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Frevention of contractures after bleeding into the calf muncles

Bleeding into ghe calf muscles is a common and serious event in
the severe haerophiliac which may occur spontancously or as a
result of trauma. The muscle which is most commonly affected
is the gastrocnemius. Resolving haematomata in this muscle
cruse fidbrosis and contracture with shortening of the muscle
body pnd an equinus deformity of the foot. In two fairly
recent series the incidence of contractures in all muscle bleeds
wvas 107 and 11X, whilst those involving the calf muscles alone
resulted in an incidence of 367, Because of the difficulties
in treating this complication in calf muscles a variety of
conservative and operative procedures have been used. These
have usually involved the use of immobilisation in serial or
hinged plasters, often over periods of weeks or months,.

Failure of this method producing chronic deformity has
necessitated eventual surgical correction by extenaion of the

h‘ tendo-achilles or gastrocnemius muscle slides.
. A method of traction has been developed at this centre which
appears to be much more rapidly effective, correcting such

equinus deformities after severe calf bleeds within } days. The
method employs the principle of traction/counter traction and
has been used successfully in the treatment of six such bleeds.
{ Haemostasis is achieved first by standard replacement therapy
(usually over 2 = 4 days) and then traction applied. The
affected limd is placed in a Thomas's splint (to which a
nominal weight is added) with below knee skin traction of
approximately 3'1b. A padded Cramer wire cradle is applied to

the ball of the foot and balanced by counter traction of the
It is essential that the traction should be

same amount.
parallel to the limb and that the traction cord should be as
close to the leg as possible, as indicated below.

_—
.

rapid effectiveness with resultant avoidance of prolonged

immobilisation and muscle wastage. We feel that this is
(1) the system is dynamic, (2) the direction
)

achieved because
of traction is such that full dorsiflexion is produced and (3
the apparatus is easily removable and allows physiotherapy

The important advantage in this method i{s its simplicity and I
during the period of traction. . l

TR e M W W A

gcme respensibility for the enancus ineresse in bloeding }rvquoncy.
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Following a meeting with the Headmaster, Dr Rainsford and Dr Mcilardy, it is

ned that for the summer term even closer supervision of the boys will be

ed out, both from the medical and teaching point of view. Football will be y
bited and, furthermore, boys will be assessed clinically and, on this 'ﬂ
gsment, their ability to take part in various sports and leisure activities

11 be determined. It is hoped that the bleeding frequency will fall with the

uction of thesc measures.
@

OF TEERAPEUTIC MATERIALS

The breakdown of factor VIII containing materials used during the two terms
18 shown below. It is assumed that one bag of Cryoprecipitate is equivalent to
70 units and one bag of fresh frozen plasma equivalent to 200 units.

Elstree " \

Kryobulin £tation Hemofil Cryo F.F.F. Totals r

Autumn 177,663 49,650 - 217,140 ,000 448,363 units of :
\ (3,102) 20) factor VIII
Spring 119,589 46,200 99,924 175,260 5,400 446,393 units of
. (2,504) (27) factor VIII

In view of the increased bleeding frequency for the Spring term it is
remarkable that the total consumption of units of factor VIII during both terms
is very nearly the same. This may be explained by the fact that the /utumn
term was some reven days longer than the Spring and that, during the iutumn
term, some 40 extra prophylactic transfimions were carried out. In addition, the
figures given are quoted for Treloar Haemophilia Centre and do not take into
account fluctuations in Qutpatient attendance.

It will be noted that, in the Spring term, almost 100000 units of Hemofil
were used whereas in the previous term this product was not administered. At ths
(« beglinning of the Spring term, during the influanza._outhxeak. scoe aeven.hovws_ bad.,
gevere_anaphylactic reactions to Kryobulin: | GRO-A i

| "} this reaction was foliowed by coilapse, with no detectable blood
pressure or pulse. In ivew of the seriocusness of these episodes it was felt une
wise for the affected boys ever to receive Kryobulin again and they were
restricted to Hemofil, The marketing company for Kryobulin was contacted and the

ng Director, Mr Norman Berry, arranged a meeting to discuss this problem at
which the following people were present: Dr A. Aronstam, Prof. C. Kunz (Vienna
University), Dr H.Eible (Immumo i.G.), Dr O.F. Schwarz (Immuno 1.G.), Mr Norman
Berry and Dr P.J.Kirk. It was decided that these episodes were true anaphylactic
reactions to Kryobulin., However, as the reactions all occurred at about t;xc scoe
time and all those affected were Lord Mayor Treloar College boys, it was felt
that there was some unknown contributory factor at the college. It was noted
that other boys at Treloar Haemophilia Centre, Oxford and Sheffisld had not
reacted adversely to the offending batches.

