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EXAMINERS' CCMMENI'S with CANDIDATE'S REVISION, 

CDRRIGENDA AND DISCIBSION 



INTRODUCTION 

'Ibis thesis has covered several widely - aifferent fields of study before 

reaching its final mifying CX>I1cl l.Bions • Inevitably, to allow the thesis 

to reoo better and to avoia irrelevance and rei:etition, I fomd it 

necessary to limit my ref.Orts of previous v.0rk to those studies r:ertaining 

airectly to this thesis (except \\here historical i:ersi:ectives v.ere 

helpful). I am extranely - grateful to my Examiners for recognizing this 

and also for rx:>inting out sane imp:>rtant errors and anissions. 'Ihe 

purf.OSe of this Supplanent is to correct the anissions and errors p:>inted 

out by the Examiners and to reply to their cx:mments about the prospective 

studies. 'lbe revisions and discussion of the Examiners' ccmnents are 

tndertaken section by section. 'lb follow the argunent it is therefore 

necessary to read this Supplanent in CX>I1jtnction with the main body of the 

thesis. 

I wish to record my sincere thanks to Professor JP de V van Niekerk, \\ho 

kept me informal of the progress of the thesis in the later stages of its 

Examination thus diminishing the anxiety I felt dre to the 10,000 km 

sepiration between the Examiners and myself. I am also indebted to the 

staff of the Meaical Library at the loyal Berkshire Ibspital, Reacting \\ho 

assisted me without canplaint during my frantic search for late references. 



EXAMINERS' CCM1ENI'S WITH CANDIDATE'S REVISIONS, 

OORRIGENDA AND DISCIBSION 



SE.CTION 4.2: CSTEO:OOROSIS 

Examiner's Corment: 

I th:mght that the review of alcoh:>l and ooteop:>rosis 

was rather tnder-researchect (all the references are dated 1982 or earlier). 

candiaate's Revision: 

Ialen and Feldreich (1974) and Ialen and Lamke (1976) 

confinned the finding of redu:::ed tone mass in alcoh:>lics by Saville ( 1965) 

and Nilsson and Westlin (1973). 'Ihe mean annual l:xxle mineral loss in 

alcoh:>lics aH)ears ho"v.ever to be only marginally greater than that of 

controls (Dalen and Lamke 1976, :Eosner et al 1977) alth:mgh consistent in 

the subjects stuctied by these 'hOrkers. 

Posner et al ( 1977 ) also noted that the bone density of the distal 

rooius in "severe, stable alcoh:>lic cirrh:>tics" did not correlate with 

serum 25-hydroxyvitamin D levels. Although these levels "v.ere reduca:i 

can:i:ered with controls they "v.ere "sufficient to result in metabolic 

activity in bone." Others (Lalor and Counihan 1982) have confinna:i reduced 

25-hydroxy vitamin D levels in alcoh:>lic cirrh:>tics but the conclusions of 

Posner et al (1977) dO not suggest that these reduced levels are 

significant in causing "alcoh:>lic bone disease." 



Johnell, Nilsson and Wiklmd (1982) roted that the rate of bone 

m:ineral less in alcoh:>lics \\eS greater in those v.ho had previously 

undergme gastric surgery. Bone mineral content \\es not lc:,...,er in those 

with an increased frequency of fractures • 03teanalacia, on the few 

occasions it \\es seen on bone biop;y, occurred alrncst-exclusively in 

subjects v.ho had previously undergcne gastrectany. 03teoclast activity 

was significantly-:increased regardless of previous gastric surgery. 

In another study this group confirmed a non-significant increase :in 

serum prrathyroid h:>nncne (PTH) activity in alcoh:>lics v.hich fell with 

abstinence; they felt that the increased PI'H activity may have been 

seccndary to an alcohol-induced calciuresis (De M:rrchi et al 1984) rather 

than to a direct stimulation of PI'H activity by alcoh:>l (Johnell, 

Kristensson and Nilsson 1982). 

Schnitzler and Solancn (1984) demcnstrated considerable diminution of 

trabecular bone volune and bone fonnation (but increased bone resorption) 

in subjects ccnsuming CNer 80 gm alcoh:>l daily canp:ired with csteoarthritic 

and femoral neck fracture control subjects. These changes \\ere rrcst-

pronouncoo in reavy drinkers and \\ere indei:endent of abnonnalities in liver 

function tests • 03teanalacia \\eS not seen. The auth:>rs prop:>Sed that 

bone changes in alcoh:>lics \\ere dl..1:! to "mcoupling" of bone fonnation and 

resorption. 

