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* Lung cancer is the UK’s largest cause of cancer deaths (21%)
* Approximately 50,000 new cases per year

* In 2017, data showed only 10% of lung cancer patient survived 10
years

* Despite screening and better treatments, this figure is only slowly
Improving
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Most lung cancer is diaghosed in the advanced

Sta ge Percent of Cases & 5-Year Relative Survival by Stage at Diagnosis: Lung and Bronchus Cancer
(a) Percent of Cases by Stage (b) 5-Year Relative Survival
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Helping you make a decision Helping you make a decision

What will happen to the people that go to the hospital for further
tests?

What happens to 250 people who have lung cancer screening?

Research shows that for 250 people who have two low dose CT
scans as they go through lung cancer screening:
3 will have further scans but no tests. They

iiii:.....liiiiiii : i will not have lung cancer.
222222 2222222222 3 A
2222222222222222222 2 &
2222222222222222222 & A
2222222222222222222 3 &
2222222222222222222 & 4 7 will have further tests such as a biopsy.
i::iii::i::ii:iiiii i i They will not have lung cancer.
2222222222222222222 L2
Less than 1 in 500 people will have an
operation for suspected cancer but later be
@ 188 people will have no abnormalities at either L AR 10, SNRTEAL
= scan,
10 will have further tests such as a biopsy.
They will have lung cancer. These people will
: be offered treatment - most often an operation
42 people will have an extra CT scan based on the - that can cure the cancer.
== results of the first one.

Atleast 1 more person for every 250 people screened will

survive lung cancerif they had not been screened.
20 people will go to hospital for further tests.

The NHS lung health checks will diagnose 3,400 lung
cancers, many at an early stage.
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Adj Juvant Therapy

IALT, ANITA, JBR 10, CALGB 9633, ALPI.
 For a subset of stage 1B (> 4cm) or beyond (any node positivity).
* 4t0 10% improvement in 5 year survival.

« 4 cycles of cisplatin doublet chemotherapy.
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Adjuvant chemotherapy results in an absolute survival benefit of 4?5%
at 5 years compared to no chemotherapy in stage I1A-IIl NSCLC patients’

A pooled analysis from the 5 largest trials (4,584 patients) of cisplatin-based chemotherapy in completely
resected patients

05 in stage IA?IIl NSCLC patients given DFS in stage IA7III NSCLC patients given
adjuvant and no adjuvant chemotherapy adjuvant and no adjuvant chemotherapy
100 4 +* o 100 4
At g.ga:i]\.r\ﬂh o = +5.8%
oY +5'4 —'{1 - At 3 years with @
- adjuvant ) = an . : +5.8%
= % chemothers AL 3 years with o N adjuvant .
= .y R acljuvant = . chemaotherapy A;_S yeradrs wiith
g — chemotherapy i s addjura
::_: 60+ :?: 80 chiemothe ragpy
E @ ?
Z] Sre-m bt
= a0 g 0
o -
@ w
= o
= 204 3 204
= Chemotherapy b=t ~ Chemotherapy
= N chotherspy = Mo chemotherapy
o 1 2 3 4 5 " o 1 2 3 H 5 28
Time framn randomisation fyears) Time from randomisation (years)
Daaths | person years Years 0.3 i a5 W . Events | parson years Yaars -3 Yo sy T
by period by penod
Cantral 966 / 5,155 230716868 497720 Contral 1,222/ 4,241 G2 /1,386 367610
Chemeotherapy 857 /5,181 20301817 TG/ 750 Chemotherapy 1.047 / 4,627 169/ 1,606 507706

DFS, disease-free sunival; NSCLC, non-=mall cell lung cancer; 05, owerallsurviv al.

