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College of General Practitioners Dr J A Kerr  respect. 1 was delighted to see the leading
(26 March, p 1054) has suggested that the article in the Journal of the Roval College of
examination should be made a more realistic General Practitioners (March 1983) suggesting
asscssment of clinical skills, that there is the possibility of acquiring the

The objective structured clinical examination fellowship of the college by exam #s well—
has much to commend it as 8 tool for this otherwise, one thinks there is some truth in the
purpose,! Recently, Hall-Turner® and Metcalfe  gossip that: “one becomes a fellow not by what
«f ai* have proposed its use for the assessment  you know bue rather whom you know.*'

of the general practice component of an
T W P YADAVA ‘

undergraduate teaching programme.
r large?) Acquired Immune deficiency syndrome

nical Longton,

spproach of the objective structured S rent ST3 ILG

practice and could accommodate cith
or small numbers of candidates.

I believe that an objective structured Plinical g —The timely review of the acquired
examination could be a practical, reliafle, and  jmmune deficiency syndrome (5 March, p 743)
valid clinical component of an examingrion for prompts us to report the findings to date of
membership of the Royal College of Beneral pytional surveillance in England and Wales and
Practitioners. through vour columns esk for the help of

R M BARDEN  docrors in attempting to define the size of the
problem in this country. The table lists the
cases reported to date in England and Wales.

Centre for Medical Education,
Unwenig of Dundee.
Dundee DD1 4HN

' Harden RM, Gieeson FA. Assssmunr of medical . X )
comperence mg E':-, éﬂlﬁl‘éﬂ Mn:‘uaun dd'sm‘m]' Kaposi's sarcoma and acquired immune deficiency
txuminairon ¢ “ED edical Bducation — - h 1983
Booklet No K. Dundec: Associstion for 5 he Study ’demm_‘_ Awgusr 1982 M.:.':. !
of Mredial Fducation, 1979,

PHall-T'urner WJA  An  experiments!  sgpersment Kapopi's
carnied oui in an undetgruduste general practice Case Age sarcoma . Other
teavhing «eurse (OSCE  exsmunation. § Medical No  sex AlIDS L.ovation infermation
'MEJHT?HS(‘N;M":HZ(:DDL Bain 1G. and L =
etealfe .+ Freeman GK. Bain » AN owe .
Teaching primary medical care in Soutlampton: Death certificates
the first decade. Lances 1983,i:697-9, {January 1982-March 1983;
(Ethnic origin)
1 WF KS British
i
8/ S Ais
Six,~Dr J L Ogle (26 March, p 105¢) made  § 3g'M Ks. AIDS Britsh
an excellent point that it would more 3 38M Ks South Africen
televant for a compulsory cc!l:ge cxag in:llrion Laboratory reports
to be taken after 10 years in partngfship. 1 r('im;.-rlunuljc
wholchearicdly support this, and jyhen |1 1nfegqimn:
: ' ALY ch v "
became a member of the college not ippg after § M ABS Munchenor ﬁ::mm"'ﬁ"‘ u
its incepiton this was the state affairs. 8 25 M* ALDS Hristo! Cytomegalovirus

toxuplasmosis

Wha* 1 do not agree w °T Wi
agree ith, or eve Wi Clmicul case reporsy

should then be entitled 1o his orifer At 9 53 M Ki Lendon
scniority award. Seniority awards sfjould be 1} 11:M XS London

KS Londun
»uld not 13 41:M* KS, AIDS Londun
" ATDYS

part of carcer carnings and as such s
Londuon

be tampered with, far less turned ) !
of ment award for passing an exami

2 = homasexusl.
KS = Kapui's surcoma. X
AlDS = acquired immune deficiency syndrome.

