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treatment

Jeong Uk Lim' | Hye Seon Kang’ | Ah. Young Shin® | Chang Dong Yeo® |
Sung Kyoung Kim® | Jin Woo Kim® | Seung Joon Kim”* | Sang Haak Lee*

Clinical Oncology 33 (2021) 619626

Contents lists available at ScienceDirect

Clinical Oncology

journal homepage: www.clinicaloncologyonline.net

Overview

Overcoming Osimertinib Resistance in Advanced Non-small Cell Lung R
Cancer S

J.U. Lim

Division of Pulmonary, Allergy and Critical Care Medicine, Department of Internal Medicine, Yeouido St. Mary’s Hospital,
College of Medicine, The Cathelic University of Korea, Seoul, Republic of Korea

chedcor
Review Article Sheskle

Current literature review on the tumor immune micro-environment,
its heterogeneity and future perspectives in treatment of advanced
non-small cell lung cancer

Jeong Uk Lim'*, Eunyoung Lee™’, Sang-Yun Lee*, Hyeong Jun Cho™’, Dong Hyuck Ahn’?,
Yongki Hwang’, Joon Young Choi’, Chang Dong Yeo®, Chan Kwon Park’, Seung Joon Kim™

« Keeping updates of new
anticancer drugs and treatment

strategies in lung cancer

« Want to know more about novel

targeted therapies



Immune related adverse events

Journal of &
Clinical Medicine ml\D\Py

Article

Predictive Role of Prior Radiotherapy and . . . .
Immunotherapy-Related Adverse Effects in Advanced NSCLC ° F req ue nt ly encou nte 1 rA ES N Cl INICa |

Patients Receiving Anti-PD-1/L1 Therapy

.
Jeong Uk Lim ¥(2, Soo Han Kim %%, Hye Seon Kang 3, Sung Kyoung Kim #, Ju Sang Kim >, Jin Woo Kim ¢, S ett I n g S
Seung Joon Kim "800, Chang Dong Yeo **{ and Chang Min Choi 10

« Most of them self-limiting, but

Immune checkpoint inhibitor-related interstitial lung disease in

patients with advanced non-small cell lung cancer: systematic SterOId reSISta nt cases cou ld be fatal

review of characteristics, incidence, risk factors, and management

Seoyu Ki,Jeong Uk Lo « Lung cancer patients have underlying

[edicine,
Seminars in Oncology 49 (2022) 141-147

Contents lists available at ScienceDirect

lung diseases, more prone to

="Oncology

Seminars in Oncology

L]
journal homepage: www.elsevier.com/locate/seminoncol = p u | I I I O n a ry I rl \ E S °

Immune checkpoint inhibitors in patients with chronic kidney disease: n
Assessing their ability to cause acute kidney injury and informing their | %=
proper use

Ji Won Min', Jeong Uk Lim?

! Division of Nephrology, Department of Internal Medicine, Bucheon St. Mary's Hospital, College of Medicine, The Catholic University of Korea, Seoul, South Korea

2 Division of Pulmonary, Critical Care and Allergy, Department of Internal Medicine, Yeouido St. Mary's Hospital, College of Medicine, The Cathelic University of Korea,
Seoul, Republic of Korea



Oligometastases

-OjH™oz L7 F=X

» Stage IVEl=

. CHeHA

e
o

0 =7

SABR and IC1 for polymetastatic
@ (NSCLC the o
e o rad 5 prats &1
12 mar

v
¥
v
P a
e T 4
frawmes wrerndy Hospal, Singapars  Cor .
BT ooy aEmE———
R

| R

Y progressing
OF persistent sites
. ) * Pros;
ks potentlally Improving OS & PFS > Cgaer toxicities
* Cons: * Cons:
> Higher toxicities » Missing optimum RT timing
> Lack of evidence

* Indication
* Indication » Progression after EGFR TKis o ALK
> Younger age, good PS inhibitors
> Brain & adrenal gland metastasis

» Candidates for immune check point
> Limited metastatic SCC orno EGFR&ALK blockades with PD-Lt negative

mutation

ALC2023

'Sease by gqyro

De-noyg °"9°'"°tasusas

Genuine Oligometastagy G
" Gentine ligometsstai

. Rekmd Olgometastaic s e

treatments

m Frogression

* Disease progression aftar systemic

S/nchmnou‘; & Metachrongy, wathin §
MONths or 6 months aftey diagnosiy

* Cigomeasiagy sy Uy,

+ Disese progression under actee

therapy-free interval systemic therapy

+ New growing, of regrowng lesiosn
+ New or regrowing lesions growing of reg:

3 Lancet Oncol 20
ALC 202




Oligometastases

Ldng Cancer

Articles Publish About Contact

REVIEW ARTICLE | VOLUME 22, ISSUE 5, E786-E792, SEPTEMBER 2021 [ aleE Rt

Management of Oligometastasis and Oligoprogression in Patients
with Epidermal Growth Factor Receptor Mutation-Positive NSCLC in
the Era of Third-Generation Tyrosine Kinase Inhibitors