In sunrnary these studies and those previously discussed in Section 4.2 

show that bone mineral content and bone fonnation is decreased in 

alcoh:>l1cs. Bone resorption is increased and csteanalacia is rare. 

These csteoµ:>rotic changes are rroq:hologically-sirnilar to those seen in 

elderly 'M:JI\En (Johnell, Nilsson and Wiklund 1982, Schnitzler and Solanm 

1984). 'Iheir cause is unknown: Schnitzler and Solancn (1984) and Bikle 

et al (1985) have revie\\ed the numerous suggested mechanisms v.hich include 



ethanol-induced calcium and I!1a:Jnesium hyperexcretion by the kidney, 

enterocyte abnormalities leading to calcium and vitamin D malabsorbtion, 

depression of plasma testosterone, elevation of plasma free cortisol levels 

ana defective bone collagen synthesis. Alcoh::>lic liver disease may not be 

a rrerequisite for the developnent of alcoool-induced csteop:,rosis 

( J ohnell, Kristensson and Nilsson 1982, Schnitzler and Solancn 1984) • 

Possibly alcoh::>l-induced csteop:,rosis represents the end of a "final 

cxromco p:1thway" of several of these imµited mechanisms acting 

synergistically, different canbinations occurring in different individuals. 

Bikle et al ( 1985) suggest that this II final carrncn p:1thway" is an 

inhibition of bcne remexielling by a mechanism inaep:mdent of changes in 

calciotropic oorrnaies. 

SECI'ION 4. 4.1 (p 28 - 29): CONFIBION OF ~ HIP AND ANFH 

Examiner's Cament: 

en p:1ge 28 the Section 4.4.1 deals with avascular 

necrosis of the femoral head, and here several blatant deficiencies are 

evictent. 'lb start with, the crucial description of the blcxxt supply of 

the femoral head mentions cnly the insignificant ligamentum teres and 

nutrient artery contributions, anitting all mention of the major supply 

fran the retinacular vessels. The ensuing description of the morbid 

anatany is naive, failing to mention the v.ell - established zones described 

in the avascular segment by d 'Aubigne. In defence. • • the thesis is not 

primarily concerned with avascular necrosis; only t\\O cases v.ere 

encomtered and are aeal t with elsev.here in the text. Nevertheless , if a 

new sphere is entered it should be accurately dealt with. 



Candidate's Revision: 

The femoral head has its blooct supply fran three 

freely - anastancsing sources. 'Ihe area around the fovea centralis 

receives a small arterial contribution fran the acetabular side of the 

joint through the ligamentmn teres. Terminal branches of the me:iullary 

arteries arising distally in the shaft of the femur contribute a further 

minor supply. 'Ihe main vascularization of the femoral head is ho....ever via 

the retinacular arteries. 'Ihese are branches of the me:iial and lateral 

femoral circunflex arteries \\hich i:erforate the femoral oortex jt:St distal 

to the femoral head. 'Ihe imp'.)rtance of this supply v.es detailed by Trueta 

and Harrison ( 1953 ) and corroborated by Judet et al ( 1955 ) • Poth groups 

emfil.asised the imp'.)rtance of the lateral epifhyseal artery in the femoral 

head blooct supply; later v.0rkers (Crock 1%5, Kelly 1%8) highlighted the 

free anastancses bet....een the various vessels around the femoral heact. 

In the femoral head the terminal branches of the retinacular arteries 

are arrange:i in arcades, running i:eri:endicular to the main stem in a radial 

fashion tov.erct the articular surface. Camn.nicating branches unite these 

arch vessels, \\hich sub-branch into ever-smaller arcades "like a series of 

fot.ntains" (Trueta and Harrison 1953). 'Ihe imp'.)rtance of these arcades is 

that they allow adequate blooct flow through the smallest vessels despite a 

graaratea oecrease in the i:erfusion pressure tov.erd the i:erifhery of the 

bone ( Brookes 1964). 'Ihis low - pr-essure i:erfusion system is vulnerable 

to canµ-anise by increases in pr-essure in the surrounding tissues; the 

small calibre of the retinacular vessels also renders them vulnerable to 

obstruction by microemboli. 'Ihe p'.)Ssible role of these mechanisms in 

causing ANFH is discussed in the Revised Section 4.4.5. 