I!unmn{;n'm... o
Gamt P x L The nauonal surveillance, which begsan in
August 1082, i based on: (@) death registra-
. tions {{rom 1 January 1982) provided to the
Sir.~I do not agree with Dr Suznne Jane  Communicable Disease Surveillance Cenrtre by
Savege {5 March, p 767). T startdd general  ¢ne Office of Population Censuses and Surveys;
practice in 1972 and failed the mfmbership (s Iaboratory reports to the Commumicable
examination of the Royal College df General Dicepse Surveillance Centre by microhiolo-
Practitioners the first time; 1 sat thd examina- gicrq; and (o) clinical reporrs to the Com-
tion agnin in December 1075 and pasfed. When  mynjeable 1discase Sueveillence Cenere by
! begar. in gencral practice, I worked hard, yenereologists and dermatologists. Becausc
studying after Nezc ar Ten untd 2 or 3 porients may present to doctors in other
o'clock in the morning because th&t was the specialtics, however, we think that our data
only time 1 could concentrate. I jread and yngercctimate the size of the problem. We
reread so many books which I wauld never  yhouid therefore be most grateful it ull dustors
read pow. Fa:sing the exominlion Bave me @ oyl Lot us know either by letter t) the address |
lot ol satisfaction--1 did not think fhar I had  pojou or by telephone () 200 piok when @
suddenly become 3 better doctor butl believed  wygent with the uequired immune detiviency
thot I was more knowledgeablie. © syndrome or Kaposi's sarcoma comes under
Over the years 1 have become their carc so that we can assemble information
fessionally, and 1 do not read for ghe suke of  hout the extent and husic epidemsvlogy of
knowledge; nor do my colleagues these conditiony in England snd Wales

B H O'CoxNOR
M B McEvoy
N § GALAKAITRH

Communivable Lsesse
Surveillance Centre,

8} Culindale Avenue,

Fomton NWQ $0Q
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comscnt to cxamination by a medical pracutioner rather than
the station scrgeant falls a long way short of full, free, and
infog:tt conscnt, In the casc of intimate body samples the Bill
docs W ovide that cansent niust be given and the sample has to
be taker by a medical practitionc. Nevertheless, the Bill refers
simply 1o “written comsent,” and this docs not Jeave the
Joctor the discretion to satisfy himsclf that the suspect has
given full, free, and informed consent to the sample heing
taken. This should be a required precondition 1o taking

intimate body samples for the purpose of providing cvidenee -

for a crinunul prosccution.

The most unsettling aspect of the powers affecung the
doctor-paticnt relationship in this Bill is that no case has been
madc out for their justification. No cvidence has been provided
that the police have expericnced any serious dithculty in
securing the cooperation of doctors when circumstances
justify it So far as the disclosure of confidential information
i concerned, an informal agreement reached between the
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Association of Chief Police Officers and the BMA was in the
process of being adopted nationwide and had already pro-
vided the police with important information in somc well
known cases. The procedure worked speedily and effectively,
The possibilitics of abuse of the powers provided i thi- Bill
arc considerable, and, as a joint letter 1o The Times trom the
secretarics of the BMA and Law Socicty pointed vut recondly
the police themselves are not adequately protected against the
conscquences.

J D J Havarp

Secretary,
Brniush Mcdual Assovration

L Huilsham ol Saint Murylebone, Quinun McGarel Hogg, Baren. Tae
dllr:vgua of democracy . diagnosis und prescription. London: Collins, 1978
ch 20.

8 Royal Commusion on Criminal Procedure Report. London: HMSO, t4a]
{Cmnd 8062.}

3 Havara JDJ, Bowren JL. Concern ut propossd body searcher, ke dJume:
1983 Feo 17: 11 (col 3.6} )

Regular Review

Acquired immune deficiency syndrome

A P WATERSON

Nuw patterns of infectious discuse are always interesting and
somctimes alarming. The appearance of a syndrome with a
high moftality and including not onc but a wholc range of
infoctions is both interesting and alarming.'-® The interest is
heightened by the syndrome including an unusual manifesta-
tion of an uncommon form of cancer, Kaposi's sarcoma.! The
syndrome occurs principally in homoscxual men and first
surfaced about 1979 in the form of major foci in the urban
United States, particularly in New York and California.>~*
Of the first 300 patients described, 291 came from the United
States and only nine from six other countries, but several of
these had recently been in the United States.” 2 More
recently new reports have shown that the disease is now no
longer confined to the United States nor entirely to homo-
sexuals, nor to the male sex.”® Pathologically its essential
basis is an acquired cellular immune deficiency, but the
cause of this deficit at present cludes investigators, and,
perhaps for this very reason, the malady excites an interest
far beyond the columns of the medical press.M