Jeong Uk Lim &

Published: March 16, 2021 = DOI: https://doi.org/10.1016/j.clic.2021.03.004

LIm. Clinical Lung Cancer
2021



J BONE ONCOL 42 (2023) 100496

Contents lists available at ScienceDirect

Journal of Bone Oncology

e

ELSEVIER journal homepage: www.elsevier.com/locate/ibo

Journal of
Bone Oncology

QO ~DQ-20
g
1

Initial image assessment for synchronous bone
metastaticlesions using PET/CT, MRI, etc

¥

Metastaticlesions equal or less than 5 sites

Review Article
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GRAPFPHICAL ABSTRACT

Pre-emptive Consolidative
Before the initiation of After the initial response to
systemic chemotherapy systemic chemotherapy

1%t line systemic treatment

Consolidative

Advantages * Early reduction of overall disease burden « Initial systemic chemotherapy may provide

o : comprehensive disease control
* Increase responsivity to systemic treatment

S Eralletiatior o r s mptoms palo il Possibility of decreasing radiation fields after

Eaneladiane the initial systemic chemotherapy response
* Canobserve initial disease course

DIEEGUETIERGEN < Radiation field may be large * Symptoms related to bone metastaticlesions

* Risk of unnecessary toxicities in patients canilastiongey

with poor performance and multiple * Cancer cells may earn time for treatment resi

comorbidities stance
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Check for
updates

*Initial assessment of the lesions

-disease burden

-weightbearing bones?

-risk for skeletal-related events
-symptomatic? (pain etc.)

-osteolytic vs osteogenic

-concurrent metastatic lesions of other organs

*Undergo multi-disciplinary board discussion for
assessment of

-possible treatment-related toxicity

-expected response of initial systemic treatment
-other non-bone lesions requiring upfront LAT
-patients’ underlying diseases that may interfere
with LAT (e.g. osteoporosis)

*Undergo LAT to bone oligometastatic lesions if:
-expected clinical benefit outweighs potential
treatment-related toxicity

-synergistic effect is expected from combination
of LAT and systemic treatment

-rapid alleviation of symptoms associated with
the lesions is necessary

-concurrent neurologic symptoms are present
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Observation time (months)

Association between clinical outcomes and local treatment b .
" TNo L
in stage IV non-small cell lung cancer patients with single vt
extrathoracic metastasis i N T consres
S
Jeong Uk Lim' | Hye Seon Kang® | Ah Young Shin® | Chang Dong Yeo® | % ]
Chan Kwon Park' | Sang Haak Lee' | Seung Joon Kim™® | Korean Association for Lung é
Cancer, Korea Central Cancer Registry § o
TABLE 1 Clinical characteristics of patients Concurrent jlntratlhoracic 218 (27.7) ° ‘ LL
Dationts metastatic lesions 5 \\ S ‘
MPE 123 (15.6) \“"*k
Number 787 Contralateral lung 89 (11.3) ﬂ\h‘w—\,\_‘
Age 68.1 £118 Pleural nodule 50 (6.4) o 'T‘ 0.001 : : '
Sex (female) 202 (25.7) Malignant pericardial effusion 20 (2.5) 2 2 10 »é
BMI 223 4 34 Mib, extrathoracic site Observation time (months)
Ever smokers 505 (65.1) Bone 330 (41.9) G i
0S (months) (median, 95% CI) 8.8 (7.7-9.9) Brain 214 (27.2) fﬁ;{wwc -
Pathology Adrenal 76 (9.7) —*E':“La;hz::':fz
Squamous 183 (23.3) Liver 74 (9.4) 057 : E}Z%;:;T{fmmw
Adenocarcinoma 425 (54.0) Extrathoracic LN 67 (8.5) =
Large cell 8(1.0) Other sites 30 (3.8) .E os]
NSCLC NOS 68 (8.6) Initial treatment ;
Other 103 (13.1) Chemotherapy 292 (39.8) "_—3 -
ECOG Best supportive care 201 (27.4) 5 .
0-1 449 (79.6) Radiotherapy 93 (12.7)
2 or more 115 (20.4) CCRT 91 (12.4) 0.2+
EGFR mutation 171/532 (32.1) Surgery 26 (3.5)
T stage (T1/T2/T3/T4) 76 (11.9)/189 (29.7)/155 (24.3)/217 (34.1) Unknown 30 (4.1) o] o, oot
N stage (NO/N1/N2/N3) 126 (16.7)/56 (7.4)/218 (29.0)/353 (46.9) LT performed 301 (38.2) T - o i e
(Concurrent lnfrathoracic 218 (27.7) LT objectives (1 — 301) Observation time (months)
MPE 123 (15.6) Curative 32 (10.6)
Contralateral lung 89 (11.3) Noncorative 269 (89.4)
Pleural nodule 50 (6.4) LT modality Thorac Cancer.2022,'1 3:1349-1360.
Malignant pericardial effusion 20 (2.5) Metastasectomy 17.(22)

RT 297 (37.7)




1305P Importance of the resected lung tumor specimen in patients with locally advanced and metastatic non-small cell lung cancer undergoing prior targeted therapy

eon Uk Lim 1, Ji won Min 2, Chang Dong Yeo 3, Young Jo Sa 1, Hyo Rim Kim 1, Chan Kwon Park 1, Tae-Jung Kim 1, Seung Joon Kim 4

