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Dr. Cooke reviewed his fairly r ent experience, adoinistering, intranmeOualy, 

high-tarred HD Ab places (1:2 to 1.4 by A®) to patients with eoernbeining 

viral hepatitis in stage three to four coma (this Study did not include en 

untreated control group). All of the patients were probably also race Lying 

corticoeteooida, and soot had received other overt m a such a exchange 

tramfuew fire out of sight patients treated Survivedaad to the ..-vi-

als, tit re no apparent untoward effects Preen the admen istrstion of anti-

body in m given (i.e. plaona). Survival rate with antibody admivietna-

tfot was _ch greater than in a eiail., group of untreated patients with 

fulninant hepatitis. Dr. Prince retard the question of the absolute safety 

of adeioisteriag typo H antibody to antigen-positive subjects. He mentioned 

that he had seen what he had interpreted to be cardiac onset in a chia+peaeae 

with chronic HB Ag given somewhat inadvertently bigb-titered antibody (chimp-

anzee plaoms). 

Dr. Peters presented data that he and Dr. Sebueltter have collected in Loa 

Angeles, having to do with the bilk rate of crsnemiseioo of HH Ag infection 

from oothec. to their intents. Overt antigen emla was observed in over  503 

of the newborns whose mothers were antigen-positive very close to the tine 

of delivery. The mother who was antigen-positive transiently early in the 

course of pregnancy send not Co provide mch risk to her child. All 

infants who were one positive have remained antigen-positive. A. eeanina-

tion of histologic section of acne biopsies from antigen-positive infants 

ahwad tissue which looked like unresolved or perelstent viral hepatitis, 

with 24 on partirtes demnetrablo 10 the nuclei of about half of these biop-

sies. The incidence of antlgeneate sod hepatitis in infant. was strikingly 
leer when the mothers are ehron lc carriers of RB Ag then when the mothers 

had acute hepatitis B illness at the time of delivery. No globulin protection 

bee been attempted. 

Dr. Ward presented dace from the study dove in Chile on the effects of adding 

modified HB Ab game globulin (Swiss technique) to blood to be cued in erase-

fveion of young vaasn. Titers nice definite end at.tiStically Significant 

reduction In the incidence of overt icteric hepatitis in patients receiving 

~
g•mes globulin an camp•riaon with patients receiving normal blood, although 

there was so equal amount of inapparent hepatitis in both crated and eootrol 

patients_ 

Dr. Scalier presented his data on the clinical stud les in Prance, using high-

cltered R5 Ab globulin (co aatreatd rcntrola were included in the Study). In 

those patients who had received tranafue Lone of blood containing to Ag followed 
by a single 10 m1 injection of HB Ab globulin after the transfusion, he found 

that only a small comber of patients developed Jaundice with or without anti-

body or antigen. Overt roses of hepatitis eccu rrd in about 7 to I07. of the 

subjects who bad received the BH Ab glabulin. 
I,

the ebeenco of controls of 

his own, he releted this post-teamfusion influence of gamma globulin admini-

atr.lion on the locidence of overt hepatitis with other published studies of 

recipients of HS Ag-comas leated bloods With HS Ab Become globulin adnloLtra-

tion, poet-tram fusion overt hepatitis wee r'duced to 1/4 - 1/3 the umber of 

camas amen In untreated tram Ceased patieota' He also mentioned data from the 

Hospital trouesaie (Prance): Among 21 uotreatd reeipienta of RE Ag and blood, 

8 developed jaundice, chase no Jaundice was observed So 6 Crested 
r..Ip1•nes 

of HB Ag and blood- When a single 5 ml injection of HE Ab Gaon globulin was 

given to patients snpaclsvcing accidental perentsral enposura to hepatitis,
no 008.0 ware observed and no subject became antigen-poaitiva; some sub)aate 

did bans a transient antibody rise. He concluded that 1) the HB Ab globulin 

that he Va. using wee harnlus in 117 5ub3.ct.; it alone 55.04 to haves 
no 

111 eff.ct. 2) prompt ,dad J,tretion of high-titerad 00 Ab gsma 
globulin to 

oedla-aclek" patients is affsetivs in hailing to eliminate hepatitis R 1110es5 

in [h, future, the PHS regulation. for the manufacture of biological product• 

will bays to include acne standards for high-elrsrd HB AD game globulin, 

and Dr. Barker .,eeorird Sono o1 the new issues bp/ neidired for future 

standards. Preparation of specific imuw globulin must coma from a pool of 

at lseat 10 donors. This game globulin must not [mosaic hepatitis R view 

or a e ]moue-cwplea pxoblees. Attenw w cion of the disease soot not prdil-

posethe Snd3v1dual co chronic lnfwtion. HB Ab game globulin nay have 

14 ± 42 protein, and such game globulin 
preparations for intravenous we may 

have less than ill protein. At least 802 of the protein *vet be aononeric 

globulins, preferably 5.5 - 7.55. It is probable that future osgulaiiow for 

EB Ab gnu globulin will include restrictiona on the cot ent of imoagglutinin 

t stars and transplantation eotigan titers. Studies using PH Ab gonna globulin 

arc juac begimivg, and the r•sulte of thus etodiea w111 be ua.d to determine 

potency and efficacy eaiuir®aorta. As knowledge is gathered on proteetiva 

eotibody or aocibdiee, standard, on these parameter. will be inecepoe.ted 

into the PHS regulations for HB Ab gnu globulin p......tiun. 

