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GENERAL COMTNTS

The Agency would wish to record that the SNBI'S Directors welcomed the
courtcous, constructive and co-operative approach of the Medicines Division's
Inspectors, The visits provided a unique and welcomed occasion for them to
review with their staff the overall function and performance of their respective

Centres.

All Directors were nevertheless conscious of the fact that the time allotted
to the inspections by the Medicines Division was wholly inadequale and compared most
unfavourably to the time given to the first inspection of FFC, IHonetheless, the
Directors, and indeecd the Inspectors, did their besl to counter this problem and it

is accepted that substantial improvements in practices cany and should, emerge.

There can be no doubt that ihere is a need for colleagues within the
Medicines Division to define with considerable precision what areas (functions)
within a Regional Transfusion Centre they intend to cover(inspéct) with regard
io those deliberations destined to provide a Centre with a Manufacturerts Licence.
The inspections suggested to the Directors that this basic preliminary workx has
not been done and, as a consequence, it was felt that the Inspectors were, on
occasions, feeling their wey. Evidence for this conclusion is illustrated by
a certain lack of format in the Reports and, as a consequence, they make difficuli
reading, Moreover, there appears to be a lack of understanding or a refusal to
accept the consequerces, that a substantial part of the clinical practice of blood
transfusion in the UK resides, not only in the Regional Centresy; but in the hundreds
of District General Hospitals which house Peripheral Blood Banks.,

None of the problems referred to above are insoluble or overvhelmingly
formidable, but the Agsncy would submit that it would be in the interests of
all concerned if these policy decisions were made before any further inspections
of the SNBTS Regional Transfusion Centres. The SNBTS would be pleased to offer

every assistance in this exercise.

Finally, the respective Departments of Health nced to consider the
status of 2 Manufacturer's Licence for Regional Transfusion Centres, both
nod and in the future. The Agency is aware, and must express some concern,
that the Regional Transfusion Centres in England and Wales were never issued
with Manufacturer's Licences, as of right, yet this was deemed important for
tho Scottish Transfﬁsion Centres. Thié may reflect, in part, differences

in the law between Scotland and the rest of the UK. However, if so, then
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the fact is thal these Licences expired in June 1981 and no policy decisions
were conveyed to the Regional Transfusion Directors with regard to the status
of their Centres? work, despite the fact that this expiry took place in the
full knowledzge that formal inspections of the Scottish Transfusion Centres,
with appropriate Reports, would nol materialise for at least 12 months there—
after. The Agency, as the Licence Holder; requires formal advice on this
matter; particulerly with regard to the issue of temporary Manufacturer's
Licences as the issue of full licences will require further visits from the

Inspectors which, according to the Reporis, will tcke many weeks.,

The Agency would not wish to be overcritical, but there was at least
one feature in the Reports which indicates that the Inspectors strayed far
beyond their remit. The system by which the SHBTS calculates the distribution
of blood products issued from PFC to Regional Centres has nothing to do with
GMP (item 68 in Edinburgh Centre Report). The Inspectors, in the Agency!'s
view, should not incorporate advice on such matters in their Reports, This
does not imply that criticis@s on this topic are not welcome; +the forum was

WIONge

Whilst not wishing to distract from the exceptional energy and professional
skill put into the inspections by the Inspectors in a very short period of time,

the Agency cannot escape the conclusion that the arcas covered were incomplete

and inconsistent between Regional Centres (see Appendix I); This factor no
doubt contributed to the variable quality of the Reports. This could give

rise to some delay in achieving optimal and matching responses between Regional
Centres., This was unfortunate, for iﬁ is important to emphasise that, unlike

. the poéition in England and Wales, the Agenéy is the single Employing Authority
with responsibility for all the Scottish Transfusion Centres. The Agency would
not wish to see any one Centre lagging behird in its moves towards satisfactory
GIfP on the grounds that an essential part of its function had not been inspected.
This, hovever, begs the question of what the definition is with regard to

essential functions.

Conclusions

Notwithstanding these comments, the Agency takes the view that
there is sufficient detailed information in the Reports which justifies a
-positive and constructive general response. A more detailed response will

follow as soon as possible.
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RESPONSE

The Agcncy wishes to preface the General Response to the March 1982

Reports by conveying to the Medicines Division the fact that in its long

range planning strategy, which began in 1979, many of the problems delineated

by the Inspectorate had been foresecen.

