Small Cell Lung Cancer

Evolving Treatments for the Oncology Practice

Erin Schenk M.D., Ph.D.

Assistant Professor of Medicine
Division of Medical Oncology
Anschutz Medical Campus
University of Colorado

\ I University of Colorado

' Cancer Center



Epidemiology of SCLC

* Smoking associated

Pack years
e 1t 50 PY confers most risk

Age of initiation
Duration of smoking
Cigarettes/day

* Never smokers

e Role for radon, air pollution
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Cancer Center

2% of SCLC patients

NSCLC transformation

CHEMICAL COMPOUNDS IN CIGARETTE SMOKE

THIS GRAPHIC OFFERS A SUMMARY OF A SELECTION OF HAZARDOUS COMPOUNDS IN CIGARETTE SMOKE & THEIR EFFECTS

ESTIMATED NUMBER OF CHEMICAL

The compounds shown below are all found in cigarette smoke. The mass figures, given in pg, take
into account both mainstream (inhaled) and sidestream smoke. 1 pg is equal to 1 millionth of a gram.
Amounts of these compounds vary in different brands of cigarettes - these figures are approximate.

COMPOUNDS IN CIGARETTE SMOKE

NUMBER OF THESE COMPOUNDS WITH
CONFIRMED CARCINOGENIC ACTIVITY
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- Approx. 919pg per cigarette

- Addictive

-Increases heart rate

-Increases blood pressure

- Increases blood glucose

- Lethal dose: around 500-1000mg

- Large class of compounds

- Several are tobacco-specific

- Known human carcinogens

- Most carcinogenic: NNK & NNN

- NNK: approx. 0.3pg per cigarette
-NNN: approx. 2-50ug per cigarette
- May cause reproductive damage

- Approx. 46-272g per cigarette
- Known human carcinogen

- Damages bone marrow

- Lowers red blood cell count

- May harm reproductive organs

- Large class of compounds
- Includes 2-aminonaphthalene:

- Known human carcinogen
- Linked with bladder cancer
- Approx. 0.04pg per cigarette
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- Approx. 680-1571pg per cigarette
- Known animal carcinogen

- Probable human carcinogen
-Irritant to skin & eyes

- Irritant to respiratory tract

Approx. 36-191ug per cigarette
Known human carcinogen
Suspected human teratogen
Irritant to eyes & skin

Irritant to upper respiratory tract

Approx. 69-306pg per cigarette
Possible human carcinogen
Known DNA mutagen

Irritant to skin & nasal passages
May contribute to heart disease

Large class of compounds
Includes benzo[a]pyrene:

- Known human carcinogen
- Known DNA mutagen

- Affects reproductive capacity
- Up to 0.14pg per cigarette

© COMPOUND INTEREST 2015 - WWW.COMPOUNDCHEM.COM | Twitter: @compoundchem | Facebook: www.facebook.com/compoundchem
This graphic is shared under a Creative Commons Attribution-NonCommercial-NoDerivatives licence.
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SCLC Staging Distribution and Survival
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Systemic Therapy for SCLC
EP as SOC for Decades

w0,  Limited Stage SCLC o Extensive Stage SCLC
9 9
8 8
T 7 T 7
z .
g More chemotherapy is not better
,é“ 5- 5 51
> =
g ° g
s 3 S 3
2 2
RE -~ 1
0.0 ' _ , _ q-f—‘————fc——-\___' 0.0 __,_‘—-'Eg
0 12 24 36 48 60 0 12 24 36 48 80
Time (months) Time (months)
Fig 2. Overall survival of '-D_'SCLC patients (N = 2.14! according fo freatment Fig 3. Overall survival of ED-SCLC patients (n = 222) according to treatment
arm (P = .0001). CEV (dashed line), n = 109; EP (solid line), n = 105. arm (P = .21). CEV (dashed line), n = 109; EP (solid line), n = 113.
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First Line Therapy for ES-SCLC
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Patients with (N = 403):

