Introduction Methods

* |nthe Phase 3 HIMALAYA study (NCT03298451), the STRIDE e HIMALAYA is a randomised, open-label, multicentre, global, Phase 3 trial (Figure 1) e Randomisation was stratified by viral aetiology status, determined at screening:
regimen significantly improved OS versus sorafenib, and

I m pact Of vi ral aet i O I Ogy i n the Phase 3 H I MALAYA durvalumab monotherapy was noninferior to sorafenib, in — ;I;;I;tzct))ls;ti\lilgsr[)rlllegatitis B surface antigen and / or anti-hepatitis B core antibodies with

participants with uHCC!
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Stu dy Of tr e m el i m u m a b pl u S d u rva I u m a b i n o Approximately 75% of HCC cases worldwide can be [ Study population PR (e ( N ) — HCV: positive for anti-HCV antibodies, detectable HCV RNA or history of HCV infection
i i i i . : Tremelimumab 300 mg x 1 dose rimary objective . iy .
atglck;uatst?ofg HEIBr\]/ :;;CV’ LD (2 ol s elelininel ) ﬁg”;:g"f:y;‘::ﬁi therapy for HGG durvalumab 1500 mg QAW « OS superiority: | — Nonviral: no detectable hepatitis virus
- . . gyl . . - . . * No coinfection with HBV and HCV o1 e S.orafemb — People coinfected with HBV and HCV were excluded from the study
unresectabieé nepatoceliuiar carcinoma * Viral aetiology is associated with hepatio impairment in HCG Secondar abjctves
R ——— development and may influence immunotherapy activity® e Aetiology of liver disease: * gfr;‘;fdgfé'gggus coratonit e A pre-planned exploratory analysis of OS and secondary efficacy endpoints in aetiology
: : : HBV / HCV / nonviral . subgroups was performed
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e Herein, we report efficacy and safety outcomes in subgroups of a post hoc multivariate analysis was used to identify chance imbalances in key prognostic factors

BID, twice daily; DCR, disease control rate; ECOG, Eastern Cooperative Oncology Group; HBV, hepatitis B virus; HCV, hepatitis C virus; ORR, objective response rate; OS, overall survival;
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Results and interpretation

A HBV B HCV (o Nonviral
Study population * The treatment effect of durvalumab versus sorafenib was also 1.00 STRAIDE  Soratert 1.00 STRIDE  Soraterih 100 STRIDE  Soratert
Ob'ective e Of 1171 randomised participants, 360 had HBV, 321 had HCV similar to the full analysis set (HR, 0.86)" in the HBV (HR, 0.78) n=122  n=119 n=110 _ n=104 n=161  n=166
j . ) d . | HR O 82 b b _t _t . th HCV b 0.75 4 Events, n (%) 82 (67.2) 98 (82.4) 0.75 4 Events, n (%) 73 (66.4) 64 (61.5) 0.75 Events, n (%) 107 (66.5) 131 (78.9)
and 490 had nonviral aetiology and nonviral (HR, 0.82) subgroups but not in the sSubgroup o mOS, months 18.7 12.3 o mOS, months 15.4 17.1 o mOS, months 16.0 13.4
