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演示者
演示文稿备注
Talking Points:
CASPIAN is a randomized, open-label, sponsor-blind, Phase 3 study in 805 patients with treatment-naïve ES-SCLC1,2
OS is the primary endpoint1,2
Key secondary endpoints include PFS, ORR (unconfirmed), PFS at 6 and 12 months, OS at 18 months, safety, HRQoL, and patient-reported outcomes1,2

References:
度伐利尤单抗® (度伐利尤单抗) [Prescribing Information]. Wilmington, DE: AstraZeneca Pharmaceuticals LP; 2020.
Paz-Ares L, Dvorkin M, Chen Y, et al; CASPIAN Investigators. 度伐利尤单抗plus platinum-etoposide versus platinum-etoposide in first-line treatment of extensive-stage small-cell lung cancer (CASPIAN): a randomized, controlled, open-label, phase 3 trial. Lancet. 2019;394(10212):1929-1939. 
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Patients and Methods
Patients with limited- or extensive-disease SCLC, documented complete or partial response to

first-line therapy, Eastern Cooperative Oncology Group performance status = 2, and measurable
recurrent disease (WHO criteria) with a treatment-free interval of = 90 days were assigned to
treatment with either oral topotecan 2.3 mg/m?/d on days 1 through 5 or |V topotecan 1.5 mg/m?/d
on days 1 through 5 every 21 days. Primary end point was response rate as confirmed by an

external reviewer blinded to treatment.

Table 2. Best Response to Topotecan

Oral Topotecan IV Topotecan

(n = 153) (n = 151)
No. of No. of
Response Patients Y% Patients %

Responders

Complete response 2 1.3 0

Partial response 26 17.0 33 219

Overall response® 28 18.3 33 21.9

95% ClI, % 12.2t0 24.4 16.3t028.5

Nonresponders

Stable disease 27 17.6 35 23.2

Progressive disease 78 51.0 65 43.0

Not assessablet 20 13.1 18 11.9

Abbreviation: |V, intravenous.
“Difference in response rates (oral-IV) was —3.6% (95% Cl, —12.6% to

| 5.5%).

tThe 32 patients who were not assessable for response were those who
died, were withdrawn (as a result of an adverse experience or a protocol
violation), withdrew consent after one or two courses of treatment, or were

' [ “ ! | considered to have completed treatment after one or two courses. These
1 kz:l'rﬁ' patients received insufficient treatment to assign a response.
:l:’-. '|'|i-li - —— —— T = n e — T——

Cumulative Proportion

QOral topotecan
== |\ topotecan

12 24 36 48 60 72 84 96 108 120 132 144
Time (weeks)

Fig 3. Kaplan-Meier plot for survival in the intent-to-treat population. IV,

intravenous.
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Author {ycar) Patients, # (R or  Treatment arms ORR, Median PFS, Median OS, Grade 3 + roxicitie:
S % time time %
NP TP Anemi
von Pawel et al. (1999) 211 (S) IV topotecan versus CAV 24 13 weeks 25 weeks 89 58 42
[40] 18 12 weeks 25 weeks 87 15 20
von Pawel et al. (2001) 106 (S) Oral ropotecan versus IV topotecan 23 15 weeks 32 weeks 57 53 31
[41] 15 13 weeks 25 weeks 94 49 30
O'Brien et al. (2006) 141 (76 R; 65 S)  BSC versus oral topotecan + BSC NR NR 14 weeks NR NR NR
(42] 0:7 16 weeks 26 weceks 61 38 25
R: 10
53
Shah et al. (2007) [43] 22 (S) Weekly IV topotecan + chemotherapy 0 6 weeks 20 weeks 0 9 0
Eckardt ct al. (2007) 309 (S)® Oral topotecan versus IV topotecan 18 12 weeks 33 weeks 71 48 22
[44] 2 15 weeks 35 weeks 8 43 30
Spigel et al. (2011) 38 (RorS) Weekly IV topotecan O: 8 R: 1.5 months  R: 3.7 months 53 37 13
[45] R: 0 S: 2.5 months S 8.6 months
S:16
von Pawel et al. (2014) 637 (R or S)° IV amrubicin versus IV topotecan 31 O: 41 months  O: 7.5 months 41 21 16
[46] R: 2.8 months  R: 6.2 months
S: 5.5 months  §: 9.2 months
17 O: 3.5 months  O: 7.8 months 54 34 31
R: 2.6 months R: 5.7 months
St 4.3 months  S: 9.9 months
Goro et al. (2016) [47] 180 (S) IV topotecan versus [V 27 3.6 months 125 months 86 28 28
cisplatin + ctoposide + irinotecan 84 5.7 months 182 months 83 41 84
¢ Baize et al. (2020)7 [748] 164 ()¢ IV carboplatin + etoposide versus oral 49 4.7 months 7.5 months 4 31 25
: fopotecan 25 2.7 months ZA4months -~ 25 36 21
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Topotecan
Since its initial

