Submission ID #: 50537

Editor Name: Shanelle Ko
Videographer name:

Film Date: 

Authors and Affiliations: 


Hilary C. Rees1, Voichita Ianas1, Patricia McCracken1, Shannon Smith1, Anca Georgescu1, Tirdad Zangeneh1, Jane Mohler2 and Stephen A. Klotz1
Division of Infectious Diseases1 and Arizona Center on Aging2 University of Arizona

Title:  Measuring Frailty in HIV-infected Individuals. Identification of Frail Patients is the First Step to Amelioration and Reversal of Frailty

Corresponding Author: 

Stephen A. Klotz; sklotz@u.arizona.edu; 1501 N. Campbell Ave., Tucson, Arizona 85724; FAX: 520 626-5183; Tele: 520 626-6887

Authors, please fill out the brief questionnaire below.   
A.  Will you require JoVE to record video microscopy, such as filming a complex dissection or microinjection technique? (Y/N) _no________ If yes, please list make and model of your microscope: ______________________________

B.   Does your protocol include detailed, step-by-step, descriptions of software usage? (Y/N)___no_____ 

C.  Which steps of your protocol will viewers benefit most from having filmed? The most important would be performing the tests on patients with an explanatory narrative. 

D.  What is the single most difficult aspect of this procedure and what do you do to ensure success? There is nothing difficult. 

1. Introduction (Schematic Overview and Interview)

A. Schematic Overview (read by voice talent at JoVE):

Authors, please select from “Procedural Narrative” or “Conceptual Narrative” and complete the statements below. Please do not add additional steps.  Then, attach your finished graphic overview.  See accompanying instructions for details and examples.  
Procedural Narrative:

The overall goal of this procedure is to demonstrate a rapid, easily performed battery of tests to identify frailty in HIV-infected individuals.

This is accomplished by screening patients beforehand and selecting those at risk for frailty. (P1)
The second step is to determine if patients are cognitively impaired using a Mini-Cog test. (P2)
If further testing is appropriate, the patient is then administered several tests to identify frailty. (P3)
Once identified, treatments to address those components that contribute to frailty are discussed with the patient. (P4)
Ultimately, the appropriate treatment may ameliorate or reverse frailty in HIV-infected patients. (P5)
P1: reuse shot 2.1.2

P2: reuse shot 2.5.3

P3: reuse shot(s) 3.2.2 and 3.3.1

P4: reuse shot 3.7.1

P5: LAB MEDIA: figure 1

Paste a copy of your graphic overview here.  The original file should be Adobe Illustrator (preferred) or Powerpoint (see instructions) and should be uploaded through your online submission on the JoVE website. Please keep all layers in the file (i.e., do not flatten the file).   

B.  Interview: (Said by you on camera. Don’t forget to smile!)  

Authors: Below are statements we would like you to complete that are complementary to the information contained within the schematic overview.   

· Only one statement should be chosen and completed per author who will be on camera demonstrating the protocol.    

· Enter the name of the individual who will say each line. 

· Please choose and fill out the statement(s) that convey the most important fact(s) about your protocol. You may revise the given prompts as necessary to improve the sentence flow.

· If any individuals will be doing demonstrations on camera but are not assigned a speaking part in this interview section, please use statement 1.8 to introduce these demonstrators (for example, the PI introduces students)

1.1. Stephen A. Klotz, MD: We first had the idea for this method when we recognized that many of the HIV patients were struggling with frailty and we needed an objective methodology of measuring for it.

1.2. Tirdad Zangeneh, DO:  Demonstrating the procedure will be Hilary Rees, a graduate student from the Infectious Diseases Division who just completed a study of frailty in our Petersen Clinics. (Add additional mention of demonstrators as necessary).  

1.2.1. Interview style: Author saying the above 

1.2.2. The named technician, post doc, student looks up from workbench and acknowledges the camera.

1.2.1 and 1.2.2 will follow after 2.2.4; this is where it now fits according to the way the videographer constructed this.

Protocol (read by voice talent at JoVE):

Authors:  In order to ensure that your protocol can be filmed in a single day, the protocol text must be limited to 30 steps – each step being defined as 3 lines of 12 pt text in our formatting style below.  This amounts to 3 pages of protocol text.  The scope of the scripted protocol text should include only those aspects of the procedure that require visualization in order to be well understood.     

2. Initial Assessment

(2.2.1-2.2.4 should go before 2.1.1. The patient is weighed and measured first and then put in a room. The nurse weighing the patient is Patty McCracken and the patient is Jeffrey Scott Brown.)
2.2. Begin the assessment by weighing the patient and assessing for weight loss. Someone who is frail may have unintentional weight loss of ≥ 10 pounds in the prior year. Measure the patient’s height and record their body mass index.
2.2.1. MED: Talent weighs patient

2.2.2. MED: Talent talks to patient about weight loss or looks at previous weight in chart

2.2.3  MED: Talent measures the patients height

2.2.4. MED: Talent records BMI
(Video Editor: The red notes are from the author. Per the author’s note in the interview section above, 1.2.1 and 1.2.2 are supposed to go here. Please see if it makes sense to do so.)
2.1. Patients entering care with a CD4 cell count of <200, complaining of unintentional weight loss, severe neuropathy or who are not compliant with HIV therapy are candidates for frailty testing. Explain the tests and obtain the patient’s verbal consent to undergo tests for frailty or weakness.
2.1.1. WIDE: Talent enters room where patient is waiting