1. Pignon JP et al. J Clin Oneol. 20082502 1385273,
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Osimertinib resulted in a statistically significant and clinically
meaningful improvement in median DFS by investigator
assessment over placebo’

Primary Endpoint: DFS in Patients With Stage II-IllA Disease OSIMERTINIB PLACEBO
1.0
Median DFS NR 196
{95% CI) {38.8-NC) (16.6-24 5)
0.8+ HR
® (99.06% CI) 0.17 {0.11-0.26)
&) Data maturity 33%
6 061 {osimertinib 11%, placebo 55%)
Fy P=0.004
E
T 044
2
n- -
02 This corresponds
to an 83% reduction
in risk of
D.D T T T T T T T T 1
0 P 12 18 P! 20 25 4 48 o4 recurrence or death
No. at risk Time from randemisation (months)
Osimertinit 233 219 189 137 g7 52 18 z o
Placebo 237 180 127 a2 21 7 9 1 o

ADAURA data cut-off: January 17th, 2020.
Cl, confidence interval, DF S, disease-free survival, HR, hazard ratio; MC, net calculable; MR, not reached.

1. Wu Y etal NEnal J Med 2020:383:1711-23.
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Atezolizumab following surgery and chemotherapy reduced
the risk of disease recurrence or death by 34% in people with

stage II-llIA NSCLC whose tumors express 21% PD-L12

PD-L1 TC 21% stage lI-IIA

k\ Atezolizumab BSC
=~ - (n=248) (n=228)
\\\\74 6% Median DFS (95% CI), mo | NE (36.1, NE) | 35.3 (29.0, NE)
B Stratified HR (95% CI) 0.66 (0.50, 0.88)
B 1 60.0% P value® 0.004¢

£

£ -

5 404 \-}e 2%
204
0

vvvvvvvvvvvvvvvvvvv

0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 &4

Months
No. at risk

Atezolzumab 248 235225 217 206 196 190 181 150 134 111 76 54 31 22 12 8 3 3
BSC 228 212 186 169 160 151 142135117 97 80 59 38 21 14 7 6 4 3

810NN TN . Medien folow-up: 328 mo (range, 0.1-57.5)

Clinical cutoff; January 21, 2021, C1, confidence interval. MR, hazard rasio; NE, not evaluable. * Per SP263 assay. * Stratified log-rank, * Crossed the signficance boundary for DFS.

Source: Dr Heather Wakelee & Asco.
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Neo-Adjuvant Therapy

The aim is to downstage and improve operability success.
Allows earlier control of micro-metastases.

Neoadjuvant Nivolumab plus Chemotherapy in Resectable Lung Cancer

H A
« Pathological Complete Response - 24% i
:_ Median
z 8 No.of  Event-free Survival
« NHS approved — March 2023 5 ™ povoms 5% 0
§ 60 chemotherapy .
3 sod Nivolumab plus 179 316 (30.2-NR)
i 40 Chemotherapy
g \ e L Ch h 1 0-26.
£ 304 s 5 Chemotherapy alone Alone ’ i AR
3 204 y v Hazard ratio for disease progression,
i : disease recurrence, or death, 0.63
104 ' ' (97.38% Cl, 0.43-091)
o — 7T P=0.005
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Months

No. at Risk
Nivolumab plus chemotherapy 179 151 136 124 118 107 102 87 74 41 34 13 6 3 0
Chemotherapy alone 179 144 126 109 94 83 75 61 52 26 24 13 11 4 O
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Chemo-Radiotherapy

 Option for inoperable N2 and select N3 patients.
« Aim for good long term control.

« Some long term survivors / patients cured.
 Sequential vs Concurrent.
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IMFINZI™ V¥ (durvalumab) for unresectable stage lll NSCLC: PACIFIC

{ The pivotal phaselll, randomised, double-blind, placebo-controlled, multi-centre global study for IMFINZI™ vs placebo was designed to be representative of the variation instage I1INSCLC clinical
practice!