approval in 1996 and until
recently, topotecan has been the only FDA-ap-
proved agent as a second-line treatment option
for patients with SCLC and is only approved for
those with chemotherapy-sensitive, relapsed
SCLC [38, 39]. Topotecan is a topoisomerase I

HINE BN FDAHLEFH T44
TR E K SCLC!

s ; > |
Adv Ther. 2021;38(11):5431-5451
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Randomized Phase III Trial of Amrubicin Versus Topotecan
As Second-Line Treatment for Patients With Small-Cell
Lung Cancer

Joachim von Pawel, Robert Jotte, David R. Spigel, Mary E.R. O’Brien, Mark A. Socinski, Jirg Mezger,
Martin Steins, Léon Bosquée, Jeffrey Bubis, Kristiaan Nackaerts, José M. Trigo, Philip Clingan,
Wolfgang Schiitte, Paul Lorigan, Martin Reck, Manuel Domine, Frances A. Shepherd, Shaoyi Li,

and Markus F. Renschler

Purpose

Amrubicin, a third-generation anthracycline and potent topoisomerase |l inhibitor, showed prom-
ising activity in small-cell lung cancer (SCLC) in phase |l trials. This phase Il trial compared the
safety and efficacy of amrubicin versus topotecan as second-line treatment for SCLC.

Patients and Methods

A total of 637 patients with refractory or sensitive SCLC were randomly assigned at a ratio of 2:1
to 21-day cycles of amrubicin 40 mg/m? intravenously (IV) on days 1 to 3 or topotecan 1.5 mg/m?
IV on days 1 to 5. Primary end point was overall survival (OS); secondary end points included
overall response rate (ORR), progression-free survival (PFS), and safety.

Results

Median OS was 7.5 months with amrubicin versus 7.8 months with topotecan (hazard ratio [HR],
0.880; P = .170); in refractory patients, median OS was 6.2 and 5.7 months, respectively (HR,
0.77; P = .047). Median PFS was 4.1 months with amrubicin and 3.5 months with topotecan
(HR, 0.802; P = .018). ORR was 31.1% with amrubicin and 16.9% with topotecan (odds ratio,
2.223; P < .001). Grade = 3 treatment-emergent adverse events in the amrubicin and topotecan
arms were: neutropenia (41% v 54%; P = .004), thrombocytopenia (21% v 54%; P < .001),
anemia (16% v31%; P < .001), infections (16% v 10%; P = .043), febrile neutropenia (10% v3%;
P = .003), and cardiac disorders (5% v 5% P = .759); transfusion rates were 32% and 53% (P <
.001), respectively. NQOT polymorphisms did not influence safety outcomes.

Conclusion
Amrubicin did not improve survival when compared with topotecan in the second-line treatment

of patients with SCLC. OS did not differ significantly between treatment groups, although an
improvement in OS was noted in patients with refractory disease treated with amrubicin.

J Clin Oncol 32 4012-4019. © 2014 by American Society of Clinical Oncology
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BACKGROUND: Despite sensitivity to first-line chemotherapy, most small-cell lung cancer (SCLC) patients relapse. In this setting,
topotecan demonstrated modest activity with significant toxicity. Paclitaxel was also active. This study was designed to evaluate
activity and safety of nab-paclitaxel in relapsed SCLC.

