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Table 1 Characteristics of patients with HIV/TB coinfection, by ART initiation category

Characteristics

Total (n=50)

Age (years) [median (range)]
Sex, male [n (%)]
Reported exposure route of HIV infection

Heterosexual contact/Homosexual contact/Unknown

Foreign nationality [n (%)]
Thailand/China/Republic of the Philippines

CD4 count at TB diagnosis (cells/nL) [median (range)]
HIV viral load at TB diagnosis (copies/mL) [median (range)]

Type of TB
Pulmonary
Extrapulmonary

Miliary/lymph nodes/intestinal /meningitis

Smear-positive [n (%)]

Japanese Classification of Chest X-ray
Bilateral (II3/11-2/102-3/13)
Lateral (I1-2/12)

Pl
No findings

Drug-resistant [n (%)]
SM/INH/PZA/RFP/RBT/EB/CPRM

Initial ART
2NRTI (1996—-1998)
2NRTI+PI (1998—-2003)
2NRTI+NNRTI (2001-2010)
2NRTI+INSTI (2011-2015)

46 (23-175)
45 (90)

21/15/14

6 (12)

3/2/1

68 (1-765)

110X 10° (2.40X 103—3.23 X 10%)

19

31
27/7/4/1
28 (56)

35 (15/8/9/3)
13 (12/1)

7

2

14 (28)

6/5 (1low dose)/2/1/1/1/3

6
9
26
9

ART: antiretroviral therapy, SM: streptomycin, INH: isoniazid, PZA: pyrazinamide, RFP: rifampicin,
RBT: rifabutin, EB: ethambutol, CPRM: capreomycin, NRTI: nucleoside reverse transcriptase inhibitor,
PI: protease inhibitor, NNRTI: non-nucleoside reverse transcriptase inhibitor,

INSTI: integrase strand transfer inhibitor

20
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Fig.1 Number of patients infected with HIV categorized by CD4 counts at diagnosis of tuberculosis
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Table 2 Number of patients categorized by time of initiation of
antiretroviral therapy after starting tuberculosis treatment

Weeks (i 1- 2- 3- 4- 8- 12—
CDh4 < 50/uL 0 0 3 1 2 5 7
= 50/uL 0 0 1 0 2 8 21
Number of patients
%
100
80
60
40
20
0
1 2 3 4 5 6 7 8 9  weeks

Fig. 2 Appearance time of side effects of antituberculous drugs (cumulative line graph)
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Original Article

TIMING OF ANTIRETROVIRAL THERAPY INITIATION FOR
HIV-INFECTED ADULTS WITH NEWLY DIAGNOSED TUBERCULOSIS

Kaoru WATANABE, Hideaki NAGAI, Shiho KONO, Takafumi KATO,
Naoaki WATANABE, Junko SUZUKI, Hirotoshi MATSUI, Akira YAMANE,
Atsuhisa TAMURA, Shinobu AKAGAWA, and Ken OHTA

Abstract [Background] There has been a discussion about
the timing of antiretroviral therapy (ART) for HIV-positive
adults with newly diagnosed tuberculosis (TB). Department
of Health and Human Services guidelines in 2012 recom-
mended early ART initiation. In 2016, the guideline was
partly updated that treatment of tuberculosis should be
started first, followed by ART within the first two weeks for
patients with profound immunosuppression (CD4" T cell
counts <50uL) and within eight weeks for others. In our
practice, few patients could start ART as early as stated in
the guideline. We, hereby, tested the hypothesis that it is
difficult to evenly set the timing of ART initiation based
only on the CD4* T cell counts.

[Methods] We conducted a retrospective study by using
the past medical records of the HIV/TB co-infected patients
who were admitted to our hospital from September 1995 to
August 2015 and started ART for the first time after initiation
of TB treatment. We examined characteristics of the patients,
the timing of ART initiation, clinical courses, and mortality.

[Results] Fifty HIV/TB co-infected adults (median age 46
y.o., male: female=45:5) were included in this study. The
number of patients who could start ART as recommendation
was three out of 18 with CD4* T cell counts less than 50
cells/uL and three out of 32 with CD4™ T cell counts not less
than 50 cells/uL. The main reason for the delayed start of
ART was adverse effects by anti-TB drugs, and the second

was adverse effects by medications for the comorbid condi-

tions or the preventive treatment. Seven patients developed
immune reconstitution inflammatory syndrome (IRIS) after
initiation of ART with deterioration of initial focuses of
tuberculosis. Although most patients couldn't start ART on
schedule as recommended, 90% of patients were able to
start both TB and HIV therapy and survived. Whereas some
patients got worse because of complications, no one died
because of tuberculosis.

[Conclusion] As for treatment of HIV/TB patients, only a
few cases could start early ART as the guidelines recom-
mended. Early ART has also many risks under unstable
clinical conditions. As mentioned in the hypothesis, it is
difficult to set the timing of ART initiation evenly depending
on the CD4" T cell counts. Delayed ART, after dealing
properly with adverse effects of anti-TB drugs or complica-

tions, resulted in good prognosis.

Key words: HIV, Tuberculosis, Antiretroviral therapy, Im-
mune reconstitution inflammatory syndrome
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