Treatments of patients with stage 111 unresectable NSCLC who have not progressed following plativum-based conour rent chemoradiotherapy
Patients rai

Stratification factors

1Age at randomisation [<65 vs 265 yearsof age)
2Zex [male vs fenale)
3.5maoking history (smoker vsnon-smoker)

| '

IMFINZI™ IV 10 mg/kg 2w up to 12 months [N=476) Placebo IV q2w (N=237)

Co-primary Endpoints Secondary Endpoints
= 0524 = TTDM
* 05 = DoR (per BICR) = Safety andtolerability
* PF5* = ORR (per BICR) * Health-related QoL

= APF1Z and APF18 * PK and immunogenicity

* Resporse Evalusion Criteria by Sdid Tumnaws wid



2023 Sprin
B H I VA Conferle?nceg

British HIV Association
Mon 24" — Wed 26™ April

Gateshead, UK

Overall Survival* (ITT)

Lln the ITT population, IMFINZI™ demonstrated a 32% reduction in the risk of death vs placebo (HR: 0.68; 95% Cl, 0.53-0.87)" J
1.0 4
Median 0OS
0.9 No. of everts / (95% CI)
0.8 No. of patients (%) months
g 07 IMFINZI™ 183/476 (38.4) NR (34.7-NR)
A
" Placebo 116/237 (48.9) 28.7 (22.9-NR)
g 05
5 !
g M : 55.6%
R i : OSHR=0.68
&0z | | 99.73% CI, 0.469-0.997T1
o1 | | ! P=0.00251
0.0 i
T T | I | | | 1 T | T T T | |
0 3 3 9 12 15 18 21 24 27 30 33 35 39 42 45
Time from Randomisation (months)
MNo. at Risk
IMFINZI™ 478 454 431 415 385 lis) 343 315 274 210 115 &7 23 2z ] 1]

Placebo 237 220 188 178 170 155 141 130 1T 78 42 Y 3 ] 1 o
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 Evolution of Lung cancer

History of Therapy in Advanced
NSCLC: FDA Approval Dates
First-line Gezgt';gib

—_ SeFonq-llne Docetaxal Erlotinib
- Third-line 1999 Pemetrexed
— Maintenance —pp | 2004
sas aclitaxe =
ALK-positive Gemecitabine Bevazn:[:;;gmab
— Not approved 1908

. . Pemetrexed
Vinorelbine 2008/2009
1994

Carboplatin*® Erlotinib
2011
1970 1980 1990 2000 2010

Bevacizumab+ PC
Bingle-agent platinum Doublets
————
Standard Therapies

*Label does not include NSCLC-specific indication.
BSC = best supportive care; PC = paclitaxel/carboplatin; OS = overall survival.

National Comprehensive Cancer Network.[1]
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[ First-line
Ilg Second- or later line T
Maintenance
KEYNOTE 188
A Docetaxel for || Pemetrexed switch maintenance in Pemetrexed ¢ ) ;
= 2nd-ine nonsquamous NSCLC (JMEN) ak in b
supportive || based Pemetrexed for Nab-paclitaxel/ WNSCI (u:amou . emtnm' IER2. mh.“ mh mpnﬂm *
carboplatin (PARAMOUNT)

1960s 1970s 1980s 19895 2000 2002 2004 2006 2008 2009 2012 2013 2014 2015 2016 2017 2018

generation agents platinum- (ECOG4599) Pemetmsiicpietin
. vinoreibine, | | based doublet paclitaxel/carboplatin| | for concurrent
gemcitabine etc.) (ECOG1584) in Chinese chemoradiation
(BEYOND) (PROCLAIM)
B o e s
244 ; ;
H |
= H H
1
£ 18] 169.2%!
3 | OSR |
c 124 243 iat12,
5] ! :
2 139 [
61 ~a o 123 | | 126 | | 134 x i 5
[24] i i
BSC Platinum- ECOG ECOG JMDB JMEN PARAMOUNT BEYOND KEYNOTE

doublet 1594 4599 189
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| Adijuvant systemic treatment for NSCLC

