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Fig.1: Chest plain film revealed a retrocardiac opacity in left lower lung (black and
white arrowheads).

=Rt . AR MEAR IR E Huan-Ting Shen E&ET

[Case]

A 40-year-old woman presented to the pulmonary clinic after an abnormal find-
ing on a screening CXR. She had no significant past medical history and was a
non-smoker. She denied cough, hemoptysis, chest pain, dyspnea, or weight loss. No
palpable lymphadenopathy or abnormal breath sounds were noted. She had no
prior history of pulmonary disease or related hospitalizations.
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Fi#& ALY loss of alveolar attachments IR R/ 2 EEE ZAHE -
KARDEESETIRS - AR - BEMARREE - XMHEEHMCOPDAEREE
PREE F e B EE o thY  MIRIARZ EMEES AINESTME - FINEFRMINEE - Ik
BEEMINEMUREMERTEGS(ETES - AN - XARDAERLZRAZTERD
RO BEREHIIR M T ITRIERER - WE— DR/ I\ REREECOPDRIER I ENEEZEA
@ -

MERBENAERE  /N\RELBNE (NARRESNNEEIEE ) 0SB R KRA
XRERD  EMFBENREMSBITERN , SEABREERE—TEREER 7884
BER ERIBAUEINERSIRE - ALt - BEAREE SR T BEIFRE P AE R
E - k& EZMINEEEERMINEERE - HRCOPDREHENHERERNGERE
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Distinct Morphological Types of Small Airway Obstructions in
Smokers with Emphysema and End-Stage Chronic Obstructive
Pulmonary Disease

Am J Respir Crit Care Med. 2025 Aug 13;211(12):2307-2317. doi: 10.1164/rccm.202410-21010C
Geudens V, De Fays C, Willems L, Vermaut A, Aerts G, Kerckhof P, Kaes J, Hooft C, Jin X, Beeckmans H,
Mohamady Y, Aversa L, Goos T, Vermant M, Gyselinck |, Verhaegen J, Van Slambrouck J, Aelbrecht C,
Higham A, Coudyzer W, Cortesi EE, Vanstapel A, McDonough JE, Carlon MS, Quarck R, Boone MN,
Dupont LJ, Weynand B, Pilette C, Everaerts S, Van Raemdonck DE, Ceulemans LJ, Hogg JC, Hackett
TL, Vos R, Wuyts WA, Janssens W, Jacob J, Vanaudenaerde BM, Gayan-Ramirez G.

Abstract

Rationale: The precise nature of small airway obstructions in chronic obstructive
pulmonary disease (COPD) remains poorly understood, especially at early disease
stages.

Objectives: This study aimed to characterize small airway obstructions and numbers
up to the terminal bronchioles (TBs) in smokers with limited emphysema and
end-stage COPD. We hypothesized that obstruction subtypes would differ in mor-
phology, nature, and number from early to end-stage COPD.

Methods: Whole lungs were inflated and processed from seven control donors (con-
trol: declined for extrapulmonary reasons); from eight donors with a history of
smoking, of whom three had <5% emphysema (smokers with no emphysema) and
five had >5% emphysema (smokers with emphysema); and from eight patients with
end-stage COPD. Micro-computed tomography of tissue was used to assess number
of TBs, aerated TBs, and number and type of obstructions and was cross-correlated
with histopathology.

Measurements and Main Results: Obstructions were mainly present in smokers with
emphysema and patients with COPD, resulting in less aerated TBs. On the basis of
emphysema extent, more nonaerated TBs were present in regions with no emphyse-
ma than in regions with mild emphysema; however, destruction was more prominent
in mild emphysema. Multiple types of obstructions were identified, comprising
occlusions, webs, and collapses. In smokers with emphysema, obstructions primarily
comprised webs and occlusions, whereas all obstruction types were present in
COPD. On histopathology, obstructions were identified as mucus plugs.
Conclusions: Multiple types of obstruction characterized as mucus plugs were iden-
tified in smokers with emphysema and patients with end-stage COPD. Their mor-
phology, nature, and number evolved from smokers with emphysema to end-stage
COPD. A shift from obstruction-dominant dysfunction to destruction-dominant
pathology was found in smokers on the basis of emphysema presence.
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Sacituzumab tirumotecan A% EGFR-TKI #2214 EGFR ZR& i HA
JE /)4 B At 92