Interruption of r:art of the arterial supply characteristically 

proooces a segmental area of bone infarction, widening to.....ards the 

cartilagenous proximal ena of the femoral head. 'lhe rrorbid anatany of the 

infarctea segment has been elegantly described by French v.orkers (Merle 

a' Aubigne et al 1 %5 ) • Macroscopically, in a frontal section of the 

ferroral head, the avascular lesion is characterised by a hard, white 

central necrotic core surrotmded by a readish zone, which itself is 

surromdect by a zcne of dense bone. 'lhe inferior limit of the lesion is 

usually near the fovea central is. Microscopically the articular cartilage 

overlying this lesion is alrncst- al.....ays fumd to be alive ana indeed is 

usually thicker than normal. 'lhe subch:>nctral bone is necrotic, with 

scanty csteocytes but normal trabecular architecture. 'lhis area 

corresp:mas to the hard, white area seen rnacroscopicall y. 'lhe readish 

zcne surromding it is an area of bone destruction or resorbtion, where 

bone tissue is "nearly canpletely absent"; fibrosis of the rnedullary si:aces 

is a notable feature. In this actively - vascular region with nunerous 

blooa vessels csteoblasts are seen destroying the trabeculae of the 

necrotic bone core. 

Surromding these areas is a zone of csteosclerosis and vascular 

proliferation containing many blooa vessels in viable cancellous femoral 

head bone; new trabeculae are seen at the limit of bone destruction. 

Merle a' AUbigne et al ( 1965) cx::mrnent that the area aromd the ligarnenturn 

teres is usually i:art of this sclerotic zone. 

SECTION 4. 4. 5 (p 32 - 34): PROFOSED MOCHANIEMS FOR 'IHE IEVEIDEMENT OF 

ANFH IN ALCOHOL ABIBERS 

Examiners' Corrrrents: First Examiner: 



Near the end of page 264, under the Section 22.6 "'Ihe 

Way Forvard: Fbssible Future Studies Arising Fran 'Ihis 'Ihesis," there 

appears a fleeting reference to the s\t.Ollen liJ;OCyte theory. '!his is the 

wrong place for the reference and it is grossly inadequate. 

Seccnd Examiner: 

It v.es disapp:>inting to find anissions of recent \t.Ork 

on ra1sea interosseous venous pressure and avascular necrosis of the 

ferooral react . 

Candictate' s Revision (To follow first paragraph, E 34): 

Corticosteroid-indocea hypercoagulability of the bleod in association with 

fat anboli and vasculitis may additionally cause vascular slu:iging similar 

to that seen in sickle cell disease ( Cosgriff et al 1950, Heimann and 

Freiberger 1960, Boksenbaum and Mendelson 1963). 

Alcoh:>l and corticosteroids could also cause ANFH by interfering with 

the ferooral head vascular supply through extrinsic mechanisms. 'Ihe 

perfusion pressure in the tenninal arterial arcades decreases progressively 

in their smaller loor:s ( Brookes 1964) , rendering these vessels vulnerable 

to outsiae pressure (Wang et al 1977) (Revision Section 4.4.1). An 

increase in pressure in the bone surrotnding these vessels will cause a 

proi:ortional fall in their bl(X)d flow (Michelsen 1967). Nixcn ( 1984 ) 

refers to this as a "canpartment syndrane of bone." Wang et al ( 1977) 

created an animal rroa.el to explain this bone pressure increase: they found 

that systemic OOininistration of corticosteroids to rabbits results in a 

significant anct reproctocible increase in marrow liJ;OCyte volume. 'These 



autrors p)Stulatect that this increased fat cell volume could ce 

accarm:x1atect cnly at the exi;ense of other elements in the lx>ne marrow. 

'The low-pressure venules are probably It'Qre-susceptible to external pressure 

than the arterioles (Wang et al 1984); venular occlusion will result in 

underi;erfusion and secondary arteriolar insufficiency (Jones and Hungerford 

1984). 

