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of rhe drug alone or othcr dflrgÉ may lead to prcudo.
lupus or that an idiopathic form of the diseasc e*i.srs
is expccted frorn retrospective analysis of the other
csses kuown so frr. AccordiDg to thc latest report
from Germany I all fiftcen pseudolupus patieots
described bad veoous disease.

Ia all our padents the symptorns regrcssed or sub-
sided 4-ó months after wirhdrawal of tle dnrg and
have not so far reappeared. Treat+ent with cortico-
steroids often seesred benefic'"!. More prolonged
follow-up is needed ro decide whether chronic dis-
eesHs described in some cascs r,a--catr always bc
avoided by complete withdrawal of the drug.

Ve can only speculate as to horr the drug leads
to discase. Sincc pseudolupus developed after 5-
14 months on the drug, a chronic toxic efiect may bc
postulatcd. However, sincc îàe ílln.tr coatbues after
withdrawal for monrhs with sy:rnptom-free intervals,
other factors may play a rolc- In tìe seven patients
invesúgated immunologi.ally, sieps of au imnunologi-
cal imbalatrce were found, suctr as a[e.rgy, lympho.
pcnia, and raised IgM a.od Q lcvels. Leucocytosis,
the ineease of yorrng ueurophils, and the genulocyre-
rich pleuritic exudates point to funher alterations of
neutrophil furrction. Ifowever, sll tbcsc abnormeli-
ties rnay be a coruequence of the disease taîhet rhe"

the cause. The glycoside comlxlnent of veoocuran
aid sera from patienîs on this dng depressed in-
viuo lympbocyte reactiviry to PJI;- $irqilqr efiects
have been described with various otàer glycosider and
also with salicylates, drugs which ere considered safe
for long-term trcaunerit and which are not kuowrr to
have serious side-effects of this oature,u'a Therc-
fore, this in-viro findifig, though noteworthy, may
be inelevant to the disease.

Our data strongly suggest x linh betweeu a drug
aad a distinct rliseaser but arc not condusive. They
rue reported i.n this form becausc of their grave impU-
cations. It seerns amazing that it sbould take 15
years for such a serious aud uot u.qcorrr'rog side-etrect
of a widely used dnrg to be recognised. Yet only e
chein of fornritous events led ro its discovery, îbe most
inponant bebg the preseuce of a serological roarker
of the disease. It is now uP to physicians as well as
to the dnrg manufactruerr (who collaborated in ou
investigation) to take the nec€ssary stcps should
further evaluations confirsr that pseudolupus is indeed
an iatrogenic disease.

Ve thank tbe dírccton and thch colleborators of rhc mediql
cli.D.icsr as well as thc practitioners wbo pcrticipeted in thie
snrdy: Prof. M, $chmid end Dr. H. B0hlcr $faid Ifosptot
Zúrich); Dr Ch- VorbureFr (Bsdcn Hospibl); Dr B. Guracr
(Wecilon HosÉsl); Dr P. FrEhael aad Dr -8. Guggis-bcrg
(Usrcr Hospial); Dr R Siegrothrlcr (BEhch,HorÉtrl); Prof-
E. tllefligpr WeId Hospisl); Dr A- I{úy (e{nbosl HorÈnl
Vinrcrthur)i and Dr A- Grctcacr, Dr rL Brl'acr, Dr K'
Bachmanq Dr V. ISweosbcr& g.ud Dr Il. ViPf.

Requeats for repriare sho'lcl bc eddcrrcd o P' J. G.
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LQCJIL PRODUCTION OF SPECIFIC IsE
AI\ITIBODIES IN ALLERGIC.REINITIS

