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— Modelo
UNE-EN-ISO 14001

Aspectos medioambientales

Requisitos legales
Objetivos y metas

Planificacion Programa de gestion

Revision por

la Direccion

Implantacion y Organizacion y personal

Control y Funcionamiento  Formacion

: Accion correctoraf T
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Emergencias
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Quality and Environment policies
- Integrated management manual
- Procedures:

- Integrated

- quality

- Instructions a

- Required records



P|LO

2B HIETFAN Al SISTOTRIERSYSIENIES e —
2. R rATE—D"PROCE SES WITH TFIE NTEGRATED —
e SYSTEM

- MANAGEMENT OF PROPOSALS AND

CONTRACTS WITH THE CLIENT

- PLANNING OF RESEARCH PROJECTS .
- SALES (actualisation, realizacion, suppliers’

control, receipt of merchandise and verification)

PROCESS OF RESEARCH (from contractlng to i
‘I—ellvery)

= NT CONTROL

DE EQUIPOS
- STORAGE
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~ 2.2.RELATED PROCESS WITH THE INTEGRATED
..._SYSTEM (continuation)
- oYSlE

A —

- CLIENT SATISFACTION

- INTERNAL & EXTERNAL COMMUNICATION -
- TRAINING

- CONTROL DE DOCUMENTACION

ENTIEICATION & EVALUATION OF -
~ ENVIRO PE ———

= UIREMENTS -
_ ACTIONS BEFORE EMERGENCY SITUATIONS
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~ 2.2. RELATED PROCESSES WITH THE INTEGRATED"
__SYSTEM (contlnuatlon )

#-

- CONTROL OPERACIONAL (Management of

residues, spills, emissions, legionella, etc.) =
- Management tools (improvement actions, audits,

reviews for Management, etc.)
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- SIC

- Maintenance department.
- Prevention department.

- Technical Office.

Irectorate of departments. Teaching/Dean é

-

R
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3. METHODOLOGY FOR IMPLANTATIO

ﬁ




1. Diagnostic

2. Training

3. Documentation
4. Implantation

5. Pre-audit

6. Certification audit
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2- PROCEDURES ANDINSTRUCTIONS
~ 4L.DEFINITION — s —

—

S

: —
-

- PROCEDURES: General organisational
document which describes, with the level of
detail necessary for each case, how a
particular role is developed and which
Interdepartmental relationship is established

that purpose .
- —~f

T ——
‘INS rves to :
q a more detailed form some of the

operations mentioned in the procedures
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| Ob|et|v Define the purﬁose of the manual
. Scope: Describe the limits of the application of the manual
Definitions: Describe those difficult terminologies or
abbreviations that are used
Instruction: In paragraphs or subparagraphs (as needed),
explain the development of the process to take in order to .
adequately perform the activity to which it relates, indicating
the method of implementation, the necessary resources,
responsibilities, documents or forms used or generated, etc.
Records: Describe those records that are derived from the

‘Ippllcatlon of the research, the file manager and th@_,du.@gq -

eemed necessary to
acilitate understanding and implementation of the manual
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trelf e the Instructieons o —

-_-——:!6' E—— o = —r .
- The technical instructions are corresponding to its

- Once elaborated, they are referred to the Head of Project, to
the Directorate of the SIC or to the Head of the corresponding
department to be -

- The revised instructions are by the Head of System
of each pilot plant or by the Directorate of the STTYC.

I

as “approved”.

re to be considered

-

19



PILOT PLANTS UNJT

- = Personal motivation

= Improvement of management system
= Improvement of operating systems

= Decrease in quality cost

mrovement of custom ient relation
ompetitiveness

* [ncrease In profit
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PILOT PLANTS UNIT

" (d)'Stores/\Warehouse
- facllities:
= The Pilot Plant has a
completely independent

storage facility for raw
material handling which

ﬂé_beengdivided [i{ON— .
SEctions e B Y
aterials under &¢ « -

cGMP conditions.
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PILOT PLANTS UNIT

~ = () General facilities:
= ———— :

= Scrubber system in
borosilicate glass of

300 L capacity.
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~ plant took the decision of
~ impreving-our guality
Standards because of our
customers’ demands.