' N 4 Y ' N
Background Results Results- Comparison of post-resection overall
In patients with driver mutations, such as EGFR (epidermal growth Parameters Number (%) :a ram:f:rs i Number (%) A 1591 of 40 patients were evaluated. All survival and progression-free survival
factor receptor) and ALK (anaplastic lymphoma kinase) mutations, L2 (L A N g_ ; AR patients were diagnosed with Postresection overall survival
targeted therapies are performed for unresectable, advanced, and Sex (female) o) m‘"mh_ ; e adenocarcinoma. Of these, 90% showed a P p— Prspersive
metastatic non-small cell lung cancer (NSCLC). For patients who Median Age (range) 615 (40-82) Osimertinib ) positive EGFR mutation at diagnosis, L H rECos0
show downstaging of lung cancer following targeted therapy, salvage Pathologic type , Ad i 40 (100) HiLD ) while 10% exhibited ALK translocation. os] eoel
surgery can be considered. Re.f‘.ection of regrmfving pulmonary masses Driver mutations i::"'_: z (::) No postoperative mortalities were £ oo
can .also l.)e performed to acquire a tumor specimen. Howeve.r, the ) EGERIREHER 36 90) - at’i“.b : (2 5) observed, and there was only one case é 05 Zcensored
clinical significance of this approach remains unclear. The aim of this — 22(51.1) rigatni @5 (2.5%) of postoperative complication, i
study is to evaluate the clinical value of the pathologic findings of — 12 3230 Dacomitinib 125 which was atrial fibrillation rapid H
resected lung tumor samples in patients who have undergone prior — ’ Lazertinib 125 ventricular tachycardia
o S i : LES
EGFR and ALK tyrosine kinase inhibitor (TKI) treatment. e B2 Median duration, prior TKI treatment (month) 180 (26-65.6) . . L
ALK translocation 4(10) At the time of resection, a subjective
= Clinical stage at in Gl assessment of tumor burden indicated that 00 P=0028
PD-L1 at diagnosis, SP 263 (n=27) swaell 925 ‘ . : - T T r \ T T
% 12 G0y = : it remained unchanged in 7 patients U0 0 s
. L S Lo Time (days)
Materials & Methods — - Stage IV NS (17.5%), showed significant regression in "
H Change in stage (TKI initiation to resection) 12 patients (30_0%)’ and increased in 21 Progression-free survival after resection
Fatient selection 10-4%% 2129 Doun-staged 202 patients (52.5%). Based on TNM 8t 1 TG mutncn
. . . . . . . T— s {Detected
The deidentified data of NSCLC patients admitted to seven university 5‘_]‘.59% : ) 90ES S LT 344650 staging, 7.5% were down-staged, 85.0% 1ot deected
hospitals affiliated with the Catholic University of Korea were hi D EEEEsD V= 260 remained unchanged, and 5.0% were o8] - Coneored
obtained from the Clinical Data Warehouse (CDW) database. A total Stage |-l 305 P upstaged. z ot Jotected-
; . . . 3 0o - -
of 369 patients who underwent lobectomy and targeted therapies Stage Ill 12 300) 0 E The median duration of TKI treatment g0
1n(.:lud1r}g'geﬁuml.3,‘erlotmlb', H..fatll'l'lb, (.1a'con11t|n1b., Ia;_rel.‘umb, Stage IV 25 (62.5) 1 RO prior to resection was 18.0 months.. H o o
osimertinib, alectinib, lorlatinib, brigatinib, and erizotinib were Smoking history (Ever smoker) 12 (30.0) 2 2 E
screened for study eligibility. Among these patients, 40 individuals
who were previously unresectable, had undergone targeted therapies Results- Comparison between groups stratified by objectives of surgery °7
and later received surgical resection of a lung tumor were evaluated ) . )
. . . Parameters Salvage Progressing P-value Pathologic parameters Salvage surgery Progressing P-value . ~
for the study. Salvage surgery was defined as surgical intervention surgery lung lesion from resected samples lung  lesion When comparing t.he two groups, there o] . . : .
based on standard-operation of NSCLC for advanced patients who — 8 ;*ﬂiﬂn Lympho-vascular invasian — — was a significant difference in PD-L1 0 500 1000 1500 2000
e . . . . umber - H Time (days)
1n1t1all)j' had “(;‘ surgical mdl'CatlDfl'tl, but Iaterdsl'{]oweq tumor burden None 6353 5 250) F;proegséi’;j gom the rilslected samples After resection, there was a significant difference in overall survival
i i T T =(), . Vi R .
regressing without progression after targeted therapies. ?ur:tlantof pr:;r TKI 103 (26-521) 19.1(59-68) 0059 f— . 250 P=0 lowever, there were no between groups stratified by preoperative ECOG scores (P=0.026).
reAtment.imonths) = significant differences in lympho- h . e . .
. Change in stage (TKI i 0.160 T 3076 0 . . . L Of the 36 patients with a positive EGFR mutation, those with a
2258 NSCLC patients who nitiation to resection) vascular invasion, tumor differentiation X s . .
used EGFR Tkl and ALK TKI o - ST ol0) Both 6(353) 8 (400) N . detected T790M mutation exhibited better progression-free survival
s A e A ountag Hen ? : : levels, or the proportion of viable compared to those without the mutation (P=0.022)
affiliated to Catholic Medical U .
Center Unchanged 14 (778) 19 (95.0) PD-L1 5P263 ] tumor cells between the groups. P
Upstaged 1(56) 1(50) 0% 11(733) 1(83) Conclusions
Surgery type <0.001 1-9% 00 8 (€67) cxm e o . ..
Total of 369 patients who 329 Patients who underwent Lobectomy 15 (83.3) 4 (19.0) 10-49% 1(67) 1(83) Curative New or B Lung surgery following targeted therapies is safe and can be used to
ived both | fore initiation of Resecti increasi f i i
received both ung surgery surgery b;.::;::;':?;m Subrlobectomy 306 17 @ T 300 2067 section g e predict the prognosis of patients with initially unresectable NSCLC.
luated e
_— assesoment uhie on Differentiation level, re 0674  Viable tumor cell (n=25) 0250
::r:g‘::eedd therapy were s\eﬂ.d'e:?n sample - — <20% 20182) 00
T — — — 20-49% 2(182) 3(214) Contact information
fotal of 40 patient who . y _—
e e o Poor 7 (438) 9 (429) 50-100% = R E-mail address (Jeong Uk Lim): cracovian@catholic.ac.kr
therapy were evaluated T790M mutation 3/16 (18.8) 8/19 (42.1) 0138
\ J \ J \ J




