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[Case]

A 36 years old lady of systemic lupus erythematosus (SLE) was admitted due to progressive dyspnea for
5 days. Hemogram and biochemistry examination was as follow: white blood cells count: 14,400/uL,
segmented neutrophils: 83.2%, lymphocyte: 9.2%, hemoglobulin: 11.9 g/dL, platelet: 301,000/uL, her
renal function is normal, C-reactive protein 15.5 mg/dL, C3: 111.0 mg/dL, C4: <1.7 mg/dL.
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&8 : Am J Respir Crit Care Med. 2020 May doi: 10.1164/rccm.201907-14250C.
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Airway Occlusion Pressure As an Estimate of
Respiratory Drive and Inspiratory Effort during
Assisted Ventilation

Am J Respir Crit Care Med. 2020 May doi: 10.1164/rccm.201907-14250C.

Irene Telias , Detajin Junhasavasdikul , Nuttapol Rittayamai, et al.

Abstract

Rationale: Monitoring and controlling respiratory drive and effort may help to minimize lung and
diaphragm injury. Airway occlusion pressure (P0.1) is a noninvasive measure of respiratory drive.
Objectives: To determine 1) thevalidityof “ventilator” P0.1 (P0.1vent) displayed on the screen as a
measure of drive, 2) the ability of P0.1 to detect potentially injurious levels of effort, and 3) how P0.1vent
displayed by different ventilators compares to a “reference” P0.1 (P0.1ref) measured from airway pressure
recording during an occlusion.

Methods: Analysis of three studies in patients, one in healthy subjects, under assisted ventilation, and
a bench study with six ventilators. PO.1vent was validated against measures of drive (electrical activity
of the diaphragm and muscular pressure over time) and PO.1ref. Performance of P0.1ref and PO.1vent to
detect predefined potentially injurious effort was tested using derivation and validation datasets using
esophageal pressure-time product as the reference standard.

Measurements and Main Results: PO.1vent correlated well with measures of drive and with the
esophageal pressure-time product (within-subjects R*=0.8). P0.1ref >3.5 cmH,0 was 80% sensitive
and 77% specific for detecting high effort (>200 cmH,0-S-min™"); P0.1ref <1.0 cmH,0 was 100%
sensitive and 92% specific for low effort (<50 cmH,0$ s $ min™"). The area under the receiver operating
characteristics curve for P0.1vent to detect potentially high and low effort were 0.81 and 0.92,
respectively. Bench experiments showed a low mean bias for PO.1vent compared with PO.1ref for most
ventilators but precision varied; in patients, precision was lower. Ventilators estimating P0.1vent without
occlusions could underestimate PO.1ref.

Conclusions: P0.1 is a reliable bedside tool to assess respiratory drive and detect potentially injurious

inspiratory effort.
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Nintedanib 7E3NE i #E LRIE 4 %E % (Progressive
Fibrosing Interstitial Lung Diseases) HJ;4&E R 7%

&8 : New England Journal Medicine 2019; 381: 18, 1718-1727.
miz « INZEEATN BIYIANT KB EE BB My ER B B ME R

GIHBEFRRTZE B0 nintedanib » —EALHE IS HG I (tyrosine kinase inhibitor) » 77 LI
A LAV - HEAT OB RS MER4R4E (1 (diopathic Pulmonary Fibrosis, TPF) 75342
(B S R R AT A A L e T A R ol -

7&

FEAE (EFS EYEEPR phase 3 B EHART - WIFEHR B - &SR E ) EIGETE (HRCT)
HIFEEEHE 10% > sy EERAH S IR4H 73 745 77 nintedanib 150 mg & H f KR Z-IH - FrAam NS
e MV SR BT E PR P E 32 R AE 24 (8 H N H AT ZhRE A i 5A S & (forced vital capacity,
FVC) /) 45% FHMIE H— S LRIEATR T L 30-80% » FHIZH: CT 44 LAY (UIP pattern or
other fibrotic pattern) 55 A BT By BRRAH S T IRAH - AWTFE £ HHVEHRETAE 52 BAIZE TR
AR ALERTZIRE FVC IVEE TIERERAZR  FilEtEsFTam AR CT A UIP BIBIRTZET] -