The general responses can be summarised best by consideration of the

following areas:

BUILDING PROGRAMMES

(=)

General Remarks

(1)

(ii)

the quality of the pooled plasma with regard to microbial contamination

The Agency has already approved in principle substantial bulld*ng
programmes for the Aberdeen, Dundee and Inverness Centres (see’
below).

The Reports did not convey clear guidelines with regard to the

standards required for blood processing areas, although the Agency

~ has recognised that most existing facilities are well below its

standards. The Agency, however, would wish to put om record

that the proposals implicit.in the deliberations between the SNBTS.
and a previous Inspector (in 1977) are unacceptable. Specifically,
the Agency rejects the need for rooms with Class‘I environments for
pooling plasma destined for fractionation. This conclusion is based
upon pre;ious experience within the SNBTS which has been scientifically
validated, and on the unaéceptably high cost of such proposals.
Moreover, it rejects the concept of the need to sanitize the external
surface of blood bags after centrifugation. This latter feature,
developed by the previous Inspector in 1977, appeared in ome of the
March 1982 Reports (item 46, Glasgow). The Agency takes the view
that it should not be 1mp1emented'until there is sufficient scientific
and cost-effective evidence to justifyvit. ' As additional support

for this conclusion it would draw the Medicines Division's attention
to the fact that the introduction of a sanitizing system in one
Regional Centre in England and Wales has proved to be extremely
costly, both with régard to capital and revenue expenditure. Moreoven

despite considerable effort they have failed to demonstrate it improves

(published comment of senior staff member from Centre involved at
Biotest Symposium, Edinburgh, 1981).

In an’ effort to clarify the position with regard to an overall
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concept for a blood brocessing area, a proposal with.rolcvant
notes can be found in Appendix II. This proposal, the Agency
believes, is an acceptable cﬁmpromise and, coupled with appropriate
staff trainihg and supervision, is entirely adequaté.

(1ii) It is accepted that the storage facilities in most Centres are
one of our major problems, both with regard to quantity and
quality. This will be remedied.

(iv) It is accepted that congideration must be given to preventing
unauthorised persons entering laboratory areas. This problem

will be solved in a variety of ways.

{(») Regional Progfammes

Aberdeen

(a) Refurbishment of Existing Building

The Inspectors' criticisms of the refurbishment plans have been examined
in detail and the Agency is confident .that an acceptable outcome will be
possible in the light of its commitment to proceed, as soon as possible,
to the building of a new Centre, as recommended by the Inspectoiate.
Work is now proceeding to establish final costs etc. with a view to

commencing the refurbishment programme as soon as is practicable.

(b) New Centre

The Director and Director Designate have been instructed to commence

the preparation of a brief for a New Centre, forthwith. At this time

it is not possible for the Agency to confirm that this new Centre will be
commissioned in 5 years. However, it is the intention of the Agency to

use its best efforts to see this is achieved.

Dundee

The criticism, with regard to the new accommodation required at the Centre,

is accepted. . Discussions are~current1y.in hand between the Agency and

the Tayside Health Board with regard to obtaining extra accommodation in

the Ninewells Hospital complex. It is hoped that existing vacant accom-.
modation in the Ninewells complex will be released for use and appropriately
fitted out. The Agency has noted the Inspectors' desire to see this new
&ccommodation commissioned by June 1984 and will use its Best efforts to

moet this deadline.
Edinburgh
Tho Agency is in a position to draw to the Medicines Division's atten-

tion the fact that tho new accommodation in Phase I of the new Royal

.

luflrmary and at Livingstdne.ﬂéuse'is now commissioned. Thus, there
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has been a substantial improvement since the inspection in March 1982.

In addition the Regional Director and his staff are currently working
with aréhitects and engineers on a .major upgrading programme of the Blood
Bank/Crossmatching Areas (Report reference p.5) in the existing (old)
building. This upgrading is regarded as a high priority.

The Agency would wish to challenge the Inspector's recommendation that
the Livingstone House operation must be re-incorporated into Phase 1

of the new Royal Infirmary no later than June 1985. Whilst recognising
that the present arrangement leaves much to be desired, the problems are
primarily related to the management of the Regional Centre as a whole,
Moreover, 1t is necessary to cmphasise that there are significant problems
with regard to the current planning of Phase I of the new Royal Infirmary
and that access to this residual accommodation is not the direct respon-
sibiiity of the Agency. The Director is of the opinion that the highest
priority is the upgrading of the Blood Bank Aréa and that his senior
staff (after commissioning Phase I and Livingstone House and, in the near,
future, the Blood Bank Area) require a period of stability in order to
consolidate the management of the Centre. Nevertheless, the Agency
intends‘to review the future of the Livingstone House operation as soon
as possible after the planning of the new Blood Bank Area is completed.

