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clinicians have in deciding a cut-off level for manasement Ales and
Santini need to ponder the principal frrd.ing of Farmer er al.s srudy,j
wtuch was that matemal glucose îolerance is a continutun relatrng to
morbid nsk to the ferus.

Another approach to evaluation ofrhe risks ofgesutional glucose
intolerance and hence to the justification for screening_namelv
glucose rolerance assessmenr after unexplained srillbinh_is also
rgnored. 

'fhis 
may be iustifiable on the grounds that grief induces

suflicient lasting sress to the extenr that around trvo months after
the event the intravenous glucose tolerance lest is unreliable.
However, Ales and Santiru mav have been urìaware of the dau
which show that about one-fifth of women have abnormal
inravenous glucose tolerance ó.8 weeks after unexplained
stillbinh.a A funher omission rvas îheir failure to comment on rhe
non-reproducibiliry of the oral glucose tolerance tÈsr in
pregnancy.só

'I'heir 
conclusiorr that data to supp()rr universal screenilg are

Itmited is c(ìrrect, if circumspect; but $'e d(ì not agree that ..a rnore
restrarned approach than universal screening may be appropnate".
Meubolic crror associated widr nalnatalhaz:rd is asvmpîomaric. srr
case selection is not ar option. I)iabetogenic feroparhy must be dìc
rcsult of failure to metabolise mixed ftxrd properly. postprandial
blcxld sugar measurement is an option anti is direct, simplc, ancl
inexpensive, although úrc meal slrould be standardiscti.r Ar a titnc
when studies are begnrung to show that blood sugar concenuadons
alter a standardiscd rneal in pregnarcy relare not onlv ro bin}rrveighr
but also to perinaral morbidity,s it would bc a pity indeed if Alcs:ur..l
Santini rverc to rveaken the argument of clinicians sec.king rtr
pÍrvide screening. lìor the mother, Ales and S:intini dÒ concede that
gestational glucose intolerance idenrífìes women at risk of
subsequent diabetes mcllitus and note that on-going dierarl
trcatrìi! 'nf after thc inrìcx pregnancv larer lcd to a rnuch lrwcr rhan
expected incidcncc of ovcrt diabctes mellitus_o
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Stn,-Dr Ales and Dr Sandni conclude that there is no cvidence
f-or the need for universal screening for gesrarional diabetes, afìer
srudying the matemal and fetal risks from gesradonal diabetes and
the possible benefits of rrearmenr. They briefìy mention a srudy of
Pima Indians.l 'I'his 

invesdgarion showed that offspring ol'
gestational diabeuc mothers have increased risk for obesity and
glucose intolerance in larer life.

It cannot be proven whether this effect is relared to the
intrauterine diabetic milieu or to a 6;enetic predisposition. Howcver,
is rars in which we induced "gestaúonal diaberes", we found iltat
transmission of diabetes is not gcnetic but due ro the diabcdc
intrauterine milieu. Diabetes was transmitted only through the
female line and not through the patemal line.2 Moreover úre
intrauterine diabedc milieu induces a delèct not only at the level of
the insulin-producing 0 cells but also at the level of insulin recerrror
function, resulting in insulin resisnnce.r
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'fhe 
offspring of diabetic male mice are at grearer risk of

becoming diabetic.a These data do not conrradicî the results in Pima
Indians or our data in rats. Indeed, in our studies, we are dealing
with gostational diabetes. Immunological changes, as shown by
eosinophilic infrlitration in the fetal pancreatic islets, are only
present in type I diabetes and not in inf-ants bom to gestaúonal
diaberic mothers.s h is possible that these immunological changes
are protective in the devclopmenr of diaberes in later life.
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PROTEASE ANTIGENS I:ROM }IOUSE DUST MITE

Sttl,-A cI)NA clone c<xling for one of the maior andgens from
tlre house dust mite l)ennat<tphrtgLtides pter.tn.lssintL\, ongirally
elled f)erp I but norv referred to as l)crp Ill, has been isolated and
sequenced.r Search ofprotein sequence data banks showed that rhis
clone coded frrr a pumúve protease belonging ro dìe cysrelne fàmily
and that Der p Ill had extensive homology with rhe mammalian
Crtzt'mes carlìepsilt ll and H, and rhe plant errz}Tnes papain and
actinrdin. 'I 'o 

conlìmr drtse otrservations, u,e purihed Du t' III
lìom spent gtowth medtur:r rrblainecl alier culttrring 1) pt.,rorrysgl4r
by a combination <rf phvsic<rchentiul lrnrcetiures.r Irs proteoh,ric
activjtv was rrc.asurcd b5, rclcasc rl'solublc pcptides fiorn úre
insoluble general protease substrate'Azocoll'.3'l-hese expenmcnts
showed that Der p lll was acrive alld that prior acîivation with a
reducing reagent was requircd f(ìr cxpression (table r ). On the basis
of these frndings, protease studies were done on extracts of house
dust colleced from the homes of mire asthmatic volunreers.
Cysteine protease acrivirv correlared rvith ievels of Der p lll
measurcd by radioimrnunoassay lmble I ).