&R

YA 663 (i1 A B 5138, o Er AR nintedanib SRR FVC FEE % 80.8 ml > %
PN TR ERY FVC RIS 5 187.8 ml » BEIAHER/D 107.0 ml AIBHDIEEREL: - (95% CI 65.4-
148.5; P<0.001) TRALAHEELHEH - SAME CT 884 (L8 UIP pattern nintedanib S5 HE4HAHE!Y
FVC TIET49 % 82.9 ml > $IELLEFRT FVC FRETIEE 2111 ml » &4/ 128.2 ml BIAHTEE
HE2 © (95% CI 70.8-185.6; P<0.001) FRALABEESis 1% - HL-PHES Rl RINEIEFT > 66.9% 78
nintedanib G4 » 23.9% {EEIAAE ; HFIHAE BE HRTE nintedanib SARRAIHE S AU R A G -

zA
A R

FERTHE PR LR N EEARITIAE FVC R - 3232 nintedanib 150 mg & HBI0A
FRAHCEH IR AR ARG - IR EHAVEIE -

(RBE®)

IR 5T INBUILD B PR EES @ i F B2 5T nintedanib [ 7 {F Idiopathic Pulmonary Fibrosis
(IPF, UIP) E. 8 B A S 240 (4Ai INPULSIS, INPULSIS-ON trial £52% i, Lancet Respir Med 2019; 7:
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60-68) ° 1+ EH AW 5 [Ri&E e A E & EHfi5A (Other causes induced interstitial lung diseases) » nintedanib
e A HEDERE ?

U ANIH R RS DL PE-ILD 5 A & & 245 JoRi 2 i By IPF G ULARRSE © R
EHEFER Ry - HERFE PF-ILD jEF - A& 0A CT 23 A#EH# 10% » HAAE FVC 1E 24
{l&l H NN FE#E 8 10% 5 503 FVC 71 24 {8 H N TR 5% 2 10% L EGPRIE AR 20 0% 0 A
5% HRCT 4&4E(L UIP pattern 5 BHEHEAL - 12800 A H RS 2R ELE 722 H 8 75 %2 R FF 4G
TEEY) A - HHEITE IPF AY9s At 7E —BHm AT 2 Ry bR 5B A (progressive fibrosing clinical
phenotype) « BIfEfEREZ IR (LEEYERE - Fl2lh28 CT Tt » AiiThae e BRI R0
B o B E LB A ARA TTRE R A HE I EDR i - R EHRNE IPF sCEA AR

Pirfenidone 5 nintedanib 758 & ¥ IPF H)AHRER » i T 22 s ST Eh alat (b s 3%
3K B (Anti-fibrotic and anti-inflammation) #1735 HA 5 RS R il R af 4 B AT BA = B PREE 2
TCEAG— I B Y (autoimmune disorders) BV4S 47 4H 4% 5075 (connective diseases) % AV i
Bt > Bl - BEUEMERIER R - SLBEMIRIE - S MEEERIE - ZRMENLR - ALK - Sjogren’s
syndrome %5 - 7550 N\ — B A L2 1% mETHRIFEZE » RN Boa Rt 85
RIGTET - (EBEIQHEEYI T LIS E R A A -

AWHFE ST 7S BT R A4 L R 2R (LAY PF-ILD J5 A DA nintedanib j&%¢ 52 #8 7 12 35 FIAE )G T
4H P HELE HAHThAE R I#AY852S (improvement in the decline of FVC in one year) ° i ¥ A EI{E FH#E
TN KT IIRE AT -
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Nintedanib in Progressive Fibrosing Interstitial Lung
Diseases

New England Journal Medicine 2019; 381: 18, 1718-1727.
K.R.Flaherty, A.U. Wells, V. Cottin, et al.

Abstract

BACKGROUND

Preclinical data have suggested that nintedanib, an intracellular inhibitor of tyrosin kinases, inhibits
processes involved in the progression of lung fibrosis. Although the efficacy of nintedanibhas been shown
in idiopathic pulmonary fibrosis, its efficacy across a broad range of fibrosing lung diseases is unknown.
METHODS

In this double-blind, placebo-controlled, phase 3 trial conducted in 15 countries, we randomly assigned
patients with fibrosing lung disease affecting more than 10% of lung volume on high-resolution computed
tomography (CT) to receive nintedanib at a dose of 150 mg twice daily or placebo. All the patients met
the criteria for progression of interstitial lung disease in the past 24 months despite treatment and had a
forced vital capacity (FVC) of at least 45% of the predicted value and a diffusing capacity of the lung for
carbon monoxide ranging from 30 to less than 80% of the predicted value. Randomization was stratified
according to the fibrotic pattern (a pattern of usual interstitial pneumonia [UIP] or other fibrotic patterns)
on high-resolution CT. The primary end point was the annual rate of decline in the FVC, as assessed over
a 52-week period. The two primary populations for analysis were the overall population and patients with
a UIP-like fibrotic pattern.