e This exploratory analysis evaluated the efficacy and safety of tremelimumab plus durvalumab in the STRIDE (Single e Most baseline demographic and disease characteristics were (HR, 1.05; Figure 2) 5 nRGR ot 5 ki R sl 5 ki Bhdt el
Tremelimumab Regular Interval Durvalumab) regimen and durvalumab monotherapy versus sorafenib in subgroups of participants generally well balanced across treatment arms within the HBV and A stratified Cox proportional hazards model accounting for : 0507 : 0507 2 0507
with unresectable hepatocellular carcinoma (UHCC) categorised by hepatitis B virus (HBV), hepatitis C virus (HCV) or nonviral nonviral subgroups (Table 1) the imbalances in EHS and ALBI of the HCV subgroup was £ £ g
. . : : : 0.25 0.25 0.25 +
aetiology in the Phase 3 HIMALAYA study e Inthe HCV subgroup, extrahepatic spread (EHS) was more applied to all subgroups and resulted in an adjusted OS HR — — R
frequent in the STRIDE arm than in the durvalumab and sorafenib that favoureq STRIDE versus sorafenib in the HCV subgroup g | Sorsent O i L | TS
Conclusions arms, and albumin-bilirubin (ALBI) score >2 was more frequent for (HR, 0.89; Figure 3) 0246810 1'2'1'4 1618 20 22 2742|€.32I83|03|2 34 36 38 40 42 44 46 T 0246810 1'21'4 16 18 20 22 2f4 2'§ 28 30 32 34 36 38 40 42 44 46 0246810 1'; 1416 18 20 22 2'.42'52'8 30 32 34 36 38 40 42 44 46
STRIDE and durvalumab than for Sorafenib (Table 1) * Application Of the mOdel to the fu” analySiS Set did nOt g"l?l.:ilal;lgiSK 122 118 107 100 89 81 7:In7-loe Z;o:; rz:d5zr:I:a:7IO:9(r:1o:ihs1)7 10 5 2 0 0 O g?é{fl;éiSK 110100 96 87 84 76 :(;Ir:ge Z;O: rj;d4:nllja:;o:0(r:502t)hs1)5 9 5 3 0 0 O g'lo'hla[glgis'( 161 147 130 121 112 105 Q-er:: i;OTYrj:d7zrr::a:10:0(r::r::2h32)3 13 9 6 1 0 O
[ HIMALAYA |S a Iarge, gIObal StUdy tha't |S genera”y representatlve Of 'the WorldW|de UHCC pOpUlathn and We” balanced ° Multlvarlate analyS|S COnflrmed |mbalances |n the HCV Subgroup |n meanlngfu”y Impact OS HRS for STR'DE or durvalumab VEersus Sorafenib 119108 92 84 75 65 60 51 47 42 40 34 31 28 23 16 11 9 6 3 1 0 0 O Sorafenib 104 97 87 80 71 68 63 57 51 48 43 42 40 38 28 24 20 4 9 5 1 0 0 O Sorafenib 166 151140119109 98 88 75 72 65 59 55 fio 40 282213 9 6 4 3 1 0 O
across treatment arms the two prognostic variables: EHS and ALBI sorafenib, affirming that the overall study was well balanced S ”B" . ™ T ooy i
. . . . . . . Durvalumab Sorafenib "i. Durvalumab Sorafenib . '\ Durvalumab Sorafenib
The relative safety profiles of STRIDE and durvalumab were consistent across aetiology subgroups Safety * Application of the model to the HEV and nonviral subgroups e oo H'--v.,._ pit i N pois oo
Th A . +h HBY. 315 with HOV and 481 did not meaningfully impact OS HRs for STRIDE or durvalumab 0.754 Events, n (%) 91 (76.9) 98 (2.4 0.754 o Events, n 06) 79 (682 64 619 075 & Events, n 06 116 712) 131 (789
. . . . . . " [ . . m , montns . . 4 m , montns . . m , montns . .
