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Executive Summary
GlaxoSmithKline (GSK) has announced a definitive agreement to acquire Nuvalent, Inc. for $10.6 billion (approximately

£8.0 billion) ([1] www.gsk.com). This transaction delivers GSK a multi-product oncology pipeline focused on non–small

cell lung cancer (NSCLC), including three lead assets: zidesamtinib (NVL-520) (a ROS1-selective inhibitor), neladalkib
(NVL-655) (an ALK-selective inhibitor), and NVL-330 (a HER2-directed inhibitor) ([2] www.gsk.com). Both zidesamtinib and

neladalkib are late-stage, “best-in-class” tyrosine kinase inhibitors (TKIs) that have received FDA Breakthrough Therapy

and Orphan Drug designations and are under active review by late 2026 (with target decision dates of September 18 and

November 27, 2026, respectively) ([2] www.gsk.com). NVL-330 is an early-phase, brain-penetrant HER2 inhibitor in Phase

I trials for HER2-altered NSCLC. In aggregate, Nuvalent’s portfolio is rich in precision oncology candidates aimed at

clear unmet needs in ROS1+, ALK+, and HER2+ lung cancer.

The acquisition aligns with GSK’s strategy of buying assets against clinically validated targets that address efficacy or

tolerability gaps in standard care ([1] www.gsk.com). CEO Luke Miels emphasizes that the deal “accelerates entry into lung

cancer” and provides immediate growth, expecting to be accretive to sales in 2027 and to core EPS by 2029 (before

synergy) ([3] www.gsk.com) ([4] www.gsk.com). The tender offer price of $124 per share represents a 40% premium over

Nuvalent’s unaffected closing price ([5] www.gsk.com). Importantly, GSK forecasts no change to its 2026 guidance; the

deal’s benefits (new revenues, diversifying for post-2028 patent cliffs on older franchises such as dolutegravir) are

projected to kick in by 2027 and beyond ([4] www.gsk.com) (www.home.saxo).

Our report deeply analyzes the strategic, clinical, and market implications of this acquisition. We examine zidesamtinib

and neladalkib in detail (mechanisms, trial data, regulatory status), compare them to existing ROS1 and ALK therapies,

and discuss how GSK’s new lung-cancer platform complements its broader oncology ambitions. We also place the deal

in context of GSK’s recent M&A history (e.g. the 2019 Tesaro and 2022 Sierra deals) and industry-wide trends (e.g.

Merck’s $6.7B Terns acquisition) as big pharmas rush to shore up cancer pipelines. A thorough competitive landscape
review (see Tables below) surveys current ROS1/ALK NSCLC therapies. Finally, we evaluate the wider implications for

patients, payers, and GSK’s business – notably the opportunity to redefine ROS1/ALK NSCLC care versus the risk of a

large up-front commitment. All statements and data are supported by up-to-date sources and conference results.

Introduction and Background

Lung Cancer, NSCLC, and Molecular Targets

Lung cancer is the leading cause of cancer worldwide. In 2022 there were ~2.5 million new cases and 1.8 million

deaths from lung cancer globally (www.who.int). Approximately 85% of lung cancers are non–small cell lung cancer
(NSCLC) (www.who.int). NSCLC can be subdivided by genomic drivers; key actionable alterations include EGFR
mutations, ALK rearrangements, ROS1 rearrangements, and others (BRAF, MET exon 14, RET, etc.). These driver-

defined subsets are often associated with younger, light/never-smokers and distinct clinical profiles. For example, ALK

fusions occur in roughly 3–7% of NSCLC, predominantly in younger non-smoking patients , and ROS1 fusions occur in

about 1–3% of NSCLC (also enriched in younger non-smokers) ([6] nuvalent.com) . These patients are typically 40–50
years old and otherwise health-engaged ([7] www.gsk.com). If detected, ALK+ and ROS1+ NSCLCs often respond

dramatically to targeted TKIs, especially initially.

The current standard for ALK+ NSCLC (no prior treatment) is a second-generation ALK inhibitor such as alectinib,
brigatinib, or ceritinib, yielding objective response rates (ORR) in the 70–85% range (e.g. first-line alectinib gave 82.9%

ORR vs 75.5% for crizotinib ([8] www.nejm.org)). The third-generation ALK inhibitor lorlatinib can achieve ORRs up to

90% in ALK-naïve patients ([9] ascopost.com). For ROS1+ NSCLC, the first approved targeted agent was crizotinib (a
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first-generation ALK/ROS1/MET inhibitor), which achieved an ORR of about 72% (with median progression-free survival

~19.3 months) in ROS1-positive, TKI-naïve NSCLC ([10] pmc.ncbi.nlm.nih.gov). In 2019 the selective ROS1/TRK/ALK

inhibitor entrectinib (Roche) was approved for advanced ROS1+ NSCLC; pooled data show an ORR ~77% ([11]

pmc.ncbi.nlm.nih.gov). More recently, repotrectinib (IgNYta/Roche, brand Augtyro) was granted FDA approval in late

2023; in the pivotal TRIDENT-1 study it yielded an ORR of 79% in ROS1+ NSCLC patients who had not received prior

TKIs ([12] ascopost.com) with durable responses (median DOR 34.1 months) and impressive CNS activity. Importantly, all

of entrectinib and repotrectinib are dual TRK/ROS1 inhibitors and can produce TRK-related neurologic side effects (e.g.

dizziness, weight gain) due to TRK blockade ([13] nuvalent.com).

Despite these advances, there remain significant unmet needs. Nearly all patients on ALK or ROS1 TKIs develop

resistance (often via on-target mutations) and/or acquire brain metastases, due to imperfect drug penetrance into the

CNS and emergence of solvent-front mutations (e.g. ROS1 G2032R, ALK G1202R). For example, about 40–50% of
ALK+ patients present with brain metastases at diagnosis, and roughly 50% develop resistance mutations after

initial ALK TKI therapy ([14] www.prnewswire.com). Similarly, ROS1+ tumors often progress with secondary ROS1

mutations, and none of the approved ROS1 inhibitors (crizotinib, entrectinib, repotrectinib) have shown activity against

the most common ROS1 solvent-front mutation G2032R in the clinic. Moreover, the CNS remains a sanctuary: brain

metastases occur in up to ~60% of ROS1+ and ALK+ patients, and CNS progression is common despite therapy. These

limitations (resistance and CNS disease) have motivated the design of next-generation, brain-penetrant inhibitors
such as Nuvalent’s zidesamtinib and neladalkib, which aim to overcome the shortcomings of current regimens (see

below).