PATIENTS WTTH NEGATTVE SKIN TESTS

K. G. Huccnrs Jovarnerv Bnosrorr
Dcpotmcnt of Immwrology, Middlesa Hospital Mcdícol

School, London VIP gPG

a group of patients wirh aUergic
swwnant iii.irir had a crinior history srr.'ngly

suggestive of house-dust-mite (Dmnatophagoídzs
praonyssínus) dlergy but uegative skin reactiolrs
wheo prick resned with D. ptermrysdnts enracts.
Thesc patients werc proved to be clinically a[ergic
by nasal provocaúon with this allergen, Although
radioallcrgosorbeot tests showed tbat these patiears
lacked specific IgE antibodies in their senrm, they
did have specific antibodics in their nafal secretions.
These finrlisgs indicate that these padents had allereic
rhinitis mediated by îhe local production of IgE
antibodies-

Introduction

Tttr diagnosis of allergic rhinitis due to housedust
mite is depeodent upon rwo Eaior factors-a positive
dinical history and a positive immediate weal-o"d-
flare skin reaction with the relèvant allergm- The
imnunological mechanigns a.rc tlTe r, im'nediatc
hypcrsensitivity.r Patieots crur present with a history
strongly suggestivc of house-dust-mitc ell.tgy yet
fail to give rhis psitive weal-end-flare reactjon oo
skin rcsriag.s't The ruast cells in the skin of thcsc
patients can mediate e type-r reactim, sisce a skin
resllorure is obtained with other dlergens to which
thc paticnt may also be sensitivc (e.8., grass pollen).

\V'e have investigated patienrs with c history of
house-dust-rnite allergy wùich bas been confi.rmed by
nesal provocadon tests- Nevertbeless, these patientr
wÉne negetive on skin testing, end we susPected tbat
l66sl nnd not sFtemic production of allergen-specific
IgE rnighr e4plain these obsenracions. Ve looked
therefore in the nssal seaetion and senrm for IgE
mtibodies dirccted BSainst tle house-dust nite in thit
group of patients and compared them wiîh a gfoup
who wcre similarly allcrgic but who did give positivc
skin tects.

Patieds, Materials, and Methods

Padents
paticats wcre scl€ctcd ftoE those attorring fin a[ergy

clÍnic who presentcd with a hisrcry stggestive of dletgis
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rhbiris due to the hourc-dust lrite' Fourtecl paricats

wrre skb-test negative 6 Dennútephcgoides pt*onywinus

(five malc, aioc fcmale, avcragc - zge 27'2 years). SÍr

osles who wete skin-tcst positive (awrage zge 26'2 years)

od five contfols (four male, otre f""'ale, avenge Z8'4

years) were also studied. The sarne baEch of allergut

errrect, was used in alt test systrrDs ia this srudy (Dome

Laboratories, batch no. 9106O42).

Nasal Prauocatioa Tcst
The allergen extracÌs were diluted iq 50% glyccrol-

saline to 4O, 20O, and 1000 protein nitrogro rnits per ml.

The diluted extract was adrcinistered es an aerosol to a

síngle nasal eisan beginning with the lowest dose- In

the abssnce of a reaction the prccedure was leP€atcd after

20 minutes with a higher concentration of allergeo' A
positive reacîion was recorded when tbe paticor sneezÉd

or r4orted itîhiFg and nasal obstructioo.

RadìooII t go sorb ett Îesr (n.e.s-r-)

R.A.s.T, assays were performed ushg the praedure of

Ccska.r Allergo extracts were cbeoice'lly bound to PaPet
discg (Vhatman no. 54) by reaction with cyanogen

bmmide (Fluka A.G.). Goat auti-brrman IeE (MiIe6

Research Divisioo) was 
'purificd 

by etrnigy drmato-
gaphy s and the pure antibody was labdled witb iodine-

1zi.' R,A.s.T. assays were performed on both nasal

secretiof, and serr:m.

Nasol Secretìon
The nasal secedons were coUected by placing a I x l0

cur. strip of frlter pePer (Vhatmstr no- l) is-the nme fc

15 miautes (a non-traumatic praedure). The cecîetion

is úren eluted in saline for 5 mínutec agd canccútratcd

by freeze drying befme atsaybg the spccific IgF"

Results

Ve divided our patients ilto two grouPs, The

study group, with a history of house-dust-mite allergy
but no positive skin test, and a positive conuol group
who gavc both a positive history and a positive skin

Hi story + +

Skin  Test  +  -

Scrrrn rod na!41 rccrctlen Rj.S.T. arrr.y3'

(a) Positivc history and poritivc rkin tcst.
(ó) Posítive hirory and ncattivc skiu tccî,
(c) Noo-rtopic controlr.

t49

tesr All the members of these two grouPs responded

to bousedust mite on nasal provocation and were

therefore Provd to be dinically allergic.

