cullsck Exfs -‘-I Ao Huakhs L, -. ul
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LT T T B3y

SUAE B TSir ASHIE JANE dda! FET WH WP-DEs - =000 - Pa B HTE L
v B Add s Sealihcats, Cuttack  Eab T EE :.-_..~;. 2] Arld A Heakhs nlc ol
B TN OEA T r LI

W f
—mu AV A Seia b = d..

R aEs a1 Akl
=0 A2 e M = Bl




Partial Response

130% SUL peak
« EORTC: 15-25%
* 10-20% variability of SUV
* Lower thresholds, medically relevant
» 25% of a low number not much change

10.8 SUL units
* 0.9 and 0.5 SUV units previously proposed*

Waber of ol J Nucd Meg 904017

Bhe o WS e e
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Stable Metabolic Disease

« Stable metabolic disease (SMD) Not
CMR, PMR nor PMD. Note, the SUL peak
in metabolic target lesion should be

recorded as well as (ideally) time from start
of most recent therapy in weeks (i.e. SMD -
15,7). No new lesions

Baseline Post 2 cycles

’ .. . . ;
£ b P
¢ 2
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Progressive metabolic disease

, v >30% increase in FDG SUL peak, with >).§ SUL unit
,-I_"_ N . increase in fumor SUV peak from the baseline scan in
s _| . : p?;tem typical of tumor and not of infection/treatment
. f ' ettect,

\ [ 5
.Y

=y

—

rrant thresh 4%

TET: AAETHN A=T 77 Bh=ill, W=7 74




Deauville Criteria (5-point score)

Score Residuals in Interim-PET/CT

No Uptake over background .
‘negative |

Uptake = Mediastinum

Uptake > Mediastinum but =< Liver

Uptake moderately > Liver positive

Uptake strongly > Liver

L
73]
-
o
Q.
74
Q
B

No uptake FDG < MBP FDG >MBP < liver FDG > liver FDG >> liver
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LUGANO CRITERIA PET- CT BASED
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MRD

MRD NEGATIVITY MAY BE AN IMPORTANT CRITERION TO EVA LUATE TREATMENT
EFFICACY IN HEMATOLOGIC TUMORS

« IT HAS BEEN SHOWN TO CORRELATE WITH SURVIVAL IN MUL TIPLE CLINICAL STUDIES.

Progression free and Overall survival
by MRD post-induction (Median Follow-up 5.5yr)

Progression-free survival Overall Survival




« ABSENCE OF RESIDUAL INVASIVE AND IN

SITU CANCER ON HEMATOXYLIN AND EOSIN

EVALUAT
TISSUE S
REGIONA

ON OF THE COM
PECIMEN AND AL

L LYMPH NODES

PLETE RESECTED
_ SAMPLED

FOLLOWING

COMPLETION OF NEOADJUVANT SYSTEMIC
THERAPY.




Immune -related response criteria
(IrRC)

. The irRC utilize an important concept: the overall tumor burden.

THE OVERALL TUMOR BURDEN EMBRACES THE COMBINED SIZE OF
INDEX LESIONS PRESENT AT BASELINE PLUS ANY NEW TUMO RS
DETECTED AFTER TREATMENT BEGINS %HOOS 2010). UNDER

RECIST, THESE NEW TUMORS WOULD BE REGARDED AS DISEA SE

PROGRESSION—INDICATING TREATMENT FAILURE—BUT
INSTEAD

OF CONSIDERING THEM AS NOTIFICATION THAT THE DISEAS E HAS
WORSENED (HOOS 2012).

THE IRRC TYPICALLY INCLUDE 4 DIFFERENT KINDS OF RES PONSE:

IMMUNE-RELATED COMPLETE RESPONSE (IRCR);
— IMMUNE-RELATED PARTIAL RESPONSE (IRPR);
— IMMUNE-RELATED STABLE DISEASE (IRSD);
IMMUNE-RELATED PROGRESSIVE DISEASE (IRPD) (HOOS 201 0)




ONCOLOGY END POINTS

* OVER ALLSURVIVAL
HEALTH RELATED QUALITY OF LIFE

PROGRESSION FREE SURVIVL
TIME TO TUMOR PROGRESSION
DISEASE FREE SURVIVAL

« OBJECTIVE RESPONSE RATE

e DURATION OF RESPONSE

* TIME TO TREATMENT FAILURE




OBJECTIVE RESPONSE RATE (ORR)

Best Overall response rate™

98 96

wm cr  DLBCL - ABSTRACT 811: Randomized phase 2 study of
1 CR/PR RCHOP + Bortezomib in Untreated Non-Germinal Center type
DLBCL: PYRAMID TRIAL teonars, koibate, Reeves, Tupue, Fin, Lokevske, Robles, Fiower

Collins, DiBella, Papish, Venugopal Horodner, Tabalabai, Hajdenberg, Mulfigan, Neuwirth, Suryanaranyan,
Esselling, de Vos

Percent of patients

R-CHOP (n=886) VR-CHOP (n=90)

- 53<, (R-CHOP) and 59% (VR-CHOP) of patients had a
negative FDG-PET resultt at the end-of-treatment visit
"Response-avaluable population [(confirmed non-GCB DLBCL, measursabda disease and at least ona post-basaline

response assassmaent); response assessmants based on the 2007 Bevised Response Criteria for Malignani
mohama i o = S oo a0

Nyeatioals




OVERALL SURVIVAL (OS)




PROGRESSION-FREE SURVIVAL
PES

i o
Events g’:ricr“:lr R L P value Events Median HR (95% CI) P value
survival s ;Jrogressi'onl‘
ree surviva
(monthe) (months)
- E‘l?,lzt';ﬁléryﬁn?)lgherapy dec  AsE R.741(0.60-0.91)0.0046 — Trastuzumab 226 6.7 0.71 (0.59-0.85) 0.0002
plus chemotherapy

RS LT - —— Chemotherapy alone 235 55

ToGA trial.

