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Abstract: Background: Drug abuse is a worldwide problem that is detrimental to public health. The
potential for drug abuse extends to both legal and illicit drugs. Drawbacks associated with current
treatments include limited effectiveness, potential side effects and, in some instances, the absence of or
concerns with approved therapy options. A significant amount of clinical research has been conducted
investigating immunotherapy as a treatment option against drug abuse. Vaccines against drug abuse
have been the main area of research, and are the focus of this review. Methods: An extensive
search using “EBSCOhost (Multiple database collection)” with all 28 databases enabled (including
“Academic Search Ultimate”, “CINAHL Plus with Full Text”, and MEDLINE), interrogation of
the ClinicalTrials.gov website, and searches of individual clinical trial registration numbers, was
performed in February and March of 2022. This search extended to references within the obtained
articles. Results: A total of 23 registered clinical trials for treating drug abuse were identified: 15 for
treatment of nicotine abuse (all vaccine-based trials), 6 against cocaine abuse (4 were vaccine-based
trials and 2 were metabolic-enzyme-based trials), 1 against methamphetamine abuse (a monoclonal-
antibody-based trial), and 1 multivalent opioid treatment (vaccine-based trial). As indicated on the
ClinicalTrials.gov website (Home—ClinicalTrials.gov), the status of all but two of these trials was
“Completed”. Phase 3 clinical trials were completed for vaccine treatments against nicotine and
cocaine abuse only. Conclusion: Evidence in the form of efficacy data indicates that vaccines are
not an option for treating nicotine or cocaine abuse. Efficacy data are yet to be obtained through
completion of clinical trials for vaccines against opioid abuse. These findings align with the absence
of regulatory approval for any of these treatments. This review further highlights the need for novel
treatment strategies in instances where patients do not respond to current treatments, and while the
search for efficacious vaccine-based treatments continues.
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1. Introduction

Vaccines play a key role in maintaining and improving public health. They do so on
a worldwide scale by providing protection against a range of bacterial and viral illnesses.
The first vaccine was created over a century ago to provide protection against smallpox [1].
Since then, numerous vaccines have been created, including those most recently deployed
in the fight against COVID-19.

Drug abuse, by contrast, is a worldwide problem that is detrimental to public health.
The consequences of drug abuse include additional pressures on already strained public
health systems, deterioration in the health and wellbeing of drug abusers and others—
including unborn children—crime, and a myriad of social issues [2,3].

The potential for drug abuse extends to both legal and illicit drugs. These legal drugs
include nicotine and alcohol, while illicit drugs include marijuana, the central nervous
system (CNS) stimulants cocaine (including “crack” cocaine) and methamphetamine, and
the opioid substances heroin and prescription pain medications [4].

Abused drugs are small, non-immunogenic molecules that remain undetected by the im-
mune system, allowing them to cross the blood–brain barrier to the reward centers within the
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brain [3,5–11]. Current treatments for drug abuse include psychotherapy, pharmacotherapy,
and combinations of both [1,12]. Pharmacotherapies include receptor agonists, partial agonists,
antagonists, aversive therapy, and antidepressants. [3,9]. In the case of opioid-dependent
patients, treatment options also extend to new, emerging drugs and psychological support [13].

Current psychotherapy and pharmacotherapy treatments have a number of potential
drawbacks, including cost, limited effectiveness, patient non-compliance, social stigma
and, in some instances, a disinclination by treatment providers regarding the use of some
pharmacotherapies due to regulatory and abuse liability concerns [2,3,8,14–17]. Current
treatments for smoking cessation have proved beneficial only in the short term [18]. For
cocaine and methamphetamine, there is an absence of effective, approved pharmacothera-
pies [12,19–24]. For a number of pharmacotherapies, there are potential side effects.

The idea of an immunotherapy-based approach—including the use of vaccines—
to treat addiction can be found in the literature as early as the 1960s and 1970s [1,25].
However, opiate receptor antagonists and methadone-based treatments have become the
mainstay of treatment, as they are less demanding in terms of research, development, and
investment requirements [25]. Over time, drawbacks associated with their use have begun
to emerge, contributing to researchers once again looking into vaccines [25]. Recently, the
school of thought that abused drugs are toxins has facilitated the exploration of additional
pharmacotherapy and vaccine-based treatments [9,20,26].

Vaccines intended for treating drug abuse do so through active immunization by
inducing the body to produce polyclonal antibodies in response to an antigen contained
in the vaccine [1,3,10,12,17,22,26–31]. Vaccines for treating drug abuse typically consist
of a hapten, a conjugate protein/macromolecular carrier, and an adjuvant [25,32]. A
hapten is a structurally modified drug molecule to which a chemical linker has been
attached [2,11,29,33]. The conjugate protein/macromolecular carrier is the component of
the vaccine that is immunogenic, and is linked to the hapten. The overall structure is known
as a hapten–conjugate protein/macromolecular carrier [1–3,6,9,11,14–17,21–23,25,26,29,32–
42]. Adjuvants include aluminum-containing substances that enhance the immune response
to an antigen, thereby producing stronger immunity [1,6,8,10,14,25,35]. Adjuvants are
common in vaccines against drug abuse.

The aim of this literature review was to determine whether vaccines are an effective treat-
ment option against drug abuse.

2. Materials and Methods

The PICOS criteria (Problem, Intervention, Comparison, Outcome, and Study Design) were
applied to a literature search using “EBSCOhost (Multiple database collection)” with all databases
(including “Academic Search Ultimate”, “CINAHL Plus with Full Text”, and MEDLINE) enabled.
“Peer reviewed” and “English language” limiters were applied. Details of the search terms are
shown in Appendix A. As shown in the table, 40 relevant articles were found.

A number of articles obtained in the search referenced “Clinical trial registration
numbers”. Searches of these numbers within the ClinicalTrials.gov website [43–65] were
undertaken to obtain details of the studies. In instances where study outcomes were not
published on this website, additional searches of the individual clinical trial registration
numbers (“NCT numbers”) and study titles were performed using EBSCOhost (with all
databases enabled) and Google Scholar.

