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VICT3R: Developing and Implementing Virtual Control

Groups to Reduce Animal Use in Toxicology Research ‘A

The project in a nutshell Vl CT
37 Partner organisations from 12 countries Project at a Glance

* 6 academic institutions «  Kick-off: 1 September 2024

« 8 Small & medium-sized enterprises (SMESs) Finalization: 29 February 2028

« 23 industry partners (plus 8 associated * Funding call: HORIZON-JU-IHI-2023-05-01
partners linked to them).

« + collaboration with 4 CROs conducting animal * Total Budget: =~ €31IM
studies - EUFunding: €13,524,750

* Industry & Contributing partners: €16,639,020
VICT3R.eu

VICT3R | IHI Innovative Health Initiative (europa.eu)
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https://www.vict3r.eu/
https://www.ihi.europa.eu/projects-results/project-factsheets/vict3r

The VICT 3R Community 0 Ab
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VICT3R: a flagship application to virtual control groups .‘_'\.

A

Core ambition

42 mo 10 Replace concurrent control groups with
planned draton HORBEERSS statistically matched (or Al-synthetic virtual)
control groups in nonclinical safety studies.
up to 25% =80% .
: : Program architecture
reduction potential proof-of-concept
Data foundation (WP2-5)
LIMS Data - SEND - Data curation - VICT3R DB, WSI integration
Initial focus: repeated-dose toxicity; IVCC_; engines (WP6-7) _ _
extension planned to DART, Statistical matching plus Al-driven synthetic VCG generation
chronic/carcinogenicity, and other o _
Qualification & regulation (WP8-9)
StUdy types. Retrospective / prospective validation, KPls, GLP/CSV, regulator dialogue

Adoption & sustainability (WP10)
Dissemination, training, synergies, long-term infrastructure
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How VICT3R operationalizes validation OAb

Contribute control data
o . Data Import
Historical legacy and ongoing study data enter a secure lake.
. Studies from 1* Standardisation Duata Integration to Harmonization and
Curate and standardize Sponsors | | Fiter: SENDIG 3.1 sl i rissrnaiuill VICTIR DB 2.0

SEND fields, terminology, plausibility checks, and quality

control. (¢ : LB Domain

MI Domair
Build the VICT3R DB . . - BW Domain g
Curated alphanumeric data plus linked digital pathology assets. H : .

OM Domain

VCGen Plugin to Generate VCGs
Statistical matching and Al-based synthetic VCG workflows.

Themsbarn mul By ekl Do e b i s e o T ;R

Qualify and translate Operational data flow from contribution through curation to the

Retrospective comparison, prospective use, KPls, CSV/GLP, VICT3R DB.
regulator dialogue.
WP3 extends the same logic beyond repeated- Validation is embedded in the

dose toxicity into additional study types. workflow, not added at the end.



Donation Status

‘A

Distribution of companies by nhumber of studies May 2026

Total number of studies: 8.674

61 studies - 0,7%
60 studies - 0,7%
56 studies - 0,6%
48 studies - 0,6%
20 studies - 0,2%
19 studies - 0,2%
18 studies - 0,2%
13 studies - 0,1%
12 studies - 0,1%
12 studies - 0,1%
9 studies - 0,1%
9 studies - 0,1%

S <XNCHITOW<PTVTOZ=2r X«

3,1%

1.000

4.323 studies - 49,8%

1.463 studies - 16,9%
1.142 studies - 13,2%
446 studies - 5,1%
343 studies - 4,0%
273 studies -
203 studies - 2,3%
144 studies - 1,7%

Number of animals by species

Total number of animals: 139.963

Mouse 24.847 animals - 17,8%
pog GYJ 7582 animais - 5.4%
Monkey 6.055 animals - 4,3%
Rabbit (] 2.524 animals - 1,8%
Minipig e 362 animals - 0,3%
Guinea Pig @ 305 animals - 0,2%

pig @ 99 animais - 0,1%

0 25.000 50.000 75.000 100.000 125.000
Number of animals

2.000 3.000 4.000 5.000
Number of studies
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Qualifying VCGs through Reanalysis of Legacy Studies O A

EMA submission: fourcompanies reanalysed 28 studies with 5 species

VCG Generation & Analysis Bl Evaluation [
@ A ‘ '@ n o EUROPEAN MEDICINES AGENCY

Rat Mouse Dog NHP Mini-Pig
n==8 n=3 n=9 n==6 n=2 Statistical Comparison by Data Scientist : :
S S RO e S Sl i Submission of

Briefing Documents
to EMA for Context of
Comparison of “treatment—relatednes' by Subject Matter Expert US e I (C OU I):
“Application of VCGs
in Dose-range finding
studies.”