* Measurable ES-SCLC
(RECIST v1.1)

« ECOGPSOor1

* No prior systemic
treatment for ES-SCLC

» Patients with treated
asymptomatic brain
metastases were eligible

Stratification:
« Sex (male vs. female)
« ECOGPS (0Ovs.1)

* Brain metastases
(yes vs. no)2

Induction (4 x 21-day cycles) Maintenance

Atezolizumab (1200 mg IV, Day 1)
+ carboplatin
+ etoposide

Atezolizumab

Treat until
PD or loss
of clinical

Placebo Denat

+ carboplatin
+ etoposide

Placebo

Carboplatin: AUC 5 mg/mL/min IV, Day 1

Etoposide: 100 mg/m2 IV, Days 1-3 PCI per local standard of care

Co-primary end points: Key secondary end points:

* Overall survival » Objective response rate
* Investigator-assessed PFS * Duration of response
+ Safety

Survival follow-up

I University of Colorado

Cancer Center

Horn L et al. N Engl J Med. 2018 Dec 6;379(23):2220-2229




IMpowerl33

. Overall Survival

« OS (primary endpoint): 100-

= Rate of Overall Survival at 12 Mo
90- = Atezolizumab 51.7% (95% Cl, 44.4-59.0)
123 VS 1 03 mo . - Placebo 38.2% (95% Cl, 31.2-45.3)
HR 0.70 (C| 054 -0 91) p = 0.007 e Stratified hazard ratio for death, 0.70 (95% Cl, 0.54-0.91)
. . . ’ . '§ 70 P=0.007
§ 60-
H H . w W,
* PFS (primary endpoint): L B ]
= 40+ [ L%?i“»:";.
5.2vs 4.3 mo z Y
_ - 10.3 mo L
HR 0.52 (Cl 0.62 — 0.96), p = 0.02 8 103 b, 7 Atezolizumab
J : =
10 Median in the placebo group, ; : Median in the atezolizumab group, Placebo
5 10.3 mo (95% Cl, 9.3-11.3) | ! 123mo(95%C| 108-15.9)
* RespOnse rate: 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
0 Months
60-2 VS 64-4 /0 No.at RiSk
Atezolizumab 201 191 187 182 180 174 159 142 130 121 108 92 74 58 46 33 21 11 5 3 2 1
Placebo 202 194 189 186 183 171 160 146 131 114 96 81 59 36 27 21 13 8 3 3 2 2

' University of Colorado

Horn L et al. N Engl J Med. 2018 Dec 6;379(23):2220-2229
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IMpowerl33

C Overall Survival According to Baseline Characteristics
Subgroup No. of Patients (%) Maedian Overall Survival (mo) Hazard Ratio for Death (95% Cl)

Atezolizumab Placebo

Sex :
Male 261 (65) 12.3 10.9 —— 0.74 (0.54-1.02)
Female 142 (35) 12.5 9.5 —_— 0.65 (0.42-1.00)
A e 1
565 yr 217 (54) 12.1 11.5 —— 0.92 (0.64-1.32)
65 yr 186 (46) 12.5 9.6 —— ! 0.53 (0.36-0.77)
ECOG score :
0 140 (35) 16.6 12.4 ~— 0.79 (0.49-1.27)
1 263 (65) 11.4 9.3 —— 0.68 (0.50-0.93)
Brain metastases :
Yes 35 (9) 8.5 9.7 = 1.07 (0.47-2.43)
No 368 (91) 12.6 10.4 — 0.68 (0.52-0.89)
Liver metastases :
Yes 149 (37) 9.3 7.8 —— 0.81 (0.55-1.20)
No 254 (63) 16.8 107) —— 0.64 (0.45-0.90)
Tumor mutational burden |
<10 mutations/Mb 139 (34) 11.8 o2 —_— 0.70 (0.45-1.07)
=10 mutations/Mb 212 (53) 14.6 1.2 —— 0.68 (0.47-0.97)
<16 mutations/Mb 271 (67) 1235 9.9 —— 0.71 (0.52-0.98)
>16 mutations/Mb 80 (20) 17.8 11.9 — 0.63 (0.35-1.15)
Intention-to-treat 403 (100) 1253 103 — 0.70 (0.54-0.91)
i | | |
population 0.1 1.0 25
Atezolizumab Better Placebo Better

