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ORIGINAL ARTICLE

Trastuzumab Deruxtecan in Previously
Treated HER2-Positive Gastric Cancer

K. Shitara, Y.-J. Bang, S. Iwasa, N. Sugimoto, M.-H. Ryu, D. Sakai, H.-C. Chung,
H. Kawakami, H. Yabusaki, J. Lee, K. Saito, Y. Kawaguchi, T. Kamio, A. Kojima,
M. Sugihara, and K. Yamaguchi, for the DESTINY-GastricOl Investigators*

Percentage of Patients
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Shitara K, et al N Engl J Med 2020, ASCO 2020
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Trastuzumab deruxtecan
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Zolbetuximab plus mFOLFOX®6 in patients with
CLDN18.2-positive, HER2-negative, untreated, locally

advanced unresectable or metastatic gastric or gastro-

oesophageal junction adenocarcinoma (SPOTLIGHT):
a multicentre, randomised, double-blind, phase 3 trial

Kohei Shitara, Florian Lordick, Yung-Jue Bang, Peter Enzinger, David llson, Manish A Shah, Eric Van Cutsem, Rui-Hua Xu, Giuseppe Aprile,
Jianming Xu, Joseph Chao, Roberto Pazo-Cid, Yoon-Koo Kang, Jianning Yang, Diarmuid Moran, Pranob Bhattacharya, Ahsan Arozullah,

JungWook Park, Mok Oh, Jaffer A Ajani
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Global phase3: SPOTLIGHT
FOLFOX + zolbetuximab

Tight junction
complex

Normal
epithelial cells

CLDN18.2

Claudin-18.2

Other tight junction
components

O

Shitara K, et al Lancet 2023
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Effective Writing@ ABC
» Accuracy (IEf&S)
- Brevity (/2 )
» Clarity (BAR )

(by Dr. Gilberto Lopes; EIC of ASCO’s Journal EIC)
“Manuscript Development Workshop” at 2023 ASCO BreakthroughZ—&8tkZ L T35



Effective Scientific Writing

* Aim for clarity and simplicity.
— Yes: We have several recommendations for improvement.

— No: We have developed a number of recommendations that may
lead to improvement.

e Use first person, active voice, and past tense as much as
possible.
— Yes: We detected TP53 alterations in 30 patients.

— No: TP53 alterations were analyzed and found to be present in 30
patients.

(by Dr. Gilberto Lopes; EIC of ASCO’s Journal EIC)
“Manuscript Development Workshop” at 2023 ASCO Breakthrough



Effective Scientific Writing

 Make statements positive and definitive.
— Yes: Efficacy was similar across the five arms.
— No: Efficacy was not much different across the five arms.

 Delete unnecessary words.
— Yes: Another approach uses disease-specific survival.
— No: Another possible approach is to use disease-specific survival.

* Avoid repetition.

(by Dr. Gilberto Lopes; EIC of ASCO’s Journal EIC)
“Manuscript Development Workshop” at 2023 ASCO Breakthrough
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Transci of miR-22 depending on the intensity of stresses

~%9 5=

To examine whether the expression of miR-22 and p2? lamalacanmelatoith thainduatinn nf

apoptosis in a physiologic setting, the kinetics of mif AT ARREREL T, CARIRRE T
by treating cells with different doses of ADR. As expected, HCT 116 ceus treated with 50 ng/mL of
ADR showed cell-cycle arrest, but no apoptosis, with rapid increments of p2/ at both mRNA and
protein levels; upregulation of miR-22 was not observed, even after the ADR-mediated activation of
p33 (Fig. 6A, left graph, and 6B, left). Under a high-dose exposure to ADR, in contrast, the

2-22 increased from 8 hours after the addition of 200 ng/mL
=21 protein levels were not elevated significantly after 36

expr
of AL
hours of 1ncubah Vlth ADR, despite the striking increase in p2/ mRNA level (Fig. 6B, top right).

EERMNSFEETES implication

< 7 7

The PARP-1 cleavage was observed at a similar kinetics with miR-22 expression (Fig. 6B).

