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Patients With Anorexia Nervosa: A Multicenter Randomized Clinical Trial
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Some simple general rules to follow are: (1) the TEE

should never exceed twice the BEE, (2) caloric intake should

rarely exceed 70 to 80 kcal per kilogram of body weight or 35

to 40 kcal/lb, (3) with the severely anorectic patient, begin a
diet at 20 to 25 kcal per kilogram, (4) protein intake should

not exceed 1.5 to 1.7 grams per kilograms of body weight,
and is generally in the 1 to 1. 5 grams range, (5) 1f TPN or
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Arch Gen Psychiatry. 2011;68:724-1.
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< R% Anorexia nervosa in adults and adolescents: Nutritional rehabilitation (nutritional support)

Number of calories — Caloric intake at the beginning of inpatient nutritional rehabilitation for anorexia nervosa is typically 30 to
40 kcal/kg body weight/day (eg, 1500 to 1800 kcal/day) [3,6,9,18,19,29]. Support for this approach includes the following:
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[] Olanzapine Versus Placebo in Adult Outpatients With Anorexia Nervosa: A
1 Randomized Clinical Trial.

cite Attia E, Steinglass JE, Walsh BT, Wang Y, Wu P, Schreyer C, Wildes J, Yilmaz Z, Guarda AS, Kaplan
AS, Marcus MD.
Am J Psychiatry. 2019 Jun 1;176(6):449-456. doi: 10.1176/appi.ajp.2018.18101125. Epub 2019 Jan
18.
PMID: 30654643 Free PMC article. Clinical Trial.
OBJECTIVE: This study evaluated the benefits of olanzapine compared with placebo for adult

Share

outpatients with anorexia nervosa. METHODS: This randomized double-blind placebo-controlled
trial of adult outpatients with anorexia nervosa (N=152, 96% of whom ...

[ ] Short-term Outcomes of the Study of Refeeding to Optimize Inpatient Gains for
3 Patients With Anorexia Nervosa: A Multicenter Randomized Clinical Trial.
cite Garber AK, Cheng J, Accurso EC, Adams SH, Buckelew SM, Kapphahn CJ, Kreiter A, Le Grange D,
Machen VI, Moscicki AB, Sy A, Wilson L, Golden NH.
JAMA Pediatr. 2021 Jan 1;175(1):19-27. doi: 10.1001/jamapediatrics.2020.3359.
PMID: 33074282 Free PMC article. Clinical Trial.
OBJECTIVE: To compare the short-term efficacy, safety, and cost of lower-calorie vs higher-calorie

Share

refeeding for malnourished adolescents and young adults with anorexia nervosa. DESIGN,
SETTING, AND PARTICIPANTS: In this multicenter randomized clinical trial with pr ...
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JAMA Pedlatrics | Original Investigation

Short-term Outcomes of the Study of Refeeding to Optimize Inpatient
Gains for Patients With Anorexia Nervosa
A Multicenter Randomized Clinical Trial

Pediatr. 2021 Jan 1;175(1):19-27. (PMID:33074282)
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1061 Individuals screened for eligibility

l

301 Eligible and approached for enrollment

181 Refused

61 Preferred nonstudy treatment
42 Not interested in research
30 Lived too far away for follow-up
21 Other or unknown
24 Felt overwhelmed

3 Could not decide

(120 Randomized )

60 Randomized to HCR treatment

60 Randomized to LCR treatment
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9 Withdrawn
6 Withdrew prior to
receivirg treatment
3 Found ineligible after
randomization

60 RRceived HCR treatment
59\Completed per protocol
1 Incomplete treatment

0 Deviated from protocol

51 Received LCR treatment
33 Completed per protocol |
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0 Incomplete treatment
18 Deviated from protocol

