Substance Use Disorder Treatment Options
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For medication assisted treatment there are basically 2 options in a clinical setting, Naltrexone and Buprenorphine-Naloxone (Buprenorphine for patients who are pregnant). Methadone is an option for patients being treated through methadone clinics. Outside of a methadone clinic, it is not a legal option for opioid addiction.
For patients actively using opioid, including Kratom, Buprenorphine is more effective than Naltrexone for helping the patient to abstain from use. Naltrexone should not be started for patients that have not been off of all opioids for at least 10 days. 
To initiate treatment with Buprenorphine, the patient should not have used short acting opioids for at least 24 hours, long acting opioids like OxyContin for at least 48 hours and methadone for at least 72 hours before starting replacement therapy.
Generally, I tell patients that the more ill they feel before starting the Buprenorphine-Naloxone, the less likely the medicine is to precipitate withdrawal.
For patient’s that have never received buprenorphine-naloxone the medicine should be started in the clinic.
There are guidelines for starting the medicine using a 2-0.5 mg dose that is repeated at set intervals until the patient reports improvement in their withdrawal, demonstrated by improvement in their COWS scoring.
I typically don’t use this method, mainly due to time constraints. I typically use the patient’s reported drug use and calculate the morphine equivalents from that to determine the starting dose. I do not start a patient on more then 8-2 mg for the initial dose.
Regarding morphine equivalents, it is not really possible to estimate this if the patient is using heroin, especially if it also contains fentanyl or Protonitazene. Under this scenario, I typically consider starting patients on 4-1 mg of buprenorphine-naloxone if they are using less than ½ gram of heroin per day, and 8-2 mg if they are using more than ½ gram per day. If the patient reports a half a gram per day, using 8-2 mg of buprenorphine-naloxone should be okay. Once the initial dose has been administered, we keep the patient in the clinic until they report improvement in their withdrawal and it does not appear they are going to have any adverse reaction. 


If patient’s do not get adequate relief of their withdrawal relief from their initial dose in the clinic, I typically will write a prescription for 3 days of the starting dose and advise them thy can take another dose when they pick up their medicine and then continue the dose once a day starting the following morning. The patient is advised to call if they are still experiencing withdrawal the day after we start the medicine. It takes 3 days on the medicine to reach a steady state. Bring the patient back in 3 days and make an adjustment in their dose if needed. Typically I will increase by 4-1 mg for the buprenorphine-Naloxone if their cravings and/or withdrawal is not controlled. 
Helping the patient to get to the point they can abstain from their drug use long enough to start the replacement therapy can be a challenge. I usually use 3 medicine to help with withdrawal symptoms to get the patient to their initial dose of buprenorphine-naloxone:
1. Tizanidine 4 to 8 mg po QID prn for muscle spasms and cravings. Tizanidine is structurally similar to clonidine and is less likely to affect blood pressure than clonidine.
2. Meclizine 25 mg po QID prn for nausea and anxiety.
3. Loperamide 2 mg po QID prn for abdominal cramps and diarrhea.
If you would choose to use Clonidine instead of Tizanidine, that would be perfectly acceptable. Using clonidine with tizanidine is not advise due to potential adverse interactivity. 
These medicines can be continued after the buprenorphine-naloxone has been started, and I will tell the patient to continue them for the first 3 to 4 days, if needed, until we can get them to an effective dose for their buprenorphine-Naloxone.
Morphine Equivalents:
Buprenorphine 8 mg equals 100 mg morphine
Oxycodone 65 mg equals 100 mg morphine
Hydrocodone 100 mg equals 100 mg morphine
Hydromorphone 25 mg equals 100 mg morphine
Fentanyl 50 mcg equals 100 mg morphine
The equivalents are an estimate, so, starting the buprenorphine at a lower morphine equivalency, compared to the other drugs being used would be acceptable. For example, if the patient has been using 100 mg of oxycodone per day, which would be equivalent to approximately 154 mg of morphine per day, the buprenorphine equivalent would be approximately 12-3 mg per day. I would still not start the patient on more then 8-2 mg per day of Buprenorphine-Naloxone.


