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Risk of Human T-Cell Leukemia Virus Type 1 Infection
in Kidney Transplantation

To THE EDITOR: Human T-cell leukemia virus
type 1 (HTLV-1), a retrovirus infecting 5 million
to 10 million people worldwide, can cause the
incurable neurologic disorder HTLV-1-associated
myelopathy—tropical spastic paraparesis (HAM—
TSP) as well as adult T-cell leukemia-lymphoma.'?
Although case reports document the develop-
ment of these debilitating diseases after kidney
transplantation, the incidence of HTLV-1 infection
after kidney transplantation and related compli-
cations is unknown, and screening for HTLV-1 is
not performed in most countries.>* We con-
ducted a nationwide survey in Japan, one of the
countries in which HTLV-1 is endemic.?

Using data from the Japanese Renal Transplant
Registry, which records all kidney transplanta-
tions in Japan,” we identified 180 transplanta-
tions between 2000 and 2014 in which the do-
nor, the recipient, or both were HTLV-1-positive.
In February 2016, questionnaires inquiring about
the onset of HAM-TSP and adult T-cell leuke-
mia-lymphoma were sent to the hospitals in
which the transplantations were performed. The
rate of response to the questionnaire was 55.0%
(for 99 transplantations), and the median post-
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transplantation follow-up duration was 4.5 years
(range, 0.1 to 13.4) (Table 1).

HAM-TSP developed in 4 of the 10 HTLV-1-
negative recipients of transplants from HTLV-1-
positive donors (40%); the risk of HAM-TSP in
this group was much higher than that among
either HTLV-1-positive recipients who received
transplants from HTLV-1-positive donors (0 of 30)
or HTLV-1-positive recipients who received trans-
plants from HTLV-1-negative donors (1 of 59
[2%]). Among HTLV-1-negative recipients of trans-
plants from HTLV-1-positive donors, the median
incubation period before the development of
HAM-TSP was 3.8 years (range, 1.3 to 8.4); there
were no cases of adult T-cell leukemia—lymphoma
in this group. Furthermore, seroconversion after
kidney transplantation was confirmed in 7 of the
8 (87%) negative recipients who received a trans-
plant from a positive donor (data on 2 patients
were not available). In contrast, neither HAM-TSP
nor adult T-cell leukemia—lymphoma developed
in any of the 30 positive recipients of transplants
from positive donors. Among the 59 positive re-
cipients who received transplants from negative
donors, 1 had both HAM-TSP and adult T-cell
leukemia-lymphoma, which developed at 8 and
10 years, respectively, after kidney transplanta-
tion. The only confirmed HTLV-1-related death
was the single patient who died from adult T-cell
leukemia—-lymphoma.

Our survey showed a high risk of HTLV-1
transmission and HAM-TSP development after a
short incubation period in HTLV-1-negative re-
cipients of kidney transplants from HTLV-1-
positive donors, in contrast with the low risk of
HTLV-1-associated diseases in HTLV-1-positive
recipients of kidney transplants from either
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Table 1. Characteristics and Outcomes of the Kidney Transplant Recipients for Whom Complete Data Were Available.*
Donor Positive, Donor Positive, Donor Negative,
Overall Recipient Negative Recipient Positive  Recipient Positive
Characteristic or Outcome (N=99) (N=10) (N=30) (N=59) P Valueyj
Median post-transplantation follow-up 4.5 (0.1-13.4) 6.4 (1.3-13.3) 4.1 (0.8-13.4) 4.6 (0.1-13.1) 0.93
(range) —yr
Living-donor transplant — no. (%) 85 (86) 10 (100) 29 (97) 46 (78) 0.03%
Median age at transplantation (range) — yr 53.0 (15-71) 44.0 (15-66) 52.0 (26-70) 54.0 (19-71) 0.17
Male sex — no. (%) 57 (58) 6 (60) 19 (63) 32 (54) 0.76
HTLV-1 seroconversion after transplantation
—no.
Present — 7 — — —
Absent — 1 — — —
Data not available — 2 — — —
HAM-TSP — no. (%) 5(5) 4 (40) 0 1(2) <0.001§
Median time from transplantation 5.4 (1.3-8.4) 3.8 (1.3-8.4) — 83 0.48
to HAM-TSP (range) —yr
ATLL — no. (%) 1(1) 0 0 1(2) 1.00
Time from transplantation to ATLL — yr 10.2 — — 10.2 —
Death — no. (%) 15 (15) 1 (10) 4 (13) 10 (17) 0.92
Median time from transplantation 5.3 (0.1-12.9) 2.4 4.4 (0.8-11.1) 6.6 (0.1-12.9) 0.73
to death (range) — yr
Kidney failure — no. (%) 18 (18) 3 (30) 5(17) 10 (17) 0.54
Median time from transplantation 5.0 (0.0-11.7) 4.0 (1.0-9.3) 0.7 (0.0-10.0) 6.2 (0.0-11.7) 0.81
to kidney failure (range) — yr

