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Case#1, M/55
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Case#1, M/55

« Craniotomy ¢ tumor removal

Adenocarcinoma

EGFR/ALK/ROS1/BRAF : WT
SP263 90%

« Postoperative SRS (24 Gr/3 fxs)

« Systemic chemotherapy : refused

« 2020 Jun



Case#1, M/55

« 2020 Sep
* SRS on new mets, 22Gy/1fx

« 2020 Dec
* SRS on new mets, 22Gy/1fx
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« 2021 Apr
« SRS 24Gy/3fxs

« 2021 Oct
« Palliative RT
30Gy/10fxs




Case#1, M/55

2021 Apr
SRS 24Gy/3fxs

2021 Oct
Palliative RT
30Gy/10fxs

Surgery - refused



Case#1, M/55

. 2022 May

« Headache, Seizure

« Craniotomy and tumor removal

« Adenocarcinoma

« EGFR/ALK/ROS1/BRAF : WT
« SP263 10%




Case#1, M/55

1. Clinically significant biomarkers

(1) Mutation
TP53 p.Gly266Arg c.796G>C 72.01% COSM11205 Ii

NF1 p.Glu1436Ter c.4306G>T 29.46% I

(2) Amplification
MAPK1 22q11.21(22123473-22162093) x6.70312 Il

(3) Fusion : None

2. Biomarkers of unknown significance

(1) Mutation
NF1 Splicing site ¢c.6642+1G>T 30.55 %

(2) Amplification
RIT1 1q22(155870154-155880332) x6.375
PXDNL 8qg11.22q11.23(52233342-52721900) x7.125

(3) Fusion : None

3. Tumor Mutational Burden (Mutations/Mb):13.27

4. MSI Score:4.39(MSS)
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Pembrolizumab
Pemetrexed
Carboplatin

(4th cycle)

. 2022 May

« Craniotomy and tumor removal

2022 Sep




Case#1, M/55

Pembrolizumab
Pemetrexed
Carboplatin

(4th cycle)

Watch and wait

2022 Mar S . 2022 Sep

Watch and wait

2025 Jan
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Annals of oncology 2019;30:385-396



Pseudoprogression
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Details

New Lesion

RECIST 1.1

iRECIST

New target lesions and new non-
target lesions

TP1

TP2

Overall Response
After PD

PD after PD

Consider pseudoprogression

Confirmation of
PD

iUPD and iCPD

Date of
Progression

The first date of PD

If iCPD is confirmed, the first date of

iUPD that is confirmed a progression
date. Also, in case, iCPD can't be
determined and iUPD date is used as
progression date, need to gather
reasons.
(See page 9 for details)
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Reset iUPD =
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ICPD is always determined at the next assessment after iUPD. If tumor shrinkage occurs
following iUPD (iSD, iPR, or iCR is determined), then iUPD is reset so that iUPD needs to
occur again.

If ICPD criteria is not met, compare > 20% and > 5 mm increase
with BL. Not a comparison with iUPD.

compared to nadir
Target lesion

sum of diameters
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Pseudoprogression

Best overall responses RECIST 1.1
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Eur Radiol 2025;35:2084-2093
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Table 2: Subgroup Analysis and Meta-Regression

Univariable Meta-Regres- ~ Multivariable Meta-Regres-

sion sion
Pooled Incidence of
Parameter Pseudoprogression (%) Odds Ratio PValue Odds Ratio P Value
Definition of pseudoprogression
Progressive disase followed by SD or PR or CR on 8.0 (5.9, 10.0) Reference Reference
irRC
Progressive disease followed by PR or CR on 5.2 (4.1, 6.3) 0.97 (0.94, 1.00) .07 0.97 (0.94, 1.00) .10
RECIST 1.1
Progressive disease followed by SD or PR or CR 0n6.6 (4.2, 9.0) 0.98 (0.95,1.01) .28 1.00 (0.95,1.04) .96
RECIST 1.1
Progressive disease followed by SD or PR or CR on4.5 (2.0, 7.0) 0.96 (0.92, 1.00) .08 0.98 (0.93,1.02) .32
RECIST 1.0
Tumor type
Genitourinary 7.0 (5.2, 8.8) Reference Reference
Melanoma 6.4 (4.6, 8.3) 0.99 (0.96, 1.01) .57 0.98 (0.96, 1.01) .32
[NSCLC 5.0 (3.4, 6.7) | 0.98 (0.95, 1.00) .16 0.96 (0.93, 1.00) .07
Squamous cell carcinoma 2.2 (0.2, 6.5) 0.95 (0.90, 1.00) .08 0.96 (0.91, 1.01) .15
Type of ICIs
ELAAL 2.7 (5.8, 3.5) I Reference Reference
PD-1 5.6 (4.0, 6.0) 0.96 (0.91,1.00) .10 0.97 (0.92, 1.02) .31
PD-L1 6.8 (4.0, 9.6) 0.97 (0.91,1.03) .31 0.98 (0.92,1.05) .61

Radiology 2020;297:87-96
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Pseudoprogression during Chemo-I10
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Fig. 1 Serial computed tomography axial images. a Baseline, b after 2 cycles of chemotherapy 4+ immune checkpoint inhibitor (ICl), ¢ after 4 cycles
of chemotherapy + ICl and d 4 cycles of maintenance ICl. Circled regions denote right-sided thoracic tumors

« 65/M, Never smoker

« Sarcomatoid NSCLC, PD-L1 80%, NGS — METex14 skipping

J Med Case Rep

° st H ® 1 - - i
1st line : pembrolizumab-pemetrexed-carboplatin 2022:25:289
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Pseudoprogression
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Pseudoprogression

The biopsy of pseudoprogression-related lesions may present edema,necrosis and
immune cell infiltration. Serological biomarkers such as ct-DNA, IL-8, and MMP2
have great potential to differentiate pseudoprogression from true tumor progression.

Crit Rev Oncol Hematol 2022;167:103531
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Nodal immune flare | Pseudoprogression

Hypperprogression
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Eur J Radiol 2023;161:110732



Nodal immune flare
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Case#2, M/67

2019.12

M/67

Adenocarcinoma, cT2bN3M1c m/T1
Heavy smoker

EGFR/ALK (-/-), PD-L1 SP263 40%




Case#2, M/67

Pemetrexed/cisplatin

2020.5 PR

Atezolizumab

2022.7 CR 2023.12 CR
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Pemetrexed/cisplatin >

Atezolizumab

2020.2 TUR-BT 2020.6 TUR-BT  2020.9 TUR-BT  2020.12 TUR-BT 2021.3 TUR-BT
Non-invasive papillary Tumor x 3 Tumor x 10 Tumor x 5 Tumor x 3
urothelial carcinoma,

low grade

2021.6 TUR-BT  2021.10 TUR-BT 2022.5 TUR-BT
Tumor x 1 Tumor x 1 Tumor X 5



Case#2, M/67

Chemo-holiday

2024.12 CR

2022.8 2022.11 2023.8 2025.1
Cystoscopy (-) Cystoscopy (-) Cystoscopy (-) Cystoscopy (-)
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