B8 Fang W, Wu L, Meng X, et al. Sacituzumab Tirumotecan in EGFR-TKI-Resistant, EGFR-Mutated
Advanced NSCLC. New England Journal of Medicine. 2026;394:13-26. DOI:10.1056/NEJMo0a2512071
#maE | BBSE Wen-Chien Cheng B8R o B B8 22 K ES[fY 28 B8P MR &l

HER

FRERREF=EE (epidermal growth factor receptor, EGFR ) ZR& 7 aoiii FE/)\ AR AR b
%2 (non-small-cell lung cancer, NSCLC ) BEFHEEER - £=f EGFR tyrosine
kinase inhibitor ( TKI ) osimertinib, BRIE % EGFR =& i HE NSCLC RIZEE — 488

& - A - RESD BEEES EGFR-TKI JaER NS LIRMEN - BEEEESR - &
M HBEERDAERNELEELT - BEEEVUAR B NERRMIEER
B

Sacituzumab tirumotecan (sac-TMT ) & — & M 2 Z ¥ 8 & 2 ( antibody-drug
conjugate, ADC )+ H & ¥ & trophoblast cell-surface antigen-2 ( Trop-2 ) - Trop-2
EZEEREEBTPSERIR 8% EGFR & NSCLC - RHIf 55 B 7/~ sac-TMT £
EGFR-TKITn Z M P BB B HE M ERE M - X & 5 & ¥ 14 sacituzumab
tirumotecan £ EGFR-TKI #1214 EGFR =& M H NSCLC BEPRENELZ M -

Pl

KRR/ —IEE=H - 2P0 - ANERENEKERER (OptiTROP-LUung04 ) - #i%%
MAFEHE 182755  BEAEGFREZ B &S BB ik HA 3¢ 88 38 4 JE 4 AK 3F /) Al P b J22
(NSCLC ) WEE - BEHERERES EGFR-TKI JAERLIRER - &L 111 WEEAIRE
#73 Ik##E = sacituzumab tirumotecan B %E8 &S 2 #HIEEE ( pemetrexed &
carboplatin 2§ cisplatin ) AW 5 B9 £ Z & 8 5 1 R £ = )& # ( progression-free
survival, PFS ) REA B BEEFEEEER (overall survival, OS ) BEEINEX &R
ERENREERELE M -

=R

KIFFTHMA 376 BEZE - Hoh 188 A#ES sacituzumab tirumotecan J&%& - 188 A
SINEEE DPUERKBERIBIOEA -EEXEWM R LR S H - sacituzumab
tirumotecan AN EB(EEEHEEZEENLESA  HPhURRBRIEEEFH2 AR5 8.3 EHHA
43 @8 - ERBIEEIETREREERE ( hazard ratio 0.49 - 95% Cl 0.39-0.62 ) - E25&7%
SEHRTNERZE U= ; sacituzumab tirumotecan ARV P B EEFE I AR ZEE] - MIEEAE
£ 1741@EA8 - JETEPEERE ( hazard ratio 0.60 - P=0.001 )- & 18 A BF - 2i2FE
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1 sacituzumab tirumotecan #2% 65.8% - M{E&E A% 48.0% - 55 - sacituzumab
tirumotecan AN EEH R EXRTTSRIEEHA (60.6%vs. 43.1% ) EZE=MHE - =L
FaEMERE AR KBRS 4R sacituzumab tirumotecan 24 58.0% - FE{EEA A
53.8% EPHERNARKRERSFUHIKENE - BEMS - AENLEZHNEESEH
B -