* A total of 180 transplantations in which the donor, the recipient, or both were positive for human T-cell leukemia virus type 1 (HTLV-1) were
identified: 27 involving a positive donor and a negative recipient, 46 involving a positive donor and a positive recipient, and 107 involving a
negative donor and a positive recipient; only those 99 transplantations for which data from the questionnaires were available are included in
the table. ATLL denotes adult T-cell leukemia—lymphoma, and HAM—-TSP HTLV-1-associated myelopathy—tropical spastic paraparesis.

7 Differences among the three groups were assessed with the Kruskal-Wallis test for continuous variables and Fisher’s exact test for categori-
cal variables. P values were two-sided and were considered to indicate statistical significance when less than 0.05.

I P values for additional comparisons, corrected for multiplicity by the Bonferroni method, were as follows: for transplantation from an HTLV-1-
positive donor to an HTLV-1-negative recipient as compared with a positive donor to a positive recipient, P=1.00; from a positive donor to
a negative recipient as compared with a negative donor to a positive recipient, P=0.57; and from a positive donor to a positive recipient as
compared with a negative donor to a positive recipient, P=0.09.

§ P values for additional comparisons, corrected for multiplicity by the Bonferroni method, were as follows: for transplantation from an HTLV-1-
positive donor to an HTLV-1-negative recipient as compared with a positive donor to a positive recipient, P=0.007; from a positive donor to
a negative recipient as compared with a negative donor to a positive recipient, P=0.003; and from a positive donor to a positive recipient as
compared with a negative donor to a positive recipient, P=1.00.

HTLV-1-positive or HTLV-1-negative donors. These
data suggest that HTLV-1 screening of donors
and recipients could be of value before kidney
transplantation when donors are from HTLV-1—
endemic areas. Kidney transplantation from a
positive donor to a negative recipient carries a
high risk of infection. Given that both the newly
infected and the previously infected transplant
recipients received immunosuppressive agents, the
high risk of HAM-TSP only in HTLV-1-negative
recipients receiving a transplant from a positive
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donor may indicate that a lack of anti-HTLV-1
immunity is an important risk factor for HAM—
TSP after receipt of a kidney transplant from a
positive donor. Future studies with a longer fol-
low-up period may better quantify the risk of
adult T-cell leukemia—lymphoma in kidney trans-
plant recipients.
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Coronary CT Angiography and Subsequent Risk
of Myocardial Infarction

TO THE EDITOR: Newby et al. (Sept. 6 issue)* report
the ability of coronary computed tomographic an-
giography (CTA) to reduce cardiovascular mortal-
ity. The authors (reporting for the Scottish Com-
puted Tomography of the Heart [SCOT-HEART]
investigators) hypothesized that the immediate
improvement in outcomes was related to coro-
nary revascularization,” whereas the long-term
benefit was derived from statins."> However, dif-
ferences in medical management were rather
modest to account for such big differences in
outcomes, as indicated in the accompanying edi-
torial.®> With revascularization procedures, on the
other hand, a substantial increase of approxi-
mately 40% was observed in standard-care pa-
tients after the first year.! A central question,
which is not addressed by the authors, is the time
sequence of the late revascularization procedures
and cardiac end points. If late revascularization
procedures were performed in patients with acute
conditions or after infarction in patients receiv-
ing standard care, this outcome would imply that
earlier intervention in the CTA group contributed
at least partially to improved outcomes. If, on the
other hand, late revascularization procedures
were performed in a more elective setting before
the occurrence of cardiac end points, the role of
early revascularization would lose importance
and would justify the allocation of early preven-
tion strategies to higher priority in future studies
and in clinical practice.
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To THE EDITOR: The SCOT-HEART investigators
report that coronary CTA plus standard care ver-
sus standard care alone in patients with stable
chest pain resulted in a rate of death from coro-
nary heart disease or nonfatal myocardial infarc-
tion that was 1.6% lower at 5 years. The investi-
gators hypothesize that event reductions were
mediated by an uptake of appropriately targeted
preventive therapies on the basis of coronary
CTA findings. However, as shown in Figure 3 of
the article, available at NEJM.org, an elevated
ASSIGN score (a prespecified cardiovascular risk
score that ranges from 1 to 99, with higher scores
indicating a higher risk of cardiovascular dis-
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