3. Results

Twenty-three registered clinical trials for treatments against nicotine, cocaine, metham-
phetamine, and opioid abuse were identified. All 15 of the nicotine trials, 2 of the cocaine trials,
and 1 opioid trial involved vaccines. Two of the cocaine trials involved metabolic enzymes,
and the methamphetamine trial involved monoclonal antibodies. An overview of the 18 tri-
als of vaccines against drugs abuse is shown in Table 1. Table 2 contains a summary of the
vaccines/treatments from these trials.
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Table 1. Summary of the details of clinical trials for treatments against nicotine, cocaine, methamphetamine, and opioid abuse [43–65].

Drug NCT Number Study Completion Date Study Type Phase Multicenter? Intervention Randomized? Placebo
Controlled? Blinding?

Number of
Enrolled
Subjects

Defined
Secondary
Measures?

Status *

Nicotine NCT01318668 June 2012
Interventional

(crossover
assignment)

1, 2 N NicVAX Y Y N 38 Y c

Nicotine NCT00218413 August 2006
Interventional

(parallel
assignment)

2 N NicVAX N N N 51 Y c

Nicotine NCT00995033 September 2012
Interventional

(parallel
assignment)

2 Y NicVAX Y Y Double 558 Y c

Nicotine NCT00598325 October 2010
Interventional

(parallel
assignment)

1, 2 N NicVAX N N N 74 Y c

Nicotine NCT00318383 December 2007
Interventional

(parallel
assignment)

2 Y NicVAX Y Y Double 313 Y c

Nicotine NCT00996034 February 2011
Interventional
(single-group
assignment)

2 N NicVAX N N N 14 N c

Nicotine NCT01304810 August 2011 Observational
(cohort) 3 Y NicVAX Y Y Double 300 Y c

Nicotine NCT01102114 November 2011
Interventional

(parallel
assignment)

3 Y NicVAX Y Y Double 1000 Y c

Nicotine NCT00836199 July 2011
Interventional

(parallel
assignment)

3 Y NicVAX Y Y Double 1000 Y c

Nicotine NCT01478893 March 2013
Interventional

(parallel
assignment)

1 N SEL-068 Y Y Double 82 Y c

Nicotine NCT01672645 December 2015 Interventional ** 1 N NIC7-001 and
NIC7-003 Y Y Double 277 Y c

Nicotine NCT00736047 October 2009
Interventional

(parallel
assignment)

2 Y NIC002 Y Y Double 200 Y c

Nicotine NCT01280968 April 2013
Interventional

(parallel
assignment)

2 N NIC002 Y Y N 52 N c

Nicotine NCT00369616 October 2005
Interventional

(parallel
assignment)

2 N CYT002-NicQb Y Y N 341 Y c

Nicotine NCT00633321 February 2009
Interventional

(parallel
assignment)

2 Y TA-NIC Y Y Double 522 Y c

Cocaine NCT00965263 August 2009
Interventional

(parallel
assignment)

2 N TA-CD Y N N 15 Y c
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Table 1. Cont.

Drug NCT Number Study Completion Date Study Type Phase Multicenter? Intervention Randomized? Placebo
Controlled? Blinding?

Number of
Enrolled
Subjects

Defined
Secondary
Measures?

Status *

Cocaine NCT00142857 July 2014
Interventional

(parallel
assignment)

2 Y TA-CD Y Y Double 115 Y c

Cocaine NCT00969878 July 2014
Interventional

(parallel
assignment)

3 Y TA-CD Y Y Double 300 Y c

Cocaine NCT01846481 June 2013
Interventional

(crossover
assignment)

2 N RBP-8000 Y Y Double 40 Y c

Cocaine NCT01887366 October 2014
Interventional

(parallel
assignment)

2 Y TV-1380 Y Y Double 208 Y c

Cocaine NCT02455479 December 2025 ***
Interventional

(sequential
assignment)

1 N dAd5GNE Y Y Double 30 Y r

Methamphetamine NCT01603147 July 2013
Interventional
(single group
assignment)

1 N Ch-mAb7F9 Y Y Double 42 Y c

Multivalent opioids NCT04458545 December 2023 ***
Interventional

(parallel
assignment)

1A/1B Y Oxy(Gly)4-
sKLH Y Y N 45 N r

* c = completed, r = recruiting; ** = no assignment specified; *** = estimated study completion date, Y = yes, N = N.
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Table 2. Summary of studies for vaccines against nicotine abuse, cocaine, methamphetamines, and
opioids [1,6,25–27,43–66].

Drug of Abuse Vaccine Hapten Carrier Adjuvant Trial Phase(s)

Nicotine

NicVAX 3′Amimomethylnicotine Pseudomonas
aeruginosa rEPA Alum 1, 2, 3

SEL-068 Nicotine
Proprietary

polymer
nanoparticle

T-cell-targeting
peptide and TLR

agonist
1

NIC7-001 and
NIC7-003

5-Aminoethoxy-nicotine
and *

Cross-reactive
material Alum 1

NIC002 O-succinyl-3′-
hydroxymethylnicotine

VLP from
bacteriophage Qß Alum 2

CYT002-NICQb Nicotine VLP from
bacteriophage Qß * 2

TA-NIC Nicotine N1-butyric acid rCTB Alum 2

Cocaine

TA-CD Succinyl norcocaine rCTB Alum 2, 3
RBP-8000 100 and

200 mg N/A; metabolizing enzyme therapy 2

TV-1380 150 and
300 mg N/A; metabolizing enzyme therapy 2

dAd5GNE Vaccine GNE-cocaine Disrupted
adenovirus

Proprietary
adjuvant 1

Methamphetamine Ch-mAB7f9 N/A; chimeric monoclonal antibody 1

Opioids Oxy(Gly)4-sKLH Oxycodone-based Keyhole limpet
hemocyanin Alum 1

* = Unable to locate details; rEPA = recombinant Pseudomonas aeruginosa exotoxin; VLP = virus-like particle;
rCTB = recombinant cholera toxin subunit B; TLR = Toll-like receptor; GNE = [6-(2R,3S)-3-(benzoyloxy)-8-methyl-
8-azabicyclo [3.2.1] octane-2-carboxoamido-hexanoic acid]; N/A = not applicable.

Defined inclusion criteria, exclusion criteria, and primary outcome measures were
included for each clinical trial, with defined secondary outcome measures included for all
but three of the trials (see Table 1).