RESULT

A total of 663 patients were treated. In the overall population, the adjusted rate of decline in the FVC was
-80.8 ml per year with nintedanib and -187.8 ml per year with placebo, for a between-group difference of
107.0 ml per year (95% confidence interval [CI], 65.4 to 148.5; p<0.001). In the patients with a UIP-like
fibrotic pattern, the adjusted rate of decline in the FVC was -82.9 ml per year with nintedanib and -211.1
ml per year with placebo, for a difference of 128.2 ml (95% CI, 70.8 to 185.6; p<0.001). Diarrhea was
the most common adverse event, as reported in 66.9% and 23.9% of patients treated with nintedanib and
placebo, respectively. Abnormalities on liver-function testing were more common in the nintedanib group
than in the placebo group.

CONCLUSIONS

In patients with progressive fibrosing interstitial lung diseases, the annual rate of decline in the FVC was
significantly lower among patients who received nintedanib than among those who received placebo.

Diarrhea was a common adverse event. (Funded by BoehringerIngelheim; INBUILD ClinicalTrials)
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@B : Am J Respir Crit Care Med. 2020 Oct doi: 10.1164/rccm.201908-15760C
Hme= - MNEEESEEEM / PRE X EBRM BRI K2 EE 2P R B Bt BRI A

=
B5 -

tH FL & 42 24H 4% (World Health Organization, WHO) 72 37 B F B 52 i i fif (isoniazid, INH) = &
f rifapentine & % & (K M4 45 #% Bl 4L (latent tuberculosis infection, LTBI) o {H 3T 2K 2% & #7 &2 M 45 1%
(multidrug-resistant tuberculosis, MDR-TB) Y HET, » {EEVE R A5 % RIS A FR Y 358 158 58 T4 8 -

BiZ -
SHE A 2 B EE VAL P 2 B L0 INH P M G FRATRER -
7k

BT Ry RS M AT ST (prospective cohort study) » fiE 2009 /1 H % 2012 5 /UH » Jr1i4E
(Peru) I (Lima) Y55 1 4,500 (Zf5EHEZE (g% EE ) - DUK 14,044 [ AHEIE(E =S (=
H R ) o IBHE R B R S AR - BEZABEEIZ 55 [ (Peruvian national guidelines)
fath 19 pRLLU T HYRE B AR ERE 2 INH FHPGMERE » A —FHI B R Ia R

AR

1E 4,216 fir/Nit 19 BREVEERGE & - A 852 INH TEPG AR 2,106 fir (50%) - BEASTS
HHEZ INH THI MR B 5 R G5Z A R G RoR B2 )8 B N =70 2 — (adjusted HR=0.31; 95%
CI1=0.20-0.47) » H FHEENF R » INH B TEPTRCGR A0 » SLTEPTRUR NS - MPigEaaz el
(adjusted HR=0.30; 95% CI1=0.18-0.48) 5z %% B8 i & 1% 45 1% 4H (adjusted HR=0.19; 95% CI=0.05-0.66)
2 INH B —Ji 28447 (adjusted HR=0.80; 95% C1=0.23-2.80) = [£5h » INH FHFMERFITECR A =2
SERZFEE(E ZERY INH £2/ MU ERE (minimal inhibitory concentration, MIC) 842 -

TR "I sE s - St EHIEEMSEX - 52 INH FEPGMOEHERY 76 A i A 15 51451
(0%) - TARBEZ AN EHREER 3% 273 AHHA 8 N) 5EI4E -

ftam

[ER PR EREZ INH B MOaRE - DI EH IS B E 1 - (A BRAIRGE X34
R o INH FE7E RIS PSSR A A E -
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FERTZEETR INH (VTR MERE - A amB i e pigelt - % Ehigsit sl INH B —HgEiyifistix
PEfEE > B EHTSCR - HE S EPEEMEES R HSOR R £ B INH B geshix g4 -
BEAh - SRR R - ORI o ARREIE T RERI A RSRE N BB AE X - M0 INH #5R fy
EMEEY) (A amESiZE S A INH $1251E ) - INH B8 THEGXE B P - DUk INH BH—
UGS R AN 2 E UM S A A A R R -

