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[Case]

This 80-year-old woman with history of atrial fibrillation was a non-smoker. She presented to OPD due
to non-productive cough for 6 months, which responded poorly to prior antibiotics. She denied weight
loss or fever. However, she found a subcutaneous soft tissue mass in the left arm for 2 months. Lab data
showed WBC 25,240 /cumm, Seg: 98%, CRP: 2.55 mg/dL and LDH 355 mg/dL.
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Chest CT imaging features for prediction of treatment
response in cryptogenic and connective tissue
disease-related organizing pneumonia

Eur Radiol.2020 May; 30(5): 2722-2730. doi: 10.1007/s00330-019-06651-5. Epub 2020 Feb 10.
Young Hoon Cho, Eun Jin Chae, Jin Woo Song, ef al.

Abstract

Objectives:

To investigate CT imaging features associated with poor clinical outcome after corticosteroid treatment in
patients diagnosed with cryptogenic organizing pneumonia (COP) and connective tissue disease-related
organizing pneumonia (CTD-OP) and to assess the difference in CT findings and treatment responses
between COP and CTD-OP.

Methods:

Chest CT images from 166 patients (COP, 131; CTD-OP, 35) with pathologically proven organizing
pneumonia were reviewed by two thoracic radiologists. The type, distribution pattern, and extent of
parenchymal abnormalities, along with other associated imaging features, were assessed for each patient.
Logistic regression analyses were used to identify features associated with poor clinical outcomes such as
residual disease (RD) and disease relapse. The differences between COP and CTD-OP were also analyzed.
Results:

Consolidation involving more than 10% of parenchyma (hazard ratio [HR], 2.27), detectable
bronchiectasis (HR, 3.59), and diagnosis of CTD-OP (HR, 4.31) were associated with a higher risk of
RD after adjustments for patient age and sex. More than 10% consolidation involvement (HR, 2.54) and
diagnosis of CTD-OP (HR, 6.42) were also associated with a higher risk of disease relapse. Compared
with COP, CTD-OP demonstrated a greater extent of parenchymal abnormalities, especially consolidation,
and was less likely to show a peribronchovascular distribution pattern.

Conclusion:

Bronchiectasis and a greater extent of consolidation were associated with RD, with the latter also being
associated with disease relapse. Compared with COP, CTD-OP was associated with worse treatment
outcomes and demonstrated a greater extent of parenchymal abnormalities, which were also less likely to

show a peribronchovascular pattern.
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R ES B B E R M A LRI R R R - AR BRI LB S A R e B (L 4HRE R
(profibrotic cytokine) ~ J&{b TGF-B » Eidfifidk &L 2 SR - BrRILZ 20 > Z{EHY ATII cell H & FE
H platelet derived growth factor (PDGF) ~ Connective tissue growth factor (CTGF) L\ k% Interluekin-6
(IL6) - kA e B4 LAV B RE - (R - ¥R H B A REANIRT S B RS = Bt - =] DL
VAR 1B (BRI s BAR S S i B (MR A -

KEAFTiEHE 7 41 it COVID-19 By A » & HA 25 {IL@HEYE - 16 LB EE - A 7.3%
M EEAENEERR 5 ~ 14.6% {78 HFNC ~ 73.2% i FlBE R G5 - /e G208E L > —F
1 GGO ML » BB I AR R E]—4F - (% reticular pattern HYEEAE# GGO » fE3FH
PRET BRSO AV Ry e ~ RS ~ SR ~ S BRI SR E R RFRZE -
E(EREIERENTAR | FURERPUEAESEYETY COVID-19 Rl 53 & A48 4 B LA A
FEA IR - FREE—PAETHBEV RS - BRI &F D BCURE RTS8y 5
G Ry ERHR AR - (BT S5 2 KRR AV ER PR Ak as B R - AR PREES © Nintedanib
for the Treatment of SARS-Cov-2 Induced Pulmonary Fibrosis (NINTECOR) (NCT04541680) » ©] DLI5,
LA -
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One-year follow-up of chest CT findings in patients
after SARS-CoV-2 infection

BMC Med. 2021 Aug 9; 19(1): 191. doi: 10.1186/s12916-021-02056-8.
Yanfei Chen, Cheng Ding, Ling Yu, et al.

Abstract

Background: Knowledge about the 1-year outcome of COVID-19 is limited. The aim of this study was
to follow-up and evaluate lung abnormalities on serial computed tomography (CT) scans in patients with
COVID-19 after hospital discharge.

