Supplementary Table 1: Log transformations applied in the analysis.

Measures

Transformations

Glucose MAUC (mg/dL) Log(x)
C-peptide MAUC (pmol/mL) Log(x+1)
GADA Titer (DK units/mL) Log(x+50)
IA2A Titer (DK units/mL) Log(x+1000)
IAA Titer (index) Log(x+0.001)
ICA Titer (index) Log(x+5)
ZnT8A Titer (index) Log(x+0.01)




Supplementary Table 2: Follow-up Summary and Impact of Missed Tests Due to COVID-19
Pandemic

Hydroxychloroquine Placebo
Met Endpoint No Endpoint Met Endpoint No Endpoint

Total Number 41 127 21 62
Median (IQR) Time to

. . 18.6 (12.9- 24.6 (12.7- 18.6 (12.7- 249 (13.1-
Endpoint/Last Follow-Up Time
(Months) 25.0) 36.7) 30.5) 36.0)
Has Unconfirmed Abnormal
OGTT, Re-Tested Within 1 Year 6 27 > 13
Has Unconfirmed Abnormal, Not 4 8 2 5

Re-Test Within 1 Year
No Issues 31 92 14 44




Supplementary Table 3: Adverse events. The table below tabulates the adverse events
restricted to Grades 2 or greater and the causality to Possibly related, probably related, or
definitely related.

Hydroxychloroquine Placebo
Number of Events Number of Subjects Number of Numper of
Events Subjects
Nervous system
disorders 5(2.73%) 1 1(1.11%)
Investigations 4 3 (1.64%) 0 0 (0.00%)
Blood and lymphatic 1(0.55%) 0 0 (0.00%)

system disorders




Number of Participants Accrued

Supplementary Figure 1: Impact of COVID-19 pandemic on recruitment.
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Variable Group N Endpoints HR (95% CI) HR (95% CI) P-value
0.97 |—Q—|I
A <8 60 18 (0.36,2.58) X 0.970
o 8+ 191 44 S —e— |
(0.51,1.76) .
[0,8) 60 18 (0.306?27.58)
0.78 e
Age [8,12) 75 28 (0.37,1.67) ! .
Group [12,18) 87 16 (0.353.67) N
18+ 29 0 =0 -
Male 168 43 s =
(0.39,1.36) '
Gender : o 0.153
Female 83 19 (0,611',741,75) !
0.84 |—.—|:
<0 90 21 (0.34,2.08) !
BMIz Lot ' 0.736
>=0 161 41 (0.53,1.94) |_H
Negatve 116 15 031 241) .
IA2A : 0.999
Posiive 135 47 0480 50) —e—
oA Negative 69 10 (0_106?15.90) ' 0.368
i 1.03 ——1 '
Positive 180 52 (0.57,1.86)
Negative 7 1 (__o_.,o_o__ T
GADA ' o
Positive 244 61 (0,519'?8 71) ¢
A Negative 55 8 (0,4%;88.34) I : ¢ i 0.258
. 0.82 |—.—|: .
Positive 196 54 (0.47,1.44) i
Negative 94 14 (0,316,135.'67) :
ZnT8A | 0743
Positive | 157 48 (051167) H—e—
Absent 100 23 (0.39519) —e—
HLA DR3 ! 0-341
Present 66 21 (0.202'?12.22) *
Absent 58 13 (0_202'?2%7) !
HLA DR4 i 0933
Present 108 31 (035 L46) F—e-
Other 128 28 (0,308?1??80) !
HLA Type 061 | 0638
DR3/DR4 38 16 (0.25.1.65) F—e——
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Supplementary Figure 2: Treatment interactions among predefined subgroups.
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Supplementary Figure 3: BMI in the two treatment arms.

Adjusted Means of BMI by Time
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Supplemental Figure 4A ) )
Adjusted Means of GADA Titers Over Time

via ANCOVA
—e— Placebo
450 | —®— Treatment
® Adjusted Means
— 1 95% ClI
@ 400
[+
o —
P
8 350
=
-
£
2 300 \
=
=}
N
a
3 250 |
Z
3
<
V]
200 —
N Placebo 90 81 55 52 43
N Treatment 183 164 125 113 88
T T T T T
0 6 12 18 24

Months on Study




Supplemental Figure 4B
Adjusted Means of IAA Titers Over Time

via ANCOVA
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Supplementary Figure 4: Effects of hydroxychloroquine in the titers of anti-GAD and anti-insulin

antibodies in individuals who had these autoantibodies at the time of enrollment. (A) The slope
of the GADA was -0.055 U/month in the placebo and -0.114 U/month in the hydroxychloroquine
treatment groups (p=0.036). (B) the slopes of the IAA titers were -0.052 in the placebo and -
0.245 U/month in the hydroxychloroquine group (p=0.011). The number of participants with

positive autoantibodies are shown on the bottom of each graph. The mean + 95% CI are shown.
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