ﬁ:’:i‘A

o af
HEEGFR-TKIM Z M EGFRREBR HAF /MM EZE P HARBEEMBLEL -

sacituzumab tirumotecan #E N EEE (L RHHERREF T  WEAUESNEZE
% BENEAIERESENIAEEE -

=R
EGFR R& i fEs & & EZ X EGFR-TKI /A RBRA LR M F 2 A 0 & VR K E

E o BEBREEERBAEZLHABEEERSE  BaENRERAGTENERESR
R ERE —EERAMENERSO - AFK , MEREYESE (ADC) EMEE
BERHZIHZIER - ADCEBEBMNMERARSUHEYEZH A EEAR - 0JER
SMEBMNRENERE VD EEGUHSEY - Trop-2 AZEERERTISERRENRE - At
% ADC /BBENEZEZIL 2 — - RIFFEEE R sacituzumab tirumotecan TJEEZEER PFS
B0S WIRAEZEEREXELN 60% - #7~ Trop-2 ADC 7£ EGFR-TKI #1224 i 2 O BR
KRB - fhl2ELM EGFR RELLHIRSHERET - WHaERKREEHESEZNEK
BE - -AMDNEEIRLN -8 AMMRFEETNEHEFIETEET  HEREH
MEEPNERGNEE TR - LI - BRI EGFR MEM MBI B ZEMEAESR
% .- B1%% EGFR-MET E45 24452 ( 40 amivantamab ) ZiEfh ADC ;8% - RRNELL
BAREARERBNREERIER - ZEBMS  AMREHEEBEMBAAINEE  XHF
sacituzumab tirumotecan fE% EGFR-TKI #1Z%14 EGFR & NSCLC HEEHAEE
I8 - thEER ADC /B EARROBEEMB EERBINEEEEZAE -
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Sacituzumab Tirumotecan in EGFR-TKI|-Resistant,
EGFR-Mutated Advanced NSCLC

Fang W, Wu L, Meng X, et al. Sacituzumab Tirumotecan in EGFR-TKI-Resistant, EGFR-Mutated
Advanced NSCLC. New England Journal of Medicine. 2026;394:13-26. DOI:10.1056/NEJMo0a2512071

BACKGROUND

Sacituzumab tirumotecan (sac-TMT) is an antibody—drug conjugate targeting
tropho- blast cell-surface antigen 2 that has shown significant survival benefits in
patients with EGFR-mutated non-small-cell lung cancer (NSCLC) that has pro-
gressed after epidermalgrowthfactorreceptor(EGFR)tyrosinekinaseinhibitor(T-
Kl)therapyand platinum-based chemotherapy.

METHODS

In this phase 3 trial, we enrolled patients with EGFR-mutated locally advanced or
metastatic nonsquamous NSCLC that had progressed after EGFR-TKI therapy. The
patientswererandomlyassigned,inal:1lratio,toreceivesac-TMTmonotherapyor
pemetrexed plus platinum-based chemotherapy. The primary end point was pro-
gres- sion-free survival as assessed by blinded independent review. Overall survival
was a hierarchically tested key secondary end point. In the interim analysis of pro-
gression- free survival as assessed by blinded independent review, sac-TMT mono-
therapy met the prespecified criterion for significance (two-sided P<0.0001); we
report here the pre- specified final analysis of progression-free survival and the
preplanned interim analysis of overall survival.

RESULTS

Overall, 376 patients underwent randomization, with 188 assigned to each group.
After a median follow-up of 18.9 months, the median progression-free survival was
8.3 months in the sac-TMT group and 4.3 months in the chemotherapy group (haz-
ard ratio for disease progression or death, 0.49; 95% confidence interval [Cl], 0.39
to 0.62). Overall survival was significantly longer with sac-TMT than with chemo-
therapy (haz- ard ratio for death, 0.60; 95% Cl, 0.44 to 0.82; two-sided P=0.001);
18-month overall survival was 65.8% and 48.0%, respectively. Treatment-related ad-
verse events of grade 3 or higher occurred in 58.0% of patients receiving sac-TMT
and in 53.8% of those receiving chemotherapy, with the most common being a de-
creased neutrophil count (39.9% vs. 33.0%); treatment-related serious adverse
events occurred in 9.0% and 17.6%, respectively.
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CONCLUSIONS

In patients with EGFR-mutated advanced or metastatic NSCLC that had progressed
after previous EGFR-TKI therapy, progression-free survival and overall survival out-
comes were significantly better with sac-TMT than with platinum-based chemo-
therapy. (Funded by Sichuan Kelun-Biotech Biopharmaceutical; OptiTROP-Lung04
ClinicalTrials.gov number, NCT05870319.)
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f&8: N Engl ) Med 2024;391:1193-1205, DOI: 10.1056/NEJM0a2404881
#maZ: oK@ Yung-Lun Ni BBl &2 %5 R MpEA R

