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Objectives 

 Describe elements of collaborative care in treating  
PTSD patients. 

 Explain how differing levels of evidence inform 
medication choice for treatment of PTSD. 

 Identify first-line and second-line medication 
choices according to the VA/DoD PTSD Clinical 
Practice Guideline. 

 Follow the stepped care approach to prescribing. 

 



Collaborative Care 

 Collaborative care may 
be broadly defined as 
establishing roles and 
responsibilities between 
the prescribing clinician 
and therapist working 
toward the common 
good of the patient.  

 

(Ref:  
Psychopharmacology 
and Psychotherapy:  A 
Collaborative Approach 
edited by Michelle Riba, 
MD and Richard Balon, 
MD,1999) 



The therapeutic triangle 
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Advantages Disadvantages 

 More options for the 
patient 

 More cost effective 

 Mutual support for the 
prescribing clinician 
and therapist 

 Potential for 
fragmentation of care 

 Time needed for proper 
collaboration 

 Conflicts over 
treatment direction 
and philosophy 

Advantages and disadvantages of collaborative care 



Defining your role 

Remember, you will be working with both the patient 
and the other clinician. 

 Consulting clinician 

 Supervisor/supervisee  

 Colleague 

Some questions to ask include 

 Do we have similar treatment philosophies? 

 Do we have trust in each other’s clinical judgment? 

 Do we communicate well together? 

 



Overlap and differences in treatment roles 

 Pharmacotherapist:  symptom reduction, monitoring 
side effects, treatment adherence, therapeutic 
alliance 

 

 Psychotherapist:  exploring distressing emotions, 
distress tolerance to gain symptom reduction, 
therapeutic alliance, treatment adherence 



Common pharmacotherapy barriers disclosed in 
psychotherapy 

 Adherence 

 Beliefs about taking medication 

 Side effects 



Therapeutic contract 

Elements of a therapeutic contract may include 

 Roles and responsibilities of the clinicians 

 Coverage and access during emergencies 

 Initiation and termination of treatment.  What 
happens if the patient decides to terminate with one 
of the clinicians but would like to continue with the 
other? 



Special considerations 

 Emergency access to clinicians and clinician roles in 
emergencies  

 Patient dynamics such as splitting, devaluation and 
idealization, projective identification 

 



PTSD 

Substance 
Use 

Anxiety 

Pain Depression 

TBI 

Physical 
Injuries 

Complexity is the New Normal 



Pharmacotherapy  



Anxiety circuit dysregulation in PTSD 

 Increased noradrenergic sensitivity 

 Dysregulated ACTH response 

 Decreased inhibition of the prefrontal cortex on 
amygdala alarm system 

 

Refs: Strawn, Depression and Anxiety, 2008 



Dysregulated NE feedback in PTSD 

Stimulates 
ACTH release 

And stimulates 
norepinephrine 

release 

Cortisol release 

Dysregulated  
feedback 

 

CRH release 



Levels of evidence for PTSD pharmacotherapy 

 

Meta-  

analyses of RCTs 

Randomized 
Controlled Trials 

Observational Studies 

Non Analytical Studies 

Expert Opinion 



Rating the quality of the evidence 

 Quality of Evidence (QE) 
 Good 

 At least 1 Randomized Controlled Trial (RCT) or 1 well-designed 
controlled trial directly linked to health outcome 

 Fair 

 At least 1 RCT or 1 well-designed controlled trial directly linked to 
intermediate health outcome or well-designed cohort or case-
control study or multiple time series evidence 

 Poor 

 Opinion of experts, descriptive studies, case reports or no linkage 
of health outcome 

 Net Benefit (NB) 
•  Coded as substantial, moderate, small, or none 

 



Strength of recommendations 

 A 
 A strong recommendation that clinicians provide the intervention to eligible patients. Good 

evidence … that the intervention improves important health outcomes and … benefits substantially 
outweigh harm. 

 B 
 A recommendation that clinicians provide (the service) to eligible patients. At least fair evidence 

… that the intervention improves health outcomes and … benefits outweigh harm. 

 C 
 No recommendation for or against the routine provision of the intervention is made. At least 

fair evidence … that the intervention can improve health outcomes but … the balance of benefits 
and harms is too close to justify a general recommendation. 

 I 
 …evidence is insufficient to recommend for or against routinely providing the intervention. 

Evidence that the intervention is effective is lacking, of poor quality, or conflicting, and the balance 
of benefits and harms can not be determined. 

