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Background: Buprenorphine is a high affinity, partial mu-opioid agonist with increasing use as an 
analgesic in patients with serious illness (See Fast Facts #441) including those with comorbid opioid use 
disorder (OUD) or misuse (See Fast Facts #221) (1,2). A 5-minute X-waiver application can be obtained 
without additional educational training to prescribe buprenorphine for OUD (3). However, one significant 
barrier to initiating the sublingual (SL) formulation of buprenorphine via traditional methods is the 
requirement of an opioid free period (i.e., discontinuation of all full agonists for about 12-36 hours) to 
reduce the risk of an uncomfortable precipitated withdrawal (see Fast Fact #441). For someone facing a 
short prognosis, this can be a significant sacrifice. This Fast Fact describes the low dose initiation method 
in which there is a period of concomitant buprenorphine and full agonist opioid administration.  
 
Low dose buprenorphine initiation: what does that mean?  Low dose initiation of buprenorphine is the 
preferred phrasing for “microdosing” or “micro-induction.” (4). It is distinct from the more traditional 
method of rotating to buprenorphine (see Fast Fact #441) because it circumvents the need for stopping 
full agonist opioids to clear them from the system prior to starting buprenorphine. Instead, small, and 
gradually increasing doses of buprenorphine (typically 0.25 to 1mg SL buprenorphine) are administered. 
This essentially negates the risk of precipitated opioid withdrawal seen in the traditional method (occurs 
due to a sudden shift in replacing full agonist opioid effect with partial agonist effect in key brain regions) 
(5). Full agonist opioids are continued while buprenorphine is started and titrated to a therapeutic dose 
(usually 16-24 mg SL for OUD, often less for pain, see Fast Fact #221) via the low dose method, at which 
time the full agonist opioids are stopped or tapered off (4–7). 
 
Clinical setting: Low dose initiation protocols typically occur over 3 to 14 days and have been adapted to 
inpatient and outpatient settings. To work well, patients should be able to follow multi-step medication 
instructions, be open to caregiver support, and respond to near daily telemedicine check-ins by clinic staff 
to assess symptoms and adverse effects.  Clinicians should utilize a non-stigmatizing approach to OUD 
and buprenorphine (see Fast Fact #429) and develop a strong alliance with pharmacists, nurses, and 
other interdisciplinary team members to maximize successful initiations. It can be helpful to have patients 
pick up buprenorphine initiation packs and comfort medication prescriptions to bring to clinic visits (live or 
via telehealth).  Preparing a timeline and reviewing each step of the plan with the patient is essential. 
 
Patient selection: Low dose initiation are appropriate in patients who are maintained on full opioid 
agonists for concurrent pain; patients transitioning from very long-acting opioids (e.g., methadone, 
fentanyl patches); and patients who may have experienced precipitated withdrawal in the past or have 
significant fear of doing so. A traditional method is appropriate if the patient is already presenting in a 
degree of opioid withdrawal (e.g., ran out of opioid medications early) or in patients with experience or 
preference for this method. Ultimately, initiation method should be a patient-centered decision balancing 
various factors like speed of transition, preference to avoid withdrawal, clinical setting, baseline full 
agonist dose, and ability to follow the more complicated instructions of the low dose method. 
 
Methods: While there are no controlled trials to inform off-label use of buprenorphine in low dose 
initiation, there is a body of case reports, case series, and clinical experience that support the safety and 
tolerability of this approach. Reaching out to mentors (e.g. local specialists, the National Clinician 
Consultation Center Warmline) can help clinicians formulate patient-specific protocols (6,7). Published 
protocols vary by timelines (e.g., longer in outpatient settings or patients on moderate-high dose 
methadone) and the buprenorphine formulation used (4,8). Importantly, initiation protocols can be 
modified or paused if a patient experiences intolerable worry, withdrawal symptoms, or pain flares.  
 
What about the full agonist? With a low-dose initiation, full agonist opioids should be continued until 
buprenorphine titration reaches a threshold of opioid receptor activity to minimize risk of opioid withdrawal 
symptoms. Tapering or stopping full agonists generally begins at buprenorphine doses of 6 to 12 mg 



daily. Buprenorphine can continue to be up titrated by 2 to 4 mg SL daily until an effective dose is 
reached for analgesia indications, or when the goal OUD treatment dose of 16-24 mg/day SL is reached. 
Long-acting full agonist opioids are usually tapered or discontinued first; short-acting full agonists should 
be continued as needed to treat intolerable pain or withdrawal symptoms during initiation before 
buprenorphine reaches an effective dose. Alternatively, short-acting opioids can be continued after the 
low-dose buprenorphine initiation is completed to treat breakthrough pain. Two sample initiation protocols 
are presented below for transdermal and SL formulations (derived from references 9-13). See references 
for protocol variations using buccal film (14) or intravenous (15) formulations.  
 

 Transdermal (TD) A,(12) SL tab/filmB,(14,15) Full agonist 
Day 1 20mcg/hr TD 0.5 mg SL once Continue baseline dose in most 

cases Day 2 -- 0.5 mg SL q12 hrs 
Day 3 1 mg SL once 1 mg SL q12 hrs 
Day 4 1 mg SL q12 hrs 2 mg SL q12 hrs 
Day 5 2 mg SL q12 hrs 3 mg SL q12 hrs 
Day 6 3 mg SL q12 hrs 4 mg SL q12 hrs Discontinue or start tapering off full 

agonist  Day 7 4 mg SL q12 hrs ** 6 mg SL q12 hrs **  
** Continue to adjust buprenorphine dose to symptoms by 2-4 mg SL daily. 
A – Maintain the TD patch until it expires in 7 days, then remove and do not replace.  
B – A 0.5 mg SL buprenorphine or buprenorphine-naloxone dose can be achieved by cutting a 2 mg film 
into quarters. Films may be preferred given they are easier to split.  
 
Potential Barriers: The TD patches are only FDA approved for indications of ‘pain’ in the outpatient 
setting; however, it can be used to treat opioid withdrawal or OUD inpatient. TD buprenorphine can be 
more expensive than SL formulations, and clinicians may encounter insurer limitations. Buprenorphine/ 
naloxone is required to be covered by insurers for OUD by the Affordable Care Act, but a prior 
authorization may be required. An ‘opioid dependence’ ICD-10 diagnosis can sometimes help obtain 
insurance coverage for buprenorphine/naloxone products used off-label for chronic pain without OUD. 
Some pharmacies may not yet be familiar with concurrent use of full agonist and buprenorphine, so 
clinicians should ensure patients have sufficient supply of prescribed full agonist before initiation. 
Clinicians may also need to advocate with a pharmacy and insurers on the rationale of co-prescribing 
since widely held misconceptions about buprenorphine remain prevalent (16). 
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