=gk
B

PR ZE M BE BRI IR P LEAE RO B RE AR IS I IR ThRERS R - WEAS A0 MEH 3ER SAHE -
BELEKESHP—(EREEEF - Tirzepatide olge 2 BERAEL T ©

HiE

AMRETIMREIH - 5 BRERHR  HWRARAPEEREEHERERY
RepIFE BIERRIRA -fllR 1 BEEERARES BB KRSENEZE | ik 2 855
HHCESBEIRZENEE - 2HEED L1 LB AR - 2 BB &AM S
£ Tirzepatide ( 10 mg ¢ 15 mg ) SkLEHE - #2452 8 -
FELYZEEEREERIFHRPIEIESE (AHI - BIERSD 8/ REEFREFEEER

MR B - REZRHMAUERE 7 AH 2Bt -BE -REAKT (hypoxic
burden) ~ /BT EREREE - hsCRP ~ IR UWHRERRIEE -
S

SEEME - AR 1 WFESAHI A8/0E 515 R - S 2 58 /K495 K -k 1 WE
19 BMI 2 39.1, 7ilfz 2 % 38.7 -

iR 1 B E 52 B8 - Tirzepatide 89 AHI SFI9E1(ER -25.3 K / /I (95% Cl,
-29.31t0-21.2) - ZREAR -5.3 K / /N (95% Cl, -9.4 to -1.1), AEHEEEER -20.0
R [/ IVF (95% Cl, -25.8 to -14.2, P<0.001 ) - #£:fg 2 - 55 52 BIF - Tirzepatide #H
B AHI SE398E% -29.3 R / /S (95% Cl, -33.2 to -25.4) - ZREIAES -5.5 K / I\
(95%Cl,-99to-1.2), 14 5T 'a & = £ £-238R / /M K (95%Cl, -29.6 to -17.9,
P<0.001)-

HER LR - Tirzepatide EPAIBRNIREXLE (BEEEREB I - REAT - [E
K hsCRP % ) 9ZERBENE - RERNEAIFRARBBERE BEZAREEDPE -

ﬁﬂ:ﬁA

fio R
EREPEEEEREEMERTRP ILEEEKOZES - Tirzepatide A W EE
AHI VEIESESE RV IRE AT (EE hsCRP REEIWHER - WiEREETNERDE -

30

2B &



AHEW B

R AL

Tirzepatide mRE glucose-dependent insulinotropic polypeptide (GIP) receptor
PLE glucagon-like peptide-1 (GLP-1) receptor £ E R, ol {EERE R 70 - HIHIFH
WEREN - IEESHIZEIBMNEER - 15aiEiH, ARaES AR E - BRRLE®
s BEEMRIEASE  WEIME L Kvascular endothelial dysfunction #HESEKEF - AN
fnta b A E A IEEPAPSENOSAIEM EE, Tirzepatide LR AIEE LI K EERF,
o] AUEIEAHI, B50.2%# = TirzepatideM & &, IR—FEO[ZEZAHI<5 5Z AHI 5-14
HESS<10 WEE, ERK LuZBEERESPAPSEN DR - BILHIRAS—FHY
ME, SR RPESURINEBERIENRES - IWEKASAHI>30 /R EZRE, 2LUE
BISEIBEOSAETE ZEAEAtirzepatidedlSTMIFT L —H R -

31



Tirzepatide for the Treatment of
Obstructive Sleep Apnea and Obesity

Abstract

Background

Obstructive sleep apnea is characterized by disordered breathing during sleep and
is associated with major cardiovascular complications; excess adiposity is an etio-
logic risk factor. Tirzepatide may be a potential treatment.

Methods

We conducted two phase 3, double-blind, randomized, controlled trials involving
adults with moderate-to-severe obstructive sleep apnea and obesity. Participants
who were not receiving treatment with positive airway pressure (PAP) at baseline
were enrolled in trial 1, and those who were receiving PAP therapy at baseline were
enrolled in trial 2. The participants were assigned in a 1:1 ratio to receive either the
maximum tolerated dose of tirzepatide (10 mg or 15 mg) or placebo for 52 weeks.
The primary end point was the change in the apnea—-hypopnea index (AHI, the
number of apneas and hypopneas during an hour of sleep) from baseline. Key mul-
tiplicity-controlled secondary end points included the percent change in AHI and
body weight and changes in hypoxic burden, patient-reported sleep impairment
and disturbance, high-sensitivity C-reactive protein (hsCRP) concentration, and sys-
tolic blood pressure.