The clinical picture is difficult to describe, or even to define,
because of the diffuseness and incoherence of the syndrome."
Of the first 300 paticnts, 290 were men, of whom over four

fifths were under 45, and most were homosexuals.? The 10

women were predominantly heterosexual. Patients may
present with a pneumonia eventually diagnosed as due to
Pneumocystis carinii or with Kaposi’s sarcoma, or with both.
Many paticnts, however, appearto have had fever,lymphadcno-
pathy, loss of weight, and diarrhoca before the principal
illness, especially before the pneumocystis pneumonia. Of the
300 patients mentioned sbove, 135 had poeumocystis

pncumonia as the principal illness, 115 had Kapovi's sarcom:,
and 28 had both. The remaining 22 had various opportunisti
infections.® Some two fifths of the earlier paticnts are now
dead, and the overall mortality is cxpected to reach 707, A
few patients have presented with autoimmune disease.
particularly thrombocytopenic purpura, with antibodies
dirccted against the platelets.’® These patients have reducead
helper:suppressor T cell ratios. This may be a clinicai patkway
alternative to the main syndrome, which seems 13 end n
Kaposi’s sarcoma if the patient has not been picked off on the
way by a fatal opportunistic infection, of which pneumocystis
pneumonia appears to be the commonest. Either pancumocystis
pneumonia or Kaposi’s sarcoma may be accompznied by
various other infectiors.

The cardinal feature is the occurrence of infections which
test the host’s cellular rather than humoral immuniry and
which are normally seen only in patients who are naturally
or artificially immunocompromised—since their comrmon
denominator is the dependence of the host on an effective
cellular immunity to combat them. Abnormal or florid forms
may also be seen of infections which occur in a more vsual
guise even in normal people. A striking feature is the range
of infectious agents that have been identified. These inciude
protozoa (for example, P cariniii®-1° and Entamocka kistotviica:
yeasts (for example, Candida albicans and Crypiococcus
neoformans); bacteria (for example, Mycobacterium avuir -
intracellularey®®; and viruses (for cxample, Herpoesoirus
hominis, genital warts, and cytomegalovirus). Even Kapaar's
sarcomu?® is not entircly out of step with this patiern, besuuse
there is growing evidence for its association with @ virus,
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possibly 'megalovims, and it occurs in the train of immuno-
suppressive treatment, particufarly in the form seen in these
potients.*® American Burkitt's lymphoma has been reported
in one ¢ase.? In contrast with the defect in cellular immunity,
antihody mediated immunity 10 infectious discase appears to
be workng normally in these patients. The severc auto-
immunc thrombocytopenic purpura’®® which may figure in
the overal! syndrome is antibody mediated, though its
ultimarc basis is likely 1o be a defect in T suppressor cells.

Communicability

The most simster feature of this acquired immune deficiency
is that it appears to be communicable, perhaps principally by
intimate physical contact. The evidence for this conclusion is
the explosive occurrence of the syndrome samong those who
have ample and exceptional opportunities for the spread of
infection from person to person; the few who are not homo-
scxualy can mostly be traced back-to such a contact. The
cellular immune deficiency distorts the clinical picture, so
that abnormal, florid, and frequently progressive forms of
infection are seen—for example, with H hominis infection
occurring as a rectal and anal ulceration; infections occur
in ostensibly fit peopic which are psually seen only in the
immunocompromised. Pneumocystis pneumonia rarcly if

evor occurs in healthy people.”® Kaposi's sarcoma®#® ®

i mew ocourring in the United States more frequently than
et bejosc. sematimes fn gssociation with pneumocystis
wmfectc... as 2 component of this syndrome it appears in &
morc fulminant guise, not just with multiple vascular nodules
et alee with visceral lesions, particularly of the lymph nodes,
In the past the picture seen so floridly in these patients has
heen observed as a result of congenital immunodeficiencics
or a a product of the artificial state created by the administra-
tiom of mumuncsuppressive drugs, whereas now it appears to
comm. s cap of the bine. On examining “rhe blue,” however—
the ~upposedly previously healthy state—-there 15 more even
tian at fisst meets the eye, The patients are mostly male
weeseyusis or drug abusers, or both.' and they arce not so
shyaicaliv healthy 2s bas been supposed., particularty tn their
imeuncicgical statc