Phase 1, 2, and 3 clinical trials were included in this review. “Phase 1” refers to “a phase
of research to describe clinical trials that focus on the safety of a drug, usually conducted
with healthy volunteers, and usually involving a small number of participants” [67]. “Phase
2” refers to “a phase of research to describe clinical trials that gather preliminary data on
whether a drug works in people with a certain disease/condition. Safety continues to be a
focus” [67]. “Phase 3” refers to “a phase of research to describe clinical trials that gather
more information about a drug’s safety and effectiveness by studying different populations
and different dosages and by using the drug in combination with other drugs. These
studies typically involve more participants” [67].

4. Discussion

Vaccines against nicotine abuse: Phase 1, 2, and 3 clinical trials have been completed.
A total of 15 trials were identified. Eleven trials were randomized controlled trials (RCTs),
three were non-randomized controlled trials, and one was a cohort study. All RCTs and the
cohort study were double-blinded. Six RCTs and the cohort study included multiple study
centers to reduce bias. Inclusion and exclusion criteria, along with outcome measures,
were clearly defined for each trial. Baseline characteristics were generally consistent across
groups in each trial, further minimizing bias.

NicVAX: In the combined phase 1 and 2 trial NCT01318668, the vaccine was not
efficacious in reducing brain activity from nicotine cues. Higher antibody levels were
observed in the experimental group (p < 0.001) but, as indicated by measured exhaled
carbon monoxide levels, did not significantly reduce cigarette use. The small sample size
(n = 48), 31% dropout rate, and inclusion of only right-handed, 25- to 40-year-old males
may have introduced bias (females were excluded because vaccine teratogenicity had not
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been assessed). Financial compensation provided to participants may have been a source
of bias. No adverse effects were reported [68].

The phase 2 trial NCT00218413 (n = 51) assessed safety and antibody levels for varying
vaccine doses. [27] states “increased abstinence related to Ab titer in phase II proof-of-
concept”. Despite the study completion date of August 2006, the published study results
were unable to be located [44].

In the phase 2 trial NCT00995033, combined treatment of a vaccine with standard
treatment (varenicline and behavioral support) was not efficacious when compared with
placebo and standard treatment. The attrition rate in both the experimental and control
groups was approximately 25%. The large sample size (n = 558) would have reduced but
not eliminated bias. Continuous smoking abstinence was not demonstrated for weeks 9 to
52 (“OR = 0.89, 95% CI = 0.62–1.29”), weeks 37 to 52 (“OR = 1.03, 95% CI = 0.72–1.46”), or
weeks 9 to 24 (OR = 1.04, 95% CI = 0.74–1.47”) [69]. There was an insignificant difference
between participants with the top 30% antibody levels and the control group for weeks
9 to 52 (“OR = 1.19, 95% CI = 0.71–2.00”). More adverse events relating to NicVAX were
reported compared with the placebo (n = 45; 4.2% of events and n = 13; 1.2% of events,
respectively). This was very highly statistically significant (p < 0.0001). Similar numbers of
serious adverse events were reported in the NicVAX and placebo groups (n = 13; 1.2% of
events and n = 15; 1.4% of events, respectively) [69].

In the phase 2 trial NCT00598325 (n = 74), when compared to previous studies, an additional
dose of the vaccine was administered (i.e., six doses instead of five doses). The additional dose
resulted in higher levels of antibodies, forming the basis for phase 3 trials [27,70].

In the phase 2 trial NCT00318383 (n = 313), the vaccine was administered using two dif-
ferent formulations and dosing schedules to determine which generated the highest antibody
levels. This proof-of-concept-study showed that participants with high antibody response
were more likely to abstain from smoking than participants who received placebo [27].

The phase 2 trial NCT00996034 assessed nicotine binding in the brain before and after
vaccination, using tomography. In this single-arm study (n = 14), the dropout rate was
approximately 20%. Nicotine binding was lower after vaccination (“mean nicotine binding
= 54.9% and 49.1% before and after vaccination” [48], respectively), and was considered
statistically significant (p < 0.05). No adverse events were reported [48].

The phase 3 trial NCT01304810 (n = 300) assessed antibody levels 24 months after the
initial vaccine. Efficacy was not demonstrated [27]. Despite a study completion date of
August 2011, final study data were unable to be located [49].

The phase 3 trials NCT01102114 (n = 1000) and NCT00836199 (n = 1000) assessed
smoking cessation, abstinence, safety, and withdrawal symptoms. [50,51] The vaccine was
well tolerated and safe, but not efficacious [27]. For NCT00836199, the abstinence rate in
both the experimental and placebo groups was 11% [71]. Despite study completion dates
of July and November 2011, respectively, final study data were unable to be located. [72,73]
reported the vaccine was well-tolerated.

The phase 1 trial NCT01478893 (n = 82) was completed for SEL-068. Vaccine safety,
tolerability, and immunogenicity were assessed in smokers and in non-smokers. While the
trial was completed in March 2013, no results have been published [27].

The phase 1 trial NCT01672645 (n = 277) was completed for NIC7-001 and NIC7-003.
The study assessed safety, antibody levels, and abstinence rates. Despite a study completion
date of December 2015, the study’s results were unable to be located. This aligned with the
literature, which indicated “not reported” and “ongoing” [27].

NIC002: The phase 2 trial NCT00736047 (n = 200) assessed vaccine efficacy by self-
reported smoking status, exhaled CO levels, and immunogenicity. Primary endpoint was
not meet in interim analysis [27].

The phase 2 trial NCT01280968 (n = 52) assessed changes in nicotine within the
brain after “puffs of cigarettes” [55]. This study reported a 40% dropout rate. Results for
vaccine-induced % change in nicotine area under the curve and % change in maximum
nicotine concentration trended similarly in the experimental and placebo groups. There
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was an absence of probability values in the write-up; however, the findings did not support
vaccine efficacy against the stated outcome measure. No serious adverse events were
reported, though non-serious adverse events were reported (13 of 36 participants effected;
36% at risk, and 3 of 5 participants effected; 60% at risk, in the vaccine and placebo
groups, respectively) [55].