(LF University of Colorado

Horn L et al. N Engl J Med. 2018 Dec 6;379(23):2220-2229

' Cancer Center



CASPIAN Trial

* Treatment-naive ES-SCLC Durvalumab + Durvalumab?
+ WHO PS 0 or 1 tremelimumab + EP adw until PD Primary endpoint
q3w for 4 cycles e OS

« Asymptomatic or treated and

stable brain metastases R . I e : | x Secondary endpoints

i urvalumab + EP* urvaluma

permltted \R/ q3w for 4 cycles q4w until PD » PFSS

+ Life expectancy 212 weeks Stratified by . ORRS
- planned

+ Measurable disease per platinum . Safety & tolerability

RECIST v1.1 (carboplatin vs EP*

cisplatin) Optional PCIt * PROs

q3w for up to 6 cycles!

N=805 (randomized)

*EP consists of etoposide 80-100 mg/m2 with either carboplatin AUC 5-6 or cisplatin 75-80 mg/m2, durvalumab dosed at 1500 mg, tremelimumab dosed at 75 mg

'Patients could receive an additional 2 cycles of EP (up to 6 cycles total) and PCI at the investigator’s discretion

!Patients received an additional dose of tremelimumab post-EP; By investigator assessment per RECIST v1.1

AUC, area under the curve; ORR, objective response rate; PCI, prophylactic cranial irradiation; PD, disease progression; PFS, progression-free survival;

PROs, patient-reported outcomes; PS, performance status; q3w, every 3 weeks; q4w, every 4 weeks; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1

' University of Colorado Paz-Ares L et al. Lancet. 2019 Nov 23;394(10212):1929-1939.

Cancer Center



Probability of OS
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CASPIAN Trial

Durvalumab + EP

Events/

Median OS 12-month OS 18-month OS  24-month OS 36-month OS
patients, (95% CI), rate (95% Cl),  rate (95% Cl),  rate (95% Cl),  rate (95% CI),
n (%) months % % % %

Durvalumab + EP 221/268 (82.5) 12.9(11.3-14.7) 52.8 (46.6-58.5) 32.0(26.5-37.7) 22.9(18.1-28.2) 17.6(13.3-22.4)

EP 248/269(92.2) 105(9.3-11.2) 393(334-451) 24.8(19.7-30.1) 139(10.1-184) 58(3.4-9.1)

HR 0.71 (95% CI 0.60-0.86); nominal P = 0.0003

12.9 mo

10.5 mo

A —————

.
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No. at risk
Durvalumab + EP 268 244

(LF University of Colorado

' Cancer Center

EP 269 243

T T T T T T T T T T T T 1
6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Time from randomization (months)

214 177 140 109 85 70 60 54 50 46 39 25 13 3 0 0
212 156 104 82 64 51 36 24 19 17 13 10 3 0 0 0

129v 10.5 mo
HR 0.71 CI 0.60-0.86, p = 0.0003

Probability of OS

Durvalumab + Tremelimumab + EP

Events/

Median OS 12-month OS 18-month OS  24-month OS 36-month OS
patients, (95% C1), rate (95% CI),  rate (95% Cl),  rate (95% Cl),  rate (95% CI),
n (%) months % % % %
1.0 Durvalumab +
tremelimumab + EP 226/268 (84.3) 104 (95-120) 435(37.5494) 306(251-36.2) 229(18.0-282) 153(11.2-19.9)
EP 248/269 (92.2) 105(9.3-11.2) 39.3(33.4-451) 248(19.7-30.1) 139(10.1-184) 58(34-9.1)
0.8