Results

At baseline, the mean AHI was 51.5 events per hour in trial 1 and 49.5 events per
hour in trial 2, and the mean body-mass index (BMI, the weight in kilograms divid-
ed by the square of the height in meters) was 39.1 and 38.7, respectively. In trial 1,
the mean change in AHI at week 52 was —25.3 events per hour (95% confidence in-
terval [Cl], —29.3 to —21.2) with tirzepatide and —5.3 events per hour (95% Cl, -9.4 to
—1.1) with placebo, for an estimated treatment difference of —20.0 events per hour
(95% Cl, =25.8 to -14.2) (P<0.001). In trial 2, the mean change in AHI at week 52 was
—-29.3 events per hour (95% Cl, —33.2 to —25.4) with tirzepatide and -5.5 events per
hour (95% Cl, -9.9 to —1.2) with placebo, for an estimated treatment difference of
—23.8 events per hour (95% Cl, —29.6 to —-17.9) (P<0.001). Significant improvements
in the measurements for all prespecified key secondary end points were observed
with tirzepatide as compared with placebo. The most frequently reported adverse
events with tirzepatide were gastrointestinal in nature and mostly mild to moderate
in severity.
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Conclusions

Among persons with moderate-to-severe obstructive sleep apnea and obesity,
tirzepatide reduced the AHI, body weight, hypoxic burden, hsCRP concentration,
and systolic blood pressure and improved sleep-related patient-reported out-
comes. (Funded by Eli Lilly; SURMOUNT-OSA ClinicalTrials.gov number,
NCT05412004.)
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Fig.1: Chest plain film revealed a retrocariac opacity in left lower lung (black and

white arrowheads).

[Case]
A 40-year-old woman presented to the pulmonary clinic after an abnormal finding

on a screening CXR. She had no significant past medical history and was a
non-smoker. She denied cough, hemoptysis, chest pain, dyspnea, or weight loss. No
palpable lymphadenopathy or abnormal breath sounds were noted. She had no
prior history of pulmonary disease or related hospitalizations.

[Questions]

RHRZEN AT ?

(A) Lung cancer

(B) Lung abscess

(C) Bronchogenic cyst

(D) Pulmonary sequestration

(E) Arteriovenous malformation.
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2. RBAMEHER - THIIBRERTRRE/ KBRS EMRE BN ?
(A) FiRIE RS SR BRI RS/ HIR

(B) AR E W/ NMEHIRECOPDEE - MIERRE

Q) /NGEEEERLRATRE RNV UEERSELIR NS EE

(D) NTIBFEEERICOPDEE PO 225)

3. AAREASRIEE FERANMEREEBE (web-like obstruction ) EEB R FI{o]FE
JRIEtEEEARR ?

A) /NREFENIEE

(B) #7& 122 ( mucus plugs )

(C) el fE PR A A {5

D) xmEUMBIBE

4. FAIRAR sacituzumab tirumotecan BRI o] & [E##& ?
(A) % PD-1 S es Rh &I

(B) 7 TROP-2 ZEEM AR ZEME S ( ADC)

(Q) BE=H EGFR-TKI

(D) & VEGF DI

5. 7 OptiTROP-Lung04 5= —ERsiEa R - EASA%A(EAEAHLL - sacituzumab tirumotecan
AR &S] ?

(A) ER(CFEHRRE R
(B) EH R ERER(EE
O EmREF R HEEE TR ENS

(D) BEBEREEI R RB%RE

6. B Tirzepatide 7E3515:0 B P RORIREE A - FEIREM A ETER ?

(A) Tirzepatide &—17& GIP B2 GLP-1 RN EE(RER - oFEEYENE -

(B) s BAEREES - Tirzepatide AHTERE AHI BB REE S EEENRTREA -
QOB S02% W=HETEAE—F%E  HAHIEREHEAK LEOERBER PAP HIEE -
(D) LA 5EE8 & Tirzepatide ¥1/% "IEEASE 4 B9 OSA BEEREREBBEE -