Methods: A prospective cohort study of patients with COVID-19 from the First Affiliated Hospital,
Zhejiang University School of Medicine was conducted, with assessments of chest CT during
hospitalization and at 2 weeks, 1 month, 3 months, 6 months, and 1 year after hospital discharge. Risk
factors of residual CT opacities and the influence of residual CT abnormalities on pulmonary functions at
1 year were also evaluated.

Results: A total of 41 patients were followed in this study. Gradual recovery after hospital discharge was
confirmed by the serial CT scores. Around 47% of the patients showed residual aberration on pulmonary
CT with a median CT score of 0 (interquartile range (IQR) of 0-2) at 1 year after discharge, with
ground-glass opacity (GGO) with reticular pattern as the major radiologic pattern. Patients with residual
radiological abnormalities were older (p=0.01), with higher rate in current smokers (p=0.04), higher rate
in hypertensives (p=0.05), lower SaO2 (p=0.004), and higher prevalence of secondary bacterial infections
during acute phase (p=0.02). Multiple logistic regression analyses indicated that age was a risk factor
associated with residual radiological abnormalities (OR 1.08, 95% CI 1.01-1.15, p=0.02). Pulmonary
functions of total lung capacity (p=0.008) and residual volume (p<0.001) were reduced in patients with
residual CT abnormalities and were negatively correlated with CT scores.

Conclusion: During 1-year follow-up after discharge, COVID-19 survivors showed continuous
improvement on chest CT. However, residual lesions could still be observed and correlated with lung

volume parameters. The risk of developing residual CT opacities increases with age.
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Sotorasib FA%H KRAS p.G12C EFEXEfhEEEAYEE

85 : N Engl J Med 2021; 384: 2371-81.
i © EINAREREN SRR ERIBEERT RIREPIR

de= -
B -

FESE — AR IREABR T > ST A KRAS pG12C ZE 2GR B E [E 5 > sotorasib 5§51
PuEEE > JIEER AT B 343 sotorasib BIE/ NATRATIRE S < A HESRAYL -

HE:

1R BRI IBRPRAASRE « AT A SRR KRAS pG12C 26388
FE /N AE Bt g B2 25 45 1 L1 iR sotorasib 5 H 960 Z 71 A% o £ BRI &5 M b oL 8 1 sk
{17 He o3 1 12 JE 22 (objective response rate)( £l 2 5¢ 4257 J [complete response]) K% &7 K2 FE [partial
response]) © HEXEAVEFEIEARE @ K FERF4ERFE] (duration of response) ~ FEIFTEH]R (disease
control rate) ~ fEFA L E ERA (progression-free survival) ~ E2E& {7 EHA (overall survival) KOG ERZEEME ©
W ZE 352 A= Wi s B sotorasib JERE S FERYRE1E

AR

1 126 fr 2EEBRITE T 7 81.0% ZE0E G A FZ MBS (LA AR LR, PD-1/PD-L1 1]
I - AR BV R OB - 124 LB PSRN TR i T TR A R R T
i G RHUT AL 46 fir 85 MBI 2 I R IE (FERI TR IE s 37.1%[95% (SHAIEM : 28.6-
46.2%)) » Frb il 4 (I (3.2%) B RHER 42 fit B8 (33.9%) Fb{a ROME « RS 40
ARy 111 (95% (SHAERT : 6.9 (A - BERIAE ) - 482575 100 fir S BB (5
PRI By 80.6%[95% (AT : 72.6-87.2%]) - HEBALAEELIP RIS 6.8 8 (95% AR -
S1-82(BH ) - BEBLEEID MR 12.5 (87 (95% (EHAWERT  10.0 {67 - BRI ) - 1 126 fir
St + $E1AT 88 AT (69.8%) A GRFAMIT BLEIE - Fbad 25 fir (19.8%) BEF =4 |
fir (0.8%) FEEPUGR B - DUBERI PD-L1 3R - BBRIZE% £ 75 (tumor mutation burden) 3t
RIS HINSE E (& © STKIL - KEAPI S TP53) Ff & 3.2 JRE b & P B2 BUSE D 6 2 2B
K -

fham -
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I/ N B FTH S AR FRINA - SNBSS 4 M T -

50



(fmZEE T )

