TWO-STEP 3-MONTH TRIAGE ALGORITHM FLAGS
SUBOPTIMAL 12-MONTH WEIGHT LOSS AFTER RYGB

Using TWL3 and the 1-3 month weight-loss slope
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WHY EARLY TRIAGE?

The actionable window is before the 12-month outcome is already established.

ACTION

_Q ~ WINDOW
RYGB 1 MONTH 3 MONTHS
Surgery Early trajectory Triage point

CLINICAL QUESTION

Can weight-loss data available by month 3 identify individuals at

risk of TWL12 <25%?

TWL3 = main early signal - ATWL1-3 = trajectory modifier
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STUDY COHORT & ANALYTIC APPROACH DISTRIBUTE

Retrospective, single-center RYGB study

COHORT FLOW

INSTITUTIONAL - RYGB 250 237 - 232

BARIATRIC REGISTRY PATIENTS 12-month weight data - primary prediction cohort adjusted analyses
35 with TWL12 <25%

BASELINE MODEL PRIMARY EARLY SIGNAL TRAJECTORY SIGNAL
TWL12 <25%
Age + pre-op BMI - + TWL3 ATWL1-3
35 / 237 . 1 4_80/0 clinical factors weight loss at month 3 month 1 — month 3

Lower-than-expected weight loss

at 12 months Outcome modeled: TWL12 <25% - Adjusted analyses accounted for age and pre-op BMI
STATISTICAL . L . L
METHODS ROC/AUC Youden index logistic regression (robust HC3) 5-fold cross-validation

TWL3 = total weight loss at month 3 - ATWL1-3 = change in TWL from month 1 to month 3
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TWL3 PREDICTS 12-MONTH RISK O NOT COPY OR DISTRIBUTE

From discrimination to practical thresholds to clinically distinct risk zones

@ DISCRIMINATION: ROC ANALYSIS

€) THRESHOLD DERIVATION

TWL3 discriminates patients who will achieve 1.00 e Two thresholds were derived from the ROC curve
less than 25% total weight loss at 12 months. E 9 to create actionable clinical cutoffs.
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> 2 ‘ / BALANCED THRESHOLD
AUC Z 3 ‘ O ’ (maximum Youden index) Helps
= 0,50 4 % ) rule out risk
2 . | 16.19%
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000 025 050 0.75 1.00 13.68% subgroup
1 - Specificity
€ THREE TWL3 ZONES AND OBSERVED 12-MONTH OUTCOMES
Applying the two thresholds separates patients into three clinically distinct risk zones with markedly different observed event rates.
HIGHER RISK INTERMEDIATE RISK LOWER RISK / RULE-N ZONE
100 - <13.68% 13.68% - 16.19% 216.19% (CJ) (<13.68%)
! : Specificity 96.5%
Observed 80 1 58.8% ’ !
TWL12 <25% 60 - :
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il ; j (216.19%)
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I\ Observed risk of TWL12 <25% decreased sharply across TWL3 zones: g
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TWL3 and ATWL1-3 add complementary value

Each variable improves discrimination, with the best performance when both are included.

Sensitivity

Incremental discrimination (ROC curves) Incremental AUC (5-fold cross-validation)
1.0 T : 1.0
0.8 - 03 +0.106  0.856
+0.138
0.8 -
b7 S Adjusted iation (complet
us sociation (com -
< casf) r'no:Ies)aS - e Of Gent>p0)
07| 0.682
P 1 0.20 (p<0.001)
0.22 (p<0.001)
Age + BMI (AUC 0.682) 0.6 -
s A + TWL3 (AUC 0.802)
' ' + ATWL1-3 (AUC 0.748) o5 | I
—— + TWL3 + ATWL1-3 (AUC 0.856) ' Age + BMI +TWL3 +ATWL1-3  +TWL3 + ATWL1-3
00 | = , - ] . (n =232) (n=232) (n=232) (n=232)
0.0 0.2 0.4 0.6 0.8 1.0

TWL3 and ATWL1-3 provide complementary information,

1-Specificity with the highest discriminatory performance when combined.

TWL3 ATWL1-3 Combined model

Main early classifier Adds independent value Best discrimination

ROC AUC = 0.802 Adjusted OR = 0.22 per +5 pp CV-AUC = 0.856

(n = 237, 35 events) {p < 0.001) (age + BMI + TWL3 + ATWL1-3)
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THE TWO-STEP 3-MONTH TRIAGE CONCEPT

A pragmatic triage framework — not a treatment mandate.
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HIGHER-RISK EXTREME

TWL3 <13.68%

58.8% observed event rate

Prioritize intensified
multidisciplinary follow-up

Adjuntive Pharmacotherapy?
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13.68-16.19%

Use ATWL1-3 as a continuous
risk modifier

More intensified follow-up

LOWER-RISK EXTREME

TWL3 216.19%

6.2% observed event rate

Standard follow-up is reasonable
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Three points to remember.

0 TWL3 is a practical early triage marker after RYGB.
Two thresholds separate lower- and higher-risk extremes by month 3.

° The 1-3 month trajectory can help prioritize the intermediate zone.

LIMITATIONS Retrospective - single center - 35 events - external validation required

TRIAGE TOOL, NOT A TREATMENT MANDATE
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BACKUP - SENSITIVITY ANALYSIS

Event prevalence TWL3 discrimination (ROC AUC)
18 - 0.900 -
35/237
i 14.8% 0.875
Loy 0.850
12 A ' 0.830
£ o 0.825 -
£ 10 - = 0.802
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o~ | 5.5% 0.775 4
- 0.750 -
2 - 0.725 -
0 0.700 -
Primary endpoint: Sensitivity endpoint: Primary endpoint: Sensitivity endpoint:
TWL12 <25% TWL12 <20% TWL12 <25% TWL12 <20%
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BACKUP - METHOD DETAILS FOR Q&A

Endpoint

TWL3 balanced threshold

TWL3 rule-in threshold

Adjusted models

Incremental discrimination

Near-flat slope signal
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TWL12 <25%

Maximum Youden index

Maximum PPV with 210 high-risk individuals

Age + pre-op BMI - robust HC3 inference

5-fold cross-validated AUC - complete-case

ATWL1-3 <1 pp - 4/4 events - hypothesis-generating
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