Characteristics of Driver Mutation Positive Oligometastatic
Non-Small Cell Lung Cancer Patients Concurrently Treated with Tyro-
sine Kinase Inhibitor and definitive radiotherapy e oL

il .2 -
Kyuhwan Kim’, Jeong Uk Lim Ij
Division of Pulmonary and Critical Care Medicine, Department of Internal Medicine, Seoul St. Mary’s Hospital, College of —

Medicine, The Catholic University of Korea, Seoul, Republic of Korea (a) 10
?Division of Pulmonary and Critical Care Medicine, Department of Internal Medicine, Yeouido St. Mary's Hospital, College of UW\(OP\EP“ 1L al oo
Medicine, The Catholic University of Korea, Seoul 150-713, Republic of Korea 08 -I_L 9 ¥« Polmetitutic dreme
Clinical features Timing of RT (<3months) Timing of RT (>3 months)  P-value ] L
Patients, n (%) 42 (44.2%) 53 (55.8%) E 08 -‘ L
Age at which TKI started (years) 64.69.02 65.34x11.9 0.730 ﬁ ]
Sex, n (%) 0.139 ry hr
Male 18 (42.9%) 15(28.3%) -g) o
Female 24 (57.1%) 3B (T1L.7%) a T
TKI treatment duration, (months) 23.02+16.70 30.40+18.16 0.023 02 i L
TKL n (%) 0.268 4 +
EGFR
Afatinib 17 (40.5%) 20 (37.7%) 00 P<0.001
Erlotinib T(16.7%) 3(5.7%)
Gefitinib 6 (14.3%) 15(28.3%) ¢ » . 0
Dacomitinib 3(7.1%) 1(1.9%) Months
Osimertinib 4 (9.5%) 7(13.2%) |
Lazertinib 0(0%) 1(1.9%) (8) o] _"“LL
ALK Il Induced OMD
Alectinib 3(7.1%) 2(3.8%) L ) ~—4— ' Genuine OMD
Crizotinib 2 (4.8%) 1(1.9%) o8 ]
Brigatinib 0(0%) 2(3.8%) g t L
Lorlatinib 0(0%) 1(1.9%) B, os | 1 ‘—LL
Oligometastasis classification, n (%) = 0.001 § o —— '—,H
Induced oligoprogression 1 {2.4%) 20(37.7%) 5 § ' -
Induced oligopersistence 0 (0% 9 (17.0%) §2 0al T
Repeat oligoprogression 1 (2.4%) 15(28.3%) 8 E
Repeat oligorecurrence 2 (4.8%) 0(0%%) E I - -
Repeat oligopersistence 0 (0% T(13.2%) é 02|
Metachronous oligorecurrence 21 (50%) 1(1.9%%) + _X
Metachronous oligoprogression 1 (2.4%) 0 (0%0)
Synchronous oligometastasis 16 (38.1%) 1(1.9%0) 00| P=0.008
Tt oo o 20 40 60
Months

Kim & Lim, KALC 2023






RESEARCH ARTICLE

Chronic Obstructive Pulmonary Disease-
Related Non-Small-Cell Lung Cancer Exhibits
a Low Prevalence of EGFR and ALK Driver

Mutations

Jeong Uk Lim'®, Chang Dong Yeo'®, Chin Kook Rhee', Yong Hyun Kim', Chan
Kwon Park', Ju Sang Kim', Jin Woo Kim'*, Sang Haak Lee', Seung Joon Kim', Hyoung
Kyu Yoon', Tae-Jung Kim?, Kyo Young Lee?

p=0.001 EGFR (+)
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2%
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Non-COPD B COPD

p=0308 KRAS (+) p=0.017 ALK (+)
14% |
12%
10%
8%
6%
4%
m
0%

Non-COPD C COPD Non-COPD

Table 2. Multivariate analysis of patient characteristics associated with EGFR and ALK mutation statuses.