For all aetiology subgroups, including the nonviral subgroup, there was a trend in overall survival (OS) benefit for STRIDE versus 1ere were 354 participants witf , 315 wit and 48 versus sorafenib, and OS HRs continued to favour STRIDE, 3 HR (95% CI) 0.78 (0.58-1.04) 3 =, HR (95% CI) 1.05 (0.75-1.48) 2 . HR (95% CI) 0.82 (0.64-1.05)
sorafenib (hazard ratios [HR] <1), and durvalumab showed consistent treatment effects versus sorafenib, when adjusted for l’v'thtmm{'ra' j‘et'O'Ogy \|N2|O ;e_cet'\r’]ed a}f 'teaSt Olne_d‘;?eb?f ;Udy affirming that these factors were balanced and demonstrating a S e 2 os0 _\\R\ 2 050 S
. . . . reatment and were INcluaead IN the saitety analysis (1able : : . 3 3 2
imbalances in prognostic factors in the HCV subgroup The inoid atontrelated ad y analy - (TRAE consistency of treatment effect across aetiologies 3 g e I g
g e INClaences Ol Treatment-related aaverse events S o o =
HIMALAYA is currently the only Phase 3 study to show a survival benefit of i th ' rticipants with iral HCC : ) Secondary efficacy endpoints 0257 2 0207
y y y urvival benetit or iImmunotnerapy In participants witn nonvira or grade 3 or 4 TRAEs were generally lower for STRIDE and N N N
. . . . . . . . . . | | e Inall aetiology subgroups, objective response rates (ORRs) were —Sorafenib —Sorafenib —Sorafenib.
These results support the benefits of STRIDE in participants with uHCGC, irrespective of underlying viral or nonviral aetiology durvalumab than for sorafenib across aetiology subgroups SHology subgroups, ob) P ( ) w O O N
0 . val numerically higher in the STRIDE and durvalumalb arms than in 0 2 4 6 810121416 182022 24 26 28 30 32 34 36 38 40 42 44 46 0 2 4 6 810121416 1820 22 24 26 28 30 32 34 36 38 40 42 44 46 0 2 4 6 810121416 1820 22 24 26 28 30 32 34 36 38 40 42 44 46
verall surviva the sorafenib arm (Tab'e 3) _ Time from randomisation (months) . Time from randomisation (months) . Time from randomisation (months)
i OS WaS Improved WlthISTRlDE VerSUS Sorafe.nlb In the HBV 1 Py The HCV Subgroup had the highest ORR across trea_tmen_t arms Sorafenib 119108 92 84 75 65 60 51 47 42 40 34 31 28 23 16 11 9 6 3 1 0 0 O Sorafenib 104 97 87 80 71 68 63 57 51 48 43 42 40 38 28 24 20 14 9 5 1 0 O O Sorafenib 166 151 140119109 98 88 75 72 65 59 55 50 40 28 22 13 9 6 4 3 1 0 O
SUbgrOUp (HR; 064); Slmllar to the fU“ anaIySIS Set (HR; 078); The HR and 95% Cl are estimated from an unstratified Cox proportional hazards model with treatment as the only covariate and using the Efron method to control for ties
but not in the HCV Subgroup (HR, 1.06: Figure 2) e ORR for par‘ticipants with viral hepa’[i’[is (HBV or HC\/) was highest Cl, confidence interval; HBV, hepatitis B virus; HCV, hepatitis C virus; HR, hazard ratio; mOS, median OS; OS, overall survival
Plain |ang uage summary e In the nonviral subgroup, OS was improved with STRIDE in the STRIDE arm
versus sorafenib (HR, 0.74) similar to the full analysis set e Disease control rates for STRIDE and durvalumab were generally
r}) Why did we perform this research? (HR, 0.78"; Figure 2) similar across aetiology subgroups
g H A HR B HR
. . . . . . (95% CI) (95% CI)
5% e Hepatocellular carcinoma (HCC) is the most common type of liver cancer. HCC is frequently caused by infections All participants All participants
. Crude —— 0.77 (0.65-0.91) Crude —— 0.86 (0.73-1.01)
with HBV or HCV Stratified —— 0.76 (0.64-0.90) Stratified —— 0.83 (0.70-0.97)
e The STRIDE regimen is a treatment that combines a single dose of tremelimumab with multiple doses of durvalumab S S T —— e 064 045056 o i 078 0.56-1.00
(types of immunotherapy). The previous HIMALAYA study showed that participants who took STRIDE lived longer STRIDE Durvalumab  Sorafenib STRIDE Durvalumab  Sorafenib STRIDE Durvalumab  Sorafenib Stratified — - 0.64 (0.47-0.86) Stratified — et 0.78 (0.58-1.04)
. . . Parameter (n=122) (n=119) (n=119) (n=110) (n=107) (n=104) (n=161) (n=163) (n=166) HCV HCV
than those who took a medication called sorafenib Median age (range), years 59.0 (28-78) 57.0 (24-79) 60.0 (30-81) 65.0 (42-84) 64.0 (41-86) 64.5 (40-84) 70.0 (22-86) 68.0 (20-86) 67.0 (18-88) Crude — 1 1.06 (0.76-1.49) Crude 1 1.05(0.75-1.48)
We performed this research to see whether the cause of HCC, either HBV, HCV or other factors, affected how Asia region,” n (%) 98 (80.3) 97 (81.5) 100 (84.0) 27 (24.5) 31 (29.0) 21 (20.2) 31 (19.3) 39 (23.9) 35 (21.1)  Suatfed e — 089 (0.63-1.25)  Suatfed — Sisllralel)
i i ECOG PS, n (%) rude —— . .57-0. rude —e—1 . .64-1.
