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THE NATURAL HISTORY OF "INHIBITORS" TO FACTORS VIII AND IX IN HEMOPHILIACS,
C.E.C. HARRIS. 5t. Mary's Hospital, Montreal, Quebee, Canada,

Since 1954 an increasing number of adult hemophiliaes have been followed
and "inhibitors" have been found in a minority of patients. A retrospective
study was made of 40 factor-VIIT and of ¢ iaginr-IxTﬁaaea who havg ::yendgd Y%th

; iPic arity for adequate documentation. @ presence o is complic=
PUb"Shed3¥@§§'2Q2§-Qﬁ%¥% recgntly, euspected because of fallure elinieally to respond to
replacement therapy and confirmed by the original Biggs' technique in the labor-
atory. 1In the past U years, this has been replaced by her method using serial
dilutions at room temperature and at 37°C., incubated for 1 hour. In addition,
studies have been made of factor recovery and survival following infusions.

In no case were immuno-suppressive agents used, There were no deaths.
Life-threatening crises were met by conservative measures, including h{puth@rmia.
and by the use of porcine factor-VIII. Instances when in vivo survival of infused
concentrate was shortened were usually managed successfully by more frequent ad-
ministration of equal or lesser dosage quantities; it was exceptional in such
cases to witness enhancement of "inhibitor" potency as a consequence.

In no less than 6 of the 9 patients would it seem that the "inhibitor® has
disappeared and full clinical response is now being obtained with standard dosage
schedules. The nature of "inhibiteors" would not seem to be well understood.

DIAGNOSTIC AND THERAPEUTTC PROBLEMS IN A PATIENT WITH FACTOR VIII INHIBITOR,
G, Sas, I. P M. Csbrps, A. Kéves and L. Kun. Postpraduste [edicel School,
udapest, Hungary,

An old man was admitted to our hospital with the susplcion of necute abdomen,
Sonography was used to visualize the psoas haematoma which accounted for the
severe abdominel pain and made it posaible to avoid an explorative laporatony. Ye
found a cireulating sntiecoagulant against factor VITI /4 Bethesda units per ml
plaemat The sntibody belonged to the IxG elnss. The petient was treoted repeatedly
by transfusions of Tresh blood, large doses of cryoprecipitate and prednisolone.
Tﬁa improvement of the haemorrhagic symptoms wes slow and = long term immino -
suppressive therapy was introduced. After a symptom-free yveur a massive bleeding
occured in the thi%h and in the psoas muscle. FEIBA theraby was introduced /plus
prednisolons & azathioprine/. At first 15 units of FEIBA/kz were administered but
the 1011.5‘; clotting time did net Ch‘.\n:e. In the fn:l.'lnwjlrzg fdays the muantity of the
FEIBA was gradually increased up to G0 units/k% but the cocpulation time did net
‘shorten aignifican%ly. The PTT became longexn, the entithrombin IIT level decreased,
At the same time a definite clinical improvement waz observed.

In our case sonography has proved a very useful teoel in the diogrosis of psoas

haematoma, Hewever, the value of therapy applied could not be judzed just as un-
equivocally.

HUMAN® FACTOR VIII CONCENTRATES IN HEMOPHILIAC DOGS. Jesziea H. Lewis, Ute Hasiba and Joel A, Spero
University of Pittsburgh School of Medicine and Central Blood Bank of Pittsburgh, PA, U.5.A.

Human factor VIII corrects the clotting defect in dog hemophilic plasma in vitro. The present
studies were undertaken to see if this happened in vive and to look for and document the develop-
ment of an inhibiter. Four hemophiliac dogs were infused with factor VIIT concentrates, the first
two on five occazions, the others three times, Factor VITI:C, VITIR:Ag (defined with antibody to
human VITI) and VIIIR:vW were followed at pre, 10 minutes, 2 and 24 hours post infusion., The
pre-infusion VIII:C (assayed with human substrate) averaged 0.23 U/ml compared to 6.93 U/ml for
normal dogs; VIIIR:Ag was absent in both. VITIR:vW was low but variable. Following the first
injection, all four degs responded in VIII:C about as calculated. The amounts of VITIR:Ag and vW
were much greater than VIII:C in the concentrates and in the post-first infusion samples from the
dogs. On subsequent infusions rises in VIIIR:Ag were not detected and increases in VIII:C and
VITIR:WW were minimal. Precipitating anti-human VIII was found on the third infusion and there-
after. After the first infusion reactions were marked. Vomiting and diarrhea occurred in all, and
one dog died in anaphylactic shock about one hour after the third infusion. Lack of response in
VIIIR:Ag occurred before anti-VIIT could be demonstrated in vitro. This rapid development of an
inhibitor suggests that prolonged cross-species VITI therapy will not be successful. The ability
of the precipitating anti-VIII elicited in the degs te destroy VITI:C, VITIR:Ag and VIIIR:vW is
analagous to the in vitro effects of heterologous anti-VIIIs (rabbit and goat).