In the meantime, continued efforts will be made to validate the effectiveness

of GMP at the Livingstone House operation.

Glasgow

The Agency is now in a position to advise the Medicines Division that the
Plasma Freeze Drying Plant will close on the 31st December, 1982 and that
the refurbishment of the Preparation Area is now underway (reference, item
40 of Report).

The Director and his gtaff have been advised to submit to the National
Medical Director, as soon as pqssiﬁle,‘the plans for proposals which will
neet the criticisms (which are accepted) particularly with regard to the
Processing and Storage Areas. These agreed plans will be processed by
the.Agency's architects and engineers and there is every reason to believe
that all these planning activities will be completed by June 1983 (the date

recommended by the Inspector).

Inverness.

The Agency has approved in principle a substantial upgrading of the Inverness
Centre, Final design details are beinglrevieééd'in the light of the

general comments made above with regard to the standards required for

blood processing areas. It is anticipated that the Agency's architects
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and engincers will begin work on this projecct in December, 1983. In

the meantime, minor works are alrcady in hand, including those which will
improve ‘the Crossmatching Laboratory. However, in the light of the
commitment described above and the long and excellent record of blood
product safety within this Centre, the Agency does not accept the need

to move precipitously (by December 1983) with regard to the installation

of a small aseptic facility.

ggpglpsions

Some minor works arc already underway which will cover some of the
criticisms contained in the Reports. However, the main burden of the criticisms
will not be resolved until more detailed plans have been finalised. All such
plans are in an active state of preparation. The Agency has recognised that
these plans may not be finalised until the next financial year (1983/84) but,
nonethéless, has earmarked a bid for its 1983/84 capital programme of £461,000
in an effort to secure a start to some or all of the Regional Centre building

programmes in 1983/84.

EQUIPMENT PROGRAMME

As a result of its long-term planning programme for the SNBTS, the
Agency has been able to undertake the foliowing actions with regard to the
purchase of equipment which relates directly to the criticisms of the Inspec-

torate:~

" 1. Authorisation has been given for the purchase of certain items of equipment
in 1982/83 (Appendix III). _

2., A bid has been made for the purchase of general eguipment in 1983/84
Revenue Estimates, and some items will be specifically related to the
Reporfs.

3. A bid has been made (£435,000 capital and £89,750 revenue) for the purchase
of "advanced blood grouping machihes in 1583/84 for the Edinburgh and

Glasgow Centres.

4. A bid has been made for the purchase of computers, at an estimated expen-
diture in 1983/84 of £356,000 (capital) and £38,744 (revenue), for the
- Edinburgh, Dundee, Aberdeen and Inverness Centres.
Conclusions
The Agency has taken this aspect of its Response as far as possible
at the present time. Further requirements are antiéipated when the Regional

Directors have completed their detailed studies.

STAFFING CONSEQUENCES

The Agency recogniées'that the implerentation of changed procedures
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which enhance GMP may have consequences on staffing levels in some of the
Centres. Many .0f these consequences have yet to be fully delineated and
approved, but certain staffing establishments have already been approved

or noted within the Agency's routine forward planning arrangements which

have a direct bearing on its response to the criticisms of Medicines Division.
Appendix IV contains a list of relevant (Medicines Inspectorate Report) staffing
positions which are already under consideration in the bids for new revenue

expenditure in 1983/84.

Conclusion

The staffing consequences of the Agency's responsc to the Report are

still under review. Some elements, however, have already been instituted.

DOCUMENTATION

Every reaconable effort is being made by the Agency to facilitate
the formidable task of generating and maintaining satisfactory documentation
in the Regional Centres. To this end it is hoped to instal word processors
thereby reiieving secfctarial staff of some of the considerable burden of this
exercise, fhe Agency would wish to draw to the Medicines Division's attention
that the SNBTS Directors have established a national Working Party under
the Chairmanship of Df R J Perry (Head of Quality Assurance at PFC) on which
all Regional Centres are represented, to provide a facility for inter-Centre
cross-fertilisation and aid. '

The Agency would wish to reccord its view that the deadline for full
and adequate documentation set by the Medicines Division of March 1983 is |
unrealistic and would wish to point out that at PFC, despite considerablé
efforts, the task is not yet fully completed some 3 years after the first
inspection. Of no less importance is the fact that until such times as
the Medicines Division defines its policy with regard to the areas in the
Regional Centres it wishes to inspeét, then.the difficulties are compounded.