Survival probability

-
adia 13.8 .0 . : - : . - : . : : z z : .
T = T T T T T B 16 18 20 22 24 26 28 30 30 34
10 12 14 16 18 20 22 24 26 28 30 32 34 36 Time (months)




TIME TO PROGRESSION (TJP)

Time to Progression: ITT Population

Lapatinmils +
Capecitakbine Capecitobine
Mo, of patient= TEO 151
Progres=sad or died® 45 (2595 B9 45950
tedian TTER, «wwk S5.9 =
Hazard ratio (9525 1D O.51 (035, 0.74)
P alue Clog-rank, 1-=sidech) O.O0o-i &

=

=

=
|

U of patients freefram progression®

a0
Time [wesk=s]

F Censors < patents vuho died duse o cau=ses other than bre a=st cancer




TIME TO TR URE=(FTF)




Time to treatment failure with first-line afatinib Versus
gefitinib in patients with EGFR mutation-positive
advanced NSCLC from the randomized phase Ilb LUX-

Afatinib Gefitinib
(n =93) (n =93)

Median (months) < 12.9

HR (95% CI) 73 (0.54—-0.99)

Estimated probability of being
free of treatment failure

p-value 0.0441

— Afatinib
— Gefitinib

0.0 T T
o] 3

Number of patients:
Afatinib 93 87

Gefitinib o3 86

ing

Afatinib Gefitinib
(n =67) (n = 66)

Median (months)

HR (25% CI)

p-value

— Afatinib
— Gefitinib

Estimated probability of be
free of treatment failure

0.0 T T T
o 3 18 21
TTF (months)

Number of patients:
Afatinib &7 a1l > & g5 36 £ 2 17

Gefitinib 66 58




EVENT-FREE SURVI (EFS)

T

igure 3: Event-free survival by International Prognostic Index (IPI

Low and low-intermediate risk High-intermediate and high risk

1.0 — 1.0 —

0.8 — 0.8 —
v
¢ ¢
v 0.6 E 0.6 —
€ -
¢ ]
L] >
e v
2 H
£ 04 £ 0.4~
3 H
2 e
= [ 4 A 4

bl ¥ L4
s Maintenance rituximab (n = 34)* w— Maintenance rituximab (n = 9)!
Log-rank p = 0.04 e No maintenance rituximab (n = 19)' Log.rank p = 0.02 m— No maintenance rituximab (n = 18)"
0.0
I ] I | | ] | | [ | | |

I
2 3 4 5 6 7 0 1 2 3 4 5 6 7
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DURATION OF RESPONSE (DOR)







TAKE HOME MESSAGE

WHO,RECIST,PERCIST, DEAUVILLES RESPONSE CRITERIA
MRD,PCR,IMMUNE-RELATED RESPONSE CRITERIA (irRC),

« RECIST:-

— CT preffered over X-Ray chest .

— Measurable tumor lesions must be accurately measure d at least one
dimension with a minimum size of

10mm by CT Scan where slice thickness 5mm

10 mm caliper measurement

20mm by chest x-ray

>/ 15 mm lymphnodes in short axis as target lesions.

When more than one measurable lesions present at ba  seline,all lesions up
to maximum 5 lesions total and maxm.2 lesion per o rgan to be identified




* TAKE HOME MESSAGE

Target lesions should be based on longest diameter  ,Lymph nodes
measured based on short axis diameter,Lumph node >15 mm :-
pathological

CR;-COMPLETE DISSSAPEARANCE,PR:- ATLEAST 30%, STABLE
DISEASE <30% DECREASE OR <20%INCREASE IN LD
,PROGRESSION:-PROGRESSIVE DISEASE->20 % INCREASE LD

PERSIST:- METABOLIC RESPONSE BASED ON SUL

CR:-COMPLETE RESPOSE,PR:-AT LEAST 30% OR 0.8% DECRE ASE
OF SUL,STABLE DISEASE,PROGRESSIVE:-30% INCREASE OR .8% OF
SUL INCREASE .

DEAUVILLES RESPONSE CRITERIA :- IN LYMPHOMA ON
COMPARISION OF SWITH MEDIASTINUM/LIVER.D 1,2,3 ARE
NEGATIVE,45 ARE POSITIVE

HEMATOLOGICAL MALIGNANCIES:- MRD
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END POINTS

ORR:- PROPORTION OF PATIENTS WITH REDUCTION IN TUMOR
BURDEN OF A PREDEFINED AMOUNT

OVERALL SURVIVAL :-TIME FROM RANDOMIZATION UNTIL DEATH
FROM ANY CAUSE

PROGRESSION FREE SURVIVAL:-PFS :-TIME FROM RANDOMIZATION
UNTIL DISEASE PROGRESSION OR DEATH

TIME TO TUMOR PROGRESSION :- TIME FROM RANDOMIZATION
UNTIL OBJECTIVE TUMOR PROGRESSION; DOES NOT INCLUDE DEATHS

DURATION OF RESPONSE:TIME FROM DOCUMENTATION OF TUMOR
RESPONSE TO DISEASE PROGRESSION

EVENT FREE SURVIVAL: TIME FROM RANDOMIZATION* TO DISEASE
PROGRESSION, DEATH, OR DISCONTINUATION OF TREATMENT FOR
ANY REASON -

TIME TO TREATMENT FAILURE :- TIME FROM RANDOMIZATION TO
DISCONTINUATION OF TREATMENT FOR ANY REASON, INCLUD ING
DISEASE PROGRESSION, TREATMENT TOXICITY, AND DEATH