EGFR ALK
Odds Ratio 95% CI p-value Odds Ratio 95% ClI p-value
COPD 0.197 0.065-0.600 0.004 0.487 0.254-0.931 0.029
Age 0.992 0.959-1.025 0.616 1.005 0.981-1.030 0.678
Male 4217 1.478-12.030 0.007 0.453 0.236-0.868 0.017
Smoking 1.188 0.470-3.004 0.716 0.468 0.234-0.937 0.032
Adenocarcinoma 3.113 0.686-14.117 0.141 3.662 1.062-12.624 0.040

PLOS ONE | DOI:10.1371/journal.pone.0142306 November 10, 2015
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1.0 —~Non-COPD
3 ORIGINAL RESEARCH - COPD
Overall survival of driver mutation-negative 05
non-small cell lung cancer patients with COPD E
2
under chemotherapy compared to non-COPD 3 061
. @
non-small cell lung cancer patients 2
= 04
This article was published in the following Dove Press journal: E
International Journal of COPD =1
o
0.2 4
Jeong Uk Lim Obijectives: Focusing on the advanced non-small cell lung cancer (NSCLC) patients without
Chan g Dong Yeo driver mutations can elucidate the clinical impact of COPD on treatment outcomes. The present
Chin Kook Rhee stut_iy evaluated ﬂ_lt effects of_COPD on the overall survinil of_driver mutation-negative NSCLC 0.0 - Log-rank test, P=0.U33
Yong Hyun Kim patients undergoing conventional chemotherapy as the first-line treatment.

I I I T I

Chan Kwon Park
Ju Sang Kim
Jin Woo Kim

Patients and methods: Medical records of stage IIIB and IV NSCLC patients from
January 2008 to December 2015 from six university hospitals were reviewed.

Results: The total study population consisted of 197 patients; 92 (46.7%) were COPD patients

0 20

40

60 80

Observation time (months)

. and 105 (53.3%) were non-COPD patients. The median survival in the non-COPD group was
Seung Joon Kim

Hyoung Kyu Yoon
Sang Haak Lee

11.5 months, compared to 9.2 months in the COPD group. Univariate analysis showed that old

age (=70 years), high Eastern Cooperative Oncology Group status score (2—-3), squamous cell

* Question: COPDRF0]| 12
= =
NSCLCO| BFE a8 S8
patients, COPD was also a prognostic factor in multivariate analysis (HR, 1.479; p=0.039).

Conclusion: COPD had a negative impact on overall survival in the stage IV NSCLC and (@) 7 I. L E D:I _CID_ E E = 77 ?
smoker NSCLC patients who underwent conventional chemotherapy. = 2K - — -1 = .

Keywords: non-small cell lung cancer, chronic obstructive pulmonary disease, smoker, overall

histology, and COPD were risk factors for mortality. The presence of COPD was a significant
Division of Pulmonology and
Critical Care Medicine, Department
of Internal Medicine, College of
Medicine, The Catholic University of
Korea, Seoul, Republic of Korea

prognostic factor in univariate analysis (hazard ratio [HR], 1.402; p=0.037), but not in multivariate
analysis (HR, 1.275; p=0.144). Subgroup analysis of 143 smokers showed that COPD was a

significant prognostic factor on multivariate analysis (HR, 1.726; p=0.006). In 154 stage IV

survival

International Journal of COPD 2018:13 2139-2146
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Table 2 Risk factors for nonsmoker COPD among NSCLC patients (univariate and multivariate analysis)

International Journal of Chronic Obstructive Pulmonary Disease Dove
Univariate Multiple
@ ORIGINAL RESEARCH Characteristics OR 95% ClI P OR 95% ClI P
. . . . . Male/Female 3.791 1.856-5.727 <0.001 3202 1.756-5.839 <0.001

Comparison of clinical characteristics and overall Age (€5/565) 22 | isaiasis | ooo 2255 12064217 | ool

. - . . ECOG (0-1/22) 2.469 1.258-4.848 0.009 1.767 0.850-3.671 0.127
S u rVIvaI betwee n S p I ro m etrl Ca I Iy d I a-gn OS ed EGFR mutation (negative/positive) 0.452 0.253-0.805 0.007 0516 0.278-0.955 0.035
chronic obstructive pulmonary disease (COPD) RN (SO D S s ﬁ ﬁ Z
and non_COPD never—smOking Stage I_IV Stage (I-1MAJNB-IV) 1.573 0.902-2.742 o110 - - -

Abbreviations: BMI, body mass index; Cl, confidence interval; COPD, chronic obstructive pulmonary disease; ECOG, Eastern Cooperative Oncology Group; EGFR,
epidermal growth factor receptor; OR, odds ratio.

