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CORRESPONDENCE

Semaglutide in Early Type 1 Diabetes

TO THE EDITOR: Most patients with new-onset
type 1 diabetes have substantial intact beta-cell
reserve.! Thus, we analyzed the efficacy of sema-
glutide, an agonist of glucagon-like peptide 1
(GLP-1), in patients with a new diagnosis of type
1 diabetes.

From 2020 through 2022 at our center, we
included 10 patients between the ages of 21 and
39 years who had initiated semaglutide treat-
ment within 3 months after a diagnosis of type
1 diabetes in a retrospective analysis of meta-
bolic outcomes at 1 year. At the time of diagno-
sis, 4 of the 10 patients presented with diabetic
ketoacidosis, whereas the others had polyuria,
polydipsia, and weight loss. Nine patients had
antibodies against glutamic acid decarboxylase,
and one had autoantibodies against islet antigen
2. At the time of diagnosis, the mean (+SD) gly-
cated hemoglobin level was 11.7+2.1% and the
fasting C-peptide level was 0.65+0.33 ng per mil-
liliter. All the patients were receiving standard
basal and prandial insulin.

Semaglutide was started at a weekly dose of
0.125 mg to monitor side effects and avoid hypo-
glycemia. Subsequently, the dose of prandial insu-
lin was adjusted down, whereas the semaglutide
dose was adjusted up to a maximum of 0.5 mg
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weekly. The basal insulin dose was reduced ac-
cording to data from continuous glucose moni-
toring. Carbohydrate intake was restricted in all
the patients.

Prandial insulin was eliminated in all the
patients within 3 months, and basal insulin was
eliminated in 7 patients within 6 months. These
doses were maintained until the end of the
12-month follow-up period. The mean glycated
hemoglobin level fell to 5.9+0.3% at 6 months and
to 5.7£0.4% at 12 months. The fasting C-peptide
level increased in all the patients to a mean of
1.05+0.40 ng per milliliter, and the time-in-range
was 89+3% according to continuous glucose mon-
itoring. Mild hypoglycemia was recorded during
the period in which the semaglutide dose was
increased. After dose stabilization, no episodes
of hypoglycemia were reported, along with no
reports of diabetic ketoacidosis or other serious
side effects.

Since we did not have our own control data in
this retrospective analysis, we reviewed data from
patients who were receiving insulin therapy in
control groups in four studies involving patients
with early type 1 diabetes (Table S1 in the Sup-
plementary Appendix, available with the full text
of this letter at NEJM.org).>* Those patients showed
initial improvement in glycated hemoglobin levels
during the first 6 months. Thereafter, they all
showed an increase in the glycated hemoglobin
level, a finding that was consistent with the end
of the so-called “honeymoon period” in the treat-
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ment of early type 1 diabetes (Fig. 1). It is possible
that differences between the populations may have
had an effect on such outcomes.

In all, our preliminary observations support
the need for prospective, randomized clinical tri-
als with larger numbers of patients to investigate
this approach further. In this small case series,
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we found that the initiation of semaglutide soon
after the diagnosis of type 1 diabetes was associ-
ated with the elimination of prandial insulin in
all 10 patients and basal insulin in most of the
patients, along with increased C-peptide levels and
better glycemic control during the year of obser-
vation.

Paresh Dandona, M.D., Ph.D.
Ajay Chaudhuri, M.D.
Husam Ghanim, Ph.D.

State University of New York at Buffalo
Williamsville, NY
dandona@buffalo.edu

Disclosure forms provided by the authors are available with
the full text of this letter at NEJM.org.

1. Sosenko JM, Palmer JP, Rafkin-Mervis L, et al. Glucose and
C-peptide changes in the perionset period of type 1 diabetes in the
Diabetes Prevention Trial-Type 1. Diabetes Care 2008;31:2188-92.
2. von Herrath M, Bain SC, Bode B, et al. Anti-interleukin-21
antibody and liraglutide for the preservation of B-cell function
in adults with recent-onset type 1 diabetes: a randomised, dou-
ble-blind, placebo-controlled, phase 2 trial. Lancet Diabetes En-
docrinol 2021;9:212-24.

3. Greenbaum CJ, Serti E, Lambert K, et al. IL-6 receptor block-
ade does not slow B cell loss in new-onset type 1 diabetes. JCI
Insight 2021;6(21):e150074.

4. Gitelman SE, Bundy BN, Ferrannini E, et al. Imatinib thera-
py for patients with recent-onset type 1 diabetes: a multicentre,
randomised, double-blind, placebo-controlled, phase 2 trial.
Lancet Diabetes Endocrinol 2021;9:502-14.

5. Prahalad P, Ding VY, Zaharieva DP, et al. Teamwork, targets,
technology, and tight control in newly diagnosed type 1 diabetes:
the Pilot 4T study. J Clin Endocrinol Metab 2022;107:998-1008.

DOI: 10.1056/NEJMc2302677

13.54
13.0
12.54
12.04
11.54
11.04
10.5+
10.0+
9.5+
9.0+
8.5
8.0
7.5+

.0 P _
0 I3 J,I——}
6.04

5.54
5.0

—8— SOC+semaglutide (active drug)
—@— SOC+placebo (imatinib study)
—%— SOC+placebo (tocilizumab study)

Glycated Hemoglobin (%)

—¢
— H

y

T T T T T T 1T 7
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17

Months since Diagnosis

Figure 1. Glycated Hemoglobin Levels in Patients with Recently Diagnosed
Type 1 Diabetes.

Shown are glycated hemoglobin levels after the initiation of semaglutide
treatment in 10 adult patients who had recently received a diagnosis of
type 1 diabetes at a single center, as compared with historical data from
adult control groups in two trials with available point estimates and vari-
ability ranges from referenced articles.** Patients in the control groups
were receiving standard-of-care (SOC) therapy consisting of education re-
garding type 1 diabetes, insulin treatment with or without continuous glu-
cose monitoring, and placebo. All the patients in the semaglutide group
were receiving SOC with basal and prandial insulin therapy before starting
semaglutide.
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To THE EDITOR: The article by Anand et al. (June
22 issue)! concerns an important issue — the ther-
apeutic approach that should be used for patients
with treatment-resistant depression. However, the
article has some drawbacks.

First, bilateral electroconvulsive therapy (ECT)
is standard care for treatment-resistant depres-
sion. Bilateral ECT has a faster onset and is more
efficacious than unilateral ECT.? The patients in
this trial who ultimately underwent ECT started
with unilateral ECT, which may be an indication
that the authors were biased toward the ketamine
group. It is awkward that after a median of four
sessions, 38.8% of the patients in the ECT group
had switched from unilateral to bilateral treat-
ment. Why was bilateral ECT not used from the
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start? Second, in the ECT group, 51 and 63 pa-
tients were taking anticonvulsant and benzodi-
azepine therapies, respectively. How could ECT
be effective in these patients? Third, the authors
note that 71 patients in the trial were using aug-
mentation medications. Unfortunately, the authors
did not specify which medications they were re-
ferring to. Did the medications include lithium,
which is widely used for treatment-resistant de-
pression?>*
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