Even when this policy emerges there will be a requirement for advice on

priorities.

Conclusion

Steady progress is being made in this area. It is the view of the
Agency that the deadline set by the. Inspectorate is unattainable.

QUALITY ASSURANCE .

The Agency would wish to emphasisé in the strongest possible terms

that this area within transfusion practice is the most difficult one to
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respond to adequately. The problemg are multifactorial and complex and

ralate to the paucity of pharmacopoeial data in relation to blood and blood
yiroducts, and thun the conseguent limitations with regard to agreed speci-

tications and quality control parameters, both with respect to environmental

vonditions and actual products. These problems are recognisecd internationally

angl indeed are the subject of study at the present time by the Councilvof
Lurope's Committee of Experts on Blood Transfusion and Immuno-haematology.

The Agency would wish to see these matters resolved and, to this end,
1t notes thgt the SNBTS has established a Working Party (under the Chairmanship
of the National Medical Director)‘to consider the specifications of fresh frozen

vlasma destined Yor fractionation and how these may be validated. Furthermore,

the SNBTS has foymally requested the NBTS that steps be taken to establish a
joint (UK) Workiug Party to make recommendations with regard to‘specificatibns

and quality conirol of blood and blood products, taking into account the work

of the Council cf Europe's Expert Committee. Until these deliberations are

completed the Agency takes the view that major expenditure on the creation of

elaborate qualits assurance programmes cannot be justified.

Nevertheless, as
an interiﬁ, the

¥ational Medical Director has agreed to consider, after consul-

tation with the Zegional Directors, the development of a limited programme of

quality assuranc: that will not involve a substantial commitment to increasing
staffing establishments.

Conclusions

Every rewzonable effort is beingaméde by the SNBTS to introduce a realistic

approach to the jroblem of quality assurance in blood transfusion practice. The

Agehcy does not fzel at the present time that there is sufficient data upon which
to base major exjenditure in this area. Accordingly, it envisages its programme

o be a limited <de until such times as appropriate studies and discussions have
taken place. '
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onor Sessions

leagent Production/
yerological Practices

b O Ps

3lood Processing Areas

oo

C Hepatitis/Syphilis
Testing

Serology

Q 4 Blood Products

Environnental
Formal Staff Training

Receipt of Blood and
components

PPM

Issue Blood Products

FURTHER TIME (WEEKS) JUDGED
BY INSPECTORS TO "COMPLETE"
INSPECTIONS

AREAS RECEIVING ATTENTION AT THE FIRST INSPECTION

. OF SNBTS REGIONAL CENTRES (1982)

Partial
Not mentioned

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes
Not mentioned

Not mentioned

DUNDEE

Partial

Not mentioned

Yes

Yes
Yes

Yes -

. Yes

Yes

Yes

Yes
Yes

Not mentioned

EDINBURGH

Not

Yes

No

Yes

Yes

Yes

‘Yes

Yes .

mentioned

Yes

No

No

Yes

GLASGOW

No

No
Yes

Yes

Yes

Yes

Yes

Yes

‘Yes

Yes

Not menfioned
Not mentioned

Not mentioned

INVERNESS

No

No
Yes

Partial (only
Cold Stores)

Yes

No
No

Yes

Yes

Not mentioned

'.No--
Yes

Yes
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(Noter The rooms are not drawn to scale).
e i WS

(}\D ]‘} L,l' PTION AREA

(a)

{c)

(&)

{(e)

(£)

{r)

plood donations would be received in this room and put into +4%¢
quarantine storage. It would be of advantage to consider having
separate frece-standing refrigerators for cach Session, if appropriate
(more than one session per day), with tight security to prevent its
removal to main Blood Bank without clearance,

This room would also have facilities for documentation associated with
the blood processing laboratory and release (fixation of appropriate
labels etc.,).

Unprocessed blood donations would move out from the quarantine frig.
to the Centrifuge Room,

The door into the Centrifuge Room should be of such construction that
the noise of the centrifuges is not transmitted into the Reception Room

{which should be quiet).

The Reception Room should be large enough, to permit blood bags to be
spread out to facilitate satisfactory sorting and labelling.

SOPs will be required to ensure blood donations lie on benches at
acbient temperature for a restricted period.

¥Will need a +22°C Quarantine Box for Platelet Concentrates.