HR 0.81 (95% CI 0.67-0.97); nominal P = 0.0200

10.4mo
More checkpoint inhibitors are not better

i
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H : 1 ' T
|

10.5

T 1 T 1 T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time from randomization (months)

tremelimumab + EP

No. at risk
Durvalumab + 268 238 200 156 114 92 80 70 60 56 48 aM 37 26 1 2 0
EP 269 243 212 156 104 8z 64 51 36 24 19 17 13 10 3 0 0

10.4 v 10.5 mo
HR 0.81 C1 0.67-0.97, p = 0.02

Paz-Ares L et al._ ESMO Open. 2022 Apr; 7(2): 100408.



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9161394/

Adding More Checkpoint Inhibitors

SKYSCRAPER-02: randomized, double-blind, placebo-
controlled study of tiragolumab + atezolizumab +
chemotherapy in patients with untreated ES-SCLC

1L ES-SCLC

+ECOG PS 0-1
* Measurable disease

*No prior systemic
treatment for ES disease

« Patients with treated or
untreated asymptomatic
brain metastases eligible

N=490

\ ' University of Colorado
1 Cancer Center

Induction (4 x 21 day cycles) Maintenance
Tiragolumab 600 mg IV Q3W + - Treat until
Atezolizumab 1200 mg IV Q3W + U il progression,
Carboplatin + Etoposide (CE)* loss of clinical
benefit, or
unacceptable
Placebo IV Q3W + toxicity
Atezolizumab 1200 mg IV Q3W + N
Carboplatin + Etoposide (CE)* No crossover

Rudin C et al. ASCO. 2022


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9161394/

Tiragolumab Did Not Improve 1% Line Efficacy

PFS: Primary Analysis Set Interim OS: Primary Analysis Set

Tiragolumab + Placebo +
atezolizumab + CE  atezolizumab + CE

Tiragolumab + Placebo +
atezolizumab + CE atezolizumab + CE

—— (n=196) (n=201) 100 (n=196) (n=201)
Patients with event, (%) 170 (86.7%) 170 (84.6%) Patients with event, (%) 107 (54.6%) 105 (52.2%)
Median (months, 95% CI) 5.4 (4.7,55) 5.6 (5.4, 5.9) Median (months, 95% CI) 13.6 (10.8, 14.9) 13.6 (12.3, 15.2)
80 Stratified HR* (95% Cl) 1.11 (0.89, 1.38) _ B Stratified HR* (95% Cl) 1.04(0.79, 1.36)
:: p-value (log-rank) 0.3504** ) p-value (log-rank) 0.7963**
[}
o 60 - O 60
5 k]
z g
3 40 S 40
g —— Placebo + atezolizumab "g: —  Placebo + atezolizumab
[y + CE (n=201) ) o +CE (n=201)
20 | — Tiragolumab + atezolizumab 20 -| —  Tiragolumab + atezolizumab
+ CE (n=196) +CE (n=196)
+ Consored '_\ﬁ‘—l + Censored
0 T T T T T T T T T T T T T T T | T T T T T 1 0
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 7 - L v o A R
0 1 2 3 4 5 6 7 8 9 0 11 12 13 14 15 16 17 18 19 20 21 22 23 24
. Time (months)
No. at risk — Time (months)
Placebo +atezo+CE 201 192 184 171 152 115 84 68 62 46 39 34 26 20 11 8 3 3 3 3 2 2 NE ’
TR BN RN Gk ke B R R OB 3 AR RS Placebo + atezo+ CE 201 195 188 183 175 168 164 156 144 134 125 115 97 70 47 36 26 19 12 9 7 5 4 NE NE
Tiragolumab + atezo + CE 196 191 186 184 177 172 162 154 146 133 116 93 80 62 51 32 21 14 9 7 7 5 2 1 NE