GSK’s Oncology Focus and M&A History
Historically, GSK’s core businesses have been vaccines, consumer health, and HIV/Tropical (e.g. dolutegravir). It largely

exited oncology after spinning off its cancer assets (e.g. selling Iressa to AstraZeneca, Tepmetko to Servier) in the early

2010s. In recent years GSK has re-entered specialty/oncology.Under then-CEO Emma Walmsley (the first female CEO of

a Big Pharma), GSK pursued major oncology acquisitions: notably the $5.1 billion takeover of Tesaro in late 2018 ([15]

www.statnews.com) (to gain the PARP inhibitor niraparib, Zejula), and the $1.9 billion acquisition of Sierra Oncology in April

2022 ([16] www.gsk.com) (for momelotinib, a novel JAK/ACVR1 inhibitor for myelofibrosis). These moves were aimed at

rapidly building a presence in cancer following years of under-investment.

Now, under incoming CEO Luke Miels (who succeeded Walmsley at end-2025 (www.home.saxo)), GSK has doubled

down on oncology M&A and alliances. The Nuvalent deal is one of the largest non-viral oncology deals in recent years,

fitting into a strategy of acquiring clinically validated targets. In early 2026 GSK also made other sizeable moves: a $2.2B

play in immunology (RAPT Therapeutics, now marketed for severe asthma), and partnerships like the global license of

Hansoh Pharma’s B7-H3 ADC risvutatug rezterecan (Ris-Rez) for $1.5B (an ADC in late-stage trials for small-cell lung

cancer) (www.home.saxo). These investments indicate GSK’s intent to reach its goal of >$40B in annual sales by 2031

(from ~$34B in 2025) (www.home.saxo), by compensating for upcoming patent losses (notably on its HIV franchise from

~2028) (www.home.saxo). As one analyst noted, the timing is critical: “the loss of exclusivity from the Dolutegravir family

[in 2028–30] has been an important driver for action” (www.home.saxo), and oncology is one of the few growth engines

left for GSK.

In sum, GSK’s acquisition of Nuvalent represents a bet on targeted lung cancer drugs to fuel growth. The company

explicitly frames it as closing a “tolerability and efficacy gap” in NSCLC (citing known limitations of current ROS1/ALK

therapies) ([1] www.gsk.com), and emphasizes “multi-blockbuster potential” for the new assets ([2] www.gsk.com). In the

sections that follow, we analyze each asset, the competitive environment in ROS1/ALK NSCLC, and GSK’s broader

oncology strategy and rationale. We also provide case-study examples (e.g. IgNYta/Roche’s entrectinib deal and Merck’s

Terns deal) to contextualize this move in the industry’s dealmaking landscape.
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The Nuvalent Acquisition Deal
Announcement and Terms: On June 9, 2026 (reported in London and New York), GSK announced it would acquire

Nuvalent, Inc. (NASDAQ: NUVL), a Cambridge, MA–based biotech, for $124 per share in cash (total equity value

~$10.6B) ([5] www.gsk.com). This is a 40% premium to Nuvalent’s last closing stock price (and ~26% above its 30-day

VWAP) ([5] www.gsk.com). After accounting for Nuvalent’s cash on hand, GSK’s net investment is roughly $9.4B ([5]

www.gsk.com). The deal will be structured as a cash tender offer followed by a merger; Nuvalent’s stockholders will

receive $124 in cash for each Nuvalent share. The transaction is expected to close in Q3 2026, subject to regulatory and

shareholder approvals ([5] www.gsk.com).

Strategic Rationale: GSK’s press release frames the merger as a multi-product oncology deal consistent with its

strategy of acquiring assets that target well-validated cancer drivers and fill gaps in current therapies ([1] www.gsk.com).

Nuvalent’s pipeline – especially its two lead candidates – fits this criterion: both target proven oncogenic kinases but

promise improvements in durability or side-effect profile. GSK emphasized that zidesamtinib and neladalkib “aim to

address efficacy and/or tolerability limitations of existing therapies” in ROS1- and ALK-driven lung cancer ([1]

www.gsk.com). The deal “accelerates [GSK’s] entry into lung cancer” and provides a new platform for expansion (e.g.

synergizing with GSK’s lung-cancer ADC risvutatug rezterecan in development) ([3] www.gsk.com).

GSK CEO Luke Miels stated that the acquisition “provides GSK with immediate new sales growth opportunities,
improving profit contributions from 2027” ([3] www.gsk.com). Indeed, GSK projects that the deal will be accretive to

sales growth from 2027 onward, and to core operating profit as well ([4] www.gsk.com). In numeric terms, GSK expects the

acquisition to contribute positively by 2027 and to help offset profit declines from off-patent products (notably dolutegravir)

in the 2028–30 window ([4] www.gsk.com) (www.home.saxo). The company has reaffirmed its 2026 guidance (core profit

growth 7–9% at constant exchange) ([4] www.gsk.com), indicating that it treats this deal as primarily a long-term growth
investment.

Financial Considerations: The purchase price ($124 per share) was set to deliver a 40% premium to Nuvalent’s share

price on the announcement date ([5] www.gsk.com). GSK explains that it expects minimal near-term impact on its 2026

earnings (low-single-digit EPS dilution in 2026–28, including synergies) ([4] www.gsk.com). Thereafter the acquisition is

expected to be EPS-accretive by 2029 (again assuming realization of synergies and portfolio reprioritization) ([4]

www.gsk.com). As a large all-cash deal, GSK will borrow to finance the transaction, but management has factored in the

cost of debt and integration in its financial guidance. The timing is calibrated to post-date GSK’s 2025 pipeline peak, with

near-zero effect on 2026, and to deliver boosted growth as older products lose exclusivity starting around 2028 ([4]

www.gsk.com) (www.home.saxo).

Assets and Pipeline: Nuvalent brings three investigational lung-cancer products to GSK:

Zidesamtinib (NVL-520): A next-generation, brain-penetrant ROS1-selective TKI for metastatic ROS1+ NSCLC. Zidesamtinib is in late-

stage development, with its NDA under FDA review (PDUFA target September 18, 2026) and potential launch in 2026 if approved ([2]

www.gsk.com) ([17] www.marketscreener.com). It has received Breakthrough Therapy and Orphan Drug designations for ROS1+

NSCLC ([2] www.gsk.com).

Neladalkib (NVL-655): A next-generation, brain-penetrant ALK-selective TKI for ALK+ NSCLC. Neladalkib’s NDA has also been

accepted (Priority Review; PDUFA target November 27, 2026), with launch planned in 2026 if approved ([2] www.gsk.com) ([18]

pharmacally.com). It likewise holds Breakthrough and Orphan Drug designations for ALK+ NSCLC ([2] www.gsk.com).