The phase 2 trial NCT00369616 (n = 341) was completed for CYT002-NicQb. This
study assessed smoking abstinence based on self-reporting and exhaled CO, immunogenic-
ity, safety, and cravings via a questionnaire. Adverse events were reported in both the
experimental and placebo groups. However, the odds ratio for a number of these events
was equal to one, indicating equal risk. The vaccine was considered safe and immuno-
genic. At 2 months, there appeared to be a significant difference in abstinence between
the experimental and placebo groups (47.2% and 35.1%, respectively; p = 0.036). However,
efficacy was not observed between 2 and 6 months. After 12 months, a 20% difference in
abstinence was observed between the participants with the highest antibody levels from the
experimental group and the placebo group (p = 0.012), indicating a significant difference in
efficacy. No questionnaire results were located. A total of 225 vaccine subjects (98.3%) and
104 placebo subjects (92.9%) experienced adverse events. This difference between groups
was statistically significant (OR 4.3; 95% CI 1.3 to 14.7) [74]. While the early results showed
promise, ultimately, the final findings were not conclusive.

The phase 2 trial NCT00633321 was completed for TA-NIC. This study assessed
smoking quit rate after six months, antibody levels, and ongoing abstinence. The targeted
number of 522 participants [57], and conducting the study across multiple sites, would
have improved the internal validity of the dataset; however, the study has not yet been
published. A summary statement in [27] indicates that efficacy was not demonstrated

Treatments against cocaine abuse: Phase 1, 2 and 3 clinical trials have been completed,
and one phase 1 trial is recruiting. Six clinical trials were identified. All trials were RCTs,
five of which were double-blinded. Three RCTs included multiple study centers, which
reduced bias. Inclusion and exclusion criteria, along with outcome measures, were clearly
defined for each trial. Baseline characteristics were generally consistent across groups in
each trial, further minimizing bias.

TA-CD: In the phase 2 trial NCT00965263 (n = 15), patients received various doses of
cocaine. Cocaine intoxication was self-reported, and heart rate and plasma cocaine levels
were assessed. Five participants dropped out which, given the small sample size, would
have affected bias. Variable antibody levels among participants were reported. In the
low-antibody group, the effects of cocaine appeared to trend down from weeks 1 to 11, and
plateaued at week 13. In the high-antibody group, the effects of cocaine trended down from
weeks 1 to 13. Self-reporting by participants was another potential source of bias. Heart rate
and plasma cocaine levels appeared to increase as the cocaine dose increased, indicating
that the vaccine was not efficacious. For the low-antibody group receiving 0 mg of cocaine,
plasma cocaine levels increased between weeks 3 and 13, which may be indicative of
cocaine use outside the study. Overall, the vaccine did not demonstrate efficacy [58].

In phase 2 and phase 3 trials NCT00142857 (n = 115) and NCT00969878 (n = 300) respec-
tively, [27,59,60] participants were randomized to receive either vaccine or placebo. Cocaine
abstinence was assessed by screening urine samples. Peak antibody levels were measured. For
NCT00142857 and as stated in [27], “high antibody response was associated with increased
cocaine-free urine and reduced cocaine use compared with low antibody response and placebo
groups”. For NCT 00969878, and as stated in [27] “there was no significant difference between
placebo, low-antibody and high-antibody groups at week 16 in terms of cocaine-positive urine
samples ”. Overall, the vaccine was not efficacious. Serious adverse events were reported in
both the vaccine and placebo groups 14 of 152 vaccine participants effected; 9.2%, and 15 of
148 placebo participants effected; 10.1%) [59,60].

The phase 2 trials NCT01846481 and NCT01887366 were completed for RBP-8000 and
TV-1380, respectively [61,62]. These trials were enzyme-based, and were not the focus of
this review.
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The phase 1 trial NCT02455479 for aAD5GNE is recruiting. It will establish vaccine
safety and measure cocaine, metabolites, and anti-cocaine antibodies in urine samples. The
small sample size (n = 30) is consistent with a phase 1 trial [63].

Treatments against methamphetamine abuse: The phase 1 trial NCT01603147 for
ch-mAb7f9 was completed [64,75]. This trial was monoclonal-antibody-based, and was not
the focus of this review.

Vaccines against opioid abuse: The phase 1 trial NCT04458545 for Oxy[Gly]4-sKLH
is recruiting (n = 45). The outcome measures will be vaccine safety and tolerability, and
“drug liking” based on self-reporting [65].

5. Conclusions

Overall, this review found that, to date, despite the number of clinical trials conducted,
evidence of vaccine efficacy against drug abuse is lacking. Factors contributing to this
include low antibody response, un-sustained antibody response, variable antibody response
between individuals, and continued drug use despite an antibody response. The underlying
reasons are not clear, but could relate to vaccine design, individuals’ genetic makeup,
or a combination of both. As captured in the literature, this review also identified the
importance of the drug abuser’s personal motivation to discontinue using drugs as part of
vaccine-based treatments [1,2,6,11,12,17,19,40,41]. These factors, as well as the complexities
associated with addiction, may help to explain the challenges associated with clinical trials
for vaccine-based treatments thus far. Therefore, this review also highlights the need for
novel treatment strategies in instances where patients do not respond to current treatments,
including while the search for efficacious vaccine-based treatments continues. Despite
using a comprehensive search strategy, this review found a number of the conducted
clinical trials have not been published in peer-reviewed journals. This may be due to
insignificant findings. While there has been some suggestion that health professionals—
such as pharmacists, nurses, and medical doctors—should be ready to play a role in
the delivery of vaccines against drug abuse, at this point in time, without completion of
successful phase 3 studies indicating vaccine efficacy, upskilling health professionals in this
area is premature.
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Appendix A

Table A1. Search Terms.

Search Terms Number of Relevant Articles Found

Title contains
alcohol OR cannabis OR opioid* OR opiate*

OR substance* OR drug OR meth* OR nicotine*
OR heroin OR morphine OR cocaine OR oxy*

AND
abuse OR addict* OR misuse OR disorder*

AND
vaccin* OR immunotherap* OR “human

studies”
AND

Title does NOT contain
hepatitis OR HIV OR gonadotropin OR SARS*
OR cancer OR HBV OR COVID* OR mice OR

rat* OR rodent* OR multiple sclerosis OR
paraneoplastic OR sex OR influenza

40

* after disregarding duplicate articles, articles not available, abstract-only articles and irrelevant articles.

References
1. Truong, T.T.; Kosten, T.R. Current status of vaccines for substance use disorders: A brief review of human studies. J. Neurol. Sci.

2022, 434, 120098. [CrossRef] [PubMed]
2. Shen, X.Y.; Orson, F.M.; Kosten, T.R. Vaccines against drug abuse. Clin. Pharmacol. Ther. 2012, 91, 60–70. [CrossRef] [PubMed]
3. Moreno, A.Y.; Janda, K.D. Immunopharmacotherapy: Vaccination strategies as a treatment for drug abuse and dependence.