EEENEERIE B FEAAREURIE T AT E T F A KIRAVES - Higy
F AR R R A H G BRI P 5 [ SRV AT RS 22 B - (2 5 AR EGFR Fe ALK FERZE8 7 1% -
Ve [ 468 48 A S Y L R 8 B ] (R AR 2 ) )6 9% - H BT NCCN guideline (Version 5.2021) it i &% HY
F R 8 HI 1 45 EGFR (& exon 20 insertion) ~ ALK ~ ROSI ~ BRAF V600OE ~ NTRK1/2/3 ~ METex14
skipping ~ RET DLz KRAS G12C % J\fE B[RS 52 o Hrt KRAS SRR F- 5k L ACHE f&— {8l e 22
FNERENZEE - [HIF RS H A A HBIVEHEEY I 80 PR RS T HERL - TE75 77 ARYIBERE
B BB 4 25% M5 KRAS FL[RZE8% (J Thorac Oncol 2016; 11:613-38) » fE &G EHYA - &k
FRIEF L S EETTH KRAS Z€8 (PLoS One 2015; 10:¢0120852) - {1 EHVE » WIEFTA
HY KRAS 2288 F. 75 B 1 ] sotorasib J&H - (KA ERESET e HAARETE S [ » & KRAS FRFHY
G12C ZEE a7 ILATHEBHE « 1T G12C{E4YVUR/EAHY KRAS 2888 » o 5LAY KRAS 288 MGG
(Cancer Genet 2016; 209:195-8) o (B EFLIFZE 4 sotorasib FY 2% 8 7 FER % {7 ERE R R H R R
AR AR ARG SIS —SaRES B —FralEHEE 42
HYFSE)BHE 5 EIAT sotorasib CLHUG FDA FFr] » 1EHififE KRAS HY AR e —(EEZEAY HAZM - H1HH
T2 1% B I RR IR B aE R SO EEY a5 (R o R 2 2 -

51




Sotorasib for Lung Cancers with KRAS p.G12C
Mutation

N Engl J Med 2021; 384: 2371-81.
Ferdinandos Skoulidis, Bob T Li, Grace K Dy, et al.

Abstract

BACKGROUND

Sotorasib showed anticancer activity in patients with KRAS p.G12C-mutated advanced solid tumors in a
phase 1 study, and particularly promising anticancer activity was observed in a subgroup of patients with
non-small-cell lung cancer (NSCLC).

METHODS

In a single-group, phase 2 trial, we investigated the activity of sotorasib, administered orally at a dose
of 960 mg once daily, in patients with KRAS p.G12C-mutated advanced NSCLC previously treated
with standard therapies. The primary end point was objective response (complete or partial response)
according to independent central review. Key secondary end points included duration of response, disease
control (defined as complete response, partial response, or stable disease), progression-free survival,
overall survival, and safety. Exploratory biomarkers were evaluated for their association with response to
sotorasib therapy.

RESULTS

Among the 126 enrolled patients, the majority (81.0%) had previously received both platinum-based
chemotherapy and inhibitors of programmed death 1 (PD-1) or programmed death ligand 1 (PD-L1).
According to central review, 124 patients had measurable disease at baseline and were evaluated for
response. An objective response was observed in 46 patients (37.1%; 95% confidence interval [CI],
28.6 to 46.2), including in 4 (3.2%) who had a complete response and in 42 (33.9%) who had a partial
response. The median duration of response was 11.1 months (95% CI, 6.9 to could not be evaluated).
Disease control occurred in 100 patients (80.6%; 95% CI, 72.6 to 87.2). The median progression-free
survival was 6.8 months (95% CI, 5.1 to 8.2), and the median overall survival was 12.5 months (95% CI,
10.0 to could not be evaluated). Treatment-related adverse events occurred in 88 of 126 patients (69.8%),
including grade 3 events in 25 patients (19.8%) and a grade 4 event in 1 (0.8%). Responses were observed
in subgroups defined according to PD-L1 expression, tumor mutational burden, and co-occurring
mutations in STK11, KEAPI, or TP53.

CONCLUSIONS

In this phase 2 trial, sotorasib therapy led to a durable clinical benefit without new safety signals in

patients with previously treated KRAS p.G12C-mutated NSCLC.
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This 80-year-old woman with history of atrial fibrillation was a non-smoker. She presented to OPD due
to non-productive cough for 6 months, which responded poorly to prior antibiotics. She denied weight
loss nor fever. However, she found a subcutaneous soft tissue mass in the left arm for 2 months. Lab data
showed WBC 25,240 /cumm, Seg: 98%, CRP: 2.55 mg/dL and LDH 355 mg/dL.

