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The CombiStats Software — Desktop

» Statistical analysis of data of biological dilution assays in accordance
with Ph. Eur. Chapter 5.3

* First release in 1999 to OMCLs, in 2005 to non-OMCLs
» Used by 394 organisations (960 licences) worldwide in 2023
» Users’ expectations (top 3)

* Audit trail

 Login/password (user identification)

« More interactivity (e.g. information/error messages)
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CombiStats Online Application

* Go live: July 2024
» Meet user’s expectations, offering a new & interactive interface

» Build a sustainable tool using a modern programming language

< > O M 5] https;//combistats.edgm.eu/... A @ © O m = o

COUNCIL OF EURDPE

G- COMBISTATS

CONSEIL DE LEUROPE

REGISTER  SIGN IN

Technical requirements
« Computer with access to the Internet, Chrome or Edge browsers
« Acrobat Reader for viewing PDF reports, MS Excel for viewing extra analysis results
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CombiStats Online Application

OJ Type Name Created Created by Last modified Last modified by  Owner

Flexible licence management system
] O A folder01 31 May 2024 User U today User U User U n
« EDQM Store: 1 licence = n users/seats

A folderD2  25Jun2024  User U today User U USERHE

A . O
 Possibility to assign and revoke users :
[B[= ]| Prom [ ven | Be - JS]R ] [u]0]¥ ] /]

D - - - [E] A329 HEPB WEIGHTED EXPONENTIAL REG" » | [E] A205 FINNEY0R9 PLA BLOCKS [F] A114 PHEUR EX 541 4PL SIGMOID" £ wizard y~
edicated workspace for your organisation H >
Analysis options i / Advanced options
Assay: Multiple-dose Transformation: y'=y
° ACCeSS by | Og i n/ pa SSWO rd Response: Quantitative Linearising transformation: Logit b Graphics
Model: Sigmoid curves (4-PL, In dose) Variance: Observed residuals
Design: Completely randomised
. - - =]
 Folders & files creation, management, sharing
4 14 Regression parameters
Global madel: convergence reached
= - R? Standard: convergence reached
o Im po rt Of CO m b I Sta ts DeS kto p 5 u O to 7- O fl IeS Comrmon Slope Other model parameters weighted unweighted
Estimated value 112452 Lower asymptote 0.145458 RZAIl 0.995634 | 0.998021 L
Lower conf. Limit 110175 Upper asymptote 3.19599 RZStandard 0.993517  0.998558 e ._ . _ . .
M d n & - nt t- - nt f Upper conf. Lirmit 114729 Excluded values nmnf.-rd.su.‘:cy;n"
oder Interactive Iincterrace s
- -
« Better flow of analysis options v e e
Normal | v J =3
= = Source of variation Degrees of freedom Sum of squares Mean square Chi-square Probability
4 E n h a n Ced g ra p h Ica I VI eWS Preparations 1 0.000756861 0.000756861 0529653 0.466753 -
Regression 1 943054 0.42054 6599.51 < 0.000001 i W
. Non-parallelisrm 1 6.55525e-05 6.55525e-05 0.0453738 0.830405 g J
) I nfo rm atl O n a n d e rro r m essa g es Non-linearity 16 00127084 0.000794275 889337 0917740
Non-linearity Table 1 8 0.00764179 0.000955224 24774 0.719844
Non-linearity Table 2 8 0.00506661 0.000632326 354562 0.895620 ,.', g A E— B 3 i
° Te m | a t e .ﬁ I e t t Trestments 19 9.44407 0.497056 650898 <0.000001 Yeaxis X-axis
p 7 p ro eC I O n Residual error 20 0.0285795 0.00142898 Standarcised residi Linear predictors W
Total 29 9.47265 0.242338 S Yomin V-max
- -
« PDF report, audit trail .
x ] » Excluded valuzs are ot displayed. -
] COUNCIL OF EOROPE
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Statistical Design & Analysis

Desktop options (wizard & advanced)