ZEPEEEZEE N RS > aRERIES B E I RCR e AR g E AR -
W S Sm S I B AR (E 2 3 INH HHTEEM: Ko MR - Bl (5 ] INH FHp e
FIUETSCR - (ERRIR TAF & A st A IE IR E R H IS R EE VI B2 1 A TR RS E
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Isoniazid Preventive Therapy in Contacts of Multidrug-
Resistant Tuberculosis

Am J Respir Crit Care Med. 2020 Oct doi: 10.1164/rccm.201908-15760C
Chuan-Chin Huang, Mercedes C. Becerra, Roger Calderon, ef al.

Abstract

Rationale: The World Health Organization recommends the use of isoniazid (INH) alone or in
combination with rifapentine to treat latent tuberculosis infections. The recent rise of drug-resistant
tuberculosis has complicated the choice of treatment regimen for latent tuberculosis infection.

Objectives: To evaluate the effects of INH preventive therapy on the contacts of patients with multidrug-
resistant tuberculosis.

Methods: In a prospective cohort study conducted between September 2009 and August 2012, we
identified 4,500 index patients with tuberculosis and 14,044 tuberculosis-exposed household contacts who
we followed for 1 year for the occurrence of incident tuberculosis disease. Although Peruvian national
guidelines specify that INH preventive therapy should be provided to contacts aged 19 years old or
younger, only half this group received INH preventive therapy.

Measurements and Main Results: Among 4,216 contacts under 19 years of age, 2,106 contacts (50%)
initiated INH preventive therapy at enrollment. The protective effect of INH was more extreme in contacts
exposed to drug-sensitive tuberculosis (adjusted hazard ratio, 0.30; 95% confidence interval, 0.18-
0.48) and to multidrugresistant tuberculosis (adjusted hazard ratio, 0.19; 95% confidence interval, 0.05-
0.66) compared with those exposed to mono-INHresistant tuberculosis (adjusted hazard ratio, 0.80; 95%
confidence interval, 0.23-2.80). In the second independent study, tuberculosis occurred in none of the 76
household contacts who received INH preventive therapy compared with 3% (8 of 273) of those who did
not.

Conclusions: Household contacts who received INH preventive therapy had a lower incidence of
tuberculosis disease even when they had been exposed to an index patient with multidrug-resistant

tuberculosis. INH may have a role in the management of latent multidrug-resistant tuberculosis infection.
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RRERE T FE S © (4 10 73 )( 552:B page 8)

A 36 years old lady of systemic lupus erythematosus (SLE) was admitted due to progressive dyspnea for

5 days. Hemogram and biochemistry examination was as follow: white blood cells count: 14,400/uL,
segmented neutrophils: 83.2%, lymphocyte: 9.2%, hemoglobulin: 11.9 g/dL, platelet: 301,000/uL, her
renal function is normal, C-reactive protein 15.5 mg/dL, C3: 111.0 mg/dL, C4: <1.7 mg/dL.

- CHIZE Ry ?

(A) Acute lupus pneumonitis

(B) Mycobacterium avium complex infection
(C) Pulmonary crytococcosis

(D) Pneumocystis jiroveci pneumonia

(E) Invasive pulmonary aspergillosis

EERE  (FE15)

2.

Which one of the following statement about P0.1 is WRONG?

(A) A PO.1 value of <1 cmH,0O suggests low effort

(B) A PO0.1 value of >4 cmH,O suggests high effort

(C) All commercial ventilators use the occlusion method to obtain the P0.1 value

(D) PO.1 correlated well with esophageal pressure-time product

. Which of the following factors may NOT be associated with low P0.1 but high respiratory effort?

(A) Respiratory muscle weakness
(B) Low chest wall elastance

(C) Dynamic hyperinflation

(D) Chest wall-abdominal paradox

. %1758 nintedanib {F ;4% progressive fibrosing interstitial lung diseases Fyfli{o] & 2R ?