'There is clinical support in humans for this theory; Hungerford 

(1975) sho"8:1 an increase in femoral heact pressure (with delayed dye 

clearance on intramectullary venograftly) in p:ttients with early ANFH 

associated with corticcsteroid and alcorol use. Others have confinned 

this finding (Solanon 1979, Wang et al 1981, Conklin et al 1984). 'This is 

not, ro,;,.,ever the canplete explanation of alcorol- and corticcsteroid­

inau:ect ANFH: numerous animal rncxlels of venous congestion in bale have 

unifonnly failed to progress to lx>ne destruction and joint defonnity (Jones 

and Hungerford 1984). It is likely therefore that ANFH occurs as a result 

of a canbination of these proposed vasculitic, embolic and canpressive 

mechanisms (Jones and Hungerforo 1984, Wang et al 1984). 

SECTION 4. 7. 3 (p 39 - 40): HYPERLIPIDAEMIC AR'IHROPA'IHIES 

Examiner's Cament: 

It v.es disa!=P)inting to find •••• the candidate's 

ignoring of earlier descriptions of migrating tenosynovitis in association 

with hyperlipiaaemi.a. 

Candiaate's Revision: 

Helland- Hansen (1956) roted that 11 of 125 patients 



with "rereditary xantlxxnatosis" studied by him had tendo achilles 

tenosynovitis - a prevalence twice as high as expected in the region of his 

study. Harlan et al (1%6) in a large review of American :p3tients with 

familial hypercholesterolaernia noted recurrent :p3in and swelling in the 

achilles tendcns of two subjects. However it -was left to Glueck et al 

( 1 %8) to draw attention to this aspect of musculcskeletal involvement in 

Type II hyperlipidaemia: they described 14 patients with familial Type II 

hyper 1 ipidaernia v.ho suffered at tacks of tenctini tis , lasting tv.o or three 

days at a time and recurring ENery one to three nonths. Sanetimes these 

attacks were accan:p3nied by arthritis of the first metatarsop1alangeal 

joints or knees • The achilles tendons were m::st-frequently involved and 

in "many" :p3tients recurrent tendinitis preceded other hyperlipidaemic 

manifestations ( arcus , tendon xanth:::mata, xanthelasma and tuberous 

xanth:::mata) by years • 

SECTION 6. 5. 6 (p 66): or.HER ALCOHOL SCREENING TES'IS 

Examiner's Cament: 

Amcng the biochemical markers for alcorol, p66, one 

coula have mcluaed the sennn albumin abn:mnality observe:t by Professor 

Carl Bertil Iaurell, v.hich might have been of interest to validate in the 

study. 

Candiaate's Corment: 

Ballen and Iaurell (1972) stuaiect a variety of plasma 

proteins in 40 subjects with "liver cirrh::>sis in a quiescent state." 



PrealbllTlin levels v.ere frequently subnonnal. 'Ihe auth::>rs felt this 

protein to be the rocst-sensi ti ve of several plasma proteins as an indicator 

of impaired liver function. PrealbllTlin v.es decreased in cirrh::>tic 

patients irres~ctive of \\hether or oot alcoh::>l abuse had caused cirrh::>sis; 

low prealbumin is thus a marker of cirrh::>sis rather than alcoh::>l abuse. 

S:EJ2TION 7 {p 70 - 74): EPIDEMIOLOGICAL MF.:IBOIS REI.EVAN!' 'IO STUDIES OF 

ARI'HRITIC R}RJIATIONS 

Examiners' Connents: First Examiner: 

The thesis incll.r.ies an interesting 

section {p 70-74) en the pitfalls inherent in case-control investigations 

such as this • In this work the auth::>r has been at great pains to exclu:'.ie 

selection bias, sample bias and infonnation bias. 

Second Examiner: 

Chapter 7 is devoted to 

epidaniolcgical meth:>ds relevant to studies of arthritic JX)pulations. 

Here the canctiaate discusses several sources of bias but the candidate does 

not show that he is th::>roughly conversant with this area of research 

met.h:x::1ol03y, and there is no review of the considerable rheumatol03ical 

literature concerning the epidaniolcgy of rheumatic disease. 

Candidate's Connent: 

I cannot reconcile the canments of the two Examiners 

about this section of the thesis. The title of this chapter carries a 



high degree of specificity - I ma:te no attempt to review the entire 

epidaniolCXJical and rheumatol(XJical literature concerning the epidaniolCXJY 

of rheumatic disease because I felt it could not be accamKXiatect witoout 

making the text even rrore "long-winded" (Examiner' s \\Orcts) • Nevertheless, 

to indicate my familiarity with the rheumatolCXJical literature concerning 

the epidaniolCXJY of rheumatic disease I have inclu::ied in their appropriate 

sections numerous references to \\Ork in this field by Acheson et al (1973, 

1975, 1979, 1982), Fbwler et al (1970), Ianiellson (1964), Gold and cangani 

(1979), Kellgren et al (1952, 1958, 1961, 1963, 1964), Lawrence (1955, 

1969, 1975, 1977), Peyron (1979), Solancn et al (1975, 1982), vb:xi and 

Badley ( 1980 ) and others • 

seq. of the main thesis. 