60 Included in mITT analysis
0 Excluded from mITT analysis

9 Excluded from mITT analysis
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Demographic characteristic HCR (n = 60) LCR(n=51) Demographic characteristic HCR (n = 60) LCR (n = 51)
Age, mean (SD), y 16.6 (2.5) 16.2 (2.4) Admission weight and vital signs, mean (SD)
Female, No. (%) 53 (88) 48 (94) Admission percentage mBMI 83.3(11.1) 86.6 (12.2)
= i 41.5(6.9 40.7 (5.9
Hace ethricity, No. (%) Lowest 24-hour heart rate, beats/min (6.9) (5.9)
94.2 (8.0 93.3(8.3
Non-Hispanic White 36 (60) 34 (67) Lawest SEE. iy ki eD i)
= Lowest temperature, °C 36.6 (0.2) 36.6(0.2)
Asian 7(12) 6(11.8)
: : : Orthostatic change, mean (SD)
Hispanic or Latino 15 (25) 9(17.6)
Heart rate, beats/min 26.8 (13.0) 29.1(14.2)
Other or >1 race/ethnicity reported 2(3) 2(4)
SBP, mm Hg 0.6 (6.7) 1.0(7.7)
Family history of eating disorder 19 (32) 16 (31.3) —
= Instabilities, No. (%)
Soci i ; SD SA(SET 5:31(3:2
ocioeconomic score, mean (SD) o) &) Bradycardia (heart rate <45 beats/min) 46 (77) 42 (82)
Weight and menstrual history Hypotension (SBP <90 mm Hg) 17 (28) 17 (33)
Weight loss, mean (SD), kg 13.4(10.8) 13.6(7.8) | iypothesml (iEmperature <55 6.50) 1Q2) 0
Percentage of body weight lost, mean (SD) 21.1(9:5) 21.5(9.5) Orthostatic heart rate increase =35 beats/min 13 (22) 14 (28)
Percentage of mBMI lost, mean (SD) 29.5 (20.6) 31.9(21.7) Orthostatic SBP decrease >10 mm Hg 5(8) 6(11)
Duration of weight loss, mean (SD), mo 16.9(17.6) 14.1(16.6) Admission laboratory values, mean (SD) (reference range)®
Time since last menstrual period, mean (SD), mo® 8.2 (7.6) 5.9(4.7) Phosphorus (3.0-5.1 mg/dL) 3.83(0.52) 3.72(0.58)
No menses in 3 mo, No. (%) 23/38 (61) 25/37 (68) Potassium (3.5-5.1 mEq/L) 3.83(0.35) 3.780(0.38)
Eating disorder diagnosis and psychopathology Magnesium (1.8-2.4 mg/dL) 2.14(0.14) 2.15 (0.19)
Atypical anorexia nervosa, No. (%)¢ 21 (35) 27 (53) Electrolyte abnormalities, No. (%)
EDE-Q global score, mean (SD)¢ 3.32(1.68) 3.45(1.71) Hypophosphatemia (<3.0 mg/dL)® 2(3) 3(6)
Hypokalemia (<3.5 mEq/L) 6 (10) 9(18)
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Outcome HCR (n = 60) LCR (n = 51) Difference (95% Cl)
Efficacy outcomes, mean (SD)
Days to medical stability 7.0(7.0) 10.0 (8.0) -3.0(-4.9t0o-1.2)°
Days to restored heart rate® 4.5 (6.0) 8.0(8.0) -4.0 (-6.5t0 -1.5)?
Weight gain, mean (SD), kg 2.9(1.6) 2.2(1.3) 0.79(0.2to0 1.3)°
Percentage of mBMI, mean (SD) 5.4 (3.0) M ) 2.3(0.1to0 3.9)?
Weight change at day 1-2, mean (SD), 0.38 (0.71) -0.31(0.77) 0.7 (0.4 to 1.0)?
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Outcome HCR (n = 60) LCR (n = 51) Difference (95% Cl)
Safety indicators
Electrolyte abnormalities, No. (%)
Hypophosphatemia (<3.0 mg/dL) 4(7) 3(6) 1(-8t010)
Hypomagnesemia (<3.5 mEqg/L) 7(12) 14 (28) -16 (-31to 1)
Hypokalemia (<1.8 mg/dL) 3(5) 5(10) = 150 )
Electrolyte correction, No. (%)
Phosphorus 6 (10) 2(4) 5(-4to14)
Magnesium 12 (20) 10 (20) 0.3(-12to2)
Potassium 5(8) 4 (8) 0.4 (-9.to 10)
Day of electrolyte nadir, mean (SD)
Phosphorus 4.6(1.9) 5.8 (2.5) -12(-2.0t0-034)”
Magnesium 5.14(2.5) 6.2 (2.7) -1.1(-2.1to -0.1)?
Potassium 4.0(2.7) 4.8 (3.1) -0.9(-2.0t00.2)
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Primary Outcome :Ox

Outcome HCR (n = 60) LCR (n = 51) Difference (95% Cl)

Cost outcomes, mean (SD)
Length of stay, d 8.0 (5.5) 12.0(6.0) -4.0(-6.1t0-1.9)°
Cost per participant, $ 10784 (7410) 16302 (8230) -5518 (-8266 to -2770)
Hospital charges per participant, $ 38112 (26043) 57168 (30486) -19056 (-28 819 to -9293)°
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2.2. Randomization

Participants will be stratified by site and randomly assigned 1:1 to the two intervention strategies within 24
hr of hospital admission. The Data Coordination Center (DCC) will provide a secure unpredictable allocation
sequence (e.g. A B B A ...) which will be programmed into a secure electronic study tracking system for
assignment of each accrued participant. The sequences will be generated using block size of two to four to
maximize balance between arms throughout accrual while ensuring the sequences remain unpredictable.