(LF University of Colorado

Cancer Center

Rudin C et al. ASCO. 2022



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9161394/

KEYNOTE-604
Pembrolizumab + EP in ES SCLC

Improved PFS Did not improve OS

Events, Maedian, months HR P

100 - No. (%) (95% Cl) (95% CI) 100 - Events, Median, months HR P
No. (%) (95% CI) (95% CI)
90 - Pembrolizumab plus EP 188 (82.5) 4.5(43t05.4) 0.75(0.61t00.91) .0023 90 - )
Placebo plus EP 208(92.4) 43(4.21t04.4) Pembrolizumab plus EP 169 (74.1) 10.8(9.2t0 12.9) 0.80 (0.64 to 0.98) .0164
80 - 80 + Placabo plus EP 188(83.6) 9.7 (8.6 t0 10.7)
70 70 + 545.1%
—_ i — 60 139.6%
= = :
cn 50 - =~ 50 - i
&P £ 2.5%
o ,
Q- 40 40 4 29
30 - 30 i
]
1
201 : 20 - : .
1 ] 1
10 1 ! 10 - i N
] 1 1
[ | ! !
—_— H —,———— S —
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21 24 27 30 33
Time (months) Time (months)

QL University of Colorado Rudin CM et al. J Clin Oncol 38:2369-2379. © 2020
Cancer Center




Current 15t Line ES-SCLC Trial Landscape

* EP + 10 + anti-VEGF
* Multiple trials + Anlotinib

cfﬂﬁ"t * VEGFR1, VEGFR2, VEGFR3, c-Kit,
ﬂ R PDGFR-a, FGFR1, FGFR2, FGFR3
/ & Eanll « EP + 10 + other drugs

CCL5/CXCL10

e LAG3 —T cell inhibitor
e |[LT4 — MDSC activator
e PARP inhibitors

PARP inhibitor

‘ ' University of Colorado Huang W et al. Translational Oncology, 2021-01-01, Volume 14, Issue 1, Article 100889, © 2020

Cancer Center Giunta EF et al. Front. Med., 25 May 2022



Subsequent Line Therapy ES SCLC
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Second Line Topotecan

Cumulative Proportion Alive

1.0
0.8+ ':‘ —— Topotecan (n = 71)
4\ = Best supportive care (n = 70)
0.6
1 % 25.9v 13.9 weeks
0.4 ':‘ HR 0.64 C1 0.45-0.90, p = 0.01
0.2+
) e - \~_---_--_-___-___-______. ;
o | 24 ' 48 ' 72 ' 96 | 120 ' 144 ' 168

Time (weeks)

O’Brien J Clin Oncol 2006 Dec 1,24(34):5441-7




Lurbinectedin Phase 2 Basket Trial
SCLC Cohort

Cumulative probability

— CTFI<90d (N=45 C=8)
CTFI>=90 d (N=60 C=31)

Number of patients at nsk

CTFI<%0d 45 30
CTFI>=90d. 60 33

~

+H+Censored (C)
11.9 mo
+
E - - +
§ ' 1 '
0 3 6 9 12 15 18 21 24 27 30 3

I University of Colorado
1 Cancer Center

OS mo OSatl1l2 mo
median %
(95% Cl) (95% ClI)
All 105 9.3 34.2
(6.3-11.8)  (23.2-45.1)
Resistant
5.0 15.9
FeEd B nisnl  HEe)
Sensitive 60 11.9 48.3
CTFI2 90d (9.7-16.2) (32.5-64.1)
Topotecan
OS ~6.5 mo
RR ~20%

Paz-Ares LG et al. Meeting Abstract | 2019 ASCO Annual Meeting |
Scientific Reports volume 5, Article number: 15437 (2015)

