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“Flare effect” in immunotherapy
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Tumor lesions may become heavily infiltrated by
immune and inflammatory cells

Tumor
Immunotherapy

Cancer cell (u®

Lymphocyte @
Macrophage Q

CCR Translations Y. G
Ribas A et al. Clin Cancer Res 2009;15:7116-7118
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Early pseudoprogression observed with

pembrolizumab
\ irRC RECIST v1.1
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7 of 192 patients (3.6%) showed 225% increase of tumor burden at week 12 that was not
confirmed as irRC PD at the next assessment
Hodi et al, ASCO 2014, abstract 3006 ¥, A
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‘ ORIGINAL ARTICLE ‘

Nivolumab and Ipilimumab versus
Ipilimumab in Untreated Melanoma

Michael A. Postow, M.D., Jason Chesney, M.D., Ph.D., Anna C. Pavlick, D.O., (N Engl J Med 372;21, 2015)

Primary endpoint
o BRAF V600 wild-typel=xt9 &334 (RECIST v1.1)

N 3
BErEHAE

o Treatment was continued as long as clinical benefit
was observed or unacceptable side effects occurred.
Clinical benefiti AR5 TULNAE FABEEH(TTKLL
o Patients who had investigator-assessed disease
progression could be treated beyond progression...
MREMEELHEL-ELTHEERITGERHELTELL
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‘ ORIGINAL ARTICLE ‘

Pembrolizumab versus Ipilimumab

: KEYNOTE-006
in Advanced Melanoma

(N Engl J Med 372:26, 2015)
Caroline Robert, M.D., Ph.D., Jacob Schachter, M.D., Georgina V. Long, M.D., Ph.D.,

Primary endpoint
o PFS(progression/ZRECIST v1.1[C &A1 E)

H /0

Secondary&LTRECIST v1.1TOREMENE (FRHITE) . iIrRCICKDHERN
& ez FIE) ZINE

yi=g; oL el a2

o After initial evidence of radiologic progression, patients
whose condition was clinically stable could continue to
receive study treatment until imaging that was

performed approximately 4 weeks later confirmed
progression.

AEZER RIS E LI L TLERARMICEEL TUONIER[E4:8E O EGF
TE R R T/REMBL THU
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ORIGINAL ARTICLE

2.4.2 Radiological Tumor Assessment

The Inmmme Related Response Criteria (irRC) will be used for assessment of nunor

response for the purposes of managing patients on protocol treatment and decision

making for discontinuation of smdy therapy due to disease progression. These disease

L] Yy assessments will be performed by the mvestigator with site radiology reading. One

P m b r 1 m b r I 1 m m b exception is that for baseline nunor assessments, at least one measurable lesion according
e O 1Z u a Ve S u S pl 1 u a to RECIST 1.1 criteria must be present on a bi-dimensional s study (CT or MRI)

at baseline. A measurable lesion is defined as measur st 10 mun in longest

diameter or twice the slice thickness whichever is greater: the exception being that I\'m]JI)

-
nodes must measure 15 mm in short axis for lymph nodes, Copies of mmor images will
be collected for independent central ey iew using RECIST 1.1, Refer to Section 2.8.1,

Efficacy M for addin 1 infi ion regarding radiological assessments.

The wRC and RECIST 1.1 response assessments are specifically described in the IIOM
For the purposes of the efficacy endpoints of the smdy. response assessment based on

Car@“ne Rober[] M. D'.‘ Ph D'.‘ Jacob Scha(_jh[e r M. D‘.' Georg]na V. Long! M. D'.1 Ph D‘.1 RECIST L1 by indej ieu{lem central review will be applied as the primary measure
assessment of the etfi

and TRC by investigators will be evaluated as a secondary
v endpoints.
P N L Wy 4
O—JLIZRY 5T
4= RN O P
slete the scheduled Week 18 scan).

- ] , N ‘) 79 If imaging shows PD, it 1s at the discretion of the investigator to keep a patient on study

D I r R ‘ i L \ treatment or 1o stop study reatment until inaging is repeated approximately 4 weeks later

m order to confirm PD, as described in the wRC recommendations. IT there is an increase

m tmor burden ar week 12, according to wRC guidelmes. the baseline sum of
perpendicular diameters is to be reset to week]2. for subsequent assessment of response

If imaging shows a complete response (CR) or partial response (PR), tunor ima
should be repeated at least 4 weeks later to confinm response, per RECIST 1.1 and iRC

L reconumendations. Patients will then renu 10 regular scheduled nnaging every 6 weeks,
L starting with the next scheduled imaging time point. Patients who olbtain a confinnation
S , \ scan do not need to undergo scheduled imaging assessment 2 weeks later (e.z. If a patient

obtains a scan at Week 16 to confinn a Week 12 response, they will not also be required

1o comn

I ‘ w l-.-l i 1t all of the following conditions are met (see HOM for further details): 1) The nme point
EI I E ﬁ x E ﬁ V is within the first regularly scheduled time point (+/-7 days); The rme point has the
7N - E ine; 3) The time pont has no index lesions that have an
assessment of NE and patients remain on treatment, [75] Patients that are deemed
r— Jolrlr /,-l_ clinically unstable or who have biopsy proven new metastatic lesions are not required to
\ QH ) - have repeat nmaging for confirmation. This decision will be based on clinical judgment
D I r CO n I r I I I a I O n 1 \J of a patient’s overall clinical condition, including performance status, clinical symptoms,
and laboratory data. At a mmimum. patients must meet the follov criteria for
continued treatment on study after disease progression is idennf at 4 nunor
LT OB A RARPLET AL b

a 7zZ7z N

~— - m /n P ES = Absence of symptoms and signs (mcleding worsening of laboratory values)

mdicating disease progression

@ E 1E @ 1 7‘ El] i % u é Fﬁ * No decline in ECOG performance stans
EDEIL &t ] Bia @ 7N é‘(d _ _ . .
*  Absence of rapid progression of disease or of progressive mumor at critical
L anatomical sites (e.g.. cord compression) requiring urgent altermative medical
intervention.
If repeat umaging shows an objective response or stable disease relative (o baseline, or

E C O G P S :#‘ '\ reset baseline if applicable treatment with MK-3475 will continue resume and the next
mmaging stdies will be conducted every 6 wi
70N ¥

as previously scheduled. If repeat
confimns PD, patients will be discontinued from study therapy.

é - ~ = é N WJ- In patients who discontime study therapy early without documented disease progressio
s J | E every effort should be made to continue monitoring their disease status by radiologic
00N E 'Ll\ imaging following the guidelines described in Section 3.2.5.21 (Duration of Follow-up).
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(Nakamura, JJCO 2012)
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Short summary

REFRETHRHPDRICHENRONDZENH S (

flare effect)

flare effectzZEL THREZHGELTEXILVDA ., IR
HIERRE IS LLE AT REME 2 EfRL CTRECISTZ > RE
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FEMAERBRIC BV TADMEII EEMHEE 2 POl S5, ZOMITicl VT, AR P REee
A7 HIE % Kaplan-Meierik (2 L > THEE L, £77, BRI LogrankBES UV BILD 2 & S —HRE T
b5,
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‘ Delayed effect?
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Short summary
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Take home messages
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