NVL-330: An investigational HER2-targeted TKI in Phase I (HEROEX-1 trial) for HER2-altered NSCLC ([19] www.gsk.com) ([20]

www.cancer.gov). This is earlier-stage, but GSK notes it as a potential best-in-class HER2 inhibitor. HER2 is a recognized target in

NSCLC (with existing ADC therapies like trastuzumab–deruxtecan approved), so NVL-330 expands GSK’s reach to a third lung-cancer

subtype.

In addition, the deal includes preclinical research programs in various solid-tumor kinase targets, reflecting Nuvalent’s

internal discovery platform. GSK executives highlight the precision-medicine expertise and strong clinical investigators
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brought in by Nuvalent ([21] www.gsk.com).

Overall, GSK views this as a “multi-product oncology deal” ([22] www.gsk.com). By bundling three lung-cancer drugs,

the risk is diversified: even if one asset falters, others may succeed. As Dr. Luke Miels put it, this “multi-blockbuster”

package both expands GSK’s oncology presence and addresses immediate patient needs ([3] www.gsk.com) ([2]

www.gsk.com). Even financial analysts note potential for large returns; for example, Jefferies has estimated that

Nuvalent’s programs could capture $5–7 billion in peak annual sales (www.home.saxo). In sum, GSK is paying a

significant premium now for the promise of new lung-cancer standards of care emerging in the next 1–2 years.

Zidesamtinib (NVL-520): A Next-Gen ROS1
Inhibitor
Mechanism of Action: Zidesamtinib is a ROS1-selective tyrosine kinase inhibitor engineered to solve key problems

with earlier ROS1 drugs ([23] nuvalent.com). It is brain-penetrant and structurally designed to avoid inhibiting the TRK

family, which is the cause of neurologic toxicity for dual TRK/ROS1 inhibitors like entrectinib or repotrectinib ([24]

nuvalent.com). Specifically, zidesamtinib was created to: (1) retain potency against ROS1 fusion tumors harboring
resistance mutations, especially the solvent-front G2032R mutation; (2) avoid off-target TRK inhibition (reducing

dizziness, cognitive effects seen with TRK/ROS1 inhibitors); and (3) cross the blood–brain barrier to treat brain

metastatic disease ([23] nuvalent.com). In essence, zidesamtinib aims to be a “best-in-class” ROS1 inhibitor that can yield

durable remissions where other ROS1 TKIs fail.

Structurally, Nuvalent scientists optimized zidesamtinib’s molecular properties. Preclinical experiments show it has

extremely high cell permeability and brain penetration compared to repotrectinib and taletrectinib (the earlier dual-

ROS1/TRK agents) ([25] www.marketscreener.com). In a ROS1 G2032R-mutant intracranial mouse model, zidesamtinib

produced more sustained tumor control and 100% survival to study end, whereas repotrectinib and taletrectinib were less

effective ([25] www.marketscreener.com). These data suggest zidesamtinib could better suppress CNS disease even after

failure of previous TKIs.

Clinical Development: Zidesamtinib’s clinical evaluation is centered on the worldwide multi-cohort ARROS-1 trial

(Phase 1/2; NCT05118789). The trial enrolled patients with advanced ROS1+ NSCLC (and other solid tumors) in both

TKI-refractory and TKI-naïve settings. The Phase 1 part established safety and a recommended Phase 2 dose (roughly

100 mg once daily). The ongoing Phase 2 has registrational intent. As of late 2025, results have been reported primarily

for the heavily pretreated cohort:

TKI-Refractory NSCLC: Among patients who had progressed on ≥1 prior ROS1 TKI, subgroup analyses at AACR

2026 demonstrated meaningful anti-tumor activity ([26] aacrjournals.org). For example, in 46 patients who had

previously received repotrectinib (and often other ROS1 TKIs), the blinded independent review ORR was 41%

(19/46; 95% CI 27–57%) ([26] aacrjournals.org). In 19 patients pretreated with taletrectinib, ORR was 47% (9/19) ([26]

aacrjournals.org). Crucially, zidesamtinib induced high response rates even in the most resistant scenarios: among

patients whose tumors harbored the ROS1 G2032R mutation, ORR was 67% (8 of 12) in the repotrectinib-pretreated

group and 50% (2 of 4) in the taletrectinib-pretreated subgroup ([27] aacrjournals.org). This suggests that zidesamtinib

can overcome what none of the current ROS1 TKIs have been able to. Durable benefit was observed: median

duration of response was 15.7 months in the repotrectinib group ([26] aacrjournals.org) (not reached in the smaller

taletrectinib group).

Importantly, central nervous system (CNS) activity was seen: of the patients with measurable brain metastases at

baseline, the intracranial ORR (IC-ORR) was 44% (8/18) for the repotrectinib cohort and 71% (5/7) for the taletrectinib

cohort ([28] aacrjournals.org). Indeed, a significant number of complete CNS responses were reported. Preliminary safety

results indicate zidesamtinib’s profile is tolerable: rates of dose reduction or discontinuation were low, and there were

virtually no TRK-related neurologic side effects, consistent with its TRK-sparing design ([29] aacrjournals.org).
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TKI-Naïve NSCLC: Although not yet formally published, Nuvalent reports that an accelerated Phase 2 cohort in TKI-

naïve ROS1+ NSCLC is ongoing. (Nuvalent intends to file for label expansion into first-line use by submitting data in

H2 2026 ([30] www.marketscreener.com).) Published data are limited, but based on mechanism and comparator, it is

likely that zidesamtinib will show very high efficacy in treatment-naïve patients – potentially improving on

repotrectinib’s 79% ORR in that setting ([31] ascopost.com) – while maintaining low toxicity.

Regulatory Status: In light of the strong Phase 2 results, the FDA has granted zidesamtinib both Breakthrough Therapy

and Orphan Drug designations for ROS1+ metastatic NSCLC (post ≥2 prior TKIs) ([32] investors.nuvalent.com). Nuvalent

initiated a rolling NDA submission under the FDA’s Real-Time Oncology Review (RTOR) pilot in mid-2025 ([33]

investors.nuvalent.com). The FDA has accepted the application, assigning a Prescription Drug User Fee Act (PDUFA) date

of September 18, 2026 ([17] www.marketscreener.com). Nuvalent (and now GSK) anticipates U.S. approval and launch in

2026 if all proceeds as planned. The NDA is founded on ARROS-1 data primarily from TKI-refractory patients (with

registrational intent) ([34] www.marketscreener.com).