METHODS: In this multicentre prospective Phase 2 trial, patients with refractory or sensitive SCLC progressed to first-line platinum-
based chemotherapy received nab-paclitaxel 100 mg/smq on days 1, 8, 15 every 4 weeks up to six cycles, progressive disease or
intolerable toxicity. Primary endpoint was investigator-assessed objective tumour response. Secondary endpoints were toxicity,
progression-free survival (PFS) and overall survival (OS).

RESULTS: Of the 68 patients treated, partial response was 8% in the refractory cohort and 14% in the sensitive cohort. Most
common toxicities of any grade were fatigue (54%), anaemia (38%), neutropenia (29%), leukopenia (26%) and diarrhoea (21%).
Median PFS was similar in both refractory (1.8 months) and sensitive cohorts (1.9 months), while median OS was longer in sensitive
one (6.6 versus 3.6 months).

CONCLUSIONS: Although nab-paclitaxel has shown some modest anti-tumour activity in relapsed SCLC, associated with a
favourable toxicity profile, the primary end-point of the study was not met.

CLINICAL TRIAL REGISTRATION: Clinical Trial registration number is ClinicalTrials.gov Identifier: NCT03219762.
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I A
Topotecan (n=90) Combination
chemotherapy (n=90! 100 — Topotecan
il ) —— Combination chemotherapy

Age (years) 64 (60-70; 44-75) 64 (61-68; 44-75) 50 HR 067 (90% C 0-51-0-88); p=0-0079

Sex 80+
Male 78 (87%) 77 (86%) L/ 704
Female 12 (13%) 13 (14%) §- 604

Disease stage at entry %

Limited 25(28%) 20 (22%) 2 0
Extensive 65 (72%) 70 (78%) g 404

ECOG performance status h 304
0 40 (44%) 52 (58%) 20
1 47 (52%) 36 (40%) 10 1
: 36 2% 0 T T T T T T T T T T 1

Time from first-line chemotherapy to relapse or 148 (113-228;92-2318) 181 (120-285; 91-1746) 0 6 12 18 24 30 36 42 48 54 60 66

progression (days) Mumber at risk

First line chemotherapy (including patient in more than one category) Topotecan 90 74 49 27 10 6 6 3 3 2 1 v}

Cisplatin or carboplatin plus etoposide 49 (54%) 50 (56%) I(-.Ombil'uﬁnn 90 a5 68 45 23 12 6 2 2 2 1 0
Cisplatin or carboplatin plus irinotecan 31(34%) 32 (36%) NU“:;??g;:::EE
Cisplatin or carboplatin plus amrubicin 15 (17%) 17 (19%) Topotecan 0 (4] h] 2 2 2 [¥] 1 [v] [v] 1 ]

First-line thoracic radiotherapy I['Omb't;:ation o o o B 7 3 g 2 o o 1 1

chemaotheray
Yes 38 (42%) 42(47%) 7
No 52 (58%) 48 (53%)

Response to first-line treatment Findings Between Sept 20, 2007, and Nov 30, 2012, 180 patients were enrolled, with 90 assigned to each treatment
Complete response 20 (22%) 23(26%) group. The median follow-up for censored patients was 22.7 months (IQR 20-0-35-3). Overall survival was
Partial response 7978%) 67 (74%) significantly longer in the combination chemotherapy group (median 18-2 months, 95% CI 15-7-20-6) than in the

Data are median (IQR; range) or n (%) nless noted otherwise. Combination chemotherapy=cisplatin plus etoposide topotecan group (12-5 months 10- 8 14-9; hazard ratio 0 67 90% CI 0- 51 0 88 p—O 0079) The most common

al plus irinotecan. ECOG=Eastern Cooperative Oncology Group. ¢ imE raaAsa . . Fmrornza
Table 1: Baseline characteristics

1'*":“:' o —— e e ] Lancet Oncol. 2016; 17(8) 1147-1157
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Topotecan (n=90)