Tir. results of immunological nvestigations  have been
reported A substontial number of patients with varying
*vpes of the syndrome. including pncumncystis phcumenia
ard other opportunistic infuctions (for example, candidiasis,
herpesvirus infections, and Kaposi’s sarcoma;, and also in
wemters of the unafiected homosexual population.®” Four
principa! immunological features have been identificd. Firstly,
the b 'persuppressor cell ratio among the ‘1" lymphocytes is
revoried Secondly, natural killer cell activity is diminished.
Thirdly. autoimmune phenomena arc secn—for example,
Jupus erythematosus and thrombocytopenic purpura. The
most striking feature, however, might be described as quantita-
tive rather than qualitative. It is the degree of thc immuno-
defiviency which is extraordinary and certainly far beyond
that scen n patients having long term treatment with steroids,
cyclophosphamide, or cyclosporin A, This scrious disturbance
of col! mediated immunity contrasts with a largely normal
fhuroral immunity, It is reflected in a lymphopenia, in
defectve wkin sensitivity 1o various antigens, and in defective
fyeopioeste srapsformation, 7 ¥

Wiven the lymphocytes come under closer scrutiny @
deficicncy of T lymphocytes is seen, located in the T helper
and inducer subscts—for example, OKT4—as opposcd to the
T ~uppressor cytatoxic subscts—for example, OKT8. The

.
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ratio between the two is reversed from the normal by an
absolute deficiency of the T helper cells rather than by a
change in both subsets, though some studies have found that
the number of suppressor cells was absolutely raiscd.?” These
findings are not surprising in view of the clinical picture,
but a survey of unaffected homosexuals in New York <howed

“that over 80", had a detectable abnormality in the helper:

suppressor T cell ratio. " #* An attemp? was made at treatment
with thymic extract in onc casc.?” In this instance the helper:
suppressor T cell ratio was restored to normal for a time. but
the effect was not lusting. This failure suggests that the
defective T eells are under the influence of some persistent
agent, or some agent which had a persistent and irrevesible
effect, or perhaps of a combination of factors, both chemizal
and microbiai. It is the scarch for such a causc which i at
preseat so baffling, and the choice lies between “recreational”
drugs, particularly nitrites,*” ' and a viral cause, which may
be a known immunosuppressive virus—for example, cyto-
megalovirus—or a hypothetical agent yet to be isolated and
characterised. These possibilities are not murually cxclusive,
and they may be in action scverally or together.

Cause of immunodeficiency

In searching for the cause of the acquired immunodeficiency,
one fact that needs to be borne in mind is the high prevalence
of homosexuals in the two areas at first concerned that is,
New York and California}. This is certainly paralicied by
increased homesexua! social activity in homosexual bars,
restaurants, and so on, and presumably by increased sexual
activity, Onc statistic of note is that the average number of
male scxual partners for a life time reported by paticnts is
1160 as compared with 524 for matched homosexual controls.?
There may, too, be new ventures in the type of “sexual”
practice.®® This raises the question of the use of drugs such as
nitrites—said 1o be the only group of drugs whoese use by
nomosexuals had risen in the 1970s. Nitrites have an cilect
on T lymphocytes, but the part they play in the syndrome i
uncertain il only because their use by homosexuals,  not
universal, 18 widesprzad. On the other hand. at leawt one of
the Danish patients™ and two French paticitts™ are said not
1o have used nitritee at all. These drugs alone seem hardly
likeiy to have caused an irreversible and catastrophic immuno-
deficiency, but work by Gouedert and othery®™ hay rugpested
that their immunosuppressive effect may be enhanced by
repeated viral antigenic stimulation. The raised tempo and
facility of transfer of mat-rial from person 1 peran sy
furnish an underlying ccosystem in which they may DLIke
their individual contribution and in which a virus hitherte
confined to refativelv few individuak could find i way
around more casily.