Size of tables Model

Number of tables, info. Lines Parallel lines, Slope ratio

Number of pre-dilutions 3-parameter exponential curves

Number of doses, replicates 4- & 5-parameter sigmoid curves
Orientation of tables Single-dose assay

Doses vertical/horizontal Spearman-Kaerber approach
Doses notation Transformation

Explicit/Implicit Dropdown list/user-defined
Design Variance

Completely randomised Dropdown list/user-defined

Randomised block Fixed parameters

Latin square > show design slope, addition, multiplication
ANOVA Prediction

No ANOVA to Complete Effective doses, inverse prediction

Equivalence Weight function

Table of blank results (+ stats)
Multiple-dose (standard only) model
Subset analysis (PLA)

Confidence level: 80 to 99%

Plot of linearised data/reg. lines
Plot of studentised residuals

PDF report (audit trail)

7 © EDQM, Council of Europe, 2024. All rights reserved.




Confidence levels, correlation/determination coefficients

Desktop Online application

Results (fixed) (range)

Common slope or intercept 90% 95% (80%-99%)
Potency estimates 95% 95% (80%-99%)
Effective doses, predictions 95% 95% (80%-99%)
Equivalence - individual slopes or intercepts 95% 95% (80%-99%)
Equivalence - differences or ratios 90% 90% (fixed)

Combination of results 95% 95% (80%-99%)

Desktop version (90% conf. level) Online application (95% conf. level)

Common Slope

Commaon slopeffactor) b =-111.255 [-115.612 to -106.835)

) Estimated value -111.255
Eﬂrfﬂlatll:ln | I‘|: I] 991424 - 0.982922

Lower conf. Limit -116.501

R? Standard 0.977164
Upper conf. Limit -106.009

-cr.:: nfidence level
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ow tO create your
user account

2 5ignin
Your e-mail address

Password

Forgot your password?

. I
EDQM COUNCIL OF EUROPE
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Create your account

COUNCIL OF EUROPE

G-, COMBISTATS

CONSEIL DE LEUROPE

HOME HELP REGISTER pSUElNRIN

Reg|5trat|0n Registratign Your account has been created. You will
) shortly receive an e-mail with a link to define
E-mail ID* First name* ) o
your password in order to finalise your
| _ My first name registration.
my_email@address.com
Last name*

Please enter the e-mail address that will serve as login
You already have an EDQM account. Your

access to this application has been granted.
I Professional organisation* Please use your EDQM credentials to login.

My last narme

Captcha*

=

' :'%IZPR

My professional organisation

Country (of organisation)*

France
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Validate your account

» Click the link received by email

[EDQM-Account] Creating your account - Please define your password -- [Compte EDQM] Création
de votre compte - Veuillez définir votre mot de passe

From noreply-qual@edqm.eu on 2024-06-28 10:12

X Details @ Headers = Plain text
Version frangaise plus bas
#** This is an automatically generated e-mail, please do not reply ***
Dear My first name My las,
Welcome to the EDQM environment.
In order to activate your account, you will need to set your password. To do so, please follow the link below:

http://sign-qual.edgm.eu/validation/MzExOA/6mb-fc6404052bcf121c90cc/?
ang=en&redirect=aHROCHMELy9jb21iaXNOYXRzLXF1YWwuZWRxbS5ldS9hY2NvdW50cy9sb2dpbg

Do not forward this link to other users, as it contains a token that is only valid for your e-mail address for 1 day.
Please be informed that your account will be deactivated if you do not set up your password and log in within 5 days.
For your information, your login is your e-mail address.

Permissions will be granted to your account, when necessary, for applications you need to access to. In this case, you will receive an automatic e-mail
from the so-called applications.

* Enter a password

Enter your password

Please enter your password twice so we can verify you typed it in correctly.

New password*

* Your password must contain at least 10 characters.

* Your password must contain at least 1 uppercase character.

* Your password must contain at least 1 digit.

* Your password must contain at least 1 special character among !@#$%"&*(){}
0-+.

* Your new password can not be identical to any of the 10 previously entered.

