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The full report of my visit to Lessings and the Swiss Red Cxoss is
attached. ‘ o

The following afa kay points srising from tha raports

the Lessinas Hyi&nd facility does not meet U.K. requiramants
for assptic processing.

If Lagsines is inspectad imports of Hyland producis to thae
U.E, will probably not be allowed to continue, if.e. Buminaste
54 and 20% frow Lessives ate at risk, -

i Lhave iz no possibility of importing Lessinas mmmufacturad
Hewnfil made under the present conditions, .

Our U.X. Licence suggests that plassw originates In the V.9.
- In faet plasms originates frow other sourcss vutsida the
U.8., &.8. Lesotho and Borilze - this information sheuld ba
submitted o the D.H.S.8. or plazma from these gources should
uot be used for U.K. products.

The Swiass Raed Cross facility is of a high G.M.P. standardy
thers would be minor problems in cbtainiag U.K. appraval
{Sea report) which can bs overcome.

C. Chaxd
CC/em

WITN0841027_0001



£

S

e e N R MR

“WITND841027

//fHYLAND PRODUCTION REPORT FOR U.K,

A.

Lessines Hyland Facility

The Lessines Hyland facility was visited on 29th Januaxy, 1979. Tha
production of Hyland products is very well controlled and carried out
by competent personnel, however the facility does not meet preseat
U.K. G.M.P. requirements in several important areas.

1.

Aseptic Filling Room Area

The change voom for aseptic £filling room does not have a oink
and washing of hands is carried out in a cloakvoom approxiwately
50 wetres away. After washing hands the operator dons sterile
ploves, walls through a black area and proceeds to the changing
yoom. e then changes into aseptic garments and changes tho
sterile gloves for a fresh palr of sterile gloves.

The useptic Filling roow iu really only a clean room with
Taninay flow ingide:

Lights are not recessed - they hang from the.ceiling.

U.V., Llighta (not used during the day) are not recessed and
do not look to be in good condition.

There is an excess of electric fixtures and fittings.
The finish could be improved.

Lamicar flow over the Hemofil operation is not included in a
proper hood and bench arrangement,

There is a considerable amount of mechanical equipment in the area

e.g. pumps etc, Ideally this could be ontside the area or properly
constructed for aseptic production.

Non sterile equipment, e.g. labels are routinely handled by thase
operators in the aseptic room.

The changing room was full of matexial being processed, e.p. labels.

- The area was not being treated by operatives as a aseptic area,

e.g. one operator took a pair of gloves off exposing his hands
in the area and then whilst still inside put another pair of
gloves on., '

A U.K. inspector would require the £illing room to be regarded
as an ageptic area, this is because there is no automation

of production with a consequent "over' handling of open product
post sterilisation. Hemofil product yemains open to the atmos—
phere wntil after lyophilisation, it is thus carried from one
part of the room to another in an open state.

Cont/...
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2. Thawing and Pooling Rnom

Frozen plasma is thawed and pooled in this room, it is exposed A
to a non-filtered environment and floor and wall surface are
very poor.

3. Albumin Piltration Room and Hemofil Laboratory

Material is sterile filtered in bulk in these rooms. Precautions

are taken to ensure that there is no contamination of product post
sterilisation, this is achieved through a closed system concept.

There is no air filtration in this awea and a U.K. inspector would b
expect clean room conditions i.e. HEPA filtered aix plus correct

finish ete. or even aseptic conditions te miniwise the chance of
contamination post starxilisation. :

Preparation Room

Eottles and stoppers are washed in this room prior to sterilisatior.
There is no air filtration apart from a laminar flow cabinet. A
U.K. inspector would probably requive HEPA filtration also in this
room.

5., 7Plasma Sourcing

'

The U.K. licence files refer to U.S. produced plasma., In fact
plasma is received also from Lesotho and Berlize, plasma from
Lesotho was readily visible in the plasma freezevr. As this
plasma is routinely used for U.K. product it is importaut that
either we inform the U.K. D.H.S.S. or discontinue using this
plasma. -

6. Albumin Powder

An update of the U.K. file may alsc have to include more details
on manufacture of Albumin powder which is used at Lessines. This “
18 manufactured by Kabi in Syeden from cryo-pooy plasma ex. Leasines.

7., Conclugion

1f Lessincs 1s inspectad {this is a possibility if a varistion to
source, Buminate 5% from the Swiss Red Cross, is submitted) it J
is highly likely that import of all Lessines manufactured Hyland I
product will be stopped wikil the areas ave upgraded. This is

a high risk area for the vompany and wags avelded by the inspectovy j
during their visit only because they were nol avare we imported

Hyland product from Leasiuzs, Theve ig little possibility of a |
U.X. inspector allowing Teqsines to wanufacture Hemofil fox the )
U.K. market.

t

Cont[ sou
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EYLAND PRODUCTION REPORT FOR U.K,

B. Swiss Red Crossg Facilityb

The Swiss Red Cross facility for the production of Albumin 5% is newly
upgraded and of a high G.M.FP. standard. The area consists of three yooms:
Bottle preparation, Filling, Labelling and Pasteurization, Nearly all the
process is automatic, it is well designed and purpose built and consists
of a continuous production line consisting of:

Bottle washing,

Bottle sterilisation moving into a
white area for bottle f£illing and
capping, then moving into a grey
area for over—capping and racking

The contrast between Lessines and the Swiss Red Cross is dramatic — for
inastance in the filling area at Lessines there are five people manipu~
jating product thus there is a high risk of people contamination of tha
product, at the Swiss Red Crosg there is one person who ia mevely there

to ensure the smooth running of the production. Line and does not routinely
handle the product. The filling area production line is surrounded by

a laminar flow hood aud although in theory the filling voom is not an
ageptic room but a clean room, in practice the whole sres 1 believe oo

be of an aseptic avea standavd. The ounly cwiticisms of this aves wexey

1. There was probably not enough routine envivonmental
control carried out e.g. settle plates wers only put
out weekly and since commissioning the new equipment
there had not been any media fills and werc no plans
for any.

2. The changing room although divided into two parts did
not have a "step over.

3, The finish of the filling room was of high quality but
could have been batter e.g. cornars ware not-coved.

4. One conveyor belt moved from the white area to a grey
area and then back into a white area again.

The plasma processing areas were not inspected, however we underatand
that asbestos filters are used in this processing, the current D.H.S.S.
position is that asbestos filters should not be used unless completely
necessary and that a membrane filter is placed post asbestos filter to
pick up any fibres. Such a membrane filter is used for sterilisation
and there is probably a justification for using asbestos filters so
this problem can be overcome.

The Swiss would not allow an inspector from our inspectorate as this fu
illegal in Switzerland however they would be bappy for a U.K, inspector

to accompany a Swiss inspector, preferably on the annual Bureau of
Biologicals Insupection. :

Conale ...
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Conglugion

Ciude The Swics Ked Cwose xe amnelfactorers of Buaiavc.
to LHLS.EC L thia wvariation witl be o major ong wanh

1. Raw Materials < plasma scources outside U.S. !
2., Use of Albumin paste rather than Albuwin powder
3. Manufacturing Changes - there is no sterile

bulk #nd consequently no heating for 72 hours,
also asbestos filters are used.

This variation will attract the attention of the Medicines Inspectorate
who may want to inspect the Swiss Red Cross and Lessines. A Lessines

ingpection would expose the Company to a number of risks as outlined
in the report.

bo

C. Chard
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