(a)

(b)
(c)

(s)

CENTRIFUGE ROOM

Venting of heat generated by centrifuges will be essential (Edinburgh
has a satisfactory system and is worth seeing. There may be other
solutions,) Efforts should be made to maintain ambient temperature
with all centrifuges working at < 20 e,

A sink will be required to permit washing of cups (burst bags).

A large double hatch (suitably alarmed) will be the only access for
donations passing to the Blood Processing Room. The hatch should have

an associated flashing light system - which indicates it requires
clearance.

EIL0D PROCESS ROOM

Changing Room.
Lhanpging Room

(1) SOPs will define those staff who will have access to General Area.
(11)  Staff will take off laboratory coats and put on clean gowns (hats
and masks 1f laminar airflow cabinets are used in General Area -
. B8ce below -~ and if going into Aseptic Room.)
(111)

There will need to be sufficient locker space and coat hooks on

the walls, N
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(The primary purpose of this changing room is scen as one of control and
discipline in work practices. It provides an essential barrier between
normal and unusual work.).

(b) General Processing Roon

1

(ii)

(111)

This room will have 10 changes of air/bour which will
be filtered to 85% efficiency. The minimum level of
excessg pressure will be 15 pascalls.

The following procecures will require to be performed in
vertical balanced laminar airflow cabinets inside this room:

(a) All plasma (cryosupernatant) pooling
(b) Platelet pooling.
Plasma, RCC, platelet concentrates will be passed through hatch

' (same as one between Centrifuge Roon/Blood Processing Room)
to the Freezing Room. :

. (¢) Aseptic Roonm

(1)

(ii)

4. FREEZING ROOM/COLD STORE

This would be a small facility with highly restricted entry to
enable washed cells to be prepared (also ? possibly filtered
red cells).

In some Centres with a small throughput it will be acceptable
to have a general environment for this room,. as defined in

3 (b) (i), into which a large mobile laminar flow hood is sited.
(The Edinburgh Centre have priced this type of hood in which
staff can work). However, the preferred option in the larger
Centres (Glasgow/Edinburgh) would be a small room with a total
environment up to Class 1 standard (Herpa filtered air).

This room would house the blast freezer (either mechanical or LNjy).
In both cases the engine or LN2 supply would be external to the roon.
It would be worth checking on Inverness experience before final decisioy
on which freezing option to take, because, in theory, the mechanical
approach looks a more cost-effective (revenue) bet.

It is not necessary to have a hatch between Freezing Room and -40°C
cold storage area. A door would certainly be more appropriate
if the Cold Store is a -40°C room rather than a room bousing separate

Consider ways in which loading trom -40°C to PFC lorry can be spceded
up (reduce transit time) and made less physically demanding for staff
(mechanised trolley); (small fork-1ift for cold room) or small mecbile

(i)
(1)
| :
¥ -40 C freezers.
ey
? (1i1)
sk
57
hoist if using separate deep freezers.
nga
C
——
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APPIEDT

£ I1I

et e e e e St

EQUIPHENT AUTEORIETD IOR FIJRCHASE IN 1982/83

Abverdeen
SRS e

Quarantine refrigerator

VYreerer for serum
angee

Computerised printer/balculator for gamma counter
teplacement chest freezer
Molley for contaminated material

Part payment of autoclave replacement (remainder in 1983/84)

Fdinburgh

Antomated immunoprecipitation equipment
Lcainar flow hoods (cell washer)

Laninar flow hoods (platelet/cryo. pooling)
3 donor line segmenting mzchines

2 machines to measure Hb. ”

Material for air sampling
Glzssow

Yew cold rooms

Stores racking

Ealance of purchase cost of autbclave

Feplacement of autoclave for hepatitis laboratory (start in
1982/83, finish in 1983/84)

Upgrade high risk hepatitis lab.

Upgrade existing ~40°C cold rooms .

Temperature control (platelet storage)

Platelet agitators

Reaﬂent and hepatifis laboratory refrigerators
i)

inemmorecks for crossmatching

Uicrofiche reader
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STAFFING POSITIONS UNDER CONSIDERATION IN 1983/84
REVENUE EXPENDITURE RELATED TO MEDICINES INSPECTORATE
REPORTS

e e

Aberdeen

2MLS O3
2 Donor Attendants
2.5 Lab. Assistants

1 Principal Scientific Officer

'ﬁk Dundce

1 LSO :
1 Consultant

1 Sccretary (Consultant)

Fdinbﬁrgﬂ

G Donor Attendants

1 Nursing Officer. II

Glasgow

1 Lab. Assistant (Hepatitis Laundry)
4’ -1 Consultant
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