I Chemotherapy :>
Targeted therapy >
Imasanotherapy >
ANITA™ and JER-10" showed overall Cochrane mata-arakysis'™ confnmed ADAURA™ showed disease-free survival
sundval benefit of adjuvant J owerall survival benefit of adjuvant benefit of cssmertind over placebo in
plus vinorelbene chemothempy resected stage A EGFR-mutant NSCLC
ADJUVANT/CTONG11047 shawed
CALGH 3633 suggested owerall disease-free survival benefit of gefitimib
surewal advantage of adjuvant over dsplatin plus vinorelbine in
paclitaxel plus carboplatin for stage I-1I1A EGFR-mutant NSCLC
stage 12 with tumouss =4crm. T
| | PACIFIC™ showed disease-
LACE® meta-analyss free survival benefit of impower 0107 showed
i onverall durvalumab over placebo in disease-free sunvval benefit
TALT ™ showed cisplatin- survival benefit of past stage Il NSCLC post- of atezolizumal owver bast
based ad| < 2py perative o in-based concurrent chemoradio- supportive care in resected
Improwes overall wal © apy therapy stage H-1I1A NSCLT

[ 1 T T a7 [
2000 2006 2008 2010 2011 2024 2015 2007 2020 2021 ﬁ
|

Meta-analysis™ showed MNATCH* showed no NSCLC Meta-analysis Forde and colleagues™ Shu and colleagues™ shawed hegh
precperative chemotherapy difference in disease-fres Collaborative Group® showed showed safety of major pathclogs:al response with
improwes overall survival survival with additon of preoperative chemotherapy necadjuvant nesadjuvant atezch.
compared with surgery alone chemotherapy either impraves overall sucvival in nivobumab in, and nab-pach 4
precpearatively or stage B-11A NSCLC
postoperatovely I l
NADIM™ supports addition of
EMERGING-CTONG 11037 showed neocadjrant nivolumab to
CALGE 39E01" showed no overall improvement in progression-free survival dati
survival benefit with induction with necadjuvant and adjuvant edotinib
chamotherapy over gemcitabine plus csplatin
NEGSTAR™ shoes improwved
pathokgical comalete

CHeST® suggested wnpeovement in resparnse with addition of
overall sunaval with preoperative ipmuenat to nivohamab
gemcitabine plus ospiatin in

Stage 18 and 1114 NSCLC |

CheckMate-8167 shownd
improwed pathologcal
complete response with
addition of

fjuvant systemic treatment for NSCLC I
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NSCLC can further be divided by histology:
Others

Large cell bl [ Adenocarcinoma ]
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Systemic anti-cancer therapy:
management options for people with squamous non-small-cell carcinoma - October 2020 update
PD-L1 PD-L1
<50% =50%
Gemcitabine + Vinorelbine + Pembrolizumab
Carboplatin® Carboplatin + carboplatin and Pembrolizumab
------ » Disease progression or or paclitaxel (TA531)
Cancer Drugs Fund GIFII‘HII G’thh {TMOOJ
* ‘?he gemcitabine and
carboplatin combination H H H
does not have a UK : H \J \J
marketing authorisation Gemcitabine + Vinorelbine +
for this Indieation b sssssenssene i oplatin® &
or or
Cisplatin Cisplatin
Atezolizumab (no PD-L1 expression needed) (TA520) v ‘,
or
Nivolumab (no PD-L1 expression needed) (TA655) 4. Docetaxel Docetaxel
or
Pembrolizumab (if PD-L1 >1%) (TA428)
;r?lslsnumwn of MHBIIITHJ i F,I._.. : i e
NationalInsfitute for the NICE pideina on g cince spprasas ublished sice 2009, Pease refe 1 Ni
N I c Health ond Care Excellence technalogy a:r::m ‘and the NHS Er ;:.:‘\én:rlmtr rurMqum:mlr:mgm;m:;::xn s.:er‘[:w;’w’:li“;:.::\:;zh::.\ lung can
Adapted with permission from Walters-Davies R and Pope A. Lung cancer: advances in management
and therapy. Clinical Pharmacist 2018;10(6):174-183. DOI: 10.1211/CP.2018.20204871
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Systemic anti-cancer therapy: management options for people with non-squamous (adenocarcinoma, large cell
undifferentiated) carcinoma and non-small-cell carcinoma (non-otherwise specified) - December 2020 update