D[. 100157 reviewed him acudy on the of tnc[e of edmi.i.teri.s two forms 
of 

globulin (feegaeviced and uvfreg*ented) to subjects with a howsbuid exponure 

to hepatitis A. All fora, of gems globulin gene some protection to hepatitis 

A and, interestingly, frognantd game globulin provided better protection' 

when given late in the incubation period, eompard to late adetiniatratic. 
Of 

wfragoantd globulin. 

In eunmury, p...ive imuniration 1. a feasible way to control both bopatitle 

A and hapacieia B infection L. high-rick populotiwe. As ephuiad by Dr. 

fl Chalmers, to itLAI trials of officaoy of high-altered 03 Ab game globulin 
should be 4... 1n n double blind. random fashion. 

III. Active imunizotlon: The disc...ion an active famunitetion Centered around a 

discuoaion of Dr. Arugnan'e Willowbrook studies on active Saawiaation, wie$ 

an the "baeeine" 113-2 •Orm (hepatitis B serum) that was diluted 1110 and 

boiled for one semen. Live 0S-2 materiel caned clinical hepatitis in 24 

out of 25 saes,. Io a group of 10 patien[S receiving one dame of the "vaccine' 

followed by challenge with lion 50S-2 material four *onche later, only 5 out 

of 10 developed clinttal hepatitis. A scooted group of 15 children received 

chres due-S of "v acme" ov a four-month period; this e,'„p was then rhel-

langd with 11va material four months after the last 'became" booster, Under 

th .. clrcwetanees, 4 of the 15 subject, dweloped hepatitis narked by either 

antigusaia or trau.05i00e$ rise; 11 of the 15 subjects developed only an
ti-

body (as detected by RIA or PHA techniques) or nothing. This "vatcLos" Schedule 

gave en apparent protection race of 70I. 

9 

Or. bolter has also doer sass sotivs fa unirstion trials wing undiluted eD AS
positive carom heated for 10 hours at 605C. After heating, this material 

still maintained imunoganitity. sod r s able to produce an antibody rise, but 

is was also still infective, it, one of swan retlplents dewnloped anicceeio 

bepatitis with high-tit•red RS Ag and high level of transaalnaes. 

Th. participants of this workah<p acted that both human-type Studies and animal 

model studisa have important and different typ.m of knowledge to give to tbs 

study of hepatitis B content. Human studies so. e.oe.esry to tut far the 

Specific imuoologieal a"Pacts of the disease' while animal model Studio. Will 

yield important inforestiov of the ch.reeteristica of the disease and disease 

agent. To develop a conventional hepatitis B vaccine for we in the general 

populatloe might r.,aira growth of the hepatitis agent in a tire.. Culture 

System. Another logical mppcwcb to v cc in. d.velopmant would be to purify 

hepatitis D antigen, inattivau ohs purified aatarial, mad teat this material 

in Small groups of persons to • e if it Ss as protaetiv. an the inaetieatei 

•erom 14-2 "vaccine". A hepatitis animal modal could be wad to test pot.eiial 

h.p.titia vacclw.. 

W. Raff.1 discussed ismumofogical .sprats of conies and paulva imanisation. 

Ia view of Dr. Rsugnua'• preliminary results with active ism—laatioa, of the 

fact that there s ee to be esple 113-eomteining plasom stored. Sod of the dle-

agresesL and dangerous natoea of hepatitis and it. high ineidanea in Sartain 

groups, the aima may be rips for carrying out ieutrolled tests in blab-target 

populations on the usual random selection basis, with r.lotly in,idenes of 

disuse in vaccinated and ono ..imatad groups as the basis for obtaining fur-

ther 3nfor.niion. The mark with primates boa perhaps advanced Sufficiently 

SO that chimpanzees might be used e. cut finals for but-inantivetion of the
infectivity of the urea good as vaeoina. If the 20 naoe star partielss 

• viral ..paid., than purification of the might result in a purified cub-
unit ucigaA which could be teed eo a e acm possibility sam e. The  of ] e 

oao pler dle.es., ottarring from passive1 umiestioe, night be avoided by 

adding the HB AD to the blood or blood prnd.rt prier to adafolsttatlon, u 

described by In. Word, or by treating the antibody and only -iw"+et.riag

the virus oautralielog fraction 7sb22. l.aatly. sore should ha learned about 

the pathogenesis of the diesese by 8oing spoil le eellalar studies, e.g. tri-

tium uptakes, productioe of lyspbotorin. Skin teat. etc. 
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Diblie.raphit Retires 

Partieipanne are requ..red to sand to the HSM a notation every time a 

uouetr[pt an hepatitis research I. ecceptd for publication. Rotations 

say be Senc, alga, en pertinent publications by other authors. 

Mq-199 - "Ralatfnnahip of Milan antigen to abnormal meets l.poproteio" 

P. E. Taylor, J. D. Almaida, A. J. lackerman and J. K. loath 

Amer. J. Dim. Child..1972. 123; 329 - 333 

So: 0511 Participant. 

She gibliogrephic Notices mention has been included in the 
RSK 

aloce P.brosry 1971 end to date 199 publlcetie¢ eitatioea 
have 

been received. Advise from a few hepatitis invaltig.tnea Lodi-

Cate. that the percentage of publications Submitted to 
this 

section dote not warrant tontinwtioo of this .orvfea in 
the 

H'_4. 

Before decision is made to delete the sertlw, we invite 

comenta from the HSK participants on the value of the 9iblio-

grapbte Noticae section and/or a greater twtrlbutloo 
rate of 

publicatien citation+. Comtate can be sent to the Project 

Offlcar or submitted we a cwtrlbution to the Hof. 

9. 

- Project Officer 
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