Prophylaxis in haemophilia was_alsn djscussed at_this meet and
felt that two boys, namelyi GRO-A jand i GRO-A ?eom bene:‘;.:tmt:o- a
thrice-weekly prophylactic regime, It is to be hoped that such a regime would
not only reduce their bleeding frequency, but also have some b

the cystic bone changes which these boys exhibit. eneficial effect on
Dr Eibl of Immuno A.G. kindly offered to s
preliminary protocol was drawn up and given to him to

re
Govenment, from whom approval is necessary for the e present to the Austrian

upply this material gratis and a ‘
xport of this material, i
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It is perhaps relevant to mention! GRO-A | who commenced at the College

be beginning of the Spring temm. 15 tHe past he has had very severe reactions
oprecipitate, Elstree concentrate and Eryobulin, Since he has been

icted to lHemofil he has had no reaction of any description. Unfortunately

14 days after receiving a transfusion with Iryobulin jcroaideveloped hepatitis
will be discussed under the appropriate heading., ‘"

PEYLACTIC TRIAL .

During the Autumn term six College boys were placed on a prophylactic regime
of twice-weekly trarsfusions. The boys were selected on clinical grounds,
either because of a general severe bleeding tendency or, in two cases, where
there was a particularly troublescme Joint. One boy,i GRO-A } had improved
suffieiently with this Tregize by the end of he term that +he prophylactic trans-
fusions were discontirnued, During the Spring term five boys were t:l:gngi..m.-.tbg
same regime: it would appear to have been of particular benefit tei GRO-A |
during the second term._as his number of bleeds was reduced from 12 5 only 4.
1 GRO-A jand | _GRO-A _ iall benefited to a lesser extent.
{ _GRO-A |was maintained on this regime to enable full recovery of his right
"Tiée. This was very successful and prevented all bleeds up until the end of
Febtruary. Unfortunately, he had a traumatic bleed into the right knee and re-
Tequired intensive treatment until the end of tern. This case was interesting in
that for some 2 - 3 weeks, despite there being no objective evidence of bleeding,
there was a great deal of pajn and muscle spasm in the right leg.and. the, joint
was virtually fixed at 70-80" flexion. At the suggestion of Mypi GRO-A | he was
€iven intravenous Valium with Fortral and ¢omplete relaxation ocdirred and full
extension was achieved, After this, oobilisation proceeded quite quickly and he
: was able to go home on time wearing his block leather splint

1 The trial has been concluded and the results are at presen.

by Dr Aronstas being evaluated

- CLINICAL FROBLEMS

(~i_GRO-A_i: This toy was receiving twice-weekly prophylaxis during the Autusm
. téra and, until the end of November, he had sustained only five bleeds, On 2n.75
he had a traumatic bleed into his right elbow after a fall. ious radiological
evidence had shown the presence of a large Cyst in the proximal end of te ulna,
= and the olecranon and the olecranon fogsa are grossly enlarged. This episode
< was first treated conservatively by means of immo - replacement trans—
B fusion, IHowever, after some 24 hours he was 8till in considerabls Pain and it was
; felt necessary to aspirate the Joint under general anaesthesgia,
ment therapy was given and a P.0.P, cast applied and he
- i GRO-A _ i: On 6.11.75 this boy fell onto his right bu
_: EFEURATIE bleed into the right hip joint, which wag g:nﬁmdttocty’:grgltul:o& a
< of the possibility of necrosis of the femoral head, he w. a8 trested ve . " ew
atively on ;::ict bﬁ:;;; ];or ;up;riod of 2 weeks. He was mobilised gry zg\;ny
and reoove uneven . Ow=up x- showed
danage to the femoral head. i o evidence of permanent

por
®
2
o
>
o
|20
10
B

commenced at the College at ‘
s AndICWasTapparent imediately that he bleeds Vg.rtmm start of the Autump term
3 into his right shoulder and right elbow,
philic pseudo tumour in the sub-glenocid
possibility of bone infarction of

portion of he scapula ang

a portion of the hume
similarly affected with a large subartioular cyst. r

ulna
To endeavour to
bleeding into this joint, he was immobilised 1y shg cure th
a pericd of 5 weeks. During this time seding 23&?,“‘:3&-?- jacket for
However, he had several bleeds into the left sh © this joint

