
Supplemental Figure. Patient selection based on exclusion criteria.

DKA, diabetic ketoacidosis; PICU, pediatric intensive care unit; T1DM, type 1 diabetes mellitus.

During the 7-year study period, there were a total of 233 admissions to the PICU for DKA. As a 
result of exclusion criteria, the final analysis included 51 admissions in the late administration 
group and 51 admissions in the early administration group



Su
pp

le
m

en
ta

l T
ab

le
 1.

 C
la

ss
ifi

ca
tio

n 
of

 A
nt

is
ei

zu
re

 M
ed

ic
at

io
ns

 A
ffe

ct
in

g 
C

yt
oc

hr
om

e 
P-

45
0 

Is
oz

ym
es

 T
ha

t M
et

ab
ol

iz
e 

La
co

sa
m

id
e

Is
oz

ym
e

In
du

ce
r

In
hi

bi
to

r

St
ro

ng
M

od
er

at
e

W
ea

k
N

eu
tr

al
St

ro
ng

M
od

er
at

e
W

ea
k

N
eu

tr
al

CY
P2

C
9

Ph
en

yt
oi

n 
N

on
e

C
ar

ba
m

az
ep

in
e

Ph
en

ob
ar

bi
ta

l 
Pr

im
id

on
e

Ac
et

az
ol

am
id

e
Br

iv
ar

ac
et

am
D

ia
ze

pa
m

Et
ho

su
xi

m
id

e
Ez

og
ab

in
e

G
ab

ap
en

tin
La

m
ot

rig
in

e
Le

ve
tir

ac
et

am
Lo

ra
ze

pa
m

M
et

hs
ux

im
id

e
N

itr
az

ep
am

Pe
ra

m
pa

ne
l

Pr
eg

ab
al

in
Va

lp
ro

at
e

Vi
ga

ba
tri

n
Zo

lp
id

em
Zo

ni
sa

m
id

e

N
on

e
Es

lic
ar

ba
ze

pi
ne

St
iri

pe
nt

ol
Va

lp
ro

ic
 a

ci
d

Ac
et

az
ol

am
id

e
Br

iv
ar

ac
et

am
C

ar
ba

m
az

ep
in

e
C

lo
ba

za
m

C
lo

na
ze

pa
m

C
lo

ra
ze

pa
te

D
ia

ze
pa

m
Et

ho
su

xi
m

id
e

Ez
og

ab
in

e
G

ab
ap

en
tin

La
m

ot
rig

in
e

Le
ve

tir
ac

et
am

Lo
ra

ze
pa

m
M

et
hs

ux
im

id
e

N
itr

az
ep

am
Pe

ra
m

pa
ne

l
Ph

en
ob

ar
bi

ta
l

Ph
en

yt
oi

n
Pr

eg
ab

al
in

Ru
fin

am
id

e
Vi

ga
ba

tri
n

Zo
lp

id
em

CY
P2

C
19

Ph
en

yt
oi

n 
C

ar
ba

m
az

ep
in

e 
N

on
e

C
an

na
bi

di
ol

Es
lic

ar
ba

ze
pi

ne
Fe

lb
am

at
e

St
iri

pe
nt

ol

O
xc

ar
ba

ze
pi

ne
To

pi
ra

m
at

e
Va

lp
ro

at
e

CY
P3

A4
C

ar
ba

m
az

ep
in

e
Ph

en
ob

ar
bi

ta
l

Ph
en

yt
oi

n
Pr

im
id

on
e

St
iri

pe
nt

ol
 

N
on

e
C

lo
ba

za
m

 
C

lo
na

ze
pa

m
C

lo
ra

ze
pa

te
Es

lic
ar

ba
ze

pi
ne

Fe
lb

am
at

e
O

xc
ar

ba
ze

pi
ne

Ru
fin

am
id

e
To

pi
ra

m
at

e

C
an

na
bi

di
ol

St
iri

pe
nt

ol
Va

lp
ro

at
e

C
re

at
ed

 u
si

ng
 in

fo
rm

at
io

n 
at

 N
at

io
na

l I
ns

tit
ut

es
 o

f H
ea

lth
, U

S 
N

at
io

na
l L

ib
ra

ry
 o

f M
ed

ic
in

e 
da

ta
ba

se
. A

cc
es

se
d 

Ju
ne

 19
, 2

02
1. 

ht
tp

s:
//d

ai
ly

m
ed

.n
lm

.n
ih

.g
ov

/d
ai

ly
m

ed
/.



Supplemental Table 2. Characteristics of 646 Serum Samples in 380 Patients 

Variables Results

Age, median (IQR), yr 9.35 (5.19–13.94)
 Age brackets, n (%), yr
  1 mo to <2 73 (11.3)
  ≥2 to 6 125 (19.3)
  ≥6 to 12 219 (33.9)
  ≤12 to ≤ 18 229 (35.5)

Weight, median (IQR), kg 31.4 (18.2–52.0)
 FDA dosing weights, n (%), kg
  < 6 16 (2.5)
  ≥ 6–11 39 (6.0)
  ≥11–30 245 (37.9)
  ≥ 30–50 175 (27.1)
  ≥ 50 171 (26.5)

Male, n (%) 351 (54.3)
 Race, n (%)
  White 362 (56.0)
  Black 214 (33.1)
  Native American 3 (0.5)
  Asian 7 (1.1)
  Unknown 60 (9.3)

Lacosamide dose, median (IQR), mg/kg/day 8.36 (5.92–11.16)

Lacosamide SDC, median (IQR), mg/L* 7.1 (4.5–10.1)

DCR, median (IQR), L/kg/hr 0.053 (0.036–0.083)

No. adjunctive ASM, median (IQR) 3 (2–3)

ASM, antiseizure medication; DCR, dose to serum concentration ratio; SDC, serum drug concentration

*Reference range 2–12 mg/L.



Supplemental Table 3. Summary of Sera Containing ASMs

ASM Total Polytherapy With LCM

With 1 ASM* > 1 ASM†

Acetazolamide 3 0 3

Brivaracetam 3 0 3

Cannabidiol 9 0 9

Carbamazepine 3 2 1

Clobazam 158 26 132

Clonazepam 40 6 34

Clorazepate 3 0 3

Corticotropin 1 0 1

Diazepam 17 2 15

Eslicarbazepine 3 1 2

Ethosuximide 2 0 2

Ezogabine 0 0 2

Felbamate 24 1 23

Gabapentin 9 1 8

Lacosamide 646 98‡ 548

Lamotrigine 44 11 33

Levetiracetam 238 67 171

Lorazepam 16 1 15

Methsuximide 1 0 1

Midazolam 4 1 8

Nitrazepam 3 0 3

Oxcarbazepine 50 17 33

Perampanel 35 3 32

Phenobarbital 67 1 66

Phenytoin 6 1 5

Piracetam 1 0 1

Pregabalin 8 2 6

Rufinamide 14 4 10

Topiramate 75 21 54

Valproate 86 26 50

Vigabatrin 36 3 33

Zonisamide 100 28 72

ASM, antiseizure medication; LCM, lacosamide

* Only ASM given in conjunction with LCM.
† Regimen contains LCM and specific ASM noted. May also contain other ASM.
‡ Lacosamide as monotherapy.