non-small cell lung cancer patients

This article was published in the following Dove Press journal:
International Journal of Chronic Obstructive Pulmonary Disease

1.0
\\ _r1Non-COPD
R COPD

Jeong Uk Lim
Chang Dong Yeo
Chin Kook Rhee

Objectives: A significant proportion of non-small cell lung cancer (NSCLC) patients are
never-smokers. However, the clinical impact of spirometrically diagnosed chronic obstruc-
tive pulmonary disease (COPD) on the prognosis of never-smoking NSCLC has not been

Hye Seon Kang evaluated in the context of treatment modalities and other cancer-related factors. In the 1
Chan Kwon Park present study, we evaluated the clinical impact of COPD in non-smoking NSCLC patients, |
and correlations between COPD and other previously unevaluated clinical variables. 1

JLI Sang Kim Materials and methods: Lung cancer patients (stages [ V) di: sed with NSCLC ¥ L
Jin Woo Kim H g patients (stages I to IV) diagnosed wit i .\
Seung Joon Kim ]
Hyoung Kyu Yoon
Sang Haak Lee

between January 2008 and December 2015 at six university hospitals were enrolled in the
study cohort and retrospectively evaluated. Clinical parameters were compared between
spirometrically diagnosed COPD and non-COPD groups. Correlations between COPD status
and other variables were evaluated. In order to reduce the effect of potential confounders and

Cumulative survival

Division of Pulmonology and Critical selection bias, we performed adjustment for differences in baseline parameters by using 0.4 L\
Care Medicine, Department of Internal propensity score matching (PSM). After PSM, clinical variables were evaluated for their L‘L
Medicine, College of Medicine, The ) . . 1
Catholic University of Korea, Seoul, effects on overall survival (OS). |

Republic of Korea Results: Of the 345 patients enrolled in the study, 277 were categorized as non-COPD and

68 as COPD. Old age, male gender, and wild-type EGFR were significantly correlated with 024
COPD. By univariate analysis of 218 patients in a propensity score matched cohort, not
receiving active anticancer treatment, advanced stage, and COPD were significantly asso-
ciated with shorter OS. Multivariate analysis showed that not receiving active anticancer
treatment, advanced cancer stage, and COPD (P=0.044, HR: 1.526, 95% CI: 1.012-2.300)
were significant predictors of shorter OS.

Conclusion: In the present study, never-smoker NSCLC patients with COPD had shorter T | T T i
OS times, compared to non-COPD never-smoker NSCLC patients. 0 500 1000 1500 2000 2500

Keywords: never smoker, overall survival, risk factor

004  P=0.031

Observation time (days)

International Journal of Chronic Obstructive Pulmonary
Disease 2019:14
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Table 2. Comparison between three groups according to smoking status and presence of emphysema <

Clinical parameterss Never smoker« Smoker 1¢ Smoker 2 P-values
(No emphysema)- (Emphysematous) ¢
Sex (male)¢ 0 (0%)+ 3 (75%)¢ 4 (100%))« 0.012¢
Ages 70.3 (57-79) 57.8 (31-73)« 62.5 (55-69)¢ 0.416¢
EGFR mutations 3 (75.0%)¢ 1 (25.0%)¢ 1 (25.0%)¢ (0.254¢
PD11 expression 2 (50%)¢ 0 (0.0%)¢ 3 (75.0%)¢ 0.091¢
(SP263/22C3)¢
Pulmonary functions¢ ¢ ¢ ¢ ¢
FEV1 (L) 2.2+0.3¢ 2.8 +0.3¢ 2.8+0.9¢ (0.248¢
FEV1 (%)« 93.3 £ 17.6¢ §7.5+12.1« 87.5 +20.9¢ 0.864¢
FVC (L) 2.6 +0.8¢ 3.9+ 0.6¢ 3707 0.049¢
FVC (%) 92.5 + 14.6¢ 88.8 + 10.6¢ 86.8+11.9 0.819¢
DLCO (%) 96.5 +21.5¢ 98.5 + 25.5¢ 94.5 + 33.9¢ 0.979¢
COPD- 0 (0) 2 (50)¢ 1 (25)¢ 0.373¢
Stage (Stage I/II/TIL)¢ 1(25.0)  /2(50.0)/ 1 4(100%)/ 0(0)/ 0(0)« 4(100%)/ 0(0)/ 0(0)« 0.092¢
(25.0)

T staging < 2 (50)/ 1 (25)/ 1 (25)¢ 3(75)/ 1(25)/ 0 (0)« 3 (75)/ 1 (25)/ 0 (0)¢ 0.484¢
N staging < 2 (50)/0/ 2 (30)/ 0 (0)« 4 (100)/ 0 (0)/ 0 (0)/ 0 4 (100)/ 0(0)/ 0 (0)/ 0 (0)< 0.091¢
()¢
CRP« 0.35-0.49¢ 0.21-1.69¢ 0.31-4.76¢ 0.194«
NLR¢« 1.26-15.8¢ 0.81 — 2.86¢ 1.28 — 24.32¢ 0.550¢
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T

|

‘for unsuitable sample quality

Total of 12 patients with adenocarcinoma were finally enrolled ‘
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- NeverSmoker vs. Smoker1
he enriched biological terms from the DEGs of ( P value < 0.05) N ( |Fold-Change|
NeverSmoker vs Smoker1 : Top 10 Singular Enrichment Analysis Terms : KEGG pathway