ORR

35%

22%

45%




ATLANTIS: Lurbinectedin + Doxorubicin

l * Median OS of 8.6 mo with the

T lurbinectedin vs. 7.6 mo
additional 1:1 Randomization 2 Disea’fe P"°9’°§S_i°"
- - meswaoraecsion o | oywer dose than Phase 2 basket

biologic lines Sl r i Stratified: = Unacceptable Toxicity

el 2 el SO - Withdrawal of consent | t r| a | (3 . 2 VvV 2 . O m g / m 2)

. ECOGPS =2 pclsl - e
. involvement -
=  Measurable/ «  Prior PDL1/PD1 Y/N Other

e e | T "« Higher ORR than the control

| _ group (31.6% vs. 29.7%)
Screeningr

, e Longer median duration of
* 613 patients response (5.7 mo vs. 3.8 mo; HR

» Lurbinectedin 2mg/m2 + =0.58; 95% Cl, 0.41-.81)
Doxorubicin vs Topotecan or CAV

+ SCLC

. <1 priorCT
lines

(W) University of Colorado Trigo J et al. Lancet Oncol 2020; 21: 645-54

' Cancer Center



Lurbinectedin Clinical Trials

* LAGOON Phase 3 Trial For Single * Lurbinectedin with Atezolizumab:

Agent vs Combination NCT05091567, NCT04253145
Lurbinectedin vs SOC e Lurbinectedin with
* Plan to enroll 705 patients Pembrolizumab: NCT04358237
e 3 arm trial with lurbinectedin at * Nivolumab, ipilimumab and
single agent dosing 3.2 mg/m? or Lurbinectedin: NCT04610658
2mg/m? with irinotecan, or control

y * Durvalumab plus Topotecan or
topotecan or irinotecan arms Lurbinectedin: NCT04607954

 Safety and Efficacy of
Lurbinectedin: NCT04894591

(W) University of Colorado

K Cancer Center



Novel Approaches In Development

Targeting DLL3 Was it the target or the
* Highly expressed in SCLC and delivery system?
low/no expression in normal * Bispecific T cell engagers (BIiTE)
tissue e AMG 757
* ADC * CAR T therapy
* Rova-T « AMG 119
* No benefit in 15t, 2"d or 3™ |ine
trials

| University of Colorado
! Cancer Center



Future Directions — SCLC Subtypes

h A A B A A A A A A
¥\ \W ' 4 Subtype Switching

s y
‘0’®

SCLC. Atumor SCLC-A/l tumor SCLC-A/l tumor
(Ci i

(Ch (Ox d Ch y)

Small cell lung cancer
patient population

B B SCLC potients ~ PARPI nucleoside analogs 'antn-fqlates‘ ' AURKi ‘ ,BC.'-?"

[l SCLC-P patients - *1

] SCLC-A patients
[l SCLC-N patients

Transcriptional
subtypes

M

SCLC-N tumor SCLC-Atumor SCLC-Ptumor SCLC-ltumor

Overall Survival (Percentage)

Sensitive Resistant
relative ICq, B |
0 0.5 1.0

L T
:qgrnumoc!b B Time (Months)

~cells, hages, =
NKcells, etc) B

R |

EMT, IFNy signaling, and immune cell infiltrate

University of Colorado
Cancer Center

Gay C et al. Cancer Cell 2021 39346-360.e7DOI: (10.1016/j.ccell.2020.12.014)




Targeting SCLC Subtypes

b
Cell cycle & DNA damage repair pathways

* Emerging Clinical Trial Approaches
a (@ —

Metabolism & angiogenesis

)I'/aellal&?)r;gnb ELSUUSY synitinib ° PA R P I n h I b Ito rS
e * Prevents DNA repair
- 1775 | - . o
dE : thl-:‘nltii:urlrlnour immunity ’ BCL-Z/BCXL In h I b Itors
OO0 Al K*79 * Promote apoptosis
Response to RS z B : 3 I . . i .
I~ * Aurora kinase inhibitors
Bispecific T cell
Deve opmentaI&Eplg‘?netlc regultors _ 7Aie/zolizumab ° Inh|b|t Ce” d|V|S|On
©_ . ¥'pp-11]
Tarextumab N