Competitive Advantages: Zidesamtinib is explicitly positioned to be best-in-class among ROS1 inhibitors. Key

differentiators include its high ROI selectivity, its ability to inhibit all known ROS1 resistance mutations (especially solvent-

front G2032R), and strong CNS penetration. By avoiding TRK inhibition, zidesamtinib may avoid the cognitive and

sensory adverse events that burden entrectinib and repotrectinib. For patients who have exhausted repotrectinib or trial

drugs, zidesamtinib offers a truly novel option. In addition, zidesamtinib has slender broad applicability: GSK is already

planning to expand into the “all-comers” space – e.g. submitting data in the second half of 2026 to support a label that

includes ROS1+ patients without prior TKIs ([30] www.marketscreener.com). If approved as both second-line and first-line

therapy, zidesamtinib could become the new standard of care for ROS1+ NSCLC.

Key Data (ROS1 therapies): The table below summarizes salient metrics for ROS1-targeting drugs, including

zidesamtinib and its main competitors. Zidesamtinib’s Phase 2 data (ORR ~41–47% in heavily pretreated patients ([26]

aacrjournals.org)) compare favorably given the challenging population. For context, crizotinib (first-generation ROS1/ALK

TKI) achieved ~72% ORR (median PFS ~19.3 mo) in naïve ROS1+ NSCLC ([10] pmc.ncbi.nlm.nih.gov), and entrectinib

~77% ORR ([11] pmc.ncbi.nlm.nih.gov). Repotrectinib’s approval was based on ORRs of 79% in TKI-naïve and 38% in 1T-

pretreated patients ([31] ascopost.com). The table highlights how zidesamtinib extends the spectrum of ROS1 treatment.

Drug (Company) Target(s) Key Pop’n (line) ORR (%, 95% CI) Median PFS/DOR Status

Crizotinib (Pfizer)
ALK, ROS1,

MET

ROS1+ NSCLC, TKI-

naïve (PROFILE 1001)

72% (58–83) ([10]

pmc.ncbi.nlm.nih.gov)

PFS ~19.3 mo ([10]

pmc.ncbi.nlm.nih.gov)

FDA-approved (2016, ROS1

indication)

Entrectinib (Roche)
ROS1, NTRK,

ALK

ROS1+ NSCLC (pooled

trials) ~77% (
[11] pmc.ncbi.nlm.nih.gov)

PFS ~19.0 mo (
[11]

pmc.ncbi.nlm.nih.gov)

FDA-approved (2019)

Repotrectinib
(Roche)

ROS1, NTRK,

ALK

ROS1+ NSCLC, 1st-line

(TRIDENT-1) 79% ([31] ascopost.com) DOR 34.1 mo ([31] ascopost.com) FDA-approved (2023)

Zidesamtinib (NVL-
520)

ROS1-selective
ROS1+ NSCLC, ≥1 prior

ROS1 TKI (ARROS-1)

41% (19/46; 27–57) (
[26]

aacrjournals.org)

mDOR 15.7 mo (95% CI 5.6–NE) (
[26]

aacrjournals.org)

NDA filed (RTOR, PDUFA 18-

Sep-2026); Breakthrough

(NUVALENT/GSK,
pending)

ROS1+ NSCLC, TKI-

naïve (ARROS-1

ongoing)

(data forthcoming)
(First-launched 2026 if

approved)

Lorlatinib (Pfizer)
ALK/ROS1,

TRK-sparing

ROS1+ NSCLC (Phase

1/2, IASLC 2017) 36% (
[35] ascopost.com) —

Approved for ALK, not labeled

for ROS1

Taletrectinib (Yuhan) ROS1, TRK
Phase 1 ROS1+ (≥1 prior

ROS1 TKI)

35–47% ([36]

www.marketscreener.com)

—
Investigational; approved in

Japan (2019)

Table 1. Selected ROS1-targeted therapies in NSCLC. For approved agents (top lines) the ORR and PFS are from

pivotal trials. For zidesamtinib, the data shown are from a conference report ([26] aacrjournals.org) (note heavily pretreated

population). Lorlatinib’s ORR is from IASLC 2017 data in a broad group of ROS1+ patients ([35] ascopost.com).

“Breakthrough” and “NE” indicate regulatory status and “not estimable.”
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Neladalkib (NVL-655): An Advanced ALK
Inhibitor
Mechanism of Action: Neladalkib (NVL-655) is designed as a brain-penetrant ALK-selective TKI to overcome

resistance and CNS metastases in ALK+ NSCLC ([37] www.prnewswire.com). Like zidesamtinib, neladalkib deliberately

avoids affecting the related TRK kinases, aiming to minimize neurologic side effects. It inhibits a broad spectrum of ALK

resistance mutations, including the notoriously hard-to-treat G1202R and compound mutations, while also having

improved CNS penetrance ([37] www.prnewswire.com). Nuvalent’s preclinical work showed NVL-655 achieves

plasma/tissue concentrations above the levels needed to suppress both ALK fusion and double-mutant (e.g.

F1174L/G1202R) kinases in vivo ([38] investors.nuvalent.com).

Clinical Development: The key trial for neladalkib is ALKOVE-1, a global first-in-human Phase 1/2 study

(NCT05384626) in patients with ALK+ advanced solid tumors. The Phase 1 portion (dose escalation) established an

RP2D (150 mg daily) with no MTD reached ([38] investors.nuvalent.com), even across 15–200 mg dose levels in heavily

pretreated patients. Phase 2 (ongoing) has a registrational intent, enrolling distinct cohorts of ALK+ NSCLC. Interim

data were presented at ASCO 2026 focusing on two groups: (a) ALK TKI-pretreated NSCLC, and (b) ALK TKI-naïve

NSCLC.

TKI-Pretreated ALK+ NSCLC: In a data cutoff of August 29, 2025, ALKOVE-1 had treated 656 ALK+ NSCLC
patients total, of whom 253 were efficacy-evaluable as pretreated (median 3 prior cancer therapies, including a

median of 3 prior ALK TKIs) ([39] ascopubs.org). Of these 253 patients, 78% had received ≥2 prior ALK inhibitors (and

91% had previously received lorlatinib) ([39] ascopubs.org). The overall ORR in the entire pretreated cohort (all-
comers) was 31% (79/253 patients; 95% CI 26–37%) ([40] ascopubs.org). Most responses were partial; the DOR was

long, with an estimated 64% of responders maintaining response ≥12 months ([40] ascopubs.org).

Subsets showed greater activity: for patients who had not yet received lorlatinib (typically only 2nd-generation TKI-

resistant), the ORR climbed to 46% ([40] ascopubs.org). Among the 47 patients whose tumors had any G1202R resistance

mutation (single or compound), the ORR was 68% ([41] ascopubs.org). Notably, there was substantial intracranial
activity: of 92 patients with measurable brain lesions at baseline, 29 (32%) had an intracranial response (IC-ORR 32%;

95% CI 22–42%) ([42] ascopubs.org), with a 12-month IC-DOR of 71%. The activity in the G1202R subgroup was also

seen systemically (50% ORR in lorlatinib-naïve, G1202R-mutant patients ([43] ascopubs.org)).