= Also, the evolution of the
projects showed us the
necessity of GMP's

griaplementation. \We have

ﬂlﬁ

waiting for its approval.

AN

of our pliot

Awarded to
UNIVERSIDAD DE ALICANTE
PLANTA PILOTO: QUIMICA ORGANICA

sented eurfi DPDMEte
orities. \We are now
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- r 9 J.)!.E!JIJ ISIONCETCEIENTERIE
MPIEVE 1N SEVEralTaspects:
responsablllty definition, vendor
“appraisal; traming programmes,

equipment legalisation, waste
program, refuse collection, s
warehouse organisation, etc.

= |t represented an important
economical and personal effort,
Sinat we could tackle them
pecause eiclientlistand withithe
SStipport of the University of
Alicante, mainly because of the
Vicerrectorado de Investigacion .

G

e —

ISO 14001:2004
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PILOT PLANTS UNIT
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__= Conseque

nces of the GMP’s
Implementation:
- Equipment and facilities qualification.

- Process validation, which ensures the
guality of the obtained products. These *
sproducts could be used directly.in,clinical,

25
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SeAStruments uneerquality control:
~ - Karl-Fischer titrator
- Potentiometric titrator
- Gas Chromatographs
- GC/MS

TeIR spectrophotometer
‘ ch :

- Climatic chambers
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— GMP IMPLEMENTATION
PILOT PLANT - UNIVERSIDAD DE ALICANTE

Unwelsﬁat( / acant
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Universitat

| Plant Start-up year 2001
“+ Quality integrated system: Quality and g

UNIVERSIDAD DE ALICANTE
PLANTA PILOTO: QUIMICA ORGANICA

Environment certificate (1SO-9001:2000 I e Ik

BYVGE Kapaia canify that the Masageaeos Sseteas of

and 1SO-14001:2004) since 2005 T

ISO 9001:2000

RESCARCH, DEVILOPMENT AND SYNTHESDS OF RAN MATIIUALS, SYNTHETIC
INTERMEDATES AND FINAL PROCUCTS IN FINE CHENISTRY SNDUSTRTY

« Expertise in Fine Chemical Development
 Expertise in API projects (lab, pilot and R

- industrial scale)

— — _ﬂ
Wm

» Reference Guideline; ICH-Q7
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~+ Clear definition of responsibilities.

+ Organisation chart is available

 Quality is independent of Production

* Quality cover QA and QC -
* Quality is involved in all quality-related issues

* Production is responsible for operations

-
‘-— Quality aiﬁiﬁduction report indwﬂy {0 high™ ——

AS



Universitat d’Alacant
niversidad de Alicante

S —

i MANAGEMENT
- TEAM:

—->SICYT DIRECTOR
—->PROJECT DIRECTOR

—

-

i | ——
‘ Quality - __—3 Production
Assurance P—

Quality Control

Quality: 4 people / Production: 3 people Engineering &
Maintenance

Warehouse
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Validation Master Plan (VMP) that establishes policies

__related to GMP’s.
This VMP has the following sections: :
PLAN MAESTRO DE VALIDACION
- Introduction VALIDATION MASTER PLAN
- Plant Description DR
- Valldatlon ACt|V|t|eS Sant Vicent del Raspeig (Alacant)

- Qualification Master Plan

Marzo-2007
Version V01.00

- Process Validation
B— - Analytical Method Validation
— - Cleaning Valcation
- Personnel
- Change Control
- Summary

31



e ——— i} — “~1 Pilot and Production
- Plant

Maintenan

~—— Production Office
R+D Laboratory Q_C Labp[afory —

CTQ
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- DQ: ‘Dé_sigﬁéc}éliﬁeation.
1Q: Installation Qualification

OQ: Operational Qualification

PQ: Performance Qualification
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under improvement:

* Preventive Maintenance Plan: New system to

specify and record preventive maintenance operations.
« Calibration Plan: Inventory of critical instruments,

calibration instructions, frequency of calibration and

:documentation. ~ - ‘*—-_—d
. * Formal program developed

together with a contract specialised company.
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Water is used for cleaning and process. Different water quali
considered. FlnaIIy, drinking water is used.
"“*——Quallty of water.is.checked at the use point (microbiological and chemical controls
have been established at regular intervals).
* If higher quality water was needed, the system would be subject to qualification
process.