Filter for individual study:
. Species & Strain

Sex

Supplier/breeder
Housing

Route of administration
Dosing duration

Test facility

Comparison of study conclusion (NO(A)EL, MTD, target organs, monitorability, reversibility)

Matching
with study
ENNETS

. Vehicle
. Treatment schedule
. Year of study (<5 years)

Details of evaluation procedure. see next slide
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Outcome of EMA Scientific Advice

EMA draft Qualification Opinion published on Mar 31, 2026

Draft Qualification Opinion:

- “Based on the evidence presented by the Applicant and e D e

reviewed by the SAWP Quallfication Team, CHMP
considers that Virtual Control Groups (VCGs) can be used
fo substitute for Concurrent Control/ GI'OUpS (CCGS) n 4 Draft Qualification opinion for Virtual Control Groups

I ) ; s (VCG) to replace Concurrent Control Groups (CCG) in rat
non-clinical non-GLP rat dose range finding (DRF) studies s non-GLP Dose-Range Finding (DRF) studies

fo inform on dose selection for subsequent pivolal rat

31 March 2026
EMADOC-1700519818-3025927
Committee for Medicinal Products for Human Use (CHMP)

[RRENT

Draft agreed by Scientific Advice Working Party (SAWP) 15 January 2026
GLP'Comp/iant repealed dose studiesl When app//ed in Adopted by CHMP for release for consultation 26 February 2026
accordance ,0 fhe SO ) ’ :;:rtofofc::::liac::: l;IL::tai:Iri]ne for comments) j: ::::::20626Z
7
© P U bI IC CO n S U Itat|0 n Sta rted O n 3 1 M a rCh - Dead I I n e fo r Bments should be provided using this template. The completed comments form should be sent to
ScientificAdvice@ema.europa.eu
Com me nts Was 1 2 M ay 2026 . : Keywords Virtual control groups, Historical control data, 3Rs, NAMs, non-GLP, repeated

dose toxicity studies
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https://www.ema.europa.eu/en/news/ema-consults-virtual-control-groups-help-reduce-animal-use-medicines-development

Outcome of EMA Scientific Advice O Ab

Qualification Advice (also received on March 3!, 2026)

General key aspects of advice:

+ CHMP would advise to directly pursueCoU lll, i.e., the full 0
replacement of CCGs in pivotal GLP-compliant repeat dose toxicity b

(RDT) studies. A dual control design or a hybrid design, including

Doc Ref: EMABOE1786519818-2835423EMADOC-360526170-3006507
Case No.: EMA/SA/0000170378
Human Medicines Division

partial replacement of CCGs by VCGs, would be seen as a e 2o
tranSitional eVidence generating Step leading to fU” replacement Of Initial Qualification Advice Procedure
the CCGs in pivotal GLP compliant RDT studies. Virtual Control Groups

HY o H H H H On 30/03/2024, the Applicant Synapse Research Management Partners S.L. requested scientific advice

+ Specific attention should be given to generating data supporting for their methodlogy virtual Control Groupe pursuant 8 Arice 57(1)(n)of Regulaton (EC) 726/2004
of the European Parliament and of the Council.

1 1 1 ih Virtual Control Groups (VCGs), derived from well-curated historical control data (HCD) are intended to

the assessment of replication of reversibility (recovery). e G el s oty b, ey s e s

non-clinical safety testing.

. F u rth e r Com m e nts a n d recom m en d ati On S reg a rd i n g S O P ’ I‘r;talv?:f;i‘c::;ti::t:ti‘:e:s:ree steps for the implementation of the VCG concept, which are assigned to

+  Application in dose-range finding (DRF) non-GLP studies (Context of Use I - CoU 1)

database and Statlstlcal approaches «  Partial replacement of concurrent controls in pivotal (GLP) systemic toxicity studies (CoU II)

=  Full replacement of concurrent controls in pivotal (GLP) systemic toxicity studies (CoU III)
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A

Would FDA support the use of virtual controls in DRF
Studies?

What is FDA's perspective on a path forward towards
using VCGs in pivotal toxicology studies?

Would FDA support EMA/FDA engagement
meetings and outline a regulatory roadmap?
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Thanks!

Contactus:

info@vict3r.eu
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