So far as microbiological causes are concerned, the difficulty
is not so much to find a candidatc a to evaluate the possible
contributions of several. Comparison of paticnts having this
syndrome with non-affected homosexuals has shown that
cytomegalovirus is isolated more often from the wrinc, that
the antibody titre to cytomugalovirus i above 1128, that
there iv a raised titre to Epstein-Barr virus, and that thae is
morc scropositivity for syphilis. Enteroviruses are also isolated
more  often? Gonotrhoca, hepatius B, amocbiasis, and
cytsmepalovirus infections mav be said to be endemic among
homosexual, s oppased 1o heterosexual, men, The ditheulty
is to decide which, if any, of these infections could have
contributed. One possible analogy is with the discases of
overcrowded poultry or calves, in which two or more pathogens
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may be needed to produce a particular syndrome. In those
cifcumstances outbreaks of discasc cannot be attributed to
any agent™ but to simultancous infection with more than
one—a state of affairs facilitated by the opportunitics for
wransfer of micro-organisms from onc individual to another.

So far us mngle organisms are conceraed, however, cyto-
mepalovirus has come under the most suspicion.®® Various
viruser of man have an immunosuppressive cffect, and
cytomegalovirus is onc of them. In mice it causes an increased
mortality from bacterial and tungal infcction,® and in man it
can produce the T helper:suppressor cell ratio so characteristic
of this discase.’” ¥ In addition it is closely associated with
classical Kaposi's sarcoma in homosexuals®” and with
pncumocystis pneumonia.'® In recipients of renal allografts
most opportunistic bacterial and fungal infections eccur in
paticnts with evidence of concurrent active cytomegalovirus
infection, though such cytomcgalovirus infections are
common in thesc patients, It might be argued that even if
active cytemegalovirus infection causes immunosuppression
this is quitc a different matter from a severc irreversible
selective 1os: of T cel! function: Nevertheless, there might
be a kind of “cascade” effect, with dupressed cellular immunity
leading to further infection, and so on. The main difficulty in
assessing the actiological role of cytomcgalovirus in the
homosexuals with acquired immunedeficiency is that (like the
use of nitrites) it is rifc among them anyway.*®

Nevertheless, the case for the syndrome being linked with
an infective agent of some kind is strong. Viruses such as
hepatitis B virus?® take good advantage of the homosexual
drug abuser ecosystem to make up for the lack of facilitics for
transfer between humans with a less promiscuous sex life.
The most likely picture, and it is at present no more than a
conjucture, 1s that an unrccognised agent, probably a virus,
hus been enabled by one or more of several circumstances to
spread in a way it had previously found impossible. The
principal factor is a locus of greatly increased homosexual
activity, with a background of specifically and overt homo-
sexual barsg clubs, and so on, combined, perhaps, with the
acquisition of new techniques of homosexual activity. This
may have been compounded by drug abuse, with the syringe
playing its part in boosting parenteral spread from person to
percon. Certamly this has been found 1o be a common factor
where the discase has appeared in women. A virus—perhaps
present in the blood, intestinal secrctions, of semen of some
carricrs—may not until recently have had the chance to
“take off.” Once on its way, a vicious circle could have been
set up in which patients with this acquired immunc deficiency
are more susceptible to reinfection and further replication
and enhanced immunodeficicncy. The agent could “jump”
from the main cycle if, for example, an infected man has
heterosexual intercoursc. This mode! could include also a
morec or less prolonged symptomicss phasc after first infection,
and therc is alrcady evidence that subclinical cellular immuno-
deficicncy is far more common among homosexual men than
had been realised until recently.?