Pharmacol. Biochem. Behav. 2009, 92, 199–205. [CrossRef] [PubMed]
4. Richesson, D.; Hoenig, J.M. Key Substance Use and Mental Health Indicators in the United States: Results from the 2019 National

Survey on Drug Use and Health [Internet]. Substance Abuse and Mental Health Services Administration. 2020. Available online: https:
//www.samhsa.gov/data/sites/default/files/reports/rpt35319/2020NSDUHFFR1PDFW102121.pdf (accessed on 5 March 2022).

5. Shaffer, L. Inner Workings: Using vaccines to harness the immune system and fight drugs of abuse. Proc. Natl. Acad. Sci. USA
2021, 118, e2121094118. [CrossRef] [PubMed]

6. Carfora, A.; Cassandro, P.; Feola, A.; La Sala, F.; Petrella, R.; Borriello, R. Ethical Implications in Vaccine Pharmacotherapy for
Treatment and Prevention of Drug of Abuse Dependence. J. Bioethical Inq. 2018, 15, 45–55. [CrossRef]

7. Brashier, D.B.S.; Sharma, A.K.; Akhoon, N. Are therapeutic vaccines an answer to the global problem of drug and alcohol abuse?
Indian J. Pharmacol. 2016, 48, 487–489. [CrossRef]

8. Alving, C.R.; Matyas, G.R.; Torres, O.; Jalah, R.; Beck, Z. Adjuvants for vaccines to drugs of abuse and addiction. Vaccine 2014, 32,
5382–5389. [CrossRef]

9. Shorter, D.; Kosten, T.R. Vaccines in the Treatment of Substance Abuse. Focus; American Psychiatric Publishing: Washington, DC,
USA, 2011; Volume 2011, pp. 25–30.

10. Peterson, E.C.; Owens, S.M. Designing immunotherapies to thwart drug abuse. Mol. Interv. 2009, 9, 119–124. [CrossRef]
11. Kinsey, B.M.; Jackson, D.C.; Orson, F.M. Anti-drug vaccines to treat substance abuse. Immunol. Cell Biol. 2009, 87, 309–314.

[CrossRef]
12. Zalewska-Kaszubska, J. Is immunotherapy an opportunity for effective treatment of drug addiction? Vaccine 2015, 33, 6545–6551.

[CrossRef]
13. Maqoud, F.; Fabio, G.; Ciliero, N.; Antonacci, M.; Mastrangelo, F.; Sammarruco, G.; Cataldini, R.; Schirosi, G.; De Fazio, S.;

Tricarico, D. Multicenter Observational/Exploratory Study Addressed to the Evaluation of the Effectiveness and Safety of
Pharmacological Therapy in Opioid-Dependent Patients in Maintenance Therapy in Southern Italy. Pharmaceutics 2022, 14, 461.
[CrossRef] [PubMed]

14. Townsend, E.A.; Banks, M.L. Preclinical Evaluation of Vaccines to Treat Opioid Use Disorders: How Close are We to a Clinically
Viable Therapeutic? CNS Drugs 2020, 34, 449–461. [CrossRef] [PubMed]

15. Crouse, B.; Robinson, C.; Huseby Kelcher, A.; Laudenbach, M.; Abrahante, J.E.; Pravetoni, M. Mechanisms of interleukin 4
mediated increase in efficacy of vaccines against opioid use disorders. NPJ Vaccines 2020, 5, 99. [CrossRef]

16. Raleigh, M.D.; Peterson, S.J.; Laudenbach, M.; Baruffaldi, F.; Carroll, F.I.; Comer, S.D.; Navarro, H.A.; Langston, T.L.; Runyon, S.P.;
Winston, S.; et al. Safety and efficacy of an oxycodone vaccine: Addressing some of the unique considerations posed by opioid
abuse. PLoS ONE 2017, 12, e0184876. [CrossRef] [PubMed]

17. Kantak, K.M. Vaccines Against Drugs of Abuse: A Viable Treatment Option? Drugs 2003, 63, 341–352. [CrossRef] [PubMed]

http://doi.org/10.1016/j.jns.2021.120098
http://www.ncbi.nlm.nih.gov/pubmed/34952345
http://doi.org/10.1038/clpt.2011.281
http://www.ncbi.nlm.nih.gov/pubmed/22130115
http://doi.org/10.1016/j.pbb.2009.01.015
http://www.ncbi.nlm.nih.gov/pubmed/19350728
https://www.samhsa.gov/data/sites/default/files/reports/rpt35319/2020NSDUHFFR1PDFW102121.pdf
https://www.samhsa.gov/data/sites/default/files/reports/rpt35319/2020NSDUHFFR1PDFW102121.pdf
http://doi.org/10.1073/pnas.2121094118
http://www.ncbi.nlm.nih.gov/pubmed/34937749
http://doi.org/10.1007/s11673-017-9834-5
http://doi.org/10.4103/0253-7613.190717
http://doi.org/10.1016/j.vaccine.2014.07.085
http://doi.org/10.1124/mi.9.3.5
http://doi.org/10.1038/icb.2009.17
http://doi.org/10.1016/j.vaccine.2015.09.079
http://doi.org/10.3390/pharmaceutics14020461
http://www.ncbi.nlm.nih.gov/pubmed/35214192
http://doi.org/10.1007/s40263-020-00722-8
http://www.ncbi.nlm.nih.gov/pubmed/32248427
http://doi.org/10.1038/s41541-020-00247-7
http://doi.org/10.1371/journal.pone.0184876
http://www.ncbi.nlm.nih.gov/pubmed/29194445
http://doi.org/10.2165/00003495-200363040-00001
http://www.ncbi.nlm.nih.gov/pubmed/12558457


Vaccines 2022, 10, 860 10 of 12

18. Collins, K.C.; Janda, K.D. Investigating hapten clustering as a strategy to enhance vaccines against drugs of abuse. Bioconjugate
Chem. 2014, 25, 593–600. [CrossRef]

19. Gorfinkel, L. Vaccines for cocaine addiction: Where we’re going and why doctors should pay attention. UBC Med. J. 2021, 13,
43–44.