1. 28 Ryl 2
(A) Secondary organizing pneumonia
(B) Pulmonary aspergillosis
(C) Primary alveolar proteinosis
(D) Sarcoidosis

(E) Granulomatous polyangiitis
BEE  (FE157))

2. MRS COP 1 CTD-OP HYEFE - Fiti s ZE Akt RD) AYERREA T “f" B -
(A) B4 [ 10% AR E e
(B) & O SCRE RIRIE
(C) & CTD-OP {2
(D) 5 BAE R R4 b (idiopathic pulmonary fibrosis, IPF) HYz2ET

3. FMERAIY COP Al CTD-OP HYEE » B sy afm A T f i -
(A) B2 LM 10% R EE 2
(B) C- KIEEHFEH LT (CRP)
(C) S FIBIEIREF R 1 4
(D) SR EAHE R

4. FE MRS SARS-CoV-2 EUALFTELATER L » o[ “JF” K CT LAYEAIZRIH ?
(A) Hallo sing
(B) Crazy-paving pattern
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(C) 7 CTD-OP 2k

(D) Lung cavitation & ff pleural effusion

5. FEMIRAIY SARS-CoV-2 FAHR RITEHE - 25 7 R A Rt A b A - B0 6
(A) EJEg
(B) FF4CK
(C) MEREEEIHERE ARDS &
(D) LLEEZ

6. DU NBH BB EERYATIL » o155 Ry 2
(A) FRRFERYERRRSE S — - ARA KIBHTHERE -
(B) GEMRE S EAIBBENEINZE AT =44y EGFR ~ KRAS ~ ALK -
(C) HEZREEMIRE - A1 [FIBBEIENZE B B E A FRIEEIR ~ HERI OGRFRIZ -
(D) FREEVVGHRAVEESS » T A BRENE N BRIl T & 1 E 2 F IS 5N - HANaEH
HEEE RO -

7. B AAREBB LRSS AR - (71 Ryst 2
(A) FifEEeHEREARE ~ #tEE - NEFRR G e BRREnERZEBHIER -
(B) R EIBBEI A2 S I 732 R b ISR B KRR
(©) WIEFTATABREEEN ZEE AN E B8 B — Sl R e a R -
(D) H Al NCCN guideline fif7 2 5 1Y Fifi i 72 2% A Al €175 EGFR (& exon 20 insertion) ~ ALK -
ROSI ~ BRAF V60OE ~ NTRK1/2/3 ~ METex14 skipping ~ RET LAJ, KRAS G12C % /\FE L8

>=
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R-Standing

Figure 1. Chest plain film reveals a mass lesion on right upper lung field with small multiple lung nodules

on right lower, left upper and lower lung field.

2t - BEIRERET MO REREEM: MR

[Case]

A 55 years old male, a healthy person, presented with non-productive cough for 1 month and came to
chest OPD. The associated symptoms with general weakness, poor appetite and body weight loss (8 kg)
were noted in recent 1 month. There was no fever, hemoptysis or dyspnea. The results of lab data and
chest x ray presentation were as below. WBC: 8800/cumm, Seg: 70.4%, CRP: 98.01 mg/L, BUN: 11.6
mg/dl, Cr: 1.27 mg/dl. Urinalysis showed hematuria and proteinuria (1+).
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[Question]

1. G2 ] 2
(A) Pulmonary tuberculosis
(B) Lung cancer
(C) Pneumonia

(D) Granulomatosis with polyangiitis (Wegener’s granulomatosis)

[Clinical course]

Transbronchial biopsy from RB2 revealed necrotizing granulomatous inflammation and Langhan gaint
cells. The TB culture, TB-PCR test from bronchial wash and Quantiferon TB test showed negative finding.
Progressive renal function deterioration (Cr: 2.76 mg/dl) during OPD follow up. High titre of p-ANCA
(perinuclear ANCA) was found (9.4 IU/ml; reference: <3.5 IU/ml). Steroid with immunosuppressive
therapy (Azathioprine and Cyclosporin) was used for Granulomatosis with polyangiitis. The clinical
conditions (Chest x ray and renal function) improved much at 6 months of immunosuppressive agents

treatment.