During these studies it became apparenr that proteases disrinct
from the cysleine dependenr Der p III u'ere alxr presenî, both in
exlracts of spent grou4i mcdium. and rr house dust. \{'e are
characîerising the proteases in spent grorrth medium and have
shown rhat proreins binding to a sovbean rn'pstn inhibitor
aflìnity-chromatographv marrr-\ rvere allergenic bv direcr
radioallergosorbent assav. A mite protein rvas isolated from spenr
growth medium on ion-exchange chromatographv and high-
performance liquid chromatographv, and irs N-rerminal
sequenced. The sequence demonstrared homology with that frrr an
allergen isolated from D Jtntntt,'(rable rrr. desiggrated Der J llLt
I{owever, sequence anal),sis of Dtr p ll| and Der.f III with the
protein identification resource of îhe Narional Biomedrcal Research
Foundation showed that both proteins had signiiìcant N-termtral

TARI-l: I-Cll'Sl LINE DEPLM)F-NI Al{D l^-l)trt'tTNDItNI PROTF},SE
A(ìTÍVITY ASSO(.,IA'|ED \I'I1-H PURIFIED DCr h TTT AND HOUSE DUSI'

Protease activitv associared wir}t
Pmrson's conelation

betrvem l)erp II I
conce'nlration and
)tcase activi ly in dust

t n : 1 2 6 )
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'rAuLE lt*HoMor.(xìy BETvEEN Der f ttt, Der p tn, AND SERINIì pRorEAsEs cu\'l\{orR\?stN AND TRYPSIN

Sequence r t 0n lefi, I 8 on righl )

Pro 
-I'yt

Prc 
'l-yt

G lu  I  l l e

Gln I le

Ser t'' 
l ISer  
l l  

'
Ser r* l l  50
S e r  P h e l l  4 5

(ìhymotrypsin

(cmyfish)o
'fqpsin

thomert '

hr:rmology with venebrate and invertebrate serine proteascs such as
trypsin and chlnnotrypsin ltable It).

'lhese 
data indicate that núle extracts contain prue<rlytically

active antigens belonging to the serine and cysteinc protease fhmilies
and, given the observattons about the sensttisatjon of individuals to

boù types of eruyrnes,sn our findings suggcst that proteolytlc

activity per se is an important feature conúibuting to mrte allergtc

tlisease in suscepúble individuals, In addition, iu'tdgens associated
with the f aecal panicle other than the group I antl I I I antigens may

well be enzlrnes involved ín digestion.
'l'his srudy rvas supponed by thc Bmbury and l:'erth branchcs trl thc

Asthma F-omdarion of WA Inc. thc Australim NH md MRC, and thc
Princess À{argarer (.ihiklrcn's À{e.lial Rcscarch lirmdation. !(rc thmk
C. S. l-. for providing the mite matenals.

{  ì l r r io l  Immmok 'p*  Rcearch  L In r t ,

l)rincss À'largeret llospiral.

Suhircrr, Pmh 6il)fì. Vt\tem Austraìra,

I  ) r l1 r f tù r .n r , , l , \ {cdr (  inc .

I  i l ) rvers in  , f  Vrcsrem Ausr ra i i r .

Nr l l lú ìds ,  I 'enh i

md I ' rn r  Pr , te tn  S în i ( t r rc  I - rh r ra r ,n '

LLrd \ r . ig  lns t tú tc  l ì r r  ( ìnccr  Rò(arch ,

Wal tc r  md l l l i sa  l {a l l  Ins t r ru te

for Mqlisl Rsearch.

l'arh1,ille, \'ictoria

(ì. A. S t t'rti,an r
P. J. Tnor.u,sttH
R. J. Slulsor.t

l. Chua KY. Src* an GA. l1rorus !(R, et al. Sc'quene malvsis of cDNA ctrJing {il a

major house dust mìte allergen. 1)rr p I: homoloxry witl qsleine prorea*s t lirp

ilad 1988; Í612 li5 1t2
2. Stewan (iA. Is)laron md charaoerization of the allrgm Dpr l2 frm

I)cnuntîlupa&s f l.r'm\'$rm6 ty chromatofmsìng. Int Archs 4llcrgt' ApVI

I tonurul ltt82: 691 221-1,).
1. (lharim R. Bumen TJ. Hageman JH. Assalin8 proteinass qrrh Azr*rrll ,'lml

Rnchm l9*t:11ó: .iló-50

4. Stewan GA, Nisbet A. l lomas VR. ( lrua KY, Steinknrg S. Immunobiolor- o[

ftoterses fri rm the housr drrst mile. N lirgl tl lleril I'roc l q88; 9: 'l I 5.
5. (,hapmar MD, Helmm f'\v, Platrs-Mills 

-I 
Alt. llptoFe maPping ol mior housc

dustmite(I)cmtophagîid6)al letSmstrsagmonalonal anti tnl iq In del lak
A,'I odt A. Mire allergy: a world s'ide pmblfr. Brusiels: U(R lnstirule of Allergy'
1988;27-2c.

