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She dxd

mention that she had had a few mild episodes of left s:xded nose hleedmg

. which had responded. to local measures.
She had also not:xced t:wo icm diameter soft, ﬁ@

than. usual.
noduleswona

Also, her acne had’ been rather WOrst

A repest set of tests gave the.following results: | o ;

, ‘Normal Range ’
PT secs 13 (11~14)
PTTK secs 46 (30~40)
Patient/control mix 38 (c=34)
Fibrinogen (clot wt) g/1 2.1
Thrombin time secs 18 {14-16)
Reptilase time secs 16
Viii:C - u/dl 40
VIII:R Ag.  u/dl 105
VIII:RiCoF  u/dl 107-
IX u/dl ‘50
Inhibitor screen-(1 hr PYTK) Negative
V111 multimer sizing -Normal
v u/dl- . " 420
Vi1 u/dl 140
» u/dl. 94

/continued. ..
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Re: | GROB | - 16th May* 1984
| ___GRO-A
Template-bleedingotime mins " 143, 18
»  Plgtelet count 107/1 153 ’ X
* “Platelet ‘sggregation %
-ADP 7 » 2.1M 25
i “ADP 3 uM 35 .

ADP 10 M 55
adrenaline 2 uM 55 .
collagen . 1 wg/ml 8
‘collagen . 2 mg/ml 38 .,
ristocetin 1.25 mg/ml 90
ristocatin 0.5 mg/ml ) 8 i

*

As you wzll see, there -were some differences compared with- our previous
findings. The basal factor VIII:C level was higher at 40 u/dl; and-the |
ifactor Vhand factor X levels are now elearly normad. The Factor IX level,
althﬂugﬁ still hnrd&rlxne, is-alsc higher than we, measured previously..

the. &lgedxng ‘time was still prnlcnged, Anevitro platelet aggregation was

not as brisk as previously { when MissiG was receiving cryoprecipitate
tharagg}, showing some impairment of sedond phase aggregation. “Unfortunately,
we were unsble to measure platelet adenine nucleotides becéuse of machine.
failore. A faetar VIIT mulbimes: gizmng snalysis ehuwed & nopmal pattexn..

s YIII,C;(u/dl) T Bleeding.timé'(mins)
Pre: 40 14%; 18
30 min post: 90 13
2 hr post: 7 80 . 19
& hr post: * 76 o

22 .brrpost: 34 -

>

As you see, VIII:C values rose to 2-3 times baseline ‘within two’ hours, but
had fallen to'baseline at twenty two hours. The bleedlng time aeemed
unchanged.

In addition to carrying out these tests of haemustas;s, 1.also arranged.
‘routine blood qeount and h;ashemzairy profiles.{ acp;es~af report sheets
attached). The blood count was normal, but the bznchemistwy ‘soereen showed
>chan§es typical s?‘aeu&& paat»érana?aszca ‘hépatitis < you: will n@ta that
enzyme resulls. were cana;ﬁersbly elevated: shove’ normal’ renges. Incview of
the-faet that gxeviqgg serology: hag Been, negatxve far hepatitis<B; 1 think
it most 1&&&3y»§&at G has cantra&ﬁed acute non-A, ‘non-B hepatitis as a

‘yesult of hha Antensive.- tﬁaxspy .she was given with factor VIII concentrate,

/eontinued......
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Re: | GRO-B_ | | 16th Hay 1984
. 1...GROA . ’
plasma_and éryoprecipitaté.
. 1 think it .very .l.ike.ly that the higher baseline level of V¥III:C which
we messured (4D u/dl compared with-9 u/dl) is consequent on this’
N scute hepatitis, snd in all probsbility this accounts slso for the

¢ higmr level of VIII:HAg. An additionsl complication is tha® the
. socquired coagulopathy, ‘possiblyiconsequent on propylthiouracil, may
not have yet entirely resolved, although the increaséd levele.of
;:‘smkusly ﬁepx‘esm{i i:lattiﬂg; f“axzmrs« mggeﬁt that t:ham has been 8
gensral “improvehient ; '»;m ‘this. respact, S "

jg_g:;_gg_u;,sa ‘of %;heae camplimt:ing faatm’s, B defmitwe eonglusion gbsut

iGRO- B& baséline’ ‘bleeding state ‘e not easy . m ‘make. However, the

'ﬁi"gﬁéi‘ isvels of VIiI:RAg and VI11RiCoF &;han VII} Ly "the rapid rete

of fall-off in" VITID after eryopmcxmtate and’ DDMP, the nama;i

Vmwimmr sizing patizer_{:,__;mq the family history are ﬁm:iinga which

&?tmnglyfsuggasﬁ that GRO-Biis 8 corrier of haemophilis A. While the

‘ lmg bleeding time would B& more I sccord with von Willebrand's

. disease, there is very little else to suggest this diagnosis.. It could
be that the mild platelet function abnormality contributes to this
:3ong bleeding time;-also, it might still partly -represent some offects.
of propylthmuraca,l. Additionally, I should mention that we have
.several women under our care who from all pmnts of view must-be
carriers of -haemophilia, but who ‘have long bleeding times. 'I'do-not

‘have a pathogenetic explanation for such- defects.

Horking . on-the sssumption that Miss GroB! is a carrier of hmmﬂpmha A
I-talked to‘her and her Flancé in same detail about - the zmpliaatians

of this: 1 emphasised that aithaugh she vould have g one. "in Four chance
of .having.a haenophilic. son, the ‘severity of such; haemoph:llm was likely
Lo be smxlax* to t?mt of "her brother - in other words, clinitally rather
‘mild..