1404

A

Never smoker vs Smoker 1 |Never smoker vs Smoker 2 |Smoker 1 vs Smoker 2
Cytokine-cytokine receplor intaracion ]
Chemkine signaiing pathway | 119355 |
IL-17 signaling pathway ] “l.lall
Rheumatoid arthritis ] n.n"r|

TNF signaling pathway

w Log 2 FC P-value Gene Log 2 FC P-value Gene Log 2 FC P-value

Top 4 upregulated genes

Salmonella infection

HLA-DQ
3.68 0.0195

& 2 2 g
~10 log( adjusted p-value )
- NeverSmoker vs. Smoker2
he enriched biological terms from the DEGs of ( P value < 0.05) N ( | Fold-Change| > 2)

5.66 0.000511 BLK 2.55
0.00798 MMP7  3.41 0.00166

4.53 0.00481 IL1IRN 2.1
2.71 0.00699 B | )

40 - !!!!!I
:

SERPINB
4.53 0.0099 WNT2B 2.02 00111  TDO2

TNFRSF1
1B 432 0.00323 CXCL3 18 0.0213 MMP9  2.64 0.01
Never smoker vs Smoker 1 |Never smoker vs Smoker 2 |[Smoker 1 vs Smoker 2

Log 2 FC P-value Gene Log 2 FC P-value

w Log 2 FC P-value Gene
Smoker1 vs Smoker2 : Top 10 Singular Enrichment Analysis Terms : KEGG pathway

Top 4 downregulated genes
108.508 |

C
IL-17 signaling pathway I
74308 |

0.0176
Rheumatoid arthritis I
67.005 |

Cytokine-cytokine receptor interaction
67.496 |

VTICN1  -4.04

-1.92 0.017

Chemokine signaling pathway I

0.0427 PLODZ2
-4.32 0.0063 o

COL11A
1 -3.31 0.0443  CXCL10 -2.02 0.0139 IL6

TNFRSF1
-4.43 0.00278

LY ya -3.55 0.00128 MAGEB2 -2.33 0.0221 1B

HLA-DQ = S = s

A2 -3.84 0.016 COL11A1 -4.76 0.00839 SFRP1 -4.88 0.00134 S ——
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Author Publication Cytokines Country  Patients Time of detection 10 Role

year studied number
Ozawa et al. 2018 IL-6 and TNF- a Japan 10 7 days + commencement of Nivolumab or Early increase in inflammatory
Cytokine 138 (2021) 155363 32 PD1-1 pembrolizumab cytokines with PD1-I was
indicated to be predictive of
efficacy
Contents lists available at ScienceDirect —— Hirashima 2019 IFN- y Japan 29 14 days before ICI-Tx and 8 + Nivolumab, Decrease in IFN- y level was
CYTOKINE etal. [31] 3(T2),224+7(T3),and43 + 7 atezolizumab, or associated with early progression
(T4) days after ICI-Tx. pembrolizumab and more frequent ICI-induced
Cytokine interstitial pneumonitis
Karachaliou 2018 Proteins related Spain 17 Detection performed from the Nivolumab IFN-y is an important marker for
etal. [35] to IFN-y pathway specimen archive at diagnosis prediction of response to immune
3 checkpoint blockade
El SI -VIER journal homepage: www.elsevier.com/locate/cytokine Sanmamed 2017 1L-8 USA 19 Baseline; at 2-4 weeks after Nivolumab or Early decreases in serum IL-8 level
etal. [33] the first dose; and at the pembrolizumab were associated with longer
timepoints of response overall survival
H : evaluation
Review article ") Agullé-Ortuno 2020 IL-8, IL-11 Spain 27 Baseline, at 2 months after Nivolumab IL-11 no relationship with
. . . . . . Check for et al. [30] treatment start, and at disease response to nivolumab
Potential predictive value of change in inflammatory cytokines levels wwaied progression Changes in plasma IL-8 could be
. e.e . . . N 1 . . . . used to predict response for
subsequent to initiation of immune checkpoint inhibitor in patients with immumotherapy
Boutsikouetal. 2018 IFN-y, TNF-q, IL- Greece 26 (a) Before initiation of anti-PD- Pembrolizumab and Increased IFN-y, TNF-q, IL-1p, IL-
advanced non-small cell llll'lg cancer 27 1p, IL-2, IL-4, IL- 1 inhibition treatment and nivolumab 2, IL-4, IL-5, IL-6, IL-8, IL-10, and
6 and IL-8 (b) after 3 months of treatment 1L-12 levels
. 4 or at disease progression resulted in better response to
Jeong Uk Lim, Hyoung Kyu Yoon NSCLC anti-PD-1 inhibition and
longer survival
Division of Pulmonary, Allergy and Critical Care Medicine, Department of Internal Medicine, Yeouido St. Mary s Hospital, College of Medicine, The Catholic University of Costantini 2018 IFN- v, IL-2 France 43 At diagnosis of cancer, at Nivolumab IL-2 and IFN-y showed no
Korea, Seoul, Republic of Korea et al. [26] initiation of nivolumab, and at correlation with prognosis.
the first tumor evaluation (2
months)