'Ihese references are to be found en i:age 267 et 

SECTION 8 (w 75 - 80): PSYCHOI.OGICAL ASPECTS OF RHEUMA'IDID AR'IHRITIS 

Examiner's Corrments: 

The chapter on i:sycholCXJical aspects of rheumatoid 

arthritis is also rather scanty. 

Candidate's Revision (To carplete Section 8.1, p77): 

It must be debatable v.hether studies subsequent to the 

review of i:sycl'nlCXJical aspects of rheumatic disease by B:ium (1982) have 

a:tde::t much to understanding of the i:sycholCXJical dlanges v.hich occur in 

i:atients with rheumatoid arthritis. Liang et al (1984) can:p3.rect 76 

patients with SLE and 23 with RA by their responses to the M-1PI [Minnesota 

Multifilasic Personality Inventory, a standard instrunmt for measuring 



p,ycholO:Jical variables designed by Hatha\'tey and McKinley (1943 )] • Both 

grotq:S of ratients had significantly-elevated scores on the r.MPI scales for 

Hypoch::mdriasis, Depression and Hysteria irrespective of their disease 

duration. The autrors felt that these findings indicated that Depression 

and Hypocronctriasis are clcsely-related and are both also related tD 

changes in social activity. 'Ibis study ""8S, rowever, heavily-flawed: only 

20% of RA and 14% of SI.E subjects approached by the auth::>rs agreed tD take 

rart, intrOd.tcing (by their cdmission) a considerable element of sample 

bias. r.t>re-seriously, Smythe (1984) has p:>inted out that the 

Hypocronctriasis, Depression and Hysteria scales of the r-f.1PI have many p:lin 

and disability-related questions; subjects admitting tD suffering rain will 

thus mevitably have high scores on all these scales. The r.MPI is thus 

not an appropriate measure of the p,ycholO:Jical state of ratients with 

organic disease causing rain and disability (Smythe 1984). Equally, I 

believe that the rigidly-structured r.MPI cannot recO:Jnize major 

p,ycl'olO:Jical canp:>nents -....hich affect the clinical course and outcane of 

ratients with RA. 

Other studies of the p,ycholO:Jical state of RA p:ltients have yielded 

results -....hich are easier tD interpret. Rima1 and Laakso (1984) assessed 

the prevalence over lcng perioos of p,ycl'op:ltholO:JY in such p:ltients; 46% 

of 74 wanen with classical or definite RA studied CNer a 15 year perioct had 

"i:sychiatric disturbances necessitating treatment" ciuring the periOd. of 

study. 41% had i:sycl'op:ltholO:JY at the time of study ( jlEt tnder half of 

\lhan were "depressive"). Cnly one p:ltient had a p,ycrotic disorder. 

This study \'teS not ccntrolled, nor did it mention the effect of treatment 

in the p,ycrop:i.tholO:JY study group. The authors however camnentect that 

i:sychop:i.tholO:Jy redoced the effect of antiarthritic therapy in RA p:i.tients. 



'Ihe sexral Jroblans of RA :p3tients have rntil recently received scant 

attention.Elst et al (1984) fot.nd that RA sufferers (but not :p3tients with 

ankylcsing spoooylitis) tended to avoid sex v.hen canr:arect with controls. 

In w:::rnen, the level of sexral aversion related weakly to disease variables 

such as joint index and erythrocyte sedimentation rate. Yoshino and 

Orchida (1981) studied sexral i:roblans in Ja:p3nese w:::rnen with RA. '!heir 

mccntrollect study similarly showed a decline in sexral desire in their 

subjects (v.hose sµmses also suffered diminished libido). 

