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Absorption of AKA-positive sera with aggregated human IgG did
not remove the antibodies. The antibody activity was shown by
column chromatography to correspond to the IgG peak, and contami-
nation with IgM could not be detected with a sensitive radial immuno-
diffusion method.

Discussion

The anti-keratin antibody described here gives a highly
specific staining pattern with rat, mouse, and monkey oesopha-
geal keratin and, to a less extent, with human skin. The antibody
also reacts with the cortical cells of both human and non-human
hair follicles. In human tissue the reaction appears to be both
stronger and more specific for the keratogenous zone (fig 2).
Experimentally produced antibodies to these proteins cross-react
with low-sulphur keratins in the cortical cells of the differen-
tiating hair follicles of guinea-pigs but do not react with the
keratogenous zone.6 This suggests that our reaction is different
and more specific for fully differentiated keratins. Our results
with the less differentiated mouse oesophageal keratin"3 and
comparisons with the morphological reactions obtained in the
cortical cells of mice (B J J Young; in preparation) support this
interpretation.

Absorption experiments with heat-aggregated human IgG
and chromatography showed that the keratin antibody is an
IgG autoantibody, which is unlikely to be related to rheumatoid
factor.
Thus compared with the SCAT detection of AKA appears to

be highly specific for RA; only one patient with scleroderma
was positive in the non-RA group. The SCAT is sensitive but
not specific for RA. Kellgren et al'4 reported positive reactions

in 41 0 of patients with systemic lupus erythematosus, 41%o with
systemic sclerosis, 13°o with dermatomyositis, and 200O with
polyarteritis nodosa, whereas specificity for RA was shown by
Valkenburg et all; to increase only as the SCAT titre rises.
Moreover, in random sampling in the north of England only
2600 of people with a positive SCAT result had clinical or
radiological evidence of RA.16
AKA should have a clinical value in being more specific

though less sensitive than the SCAT reaction for RA.
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SHORT REPORTS

Field trial of a heat-stable measles
vaccine in Cameroon
Heat-labile measles vaccines are rapidly inactivated at room tempera-
ture and require a rigorously controlled cold chain for conservation
without loss of potency. Recently the development of more-heat-stable
measles vaccines has been reported by manufacturers. Laboratory
studies of Rimevax, one such vaccine, were carried out by the manu-
facturer and showed that the minimum required titre (10: median
tissue culture infective dose!/dose) was maintained after 14 days'
storage at 37TC and after 21 days at 20'C-250C.' In order to assess
this vaccine for use under field conditions in the United Republic of
Cameroon we undertook the following study in Yaounde, the capital.

Methods and results

Rimevax was transferred from storage at -20'C to a covered, dark
container and maintained unfrozen at room temperature for from 24 to
192 hours before its reconstitution and use. A continuous temperature
monitor kept with the vaccine recorded temperatures ranging from 23-1°C
to 25-4C. At 24-hour intervals eight phials of the unfrozen vaccine were
removed from storage. Four phials were refrozen at - 20°C for later titration
and four were immediately transported, at ambient temperatures and in a
dark container, to the vaccination site, where they were reconstituted with
diluent at the same temperature as the vaccine. With informed consent of
the parents 0 5 cm3 of the vaccine was administered subcutaneously by
needle and syringe to children aged 9-24 months who had no history of
measles. Vaccine was administered within 30 minutes of reconstitution;
before and 30 days after immunisation capillary blood was collected on
filter-paper discs from finger puncture as described by Mathews et al.2
The discs were dried for 24 hours and stored sealed with a desiccant at
-20°C. Measles hemagglutination inhibition antibody determination was
performed on this blood according to the techniques developed by
Hierholzer and Suggs3 and Norrby.4 Vaccine virus titration was performed
on the Rimevax using the method described by Peetermans.5

None of the children had a history of measles during the period of the
study. Seroconversion was defined as a rise in titre from seronegative
( < 1 :10) to > 1:20; all children who failed to seroconvert were revaccinated.
Out of 55 children aged 13-24 months, 53 seroconverted (96 % seroconversion
rate), while out of 77 children aged 9-12 months, 69 seroconverted (rate of
90 %) (table). The titre of Rimevax remained essentially stable during the
192 hours of the study at a level above 3-5 loglo per dose.

Seroconversion to Rimevax in children aged 9-24 months in Cameroon during
1977

Age (months)

9-12 13-24

No of No of
Duration of susceptible No (tvO) susceptible No (°h)

vaccine storage children successfully children successfully
at 230-25°C vaccinated seroconverted vaccinated seroconverted

(hours) with 30-day with 30-day
follow-up follow-up

24-48 4 3 (75) 5 5 (100)
48-72 13 13 (100) 8 8 (100)
72-96 14 13 (93) 11 10 (91)
96-120 12 11 (92) 4 4 (100)
120-144 8 7 (88) 14 14 (100)
144-168 10 8 (80) 6 6 (100)
168-192 16 14 (88) 7 6 (86)

Overall 77 69 (90) 55 53 (96)

Comment

Under field conditions in Cameroon Rimevax showed a negligible
loss of titre during exposure to temperatures between 23°C and 25°C
for seven days and induced seroconversion in over 90% of the children
vaccinated. Though this does not eliminate the need for a well-
controlled cold chain of vaccine conservation, such stability will
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help to ensure good-quality measles vaccine despite the difficulties
in distributing it in the countries of sub-Saharan Africa.

1 Vaccin Rougeoleux Vivant Attenue (Souche Schwarz) Pour Injection.
Recherche et Industrie Th&rapeutiques, SA, Smith, Kline and French.