The maximum daily dose for Buprenorphine is 24 mg per day (Buprenorphine-Naloxone 24-6 mg). Above this dose Buprenorphine may cause QT prolongation. The maximum maintenance dose recommended is 16 mg of buprenorphine per day (16-4 mg buprenorphine-naloxone). 
For patient’s that require the 24-6 mg dose to get stabilized, I advise them that it will be temporary and in the next 3 to 4 months we will need to gradually start going down. I usually will try to decrease by 2-0.5 mg every couple months until we get the patient down to a 16-4 mg maintenance dose.
Regarding when patients are ready to taper down on their medicine, there is no specific time frame to get off. Some patients may not get off the medicine. For patient’s requesting to taper off, I always try to determine their motivation to do so. If it is just “I’ve been taking it long enough!”, I will ask more questions because I am not sure what ‘long enough” means. As far as I am concerned the most critical factor to consider when discussing about getting off the medicine is what kind of relationships the patient has in the present, compared to prior to starting treatment. Without good connections, healthy relationships, getting off the medicine will be risky for the patient to relapse.
As a general guideline, if it is decided to start tapering off, the longer the patient has used drugs, and/or the longer they have been taking Buprenorphine, the slower the taper should be.
The Buprenorphine-Naloxone is only approved for once a day dosing. That said, splitting the dose, usually BID, about 8 to 10 hours between doses probably works better. If the patient is prescribed 8-2 mg per day, taking ½ tablet in BID would be acceptable for the patient, even though the prescription is written for 8-2 mg daily. Frequently, when a patient follows up and says they take the full dose when they get up and then struggle later in the day with withdrawal/cravings, splitting the dose resolves the issue.
For patients that are having some cravings in the evening, if the dose splitting does not solve the issue, adding clonidine, about an hour before bedtime can work as well as increasing their dose of buprenorphine-naloxone, and the clonidine also helps with insomnia if that is an issue.
For patient’s that have been stable on a dose for an extended period of time who present reporting their cravings are not controlled, it is not usually that the medicine is not working as well as it had been. In most instances stressful events have occurred and should be discussed rather than just increasing the dose of their medicine. Most of the time after the stress or trauma is discovered and discussed, with appropriate referrals that may be needed, a dose increase will not be needed. An example would be the recent loss, the death of a friend or family member, where grief counseling and support groups would be more beneficial that just an increase in the buprenorphine.

Regarding the use of Naltrexone for MAT, the patient must be off of all opioids for at least 10 days before the medicine is started. Typically, I will start with 25 mg with supper for 4 days then 50 mg with supper daily thereafter.
It should be noted that no rare occasions naltrexone can cause mental status changes and the patient should be advised of this. Long term the naltrexone can cause hepatic injury. For patient’s taking the medicine on a chronic basis, checking LFTs a couple times a year might be a good idea.
Regardless of which medicine is started for opioid dependency, discussion of possible mood changes and precautions for safety sensitive activities, like driving or operating machinery with documentation of the patient education should be done. Without the documentation, injury to the patient or other patient contacts may be a liability for the provider.
Offering Narcan to all patients receiving treatment for opioid dependency is recommended, especially when they are initiating treatment with you.

Alcohol Dependency
For patients who are drinking, the first consideration is how to get them off the alcohol. The use of a benzodiazepine or chlordiazepoxide taper might be considered for patients with good support and who can be trusted not to drink on the medicine. 
For patients that safety, regarding continued alcohol consumption, is an issue, Baclofen is another option.
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The studies that have been done regarding baclofen were conducted in patients who were actively using. The dosages that have been studies vary, and in some instances exceeded what is prescribed as a muscle relaxant. I prefer to stay within the dosage maximum of 20 mg QID prn for alcohol craving control. Baclofen is metabolized into a barbiturate. If it is used for more than a few weeks, I would recommend tapering off the medicine gradually. The withdrawal can be similar to alcohol withdrawal if it is abruptly stopped. 
The patient should be advised of this risk and potential risks regarding performing safety sensitive activities, like driving, while using this medicine.
As far as the primary medicine used for cessation and abstinence, Naltrexone and Acamprosate are the primary agents used. For alcohol cessation, naltrexone may be slightly beneficial. Acamprosate does not help with alcohol cessation and should not be started until the patient is past the point of experiencing alcohol withdrawal. The Naltrexone is once a day dosing and I will start with 25 mg with supper for 4 days, then 50 mg with supper daily thereafter. Acamprosate is TID dosing, leading to less likelihood for compliance compared to Naltrexone. The dosing for Acamprosate is 333mg 2 tablets TID. As far as maintaining abstinence the two medicines are equally effective.
For patients that are not getting adequate control of the alcohol craving, Topiramate may be beneficial.
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Varying dosages have been studied. I would suggest starting with 25 mg BID and very gradually increasing the dosage titrated to effect, keeping the maximum dose per day within accepted guidelines.
It is important to advise the patient that this medicine may have a negative effect on their mood and what course of cation to take depending on the changes they experience.