O . } "
l NE ¢__*nonNE PembrohiymablN:volumab .
&S s

TIGIT s

Chemoresistance
%' @—/:_ cell activation

Tazometostat(EPZ-6438) Ipilimumab/Tremelimumab

I University of Colorado
Cancer Center

Signal Transduction and Targeted Therapy volume 7, Article number: 187 (2022)



Challenges in SCLC Subtype Targeting

* While morphologically
homogenous, high levels of
heterogeneity at the
transcriptional level

 Tumor plasticity is a major
problem

* Multiple pathways or
underlying factors supporting
plasticity may need to be
targeted

s University of Colorado Chan et al. Cancer Cell Vol 39, Issue 11, 8 November 2021
' Cancer Center -



https://www.sciencedirect.com/journal/cancer-cell/vol/39/issue/11

Conclusions

* The addition of anti PD-L1 therapy to 15t line ES-SCLC therapy is the
first advance in decades

* Lurbinectedin is an available 2"d line therapy
 LAGOON Phase Il trial will clarify its role vs topotecan

* Subtyping of SCLC may provide better patient stratification for future
precision therapy efforts

\ I University of Colorado
! Cancer Center



Questions & Discussion

Thank youl!
Erin.Schenk@cuanschutz.edu

\ ' University of Colorado

‘ Cancer Center
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CDK4/6 inhibitor Trilaciclib

A Efficacy Endpoints
W EP W T/E/P
Percent of patients w SN 43 (16/37) NN W 5 (2/38)****

Percent of patients w SN in cycle 1

Percent of patients w FN

Percent of patients w prolonged SN (>5 d)
Percent of patients w G-CSF administration
Percent of patients w RBC transfusions’
Percent of patients w ESA administration

Percent of patients w platelet transfusions

35 (13/37) NN B 3 (1/38)***
8(3/37) Em W 3(1/38)
41 (15/37) D | O (0/38)****
65 (24/37) I W 11 (4/38)****
24 (9/37) EEEEEE W 5 (2/38)*
5(2/37) mB 3(1/38)

0(0/37) | 5 (2/38)

L) L) LA L)

L) I )
100 80 60 40 20 00 20 40 60

* Phase Il study that randomized 77 patients to EP +/- tr

(LF University of Colorado

’ Cancer Center

JM Weiss et al . Annals Oncology. VOL 30, ISSUE 10, P1613-1621, OCTOBER 01, 2019

T
80

lac

T

100

cl

b



Consolidative Thoracic RT

1.0+

* 498 patients randomized after
g 4-6 cycles of chemotherapy

" * 2 years, survival was 13% (95%
7 oo Cl 9-19) in the thoracic RT
T, group and 3% (95% CI 2—-8) in

the control group (p=0-004).

e NNT to avoid one death was
T L R 10-6 (95% Cl 6-1-42-5).

Thoracic radiotherapy 247 147 67 26 14 7
group
Control group 248 160 61 17 5 1

024

\ I University of Colorado
! Cancer Center

Slotman B et al. The Lancet. Volume 385, Issue 9962, 3—9 January 2015, Pages 36-42




PClin ES-SCLC

Overall Survival (%)

Overall survival (%)
v
=]
1

—— Prophylactic cranial irradiation
~— Observation
HR 1-27 (95% C1 0.96-1-68);
log-rank p=0.094

No. at Risk

Months

15 3 2
26 17 11 6 @ © © @ @ 3

Control 143 115
Irradiation 143 119

W -
o —
o

1

24 Numberatrisk ©
(censored)

Prophylacticcranial 113 103 87 69 54 38
irradiation  (0) (0) (0) (1) (1) (1)

1 Observation 111 107 90 76 58 49
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