Combination chemotherapy (n=90)

Topotecan Combination HR (95% Cl)
chemotherapy
Events/N Events/N
Age (years)
=69 61/67 63/79 —a— 0-66 (0-47-0-94)
=/0 21/23 9/11 —a— 0-53 (0-23-1-19)
Sex
Female 11/12 1013 ——&%— 0-27 (0-10-076)
Male 71/78 62/77 — 070 (0-49-0-98)
ECOG performance status
0 36/40 42/52 — 0-89 (0-57-1-40)
1-2 46/50 30/38 —a— 0-50 (0-31-0-80)
Disease stage at entry
Limited 20/25 12/20 —— 0-53 (0-26-110)
Extensive 62/65 60/70 —— 0-62 (0-43-0-89)
First-line chemotherapy with etoposide
No 39/41 35/40 — 0-69 (0-43-1-09)
Yes 43/49 37/50 ——] 0-64 (0-41-1-00)
First-line chemotherapy with irinotecan
No 53/59 45/58 — 052 (0:35-079)
Yes 29/31 27132 —H 0-90 (0-52-1-55)
First-line chemotherapy with amrubicin
No 63/75 57173 —— 0-63 (0-44-0-91)
Yes 14/15 15/17 — 0-69 (0:33-1-44)
Response to first-line chemotherapy
Complete 17/20 19/23 —8—— 1.03(0:53-2:02)
Partial 65/70 53/67 —a— 0-56 (0-39-0-81)
History of thoracic radiation therapy
No 48/52 41/48 —a— 0-65 (0-43-0-99)
Yes 34/38 31/42 — 0-66 (0-40-1-08)
Overall 82/90 72/90 —— 0-67 (0-49-0-93)
T T T
0125 025 05 1
— e
Favours Favours
combination topotecan
chemotherapy
- N i — '

Grade1-2 Grade3 Grade1-2 Grade3 Grade 4
Leucopenia 43 (48%) 42 (47%) 15(17%)  41(46%) 31(34%)
Neutropenia 13 (14%) 47 (52%) 10 (11%) 23(26%) 52 (58%)
Anaemia 55(61%) 22 (24%) 12(13%)  50(56%) 26 (29%)
Thrombocytopenia 45 (50%) 19 (21%) 33 (37%) 27 (30%) 10 (11%)
Hypoalbuminaemia 67 (74%) 0 82 (91%) 1(1%)
Hyperbilirubinaemia 19 (21%) 0 24 (27%) 2(2%) 0(0%)
Elevated serumalanine 32 (36%) 1(1%) 30 (33%) 1(1%) 1(1%)
aminotransferase
concentration
Elevated serum asparate 23 (26%) 0 17 (19%) 1(1%) 1(1%)
aminotransferase
Elevated serum creatinine 32 (36%) 0 0 37 (41%) 1(1%) 0(0%)
Hyponatraemia 32 (36%) 9 (10%) 1 50 (56%) 12 (13%) 3(3%)
Hyperkalaemia 21 (23%) 0 0] 38 (42%) 1(1%) 0 (0%)
Hypokalaemia 4 (4%) 0 0 22 (24%) 4(4%) 1(1%)
Fever 13(14%)  1(1%) 0 25(28%) 0 0(0%)
Fatigue 3EI%) 1(1%) 0 48(53%)  1(1%) 1(1%)
Alopecia 25 (28%) 57 (63%)
Rash 5 (6%) 0 0 13(14%) 0 0 (0%)
Anorexia 42 (47%) 4 (4%) 0 57 (63%) 4 (4%) 0(0%)
Diarrhoea 12 (13%) 0 0] 52 (58%) 5(6%) 2 (2%)
Mucositis (clinical exam) 7 (8%) 0 0 16 (18%) 0 0 (0%)
Mucositis (functional or 6 (7%) 0 0 9 (10%) 0 0(0%)
symptomatic)
Nausea 39 (43%) 2 (2%) 0 49 (54%) 0 1(1%)
Vomiting 8 (9%) 0 0 18(20%) O 0 (0%)
Constipation 36 (40%) 1(1%) 0 54 (60%) 0 0 (0%)
Febrile neutropenia 6 (7%) 0 26 (29%) 2 (2%)
Dyspnoea 4 (4%) 1(1%) 1(1%) 5 (6%) 2 (2%) 1(1%)
Pneumaonitis 0 1(1%) 1(1%) 1(1%) 1(1%) 0 (0%)
Pulmonary infection 1(1%) 3(3%) 1(1%) 1(1%) 2 (2%) 0 (0%)