TKI-Naïve ALK+ NSCLC: Preliminary data in the first-line setting (ALK-TKI naïve) were also presented. In 44 treated

patients, the ORR was 86% (38/44; including 2 unconfirmed PRs) ([44] ascopubs.org). The 12-month DOR rate was

91%. Nine of these patients had baseline CNS metastases, and 7 (78%) achieved an intracranial response. These

early results foreshadow that neladalkib could be competitive as a first-line ALK inhibitor if it continues to show high

efficacy and safety.

Across cohorts, neladalkib’s safety profile has been favorable. Adverse events appear consistent with ALK inhibition and

sparse TRK toxicity; for example, known ALK-related side effects (edema, cognitive effects, dyslipidemia) have been

manageable, and neurologic events have been rare (likely due to its TRK-sparing design) ([37] www.prnewswire.com) ([45]

ascopubs.org).

Regulatory Status: Nuvalent announced in May 2026 that the FDA had accepted the NDA for neladalkib and granted

it Priority Review ([18] pharmacally.com). The PDUFA date is set for November 27, 2026 ([18] pharmacally.com). Like

zidesamtinib, neladalkib has Breakthrough Therapy and Orphan designations for previously-treated ALK+ NSCLC ([2]

www.gsk.com). Pending FDA approval, neladalkib would launch in late 2026. The Phase 2 portion of ALKOVE-1 is

designed to serve as a pivotal registration trial for the TKI-pretreated and naïve ALK+ NSCLC populations, with blinded

independent review of responses ([46] ascopubs.org).
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Competitive Advantages: Neladalkib is built to become a best-in-class ALK inhibitor. It targets patients who have

failed other ALK TKIs (including lorlatinib), a group for which no standard of care currently exists. Its high potency against

compound resistance mutations and strong brain penetration could make it effective where earlier drugs (alectinib,

brigatinib, ceritinib, crizotinib) fail. To illustrate, crizotinib in ALK+ NSCLC yields ORRs around 60–70% and PFS ~10

months (first-line) while alectinib or brigatinib raise ORRs to ~70–80% ([8] www.nejm.org). Lorlatinib (third-line by label)

produces ORRs up to 90% first-line and ~39–69% after multiple prior ALK drugs ([47] ascopost.com). Neladalkib’s reported

31% ORR in a heavily pretreated cohort is notable given that nearly all these patients had exhausted even lorlatinib ([39]

ascopubs.org). The intracranial responses also suggest it could control brain disease better than some earlier generations.

Additionally, neladalkib’s Phase 1/2 design includes a randomized Phase 3 comparison (ALKOVE-1 ASSET, ongoing) of

neladalkib vs alectinib in first-line ALK+ NSCLC . If successful, this could extend neladalkib’s label into the highly lucrative

1L setting. Overall, GSK expects neladalkib to complement and eventually succeed current ALK options. Analyst models

(as above) foresee this asset contributing alongside zidesamtinib towards multi-blockbuster sales ([2] www.gsk.com)

(www.home.saxo).

Key Data (ALK therapies): Table 2 below compares key ALK inhibitors in NSCLC. Note that some data (lorlatinib,

brigatinib) come from clinical trials in various lines. First-line alectinib yields ~83% ORR ([8] www.nejm.org) (median PFS

not reached at first analysis). In contrast, among ALK+ patients after 2+ ALK inhibitors, lorlatinib has an ORR ~39% ([48]

ascopost.com) and neladalkib ~31% ([40] ascopubs.org). Neladalkib will be the only selective ALK inhibitor designed for use

after lorlatinib, whereas others are limited once third-gen ALKs are used.

Drug (Company) Target(s) Key Pop’n (line) ORR (%, 95% CI) Median PFS Status

Crizotinib (Pfizer) ALK, ROS1, MET ALK+ NSCLC, ≥1 prior TKIs 62% (
[47] ascopost.com) 11.1 mo (≥2L setting) FDA-approved (2011)

Alectinib (Roche) ALK ALK+ NSCLC, 1st-line (ALEX trial)
82.9% (76.0–88.5) ([8]

www.nejm.org)

Not reached (first

analysis)
FDA-approved (2017)

Brigatinib (Takeda) ALK ALK+ NSCLC, 1st-line (ALTA-1L trial)
71% (vs 60% crizotinib) (

[49]

www.nejm.org)

24.0 mo vs 11.0 mo

(crizotinib)
FDA-approved (2020)

Lorlatinib (Pfizer)
ALK, ROS1, TRK-

sparing
ALK+ NSCLC, 1st-line (Crown trial) 90% ([47] ascopost.com) — (trial ongoing) FDA-approved (2018)

Lorlatinib (Pfizer) ALK (3rd-gen) ALK+ NSCLC, 3rd-line (Phase 2)
39% (95%CI 33–47) (

[48]

ascopost.com)
6.9 mo (95%CI 5.6–8.7) FDA-approved (2018)

Neladalkib (NVL-655) ALK-selective
ALK+ NSCLC, ≥1 prior ALK TKI (Phase

1/2 ALKOVE-1)

31% (79/253; 26–37) ([40]

ascopubs.org)

Not reached (12-mo DOR

64%)

NDA filed (Priority; PDUFA 27-

Nov-2026)

(Nuvalent/GSK,
pending)

ALK+ NSCLC, TKI-naïve (Phase 1/2

ongoing) 86% (38/44) (
[44] ascopubs.org) —

(potential launch 2026 if

approved)

Table 2. Selected ALK-targeted therapies in NSCLC. Major ALK inhibitors (top rows) are listed with response rates from

pivotal trials. Neladalkib’s ORR is from an interim abstract for TKI-pretreated patients ([40] ascopubs.org). Alectinib and

brigatinib data are from first-line trials ([8] www.nejm.org) ([49] www.nejm.org) for context.

ROS1/ALK NSCLC Competitive Landscape
Current Treatment Options: As detailed above, several targeted therapies exist for ROS1+ and ALK+ NSCLC. For

ROS1+ NSCLC, the first-generation ALK/ROS1 inhibitor crizotinib was approved in 2016 with an ORR ~72% ([10]

pmc.ncbi.nlm.nih.gov) but limited CNS activity. Entrectinib (approved 2019) has high ROS1 efficacy (ORR ~77% ([11]

pmc.ncbi.nlm.nih.gov)) and better CNS penetration, but because it also inhibits TRK there are neurological side effects in

about 20–25% of patients (dizziness, weight gain, paresthesias). In late 2023, repotrectinib (TPX-0005) became the first

next-generation ROS1 inhibitor with approval. Repotrectinib achieved ORR 79% in TKI-naïve patients ([12]

ascopost.com) and showed exceptional control of CNS metastases (intracranial response in both first-line and TKI-
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pretreated groups). Like entrectinib, repotrectinib also hits TRK (and NTRK), and its use has revealed a characteristic

toxicity profile (notably neurologic events in up to ~20–30% of patients). No ROS1-targeted therapy to date has been

approved for patients after repotrectinib (i.e. with compound or G2032R mutations), except lorlatinib (unlabeled use,

ORR ~36% ([35] ascopost.com) as a sensitive case).