2 Mathews, H M, et al, American Journal of Tropical Medicine and Hygiene,
1970, 19, 581.

3Hierholzer, J C, and Suggs, M T, Applied Microbiology, 1969, 18, 816.
4 Norrby, E, Proceedings of the Societyfor Experimental Biology and Medicine,

1962, 11, 814.
5 Peetermans, J, International Symposium on Standardisation and Use of

Vaccines in Developing Countries, Guadeloupe, 1978.
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Luteal function in patients seeking
AID

Artificial insemination from a donor (AID) is increasingly acceptable
and demand for it is rising rapidly. Successful AID requires not only
accurate timing of insemination but also suitable hormonal support
for egg transport and implantation. Of all patients attending our
NHS infertility clinic for donor insemination, however, 84%" required
clomiphene to improve luteal function; we decided to study this
more fully.

Patients, methods, and results

All patients seeking AID between March 1976 and December 1978 were
included. Out of 149 patients, 100 (67%) were found to have suboptimal
serum progesterone concentrations (<30 nmol/l; <94-4 ng/ml) in the
midluteal phase. Of 109 women attending the clinic who did not have
oligomenorrhoea and whose husbands were normospermic, only 46 (42%)
had suboptimal serum progesterone concentrations. This difference was
significant (P<0001). Furthermore, out of 16 patients whose midluteal
progesterone concentrations were measured before their husbands were
found to be infertile, only 6 (37 5 %) had suboptimal values (P <0 02).
We also studied the temperature charts of our patients where these

included accurate records of temperature during stages in treatment. The
duration of basal temperature "hiphase" (number of days the temperature
remained 01°C or more above the maximum temperature recorded in the
week before the rise) was measured in each case. We studied the effects of the
following stages: (1) from applying for AID to being put on the waiting
list; (2) from the AID waiting list to starting treatment in patients not taking

Duration of hiphase related to change in management

Duration of
Management phase hiphase in days No of Significance

(mean ± SD) patients

Preclinic attendance 13-8 ±1-11 10 P 0.001Waiting list for AID 11-2±1 7 1 <
Waiting list, no clomiphene 12-3 ± 19 \ 15 NS
AID started .. 12-6 ± 2 5 1
Waiting list, taking clomiphene 14-4±14 13 NS
AID started .. 13-9±41-4J
AID without clomiphene 11 9±1 6 1 7 P <0-001AID with clomiphene 14-1±141-4P

NS = Not significant.

clomiphene; (3) from the AID waiting list to starting treatment in patients
taking clomiphene; and (4) starting to take clomiphene in patients receiving
AID. The table gives the results.

Comment

We might expect that most women with infertile husbands would
have normal fertility. We found, however, that 6700 of patients
receiving AID in our clinic had suboptimal midluteal progesterone
concentrations. This prevalence was significantly higher than in
infertile women with fertile husbands. A further 170' of patients
required clomiphene because of irregular menstrual cycles or poor
hiphase. Peyser et all showed that psychological factors can affect
the hypothalamic-pituitary-ovarian axis, which governs the hormonal
basis of the menstrual cycle. We find that women presenting for
AID undergo a change in duration of the hiphase and hence a change
in their luteal function.
AID has, until recently, been subject to medical and lay disapproval,

and is something that most couples find difficult to discuss with
friends and relatives. It probably threatens the relationship between
husband and wife, and causes more emotional stress than infertility
alone. Preparating for and starting a course of AID is a major step for
infertile couples, and pre-AID assessment is essential to increase the
chances of success. AID counsellors, particularly those in clinics
where treatment is undertaken, should adopt a relaxed approach with
the couple seeking help. AID is best performed in centres where full
hormonal evaluation and treatment can be undertaken.

1 Peyser, M R, et al, Obstetrics and Gynecology, 1973, 42, 667.
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Successful treatment of systemic
cryptococcosis with miconazole
Cryptococcosis associated with immunological deficiencies has a
poor prognosis.' 2 We report on a patient with dermatomyositis who
developed systemic cryptococcosis and was successfully treated with
miconazole; this is the first such case reported in the UK.

Case report

A 15-year-old girl presented in January 1973 with pain and swelling in her
left calf. She developed a fever, and pain in her deltoid muscle and chest.
Erythrocyte sedimentation rate was 100 mm in the first hour; serum immuno-
globulin M, oc'- and x2-globulins, lactate dehydrogenase, and creatine
phosphokinase concentrations were all raised; and she was anaemic. Tests
for antinuclear factor and LE cells were negative. A muscle biopsy showed
polymyositis without vasculitis. She improved on oral prednisolone until
September 1974, when she developed generalised muscle pains and weakness
accompanied by dermatomyositic skin changes on her face and extremities.
LE cell and antinuclear factor tests became positive. The prednisolone
dosage was adjusted to between 10 and 20 mg daily. She developed many
urinary and upper respiratory tract infections, but her chest x-ray films
remained clear until August 1976, when an opacity was seen in the upper
right lung. Tubercle bacilli were not found. That winter she had recurrent
febrile attacks, associated with exacerbations of muscle or skin changes.
These symptoms were controlled by increasing the dose of prednisolone.
Early in 1977 her fever returned, and painful swellings appeared on her
buttocks, elbow, and forearm. She was given ampicillin, but the next week
some of the swellings ulcerated (fig). No organisms were seen in Gram films,
but Cryptococcus neoformans was isolated in pure culture from an aspirated
swelling and three times subsequently from ulcers, but not from blood.
The culture grew on blood agar at 37°C with added CO2, but its "germina-
tion time" varied from two to eight days, after which profuse growth
suddenly appeared on plates previously blank. The organism was sensitive
to 5-fluorocytosine (5-fc) amphotericin, and miconazole. Cryptococci were
seen in biopsy specimens from the lesions and a in a blood film. Neither
cryptococci not tubercle bacilli were found in her sputum, and her cerebro-
spinal fluid was normal.
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