Serum R*{.s.T. assays were p€rformed on all Paticnts.
As a group, only those patients who were skin-test
positive showed raised serum-R.A's.r. levels' No sig-
nificant difierence was found between the serurl-
RA.s.T. levcl of the snrdy group who wcre skin'tcst
ncgative and the non-atopic controls, with the excelF
tion of two Patients (figure). A positive R.A's.T.
response is one which is at least twice that obtained
by the negativc conttols, in this casc îhe non-atopic
group.T

The method of sampling the nesal secretion, with

fi.lter paper, was connenient. It. is difficult to stan-

dardise nasal secretioo and its components, and our
datr are really qualitative, not quanritarive, in that
rhey indicatc the Presence of specific IgE ancibodies,
not their absolute concenttadon' R.A,s'T. titres were

raísed in the nasal secretions of all the patients rela-

rive to the non-eîopic cootrols. This dernonstrates
the prcsence of specific IeE antibodies in rhe nasal
secreîions of all tirese patients with proven house-
dust-mite allergy, whether or not they also show a
poaitive skin test and a raised scrum R.A.s'T. RA-s.T.
values in the nasat secrclions of non-atopic controls

weÌe comparable to the background obtained when
the radiolabelled anti-IgE was applicd directly to the

mite-coniugated disc.

Discussion

Vc havc identified a gloup of patients wirh allergic

rhinitis due to house'dust mitÉ cònfirmed by provoca-

tion test who do not resPond with tle usual weal-

and-flare skís reaction when prick tested with extracts

of thc responsible allergen-!'3 These parients also had

a negadvJ serum R^A.s.T. to housc-dust mite. A posi-

tive skin test and raised serum R.A'S.T. have bcen

acceptcd as imponant criteria in the diagnosis of

varióus allergic clinical cooditionsi Ve see in these

patients the absence of both sucb corrclations'
On ctrallenge, whether by nasal plovocation or in

everyday life, these paticnts do develop sympq1s

when erposed to house{ust-rnite allerg-ens' This

indicatesi as it did to Alexander in L927 rz that these

slmptoms are due to local factors in the target organ'

,L. oot., In spitc of both negadve skin tests and

negative serum R.A.S.T, we have demonstrated rhat

thise petients have specific IgE aqtibodies in their

uasal s'ecretion, indicating the tocal production of and-

bodies in the nasal muéosa- The specific IgE anti-

bodies fousd in nasal secredons are eimilar to thosc

fourd in serum.f
By considtring a hornogeneous group of patients

,.n"iti". to a defiqed allergea we have been able to

hiebfigbt soloe important lnsiderations in the diag-

no-sis óf aUcrgic thínitis. Fitstly, the importa't role

"f 
fo."f prodriction of antibody on the specific. allelqtc

,"rpo.r". A diagnbsis could have been missed in

th"se paticnts if trndue emphasis were placed upon

the abience of a skin rcsponsc. In a sinrilar way' we

see thc dificulry in interpredng results obtoined from

in-viuo. tests suclr as thc R.A'S.T' fn or'rr srudy grqu!

there was no corelation betcteeo Proven dinical

hisrory and semm R.a.s.T- response^ \V'c 
-emphasise
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rhc imponancc of a good clinical history, especially

since ihet. is another group of individuals (not

reponed here) who give neirher a suggestive history
nor positive nasal provocation îest, yet have positive

skin ìesrs aad raiscd levels of IgE antibodies to specific

allergens in their seîum'

Wc thank Ms D' Goriup for technical x33i3rrn6s' I' B' il

supported by the Mcdical Rcsearch Couacil'---R-equests 
ior reprints should bc addresscd to K' G' H'
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INFUSION THROMBOPHLEBITIS AND