* Your password can't be a commonly used password.

* Your password can't be entirely numeric.

* Your password can't be too similar to your other personal information.

New password confirmation*

* Log in to finalise the activation

One last step

Password set. In order to finalise the activation of your account, you now need to log in.
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The Workspace

Secure & collaborative
working environment
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Workspace activation

. Purchaser: buys the licence and receive a CSID
activation code for n seats (user accesses).
Workspace (EDQM server)

The first user acts as a licence manager (LM)
- Activates the CSID code and creates the workspace,
- Gets a seat and assigns seats to other users.

|

|

|

|

|

@ ., ®
N
|

|

|

|

|

|

|

The second user becomes LMs can create groups to enhance
back-up licence manager. collaboration between users.

\&a ts assignment \

Any user can become a LM. Current LMs can become simple users again.

A minimum of 2 LMs is recommended to manage the workspace.

. I
EDQM COUNCIL OF EUROPE
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Collaborative environment

Workspace (EDQM server)

Actions
Create

Search, rename

- - Copy, move to
Users can create their own folders and subfolders, which are private by
Each user can share his/her folders with individual users and/or group of
g Add to my Favourites
A group is a predefined list of users (created by a licence manager), which
allows the (un)sharing of folder(s) with many users in a click. Sha re (read'only Or read
L L Sharing options are Read & Write or Read-only mode. d nd erte)
t

L T A C There are 3 types of records: templates (T), analyses of assays results (A),
=lI=]I= and combinations of assay results (C).

Trash: items remain 30
T owemeworpmn epersotties days In the trash after
: deletion. Can be restored

Q Records are exported as &h Analysis, combination W Extra analysis results
) AL Lz 2B, SHpy | ’ reports as PDF. as Excel tables. or deleted permanently

| |
| |
| |
| |
| |
| |
| |
: default (locker visible by other users) with no access/view on their content. : EXpOI’t (le flle) / Import
| |
| |
| |
| |
| |
| |
| |
| |
| |

and .epcx)
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Ordering: CSID code for n seats (users)

From: Sales@edgm.eu <Sales@edgm.eu>
Subject: CombiStats - Order 000000

Your CombiStats licence - Your order YYYYYY - Our order confirmation OO0O0OQ0O
DO NOT REPLY TO THIS MESSAGE
Dear Customer,

Thank you for your order. Please find your licence activation key below:

COMBISTATS: STATISTICAL ANALYSIS OF DATA:laccess forN user(s)l

I CSID-AAAAA-BBBBBBBBBB-CCCCC-DDDD I

The procedure for activating the licence key and registering users can be found here.

If applicable, please forward this message to the person responsible for managing
CombiStats licences within your organisation.

If you experience any problems, do not hesitate to contact us viathe EDQOM HelpDesk.
Kind regards,

The EDQM Sales Section

15 © EDQM, Council of Europe, 2024. All rights reserved.

1949 - 2024

1964 - 2024 CONSEIL DE LEUROPE



Activation

COUNCIL OF EUROPE

( __, ; COMBISTATS

CONSEIL DE 'EUROPE

USERU ~

Welcome to CombiStats

Web-based application for the Statistical Analysis of Biological Dilution Assay Results
or Potency Assay Results

I A licence is required to view content in this site. Click here to activate your licence. I

Licence Activation

If you have a licence key, activate it here to create your
workspace.

Otherwise, contact the licence manager within your
organisation.

Licence key (CSID)*:

Once activated, your licence key will be valid for a year.
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Users’ access management

Workspace |D: 5BNDLNK]
Number of access:| | assigned - n available
Expiration date: 01 July, 2025

NEW LICENCE ACTIVATION

CSID code*:

In case of renewal, your licence key will be valid for a year. In
case of extension of the number of seats, the expiration date
remains unchanged.

