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Is Atypical Measles Syndrome Still Prevalent?
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Abstract
In contrast to classic measles disease, atypical measles syndrome occurs in older patients, with a 
polymorphic rash, pulmonary nodular infiltrates, hepatic function deterioration and eosinophilia. It 
is suggested that the syndrome evolves around the formation of immune complexes. Moreover, this 
is most often a mild, self-limiting disease, although the pulmonary infiltrates may be asymptomatic 
for months to years. Despite the fact that the concept of immune waning related with the measles 
virus is generally discarded, a humoral immunologic fading away is suspected in atypical measles 
syndrome. To our knowledge, a patient with this disorder has been described as late as 2015.
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Comparison between Classic Measles Disease and Atypical 
Measles Syndrome (AMS)

When compared with classic measles:

1. AMS has an older age distribution and may present with high and durable fever [1].

2. AMS shows polymorphous skin lesions, starting with the hands and feet [1].

3. AMS often involves the lungs with nodular infiltrates, enlarged hilar lymph nodes and at 
times pleural effusion. The pulmonary infiltrates may resolve abruptly [2].

4. Liver function tests are often abnormal in AMS [2].

5. AMS presents with eosinophilia [2].

6. AMS was first related with the introduction in 1963 of a killed measles virus, Formalin-
Inactivated Measles Virus (FIMV) vaccine. Following the FIMV vaccine, the AMS patients were 
often exposed to wild type Measles Virus (MV). This vaccine was officially withdrawn in 1967, but 
cases of AMS have been reported until 2015 [2,3].

7. AMS is poorly identified, including by GPs, and is rarely as severe as classic measles disease 
[4].

8. In AMS, antibody titers are usually higher than 1:160, in contrast with the measles disease. It 
seems that the immunologic features of AMS are distinctive [5].

9. AMS may in addition present with abdominal pain, edema and headache. Musculoskeletal 
pain might prevail, as well as high levels of CPK.

10. In AMS, Koplik spots are frequent and may last 5-7 days, in contrast with the 2 days duration 
after the rash in classic measles.

11. Photophobia is found in not more than 1% of AMS.

12. AMS is probably non-contagious, in marked contrast with typical measles.

13. Though most patients diagnosed with AMS, were related with the FIMV vaccine, several 
of the later AMS cases were associated with the Live Attenuated Measles Vaccine (LAV). In 1967, 
the FIMV was discarded, as inefficient with potential sequels. For a short period of time, LAV was 
administered after the FIMV, with apparent positive results [6].

14. Vaccination with FIMV had been protective for a few months, after which, the titers dropped 
abruptly. It is proposed that this fall in the antibodies titers is none else but a humoral immunity 
waning.

15. We have noted cases of AMS with prior LAV vaccine, which suggest an antibody titer drop 
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(secondary vaccine failure). This incidence might be related with a 
protracted exposure to an acute measles patient [7].

16. To confirm the ease with which the diagnosis of AMS is 
missed, we will mention a report of 291 adults diagnosed with 
measles in 1987. In addition to their older age, these patients stand 
out with an abnormal liver function (86%); abdominal pain, diarrhea 
and vomiting (33%), Koplik spots lasting up to 7 days. In retrospect 
it is not excluded that these patients, or part of them, had developed 
AMS [8-10].

17. The study by Levine et al [10] sustains to our opinion the 
existence of a waning immunity in their patients, who displayed 
the deterioration of the anti-MV antibodies, 20 years after the 
introduction of a two-dose MMR vaccine. Eighty five percent of these 
soldiers displayed positive anti-MV antibodies in 2007, while in 1996, 
they had shown positivity in as much as 95.6% of the cohort [9,10].

Conclusion
The AMS is different from typical measles by numerous traits. 

Although first described in relation with the FIMV in the early 1960s, 
it still occurs now days, though rarely [11]. The AMS is rare, this being 
in part attributable to its being largely under-diagnosed [4]. This rare, 
chronic infectious disease is most probably an immunologic disorder, 
produced by immune complex formation [12].

The AMS pathogenic mechanisms have to be clarified further, as 
do the consequences of the related immune waning [13,14], and a 
possible link with the MV association with cancer [15,16].
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