It is interesting to speculate v.hether this sexral aversion and the 

alcoh::>l aversion that I noted in my RA subjects in Study A are r:art of the 

same f.henanenon. As in the case of alcoh::>l aversion, RA :p3tients v.ho 

avoia sexral activity prObably do so for a variety of reasons but I believe 

that cx:mmcn to both is the feeling that "life with a chronic r:ainful 

aisease allav.s little roan · for pleasures." Possibly this attitude 

cootributes to the depression felt by so many RA :p3tients • 

SECTION 10. 2. 2 (p 91 - 92 ) : SUBJECTS WITH RHEUMATOID AR'IHRITIS 

Examiner's Corments: 

I would perhafS have liked more clinical data regarding 

the RA :p3tients. 

Canaictate' s Corrment: 

I presume the excllliner refers to infonnation about 

prectaninant joint involvanent, associated medical corx:iitions and drug 

therapy. Unfortrnately this infonnation \\es not tabulated for study. 



SECTION 10.4 (p 96 - 97): VENFSECTION AND BLOOD PRESSURE 

Examiner's Corment: 

The samples ,;,,.ere taken at 9.00 am and n:>n-fasting. It 

woula rave been a::1vantageous to take samples fasting before breakfast, and 

in any case the reasons (:pt"actical?) for the clx>sen routine could rave been 

stated. 

Candidate's Corment: 

I agree that fasting samples .....ould rave been ideal but 

unfortunately this ,;.as not practical; subjects ,;,,.ere routinely venesected by 

Iitlebotanists after breakfast, the decision about \\hich tests to mdertake 

often being ma::1e jmt before µilebotany. Fasting samples .....ould rave meant 

double venesection wi. th an increased likelih::xxi of non-canpliance by 

subjects and their mooical attenaants (nost p:ttients belonged to 

consultants with \\han I had cnly casual links). 'lhe examiner is thus 

correct in surmising that the non-fasting routine ,;.as chosen for pragmatic 

reasons. 

SECTION 11.3 (p 107 - 108): ALCOHOL CONSUMPl'ION SCORES 

Examiner's Corment: 

On p:tge 108 it is stated that consumption before the age 



of 30 was aisregardea as bearing 11
I'X) relation to later ccnsurnption". lbw 

sure can one be that this is so? 

Candidate's Corment: 

I could rot be sure, but many subjects told me that 

they ctrank "much rrore \'hen younger." Clcser questioning revealea that trose 

\'ho drank heavily in their "youth" but ·became abstemious later, cut their 

consumption in their mict-20 's coincident with marriage and pranotl.on at 

work. I therefore chose the age of 30 as an arbitrary cut-off F,Oint for 

"mature a:tult" alcoh:>l consumption as mcst subjects had settled into long­

term lifestyle P3tterns by that age. 

SEX:::TION 11. 8.1 (p 117): INTRA--OBSERVER RELIABILITY 

Examiner's Comrent: 

A reference for Kendall's tau test would have been 

indicated • 

Canaidate's Corment: 

The awropriate reference is: Kendall r.K;. Rank 

Correlation ~thxis. London, Griffin, 4th Fa 1970. 

SEX:::TION 11.10 (p 121): BLOOD PRESSURE AND REIDRTED CURRENI' AI.COOOL 

CONSUMPI'ION 



Exanu.ner's Connent: 

On r:ege 121 the lack of correlation between current QF 

score and blocx:1 pr-essure is shown. 

QF scores? 

What about the relation with earlier 

Candidate's Carment: 

There t,,,eS a similar lack of correlation between earlier 

QF scores and blood pressure. 

SECTION 12.2 (p 127): OJRREIATION BEIWEEN CLINICAL, HISTOLOGICAL AND PI.AIN 

RADIOLOGICAL FINDINGS 

Exanu.ner's Corment: 

The r:etient's cxmplaints were fran the left hip but the 

only abrxmnality t,,,eS at the right hip. 

left. 

Candidate's Carment: 

'!he correct side is pr-obably the 

The Examiner is correct. Symptans, signs and 

raaiolcgical abnonnalities were all confined to the left side. 

SECTION 14.1. 5 (p 145 - 146): QF QUESTIONNAIRE VALID,i'\.TION 



Examiner's Cament: 

'Ihe reliability of any interview methxi regarding alcoml 

consumption can be questioned. Cne way of validation that was not used 

would have been sp:>"use intervie~, another the check for records of arrests 

for annken driving and other alcoml-related offences. Al tlxmgh I fully 

accept the prooably-insurmountable problens involved in such approaches, 

they could have been discussed. 

