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with the original virus or the alpha variant as
compared with the omicron-primed cohort, the
adjusted hazard ratio for infection was 0.59
(95% CI, 0.40 to 0.85) (Fig. 1B).

In the first 70 days of follow-up, when infec-
tions were dominated by the BA.2 subvariant,??
the adjusted hazard ratio for infection was 0.92
(95% CI, 0.51 to 1.65). However, the cumulative
incidence curves diverged when the BA.4 and
BA.5 subvariants were introduced and subse-
quently dominated* (adjusted hazard ratio, 0.46;
95% CI, 0.34 to 0.62) (Fig. 1A).

Limitations of the study are discussed in Sec-
tion S1. One potential limitation was the differ-
ence in the frequencies of testing between the
two cohorts, but a sensitivity analysis with ad-
justment for these differences showed results
similar to those in the main analysis.

Omicron infection induces strong protection
against a subsequent omicron infection.>* In the
present cohort study, an additional, earlier infec-
tion with non-omicron SARS-CoV-2 was found
to strengthen this protection against a subse-
quent omicron infection. The earlier pre-omicron
infection may have broadened the immune re-
sponse against a future reinfection challenge.
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Lower versus Higher Glycemic Criteria
for Diagnosis of Gestational Diabetes

TO THE EDITOR: In the GEMS trial, Crowther
and colleagues (Aug. 18 issue)! conclude that
applying lower glycemic thresholds for the di-
agnosis of gestational diabetes (as advised by
the World Health Organization [WHO]) dou-
bled the number of diagnoses of this disorder
without any reduction in the number of infants
who were large for their gestational age. Of the
4061 pregnant women who were enrolled in the
trial, 3688 (90.8%) met either the lower or high-
er glycemic criteria. Only 373 women in the
trial were in a subgroup with results that fell
between the two criteria. In this discordant

group, treatment resulted in better perinatal
outcomes than routine care. This finding sug-
gests that there is a difference in outcomes be-
tween the high and low diagnostic thresholds.
The trial was not powered or designed to detect
differences among women with glucose values
between the two thresholds, so the value of the
negative finding of the trial is not clear. Trials
that are specifically designed to assess effects
among patients with glucose values between the
lower and higher glycemic thresholds could re-
solve this issue and help to guide future policy
decisions.?
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TO THE EDITOR: In the GEMS trial, Crowther et
al. report that the use of lower glycemic criteria
for the diagnosis of gestational diabetes did not
result in a lower risk of large-for-gestational-age
birth (the primary outcome) than the use of
higher glycemic criteria in the two trial groups.
However, the use of lower glycemic criteria ap-
peared to be highly effective in the subgroup of
patients who had intermediate levels of hypergly-
cemia and were randomly assigned to either the
intervention or control group.

The apparent contradiction may be explained
by statistical power. Approximately 9% of the
women fell into the intermediate subgroup, and
their risk of a primary-outcome event in the ab-
sence of treatment was approximately doubled,
which resulted in a population-attributable frac-
tion of less than 10%. If we assume that treat-
ment completely reduced the excess risk of a
primary-outcome event, the study had less than
20% power to detect a relative 10% difference
between the two groups. The attributable frac-
tion within the subgroup was approximately
50%, and the power to detect a relative 50%
decrease in the primary outcome with treatment
within the subgroup was approximately 70%.
This observation is consistent with the findings
of a previous analysis that compared different
study designs for screening.! Studies in which
participants are randomly assigned to undergo
screening as compared with no screening re-

quire larger sample sizes than studies in which
all participants are screened and those who are
at high risk are randomly assigned to the inter-
vention group or the control group.
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TO THE EDITOR: Crowther et al. aimed to deter-
mine whether defining and treating gestational
diabetes at a lower-than-usual glycemic level
would prevent large-for-gestational-age births.
The authors provide the results of two analyses
with very different implications. In the intention-
to-treat analysis, which is described in the ab-
stract and conclusions, the result is of little value
because it is dominated by outcomes from the
91% of the women (mostly euglycemic) whose
care was unaffected by their randomized assign-
ment. Thus, it is predictable that this analysis
would show little between-group difference in
outcomes. The appropriate patients, who were
evaluated in their alternative analysis, are those
with glycemic levels that would be diagnosed
and treated in one of the trial groups but not in
the other. This analysis showed an impressive
adjusted relative risk of 0.33 for large-for-gesta-
tional-age birth. However, it should be clarified
whether the patients were analyzed according to
their randomized assignments or, as stated, ac-
cording to their receipt of treatment. If the for-
mer is correct, the case for a detailed assessment
of developmental outcomes in the infants would
be enhanced.

George G. Rhoads, M.D., M.P.H.

Rutgers University
Piscataway, NJ
rhoads7@gmail.com

N ENGL ) MED 387;18 NEJM.ORG NOVEMBER 3, 2022

The New England Journal of Medicine

Downloaded from nejm.org by Thach Tran on November 2, 2022. For personal use only. No other uses without permission.

Copyright © 2022 Massachusetts Medical Society. All rights reserved.

1719



1720

The NEW ENGLAND JOURNAL of MEDICINE

No potential conflict of interest relevant to this letter was
reported.