7. WRIBEIEEEFRN NEIM RIRRSE - B8RS Tirzepatide HARACHEEHE OSA BEMLEIRIE
S E . NIRGROE ERE ?

(A) HERZEEIAE - Tirzepatide 27E AHI BRIV E&R D -

(B) BR Y A ST IREFS - Tirzepatide ¥ UNAEEREAZE K 3E1R ( hsCRP ) T HERZE N -

O ARPHEAZTERNEERBOLMNEARSY -

(D) Tirzepatide sEBEFEEZREBNRE R ( hypoxic burden ) k=T EFERmME -
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This 71 years old gentleman had symptoms of cough and blood-tinged sputum
for 3 months. Because symptoms deteriorated with acute respiratory failure, he was
admitted to ICU after intubation. Chest film and computed tomography revealed
multiple solid nodules with halo sign (white arrow) over bilateral lungs. Bone and
liver lesions are found in the following image examinations. Scaling skin purpura of
chest wall was noticed while performing pig-tail catheter drainage for bloody pleu-
ral effusion.

1. B2 E B a?

(A) Fungal pneumonia
(B) Metastatic carcinoma
(C) Vascular sarcoma

(D) Vasculitis

p

Z: (C) Vascular sarcoma

Pulmonary epithelioid hemangioendothelioma (P-EHE) is favored by surgical
lung biopsy with overstained CAMTAL and c-myc expression. EHE is a rare vascular
sarcoma that originated from endothelial cell, and commonly involves soft tissue,
bone, lung, skin and liver. The disease presentations need to be differentiated from
angiosarcoma, metastatic carcinoma, or granulomatous diseases. In this case, body
fluid cultures didn’ t yield any pathogenic organisms. Auto-antibodies, such as
ANA, ANCA, anti-GBM are all negative results.

Because of minor symptoms and limited treatment response, he denied chemo-
therapy and asked for close follow-up. 3 months later, he received invasive mechani-
cal ventilation for progressive dyspnea. According to small studies, mechanistic
target of rapamycin (mTOR) or vascular endothelial growth factor (VEGF) inhibitors
are considered as potential therapy.
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3. % Furosemide + Acetazolamide FZE4FFIfVES
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B. B& s : HCO3-, pH (B RBEK T H)

C. BIN8E : Cr, eGFR (i £ B INBESE(E)
D. BRRAR : 325 JR=E [ME (BB EIE - BERK)
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RABERHEZET AT - LB AHBEENZRMA ( Healthcare Information
System » DUREM HIS ) - HIS OLREEMN L BRI EHEERSHNAMZ— - EEERH
Bl FEAREABNIER ESRNBETAABNEEY sELEZUREIRES
Bk - BREWMESRK - EAME - BT - BmAOFEERK -

RBEERRAN 1990 FABNRICEZREBRSIAE—BEENA24 - TEEH
MZEEREY  MEHNEIZEMRAN =TI FRBEBERMIES - €& HE
INBEEN - BF AFCHBRERNESELL - 2FEM  HLUR EHHHREHEREE
NMEBEEHIENTEK - B BBEE AN 2016 £ HIS EMAVETEM - WREM—R 4
STEREBRAIVET HIS B3 - ZLBEEREE - ENBW - BRER . R2020F1H1
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1. EBEEERENS RS

BEAEASEFRETHN  MERM L SEM - EBEEE - BIREERITEE

- BEMEEHIFLBIEERN . BEELRESAENEEMNE - fiE - BREE B2
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- BRIZERGE . —EREEEUESIEABEAR A - FE - ZEE - BEBE - w5
B BERGFRAD - IEENEIRENRE -

2. ENESHEEY (Interoperability )

FRE+ENEBEENINEEER  2HFEHLE

CEB RS A ABERDESTE - D TEINERRE  EE0NEAES B
BANERZEE Al 2B T ERSK  Hif "TFERENRE WEE -
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3. BEMEEREHEIEZREK
BEERERNBRSERLAMNEE  HEEERMEZSRERAFER  RERAEE
WHERERIFELZZETEREE .
-EBRBE  WARE T EIERMY , B TBREEE , ZEEETE - 2025 £ 2026 F

B SERZINEERMERPRUENBRARAE KAV AERRENIM
SRR TRRE

- Bt (Compliance ) : K 7TREBEAR - TRERERNIAY  5-F2BRHNNE
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