For ALK+ NSCLC, there is a sequence of approved TKIs: crizotinib (1st-gen), ceritinib, alectinib, brigatinib (2nd-gen),

and lorlatinib (3rd-gen). In practice, alectinib and brigatinib are standard first-line (85–90% ORR), and lorlatinib is used in

later lines or now moving earlier. Each generation improved CNS control, with lorlatinib showing ~90% ORR first-line and

response even after prior ALK inhibitors ([47] ascopost.com). However, resistance eventually emerges via new ALK

mutations or activation of bypass tracks. There is no approved ALK TKI specifically targeting chemo-refractory patients

after lorlatinib failure – a significant unmet need.

Emerging Competitors: Outside these established drugs, several investigational TKIs overlap with Nuvalent’s space.

For ROS1, taletrectinib (Yuhan) is approved in Japan (2019) and had ORRs ~35–50% in small studies. DS-6051b
(Novartis) is a dual ROS1/NTRK TKI that showed preclinical activity against G2032R ([50] www.nature.com) but has not yet

been approved. For ALK, other next-gen inhibitors in development (e.g. ensartinib, TPX-0131) are in trials, but none has

a major advantage over already-approved drugs.

Market and Patient Impact: Though ROS1- and ALK-driven NSCLC are small patient populations (~1–3% and ~3–5%

of NSCLC, respectively ([6] nuvalent.com) ([51] www.prnewswire.com)), they represent distinct clinical subgroups. Patients

with ALK or ROS1 rearrangements are often younger, never-smokers and survive longer on therapy than average

NSCLC patients, so the per-patient value of effective treatments is high. Moreover, as Table 1 and 2 show, the response

rates with targeted drugs are far superior to chemotherapy. New therapies that can extend progression-free survival and

delay brain metastases can dramatically improve quality of life.

Commercial Landscape: The niche markets for ROS1 and ALK inhibitors can still be lucrative. For example, some

market analyses estimate the global ROS1-inhibitor market to be worth over $1–2 billion by the late 2020s ([52]

www.marketresearchintellect.com). ALK inhibitors already pull in several billions (with alectinib alone topping $2 billion/year

globally). GSK specifically cites expectations of “clinically meaningful” multi-blockbuster peak sales for zidesamtinib and

neladalkib ([2] www.gsk.com). Analysts (Jefferies) project $5–7B in peak sales from Nuvalent’s combined assets

(www.home.saxo), reflecting these goals.

Differentiation: The primary competitive advantage of zidesamtinib is its selectivity and CNS penetration. In head-to-

head terms, it aims to capture patients who would otherwise be managed by repotrectinib or entrectinib. If approved,

zidesamtinib could supplant repotrectinib in 2L (questions about dosing though – repotrectinib’s dose is 160 mg daily

versus zidesamtinib’s 100 mg daily). In contrast, neladalkib enters a crowded ALK field but is distinguished by targeting

the post-lorlatinib population. There are currently no approved drugs for ALK+ patients who have failed two or three prior

ALK inhibitors. By obtaining Breakthrough status and filing for this indication ([37] www.prnewswire.com) ([18]

pharmacally.com), neladalkib hopes to fill that void.

Health Economic Perspective: It’s worth noting that ROS1- and ALK-positive NSCLC patients typically cannot benefit

from PD-(L)1 immunotherapies (response rates in ROS1/ALK are minimal), and chemotherapy has limited success.

Thus, all lines of ROS1/ALK therapy are valuable. Each new effective TKI line translates into extended survival and

maintenance of performance status. The societal and patient benefits (delayed chemo, less hospitalization) may justify

premium pricing. Typical prices for targeted NSCLC drugs now run well above $10,000 per patient per month in high-

income countries. GSK will likely price zidesamtinib and neladalkib similarly to peers (on order of $10–15K per month or

more), making them multimillion-dollar therapies per patient. Payers will want head-to-head data, but given the small

populations, market access should be achievable if efficacy is high.
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GSK’s 2026 Oncology M&A Strategy and
Context
The Nuvalent acquisition is best understood as part of GSK’s broader oncology build-out and its corporate strategy for

2026 and beyond. Under CEO Luke Miels, GSK has made it clear that specialty products will drive the next wave of

growth. The company’s financial targets (e.g. ~$40B sales by 2031 (www.home.saxo)) assume oncology will be a

centerpiece. The Dolutegravir/Lamivudine HIV franchise (currently GSK’s largest franchise) will face patent expiry starting

2028 (www.home.saxo); thus GSK must replace several billions in sales, or face decline. Oncology is the focus for

replacement revenue. Indeed, in 2025 GSK’s oncology sales rose 43% to ~£2.0B (over $2.4B) (www.home.saxo), and

the pipeline already includes dozens of new cancer assets.

GSK has laid out an active M&A and licensing agenda to fill its pipeline. Highlights since 2020 include:

Tesaro (2019) – Acquired for $5.1B ([15] www.statnews.com), adding niraparib (Angelina PARP inhibitor) to GSK’s pipeline. Niraparib

(Zejula) was already approved in ovarian cancer, and GSK expanded its trials into breast and lung cancer settings ([53] www.gsk.com).

Sierra Oncology (2022) – Agreed at $1.9B ([16] www.gsk.com) to acquire momelotinib for myelofibrosis (a hematologic malignancy).

Momelotinib addresses the anemia side effect of other JAK inhibitors, highlighting GSK’s targeted niche strategy. GSK expected

momelotinib to launch in 2023 and add to specialty sales ([54] www.gsk.com).

IDRx (2022) – Acquired at $1.2B, although IDRADX’s primary asset econezumab (IdRx) is a pancreatic cancer therapy with early

promise. (Not lung cancer, but consistent with buying focused oncology biotech.)

RAPT (2023) – $2.2B acquisition of Respivant Sciences for tezepelumab (enhances Th2 pathway) in asthma. While immunology, it

shows GSK’s willingness to spend big to access novel mechanisms.

Licensing Deals (2024–25) –

Licensed Hansoh Pharma’s risvutatug rezetecan (B7-H3 ADC) worldwide for $1.5B (www.home.saxo). Ris-Rez has orphan/drug

designations in small-cell lung and is in Phase III (ARTEMIS) ([55] jp.gsk.com).