INFECTION WITH VARIOUS CANNI''LAS

CrnrstlNn Colr-rx
I- D. A. Jom,lstox

phlebitis or bacterial contamination. \7e compared

rhc frequency of bacterial colonisation of the cannula

and local thrombophlebitis associated with four difrer-

ent carululas. Thesc comprised three short cannulas-

onc of stainless steel (butterfly), one of polypropylene
('Medicut'), onc of 'Teflon' (' Venflon')-and one

l2-inch long carurula of 'Teflon' (E'Z cath ').

Materials and Methods

Patients requiring intravenous infusion were allocated
randornly to one of four types of cannula-i'e', buttetfly
(stainless steel), E-Z c*h (lZ-inch long flexibl: t5no1),
medicur (polypropylenc), venflon (short rigid teflon). All

cannulas were erected by one Person (C' C') who recorded
the îjrlpe of cannula used, its situalion, the duration of

the infision, Md îhe reason for discontinuing the infusion'

At the end of the infusion tlc cannula will Ìclnovcd and
flushed through with 2 ml- of Todd-Hewitt broth which
was added directly îo Robertson's Eeat medium and
incubated aî 37"C for up to 7 days. Sub-cultures weFe

made and any orgaoisms Preseît identified' After dis-

continuiDg the .infusion the site of cannula insenion was

assesscd for evidence of rhrombophlebitis by an observer

who was unaqrare of rhe'type of cannula used' Initially

ao attempt was made Îo grade the thrombopblebitis
according to its severity, but this was abandoned for two

reasons: firstly, it was our pîactice lo stop rhe infusion at
the 6rsr sign of ttrrombophlebitís, and its severity there-

fore depended to a largc crlent on how early it was

brought ro our uotice; andr secondly, the severiry of
throÀbophlebitis oftea incrcased after thc canDula tnas
removed. For these reasons thrombophlebitis was simply

recorded as being Prceot if there was an area of inflam-
mation almg rhe cóurse of the vein of 3 crn, or tnore fiom
the point of cannula inscrtion.

Results

A total of two hundred and six infusions were

srudied, the cannulas used being forty-eight buler-

fly, forty- srx E'Z cath, sixty-one medicuÎ, and fifty-

one venflon.
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A prospective study was carricd out of
JurnmFtv the frcquency of thrombophlebitis and

bacterial contamination of Cannulas associated wiÎll

four commonly used inravenous csnnulas of diffcr-

ing length and chemical composidon. For all can-

nilas tfr" frequenry of thrombophlebitis increased

significantly with rime' Long 'Teflon' cannulas

*-.r" significantly more likely to be contaminated

with bacteria and associated with thrombophlebitis

than all other cannulas' whilq the low frequencl of

thrombophlebitis with butterfly stainless steel caffiu-

las was shown to be due to their short duration of

use. Ic is suggested that long tefloo cannulas should

be avoided and that infusion rhrombophlebitis could

be eliminated as a clinical problem by the use of

inrermittent shorî duration intravenous infusions-

Iotroduction

Inrnavruous infusion is associated with a small

mortaliry from septicamia I and a considerable mor-

bidity ftom rhrombophlebitis ? at the infusion site'

Theie problerns have been considered by mariy

workers and numerous recommendations have been

mede as to the means of reducing their frequenca'

These have involved the usc of asePtic technique

during cannula insertion,s toPical €pplication of vari-

ous a;tibioúcs,a's Mil'lipore fi1ters,6 and recommenda-

cions to buffer thc infusion fluids'7 The effect of the

rype of cannula used has received scant attention'

Inuavenous cannules differ greatly both in their

chemical cornposition and in the Îraurna associated

with their insenion; however, there are few comPara-

tive data on their liability to produce thrombo-
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Fr:qucncy of throobophlobltlr rnd porrtlvc crnnulr cdtrrr:r ia

lofurloan of dlEcring durrtioo-
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