ó. I i rmiK,Savgawa-I ' ,WnrdhuryRG,etaì.Amrnoacidsequoeofreylìsht.4rtarar

/Rfdt,7,r I rrypsin ll Rithntsrn, lqfìl; 221 l.l5k)5.
7. Janv Kl.), llekelat K. Plìeidorq G, lshay J. Amino acid scqumce of m ins(t

chlmotrypsin fnrm the lana of rhe homet f 'rspo on.rlulrì. Biahm Bto4hls Rcs
lìarnrar lQ81 I l0: l -?

8 lilindt MI-tl. I\lmonary dissse due to inhalatirn of tlcrirativ$ of lJd.r//td rróil,ltr
ontaining prot$lyr ic enzyme. Luntet lgóq; i :  I177+1.

q. Flindr À,f LH. Respirarory hmds from papain. Lardr 1978i i: 4lO-12.

.FINGERTIP UNff '' IN DERIVTATOLOGY

Stn,-Prescribing in dermatology is inaccurate in that usually
neither the patient nor the doctor knows how much crqun or

ointment should be applied, One manufacturer suggests that 3 cm
of ointment squeezed form a rube with a 5 mm diameter nozzle will

be about I g. Unfornrrately the concept of 3 cm is confusing to some
patients and clur measurements show thal 3 cm of ointrnent from a
5 mm nozzle weighs about 0 6 g. A new concept ofa "fingenip unit"
is understandable by patients and relevant since patients usually
squeeze ointment from a rube held in one hand onro úre hngenip of
the opposite hand, usually onto the index finger.

'l'he 
average length ofthe distal phalarx ofthe index finger' taken

from the distal crease to rhe end of the furger on the palmar aspect is
2  5 c m ( S D 0 ' I | . n :  I 2 ) f o r a d u l t m a l e s a n d 2  l c m í 0  1 0 , n -  l 2 ) l o r

_t

adult females. 
-fwenty-four patients were shown once how to

measure out this lengîlì of ointmenl and then asked to squeeze out

this amount on their index frnger frtrm a lfi) g rube of

bcramethasone valerate 0 02570 ointrnent.'lhe cxpressed ointíìent

wciglìed, ft.rr nru1"r, 0 49 g (0 09) and, ftrr fernales,0 43 g (0 09). In

adults one fingenip unit (2 5 cm [0 221, n:2'1, ab()ur onc inch) of

ointment from a standard 5 rnm nozzle therefore represents

approximarell' 0 5 g (mates) or () 4 g tfemales t. Roughly, therefore,
for a 5 mm diameter rube nozzleì 2 or 2 5 fingenip units represents

l g .
'l-he 

use of a fingenip unit does have some inaccuracies and

vanability, but has the advantage of being understandatrle and

mcarungful to patients and doctors. 
-I'his 

simple meîhod has
pntenrial in ensuring thar patients do not use excessive mounts of

topical steroids, and should also help clinicians prescribe

appropriate amounts of topical drugs.
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I]\C'TATIONAL HYPOMAGNESAEMIA

Srn,-l\{agnesium deficiency during lactation is well known rr

cowsl but only one human case has been reported. We repon

another case.
A 24-year-old woman was admitted to the cardiac intensive care

unit of the C'ovemment Medical Crrllege' Nagpur, because of

rapidly pro$essive weakness of all her limbs for the past 4 h The

patient had had a normal full-term hospital delivery I 5 days befbre

admission and had undergone tubeúomy 5 days before adrrussion.

On the day of admission the weakness staned iniúally on the left side

and then involved both the right arm and leg with.in 30 min. 
'[']rere

was no history of sensory disorders, cranial nerve involvement,

fever, loose motions, vomidng' increased urine output' diabetes

mellitus, or relevant drug use. She had three children, aged 5 years'

3 years, and 20 days old, and had breast fed them all. She had no

similar complaints during previous lactations' Pulse was ó2lmin and

irregular. Other vital signs and breasts were normal. She was

conscious and anxious. Muscle bulk was norrnali there was

claspknife spasticity in alt four limbs, deep tendon reflexes were

exaggerated, planar reflexes were indeterminate' and abdominal

reflexes were absent. Ele{trocardiogram revealed evidence of

hlpokalaemia and multiple ventricular premantre beats.

Haematological examinadon was norrnal. Serum magnesium was

0 5 mmol/l (normal 0 &-l 7) and milk magnesirxn was 4 9 mmol/l
(normal l'6). Urinary magnesium was 0'8 mmol/l (normal 45-123).

Serum calcium was 2 8 mmol/l and phospate I l mmol/I. Serum

parathorrnone was normal. Urinary potassium was 36 mmol/I.

The patient was treated with an inúavenous magnesium 2 g bolus

and was tlen put on magnesium sulphate, 2 g orally once a day. She

also received inúavenous ligncraine and 'lsolyte E'. After

magnesiun and poussium replacement the venuicular prerrEture

beats disappeared; power improved to grade 5 (Medical Research
(iruncil scale); and deep tendon reflexes retumed to normal. Serum

magnesium increased after therapy to norînal (l I mmol/l). She

continues to breasrfeed the child.
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