Gabapentin is used for alcohol craving control.
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I do not use this medicine very often. I am more experienced with the topiramate and believe it may have fewer adverse side effects than the Gabapentin. Studies have demonstrated that Gabapentin in the dosage of around 1800 mg per day does help with abstinence from alcohol use.


Methamphetamine/Cocaine Dependency
For stimulant abuse and dependency, there are no approved medications for treatment. That does not mean that there are not medications that may be beneficial.
The primary medications we use for methamphetamine dependency are Bupropion in combination with Naltrexone. 
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We are using Bupropion, starting with 150 mg XL daily in combination with Naltrexone 25 mg with supper for 4 days then 50 mg daily for methamphetamine dependency. We will titrate the Bupropion up to 450 mg per day, gradually, depending on effectiveness. I usually wait a couple weeks between increases for the bupropion. One study showed this combination to be more effective than placebo, but the success was still only about 20% of the time as far as long-term abstinence. 
Topiramate may be added if patient’s are not getting adequate control of their cravings with the Naltrexone and Bupropion. Topiramate may not be effective for achieving abstinence, but, studies suggest it may help with decreased use and maintaining abstinence.
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I will use the same dosing as for alcohol, starting with 25 mg BID and very gradually increasing based upon results.

Olanzapine may be beneficial for helping with withdrawal symptoms and improving mood stability while patients are initially getting off of methamphetamine and also in the case of methamphetamine induced psychosis.
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I will usually consider using the Olanzapine for patients who are having trouble sleeping, anxious and irritable while trying to stop their methamphetamine use. I will start with 2.5 to 5 mg 1 hour before bedtime and then make adjustment not more often than weekly titrating by 2.5 mg increments until the desired effect is met. I also tell patients before the medicine is started that we will be using it short term, because of significant metabolic problems that can occur with continuous use of the medicine. I like to keep the use to less than 6 months. It may be a good idea to taper off the medicine if it is used for that long as there has been reports of uncomfortable withdrawal symptoms if the medicine is abruptly discontinued.
As with any antipsychotic the patient needs to be advised of potential adverse mood changes and safety sensitive activity precautions when using this medicine.

One additional note to consider, some studies suggest that the use of SSRIs and SNRIs for patients that have methamphetamine addiction may enhance the effect of methamphetamine when it is used and increase cravings. I tend to avoid these classes of drugs in patients I see for methamphetamine dependency.

Marijuana Dependency
Medications that are beneficial for marijuana cessation are difficult to identify. Buspirone may be beneficial for withdrawal from marijuana, but as far as being effective in achieving and maintaining abstinence from the substance, the effectiveness is debatable.
Typically, I will approach this from the issue from the position of what is the person using the substance for. The majority of patients are using it for anxiety or insomnia. 
It can be difficult to convince people that the drug they are using for anxiety and insomnia can actually be causing the condition to get worse and if they don’t have the drug, the withdrawal will be anxiety and insomnia that is much worse than when they started self-medicating.
I try to offer patients other options for the issue they have been trying to manage on their own.
For insomnia, I do not use sedatives or hypnotics. I will use Mirtazapine and Doxepin for sleep usually. Hydroxyzine, prochlorperazine, and chlorpromazine are also options for anxiety and insomnia. For any of these medicines start with the lowest dose and gradually titrate up for effect. SSRIs and SNRIs are also options for anxiety.
Once again, for any of these agents, discussion and documentation of potential mood deterioration and a plan of action, and, safety sensitive activity precautions need to be done.

Polysubstance Abuse
The treatment should be tailored using the medications specific to the substance being used. As you can see, there are medications like Naltrexone, which may be beneficial for treating pretty much every type of substance use disorder. Topiramate is another medicine that can be beneficial for many different situations.
Low Dose Lithium
Lithium carbonate 150 mg po daily may be beneficial for pretty much every substance use disorder. In the studies that have been done, the dose for mental health medications and for Buprenorphine-Naloxone can usually be decreased substantially and still be effective.
On this dose, toxicity is almost impossible to occur. Blood monitoring may be done, but for the most part the lithium level will likely be below the cutoff to be detectable.
Another significant finding in the studies that have been done is that low dose lithium is very effective in helping patients to get off of benzodiazepines.
I have a small population of patients that have been started on this dose of lithium and none have had adverse effects from the medicine and I would say that at least a third of the patients feel the medicine has been beneficial.

Regardless of what substance the patient is using, medications alone for treatment are not going to be nearly as effective for recovery as combining them with good counseling. For patients that have had significant traumas in their life, EMDR for counseling can be very helpful.
Remember that you are taking care of a patient who has an addiction, no an addict! They need help, not judgment. 
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