S0 far as maﬁagement of “her hepatitis 1$'concernadg 1 swould suggest ‘that
a1l thatlis necessary, is to check her liver fuﬂatzmn tests: ‘oécasionally.
We have found &hat $1thgugh ﬁﬁt;ents may s spemain. asymptomatic, test
,abﬂarmaiitxes-may pers;stﬁfﬁr many. manths, ‘Hopefully, ‘the sbnormalities
will graﬁually resolve if-fuither blood graﬁuat therapy can be avoided.
1f, because of a bleeding problem, therapeutic intervention should be
thoughﬁ ‘to be necessary, I think it would be well worthwhile considering

s trial of DDAVP. [GRO-Bihas been given'a small supply of" this agent to

‘take back te Turkey and if there are problems in ‘obtaining more 1 should
be happy to try and help.

Thé position mth GRO-A ; is much more straightforward. As you know,
hé has a clinical history suggastws: af mnﬁerat@ly severe haemophilia; in
.that bleeding has largely been confined to surgery- and trauma.. 1. note,
however, that he had a'c¢ircumcidion 88 a child without trouble,

| GRO-A 15 jjoint problems-are in his right &nkle. ami right.élbow. .In-August

1983 he "suddenly develt;ped sﬁvere pain and, hmaitiaman -of. m:}vement in:his.

”

L . . t [cbnfinugd,...;.
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Re: GRO-B | ) 16th May 1984

grkle, There was no partimuiar hi&icry of “injury, bub he iz an active
sportsman and-had been wind-surfing in the pmeaﬁing period. Since .
that time, he has had intermittent aching pain in this joint which has
caused liim some problems with walking, -and limited his- ~gbility to play..
sports. The night elbow problem is more longstending. Some ten years
ago, he :m,,atzmd this joint while ammismg with springs. He gets
occasional arthritic paing, especially in cold wet weather and has a
mild xaﬁuahiﬂn of flexion/extension.

The 'resqn:s :of our ‘tests showed::

‘Blood ‘group- o L (}.’Positivé, 5w
PY secs - . ; oAz T :
"PTTK secs : T Y3 I K -
‘Patient/control mix 40 (c=34)
Fibrinogen (clot wt) g/l : 2.3
Thromb:in time secs - 6. -
Reptilase time secs . 114-
VIII:L  u/dl .
VIIi:R.Ag u/dl - 70
VIII:RiCoF u/dl 76
Inhibitor screen (1hr PTTK) Negative-
Multimer s:Lzmg Normal
“Template bleedxng9time.mins 6%y 6°
Platelet count 107°/1 147
Platelet aggregation % - ° 3 .
ADP : 2 pM ’ 63
-adrenaline 2 juMe . 60 :
‘collager 1 pa/mi 75 . .
ristocetin 1.25 -mg/ml’ ‘88
mstocetm 0.5 mg/ml 5

These results are typical of moderatelz severe haaﬁgg ilis A.. MriGRO-A
was somewhat surpmsed that we had found his Tacton VILI:L &a be ab low
as 4 u/dl, in view of thé fact he his had so little bleeding. I think his
good .general health, consequent on a- high level: »:31‘ fitness. due to'his

sportmg activities, has contributed.to his. }.m:!«: -ofserious problems.

While he was here, Mr ,_{3_!_'\_'_9_5!13(1 a consultation with my colleague Mr J
Colin Madgwick, Senior Consultant Orthopsedic. SBurgeon, Mr Madgwiﬁk felt
that it was impossible.to-say whether MHGRO-A's joint:problems.weie
consequent on bleeding, although this seems @ possibility. He noted o
small right ankle effusion, pes.planug, end l;amt:w ?‘1exim,fﬁxtzmmnﬂ ‘at
the right elbow. There were minimsl changes on the snkle x=ray: ‘A
number of measures were suggested, including weight reduct.\ong wearing
grech supzmrts for the feel; and the selectian of suitable. spork;ing

getivities - running and football seem 1napprﬁ;:~mai;e. -A. prograrmne of

K
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Re: | GRO-B ‘ “16th May 1984

As regards the mamangement of bleeding problems, it seems clear that
surgical procedurés and bleeding which may follow trauma will have to

be treated, as previously, with factor VIII concentrate. I did discuss
the problems of coricentrate with Mr iGRO-A! particularly those like
hepatitis which are likely to be at least-partly:consequent on:the:large .
donor pools from which. the concentrate is prepared. If at all possible,
-and if only a limited amount of therapy is needed, I suggesdted that
MriGRO-Amight lodk into the possibility of obteining cryoprecipitate.

1 do not know whsther this product is obtainsble in Istanbul, but'I ~
understand that at Jesst one of .the commercial companies might produce
‘freeze dried:cryoprecipitate made from.relatively small donor pools.

If it is possible to-obtain such material, I think it might carry less
risks. The problem with hepstitis may be resolved in the near future,
.since great efforts are now being. madé to develop procedures for
sterilization. Heat-treated concentrates are .currently undergoing
clinical trial and the preliminary results are-encouraging.

‘tested ip the USA. She will of course nécésserily be & carrier.of
haemophilia and, in'view of her amuiit’s low factor -VIII level, it will

- -pbviously be-of relevance to kaow whether:GRO-Ais similarly affected.

‘While I:don't think there is any necessity-fok me to see iGRO-Bagain, I
«should be-intérested -to repeat :some.of -our tests in about a years time

if she is ever passing through.london, -@nd ‘I.shiould of: course 'be pleased |
to try and-help if ‘there.sre any problems. ‘

With all best wishes

Yours ‘sincerely

»

| "GRO-B___iMD MRCP~
‘Consultant Haematologist

‘Encs. ‘ .
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