(Supplement1 &Y #E)



5% LEIF X IERRIESh TUL =D

ERgiE S TULVELY

EERBLEFL. RESNLSBENDRI-EHT.
HERESNTWWSBEBEDRSBLOAHON—
MR TETLEST=0. [ERRIE (XA AT EE,




Base lineld[G1ZEH

Demographic characteristic HCR (n = 60) LCR (n = 51) Demographic characteristic HCR (n = 60) LCR (n = 51)
Age, mean (SD), y 16.6 (2.5) 16.2(2.4) Admission weight and vital signs, mean (SD)

Female, No. (%) 53(88) 48 (94) Admission percentage mBMI 83.3(11.1) 86.6(12.2)
Race/ethnicity, No. (%) Lowest 24-hour heart rate, beats/min 41.5(6.9) 40.7 (5.9)

Non-Hispanic White 36 (60) 34 (67) Lowest SBP, mm Hg 94.2 (8.0) 93.3(8.3)

Asian 7(12) 6(11.8) Lowest temperature, °C 36.6 (0.2) 36.6(0.2)

Hispanic or Latino 15 (25) 9(17.6) Orthostatic change, mean (SD)

Other or >1 race/ethnicity reported 2(3) 2(4) Heart rate, beats/min 26.8 (13.0) 29.1(14.2)
Family history of eating disorder 19 (32) 16 (31.3) SBP, mm Hg 0.6 (6.7) 1.0(7.7)
Socioeconomic score, mean (SD)? 5.1(3.1) 5.3(3.2) Instabilities, No. (%)

Weight and menstrual history Bradycardia (heart rate <45 beats/min) 46 (77) 42 (82)

Weight loss, mean (SD), kg 13.4(10.8) 13.6 (7.8) Hypotension (SBP <90 mm Hg) 17 (28) 17 (33)

Percentage of body weight lost, mean (SD) 21.1(9.5) 21.5(9.5) Hypothermia (temperature <35.6 °C) 1(2) 0
Percentage of mBMI lost, mean (SD) 29.5 (20.6) 31.9(21.7) Orthostatic heart rate increase 235 beats/min 13 (22) 14 (28)

Duration of weight loss, mean (SD), mo 16.9 (17.6) 14.1(16.6) Orthostatic SBP decrease 210 mm Hg 5(8) 6(11)

Time since last menstrual period, mean (SD), mo® 8.2 (7.6) 5.9(4.7) Admission laboratory values, mean (SD) (reference range)”

NE ireie= in S oM ) 23/38 (61) 25/37(68)  Phosphorus (3.0-5.1 mg/dL) 3.83(0.52) 3.72(0.58)
Eating disorder diagnosis and psychopathology Potassium (3.5-5.1 mEq/L) 3.83(0.35) 3.780(0.38)

Atypical anorexia nervosa, No. (%)< 21 (35) 27 (53) Magnesium (1.8-2.4 mg/dL) 2.14(0.14) 2.15(0.19)

EDE-Q global score, mean (SD)* 3.32(1.68) Sy oo o)

Hypophosphatemia (<3.0 mg/dL)® 2(3) 3(6)
Hypokalemia (<3.5 mEq/L) 6 (10) 9(18)
Hypomagnesemia (<1.8 mg/dL) 0 3(6)
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2.3. Power and Sample-size Considerations

Aim 1. Based on studies of AN remission , Table 2.A shows that with N=60 per arm we have 80%
power on 2-sided 0.05-level test to detect a 20% difference (8% vs. 28%) if data were cross-sectional
(p=1). Our longitudinal data will allow detection of smaller effects, especially if the correlation among
outcomes is low (p <0.8). We anticipate 85% retention and non-differential dropout by arm. Since time
to medical stability is also expected to differ by at least 12% (Table 2.B.), we will be adequately

powered for Aim 1B.

Table 2.A Detectable differencesin

remission---rates:

Table 2.B. Detectable differences in time to

medical stability-rates

b LCR HCR Mo---3 Diff
1.0 8% 28% 20%
0.8 14% 34% 20%
0.6 16% 34% 18%
0.4 18% 34% 16%
0.2 20% 34% 14%
0.1 22% 34% 12%

(Supplement1 &Y #%)

p* LCR HCR Difference
1.0 72% 92% 20%
0.8 66% 86% 20%
0.6 66% 84% 18%
0.4 66% 82% 16%
0.2 66% 80% 14%
0.1 66% 78% 12%

*correlation among 5 time points within
participant
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