well the STRIDE regimen or durvalumab alone worked for treating HCC 0 90 (73.8) 81 (68.1) 80 (67.2) 64 (58.2) 65 (60.7) 65 (62.5) 92 (57.1) 98 (60.1) 94 (56.6) ; ‘:,f, . g:‘: (g 2; ?2? gt ‘:,f, . gzi (g ZZ 182’
1 32 (26.2) 38 (31.9) 39 (32.8) 46 (41.8) 42 (39.3) 38 (36.5) 69 (42.9) 65 (39.9) 71 (42.8) ratifie : —— . = (0-59-1.00) etific : ! . = (ZEoZ=IE0S)
- : n BCLC score, n (%) 0.25 0.5 1 2 4 0.25 0.5 1 2 4
How did _We perform this research? . _ _ o . _ _ B 23 (18.9) 25 (21.0) 13 (10.9) 19 (17.3) 27 (25.2) 26 (25.0) 35 (21.7) 28 (17.2) 27 (16.3) HR (95% Cl) HR (95% Cl)
We examlned hOW |Ong gI’OU pS Of par'tICIpantS Wlth HB\/, HCV OI’ nO Vlral hepatItIS |nfeCtlon ||Ved after belng treated MV|C (/) 2§ gl;; Z: gioi 12086((2839'1)) :; ((827)) 80 E7j'8; 8 275'3 1536((2768'?;) 14305((285'8)) 14?69((283.7)) The HR and 95% CI from the crude analysis are estimated from an unstratified Cox proportional hazards model using the Efron method to control for ties. The HR and 95% CI from the stratified model are estimated from a stratified Cox proportional hazards model adjusting for EHS
. . . . _ . . , N (% . 5 5 27.3 26 (24.3 26 (25. w4 5 7.7 (no versus yes / missing) and ALBI grade (1 versus 2 / 3) and using the Efron method to control for ties
Wlth the STRIDE reglmen, durvalumab alone Or Sorafenlb Whlle parthIpatlng In the HIMALAYA StUdy EHS, n (%) n (58'2) n (59'7) i (58'8) 59 (53'6) 43 (40'2) 42 (40'4) o (49'1) 98 (60'1) 91 (54'8) ;CI)_:,ZT:L??:?;;:JE;?ZIr,](z:rc])\:;::::nucigir:ti?v::?}?;Z;Tr;aesp:;ji(:::a:?E:V,n:ZZ:tgi]ti':;B\I/isrzz;r:CV, hepatitis C virus; HR, hazard ratio; OS, overall survival
. . . . . . ALBI score, n (%)
What were the findings of this research and what are the implications? o n gg-g 2 g; -3; n gg.g 4 gg.g 4 gg.g % (ée:.;)) 2 (a%% 2 ((fg.%) 2 gg.gg
or o o o . . . . . .

