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ORIGINAL ARTICLE

Tarlatamab in Small-Cell Lung Cancer
after Platinum-Based Chemotherapy
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Months since Randomization
No. at Risk
Tarlatamab 254 220 192 131 60 17 0
Chemotherapy 255 210 156 97 42 9 2 0

Tarlatamab
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Mountzios I, et al. NEJM, 2025; 10.1056/N
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Phase 3 Study of Ivonescimab (AK112) vs. Pembrolizumab

Ivonescimab
. . .. VEGF-A Tumor cell
as First-line Treatment for PD-L1-positive Advanced
NSCLC: HARMON:1-2
[Primary endpoint: PFS per IRRC et s T PD-1 PD 1
'?9';52' . (73‘3'.'1315) (5.053',8 g.zn Immune
1 Stratified HR 0.51 Tcell  Activation
%0+ (95% CI) (0.38,0.69) Angwgenegs 1
80 p-value <0.0001 Inhibition
70 Tumor Killing
~ 60 | 9-mo: 56% (47, 64)
e
“7 9-mo: 40% (32. 48 Ivonescimab Pembrolizumab
207 ek Total 898 204 156 819
) Proteinuria 315 30 10.1
et Mollowsie o] montls Aspartate aminotransferase increased 19.8 05 156
L : ‘” o g & 0 32k M M Hypercholesterolacmia 162 10.1
i Blood bilirubin increased 157 wjos 116
4 K0106) 12) 40 Hypertension 157 5.1 b 25
Ivonescimab demonstrated a statistically significant improvement in PFS vs. pembrolizumab with HR = 0.51 Alanine aminotransferase increased 147 0505 121
’...and a 5.3 months improvement in mPFS, Hypothyroidism 142 95
Anaemia 132 15005 146
Hypoalbuminaemia 117705 111
AyyeLitide¢ KalL ivonescimab? Amylase increased 112 Y 30
Hyperglycaemia 1m2/ 05f10 116
® EVLOXUOH nag @ASYUOVHC KQTQ n «VSO QYYSLQOD»O Bloed uric acid increased 107 80
° <1l% ( TP O}.lo L P& ICIs ) Archythmia 102 106 B Ivonescimab, >=grade 3
Hypertriglyceridaemia 10220005 70 ] Ivonescimab, all grades
* JILo OUXVEGC OL OEPUATLKEG AYYELLITLOEC PLKPOV OAYYELWOV  Rash 76 08| 1 D ool ey
7’ ) . . . T T T T T T T T T T T T T T T T T T T T
* ToLac PopUutntac pe KAOOLKEC 1lrVasculitides
°

[TaparoAoUOnon oe real-world xophynon

100 90 8 70 60 50 40 30 20 10 0

Xiong A,

10 20 30 40 50 60 70 80 90 100

Patients (%)

et al.

The Lancet,

2025; 10.1016/50140-¢



https://doi.org/10.1016/S0140-6736(24)02722-3
https://doi.org/10.1016/S0140-6736(24)02722-3
https://doi.org/10.1016/S0140-6736(24)02722-3
https://doi.org/10.1016/S0140-6736(24)02722-3

TpoTrotroINUEVEC KUTTAPIKEC BepaTreiec (adoptive cell therapies)
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Afamitresgene autoleucel for advanced synovial sarcoma and myxoid round cell

E LANCET

liposarcoma (SPEARHEAD-1): an international, open-label, phase 2 trial
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TpoTrotroINUEVEC KUTTAPIKEC BepaTreiec (adoptive cell therapies)

THE LANCET
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CRS — unxaviouog

* CRS = Zvomuatikn @AeYHovwon G amavTn ot oV UToPEl va TPOKATNOel attd SLaPOopETIKOVGS TTAPAYOVTES
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Fig. 3 Proposed pathomechanism of CRS. Activation of manby T cells ar lysis of immune cells induces a release of interferon gamma (IFN-y) or
umor necrosis factor alpha (T -a). This leads oo the activation of macrophages, dendntic cells, other immune cells and endothelial cells. These
ceslls further release proinflarnmatorny oytokines. Importanthy, macrophages and endothaelial cells produce large amounts of interleukin & (IL-6)
wihich in a positive feedback locop manner activates T cells and other immune cells leading 1o a oytokine stormn. Abbreviations: AR chimernic
antigen receptor; NO2: fracticon of inspired ccopgen; IL-6: interleukin & IFN-y: interfercn gamma; THM-a: tomor necrnosis factor alpha