oul | N
also seema to be affected by haemophilic peeudo GT:::.J:;:; "h“i;t":ﬁc':;mte]y,
ough & same

degree,
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{n the abduction splint he was also given a twice-weekly prophylaxis
and a marked improvement in his bleeding frequency was evidont. There
po further problems with the right shoulder until the beginning of February ¥

s bleed into this joint occurred, poseibly precipitated by trauma,
was resumed and he continued to have very frequent F

oving this the old pattern

shroses into this joiht., 4 block leather splint has been made which fitted
ctly only at the end of the Spring term. It remains to be seen whether this
of imcobilisation will prevent bleeding. Next term it is proposed to put
phylaxis tiee times a week in view of the apparently poor

oeis of the right shoulder joint.
e College. ke has

i GRO- i ontinues to present problems at th

3 severely digabled right elbow and right knee and, in view of the marked muscle
wsting and bone overgrowth of thd right elbow, it was decided to fit him with a
block leather splint for this joint. He has not settled down well at the College

from a medical point of view and continues to report imaginary bleeds while, at ]
times he failed to report those that are genuine. Seme minor success was -
achieved for the last few days of the Spring term when he did appear to wear his

splint as instructed.
"GROA "}t This normally mild haemophiliac bled into his right
muscle on 1.2.76. Despite very careful management he had a recurrence of this

Apart from these episodes,

bleed on 8.3.76 which tock some 2 weeks to resolve.
his bleeding frequency this term was much jncreased and was mainly due to trauna

affecting both joints and muscles.

GRO-A |: This boy ¢

iliopsoas

=
!
i

HAEMOPJILIA WITH FACTCR VIII ! NTIBODIES

EGRO-Al : This boy received ten transfusions during the Autumn term. A

particilarly troublesome event commenced on 19.9.75 when a tootn socket started

This required not orly large amounts of factor VIII concentrates for
+o transfuse him with packed red

to bleed.
replacement therapy but it was also necessary
During the Spring term of a total of four bleeds only one, that into the
tor level at the end of this

cells.
ent therapy. Jis inhibi

left thigh, required replacem
~term was 7 DBiggs units.
"TGROA T} ¢ [GROA! had 13 bleeds duzing the Autumn term but was transfused
odes, one involving his right gluteal muscles, the
During the Spring term he was

for only two of these epis
other a severe bleed into the right ankle joint.
ory tract infections. He had

anwell for most of the +ime with upper respirat
frequent epistaxes which were particularly troublesame at the begimning of
February when he Te with packed cells and replacement therapy. 4 .

quired transfusion
For the remainder of the term the epistaxes centinued on and off, though to a
much lesser extent., In view of the experience of Oxford ipemophilia Centre with
cautery for recurrent nose bleeds, it was felt inadvisable to embark on this form

of management.
i GRO-A i3 A% the beginning of November this boy had a bleed into his

le after returning from & leave weekend. His managenent was
complica by the delay in treatment and it was 2 weeks before mobilisation was
complete. Hig inhibitor level at that time hovered around the 100 unit mark and
thus very large _guantities of factor VIII concentrates were necessary to control
this bleed. iGRO-A| improved in the Spring term until 6.3.76 when severe trauma
s right gluteal muscles, right shoulder and a laceration
ible to visualise the laceration and frequent

es of factor VIII concentrates and a blood transfusion
He is no longer at the College and should

1arge quantiti
pwkiﬂel . over a period of 14 days. :
treatment apparently he will attend the North Staffs. Royal Infirmary.
has been given all details concerning his

pr CGiles, the Haematologist there,
nt.

current
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i ‘Thin boy continued to be Intercating from the po;'n} oglziw of
REtsF V111 inhibitor, During most of the [lutumn term no de .y".. T
{tar wng found and he was treated as an uncomplicated case 'd ut'md to'
stalned 1% bleeds for which he required 14 trannfusions, la ru‘ur:n': :
Collage nt the start of the Spring term with a presuned tt;tro;/:r.tu;.r.a -

which had been troatod at Oxford, From the end of Januar':( u.'.*.yif. ffv ‘!a'n-l
February ho received no replacement therapy aad on 24.2,76 his 17..u.::...0'!' ove
fourd to bo 4 Blggs WMite, It 18 interesting to speculate as o whether the
uent factor VIII replacement therapy that he nomally receives actually

yresses the development of factor VIII antibodies, Further work between
rselvon and Oxford is proceeding.

