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Proposed Opening
Summary

“”Y; Endometrial carcinoma is one of the most common gynaecological malignancies.
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local prescribing
Information before
production.
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Regulatory Context

Indication statements should
be verified against current

~

/
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Can identify clinically relevant
molecular features, including
dMMR/MSI-H status, that
may inform classification and

Molecular Testing

treatment decisions.

-

Anti-PD-1 Therapy

Dostarlimab blocks PD-1
Interactions with PD-
L1/PD-L2.

\_

~

/

challenging after platinum-based chemotherapy.

{ Many patients are diagnosed early and treated successfully with surgery; advanced or recurrent disease remains clinically

MSI-H/dMMR tumours: tumours with mismatch-repair defects or high microsatellite instability; these features support a
biological rationale for immmune-checkpoint inhibition.

_________________________________________________________________________________________________________________________________

Minha Writes Medicine | Client-Facing Concept Deck


https://doi.org/10.1007/s00262-025-04223-9
https://doi.org/10.1007/s00262-025-04223-9

Client-Review Article Blueprint

MM

Minha Writes Medicine | Client-Facing Concept Deck

g Article title and metadata A
* Proposed article title + metadata package
9 Title, short title, SEO summary, keywords, disclaimer, thumbnail concept y
Sections
"o | e |[ @ |][ @ |[ @ |[ @
Molecular \Why dMMR/MSI -
Current " classification of " H biolo ’ "
Introduction " treatment . 9y Conclusion References &
endometrial supports PD-1
landscape : . Source Pack
carcinoma Inhibition
N\ O\ O\ O\ O\ O\ J




Proposed Visual & Interaction System

Markers and visual cues for a modular interactive medical-education article.
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Scientific & Compliance Guardrails
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 Concept-level copy is written to remain evidence-based and non-promotional.

* Interactive features are shown as placeholders for client review, not final production assets.
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Source Fidelity

Key scientific claims are traceable to
Ited sources; final copy requires claim
by-claim reference checking.
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Non-Promotional

Balanced, factual tone; no promotional

language or unsupported superiority
claims. /
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INN Usage

Medicines are referred to by International
Nonproprietary Name (INN) unless a

\brand-specific brief requires otherwise/

Client-facing concept deck for review; no funding, grant, or sponsor acknowledgement is included.
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Introduction

Endometrial carcinoma (EC) is one of the most common
gynaecological malignancies. In 2018, EC had a reported global
incidence of:

382,069 89,929

new cases deaths

Most ECs are diagnosed at a localised stage; 5-year overall survival is
lower with lymph-node invasion or metastasis.

Normal Endometrium

Endometrium
(Uterine Lining)

Endometrial
Carcinoma

Myometrium s
(Uterine Muscle) Malignant endometrial tissue
(Endometrial Carcinoma)
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5-Year Overall Survival by Disease Stage Point
""Localised stage™'

&

B Localized Stage ®m Lymph-node invasion m Metastasis

Source note: epidemiology and survival figures to be cross-
checked against the selected reference set before production.
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Diagnosis

Many patients are diagnosed
at an early stage.

Current Treatment Landscape

(

L_ocalised Disease

Surgery + adjuvant
therapy

\

[ Treatment

} Radiotherapy [RT]
&

Chemotherapy

\. J \

J

\

Advanced / Recurrent Disease

Historically more limited options }
than localised disease

(qTreatment Limitations

chemotherapy has been a

Platinum-based

key option. y
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Molecular Classification: Content Module

Content objective: show that endometrial carcinomas are not a single molecular entity.

————————————————————————————————————————————————————————————

______________________________

L \I 1 :

tumours

Higher-risk subgroup

Favourable-risk subgroup

‘ Often favourable outcomes | ‘ B'O?r?r%enr;ﬁl:;’;g‘;for | ‘ No single molecular profile | ‘ Often higher-risk disease |

MMR proteins + POLE + p353 assessment — Molecular classification
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Rationale for PD-1 Inhibition

Why can dMMR/MSI-H biology create an opportunity for immunotherapy?
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dMMR/MSI-H : Therapeutic : .. ..
Endometrial Cancer [ DPNA Repair Defect Opportunity Dostarlimab Clinical Activity

dMMR/MSI-H
endometrial
carcinomas represent a
molecular subgroup
with features relevant
to Immune-checkpoint
Inhibition.

p

Mismatch-repair
deficiency impairs
correction of DNA
replication errors,

contributing to
accumulation of

genomic alterations.

The molecular features
of AIMMR/MSI-H
tumours provide a

biological rationale for

Immune-checkpoint
Inhibition.

An anti-PD-1
monoclonal antibody
that blocks interactions
between PD-1 and PD-
L1/PD-L2.

The cited GARNET
study supports
discussion of
dostarlimab activity in
advanced/recurrent
dMMR/MSI-H
endometrial cancer.

Video placeholder for MoA animation;
click to watch
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Dostarlimab Mechanism of Action

1. Immune checkpoint
engaged; T-cell inhibited

PD-L1 on the tumour cell binds
PD-1 on the T cell, delivering an
Inhibitory signal that reduces T-cell

activity.

Tumour Cell

Cytotoxic T-cell

2. Dostarlimab blocks PD-1

Dostarlimab binds to PD-1 on T-
cell, preventing PD-L1 binding and
blocking the inhibitory signal.

Tumour Cell Cytotoxic T-cell
(PD-L1+) (PD-1+) |

"Dostarlimab
(anti PD-1 mAb) § /

Dostarlimab binding to PD-1

MiEM

3. T-cell activity restored

PD-1 blockade can restore T-cell
activation, cytokine release and
cytotoxic function against tumour cells.

Cytokines
(IFN-y, TNF-a, IL-2)

Activated cytotoxic
T-cell

Cytotoxic activity
(Perforin, Granzyme
B)

Restored Immune Response

Tumour cell
death

PD-L1 ﬁ ? Dostarlimab ‘s Cytokines Y :
PD-1 ) ® .o o » » o Cytotoxic Granules
(Programmed Death- H ) (anti-PD-1 monoclonal 52, 7 (Immune signaling 0o . ® :
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Clinical Implications of Molecular Classification

a : a : a : N O : O
Molecular Classification Risk Stratification Treatment Individualised

_ \ \ Considerations VRN Management )
[ N O N

Molecular classification can complement clinicopathological . .. : - :
assessment and help refine risk stratification and treatment Clinical decisions should integrate molecular findings with
planning. stage, histology, prior therapy and patient factors.
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mmm Read the full GARNET study summary
wr
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