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Sir,
Antinuclear antibody (ANA), although associated with 
autoimmune processes, is described in infections.[1] We 
assessed ANA positivity in severe scrub typhus infection 
and studied the relationship between ANA positivity and 
organ dysfunction and mortality.

Consecutive patients admitted to the ICU with severe 
scrub typhus infection and consenting to participate 
underwent an ANA test. The study was approved 
by the Institutional Review Board. Scrub typhus was 
diagnosed by a positive scrub IgM ELISA (≥16 units) in 
the presence of  a characteristic eschar or the exclusion 
of  other causes of  febrile illness. ANA was detected 
by immunofluorescence using a commercially available 
assay at a serum dilution of  1:100. The reactions were 
scored independently by two technologists as negative 
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(no fluorescence), weak positive or 1+ to 4+ based on 
the intensity of  fluorescence. 

Patients were treated with doxycycline (enteral) plus 
azithromycin (intravenous), as parenteral doxycycline 
is unavailable in our country. Those requiring organ 
support (ventilation, hemodynamic support, dialysis) were 
treated as per guidelines. Complications of  ventilation 
and nosocomial infections were managed according 
to standard protocols. Demographic data, symptom 
duration, organ dysfunction, need for ventilation, 
ventilator-free days, length of  hospital stay and hospital 
outcome were collected in pre-constructed data forms. 
Organ dysfunction was diagnosed if  organ-specific SOFA 
score was ≥1.[2] Fisher’s and t-test were used for analysis 
of  dichotomous and continuous variables respectively 
using STATA® v11. 

Over 9 months, 40 patients aged (Mean ± SD) 35.9 
± 14.0 years and APACHE-II score of  23.2 ± 8.4, 
presented with symptoms for 8.5 ± 3.8 days. Sixteen 
patients (40%) tested ANA positive; a speckled pattern 
in 9 and weak ANA positivity in 7. Patients tested 
negative for ANA had higher admission creatinine (P 
= 0.03), organ dysfunction (P = 0.06) and mortality 
(P = 0.06), compared with those who tested positive. 
Age, gender, dyspnea, altered mental status, fever 
duration, presence of  eschar and APACHE-II score 
were not different between those tested ANA positive 
and negative [Table 1]. Ventilatory need and ventilator-

Table 1: Baseline characteristics and outcome 
data
Parameter ANA negative 

(n = 24) (%)
ANA positive 

(n = 16) (%)
P value

Baseline characteristics

Age (Mean±SD years) 38.2 (13.8) 32.3 (14.0) 0.10

Gender M:F 11: 13 5: 11 0.51

Duration of symptoms 
(Mean±SD days)

8.2 (3.4) 8.9 (4.3) 0.72

Dyspnea (n) 18 (75) 15 (62.5) 0.53

Duration of dyspnea 
(Mean±SD days)

2.94 (1.9) 2.93 (1.8) 0.49

Altered mental status 10 (41.7) 3 (18.8) 0.18

Eschar 11 (45.8) 7 (43.8) 1.00

APACHE II score (Mean±SD) 24.7 (9.2) 21 (6.6) 0.09

Admission creatinine (mg/dl) 2.17 (1.63) 1.33 (0.69) 0.03*

Outcome data

Number ventilated 22 (91.7) 16 (100) 0.51

Ventilator free days 
(Mean±SD days)

13.3 (10.6) 17.1 (9.6) 0.13

Number of organ dysfunction 4.21 (1.41) 3.44 (1.60) 0.06‡

Mortality 8 (33.3) 1 (6.3) 0.06‡

ANA: Antinuclear antibody; SD: Standard deviation; M: F: Male: Female; 
N: Number of patients; APACHE: Acute physiology and chronic health evaluation; 
*P value significant; ‡borderline significance
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free days were similar in ANA-positive and -negative 
patients. 

ANA expression in scrub typhus is not surprising as this 
phenomenon is reported in other infections. Positivity 
may be explained in two ways. ANA positivity may be a 
non-specific response to the rickettsial infection as occurs 
with other infections. Alternatively, it may indicate a specific 
immunologic response to the (infective) vasculitis or occur 
as a marker of  vasculitis demonstrated on histopathology 
in scrub typhus infection.[3]

The trend toward a negative association between ANA positivity 
and organ dysfunction and mortality is unexpected as ANA is 
generally a marker for worse prognosis.[4] Recent work suggests 
that ANA may have a dual role in promoting or inhibiting 
disease processes.[4] Interestingly, in septic shock, the presence 
of  autoantibodies to high-mobility group-box 1 (HMGB-1), a 
type of  ANA, is associated with increased survival, suggesting 
that the induction of  autoantibodies by infection may be 
beneficial.[5] This implies that ANA may be involved in inducing 
immunological disturbances and also in attenuating them.
[4] These observations warrant further investigation on the 
mechanism of  ANA positivity in scrub typhus.
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Sir,
HIV and diabetes are both chronic diseases that 
significantly affects lifestyle. HIV-associated diabetes 
refers to type 2 diabetes occurring among individuals with 
HIV who may not otherwise have traditional risk factors 
for diabetes. The association between HIV infection and 
diabetes mellitus is poorly understood and complicated 
by the differential prevalence of  risk factors for diabetes 
in HIV infected persons compared with HIV uninfected 
persons.[1-3]

A study was done mainly concentrating on the rural 
HIV infected nondiabetic population at the diagnostic 
stage and the risk of  getting type 2 diabetes during 
follow-up. This study mainly focused on patients who 
were newly diagnosed for HIV infection, nondiabetic, 
unexposed to anti-retroviral drugs and did not have 
the direct risk factors for type 2 diabetes like >40 
years, obesity, and family history. The 50 eligible HIV 
reactive patients from 25 to 40 years were included 
in the group after obtaining the informed consent 
for the research. At the time of  follow-up visit the 
venous plasma glucose levels were measured during 
the fasting and postprandial state from the 50 reactive 
and diabetes risk free anti-retroviral therapy naïve 
patients. The American diabetes association criteria 
followed that is, fasting 100-124 mg is impaired fasting 
glucose, postprandial 140-200 mg is impaired glucose 
tolerance and fasting >124 mg and postprandial >200 
mg is labeled as type 2 diabetes.

The results revealed only one patient with diabetes 
and one more patient with impaired glucose tolerance. 
Both were males, married, alcoholics, and smokers. Like 
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