:
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http://xy.bioon.com/course_video/chang-fei-bian-ma-RNA-yu-zhong-liu959063.html
http://news.bioon.com/fda/
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Lurbinectedin(L)&—"N§

KIBNAIRHE
Y
ECOG PS 0-2 Lurbinectedin ERHFES ) Jggj%ﬂiglg}zqﬁg v_HEIJ
BEE— T IERISCLCE S 3.2 mg/m2,1h iv,q3w HRETFNAY DNASGEHTZL AT SEEH
AT BE TG (N=105) ORR M

EEZ RS

Lurbinectedin (PM1183) EEZ4 %877 SCLC, ORR=35.2%,EMZEY (ORR:22.2%) BEUEY (45.0%) FISCLC_Ziayr =iy
BE—ERIT.

SWRPFSA3.91M A, WATA2.641ME, SEE 4.640N8, SWR0SH9.31MEH, MHERS5.0MNE, BEEN11.90A.,
MRIEXIUAFRERNCCN 2020VAREISCLGERMIEELL R TIEAERSCLC (<61MB261A) RUaTTIEREE, J92AKER,

https//www prnewswire.com/news-releases/jazz-pharmaceuticals-and-pharmamar-announce-results-of-atlantis-phase-3-study-evaluating-zepzelca-in-
: combination- W|th doxorubicin-for-patients-with-small-cell-lung-cancer-following-one-prior-platinum-containing- I|ne 301185390.html



¥it: SCLCZRIGIT; BHERT+2FHLE vs. CAV BRFAHEFE n=613 ( NCT02566993 )
FERFFLE: FAOS(8.6 vs 7.6,HR 0.967,P=0.9022)
ZiR: OSSR, TRZITTNERRKBRERR.

AREEE: 1R &R T HERN32mg/m2, NEEERFREREETHERRTRIFES

>
A2mg/m2.
ClinicalTrials.Gov Phase Title Investigational Investigational Drug Class(es) Status Estimated
Registration Number Drug/Regimen Primary
Completion Date
NCT05153239 3 Clinical Trial of Lurbinectedin as Single-agent or in Lurbinectedin Single-Agent or |  Alkylating agent or alkylating agent plus Recruiting May 2025
Combination With Irinotecan vs. Topotecan or Irinotecan in lurbinectedin plus irinotecan topoisomerase inhibitor
Patients With Relapsed Small-cell Lung Cancer (LAGOON)
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. 2185, EES/MEEELIRSCLC | N=30 %.i%igg‘“%% Mg/m?, T - AR R - EBHRLA:
o TIERFRBERRIELRE Je 2 51§U]?1“::’1{¥1‘Z§F§E70m /m2EaEk N SRR HERIATE] : e E
« BREARECIST 1. R EHIRITA Rk oL, 9/ms SIS  ORBES: T
« ECOG PSiSlZﬁj\?g OEE'] gl:l?l L#jTﬁUE?ﬂ\%?*D?EE o ﬁifl:%{%-';él\ﬁ (ORR PFS*DOS)
. — LRI HRIA Y SRR - §2A1UR, 6FEA—EH )
\ J \ J \ J \_ J
85mg/m2 % A\ o 0] — 70 gl
mg/m _ _ + Censored Censored
(n=5) 70mg/m? (n=25) (n=30) 08 08-] '
BOR, n(%) .
CR 0 1 (4.0) 1 (3.3) = 06- PFS 3.98H 2 06- OS 8.08H
PR 2 (40.0) 10 (40.0) 12 (40.0) o %
SD 1 (20.0) 7 (28.0) 8 (26.7) o 04 S 04
PD 1 (20.0) 5 (20.0) 6 (20.0) ° ©
NE 1 (20.0) 2 (8.0) 3 (10.0) 0.2 0.2
ORR,
%(95%C|) 0 T I I I T T 0 I I T T T T T T
433 0 3 6 \ (9 " 12 15 18 0 3 6 gT_ (12 \ )15 18 21 24
40.0 44.0 ) umber of patients at ris e {ortts umber of patients at ris & _ i
CR+PR (5.27-85.34) (24.40-65.07) (525 5476) 'JOmt;/mszz); t t13k 5 2 1 1 0 %mt;/mzfg; t210 k 1% 7 4 2 1 0
':F('g‘é%}og ) ) (4 ?iSRIE) (2 372i997 03) (23‘.128'[0 }%&{ﬁﬁ%}%ﬂﬁ}ﬁ%Mmg/mzﬁﬁ%E’gPFS (A)- #H0s (B)
0 Al- . o /. )