DOI: 10.1056/NEJMc2212585

TO THE EDITOR: In their report on the use of low-
er or higher glycemic criteria for the diagnosis of
gestational diabetes, Crowther et al. found that
the use of a lower cutoff for the fasting plasma
glucose level (292 mg per deciliter) did not result
in a lower risk of large-for-gestational-age birth
than the use of a higher cutoff (299 mg per deci-
liter). We have shown that the risk of large-for-
gestational-age birth was nonsignificantly high-
er among women with a fasting plasma glucose
level of 92 to 100 mg per deciliter than among
those in a control group with a lower level (odds
ratio, 1.37; 95% confidence interval [CI], 0.80 to
2.35) but was significantly higher among women
with a fasting plasma glucose level of more than
100 mg per deciliter (odds ratio, 1.87; 95% CI,
1.04 to 3.35).! Therefore, it would be useful to
evaluate outcomes in women in whom gestation-
al diabetes was diagnosed according to a fasting
plasma glucose level of less than 92 mg per deci-
liter as compared with those who had a level of
92 mg per deciliter or more.
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THE AUTHORS REPLY: In the GEMS trial, we com-
pared the use of lower glycemic thresholds rec-
ommended by the WHO"? for the diagnosis of
gestational diabetes with higher thresholds that
are used in New Zealand.® We reported findings
at both the population level and in patients with
mild gestational diabetes who were treated dif-
ferently according to their randomized assign-
ment. It is important to have robust evidence
about both of these groups, and the findings are

highly relevant for pregnant women and their
families, health professionals, and policymakers.

The trial compared two sets of diagnostic
criteria that are commonly used in current prac-
tice to evaluate both fasting and postprandial
plasma glucose levels to detect gestational dia-
betes. However, we did not prespecify a com-
parison between two different fasting blood
glucose levels, as suggested by Mohan et al. Be-
cause patients were recruited into the trial
groups on the basis of the same inclusion crite-
ria, similar distributions in baseline characteris-
tics (including plasma glucose levels) were ex-
pected in this large trial.

At the population level, the lack of between-
group difference in the primary outcome of
large-for-gestational-age birth was indeed domi-
nated by the 91% of the trial population whose
care was unchanged by their group assignment,
as noted by Rhoads. Nevertheless, the findings
that more women in the lower-threshold group
underwent induced labor, received pharmaco-
logic agents for hyperglycemia and treatment by
the diabetes services, and delivered infants who
were more likely to receive treatment for hypo-
glycemia were driven by differences in the sub-
group of women with mild gestational diabetes
who were treated differently according to their
randomized assignment. We agree that follow-
up of mothers who participated in the trial and
their children is important.

The evidence for benefit that we found using
the lower diagnostic threshold in the subgroup
is scientifically sound. The baseline characteris-
tics of women with mild gestational diabetes,
whose care differed according to their random-
ized assignment, were balanced between the
trial groups (Table S2 in the Supplementary Ap-
pendix of the article, available with the full text
at NEJM.org). In addition, the reduction in the
incidence of large-for-gestational-age birth and
other relevant health outcomes were both statis-
tically and clinically significant in favor of the
lower criteria (Table S1). We agree with the need
for additional randomized trials at the subgroup
level to assess all relevant benefits and risks, as
recommended by Painter et al. and by Smith and
Sovio. Such findings would be valuable specifi-
cally in patients with blood glucose levels be-
tween the lower and higher glycemic thresholds
that were used in our trial. Moreover, it would be
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important to ensure that patients and staff mem-
bers were unaware of trial-group assignments.
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Teclistamab in Relapsed or Refractory Multiple Myeloma

TO THE EDITOR: Moreau and colleagues (August
11 issue)* found that, in patients with relapsed or
refractory myeloma, treatment with teclistamab,
a T-cell-redirecting bispecific antibody that tar-
gets CD3 on T cells and B-cell maturation anti-
gen (BCMA) expressed on myeloma cells, result-
ed in a high overall response of 63.0% and a
median progression-free survival of 11.3 months
(95% confidence interval, 8.8 to 17.1). In addi-
tion, they found a correlation between the per-
cent change from baseline in serum levels of
soluble BCMA and response. However, we would
appreciate the authors clarifying whether high
levels of soluble BCMA at baseline were associ-
ated with lower efficacy, which would have direct
clinical implications and may open additional
perspectives. Soluble BCMA is caused by y-secretase
activity.” Analyses of preclinical and clinical data
have shown that y-secretase inhibitors can pre-
vent shedding of BCMA, increase the density of
BCMA on myeloma cells, decrease the concentra-
tions of soluble BCMA, and potentially enhance
the activity of therapy involving BCMA-directed
chimeric antigen receptor (CAR) T cells.? Simi-
larly, there is evidence in support of combining
y-secretase inhibitors with other BCMA-directed
therapies, such as antibody-drug conjugates or
bispecific antibodies.**
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TO THE EDITOR: In their phase 1-2 trial of teclista-
mab, a T-cell-redirecting bispecific antibody that
targets both CD3 and BCMA, Moreau et al. found
a high rate of response in patients with refractory
multiple myeloma. The flip side of drug therapy
that so effectively targets plasma cells is immu-
nosuppression: 44.8% of the patients in this trial
had grade 3 or 4 infections. Only 3 deaths were
attributed by investigators to teclistamab therapy,
yet there were at least 19 deaths (11%) from in-
fection. We recognize that multiply relapsed my-
eloma is itself a risk factor for infection,! but we
seek clarification as to why only a small fraction
of these deaths were attributed to teclistamab
therapy.

As therapies for patients with myeloma be-
come increasingly potent, we should consider
their most appropriate duration; could a fixed
course of therapy reduce the risk of toxic effects
and maximize quality of life while maintaining
or even improving efficacy?? Teclistamab was
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