GRO-A i1 Thiis boy receives very little treatment and ovor the last fw
sonthn no dotectable factor VIII antibodies have been found, He did require

treatment around the middle of March and it remains to be seen whether the
inhibitor will reappear.

YPATITIO STUDY

This started at the beginning of the Autumn term and the conditions for
entry and other requirements are recorded elsowhere in the Protocol.

The boys
vora restricted to a particular type of factor VIII replacement material and this
in shown in Table VI.

feventesn casen from Oxford Haemophilia Centre were included from November
1979 whilet two FAinburgh patients jolned in February 1976,

It is apparent that
in condusting a survey of thim type 1t im Aifficult to ensure the collection of
froquent blood samples unless the patiente are readily available,

limiting patients to part!cular replacement materials alge creates problens
bocause of the overall mhortage of factor VIII productas. It {e Lievitable that
somo patients will receive, and have received, zmaterials other than their.
spocified product, The nursing and laboratory ataff are to be congratulated on
the careful and thorough way that specimens have been collected, separated and
denpatched to the Virus Reference Laboratory. The work of In Hugh Flatt and the
Chemical Fathology Department of Basingstoke District Hospital has been inval- -
uable in processing large nunbers of liver function tests which has been 3
accomplished quickly and efficlently, The assays for SUT have Leen particular]l
helpful in assessing the relevance of the high alkaline phosphatases which . 4
inevitably in a population of this age group. o

Furtherzore,

Bo far no patients from Newcastle have registered on the st
bo that 12 patierts restri g Y but 3% 10°te
tut’\:::‘ pa rostricted to liemofil will be included in the near
ltn:-o-iz:mlm. three of the Colleye boys have contracted hopatitis:
i GRO-A | [GRO-A!entered the st
“Giti. V6 Vs reRtricted to xqumx:” o 219275 with norsal
abnormal at %4 1.0,

liver function
BY 12.11,75 thin had rigecso 510 102 bis 5.0
elevated until 12,%,76.

«G.0.7, was

Por mont of the I.:t:: :o ”a'!"‘ A? And remained e
lis complained frequently of tirednoss, anorexin .:;;m LR was ponaraiiy unwell,
Jaundiced and his bilirubin always remained normer. o o¢*: fe wvas never
slightly enlarged. At the start of te + Doth 14
anoroxia, abdeminel patn and paine

111 complay
and tender. s vas adnitted Lo s‘ctnxurjolnta; his liver ning of

¥as Just palpab
mz;":vgﬂxxlduwrund. His | r ks 25:;: :5.2 = J weeke ana ::-h
L] ve., Irovi n ne,
non=B hepatitin, wionally be has been e

0
3
2
3
g

g

3

g
s
3
1

H

a
Ti

TTTGROAHy amin

aftor boing entered
were normal. naug

tesporature, ils wag tonder 1n the d e b th un ioh "
palpable. iin blooa ploture wag ty::::: c:.tu s My e
his monospot was positive, Howover, thy kg
which were normal, This cas ' o

boy showed clinteal ang 1
on the lepatitis otudy, cgnor;;c::'y et -
By %50.1.76 he wan feoling general y

©oay
® 18 interestin, :M ot Tizme ED virgg &, iNd0eq
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' m entified: 17 days prior to becoming i1l he was

1:3 :;l:;rg';og:?l?@ég 12375 and Ogﬂ g97g. This was hia t‘ig-u:t q:r:fmuro
ge pool concentrates and other evidence would indicate that C9M 12975 io
offending batch. On the four occarions whon he has been tested, hio lmuﬁxd
peen negative, while hie HBeAb (IEOF) is persistently positive. This wo

ar to be another case of non-B hepatitia.

.
GRO-A & This mild haemophiliac has infrequent tranafusiocns. On
5,2.76'135"56’(‘:’&"1ved 278 units of Hemofil, batch 190875. Some 32 days l;tor hie
5.0.0.T. became abnormal and just prior to leaving at the end of term, the
§.5.0.T7. had risen tc 640 units (30.3.76). As he suffers from hereditary
gpherocytosis, his bilirubin is ocutside the normal range and ism usually between
20~ 30 MM, This has risen to 42 UM, His ilBsAg results have not yet been
received, btut prior to this term he has always been negative for antibody.
Therefore he is at risk of developing hepatitis B, ie will be investigated
further in the summer term.