Canaiaate's Conrcent: 

si:ouse intervie~ v.ould have been extremely valuable in 

corroborating subjects' answers and would have been acceptable in these 

studies if the Sp)use had been available for interview; unfortunately this 

was very rarely the case.Court records ....ere rnavailable and anyway v.ould 

have indicated "proolan drinking" behaviour rather than "abnonnal drinking" 

v.hich was t.nder investigation in Study A. In Study C the CAGE 

questionnaire served the purp)Se of assessing "proolan drinking" and of 

corroborating QF alcoml consumption scores • 

Several individuals ( rotably Dr Joan Trowell of the 

Liver Unit, John Radcliffe H:>spital, Oxford) felt that Studies A and C 

would have been strengthened by the inclusion of a blooo. alcoml estimation 

i:erfonnect simultaneously with the GGT, SUA. and r.cv. Dr Trowell cx:mnented 

that this v.ould have allCll.\e:i easier detection of female alcoml abusers, 

v.ho are esi:ecially-rel~tant to cdmit their alcoml consumption. I agree; 

if I were to rei:eat these studies I would assay blooo. alcoml. My concern 

at the time was about the lack of security of blc:xx:t alcoml results, v.hich 



might have had legal implications ( for example the incidental discovery of 

e l evated blco:1 alcoh::>l levels in fit individuals W"lO had driven themselves 

to lospital for elective surgery). Clearly this is not a consideration in 

ill :r:atients admitted to mooical wards. 

SEX:TION 14. 2 (p 146 - 147): SEIBCTION OF SUBJECTS (PARI'ICUf.ARLY CCNI'ROIS) 

FOR 'IHE STUDY 

Examiner's Corments: 

The selection of normal controls seems odd, when there 

mt:st surely have been access to other subjects in the Oxford health region. 

Candidate's Corment: 

The answer to this imp::>rtant question is detailed at 

length in Section 14.2 

SECTION 14.4 (pl48 - 150): QF SCORES: 

Examiner's Connent: 

It YBS a little surprising to see no discussion about 

life-time alcoh:>l consumption p:1tterns in o.n.. vs RA in terms of preceding 

p,ych::>l03ical and genetic factors in RA patients. 

Candidate's Corments: 



My study shov.S that J)["eno:rbia heavy alcoh:>l 

ccnsumi:t:1on is rrore-ccmron anongst a,\ patients than amcngst RA patients and 

control subjects. Little is kno'wn of the premorbid :r;ersonality in RA 

patients; Baker ana Brewerton (1981) suggested that :r;eople v.ho go en to 

aevelop RA might have certain :r;ersonality traits reflected in an unusually­

increased J)["evalence of "life events" in their pre-RA existence; I suppose 

it mi.:st be conceivable that such traits might be associated with lifelong 

abstemiousness • Ibwever other v.orkers (Section 8. 1, p 77 ) have not 

confinne:1 differences between the J)["emorbia :r;ersonality of RA patients and 

controls. 

Little is kno'wn also of genetic or familial factors determining 

alcoh:>l consumi:t:1on. Family, aaoption and twin studies have not resolva:1 

v.hether there is a genetically- transmitted predisp:>sition to the 

deve.lopnent of alcolx>lism ( Goodwin 1979); "alcoh:>lism" ( or "problen 

ctrinking") is however not HI.A- linked (Robertson et al 1984) • It thus 

remains conceivable that a genetic susceptibility to RA is linked with 

genetic resistance to alcoh:>lism. 

SECTION 16.7 (p 181 - 182): QJESTIONNAIRE 

Examiner's Connents: 

en rage 182 it is implied that gout is diagnosed by 

elevated SUA levels, v.hich is of course not p:>5sible if no typical symptans 

are observe:1 and crystal finaings are ma:ie. Furthermore, the influence of 

drugs oo SUA \\Ollla be likely to enter a bias between the grollfS, RA 



patients probably using Il'Ore of the uricosuric NSAID' s. 

Canaiaate's Conment: 

I state<1 the diagn:>stic criteria :fbr gout in these 

studies in Section 12.3 (w 128 - 129) and in Section 17.9 (p 193). 