Licence key

CSID-5D0QG-XV5YK16Q4C-TPB57-H8PO

E-mail*

Choose file*

E-mail

Access count Subscription Activated on Activated by
7 until 2025-07-01 01/07/2024 bao lalala
Assign single user | O canmanage | Assign single
Assign multiple users in a click Assign multiple
You can download a template to fill in here
Assignee Can manage workspace
bao lalala

baothanh.nguyenvan@edqm.eu

Add
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Demos

» Workspace
» Import of files created in Desktop version

« Overview of analysis options & results

 Subset analysis, show design

» CombiStats online application
 Creation of an assay
» Template, protection
« PDF report, revision & audit trail

« Combination of assay results
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Useful links

e Institutional website

https://www.edgm.eu/en/combistats-tm
 User guide and FAQs

https://combistats.edgm.eu/user-manuals/combistats user guide.pdf/

https://combistats.edgm.eu/help/

* Privacy, security notices

https://combistats.edgm.eu/help/
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Validation

Ensure continuity
Online application results = Desktop version results
Validation based on:

 all examples published in the European Pharmacopoeia, chapter 5.3 'Statistical Analysis
of Results of Biological Assays and Tests’

* almost all numerical examples given by D.J. Finney in his standard work 'Statistical
Method in Biological Assay, 3rd Edition, Grin, London (1978)’.

Calculated results and published results are equal

In addition, beta-version testing by several OMCLs in March 2024
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Toward a smooth transition

» Go-live in July 2024
» Licence renewal in Oct. 2024 (webshop)

« CombiStats Desktop will be available until March 2025

2024 2025
Jul Aug Sep Oct Mov Dec Jan Feb Mar Apr

Validity of desktop license until 31-Oct-24 Free Desktop license until 31-Mar-25
Free Web license unit 31-Oct-24

Renewal for
desktop user

@
byt
=
o
8]
L
i
o
O

New users

First license, validity one year from 15-Jul-2024 to 14-Jul-2025

Go-live
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How to order CombiStats

« From 5 July 2024, it will be possible to order CombiStats licence directly
from EDQM webshop: https://store.edgm.eu/index.html

ind Product

¥ Products
Product Area: 0000000000 =
[¥] EUROPEAN PHARMACOPGEIA 11th EDITION
BIOLOGICAL STANDARDISATION PROGRAMME veu sre hare: Froducts :: 0000000000
DESCRIPTION
BLOGD TRANSFUSION
CombiStats is = calculation pragram for the statistical analysis of data from biclagical dilution assays according to Ph. Eur. general chapter 5.2
COSMETICS
You can find out more about CombiStats on the dedicatsd webpage and FAQs on the EDQM websits.
COUNTERFEIT MEDICINES AND SIMILAR
CRIMES English

FOOD CONTACT 1 No discount

The fallowing discounts are available for arders for multiple users:5% for 2 to 4 users;
10% for 5 to 10 users;

20% for 11 to 20 users;
HEARMACEUITICAL CARE - 30% for 21 or mors usars. 2-4 5%

ORGANS, TISSUES AND CELLS

QUALITY MANAGEMENT FOR BLOCD These discounts will be applied after validation of your arder/quotation. They do not apply to resellers.
ESTABLISKMENTS

5-10 10%

TATTOOS AND PERMANENT MAKE-UP

Reports are exportable in PDF format and results in an Excal-compatible format. For more informatian on the tchnical raquirements, plaass ses the EDQM FAQs.

CombiStats runs on recent versions of all modern wab browsers including Chrome and Edgs.
0000000000 I

11-20 20%

Show All Products Broducts Per Page

Name Price Quantity

Combistats licence 600.00 EUR

21-+ 30%

Combistats licence - Exten: 600.00 EUR

 Price: 600 euros per licence
* 2 types of licence :
« Normal / renewable

« Extension

. I
EDQM COUNCIL OF EUROPE
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https://store.edqm.eu/index.html

The floor is yours!
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Thank you for your attention
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Stay connected with the EDQM

EDQM Newsletter: https://go.edgm.eu/Newsletter
LinkedIn: https://www.linkedin.com/company/edqm/
X: @edgm_news

Facebook: @EDQMCouncilofEurope
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