 D 
 Recommendation against routinely providing the intervention to 

symptomatic patients. At least fair evidence...that the intervention is ineffective 
or that the harms outweigh benefits 

 



Pharmacotherapy for PTSD: Summary 



First line agents 

 SSRI’s 

 venlafaxine  

 Only the SSRI’s sertraline and paroxetine are 
currently FDA approved for treatment of PTSD.  All 
other medications are off-label use. 

 



SSRI’s 

 sertraline (Zoloft) 

 paroxetine (Paxil) 

 citalopram (Celexa) 

 fluoxetine (Prozac) 

 



Common SSRI side effects 

 Gastrointestinal (GI):  nausea, vomiting, diarrhea 

 Headache 

 Sexual side effects:  erectile dysfunction, delayed 
ejaculation, and anorgasmia 



Serotonin distribution 



 
 
 

Mechanisms of action  
(serotonin and norepinephrine reuptake inhibition) 



Key points in using first line agents 

 These medications treat the core symptom clusters of 
PTSD and not just co-morbid conditions. 

 Be sure to provide an adequate trial at an adequate 
dosage 

 Reduction of anger within two weeks is a positive prognostic 
sign of good medication response at 12 weeks 

 PTSD symptoms may require up to 12 weeks for an adequate 
medication response 

 

 



Sertraline outcome 

CAPS-2 Total 
Score 

Sertraline  
(n-93) 

Placebo 
(n-90) 

P  value 

Baseline 76.6 75.1 

Change -33.00 -23.2 

Endpoint 43.6 51.9 0.02 

Ref:  Brady, JAMA, 
2000 



Venlafaxine outcome 

CAPS-SX total 
score 

Venlafaxine ER 
(n-161) 

Placebo (n-168) P  value 

Baseline 81.0 82.9 

Week 24 29.2 38.1 0.006 

Ref:  Davidson, 
Arch Gen 

Psychiatry, 2006 



Second line agents 

 Nefazodone (black box warning for 1/300k serious 
liver toxicity) 

 Older TCA’s (ex amitriptyline or imipramine) 

 potential cardiac side effect 

 can be LETHAL in overdose of >2 grams 

 MAOI’S (ex phenelzine) 

 dietary restrictions to avoid hypertensive crisis 

 possible problems with lowered BP 

 



Mechanism of action 

 Nefazodone  

 Tricyclic antidepressants (TCA’s) block the re-uptake 
of serotonin, norepinephrine, and other amines. 

 Monoamine oxidase inhibitors (MAOI’s) block the 
breakdown of amines through inhibition of the 
enzyme monoamine oxidase. 



TCA’s and PTSD 



MAOI’s and PTSD 



Adjunctive treatments 

 Prazosin titrated gradually up to 10 to 12 mg at 
bedtime may be helpful for nightmares. 

 Mirtazapine 7.5 to 22.5 mg at bedtime may be 
helpful for sleep.  It also has some beneficial effects 
on daytime PTSD symptoms and may be used as a 
second line agent. 

 Trazodone 50 to 150 mg at bedtime may be helpful 
for sleep. 

 



Noradrenergic projections 



Alpha-1 adrenergic receptor blockade 



Medications with insufficient evidence or not 
effective for PTSD 

 Mood stabilizers such as valproate lithium, etc. 

    --a possible exception is topiramate 

 Guanfacine 

 Bupropion 

 Atypical antipsychotics as monotherapy 

 Risperidone as adjunctive or monotherapy 

 Benzodiazepines 

 



Valproate and PTSD 

 Twenty nine patients randomized to divalproex (n-
16) or placebo (n-13) showed no significant 
differences on CAPS scores after 8 weeks except for 
significant decrease on avoidance for placebo. 

 Eighty-five military Veterans were randomized to 
divalproex (n-44) or placebo (n-41) and showed no 
significant differences on the CAPS hyperarousal 
scale after 8 weeks. 

Ref:  Hamner, Annals of Clinical Psychiatry, 2009 

          Davis, Journal of Clinical Psychophamacology, 
2008 



Topiramate and PTSD 

 A randomized controlled trial of topiramate (n-35) vs. 
placebo (n-35) demonstrated significant decreases in 
total CAPS scores for topiramate 

 Another trial in 67 combat Veterans randomized to 
topiramate (n-34) vs. placebo (n-33) demonstrated 
significant improvement for the topiramate group. 

 Topiramate has shown improved sobriety in PTSD. 
Ref:  Yeh, CNS Neuroscience & Therapeutics, 2010 
          Akuchekian, Journal of Research in Medical  
           Sciences, 2004 
           Batki, Alcoholism, clinical and experimental  
            research, 2014 



Risperidone and PTSD 

 Earlier trials had indicated risperidone might be a 
helpful adjunctive treatment for PTSD. 