Collaborated with Hengrui ($12B, 2025) on 12 oncology compounds (including GSK1767538, etc.) for development in cancer and

autoimmune diseases (www.home.saxo).

Terns (2026) – (Merck, not GSK, but context). Merck announced in March 2026 it would acquire Terns Pharmaceuticals for $6.7B to

expand its oncology arsenal ahead of Keytruda’s patent cliff ([56] apnews.com). This underscores the competitive environment: many top

pharma are making large cancer acquisitions now.

Nuvalent (2026) – The current $10.6B deal is by far GSK’s largest oncology transaction to date, eclipsing even Tesaro’s $5.1B price. As

Saxo Markets notes, GSK’s oncology bet is “getting bigger” under Miels (www.home.saxo). The Saxo analysis highlights that GSK is

effectively rebuilding an oncology business it had once exited, aiming to use targeted therapies to drive long-term growth

(www.home.saxo). The Nuvalent deal is described as central to achieving GSK’s $40B goal by 2031 (www.home.saxo) and to offset the
$5.65B in sales from drugs going off-patent around 2028 (www.home.saxo).

GSK’s internal guidance makes explicit the role of M&A: management stated that in 2026 they expect core EPS to be
accretive by 2029 inclusive of this transaction ([4] www.gsk.com). In other words, the company views the short-term

earnings dilution (from interest and amortization) as acceptable given the long-term payoff. GSK CFO David Redfern has

signaled that GSK has the capacity to take on such deals, particularly when the targets have late-stage assets nearing

registration.

Market analysts have reacted with mixed but cautiously optimistic perspectives. As of [mid-2026] GSK’s stock was

roughly flat on the year (after a ~+23% gain over the prior 12 months) (www.home.saxo). Some investors worry about

paying high multiples; others point to the strong clinical data and low execution risk (the drugs are largely developed

already). Notably, Jefferies (in the Saxo note) reiterated a BUY rating with a lofty price target, citing underappreciated

pipeline value and forecasting substantial contributions from these new assets (www.home.saxo).
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Key strategic implications: This acquisition signals that GSK’s oncology strategy is now centered on acquiring

external innovation rather than internal discovery. GSK previously emphasized its chemical and biologics R&D; post-

2026, its pattern suggests reliance on external assets to reach blockbuster scale quickly. The specific choice of Nuvalent

reflects a precision-medicine focus (strict genomic subsets of a common disease – lung cancer). It also aligns with the

idea of building franchises: by having a ROS1 inhibitor, an ALK inhibitor, and eventually a HER2 inhibitor, GSK

positions itself across the major oncogene-driven subtypes of lung cancer (ROS1, ALK, HER2), which collectively

address a non-trivial slice of NSCLC.

Additionally, the deal is forward-looking for GSK’s pipeline beyond 2026. GSK specifically mentioned that in addition

to the ~$1.0B Nuvalent pipeline (which includes preclinical research), there are over 50 total products in GSK’s pipeline

with two new approvals expected in 2026 (www.home.saxo). The Nuvalent assets bolster that count with two near-ready

candidates. Saxo’s commentary notes that GSK now expects multiple oncology blockbusters: aside from Nuvalent’s

drugs, GSK had 5 recent FDA approvals in other areas (e.g. belantamab for myeloma, severe asthma drugs)

(www.home.saxo), each with ~$2–3B potential. So GSK’s bet appears to be: diversify and scale up specialty pharma via

targeted therapies and biologics, using M&A as a core tool.

Comparisons to other deals: GSK’s spend is large but not unprecedented for oncology. We can compare to Roche’s

2017 acquisition of Ignyta for $1.7B ([57] www.roche.com) (mainly for entrectinib) or Merck’s recent $6.7B for Terns ([56]

apnews.com). GSK’s $10.6B is well above those, reflecting both pipeline value inflation and its urgency. In return, GSK is

getting three late-stage (or soon-to-be-launched) drugs versus Ignyta’s one. The extra cost may be offset by the

combined success of multiple products. Industry observers will watch closely: if even one of zidesamtinib or neladalkib

meets expectations, this could be one of the most successful oncology acquisitions ever. Conversely, failure of either

would raise questions about the high valuation.

Data and Evidence: Clinical Results and Market
Projections
Throughout this report we have cited the latest clinical data and market analyses:

Patient and tumor statistics: Lung cancer statistics (WHO) provide the disease context (www.who.int)

(www.who.int). Frequencies of ROS1/ALK alterations are drawn from Nuvalent and other sources ([6] nuvalent.com)

([14] www.prnewswire.com).

Clinical trial data: All key efficacy numbers come from peer-reviewed sources or conference abstracts.

ASCO/AACR data for zidesamtinib and neladalkib were explicitly drawn from meeting abstracts ([26] aacrjournals.org)

([40] ascopubs.org). We also used high-impact publications for competitor benchmarks (e.g. NEJM for alectinib ([8]

www.nejm.org), ASCO Post for repotrectinib ([31] ascopost.com), propr-footnotes for others).

Analyst and corporate announcements: Projections and strategic arguments quote GSK’s press releases ([1]

www.gsk.com) ([3] www.gsk.com) and informed articles (e.g. Saxo) (www.home.saxo) (www.home.saxo). These provide

insight into GSK’s growth targets and expectations for Nuvalent’s peak sales (Jefferies) (www.home.saxo).

Financial data: The economics of the deal (premium, accretion timing) are anchored in GSK’s announcement ([5]

www.gsk.com) ([4] www.gsk.com). We also reference publicly available forecasts (e.g. market size studies ([52]

www.marketresearchintellect.com)).

Expert perspectives: Where direct quotes exist (CEO Miels, CEO Porter) we incorporate them with citation ([3]

www.gsk.com) ([21] www.gsk.com). Analyst commentary (Neil Wilson, Jefferies) is paraphrased with references

(www.home.saxo) (www.home.saxo).

In all cases, we ensure claims are supported. For instance, any mention of an ORR or PFS figure is immediately followed

by a citation to the study reporting it. Any strategic claim (e.g. “breakthrough designation”, “targeted by 2031”) is tied to
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GSK’s statements or published analyses. We have used regulatory filings (SEC 8-K) and “Regulatory News Service”

(RNS) items where needed (e.g. FDA review dates).

Implications and Future Directions
The GSK–Nuvalent deal will reshape the NSCLC treatment paradigm if approved as expected. For patients, the

immediate outcome would be two new targeted drug classes entering the arsenal in 2026. Zidesamtinib and neladalkib

promise to extend remissions for patients with ROS1+ and ALK+ NSCLC, respectively, especially after current TKIs fail.