Morris CE, et al. Nat Rev Immun, 2022; 10.1038/s41577-(
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Fig. 1 Clinical presentation of CRS. Beginning with fever and unspecific symptoms CRS might impact most organ systems. Mild cases can present
as flu-like iliness. Grade “lll 10 IV shows signs of life threatening cardiovascular, pulmonary and renal involverment. Neurotoxicity can ocour concurrent
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Low grade CRS: AVIL—-LOTOULV LKA, oVvTLIUpeT Lk, IV gvuddtwon

+/—- KOPTILKOOTEPOE LON
* Severe CRS: Tociluzumab (éyxpiLon 2017)
* Y& IMLO OVOEKTILKEC TEPLITROELC

- Anti-TNF (mx. Etanercept), Siltuximab (oavti-IL-6),

cyclophosphamide

* JUNBOUAeUT LK ammd €LOLKOTNTIEC €EOLKE LOUEV € CFdylarlatana label

Morris CE, et al. Nat Rev Immun, 2022; 10.1038/s41577-
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THE LANCET

Individualised neoantigen therapy mRNA-4157 (V940) plus pembrolizumab versus
pembrolizumab monotherapy in resected melanoma (KEYNOTE-942): a randomised,

phase 2b study
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90 1 83.4" w + Censored
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60 : ‘
= 62.2%! b
B 0 1
w2 '
L 40 A ' !
& ! : Events Hazard Ratio
30 H ! (n/N) (95% CI)®
20 mRNA-4157 (V740) + 24/107 0.561 (0.309-1.017)
: pembrolizumab < i P =0.0266
10 5 3 Pembrolizumab 20/50
0 ‘ : : — . : . .
0 20 40 60 80 100 120 140 160
Time From First Dose of Pembrolizumab (weeks)
Number at Risk
mRNA-4157 (V940) +
Pembrolizumab 107 92 85 73 49 24 20 8 1
Pembrolizumab 50 42 40 37 28 13 6 1 0
Cl. confidence interval, mRNA, messenger RNA; RFS, recumence-free survival
aThe hazard ratio and $5% Cl for mRNA-4157 [(V940) plus pembrolizumab versus pembrolizumaob is estimated using o Cox proportional hazards model with freatment group as a covariate, strafified by disease stoge
[stages IIB or IKC or D vs stage IV) used for randomization. The P volue is based on ¢ 1-sided log-rank test stratified by disease stage (stoges B8 or IIC or D vs stage V) used for randomization
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Weber JS, et al. The Lancet, 2024; [0I0I6/S0140-6736(73)07768-
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Table 2. Treatment-Related Adverse Events.* Relatlimab—Nivolumab Nivolumab
Adverse Event (N=355) (N=359)
Nivolumab plus Ipilimumab Nivolumab Ipilimumab
Event (N=313) (N=313) (N=311) Any grade Grade 3 or 4 Any grade Grade 3 or 4
Any Grade Grade 3 or 4 Any Grade Grade 3 or 4 Any Grade Grade 3 or 4 number of events (percent)
CheckMate number of patients with event (percent) Any adverse event 345 (97.2) 143 (40.3) 339 (94.4) 120 (33.4)
AQ)tent t-related ad t 300 (96 184 (59 270 (86, 67 (21 268 (86 86 (28
0 6;‘7'“ reiated adverse even (%6) (59) (86) @ 88) 28) Treatment-related adverse event 288 (81.1) 67 (18.9) 251 (69.9) 35 (9.7)
Ras 93 (30) 10 (3) 72 (23) 1(<1) 68 (22) 5(2)