 A 6-month randomized controlled trial of 
risperidone adjunctive therapy (n-147) vs. placebo 
add-on (n-149) demonstrated no significant 
differences on total CAPS scores. 

Ref:  Krystal, Journal of the American Medical 
Association, 2011 



Benzodiazepines and PTSD 

 Trauma survivors given a benzodiazepine (n-13) or 
no medication (n-13) demonstrated no significant 
differences on outcome measures for PTSD at 1 and 
6 months. 

 Patients with PTSD involved in prolonged exposure 
therapy were randomized to placebo (n-53), d-
cycloserine (n-53), or alprazolam (n-50).  The 
alprazolam group did significantly worse than 
placebo at 3 month follow up. 

Ref:  Gelpin, Journal of Clinical Psychiatry, 1996 

          Rothbaum, American Journal of Psychiatry, 2014 



Benzodiazepine mechanism of action 



Medications to be avoided in PTSD 

 Avoid benzodiazepines!! 

 The benzodiazepines are not shown to be helpful in 
PTSD 

 Further issues with benzodiazepines 

 May create addiction problems 

 Are relatively contraindicated with Prolonged Exposure 

 



Benzodiazepine 

Cognitive 
Impairment 

Alzheimer’s 
Disease Worse talk 

therapy 
outcomes 

Falls and 
Fractures 

Impaired 
driving 

Mortality 

Depressed 
mood 

Substance 
use risk 

Negative 
respiratory 
outcomes 

The Problem with Benzodiazepines 



Stepped care 
approach 

Abbreviations: 

SSRI – serotonin-

specific reuptake 

inhibitors (e.g. 

paroxetine, sertaline) 

SNRI – serotonin-

norepinephrine 

reuptake inhibitors 

(e.g. venlafaxine) 

MIRT – mirtazapine 

NFZ – nefazodone 

TCA – tricyclic 

antidepressant (e.g. 

imipramine, 

amitriptyline) 

 

Initial TX 

• SSRI, SNRI 
• Psychotherapy 

Step 1 

• Switch SSRI or SNRI 
• Add psychotherapy 

Step 2 

• Mirt, NFZ, TCA 
• Add psychotherapy 

Step 3   

• Switch to alternative in Step 2 
• TCA or phenelzine 
• Add Psychotherapy 



Monitoring treatment outcomes 

 The PTSD Checklist-5 (PCL-5) in current use is a 20 
item self-report scale which provides an objective 
measure of symptoms 

 It is NOT diagnostic of PTSD 

 Clinically meaningful cutoff is estimated to be 33 

 

Ref:  National Center for PTSD (www.ptsd.va.gov) 

 





Advantages Disadvantages 

 Consistent way to 
measure symptoms 

 Cover many symptoms 
quickly 

 Can be saved in the 
electronic medical record 

 Many are free of charge 
and in the public domain 

 

 Patients can over- or 
under-endorse 
responses 

 Can seem mechanical 

 

Some advantages and disadvantages of using self-report 
forms 



Summary 

 Lesson 1:  Collaborative care can offer many 
advantages for enhancing PTSD treatment 

 Lesson 2:  Start with an SSRI or venlafaxine and 
make sure the patient has an adequate trial and 
dosage. 

 Lesson 3:  Remember the stepped care approach 
following initial medication trials. 

 Lesson 4:  Avoid benzodiazepines whenever possible. 

 

 



Additional resources 

 VA/DoD PTSD Clinical Practice Guideline  

   (www.healthquality.va.gov) 

 National Center for PTSD (www.ptsd.va.gov) 

    -Clinician’s Guide to Medications for PTSD 

    -PTSD Consultation Program 

http://www.healthquality.va.gov/
http://www.ptsd.va.gov/


(866) 948-7880 

PTSDconsult@va.gov 

www.ptsd.va.gov/consult 



  

SAVE THE DATE: Third Wednesday of the Month from 2-3PM (ET) 
 

 

 

 

 

  

 
 

 

 
 

 

 

UPCOMING TOPICS 

            (866) 948-7880 or PTSDconsult@va.gov 

July 20 Evidence-Based Couple Therapy for PTSD  Candice Monson, PhD 

August 17 Shared Decision-Making for PTSD  Juliette Harik, PhD   

September 21 PTSD:  From Neurobiology to Treatment John Krystal, MD 

October 19 Treating Anger and Aggression in Populations 

with PTSD  

Leslie Morland, PhD 

 

November 16 (To be determined) 

December 21 Treating Tobacco Use in Patients with PTSD Andrew Saxon, MD 