Subjects ha.a gout if they gave a history of recurrent attacks of painful 

swelling ana redness of one or other of the first metatarsofilalangeal 

joint, never lasting longer than a :fortnight, with canplete remission 

between attacks • Similar attacks at joints other than the first 

metatarsoµialangeal, together with past or present evidence of elevated SUA 

(abolle 400 micranol/litre in males and 350 micranol/litre in females) were 

considered to indicate gout. In Study B, I haa n:> way of establishing i:ast 

SUA levels so subjects with attacks at joints other than the first 

metatarsofilalangeal v.ere deema:t to have "JX)ssible" gout. It can thus be 

seen that SUA levels played a lesser role than clinical presentation in 

deciding \'hether or n:>t subjects haa suffered gout. 

'Ihe examiner's secona JX)int about NSAI drugs entering a JX)tential bias 

between aiagnostic group:; is acknowledged in the paragra:p1 4 (Drugs 

Decreasing SUA) in Section 15.4.1 m page 166. 

SECTION 17 .12 (p 195): IECREASED RAN3E OF JOINT MOVEMENT: 

Examiner's Caments: 

The canaidate gives no indication of how limited joint 

nmility was measured and in the absence of a normal JX)pulation n:> 



definition of range of notion is p:,ssible and the conclusion that joint 

hypancbility is increasea in this alcorolic p:>p.llation is open to question. 

Canaiaate's Carment: 

The examiner is correct in p:>inting out the anission of 

the metb:x:1 of assessment of joint hypancbility. I used the metlxxi of 

Raskin and lawless (1982); they stated that "aecreasea ••• range of notion 

[secondary to trauma] was defined by •••• abnonnality of at least 10 degrees 

as canffired to standard articular charts (r-tcarty 1979) and as cani:aroo to 

the contralateral joint." I agree also that witrout a control p:>p.llation 

the ccnclIBion that joint hypancbility is increasea in this alcoh:>lic 

p:>p..1lation is open to question; I emi:hasised this along with conclusions 

about other aspects of the study in Section 22. 3. hov.ever the Examiner 

later states that I have used Beighton' s Scoring System for hypermcbility 

ana arawn inferences fran lCJv,l scores about joint hypancbility in 

alcorolics • I must refute this: any conclusions I drew fran m::i:>ility 

scores related cnl y to hypennobil i ty. 

I agree with the Examiner that "it is not acceptable 

to araw canffirisons [as in section 18.10] betv.een joint hypancbility 

prevalence in the alcorolics (olaer) and in ma::iical students (young) 

because rrroi11ty scores decrease with age." Apart fran this error on my 

i:art, my conclIBions about Joint hype.mobility relate only to the 

distribution of joints with abnonnally-aiminished novernent and to the 

cauc;es of this diminution in novernent. 

CJI'HER COM-1EN'!'S: 



Examiner's Corrment: 

There is no infonnation about the alcorol const.nnption 

JBtterns in the Oxford Region. 'Ihe fact that rrore 0A. men \\ere reavier 

drinkers than RA stands as it is but there is nov.here any indication of how 

this JEttern relates to the camnmity. 

Candiaate's Corrment: 

The Examiner is correct. There was ( at the time of 

sutmission of the thesis) ro infonnation about canmunity pa.tterns of 

alcorol const.nnpt.ion in the Oxford Region. 'Ihe figures for England and 

Wales as a v.hole do rot serve for canJErison because they are aggregate 

figures v.hich do rot reflect differences in lccal const.nnpt.ion. 

Examiner's Comrent: 

It is difficult to accept the imp:>ssibility of finding a 

crn.trol p:>pulation [ in Study B, Sections 16 to 18]. Why not t.Ee randan 

age- and sex- matched real thy individuals? 

Canaidate's Corrrnent: 

In retrospect I agree with the Examiner. A control 

group such as he suggests w:>uld at least have allc:,,..eC1 assessment of the 

significance of interesting findings such as the apparently-frequent 

meniscal problems in alcorolics • At the time I plannect the study I felt 

that the difficulty in finding a suitable control group w:>uld result 

inevitably in an unsuitable choice of controls, open to considerable 



criticism, \\hich v.oula detract fran other aspects of the study. 

Examiner's Ccmrent: 

Figure 20.9.2 ctoes not show a linear relationship 

bet-ween oor and QF score as implied by the regression line. 

Canaiaate's Ccmrent: 

'!his Wis also my initial lillp:-ession. 'Ihe linear 

regression line m-wever gave the "best fit" in terms of statistical 

significance - there -were no significant relationshi_p3 bet-ween these 

variables v.hen tested by logarithmic and exp::mential regressions. 
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