Abbreviations: IL, interleukin; IFN, interferon; TNF, tumor necrosis factor; PD, programmed death; ICI, immune checkpoint inhibitor; NSCLC, non-small cell lung
cancer.
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Predictability of early changes in derived neutrophil-to-lymphocyte
ratio and neutrophil-to-lymphocyte ratio in patients with advanced
non-small cell lung cancer treated with immune checkpoint
inhibitors

Jeong Uk Lim', Hye Seon Kangz, Chang Dong Yeo’, Ju Sang Kim*, Chan Kwon Park', Jin Woo Kim®,
Seung Joon Kim®*’, Sang Haak Lee®’
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Jong Hyuk Lee, MD, Ph.D., Seoul National University Hospital, South Korea

Yongwen Li, Tianjin Medical University General Hospital, China

Jiagi Liang, Zhongshan Hospital, Fudan University, China

Shu-Yi Liao, University of Colorado Anschutz Medical Campus, USA

Jeong Uk Lim, Yeouido St. Mary's Hospital, The Catholic University of Korea, South Korea
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Macy Mei-Sze Lui, Queen Mary Hospital, The University of Hong Kong, China

Micheal Mac Aogain, St. James's Hospital and Trinity College Dublin, Ireland

« Z[Z20 trendd]| Z&Z= FHE Lt =X|, something newZ} JA=X[?

« First impressionO| LIEE™H 1 0|F 17H0| A% &7



Truthfulness

Off A

 Editor &

100

« MX|Z papermill, Al generated =250

Al
—

* Flow diagram=

=X 2 HEA E

7t R

- 217t E LHR7| f[olf &

->consecutively enrolled, reliable data inclusion criteria



=BA Jeong Uk Lim

Rejected | 07-Feb-23

Comparison of prognosis or mortality between male and female populations using SEER database had been
performed multiple times (https://doi.org/10.1016/j.annepidem.2020.04.003,
https://aacrjournals.org/cebp/article/20/8/1629/69017/). In order for this study to be a significant
contribution regarding the impact of gender on prognosis of lung cancer and add originality, authors need to

try show something more. | do not underestimate gender as an important factor in prognosis lung cancer,




=B4 Jeong Uk Lim Rejected | 24-Jun-23

| have assessed your manuscript and regret to inform you that it cannot

be considered further, as it does not meet the criteria for BMC

Pulmonary Medicine. Studies reporting descriptive results from
asingle institution (or area)

will only be considered if analogous data have not been previously

published in a peer reviewed journal and the conclusions provide
distinct insights that are of relevance to aregional or international
audience. In this case, we find that these criteria have been

not met and we are therefore unable to consider your

manuscript further.
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=BA Jeong Uk Lim

Rejected | 12-Nov-23

Upon careful consideration, | recognize the clinical significance of your study. However, in its current form,
the manuscript primarily offers a description of clinical characteristics. A deeper analysis focusing on risk
factors is essential. This includes, but is not limited to, underlying skin diseases, rheumatologic and

autoimmune conditions, or previous exposure to immune-related adverse events.

Given these considerations, and with our journal's scope and readership in mind, | regret to inform you that

we are unable to accept your manuscript for publication at this time. This decision does not diminish the

value of your work but rather reflects our specific editorial criteria and focus.

I believe your study could find a better fit with a journal whose scope more closely aligns with the current
focus of your research. | encourage you to consider this feedback in refining your manuscript for submission

to another suitable journal.
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After rejection

Thank you for submitting your manuscript to Lung Cancer. We regret to advise that after careful consideration of your paper, it is felt not to be of sufficient interest to the
readership to merit a detailed review and therefore we have decided not to publish your contribution in the journal.

We receive considerably more manuscripts than we have room to publish, so competition for space in the journal is intense. Although your contribution was not successful
on this occasion, we hope that you will not be put off from considering Lung Cancer for future submissions.

Yours sincerely
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Cancer organoid-based diagnosis reactivity 2
prediction (CODRP) index-based anticancer

drug sensitivity test in ALK-rearrangement
positive non-small cell lung cancer (NSCLC)

Sang-Yun Lee'?!, Hyeong Jun Cho*', Jimin Choi?!, Bosung Ku?, Seok Whan Mocn®, Mi Hyoung Moon?,

Kyung Soo Kim®*, Kwanyong Hyun® Tae-Jung Kim®, Yeoun Eun Sung®, Yongki Hwang?®, Eunyoung Lee®,

Dong Hyuck Ahn?, Joon Young Choi®, Jeong Uk Lim?, Chan Kwon Park’, Sung Won Kim®?, Seung Joon Kim*'®,
In-Seong Koo', Woo Seok Jung', Sang-Hyun Lee”, Chang Dong Yeo'"" and Dong Woo Lee!”
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