Participants who took the STRIDE regimen lived longer than those who took sorafenib, whether they had HBV, HCV
Or nO Vll’al hepatltIS InfeCtIOn. The Cause Of HCC dld nOt a.ﬂ:eCt hOW We” durvalumab alone Worked . Therefore, theSG ALBI, albumin-bilirubin; BCLC, Barcelona Clinic Liver Cancer; ECOG, Eastern Cooperative Oncology Group; EHS, extrahepatic spread; HBV, hepatitis B virus; HCV, hepatitis C virus; MVI, macrovascular invasion; PS, performance status

*Excludes Japan

. ipr . HBYV (n=360) HCV (n=321) Nonviral (n=490)
treatments could be used to treat HCC whether caused by a viral hepatitis infection or other factors STRIDE Durvalumab Sorafenib STRIDE Durvalumab Sorafenib STRIDE Durvaluma Sorafenib
Parameter (n=122) (n=119) (n=119) (n=110) (n=107) (n=104) (n=161) (n=163) (n=166)
Where can | access more information? ORR, n (%) 26 (21.3) 17 (14.3) 6 (5.0) 39 (35.5) 24 (22.4) 10 (9.6) 29 (18.0) 31 (19.0) 10 (6.0)
. o . . . . ] _ DCR, n (%) 72 (59.0) 59 (49.6) 58 (48.7) 72 (65.5) 62 (57.9) 73 (70.2) 92 (57.1) 92 (56.4) 105 (63.3)
Information about the medicines being used in this study and the people who could participate can be found here: HBV (n=354) HCV (n=313) Nonviral (n=481) Median TTR (IQR), months ~ 1.91 (1.81-3.78)  1.94(1.84-3.71)  2.83(1.91-3.88)  3.55 (1.87-5.42)  1.97 (1.87-3.75) 7.33(1.87-11.01) 2.07 (1.91-3.78)  3.68 (1.87-5.62)  3.65 (1.81-3.81)
. Tall i STRIDE Durvalumab Sorafenib STRIDE Durvalumab Sorafenib STRIDE Durvalumab Sorafenib :
httpS..// Cllnlcaltrlals.gov/l ct2/show/NCT03298451. Participants with event, n (%) (n=122) (n=117) (n=115) (n=108) (n=107) (n=100) (n=158) (n=164) (n=159) Median DoR (IQR), months ~ 25.69 (11.99-NR)  9.46 (3.84-NR) 17.00 (3.52-28.55) 13.54 (5.55-NR) 12.94 (6.36-27.43) 15.74 (4.76-25.99) 13.21 (5.65-NR)  13.83 (7.43-NR)  6.01 (4.01-18.43)
PreVIOUS resu Its from th IS StUdy Can be fou nd here' Any AE 116 (95-1) 96 (82-1) 108 (93-9) 105 (97-2) 99 (92-5) 97 (97-0) 157 (99-4) 150 (91 -5) 152 (95-6) DCR, disease control rate; DoR, duration of response; HBV, hepatitis B virus; HCV, hepatitis C virus; IQR, interquartile range; ORR, objective response rate; TTR, time to response; NR, not reached
https://evidence.nejm.org/doi/10.1056/EVIDoa2100070 Any TRAE 88 (72.1) 57 (48.7) 98 (85.2) 82 (75.9) 64 (59.8) 85 (85.0) 124 (78.5) 81 (49.4) 134 (84.3)
Any grade 3 or 4 AE 53 (43.4) 35 (29.9) 52 (45.2) 54 (50.0) 47 (43.9) 57 (57.0) 89 (56.3) 62 (37.8) 87 (54.7) A k I D. I R f
This study was sponsored by AstraZeneca Any grade 3 or 4 TRAE 26 (21.3) 14 (12.0) 32 (27.8) 26 (24.1) 19 (17.8) 39 (39.0) 48 (30.4) 17 (10.4) 67 (42.1) CKNnow edgements ISClosures ererences
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