Figure 2. The chest CT demonstrate a 7.8 cm mass with cavitary lesion and airbronchogram on RUL. The

multiple small lung nodules found on bilateral lung fields.
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Figure 3. The pathology of specimen obtained from lung biopsy show inflammation tissue with
necrotizing granulomatous inflammation and Langhan gaint cells. (A: multinucleated gaint cell at 12

o’clock and necrosis at 6 o’clock; B: Multinucleated giant cell at 9 o’clock and necrosis at 3 o’clock).

Figure 4. Chest plain film shows the right upper mass lesion resolved at 6 months of treatment.

[Answer]

(D) Granulomatosis with polyangiitis (Wegener’s granulomatosis)
The pathology of lung biopsy demonstrated necrotizing granulomatous inflammation but negative for TB

culture, TB-PCR and Quantiferon TB test. Progressive renal impairment and proteinuria with high titre of
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ANCA level was found during OPD follow up. Steroid with immunosuppressive therapy (Azathioprine
and Cyclosporin) was used and the clinical condition (Chest x ray and renal function) improved much
after treatment. The pathological and serological results and clinical courses are compatible with

Granulomatosis with polyangiitis (Wegener’s granulomatosis).

R
2. TR TEH 2
(A) FEB I IEERRY 3% 1 FEV,/FVC (5T 4 & T (lower limit of normal) -
(B) BHRIB LI S L1972 3% B (B MEITIR B REIR & B FEV,/FVC <0.7 L FEV, <80% TEHIIA -
(C) £ 5497 (/IR 50 B FLEEE FEV/FVC >0.7 BIRAE A h » 77 168 [BA (3%) F-HArEfade
B N PEBH SE B -
(D) B HIEES AR - H A SRR IR AR R R th s -
HE (O

3. ARAHF T F IS MR ZE M s 5% e R ER PR 1S M RH ZE VE s e 2 BT A TR 2

(A) HIFEKTYEER 10 B - 5 (pack-years) #75 4% HFHIE VI TE MR -

(B) FEHIFARHYERY 10 & - £F (pack-years) HE T - 5 FHNGMEIHZEMERTRAI AR 24% GEE
RRERPRE ERHZE MR - 5

(C) FEREARFABE S A FINSMEHIEVERRHI AR 3% G RpRR IS MEEZE MR -

(D) fEAHFY/INGS 10 B - £ (pack-years) # &  » J2H FHISVERHZEMERTRAY A 10% GH =K
ERPR S M RH ZE PR -

&2 (D)

4. FEBERHZEH - £ COVID-19 (i FHIFI 25AE A - a1 Bk = A& S FER i e 2
(A) IREARTELEZ (lactate) F115
(B) 5B =& ET4 (SOFA score) 2 HEYLIETH H
(C) fREHIE &R (peak pressure)
(D) fmE Y AR [EBE (positive end expiratory pressure)
E%E (D)

5. fEERIZE N Y IE R IERE ?
(A) {5 F— BE%IEAY RA E machine learning model B 87 AR 88 5 S HYEREME AR FEAISE T3 -
(B) {REAIHIELE T 45% HYEEE(RIME (severe hypoxemia) B E A FE
(C) REHEERZ T RS EE 8 mL/kg FI (K (plateau pressure) 77> 30cmH20 fY{rz&

(D) SETRIERMEARS - DUSEHNEAES FERE I T Rt s
&2 (B)
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6. Al " CPAP JERRAVRLRE SN E W B E B IR E ) —SCAYBIFTEER - DU RO & 5
an ?
(A) fER] CPAP A RERIEHIER IS EE A{FF OSA Y eGFR EHE -
(B) iR CPAP M AREBIEHVESRIEMER R & F OSA J&&HY ACR EL -
(C) {#H CPAP {& » S/ AE B e ﬂ:mﬂﬁxﬂzﬁﬂﬁﬁiﬂ 55 12 {él 7 eGFR &2 # A
HIE -
(D) AHIFEAYEREREE CPAP BEMEE  ZEBIRA 2% DURGEHIF A S & -
EHHE(©)

)4H1

7. U ARITEMEBR S OSA WYAHRERE » DU a3 IERE 2
(A) OSA MK [EITRESEAREFEHE(L RAS 241 » so BB BRI TEI )2 -
(B) OSA fEf& M BRI BE THE VA -
(C) OSA R E IR LIEFEHIE(L RAS 40 B — e -
(D) 1&MEERAOF OSA B HEE CPAP B EME: » BT DUESR B INRERTEAL -
EE(A)
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