20. Young, M.J.; Sisti, D.A.; Rimon-Greenspan, H.; Schwartz, J.L.; Caplan, A.L. Immune to addiction: The ethical dimensions
of vaccines against substance abuse. In The Ethical Challenges of Emerging Medical Technologies; Routledge: London, UK, 2020;
pp. 91–94.

21. Laudenbach, M.; Baruffaldi, F.; Vervacke, J.S.; Distefano, M.D.; Titcombe, P.J.; Mueller, D.L.; Tubo, N.J.; Griffith, T.S.; Pravetoni, M.
The Frequency of Naive and Early-Activated Hapten-Specific B Cell Subsets Dictates the Efficacy of a Therapeutic Vaccine against
Prescription Opioid Abuse. J. Immunol. 2015, 194, 5926–5936. [CrossRef]

22. Taylor, J.J.; Laudenbach, M.; Tucker, A.M.; Jenkins, M.K.; Pravetoni, M. Hapten-specific naïve B cells are biomarkers of vaccine
efficacy against drugs of abuse. J. Immunol. Methods 2014, 405, 74–86. [CrossRef]

23. Kosten, T.R.; Domingo, C.B. Can you vaccinate against substance abuse? Expert Opin. Biol. Ther. 2013, 13, 1093–1097. [CrossRef]
24. Hall, W.; Carter, L. Ethical issues in using a cocaine vaccine to treat and prevent cocaine abuse and dependence. J. Med. Ethics

2004, 30, 337–340. [CrossRef] [PubMed]
25. Myagkova, M.A.; Morozova, V.S. Vaccines for substance abuse treatment: New approaches in the immunotherapy of addictions.

Russ. Chem. Bull. 2018, 67, 1781–1793. [CrossRef]
26. Heekin, R.D.; Shorter, D.; Kosten, T.R. Current status and future prospects for the development of substance abuse vaccines.

Expert Rev. Vaccines 2017, 16, 1067–1077. [CrossRef] [PubMed]
27. Xu, A.; Kosten, T.R. Current status of immunotherapies for addiction. Ann. N. Y. Acad. Sci. 2021, 1489, 3–16. [CrossRef] [PubMed]
28. Chen, Y.-H.; Wu, K.-L.; Tsai, H.-M.; Chen, C.-H. Treatment of methamphetamine abuse: An antibody-based immunotherapy

approach. J. Food Drug Anal. 2013, 21, S82–S86. [CrossRef] [PubMed]
29. Escobar-Chávez, J.J.; Domínguez-Delgado, C.L.; Rodríguez-Cruz, I.M. Targeting nicotine addiction: The possibility of a therapeu-

tic vaccine. Drug Des. Dev. Ther. 2011, 5, 211–224. [CrossRef]
30. Gentry, W.B.; Rüedi-Bettschen, D.; Owens, S.M. Development of active and passive human vaccines to treat methamphetamine

addiction. Hum. Vaccines 2009, 5, 206–213. [CrossRef]
31. Anton, B.; Salazar, A.; Florez, A.; Matus, M.; Marin, R.; Hernandez, J.A. Vaccines against morphine/heroin and its use as effective

medication for preventing relapse to opiate addictive behaviors. Hum. Vaccines 2009, 5, 214–229. [CrossRef]
32. Olson, M.E.; Janda, K.D. Vaccines to combat the opioid crisis: Vaccines that prevent opioids and other substances of abuse from

entering the brain could effectively treat addiction and abuse. EMBO Rep. 2018, 19, 5–9. [CrossRef]
33. Bremer, P.T.; Janda, K.D. Conjugate Vaccine Immunotherapy for Substance Use Disorder. Pharmacol. Rev. 2017, 69, 298–315.

[CrossRef]
34. Hossain, M.K.; Hassanzadeganroudsari, M.; Nurgali, K.; Apostolopoulos, V. Vaccine development against methamphetamine

drug addiction. Expert Rev. Vaccines 2020, 19, 1105–1114. [CrossRef] [PubMed]
35. Gradinati, V.; Baruffaldi, F.; Abbaraju, S.; Laudenbach, M.; Amin, R.; Gilger, B.; Velagaleti, P.; Pravetoni, M. Polymer-mediated

delivery of vaccines to treat opioid use disorders and to reduce opioid-induced toxicity. Vaccine 2020, 38, 4704–4712. [CrossRef]
[PubMed]

36. Robinson, C.; Baehr, C.; Schmiel, S.E.; Accetturo, C.; Mueller, D.L.; Pravetoni, M. Alum adjuvant is more effective than MF59 at
prompting early germinal center formation in response to peptide-protein conjugates and enhancing efficacy of a vaccine against
opioid use disorders. Hum. Vaccines Immunother. 2019, 15, 909–917. [CrossRef] [PubMed]

37. Pravetoni, M.; Comer, S.D. Development of vaccines to treat opioid use disorders and reduce incidence of overdose. Neuropharma-
cology 2019, 158, 107662. [CrossRef]

38. Baruffaldi, F.; Raleigh, M.D.; King, S.J.; Roslawski, M.J.; Birnbaum, A.K.; Hassler, C.; Carroll, F.I.; Runyon, S.P.; Winston, S.; Pentel,
P.R.; et al. Formulation and Characterization of Conjugate Vaccines to Reduce Opioid Use Disorders Suitable for Pharmaceutical
Manufacturing and Clinical Evaluation. Mol. Pharm 2019, 16, 2364–2375. [CrossRef]

39. Baruffaldi, F.; Kelcher, A.H.; Laudenbach, M.; Gradinati, V.; Limkar, A.; Roslawski, M.; Birnbaum, A.; Lees, A.; Hassler, C.;
Runyon, S.; et al. Preclinical Efficacy and Characterization of Candidate Vaccines for Treatment of Opioid Use Disorders Using
Clinically Viable Carrier Proteins. Mol. Pharm. 2018, 15, 4947–4962. [CrossRef] [PubMed]

40. Brimijoin, S.; Shen, X.; Orson, F.; Kosten, T. Prospects, promise and problems on the road to effective vaccines and related
therapies for substance abuse. Expert Rev. Vaccines 2013, 12, 323–332. [CrossRef]

41. Orson, F.M.; Kinsey, B.M.; Singh, R.A.K.; Wu, Y.; Gardner, T.; Kosten, T.R. Substance Abuse Vaccines. Ann. N. Y. Acad. Sci. 2008,
1141, 257–269. [CrossRef]

42. Fox, B.S. Development of a therapeutic vaccine for the treatment of cocaine addiction. Drug Alcohol Depend. 1997, 48, 153–158.
[CrossRef]

43. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2013. Available online: https://clinicaltrials.gov/ct2/show/
NCT01318668?term=NCT01318668&draw=2&rank=1 (accessed on 22 May 2022).

44. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2008. Available online: https://clinicaltrials.gov/ct2/show/
NCT00218413?term=NCT00218413&draw=2&rank=1 (accessed on 22 May 2022).

http://doi.org/10.1021/bc500016k
http://doi.org/10.4049/jimmunol.1500385
http://doi.org/10.1016/j.jim.2014.01.010
http://doi.org/10.1517/14712598.2013.791278
http://doi.org/10.1136/jme.2003.004739
http://www.ncbi.nlm.nih.gov/pubmed/15289512
http://doi.org/10.1007/s11172-018-2290-5
http://doi.org/10.1080/14760584.2017.1378577
http://www.ncbi.nlm.nih.gov/pubmed/28918668
http://doi.org/10.1111/nyas.14329
http://www.ncbi.nlm.nih.gov/pubmed/32147860
http://doi.org/10.1016/j.jfda.2013.09.040
http://www.ncbi.nlm.nih.gov/pubmed/26334109
http://doi.org/10.2147/DDDT.S10033
http://doi.org/10.4161/hv.5.4.7456
http://doi.org/10.4161/hv.5.4.7556
http://doi.org/10.15252/embr.201745322
http://doi.org/10.1124/pr.117.013904
http://doi.org/10.1080/14760584.2020.1857738
http://www.ncbi.nlm.nih.gov/pubmed/33251859
http://doi.org/10.1016/j.vaccine.2020.05.027
http://www.ncbi.nlm.nih.gov/pubmed/32439214
http://doi.org/10.1080/21645515.2018.1558697
http://www.ncbi.nlm.nih.gov/pubmed/30625019
http://doi.org/10.1016/j.neuropharm.2019.06.001
http://doi.org/10.1021/acs.molpharmaceut.8b01296
http://doi.org/10.1021/acs.molpharmaceut.8b00592
http://www.ncbi.nlm.nih.gov/pubmed/30240216
http://doi.org/10.1586/erv.13.1
http://doi.org/10.1196/annals.1441.027
http://doi.org/10.1016/S0376-8716(97)00121-X
https://clinicaltrials.gov/ct2/show/NCT01318668?term=NCT01318668&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01318668?term=NCT01318668&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00218413?term=NCT00218413&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00218413?term=NCT00218413&draw=2&rank=1


Vaccines 2022, 10, 860 11 of 12

45. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2008. Available online: https://clinicaltrials.gov/ct2/show/
NCT00995033?term=NCT00995033&draw=2&rank=1 (accessed on 22 May 2022).

46. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2012. Available online: https://clinicaltrials.gov/ct2/show/
NCT00598325?term=NCT00598325&draw=2&rank=1 (accessed on 22 May 2022).

47. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2017. Available online: https://clinicaltrials.gov/ct2/show/
NCT00318383?term=NCT00318383&draw=2&rank=1 (accessed on 22 May 2022).

48. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2015. Available online: https://clinicaltrials.gov/ct2/show/
NCT00996034?term=NCT00996034&draw=2&rank=1 (accessed on 22 May 2022).

49. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2012. Available online: https://clinicaltrials.gov/ct2/show/
NCT01304810?term=NCT01304810&draw=2&rank=1 (accessed on 22 May 2022).

50. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2012. Available online: https://clinicaltrials.gov/ct2/show/
NCT01102114?term=NCT01102114&draw=2&rank=1 (accessed on 22 May 2022).

51. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2012. Available online: https://clinicaltrials.gov/ct2/show/
NCT00836199?term=NCT00836199&draw=2&rank=1 (accessed on 22 May 2022).

52. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2008. Available online: https://clinicaltrials.gov/ct2/show/
NCT01478893?term=NCT01478893&draw=2&rank=1 (accessed on 22 May 2022).

53. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2016. Available online: https://clinicaltrials.gov/ct2/show/
NCT01672645?term=NCT01672645&draw=2&rank=1 (accessed on 22 May 2022).

54. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2017. Available online: https://clinicaltrials.gov/ct2/show/
NCT00736047?term=NCT00736047&draw=2&rank=1 (accessed on 22 May 2022).

55. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2008. Available online: https://clinicaltrials.gov/ct2/show/
NCT01280968?term=NCT01280968&draw=2&rank=1 (accessed on 22 May 2022).

56. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2010. Available online: https://clinicaltrials.gov/ct2/show/
NCT00369616?term=NCT00369616&draw=2&rank=1 (accessed on 22 May 2022).

57. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2011. Available online: https://clinicaltrials.gov/ct2/show/
NCT00633321?term=NCT00633321&draw=2&rank=1 (accessed on 22 May 2022).

58. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2008. Available online: https://clinicaltrials.gov/ct2/show/
NCT00965263?term=NCT00965263&draw=2&rank=1 (accessed on 22 May 2022).

59. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2008. Available online: https://clinicaltrials.gov/ct2/show/
NCT00969878?term=NCT00142857&draw=2&rank=1 (accessed on 22 May 2022).

60. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2017. Available online: https://clinicaltrials.gov/ct2/show/
NCT00969878?term=NCT00969878&draw=2&rank=1 (accessed on 22 May 2022).

61. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2008. Available online: https://clinicaltrials.gov/ct2/show/
NCT01846481?term=NCT01846481&draw=2&rank=1 (accessed on 22 May 2022).

62. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2015. Available online: https://clinicaltrials.gov/ct2/show/
NCT01887366?term=NCT01887366&draw=2&rank=1 (accessed on 22 May 2022).

63. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2022. Available online: https://clinicaltrials.gov/ct2/show/
NCT02455479?term=NCT02455479&draw=2&rank=1 (accessed on 22 May 2022).

64. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2014. Available online: https://clinicaltrials.gov/ct2/show/
NCT01603147?term=NCT01603147&draw=2&rank=1 (accessed on 22 May 2022).

65. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2021. Available online: https://clinicaltrials.gov/ct2/show/
NCT04458545?term=NCT04458545&draw=2&rank=1 (accessed on 22 May 2022).

