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Neonatal abstinence syndrome (NAS) is a condition affecting newborns Patient Demographics Figure 2. Buprenorphine GOF Figure 3. Norbuprenorphine GOF Figure 4. NAS Score GOF
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Term infants were treated for NAS if they had 3 scores >24 or a single score

>12. The neonates allocated to the buprenorphine group were treated with e o The goodness-of-fit (GOF) plots demonstrate that the model was generally able to describe the data well.
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When the infant was stabilized, the dose was tapered at a rate of 10% daily 218 29 of Buprenorphine and Time to Stabilization Exposure
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¢ k TEMP1=EMAX*PNAM**SLP/(KM**SLP+PNAM**SLP)
a TEMP2=(1-EMAX)*(1-EXP(-TF*(PNAM)))
CL = TVCL * (WT/70)**0.75 * (TEMP1 + TEMP2)
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Buprenorphine Buprenorphine Norbubrenorphine  The findings confirm an existing PK model of buprenorphinein neonates and extend the model to describe the PK of norbuprenorphine and the PD of buprenorphinein NAS.
Peripheral ea Central 3 pV4 P * Thisis the first PD model of a drug effect in NAS. It appeared to well describe relevant features of the NAS disease course.
_ V3 y . V2 ) f*CL L y  Exposureto buprenorphine was linked to stabilization of NAS. Clearance as the inverse of exposure appeared to be the primary driver of clinical efficacy.
¢ CL40
TEMP3=BASE+(1-BASE)*PNAM**SLP1/(KM1**SLP1+
PNAM**SLP1) ¢
V3 = TVV3 * (WT/70) * TEMP3
E = E2MAX * C2**HILL/(EC50**HILL

 CorHILL) 4 1 * This PK-PD model can be used to simulate dose regimens which may facilitate quicker stabilization or less frequent dosing.
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