7.03)

Luis Paz-Ares,et al. Cancer. 2022 May 1;128(9):1801-1811.
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Bit: SCLCZRIGYT; LB FAEAE vs. I EBHE n=450
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Ipsen. Ipsen announces results from Phase 111 RESILIENT trial evaluating Onivyde® in second-line
monotherapy for small cell lung cancer. Available at: https://www.ipsen.com/press-releases/ipsen-
announces-resultsfrom-phase- iii- resilient- trial- evaluating- onivyde- in- second- line-
monotherapyfor-small- cell- lung- cancer/ Accessed August 2, 2022.
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> IAREEEY: EfR. FRURES. FEtl. IIHEIASR ITTAERYSEZAYBOR. ORRFICBR

> HREN: TS SR SHETSRRA RN, Ret/miS
HRTRE R +(RY | RIS | IRHIEE
BB (N=187) (N=190) (N =94)
CR

> HRESR: ZREHETE (GD2) ESCLCHhERFRIA, iEERNE—MnGD2r, SHit/ER
nfr BRI, SR ERESMEIER.

st \ IR 1 (0.5) 4 (2.1) 2 (2.1)
KELE.??Q o P—— 4 N CRu 0 1 (0.5) 0
-(;'HE;,QE{J_EE@H;%&E%SCLC S ERAN S | RSB EEH R B FERARER: PR 31 (16.6) 32 (16.8) 17 (18.1)

et ral/s N 350mg/m2 N=190
. —ERSKTEYIMY T RIE L g OS. PFS. ORR PRu 13 (7.0) 10 (5.3) 4 (4.3)
Eﬁfgéﬁpﬁs s R Mg ik i + (R R R (CR+PR) . SD 81 (433) 65 (34.2) 41 (43.6)
) 17779 0 \ | BN 1 REK TS R B R R
o ﬁjﬂfﬁ%ﬁiz']Zjﬁ 211 > 350mg/m2+f@i§ﬁ$ﬁ16mg/m2, » CBR (CR+PR PD 41 (21.9) 46 (24.2) 18 (19.1)
. ?Eﬁlﬂg%%;ﬁ?ﬁzAr ' BAFIEA17.5mg/m2 N=187 +SD) NE 1 (0.5) i p.1) 0
® I:I _IXI_ TSN <l ‘?l
e e Mban 22 | (W febah (1563 [
KIS RS IS > SRR 1 - SRERIK S R M TS R & 6-25. 6-29.
i\LF)\ ) 1.5mg/m2 N = 94 \_ Y, 0.87
N=471 N g FEEE (95%C1) 051 (ga11s9)
. ITTABRYEERIOS (A) FIPFS (B) 1.47)
T Median ow jval (35% CI) 1007 == P{E 0.5987 0.5892
N Eﬂj i tecan: 6.9 (6.0-7.6) N ression-roo s (95% CI) CBR (akilEg‘E_i_ﬁEg‘g)
iig w :D\nuluxlmahﬂnnu[ﬂcan:s‘(ulpnlerani1DE(D‘BD—1‘3?] % o CR/CRU/PR/PRU/S 126 (67'4) 112 (58.9) 64 ((5678.71_)
; D,n(%)(95%Cl) (60.2-74.0) (51.6-66.0) 773)
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演示者
演示文稿备注
临床获益率(CBR)
结果显示，Dinutuximab联合伊立替康组、伊立替康单药组、拓扑替康单药组分别有患者187例、190例和94例。各组的年龄、性别、体能状态、既往治疗和转移性疾病部位相似。三组的中位OS分别为6.9个月、7.0个月和7.4个月(P=0.3132)，中位PFS分别为3.5个月、3.0个月和3.4个月(P=0.3482)，确认的ORR分别为17.1%、18.9%和20.2%(P=0.8043)，CBR分别为67.4%、58.9%和68.1%(P=0.0989)。Dinutuximab联合伊立替康组发生率≥5%的3~4级不良事件)包括中性粒细胞减少、贫血、腹泻和虚弱。
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Extensive Stage SCLC
Relapsed or Refractory