66. Pravetoni, M. Biologics to treat substance use disorders: Current status and new directions. Hum. Vaccines Immunother. 2016, 12,
3005–3019. [CrossRef]

67. ClinicalTrials.gov [Internet]. NIH US National Library of Medicine. 2021. Available online: https://clinicaltrials.gov/ct/about-
studies/glossary (accessed on 22 May 2022).

68. Havermans, A.; Vuurman, E.F.; van den Hurk, J.; Hoogsteder, P.; van Schayck, O.C.P. Treatment with a Nicotine Vaccine Does Not
Lead to Changes in Brain Activity during Smoking Cue Exposure or a Working Memory Task; Addiction: Abingdon, UK, 2014; Volume
109, pp. 1260–1267.

69. Hoogsteder, P.H.J.; Kotz, D.; van Spiegel, P.I.; Viechtbauer, W.; van Schayck, O.C.P. Efficacy of the Nicotine Vaccine 3′-AmNic-rEPA
[NicVAX] Co-Administered with Varenicline and Counselling for Smoking Cessation: A Randomized Placebo-Controlled Trial; Addiction:
Abingdon, UK, 2014; Volume 109, pp. 1252–1259.

70. Fahim, R.E.F.; Kessler, P.D.; Kalnik, M.W. Therapeutic vaccines against tobacco addiction. Expert Rev. Vaccines 2013, 12, 333–342.
[CrossRef] [PubMed]

71. Hartmann-Boyce, J.; Cahill, K.; Hatsukami, D.; Cornuz, J.; Hartmann-Boyce, J. Nicotine vaccines for smoking cessation. Cochrane
library 2012, 2012, CD007072. [CrossRef] [PubMed]

72. Nabi Biopharmaceuticals Announces Results of Second NicVAX[R] Phase III Clinical Trial. Fierce Biopharma Newsletter. 2011.
Available online: https://www.fiercebiotech.com/biotech/nabi-biopharmaceuticals-announces-results-of-second-nicvax-r-
phase-iii-clinical-trial-0 (accessed on 16 March 2022).

https://clinicaltrials.gov/ct2/show/NCT00995033?term=NCT00995033&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00995033?term=NCT00995033&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00598325?term=NCT00598325&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00598325?term=NCT00598325&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00318383?term=NCT00318383&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00318383?term=NCT00318383&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00996034?term=NCT00996034&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00996034?term=NCT00996034&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01304810?term=NCT01304810&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01304810?term=NCT01304810&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01102114?term=NCT01102114&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01102114?term=NCT01102114&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00836199?term=NCT00836199&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00836199?term=NCT00836199&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01478893?term=NCT01478893&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01478893?term=NCT01478893&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01672645?term=NCT01672645&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01672645?term=NCT01672645&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00736047?term=NCT00736047&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00736047?term=NCT00736047&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01280968?term=NCT01280968&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01280968?term=NCT01280968&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00369616?term=NCT00369616&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00369616?term=NCT00369616&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00633321?term=NCT00633321&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00633321?term=NCT00633321&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00965263?term=NCT00965263&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00965263?term=NCT00965263&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00969878?term=NCT00142857&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00969878?term=NCT00142857&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00969878?term=NCT00969878&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT00969878?term=NCT00969878&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01846481?term=NCT01846481&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01846481?term=NCT01846481&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01887366?term=NCT01887366&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01887366?term=NCT01887366&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT02455479?term=NCT02455479&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT02455479?term=NCT02455479&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01603147?term=NCT01603147&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT01603147?term=NCT01603147&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04458545?term=NCT04458545&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04458545?term=NCT04458545&draw=2&rank=1
http://doi.org/10.1080/21645515.2016.1212785
https://clinicaltrials.gov/ct/about-studies/glossary
https://clinicaltrials.gov/ct/about-studies/glossary
http://doi.org/10.1586/erv.13.13
http://www.ncbi.nlm.nih.gov/pubmed/23496672
http://doi.org/10.1002/14651858.CD007072.pub2
http://www.ncbi.nlm.nih.gov/pubmed/22895958
https://www.fiercebiotech.com/biotech/nabi-biopharmaceuticals-announces-results-of-second-nicvax-r-phase-iii-clinical-trial-0
https://www.fiercebiotech.com/biotech/nabi-biopharmaceuticals-announces-results-of-second-nicvax-r-phase-iii-clinical-trial-0


Vaccines 2022, 10, 860 12 of 12

73. Nabi Biopharmaceuticals. Nabi Biopharmaceuticals Announces Results of First NicVAX[R] Phase III Clinical Trial Smoking Cessa-
tion Immunotherapy Failed to Meet Primary Endpoint. 2011. Available online: https://www.globenewswire.com/news-release/
2011/07/18/451456/9793/en/Nabi-Biopharmaceuticals-Announces-Results-of-First-NicVAX-R-Phase-III-Clinical-Trial.html
(accessed on 16 March 2022).

74. Cornuz, J.; Zwahlen, S.; Jungi, W.F.; Osterwalder, J.; Klingler, K.; van Melle, G.; Bangala, Y.; Guessous, I.; Müller, P.; Willers, J.; et al.
A vaccine against nicotine for smoking cessation: A randomized controlled trial. PLoS ONE 2008, 3, e2547. [CrossRef] [PubMed]

75. Stevens, M.W.; Henry, R.L.; Owens, S.M.; Schutz, R.; Gentry, W.B. First human study of a chimeric anti-methamphetamine
monoclonal antibody in healthy volunteers. In MAbs; Taylor & Francis: Oxfordshire, UK, 2014; Volume 6, pp. 1649–1656.

https://www.globenewswire.com/news-release/2011/07/18/451456/9793/en/Nabi-Biopharmaceuticals-Announces-Results-of-First-NicVAX-R-Phase-III-Clinical-Trial.html
https://www.globenewswire.com/news-release/2011/07/18/451456/9793/en/Nabi-Biopharmaceuticals-Announces-Results-of-First-NicVAX-R-Phase-III-Clinical-Trial.html
http://doi.org/10.1371/journal.pone.0002547
http://www.ncbi.nlm.nih.gov/pubmed/18575629

	Introduction 
	Materials and Methods 
	Results 
	Discussion 
	Conclusions 
	Appendix A
	References