Similarly, a significant activation of miR-22 accompanying the repression of p21 protein and

increase of PARP-1 cleavage was also observed in HCT 116 cells after exposure to high doses of
AR TS A= - -
TXALTIEFigureDEFEIZERBAT B &, Fig. A1MBHEARFIg. 1IDICRATFEYTBE. &I DNT
LMF7ELY, Fig. 1DD & &, Fig. 1AICRADIEA], » BEHEDEEE T, ZLAIF oINS,
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[ Results @ &fEl(Z Methods & Figure legends #£< ]
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Fig. 1. Analysis of EPHAG as a tumor suppressor on
BMP-induced apoptosis

Fig. 2. Analysis of BMP signaling on EPHAG tyrosine
phosphorylation

Fig. 3. Analysis of EPHAG and BMP receptor kinase
activities on GIC apoptosis
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Fig. 1. Analysis of EPHAG as a tumor suppressor on
BMP-induced apoptosis

Fig. 2. Analysis of BMP signaling on EPHAG tyrosine
phosphorylation

Fig. 3. Analysis of EPHAG and BMP receptor kinase
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Fig. 1. EPHAG as a tumor suppressor on BMP-induced
apoptosis

Fig. 2. Analysis of BMP signaling on EPHAG tyrosine
phosphorylation

Fig. 3. EPHAG6 and BMP receptor kinase activities on GIC
apoptosis
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Impact factor (2022) 5.7

Ranking: 62/241 (oncology) The most cited cancer
Five year impact factor (2022) 6.0 journal from Asia

Cite Score (2022) 10.4
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2022 Journal Metrics

Impact factor (2022) 5.7

Ranking: 62/241 (oncology)
Five year impact factor (2022) 6.0
Cite Score (2022) 10.4
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Cell
Declaration of generative Al in scientific writing

The below guidance only refers to the writing process, and not to the use of Al tools to
analyze and draw insights from data as part of the research process.

Where authors use generative artificial intelligence (Al) and Al-assisted technologies in the

writing process, authors should only use these technologies to improve readability and

language. Applying the technology should be done with human oversight and control, and

authors should carefully review and edit the result, as Al can generate authoritative-sounding
output that can be incorrect, incomplete or biased. Al and Al-assisted technologies should not
be listed as an author or co-author, or be cited as an author. Authorship implies
responsibilities and tasks that can only be attributed to and performed by humans, as outlined
in Elsevier’s Al policy for authors.

Authors should disclose in their manuscript the use of Al and Al-assisted technologies in the

writing process by following the instructions below. A statement will appear in the published

work. Please note that authors are ultimately responsible and accountable for the contents of
the work.
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Nature
AI Authorship

Large Language Models (LLMs), such as ChatGPT, do not currently satisfy our authorship
criteria. Notably an attribution of authorship carries with it accountability for the work, which

cannot be effectively applied to LLMs. Use of an LLM should be properly documented in

the Methods section (and if a Methods section is not available, in a suitable alternative part)
of the manuscript.



Editorial

https://doi.org/10.1038/s42256-023-00678-6

Writing therulesin Al-assisted writing

M Check for updates

As many authors are experimenting
with usinglarge language models
inwriting articles, some guidelines
arebecoming clear, but these will
need to evolve as the capabilities and
integration of such tools develop
further.

ewroteinJanuary 2023 (ref.1)

about the possible impact

of large language models

(LLMs) on scientific writ-

ing and, like many others?,
we called for a community-wide discussion
on guidelines for authors, publishers and
others involved in the publication process
to make sensible use of these new tools.
Now, a few months and many media discus-
sions on the topic later, the development
and wide adoption of LLM tools continues
apace. Clear guidelines for authors seem to
be amoving target, but some messages have
become clear.

of the output is correct, inaccuracies can be
hard toidentify, and asmodelsbecome more
accurate, the problem could be made worse,
as usersmay be tempted to skip fact-checking,
while errors will still occur.

A clear rule for authors is that they should
notblindly adopt text suggested by LLMs and
needtodiligently check facts and references.
Moreover, as LLMtools develop and are more
routinely used, authorsshould avoid incorpo-
rating generated text that sounds plausible
without making sure they fully understand
and agree withiit.

While LLM tools and their integration are
still evolving, it isa good practice for authors
tobetransparentabout whether and how they
have used an LLM tool in their writing. Earlier
this year, the Association for Computational
Linguistics (ACL) announced a policy on Al
writing assistance, and stated that they intro-
duced an additional question on their check-
list for authors, to describe if such tools were
used in any way. As authors are experiment-
ing with using conversations with ChatGPT

makes it easier for individual users to feed
large parts of text into ChatGPT. By default,
allChatGPT conversations are potential train-
ing datain possession of OpenAl, and this has
already led to Samsung’s banning the use of
ChatGPT and other generative tools, after
company confidentialinformationwas leaked.
Although it is possible for users to opt out of
having their data collected for training, this
does not oblige OpenAl to treat the input as
confidential, and the data might be used in
other ways in line with their privacy policy.
Third parties may offer services that rely on
APIs, and data provided to such a service will
thenbe available to both the third-party com-
pany and the platform offering the LLM API
(OpenAl in the case of ChatGPT). Both can
use the datatoimprove theirservicesoreven
monetize the data directly.

Finally, the question of what copyright
issues apply to Al-generated content remains
unclear and guidelines from policymakers
are urgently needed. Although text and data
mining in itself is generally not considered
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