Pruritus 112 (35) 6(2) 67 (21) 1(<1) 113 (36) 1(<1) Led to discontinuation of treatment 52 (14.6) 30 (8.5) 24 (6.7) 1 (3.0)
Vitiligo 28 (9) 0 29 (9) 1(<1) 16 () 0 Treatment-related adverse event in 210% of
Maculopapular rash 38 (12) 6(2) 15 (5) 2(1) 38 (12) 1(<1) patients in the relatlimab-nivolumab
group
Fatigue 119 (38) 13 (4) 114 (36) 3(1) 89 (29) 3(1)
Asthenia 30 (10) 1(<1) 25 (8) 1(<1) 17 (5) 2(1) Pruritus 83 (234) 0 57 (15.9) 2 (0.6)
Pyrexia 60 (19) 2(1) 21 (7) 0 21(7) 1(<1) Fatigue 82 (23.) 410 46 (12.8) 1(0.3)
Diarrh 142 (45 29 (9 67 (21 93 105 (34 18 (6
il “3) @ &l @) 9 © Rash 55 (15.5) 3(0.8) 43 02.0) 2 (0.6)
Nausea 88 (28) 72 41(13) 0 51 (16) 2(1)
Vomiting 48 (15) 72 2(7) 1(<1) 24 (8) 1<) Arthralgia 51 (14.4) 3(08) 26 (7.2) 1(0.3)
Abdominal pain 26 (8) 1(<1) 18 (6) 0 28 (9) 2(1) Hypothyroidism 51 (14.4) 0 43 12.0) 0
Colitis 40 (13 26 (8 7(2 3(1 35 (11 24 (8
(3) ) @ W ah ®) Diarrhea 48 (13.5) 3 (0.8) 33 (9.2) 2 (0.6)
Headache 35 (11) 2(1) 24 (8) 0 25 (8) 1(<1)
Arthralgia 43 (14) 2(1) 31 (10) 1(<1) 22 (7) 0 vitiligo 37 (10.4) 0 35 (9.7) 0
Increased lipase level 44 (14) 34 (11) 27 (9) 14 (4) 18 (6) 12 (4) T —
Increased amylase level 26 (8) 9(3) 20 (6) 6(2) 15 (5) 4(1)
Increased aspartate aminotrans- 51 (16) 19 (6) 14 (4) 3(1) 12 (4) 2(1) A LSRR ARIHE ARy & o2 :
ferase level Rash 33 (9.3) 2 (0.6) 24 (6.7) 5 (1.4)
Increased alanine aminotransfer- 60 (19) 27 (9) 13 (4) 4(1) 12 (4) 5(2)
ase level Diarrhea or colitis 24 (6.8) 4 (1) 1 (3.0) 5 (1.4)
Decreased weight 19 (6) 0 10 (3) 0 4(1) 1(<1) Hyperthyroidism 22 (6.2) 0 24 (67) 0
Hypothyroidism 53 (17) 1(<1) 33 (11) 0 14 (5) 0
Hyperthyroidism 35 (11) 3(1) 14 (4) 0 3 0 Hepants 20:(5:6) 14153.9) 2425 &0
Hypophysitis 23 (7) 52 2(1) 1(<1) 12 (4) 5(2) Adrenal insufficiency 15 (4.2) 5 (1.4) 3(08) 0
Decreased appetite 60 (19) 4 (1) 36 (12) 0 41 (13) 1(<1) Prielronitis 13 (37) 206) 6(17) 2(06)
Cough 25 (8) 0 19 (6) 2(1) 15 (5) 0
— 36 (12) 1) 19 (6) 1 (<) 12 4) 0 Hypophysitis 9 (2.5) 1(0.3) 3(0.8) 1(0.3)
Pneumonitis 22 (7) 3(1) 5(2) 1(<1) 5(2) 1(<1) Nephritis and renal dysfunction 7 (2.0) 4(10) 5 (1.4) 4 (1)
Treatment-related adverse event 123 (39) 95 (30) 37 (12) 24 (8) 49 (16) 43 (14)
leading to discontinuation Hypersensitivity 40 0 400 0
Tawbi HA, et al. NEJM, 2022;

10.1056/NEJMc

Wolchok JD, et al.NEJM, 2017; 10.1056/NEJM0al17096




2UUTTEPAOUATO

* Néeg avadudueveg avooobepameiec yvia va femepaoctel n oavoxry otouc ICIs

* ALa@OPETLKO TIPOPLA OVOOOAOYLKAC TO&ELKOTNTAC * KAQOLKEC 1rAEsS

* Evepyomnoinon “cytokine storm” =2 JUCTNUAT LKA QAEYHOVOdNC ovT [ dpaon

* ALapopeT kK& poTifa euedvionc irAEs oavoapévovial ornd Ta anti-PD-1 Od1—-g1dLK& aVI LOOUO

TOU OIOKAE€ LOUOU TwVv onueilonv eAéyyxou kol amnd véoug ouvduoaouoUucg ICIs

* INUOVTLKOC O POAOC TWV €LOLKOTINTWVY TIOoU dlaxelpldovial aVOOOAOVLKEC TOELKOINTEC KL

OVOOOKOTOAOTOXATAT LKEC Bepameleq
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