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1 Introduction

The audit started with a meeting in an open and very collaborative environment, where it was
confirmed the subject of the audit, the knowledge and GMP compliance of the supplier and the
proposed agenda.

2 Company Information

The company is mainly dedicated to the research, development, manufacturing and marketing of
trimethyl orthoformate, triethyl orthoformate. On May 20, 2011, the company is listed on the SME board
in Shenzhen Stock Exchange.

It was founded in 2000. The way of producing trimethyl orthoformate and triethyl orthoformate by
"hydrocyanic acid gas" method is the innovation to the traditional techniques.

Located in the national key pharmaceutical base-Zibo City of Shandong, also known as the ancient
capital of Qi, hometown of Liaozhai,Ceramic city and cradle of football, the company will carry on the
spirit of "Innovation, high efficiency, credibility and win-win", and with our philosophy of "Scientific
development, featured development and harmonious development", rely on scientific innovation.

The products are sold in more than 20 provinces, cities in China and are exported to Japan, South Korea,
India, Brazil, Canada, US, Europe and other countries. The company is the supplier for Pacific, Bayer,
Pfizer, BMS, DSM and other 500 companies.

Zibo Wanchang Science & Technology Co.,Ltd company highly emphasize on safety, environmental
pretection, and energy saving.

Main Products

The company produces three chemical products: Ethyl formate, trimethyl orthoformate and triethyl
orthoformate.

Certifications

The company is certified ISO9001 (the Quality System Certification), 1ISO14001 (Environmental System
Certification), GB/T28000 (Occupational Health and Safety Management System Certification), etc., and
received the title of Advanced Safety Enterprise in Shandong Province, Advanced Environmental
Protection Enterprise, Advanced Comprehensive Utilization of Resources of Shandong Province.

Quality Management system

The quality system is based on ISO guidelines. It includes procedures, analytical methods, training of
personnel, change control and deviation/OOS.

3 SiteTour
3.1 Warehouses
3.1.1. Raw material

The strategic raw material, hydrocyanic acid (HCN), comes directly from a petrol company located on
the right side of the Zibo Wanchang Science & Technology Co., through fixed pipes.

The others raw materials are solvents and they are stored in tanks.

The raw material arrives in site with a tank track. QC samples the raw material and after approval the
raw material is discharged. So only approved materials are stored in site.

The QC tests and records each arrival.
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All the tanks are well identified and well maintained.

Fig. 1 Solvent Tanks - Fig. 2 Solvent Tanks

3.1.2. Finished products warehouse

After production and before the last packaging the finished product is stored in a dedicated tank in
which the QC performs the sampling. After QC approval, the packaging (200L tanks) is performed in the
finished product warehouse.

The product is labelled and QC tests each batch.

In this warehouse balances are available. These balances are calibrated every six months by an external
company and daily checked by themselves.

The company has its own batch numbering system and its own labelling system.

- ‘-

- # o [
Fig. 3 Raw Material Formic acid

3.2 Production

The production is managed by a computer system DCS:
—> Raw material dispensing;
— Reactors control:

~ open/close valve,

~ raw material charging,

~  stirring,
~ temperature and vacuum control,
~ product discharging;

— Distillation towers control.

The DCS system is validated.

For safety reason, we could not visit the production plant. The general view of the plant seems to be
good, it seems to be well maintained and ordered.
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Fig. 4 Control room | Fig. 5 production Plant

3.3 Quality Control Laboratory

QC performs sampling for raw materials and finished product as well. Raw materials are sampled before
the discharging in the dedicated tanks; the finished products are sampled before the last packaging.
The company tests each raw material arrival and each batch produced. For finished product QC issues a
CoA.

The lab is equipped with several GCs and balances and one Karl Fisher titrator. The lab mainly performs
Gas Chromatography analysis.

All equipment are calibrated once a year and checked daily by standards (they perform the same
analysis on the same sample every days and the result must be the same).

For the trimethyl orthoformate the lab performs a GC purity and the water content (KF).

QC has a logbook for the incoming samples and they record the raw data on forms.

QC keeps the retained samples for one year after the shipping.

Fig. 6 QC Lab.

Fig. 8 KF titrator
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4 Quality System
4.1 Quality Manual

The company has a quality manual issued in 2010 and approved by the general manager and the
president.
The index of the manual is the following:
e General information about the company;
Introduction to the site;
Authorizations;
Scope;
Quality target and philosophy;
Improvements;
Quality Management;
Sales management;
Human resources;
Processes instructions;

4.2 Procedures (SOP)

Change control

All the changes are managed by a specific SOP and are documented in a change form. The last
evaluation is by QA and QP. The changes are classified according to the quality impact on the product:
“not critical change”, “critical change”. Major changes need to do risk-based evaluation (experiments if
necessary, meeting discussion, etc.); Major changes should be approved by high level managers. After
the approval the company checks the efficacy of the change and documents it in another form.