Apaxt from these three cases of acute hepatitis a number of boys have
permanently elevated liver function tests. At precent work is directed at
determining the significance of these findings for it is important to ascertain
whether they are suffering from ehronic hepatitis and, if they are, whether this
is benign or an aggressive process. Four boys have had liver scans which all
show mild, but very definite, abnormalities. It is proposed to do further scans
next term on other indicated boye. Regarding the problem with the acute hepatitio
cases, it is important to exclude other causes of hepatitis apart from hepatitis
B, namely: hepatitis Ay cytomegalovirus and EB virus, Hepatitis A work is un-
satisfactory at present because a suitable test has not yet been devised which s
uniformly satisfactory. I4 is likely that in the near future a reliable test
will become available, and testing of the stored serum samples will then be
feasible, The testing of samples for antibodies to the subtypes d and y of
hepatitis B by haemagslutination substantially increases the work load of the
Virus Reference Laboratory. The reagents for this aseay are flown from America
and are stable for only one week, Consequently very large numbers of samples
(~ust be processed in a short time, It is to be noted that Drs Vandervelde and

-0ssart have worked very hard to ensure the.efficient and r
—— ry apid reporting of

CLINICAL ASSESSMENT
S———nl AoShSONRNT

A new method of recording bleeds and joint functy
the Spring term. On presenting with a bleed, Joint

on was brought out during
goniometer and the improvement

function is measured with a

in joint movement ig evaluated dail rmal
function is restored. Thus a precise and reliable pethod of detorzlz?rt\;l "

morbidity for a single bleeding episecde {s possible. This mothod will be

developed further during the summer t
of d4<farent toaretd Berodg erm and will allow more objective evaluation

BARMOFHILIA ARTIROP'™HY and REFEUMATOID DISE 'SE
—_— 01D DISE'SE
Dr Rainsford, who has now been a
- pPpointed by the
B:n::ary Ccmtimltmn in laemophilia, is continuing his woprk - under th
: e Arthritis and Rheumatism Counei) . into the immunole € auspices
o:‘. p:::::::n t?rrh:m;oid disease. lip has been o g.o:'mnrt?:;u, e
gutfering from these conditions ovial membrane
haemophilia that have been tested, an mtuo:;dh:: :wo out of the five Cases of ’
to affect the coagulation mechanism, een discovereq

which a
detcoted 1n the aymovia of four suqor s PIOLLY oinilar antivaqeich 3PPoare

has been

was not demonst: geven tases of rheuma

Tas. rated in the one cage of ostecarthritiy whiohtoid :::::rt:::o ;hieh
" 80
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<50 I¥GIBIPCRS OF COGULATION IF GLINDULSR FEVER L

mhe stimuius for this work resulted from a four-year-old child with presumed
gdular fever who presented with an acquired bleeding tendency. An antibody
;en appears to act against the coagulation pathway was found and detailed
ays were perforzed to determine its site of action., L summary of the work to
:s is as follows: The antibody would appear to have the following character-
gticsi= it is heat stable, it appears to belong to the IgG class of imouno-
globulins, the KCCT was prolonged and was not corrected by the addition of normal .
1asza, it does not appear to affect factors VIII, IX or fibrinogen, and although
jmmediately acting it is not a heparin-like enticoagulant. The protirombin time
vas normal, However, on the one-stage factor II assay, a value of 50% of normal
yas found. We have been unable to demonstrate activity against phospholipid.
or Edwards at the Virus Reference Laboratory, Colindale, has kindly supplied us -
vith sera from patients with definite evidence of glarndular fever. OCf 18 cases
tested so far, four have had a detectadble antibody. This complication of
glandular fevere had not been described before and it is hoped that, in the near i
!

Suture, the findings will be published.

EGE TREATMENT

hoze treatment. The treining of the College boys continues satisfactorily and up

' . Four of the outpatients registered at Treloar Haemophilia Centre are now on
to date 8 boys are receiving materials from their home centres for this purpose.

Aldershot, under the direction of Colonel .John Winwick, for their continued
help both in the supply of therapeutic materials in an emergency and the
o Pprovision of normal plasma for use as standards in the variety of coagulation
tests performed at this Centre.

Cur thanks are also due to the Solent Group of the Haemophilia Society
who have provided funds for the provision of an alarm system which has been
fitted to the fridge and deep-{reeze at the College where therapeutic materials
are stored. Any interruption in the electricity supply will now be aprarent
irmediately and emergency measures taken to prevent wastage of expensive stocks.

B o

PJK/LMcH : l

Finally, acinowledgement must be made to the Army Dlood Supply Depot at {

-
4
"
i
-4
B
*

.
-~

20.4.76
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