¥

Enroll 15 patients:
Talazoparib 0.75 mg
daily + Temozolomide
at 37.5 mg/m’ days 1-5
28 day Cycles

¥
ORR =215 ORR = 35, enroll 13
End of study additional patients:
Safety follow-up Talazoparib 0.75 mg daily +
Survival follow-up Temozolomide

at 37.5 mg/m?” days 1-5
28 day Cycles

Response by Platinum. Subgroups
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2
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演示者
演示文稿备注
既往研究表明，纳武利尤单抗和替莫唑胺在ES-SCLC患者二线治疗中均显示出单药活性，且替莫唑胺对黑色素瘤患者具有免疫调节作用，但目前尚无研究评估替莫唑胺在接受化疗联合免疫治疗（CIT）后疾病进展的ES-SCLC患者中的疗效
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Rova T SCLC, =% E  ORR,0S o 339 NCT02674568 2018:36(15 suppl):8507.
AMG757 SCLC,— &R LA b it I 52 — ORR: 14% 2021 ELCC
SZ{kEkEE, (TAHOERFEY) DLL3EZRIASCLC, , J Thorac Oncol.2021
Vs IEHN —Epll b OS I 444 NCT03061812 OS: 6.3m vs 8.6m Sep:16(9):1547-1558.

1.Nat Rev Clin Oncol.2017;14(9):549-61.
2.Sci Trans Med.2015;7(302):320ral136.
3.J Thorac Oncol.2018;13(10)S971.
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演示者
演示文稿备注
CRS AE（Lee，2014）多为1级，发生于第1周期，在随后的周期中很少复发，一般可控；无4/5级CRS
— 8/106名患者[8%]需要进行CRS妥珠单抗。

治疗相关神经事件（NES）主要为1级和味觉障碍或头痛
— 精神错乱是最常见的≥3级治疗相关NE（n=5）。研究中发生唯一的精神错乱4级NE（n=1）。

4级治疗相关中性粒细胞减少4例（4%）；无发热性中性粒细胞减少症病例。
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演示者
演示文稿备注
RB1和TP53的失活是小细胞肺癌(SCLC)肿瘤中几乎普遍存在的事件。 基于转录因子ASCL1、NEUROD1、POU2F3和YAP1的高表达，我们描述了SCLC-A、SCLC-N、SCLC-P和SCLC-Y 4个主要分子亚型。 SCLC-P和SCLC-Y表现出比SCLC-A和SCLC-N更少的神经内分泌表型。 在较少/非神经内分泌类别中，有一种罕见的转录因子ATOH1高表达亚型已被报道。 SCLC-A肿瘤被认为包括两种不同的亚型(SCLC-A和SCLC-A2)， SCLC-A2与SCLC-A的区别在于其表达的其他因子，如HES1。 其他一些遗传和表观遗传改变与特定亚型相关，包括MYC家族成员的差异表达和NOTCH家族基因的突变，但大多数复发突变都存在于所有亚型中。
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