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Decline in deaths from Rhesus haemolytic 
disease of the newborn 

ABSTRACT?Giving anti-D immunoglobulin post- 
natally to Rh negative women to prevent Rhesus 
haemolytic disease of the newborn in future pregnan- 
cies has reduced the incidence of this disease in the 

UK to such low levels that younger doctors are no 

longer familiar with it. 

We initiated the prevention of Rhesus haemolytic 
disease of the newborn (Rh(D)HDN) with postnatal 
anti-D immunoglobulin in Liverpool in 1961 [1]. At 
various intervals since then we have, with colleagues, 
reported the decrease in deaths from Rh(D)HDN 
[2-4] in the UK. Table 1 presents a summary of the 
data for the 16 years from 1977 to 1992. 
The fetal death rate is now so low that it is more 

informative to estimate the maternal immunisation 

rate, ie the number of Rh negative women who 
become sensitised to their Rh positive fetus' red cells. 
In North America the immunisation rate is now about 

10 times less than it was before the introduction there 

in 1968 of anti-D immunoglobulin prophylaxis [5]. In 

England and Wales, however, the maternal immunisa- 
tion rate has fallen to a far lesser extent than the 

Rh(D)HDN death rate, probably because of the addi- 
tional use, in North America, of routinely adminis- 
tered antenatal anti-D immunoglobulin as well as the 

postnatal dose. 
The European Union has recently produced guide- 

lines (111/3463/92-EN) indicating that the postnatal 
prophylactic dose of immunoglobulin should be 1,250 
iu rather than the 500 iu routinely given in the UK. 
This, with antenatal as well as postnatal anti-D 

immunoglobulin, would require a great deal more 
immunoglobulin than is currently obtained from a 
panel of blood donors. Production using monoclonal 
antibodies might solve the problem, but clinical trials 
of synthesised anti-D immunoglobulin are not yet 
complete. 
There are also problems with regard to the Klei- 

hauer test (to detect fetal cells in the maternal circula- 
tion and determine the need for additional anti-D 

immunoglobulin) [6-8]; flow cytometry [9], by means 
of a specifically tailored anti-D, may be quicker and 
more reliable. Trials are being carried out in Liverpool 
(Dr Vanessa Martlew) and in Cambridge (Dr Willem 
Ouwehand). 

Table 1 also shows that while deaths from 

Rh(D)HDN have diminished, the number of deaths 

mistakenly classified as such (category 6) have not 
decreased proportionately; eg cause of death on the 
baby's certificate given only as 'mother Rh negative', 
or as haemorrhagic disease of the newborn. This is 
probably due to the fact that because so few babies 
are now born with HDN, fewer doctors know and 
understand it. 
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References 

1 Finn R, Clarke CA, Donohoe WTA, et al. Experimental studies 
on the prevention of Rh haemolytic disease. Br Med J 
196 l;i: 1486-90. 

2 Clarke CA, Mollison PL. Deaths from Rh haemolytic disease of 
the fetus and newborn, 1977-87. J R Coll Physicians Lond 
1989;23:181-4. 

3 Hussey RM, Clarke CA. Deaths from Rh haemolytic disease in 
England and Wales in 1988 and 1989. Br Med J 1991;303:445-6. 

4 Hussey RM, Clarke CA. Deaths from haemolytic disease of the 
newborn in 1990. Br Med J 1992;304:444. 

5 Walker RH, Batton DG, Morrison M. The current rarity of RhD 

haemolytic disease of the newborn in a community hospital. 
Am J Clin Pathol 1993;100:340-1. 

6 Lee D. Recommended dose of anti-D immunoglobulin. Br 
Med J 1993;307:1145-6. 

7 Maclennan S, Flanagan P. Prophylaxis with anti-D immunoglob- 
ulin. Br Med J1994;308:203. 

8 Duguid JKM, Bromilow I. Anti-D immunoglobulin administra- 
tion. Br Med J1994; (in press). 

9 Mollison PL, Engelfriet CP, Contreras M. Flow cytometry. In: 
Blood transfusion in clinical medicine (9th edn). Oxford: Blackwell 
Scientific Publications, 1993; 153?4 and 1015. 

Address for correspondence: Sir Cyril Clarke, Department of Genet- 
ics and Microbiology, University of Liverpool, PO Box 147, Liverpool 
L69 3BX. 

SIR CYRIL CLARKE, kbe, md, frcp, frs 
Department of Genetics and Microbiology 
RUTH M HUSSEY, drcog, mfcm 
Director of Public Health, University of Liverpool 

310 Journal of the Royal College of Physicians of London Vol. 28 No. 4 July/August 1994 



Decline in deaths from Rhesus haemolytic disease of the newborn 

Table 1. Classification of deaths registered by the Office of Population 
Censuses and Stn veys as due to haemolvtic disease 

of fetus or newborn, 1977-92. 

Category Year 

1977 1978 1979 1980 1981 1982 1983 1984 1985 1986 1987 1988 1989 1990 1991 1992 

Deaths due to anti-D* 

la 53 40 40 31 14 17 4 1 5 8 1 3 2 0 0 0 

lb 32 28 24 23 12 16 12 11 11 9 9 5 5 5 4 2 

2 12 11 10 6658398762332 
3 97 12 119 6 9 9 8 5 10 6 1 2 2 5 

4 0211001100000100 

Total 106 88 87 72 41 44 34 25 33 30 27 20 10 11 9 9 

Deaths/100,000 live births 18.4 14.6 13.5 10.9 6.4 7.0 5.4 3.9 5.0 4.5 3.9 2.9 1.5 1.6 1.3 1.3 

Haemolytic disease due to antibody other than anti-D (anti-c, anti-K, etc) 
5 43 3 434454404 3 426 

Deaths not due to haemolytic disease (that is, excluded after scrutiny of notes) 
6 45 49 21 27 13 19 17 19 15 18 8 7 10 8 4 15 

Total deaths registered as 
due to haemolytic disease 

by the OPCS 155 140 111 103 57 67 55 49 52 52 35 31 23 23 15 30 

*Category 1: mother believed to have been immunised by pregnancy after which she was not given injection of anti-Rh 
immunoglobulin; category la: immunising pregnancy occurred before 1970 (when anti-Rh immunoglobulin not widely avail- 
able); category lb: immunising pregnancy occurred from 1970 onwards; category 2: immunised during first pregnancy (anti-D 
detected during or within seven days after first pregnancy); category 3: immunised despite having been given anti-Rh 
immunoglobulin after one or more previous pregnancies (failure of prophylaxis); category 4: immunised against D by blood 
transfusion. (For categories 5 and 6 see above.) 
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