The question of “newness” of an infectious disease and the
emecrgence of unrccognised agents raise in  themsclves
intriguing issues, These invite comparison with such agents
s human T lcukacmia virus, Marburg virus, and hepatitis B
virus. The first of these is & virus unearthed by present day
techniques for @ wel! characterised discase and which must
have been in circulation in some form for many ycars.*® The
Marburg virus,*! which infected laboratory workers preparing
poliovaccine from vervet monkey kidney cell cultures, might
not have come to light at all but for the technical procedures

745

requiring extensive processing of kidney cells of this specice.
To this day, its ultimate origin is uncertain, but it may have
been in circulation in the African jungle for centuries, only 1o
make its debut in human medicine in 1967 with a few brief
but tantalising occurrences since then. Hepatitis B viru: -
somewhat nearer home Human cunvalescent woram bl o
been used for prophylaxis apainst measle: and other tiral
infections until about 1920.%2 At the sume time bived tron--
fusion was becuming 4 pracucal reality, to be followcd son
by the use of freeze dricd pooled human plasma. Once thew
particular procedures became widespread, hepatitis B virus
could emerge as a serious problem in infectious disease caus.d
by the human to human transfer of material by this as well as
other mcans, such as improperly sterilised syringes. It was
some three decades before its clinical course was rcalised
however, and cven then the nature of the agent was unknown.
If it had not been for the use of blood and blood product:
hepatitis B might well have appeared first, at least in any
promincnce, as a sexually trensmitted disease, brought 10
light by incrcasing activity®® in thc homoscxual and drug
abusing fraternities of the conurbations where it is pow so rife

Unanswered qucstions

Clearly there are still morc questions than answers ub.ut
this syndrome. What is it? It is a communicable {or Yeem-
munity acquired™'?) cellular immune deficiency. Is it "nev. "
Yes. Why has it appearcd ? This is still an open questicn, Fest
answered by asking two more questions—What is the c.r:. 7
and Why is it able to cause #r? Three answers have oo
suggested.

Firstly, the “hot bed” theory arguer that the it ninwr
material in certain quarters by abriormal routes Zi foivh
such a level that, combincd with the cffccts of drug avuse of
various kinds, the sheer weight of chemical and microbial
insult to the body in general, and to T lymphecyter :in
particular, goes beyond the tolerable limit. Eventually
irreparable damage is sustained, which becomes muniest
clinically in one or other of the variety of components of the
syndrome.

Sccondly, the drug theory points to drug abusc s the
common denominator between the non-homoscyuals end the
main mass of patients. Much attention has focused on ar-yl
and butyl nitrite as relative newcomers 1o the senc, bu: they
arc scarcely enough alone to causce all the damage.

Thirdly, the virus theory argucs that the apparent com-
municability of the immune defect points to a microbial
origin. Various viruses affect the lymphocytes—for example,
‘measles, cytomegalovirus, and Fpstein-Barr virus. That there

“may be another is not surprising.

The first and second of these theories are worth considering;
the factors are undoubiedly relevant. Whether or ne’ an
unknowr virus, perhaps formeriy held at bay by adcquace
cellular immunity, is 8 reality is still conjecture, One possiblicy
is the introduction of an animal virus into the homascxual
system.” The list of thosc at risk, now that hacmophiliacs kave
been added, % and also prisoners,* has a familiar ring t©
those acquainted with the control of hepatitis B.

This brings us to the last question of all. What is to be
done ? Towards the end of 1982 the tally of cases was 788,
but this may be more than the tip of a large and rather chilling
iceberg yet to come. Specific treatment for the various aspects
of the syndrome has been weighed in the balance and mostly
found wanting. Antimicrobial chemotherapy for the infections
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has provmcﬁccﬁve in some cases and somewhat disappoint-
ing in y othcrs. Anticancer treatment for Kaposi's
sarcoma has been hampered by the leucopenia. The results of
attempts at thymic supplementation have not been long
Jasting, and bone marrow transplantation has been suggested
and iried in at least one case.®

Tie sbsence of any cffective treatment for these patients
vnderlines the importance of a preventive approach. If there
is 2 mizrobial agent, and if it is present in patients’ body fluids
and particularly their blood,** this means that there is a
groatet aced thar ever for care in handling human matetials*?
and in monitoring artifivial human to human transfer of any
kir, . Human blood may carry, among other things. hepatitis B
virus, st least two non-A, non-B hepatitis viruses, and
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