No gene
mutation
or fusion
protein
-+ Disease progression

Cancer Drugs Fund PD-L1 PD-L1
< 250%
*  This combination/some of

these combinations of drugs
do not have a UK marketi ' *
authorisation for 1 or more
indications Pembrolizumab + pemetrexed and ‘
- platinum chemotherapy (TA557)
:J New addition

National Institute for [T s page 2 f a 2-page sumimary of options for people with and non smail-<ell carcinoma i ine Cideing on lung cancer, 1 80 CoWrs |
N l C E Health and Care Excell | recommendations from technology appraisals published since 2009, Please refer to NICE technology appeaisal and the NHS England weblte for information on elighily, patient access |
QU and e EXCoNence | schemes and more. See the NICE Pathway on hing cancer for all NICE \ung cancar-€ NICE 2020, All rights reserved. Sublect t Notice of rihts. |

Adapted with permission from Walters-Davies R and Pope A.
Lung cancer: advances In management and therapy. Clinical Pharmacist 2018;10(6):174-183. DOI: 10.1211/CP.2018.20204871
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Systemic anti-cancer therapy: management options for people with non-squamous (adenocarcinoma, large cell
undifferentiated) carcinoma and non-small-cell carcinoma (non-otherwise specified) - December 2020 update
ALK ROS-1
positive positive
\J 1] Y
Afatinib [TAZ10) or Ceritinib Alectinib Crizotinib Crizatinib (TA529) or
m‘gﬁ o (TA500) (TA536) (TA406) Entrectinib (TA643)
Gefitinib (TA192) : ’ :
. H H A Y H
; ‘ . Brigatinib Ceritinib
K RO 1 "
positive? ¥ ]
Lorlatinib
H [I— - - H H
® rss)
(TA653) Y
¥ ¥ ¥
doublet ' Atezolizumab +
il Pemetrexed+ Docetaxel +/-
v D (when using Pemetrexed+Cisplatin bevacizumab, carboplatin -»
Disease progression 35 first-line treatment see TA181 Carboplatin® and paclitaxel® (TAS84) Nintedanib (TA347)
Cancer Drugs Fund *
# This combination/some of Pemetrexed maintenance i
these combinations of drugs (TA402 or TA190) ————
do not have a UK marketing [N S SOT
authorisation for 1 or more V ‘r
i
indications Atezolizumab (no PD-L1 expression needed) -...............» Docetaxel +/-
or
D New addition (i PD-L1 »1%) (T ) e Nintedanib (TA347)
Pembrolizumab (if PD-L1 >1%) (TA428)
National Institute for This is page 1 of a 2-page summary of the drug treatment options for people with non-squameous and non-small-cell mtlnnn?a In line with the NICE guldeline on hung cancer, It also covers
NICE F&in oo Sectence | rmardtor ontyppa kg 205 P b M g s w1 1S s st o diey s |
Adapted with permission from Walters-Davies R and Pope A,
Lung cancer. advances in management and therapy, Clinkcal Pharmacist 2018;10(6):174-183. DOI: 10.1211/CP.2018.20204871
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Immunotherapy ~ Overall Survival?

100+ Events, n HR
Keynote 024 - 5 year overall OS 4 N ) (95%C)
80- Pembrolizumab 154 103 (66.9) 0.62
Median (9% C1) Chemotherapy® 151 123 (81.5) (0.48-0.81)
& 704 26.3 mo (18.3-40.4 mo) ; :
5 13.4 mo (9.4-18.3 mo) : :
£ 0 : :
gLl : 2
g L1 ORI G N e, N IS e, LSSl ieAt basas s P28 % eeeneenenend froemsiananniiinnnivinnd Faremeiaeini
g 40 :  19.8°
30
20
104
0 - - : : . - : : : + e
0 6 12 18 2 B 3% 42 48 54 60 6 72
Time, months
No. at risk
Pumbrolizumab 154 m 106 1] 78 73 86 62 54 51 20 0 0
Chemotherapy 151 108 80 &1 48 a4 35 33 28 26 13 3 0