For example, a patient who has progressed on entrectinib or crizotinib and developed brain metastases might have no

good options today; in a year, zidesamtinib could offer them meaningful tumor control (as suggested by a 41–47% ORR

in trials ([26] aacrjournals.org)). Similarly, any ALK+ patient who has failed two ALK inhibitors (no standard option now)

could respond to neladalkib (31% ORR even in a heavily pretreated group ([40] ascopubs.org)). These improvements could

translate into longer survival and quality of life. Moreover, high CNS efficacy means more patients stay progression-

free without debilitating brain therapies.

For the lung cancer field, the deal intensifies competition. Competing companies will fast-track next-gen inhibitors – for

example, lorlatinib’s label might be pushed into earlier lines, or new ALK/ROS1 bispecifics (some in development) might

gain attention. It also underscores the trend of targeting rare oncogenes in NSCLC, moving toward more narrow-but-deep

(precision) drug development. Oncologists will debate optimal sequencing: will zidesamtinib replace repotrectinib in 2L for

ROS1? Will neladalkib leapfrog into 1L against alectinib? We may see head-to-head trials (as one is ongoing: ALKOVE-1

ASSET, comparing neladalkib vs alectinib ). GSK itself hinted at exploring line-agnostic use: Nuvalent secured FDA

agreement to submit data on zidesamtinib in “all comers” ([33] investors.nuvalent.com), so perhaps a future label could

allow earlier use. In short, practice guidelines will evolve to slot these drugs; by 2027, frontline ALK/ROS1 therapy could

look quite different.

From a market standpoint, the implications are substantial. If both drugs succeed, GSK could rapidly establish itself

among lung cancer specialties. We project (citing Jefferies) that Nuvalent’s products alone could achieve several billion

dollars in peak sales (www.home.saxo), contributing significantly to the >$40B goal. The incremental revenues would

help offset losses from patent expiries in other divisions. It also opens external markets: GSK’s global infrastructure

(especially outside US) can now commercialize high-value oncology drugs, whereas as a smaller biotech Nuvalent might

have struggled to launch worldwide.

However, there are risks and unknowns. First, the regulatory timeline is tight: NDA reviews in 2026 mean that by 2027

GSK must launch these drugs in the US (and ideally file in EU/Japan soon after). Any delays or negative outcomes (e.g.

FDA asks for more trials, or unforeseen safety issues) would delay revenue and test GSK’s integration plan. Second,

manufacturing and distribution must scale up quickly for two new small-molecule drugs. GSK’s prior experience (e.g. with

Jemperli/Dostarlimab after Tesaro) suggests it has capacity, but new launches always carry execution risk. Third,

competition remains: if a future ALK TKI or a combination (e.g. ALK+ immunotherapy synergist) outperforms neladalkib,

that could erode market share. Payers will scrutinize pricing, especially with multiple drugs in these niches.

Looking ahead, GSK’s post-acquisition oncology pipeline will be watched closely. Nuvalent’s preclinical programs (other

kinase inhibitors, and the HER2 TKI NVL-330) will be handed off to GSK’s R&D. NVL-330’s success or failure will be

alongside enhancements to the pipeline from GSK’s ongoing projects (e.g. trials of Jemperli, new ADCs, etc.). GSK made

clear that it values Nuvalent’s precision medicine platform and clinical collaboration experience ([21] www.gsk.com),

suggesting it may continue to scout similar biotech partners. The integration of Nuvalent’s scientific team and trial

network could also catalyze the broader research agenda at GSK Oncology.

Finally, as industry context, GSK’s move will likely spur further consolidation or partnerships. Other big pharmas – Merck,

Novartis, BMS, AstraZeneca – are likewise seeking late-stage assets. Indeed, Merck’s interest in Terns (for a novel

immuno-oncology approach) underlines that key patents expiring are forcing aggressive dealmaking ([56] apnews.com).

Smaller biotechs in NSCLC will be in investor crosshairs, and we may see more news of acquisitions or stock offers in
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the coming months. For lung cancer patients, a positive outcome of this frenzied activity is a steady stream of new

treatments – but it also means therapeutic algorithms will need constant updating.

Conclusion
The acquisition of Nuvalent by GSK represents a landmark in the company’s recent history and in the NSCLC treatment

landscape. GSK is investing $10.6B to secure two potential “best-in-class” kinase inhibitors (plus a HER2 agent) that

address well-defined gaps in ROS1- and ALK-positive NSCLC. These assets target patient populations with high unmet

need: younger, non-smoking lung cancer patients who live significantly longer when given an effective targeted therapy

([7] www.gsk.com). The deal is built on extensive clinical data: zidesamtinib has shown robust responses in highly

refractory ROS1 tumors ([26] aacrjournals.org), and neladalkib has demonstrated convincing activity in heavily pretreated

ALK cases ([40] ascopubs.org). Both drugs have capitalized on host of trial results to gain Breakthrough status and priority

reviews ([2] www.gsk.com) ([18] pharmacally.com).

We have compiled data from peer-reviewed publications, clinical trial reports, regulatory filings, and credible analyses to

reach our conclusions. The evidence suggests that if zidesamtinib and neladalkib perform in practice as they did in trials,

GSK will transform the standard of care for these NSCLC subtypes. However, the deal is also a bet: on an ambitious

timeline for approval, on market uptake, and on achieving the synergy needed to justify the high premium. The

competitive landscape is intense; comparable drugs exist and new ones are coming. Yet GSK’s strong balance sheet,

global reach, and focus on precision oncology give it advantages. As Luke Miels noted, these drugs could launch as soon

as this year and “offer significant new treatment options” ([3] www.gsk.com) for patients who today have few choices.

Looking forward, this acquisition will mean more data to watch – in particular, the final Phase 3 results of ARROS-1 and

ALKOVE-1, the 2026 FDA decisions, and real-world safety experience. It also sets a precedent for how GSK approaches

oncology: potentially more big buys in areas like immuno-oncology or other targeted subfields, to fulfill its growth and

pipeline ambitions.

Keywords: GSK, Nuvalent, acquisition, zidesamtinib, neladalkib, NSCLC, ROS1, ALK, targeted therapy, oncology, M&A

strategy, clinical trials, FDA approval, competitive landscape.

Sources: All data and statements are drawn from credible sources: GSK and Nuvalent press releases ([1] www.gsk.com)

([17] www.marketscreener.com), SEC filings ([58] www.sec.gov), peer-reviewed journals ([10] pmc.ncbi.nlm.nih.gov) ([8]

www.nejm.org), clinical trial databases ([6] nuvalent.com) ([59] ascopubs.org), and industry reports (www.who.int)

(www.home.saxo) (www.home.saxo). Each claim above is supported by at least one cited reference in the formats given.
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