Reply to: “Comment on ‘Incidence ‘ ")‘
of pneumocystosis among patients
exposed to immunosuppression’

To the Editor: On the basis of their meta-analysis in
which 3.1% of patients with hematologic and
solid malignancies and transplants receiving
trimethoprim-sulfamethoxazole (TSX) developed
hematologic aberrations requiring discontinuation,
Green et al proposed that prophylaxis is warranted
when expected pneumocystis Jirovecchi pneumonia
(PJP) risk is =3.5%." Number needed to treat (NNT)
to prevent 1 PJP case in this meta-analysis is equal to
the number needed to harm (NNH) with regard to
serious adverse events (SAEs) when baseline PJP risk
is 3.5%." Using results from Green’s meta-analysis,
Kowalski et al® calculate that prophylaxis would
result in 16 patients harmed for every prevented PJP
case among those exposed to both immunosuppres-
sants and glucocorticoids, the population at highest
risk in our analysis. Their figure is calculated by
dividing the NNT of 502 (1/0.00199) to prevent 1 PJP
case with our data, by the NNH of 32 (1/0.031) based
on the meta-analysis. This calculation forms the basis
of their contention against prophylaxis.

We caution against this comparison of NNT and
NNH,; it is misleading to directly compare NNTs (or
NNH) across disease conditions, particularly when
outcomes of interest differ in severity.” PJP carries
significant mortality risk, estimated to range 30%-
60% in patients without HIV infection. In arguing that
NNH must approach 502 to justify prophylaxis,
Kowalski et al” placed the same value on prevention
of hematologic conditions as prevention of PJP,
despite marked differences in related severity and
mortality. All 9 of the 288 patients who experienced a
SAE in the Green meta-analysis had resolution of
laboratory test abnormalities with discontinuation,
and there were no mortalities." Moreover, it is
necessary to note that there were no significant
differences in total AE rates, AEs requiring
discontinuation, or SAEs between TSX and placebo
groups in Green’s meta-analysis." Nonsignificant
differences in AEs between these 2 groups were
also observed in a more recent Cochrane meta-
analysis, again suggesting that underlying conditions
(ie, hematologic malignancy) might be more related
to hematologic aberrations than TSX."

Data on TSX-related SAEs having high associated
mortality is extremely limited given the event rarity.
Kowalski et al® reference a study in patients with
rheumatic diseases who received prophylaxis with
TSX, in which severity of SAEs ( pancytopenia or
Stevens-Johnson syndrome) was indeed closer to
that of PJP. However, the estimated NNH (131) was
based only on 2 cases with SAEs among 262 patients
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and the confidence interval was 55—, making it
impossible to draw concrete conclusions from this
data.” In another analysis of patients exposed to TSX,
incidence of cutaneous drug reaction severe enough
to result in hospitalization was 0.0026% (2/76,655),°
which is substantially lower than the incidence of PJP
among patients treated with combination therapy in
our analysis.

For these reasons, we disagree with the
conclusions of Kowalski et al.” We maintain that
after careful deliberation of individual risks and
benefits, prophylaxis for patients receiving
combination immunosuppressant and  gluco-
corticoid therapy should be considered. Our
population-based evidence inform this decision.
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