(A) nintedanib EEZAEITIZHEA FVC TEEREDEY 107 ml
(B) nintedanib ££ CT 5 UIP pattern 240 FVC N4 128 ml
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(C) J&¥¥4H nintedanib [LZ7EIFIAH A S RS LL B
(D) J&#E4H nintedanib [LZARITAH AR RLLE S5 £ FF e R

. N%I[#T# Progressive fibrosing interstitial lung diseases [ it{a] #$Eaa 2

(A) HRfiEl lung volume 4L 2/ 20% 75 fibrotic change

(B) EAfizhse FVC 1E 24 {E B WA 10% DL EEE 5-10% HAERERFIR RS
(C) B —TEP A LAYFRIFAY (rapid progressive phenotype))

(D) CT R HERIRTRR A

- BARTEIRMEEE AN TR G » T AII & A IR 2

(A) 9H Ji& 77 Fy isoniazid = H{HEH > HJ1{E A

(B) 3HP i }7 k545 H (£ [ isoniazid J% rifapentine » £ =1 H
(C) 4R Kty H (M rifampicin » HPU{E H

(D) 3HR Ju4 H{# [ isoniazid K% rifampicin » 3= =1 H

- NI IR ?

(A) JEFRERMEAEZ R, - BAREEA isoniazid 12 BB UER A

(B) {# 1] isoniazid JAFUERIEGIZ IR, - BHRDUEEMEEZAVGFRACRE SN ZEIUEEMEX

(C) fim&ttx B ¥ isoniazid HYRR/ MITERIE Kyfo] - BLAREEH] isoniazid $HAVER MG Z REAHTG
e — TR

(D) REFSGREBR AL, - isoniazid A3 GRS AR A0 B G R fA@ S BE I
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1%

Portable

Figure 1. This CXR showed diffuse consolidation lesion
in bilateral lung fields, especially the left upper lobe.

B EALMIIETSERT WA RIBGEEEM

[Case]

A 50-year-old male Taiwanese working in Vietnam for a long time has a cough, low-grade fever, and
night sweats for several months. This CXR showed diffuse consolidation lesion in bilateral lung fields, S
especially the left upper lobe (Figure 1).

[Question]

1. What is not the appropriate diagnostic examination for this patient?
(A) Sputum examinations for the acid-fast stain and culture
(B) Sputum nucleic acid amplification test for Mycobacterium tuberculosis
(C) Rapid molecular drug susceptibility test (DST) for rifampin, such as Xpert MTB/RIF Assay

(D) Bronchoscopic examination

[Answer]

(D) Bronchoscopic examination.
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In this patient, his sputum smear for acid-fast stain showed strongly positive (++++), and the nucleic
acid amplification test revealed positive for M. tuberculosis. Meanwhile, M. tuberculosis was isolated
from the MGIT liquid culture system on the 8" day. Therefore, we can correctly diagnose this patient as
pulmonary tuberculosis.

For optimal treatment, it is crucial to get a timely, precise drug-resistant profile. The conventional
first-line DST result was available on the 40™ day. It showed resistance to isoniazid, rifampin, ethambutol,
and streptomycin. Moreover, we got the drug-resistance profile of all the second-line drugs on the 55"
day.

Comparing with the conventional, culture-based DST, we got the genotypic DST in the next day after
the sputum sent to the Taiwan CDC-designated laboratory. It showed resistance to isoniazid and rifampin,
susceptibility to fluoroquinolones, and the second-line injectable drugs. Moreover, genetic mutation,
including rpoB S531L, KatG S315T, and pncA P54S, were also provided by the reference Laboratory of
Taiwan CDC.

This patient received the optimal anti-TB treatment regimen under the guidance of the precise M.
tuberculosis drug-resistant profile. He also received left upper lobe lobectomy after five months of therapy
due to the localized extensive lesion (Figure 2A and 2B). He continuously received treatment under
DOTS (directly observed treatment, short-course)-Plus program in the community, and his condition got

significant improvement (Figure 3, after a 1-year treatment).

[Comments]

According to the “Taiwan Guidelines for TB Diagnosis & Treatment”, sputum examinations for acid-
fast stain, culture and nucleic acid amplification test for M. tuberculosis should be done for any patient
suspected to have pulmonary TB.

Conventional, culture-based DST is the laboratory gold standard. An essential limitation of culture-
based DST, however, it usually takes more than one month to get the result. Rapid molecular DST can be
performed within hours, enabling earlier initiation of an appropriate antimicrobial regimen. Therefore,
Taiwan CDC recommends rapid molecular DST should be performed in the high-risk groups, including:
(1) have been treated for TB in the past, (2) are contacts of patients with multidrug-resistant TB (MDR-TB)
or Rifampin-resistant TB, (3) new case from the MDR-TB high-risk area of Taiwan, (4) staying in high
MDR-TB burden countries for more than one month.