Internal audit

There is a specific SOP and it is performed for each department. An internal audit programme is
available. The self-inspections are performed every 12 months.

The internal audits are performed by a trained auditor and the audit results are documented with the
observations found and the Corrective actions.

Complaints (customer satisfaction)
All the complaints are managed by a specific SOP and are documented in a logbook. The company has
never had a customer complaint.

Out of Specification

There is a specific SOP and they record the OOS results in a specific form. The SOP includes an
investigation, the corrective actions, the preventive actions and a final meeting (QA, QC and the site
director). In case of rejected product, the SOP oversees re-distillation step. For the raw material the
company informs the supplier and after two OOS results, the supplier is disqualified.

The company has never had an OOS result.

Training (human resources)

The training procedure is included in the Quality Manual.

A training program for all personnel is available. There is a training program for the new employees as
well. The training is performed periodically (2-3 times per year at least) about quality and safety.

Sampling

There is a SOP about raw materials and finished product sampling.

For Raw materials, QC samples the track.

For finished product, QC samples the product stored in a dedicated tank before the last packaging.
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Maintenance and Calibration

A preventive maintenance programme is performed monthly.

There is a logbook for the equipment maintenance with the description of each intervention .

Every instrument (thermometer, pressure meter, etc.) is calibrated once a year by an external company.
5  Observation

Classification

Critical
The condition will seriously affect the quality of products, regulatory compliance. The condition violates
essential GMP-rules and basic quality assurance practices. Immediate action should be taken.

Major
The condition may affect the quality of the product, regulatory compliance. The condition violates GMP-
rules and quality assurance practices.

Minor
The condition may not affect the quality of the product, regulatory compliance. The condition violates
current GMP-rules.

Suggestions

Recommendation for quality, safety or efficiency improvement. No GMP violation.
CRITICAL OBSERVATIONS

None

MAJOR OBSERVATIONS

None

MINOR OBSERVATIONS

None

SUGGESTIONS

None

Conclusions

The Company works according to ISO 9001:2008 and it is enough to produce the raw material Trimethyl
Ortho formate. The judgment is positive.
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THE INTERNATIONAL CERTIFICATION NETWORK

CERTIFICATE

iQNet and CQM
hereby certify that the organization

Z1bo Wanchang Science & Technology Co.,Ltd.

Domiciierho 18, Cnaoyang Read, Znangdian Disinict, Zibo City, Shandong, P.R.China
Cerification Acd ‘No.18 Chanyang Road, Zhangdian District, Zibo City, Shandong, P.R.China

Fosicode..255068
is in conformity with
1ISO 9001:2008 Standard

This certificate is valid to the following product(s)/service:
Production of trimethy! orthoformate & triethyl orthoformate

Issued on: 2011-01-28 é % V’%

Validity date: 2014-01-27
Registration Number: CN-00211010559RIM
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THE INTERNATIONAL CERTIFICATION NETWORK

CERTIFICATE

iQNet and CQM
hereby certify that the organization

Zibo Wanchang Science & Technology Co.,Ltd.

Domiciie:No. 18. Cheoyzng Road, Zhargcian District, Zibo City, Shandong, P.R.China
Certification Add.:Ne.18, Chiaoyarg Road, Zhangdian District, Zibo City, Shandong, P.R.China

Fostcode.:255068
is in conformity with
OHSAS 18001:1999 Standard
This certificate is valid to the following product(s)/service:

Production and related activities of trimethyl orthoformate & triethyl
orthoformate

Issued on: 2011-01-28 2 =
Validity date: 2014-01-27 = ’?’ < delts 3.3
Registration Number: CN-COM11510113ROM
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CERTIFICATE

{QNet and CQM
nereby certify that the organization

Zibo Wanchang Science & Technology Co.,Ltd.

Domicile:No.18, Chacyang Road, Zhangoian District, Zibo City, Shandong, P.R.China .
Cerifficaton Add, No '8, Cracyeng Road, Zhangdian District, Zibo City, Shandong, P.R.China

Postcode.: 255068
is in conformity with

ISC 14001:2004 Standard

This certificate is valid to the following product(s)/service:

Producticn and related activities of trimethyl orthoformate & triethyl
orthoformate
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issued on: 2011-01-28 ° - Pell. 5 !

Validiry date: 2014-01-27
Registration Number: CN-00211E20168RIM
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