ITT posulation
Effective cr rate from ch apy lo anli-PD{L}1 tharapy, 88 0% (99 patients in total crossed over to anti-PD.[L]1 therapy: 83 pati d over to p smab during
a0 study, and 16 patiants recaived subsagquant anti-PD-[L]1 tharapy outside of or i may have recaived >1 t anti-PD-{L)* therapy) Data cutoff: Juna 1, 2020
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First-line, first- and second-generation EGFR-TKI therapy versus
chemotherapy for advanced EGFR+ NSCLC

Patients with Resporss Median PFS Median OS5

Study name Stud e Study population EGFRm
Y Ytyp Y pop rate (%) (months) {(months)
tumours
PASSL2 i
IPASSS= Retrospective sub- ¢oct asian 261 71.2 5. 47.3 9.5 {5. 6.3 21.6 5. 21.9
(gefitinib) group analysis
. a5 )
FIrst-SIGNAL Retrospective sub- o a2 55.4 5. 46.0 5.815. 6.4 22.3 5. 22.9
(gefitinib) group analysis
1,4

N[ Ef?t?lﬁhmz Prospective selection Japanese 230 73.7 ws. 30.7 10.8 jvs. 5.4 27.7 s, 26.6
WITOG 3405%°

o Pros ive selection lapanese 172 62.1 s, 32.2 9.2 ¥s. 6.3 36.0 ys. 35.0
(gefitinib) pa

1,6,7

{;I:E:::‘ ?t: Prospective selection Chinese 154 83.0 vs. 36.0 13.1 vs. 4.6 22.8 vs. 27.8
EURTAC-® ] - ] -
(erlotinib Prospective selection French, Italian, Spanish 173 64.0 vs. 18.0 9.7 ¥5. 5.2 19.3 vs. 19.5
LUX-Lung 3%2 i ) Asian, European, North American,
(afatinib) Prospective selection ot AETEET, Grs EEn 345 56.1 s, 22.6 11.1jws. 6.9 28.2 |vs. 28.2

EGFRm, epidermal growth factor receptor mutation; OS, overall survival; PFS, progression-free survival.
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SABR - Stereotactic Ablative Body
Radiotherapy

*Time-honoured gold standard for the
treatment of Stage | lung cancer is surgical
resection
*Associated with five-year overall survival
rates in the range of 60-70%
*Conventional radiotherapy alone:

*5 year survival 10-30%

*5 year local control 30-70%

_SABR vs Conventional RT

Rt HES 5195 01 O -Gty g0 207

&

LT
1] T g EELaki] ELiLS] Bom L1313
s

a5 18 15 3e P [+ 35
Tirw iarnis varnibin il (ynan

Sereiad racdothavapy ] E
E WG R M ML e I 14
i SR ETE S SE S SR M BOLD WP M W) BB %D 1oy

Progression-free survival HR0.32 (95% Cl 0.13-0.77) Overall survival, HR 0.53 (95% Cl 0.30-0.94)
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HIV and Lung Cancer

* People living with HIV have a higher risk of developing lung cancer
and several other cancers compared with the general population.

* HIV-positive people also appear to get cancer at younger ages.

* People with HIV are more likely to smoke than the general
population, but the risk is elevated even for non-smokers.

* HIV treatment itself does not cause lung cancer.
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HIV and Lung Cancer

* Most clinical trials of newer targeted therapies and immunotherapies
have not enrolled HIV-positive people
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HIV and Lung Cancer

* Collaborative, Holistic working

* Clinicians, Pharmacy, CNS
e Liverpool HIV Interactions (hiv-druginteractions.org)
e https://cancer-druginteractions.org/checker
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