To confirm a positive result, US CDC recommends the genetic loci associated with rifampin
resistance (to include rpoB), as well as isoniazid resistance (to include inhA and katG), should be
sequenced to assess for MDR-TB. If mutations associated with rifampin resistance are confirmed, rapid
molecular testing for other known mutations associated with drug resistance is needed for healthcare
providers to select an optimally effective treatment regimen.

Finally, the DOTS-plus program had been implemented in Taiwan since 2007 and provided
comprehensive patient-centered care to MDR-TB patients to achieve a high proportion of treatment
success. From this patient’s experience, we can confirm the effectiveness of the DOTS-plus program in

Taiwan.
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Figure 2A. This CXR showed improvement after Figure 2B. The CT scan revealed an extensive
4-month therapy; however, the left upper lobe still consolidation with some necrotic area in the

showed an extensive lesion. left upper lobe.

Figure 3. This CXR showed much improvement after

one-year treatment.
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2. {iRIBEAYTFE S » PD-1/PD-L1 i - A B EEHRATE R B HERVEEY A BEE -
MY I 7
(A) &ERZIRHTA A EE b = Y H e 4EY)
(B) JREERZ BT A B AR i e 2EY)
(C) &ERZIRIYA BE MRl = T8y A 24
(D) DL AR IERE
EE )

3. (KIE AT St o 81 PD-1/PD-L1 SR AMH BRAY SRR B R B A e 22 A [F] > 5 ]
REAY IR NEHERIRIER] > I & BE 7
(A) BEYEHE R RIEDIRERVRZ & - NS T AR
(B) NEISEVIHERE R » FAEARS RIEIIRENZEE - NA ARV EEE &R
(C) MEHRESEINHE EHIE SR TREVAIE - m] RERYEE LI B b A A A [F
(D) DLEEZ
EZE (D)

4. 1£2020 Lancet Hi I F%& " Nintedanib in patients with progressive fibrosing interstitial lung diseases
—subgroup analyses by interstitial lung disease diagnosis in the INBUILD trial: a randomised, double-
blind, placebo-controlled, parallel-group trial | » DL N{a] & $EaR ?

(A) INBUILD Ry—Etk - 85 « ZRIFIEIR « SPATIEERRE S

(B) ZaE Rl R M (LB LR (fibrosing ILD) HHFFFRFEMERTAHAE(L (IPF) AU A

(C) = BN AGRITERE « ST B E s (bEiE 10% - fiThseted 4 S 2
(FVC) KR 45% TEANME ~ fe—EAbhikiliEcE (DLCO) K 30% H/IN 80% THMIE
H VB MR IE 2L 24 (8 H VA T & st & AR E(L (progression)

(D) FE7E45 R4 nintedanib B4EETEE 1B FAE 4R SAHIUREF A4 (LETE M7 (fibrosing
ILD) B LR E (progressive phenotype) 5 AHIATLIRETEIR

%% (D)

5. [F]_LBgE s TLEZORET (subgroup) AliARAE(LAYR A - (A IENE ?
(A) #EBUMERT R (hypersensitivity pneumonitis)
(B) H & AHBHEE AT (autoimmune interstitial lung diseases)
(C) 2H%%/EHi 3% (organizing pneumonia)
(D) JHRAEHIERF EL R ERTi % (idiopathic non-specific interstitial pneumonia)
== (o)
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6. ADAURA III HAEG PR BB » 45 1B HAZ 1A HAF1ii58 2 VIBRHY EGFR 28885 M JE/ N A fifi
&1 Osimertinib 55 A > (EAPEIOGERE AT > 0T B IS AL 75 2
(A) RamumMNFIIETEMN B
(B) “fim EGFR £&[A2€% (Exon 19 del or Exon 21 L858R)
(C) Ramflrtt B S LB Gk
(D) DI LB E
%% (D)

7. 145 H il ADAURA I HHERPR E BB > M4t - TRz FilrUIFRES 1B ~ 11~ TIIA Hf EGFR 2287
IR/ INREATE - B2 flT{% Osimertinib BHEIGREHTR A » T HIMEI BRI 8 KA E 5 2
(A) TR E IR AR
(B) FEfEr fa st A Hepim (B 2 R
(C) IEEAVEACIFIEHA
(D) Osimertinib J& 7345 4 A4 2 1
EHZE(C)
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