HVAC

* In areas where product is exposed to the environment, filtered air (HEPA) is

supplied and positive pressure is maintained during operation. »
ﬁa&s are under qualification. R e —

2 ms
« UA-Pilot Plant is inventorying their computerized systems and determining the
compliance of CFR-21 part 11

35



A Universitat d’Alacant
"= Universidad de Alicante

= UA-Pilot Plant has an in-place procedure that controls

and standardises all documentation generated:
- Instructions and Standard Operating Procedures.
- Master production records and labels.
- Production and Analytical procedures.

« _Documentation allows full traceability of materials used,
gations, D i in producti T ——

* This system is already implemented
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CUARENTENA

CODIGO:
LOTE:;

CANTIDAD :
SUMINISTRADO POR :

- Materials are managed according to written FECHA:23 de octubre de 2007

. — . OBSERVACIONES /| SEGURIDAD:

procedures —
- Lot numbering system is in place
- Packaging material is also qualified __________ .
- Label system with colour code is in place e

OBSERVACIONES /| SEGURIDAD:

- Quarantine and Released areas are established in
warehouse

jected material i

and releasing materials

37
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+ Restlts are recorded manually

"+ Double checkis a routine in all operations

« QC lab is fully equipped with chromatographic equipment
together with the classical analytical equipment |

« Equipment is qualified and calibrated when needed. \ 3

« Samples are retained for future investigations |

é’vﬁty programme has been recently established.
y purchased climatic chambers
and qualified previously to use
» Validation of analytical procedures follows ICH guidelines

38
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ith validation requirements. -SSR

process w
The Validation Protocol has the following sections:
“-Introduction A toAc proesEcin
-Objectives Quality Specifications, Chemical Yield, Signatures.
-Plan Type of Validation, Batch size, Planning, Evaluation of P i
resources, Sampling, Critical Parameters T ———
-Equipment Qualification Process needs vs Qualifications

Version V04.1

-Cleaning Cleaning Plan
-Procedure of manufacture Master Batch
-Production of validation batches Copy of Batch Records

- -Raw Material Controls Specifications UA is working now in its second
- -Finished Product Specifications and Stability Process Validation Protocol

~ Results Tables of Process parameters) and
" Quality (especially Critical Parameters)
-Conclusions The process is/is not validated, Signatures

-Follow-up
High management (together with Quality) approves initial objectives

and final conclusions.

39



N Universitat d Alacant
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=3 “;.Tr_~__?“.—bf~——l "'—l"-————

_g-— s the Plant is multipurpose, Cleaning Validation |
~.._toavoid cross ci contamination.
« Cleaning validation is based on:
Classification of products into families according to: solubility, potency,
therapeutic dose, difficulty of cleaning, ...
« Worst cases are chosen in order to validate the operation.

ﬁmpling procedures are established: o
* Rinse sa r reactors.

wab samples for dryers, centrifuges, ...

« Textile material is exclusively dedicated to one product

* Cleaning Validation Program has been recently approved .
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UA-Pilot Plant QA s working in the following areas, some of the procedures are in pIace -
_;»f-——a-n-d other are news:

- Approval of procedures and validation plans

- Batch release based on QC compliance and batch record review
- Vendor Appraisal

- Change Control
- CAPA: Corrective and Preventive Actions

g - Investigation of deviations and OOS (out-of-specification results)."

: e —
mplaint .
ecall Procedure

- Internal audit programme
- Annual Product Review

41
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“ = Full Traceability:
— Materials
— Equipment
— QOperations

= GMP-Risk Analysis following ICH-Q9 approach:

= (No high potent drugs are manufactured, only one project per fume
cupboard).

ﬂin areas of concern: L —
nvironment: ' ing i vironment” -

eaning-Options:
- Dedicated glassware equipment - high cost
- Cleaning procedure + rinse analysis + some dedicated parts
- Idem + thermal treatment of glassware

42
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J U

Darc nnel and Trainitna
- R | @, @, \/
| ——— e

Job descriptions are established forall
"~ positions

 Most of the staff has PhD degree in Chemistry.

» UA-Pilot Plant has a training programme that
assures the competence of its people.

Specific training about GMP’s is included in the
annual programme.

ﬁm registere‘d In the employee personal
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