2.1.2. MED: Talent looks at patient chart or addresses patient with questions, and obtains consent from patient

2.2. First, weigh the patient and assess for weight loss. Someone who is frail may have unintentional weight loss of ≥ 10 pounds in the prior year. Measure the patient’s height and record their body mass index.
2.2.1. MED: Talent weighs patient

2.2.2. MED: Talent talks to patient about weight loss or looks at previous weight in chart

2.2.3. MED: Talent measures the patients height

2.2.4. MED: Talent records BMI

2.3. Next, perform a Mini-Cog test if the patient appears confused or apathetic. 

2.3.1. MED: Talent explains to participant that they will perform a mini-cog test

(2.3.1-2.91: Dr. Zangeneh is performing the test and the patient is Cameron Price.)
2.4. Ask the patient to remember three unrelated words and then say the words out loud. 

2.4.1.  MED: Talent delivers instructions to patient

2.5. Next, instruct the patient to draw the face of a clock. After the patient puts the numbers on the clock face, ask him or her to draw the hands to read a specific time. 

2.5.1. MED: Patient draws the face of a clock

2.5.2. MED: Talent instructs patient to draw hands at a specific time

2.5.3. MED: Patients draws the hands on the clock

2.6. After this, ask the patient to repeat the three previously stated words.

2.6.1. MED: Talent asks the patient to recall the three words

2.7. Give 1 point for each recalled word. Patients recalling none of the three words are classified as cognitively impaired while patients recalling all three words are classified as cognitively intact.

2.7.1. MED: Patient tries to recall the three words 

2.8.  Patients with intermediate word recall of 1-2 words are classified based on the clock draw test. 

2.8.1. MED: Over the shoulder, Talent evaluates the clock test

2.9. If the patient fails the Mini-Cog, the clinician should examine further for causes of confusion or delirium. Testing for frailty would not be appropriate at this time.

2.9.1. MED: Talent discusses the outcome of the tests with the patient

3. Frailty Testing (All of the following measurements have Hilary Rees talking to Jeffrey Scott Brown.)
3.1. If the Mini-Cog is satisfactory and the patient is at risk for frailty, obtain the patients verbal consent to undergo tests for frailty or weakness.

3.1.1. MED: Talent obtains consent from patient (moved to 2.1.2)
3.2. Begin the frailty testing by timing the patient’s walk for slowness. Someone who is frail has a decreased walking time as defined by a timed 15-foot walk test

3.2.1. MED: Talent explains that they will test their walk for slowness

3.2.2. MED: Patient performs walk test. Text overlay (See text protocol for full details).

3.3. Using a dynamometer with the value adjusted for gender and body mass index,  determine if the patient has decreased grip strength, indicating weakness 
3.3.1. MED: Patient uses the dynamometer. Text protocol (see text protocol for full details)
3.4. The Minnesota Leisure Time Activity Questionnaire is then used to determine if the patient has a low physical activity level. This questionnaire asks about activities like daily living, sports and hobbies. 

3.4.1. MED: Talent hands patient the questionnaire

3.4.2. MED: Over head shot of patient reviewing questionnaire or LAB MEDIA: Minnesota Lesisure-2.doc, maybe just pan across page 3

3.5. Next, determine if the patient shows evidence of exhaustion. This is self-reported by answering questions from the Center for Epidemiologic Studies Depression Scale.

3.5.1. MED: Talent asks patient questions about exhaustion, hands them a questionnaire

3.5.2. MED: Over head shot of patient reviewing questionnaire or LAB MEDIA: depression scale form

3.6. Based on the patient’s answers, determine if the patient exhibits depressive symptoms.

3.6.1. MED: Talent reviews answers to questionnaire

3.7. Finally, if frailty is identified, discuss treatment options for the components that contribute to frailty in the patient.

3.7.1. MED: Talent discusses treatment options with patient

3.7.1 Dr. Klotz enters the room and discusses the results with the patient.

4. Results:  Frailty in HIV Infected Persons
4.1. Of the one hundred outpatient HIV-1-infected persons tested for clinical markers of frailty, eighty-one were not frail and nineteen were frail at their initial assessment.
4.1.1. LAB MEDIA:  Table 1, highlight the boxes containing Frail, N=19 and Non-Frail N=81
4.2. As seen here, the younger patients had a greater incidence of frailty and this was associated with lower CD4 cell counts.
4.2.1. LAB MEDIA: Table 2, highlight the first row and then the second
4.3. When seven frail patients were measured for frailty six months after their initial assessment, two that had refused therapy were dead (4.3.1), four were no longer frail (4.3.2), and only one patient remained frail (4.3.3). This demonstrates that frailty can be ameliorated if addressed properly.
4.3.1. LAB MEDIA: Table 3, highlight information from patients 1 and 2

4.3.2. LAB MEDIA: Table 3, highlight information from patients 3-6

4.3.3. LAB MEDIA: Table 3, highlight information from patient 7

4.4. These results show that the longer patients take anti-retroviral therapy the less incidence of frailty there is in that population. These findings support the recent emphasis of starting HIV patients on antiretroviral drugs early in the course of disease.
4.4.1. LAB MEDIA: Highlight the “years on ART” and then draw an arrow to show the decrease of frail patients
INSTRUCTIONS FOR AUTHORS:

Please ensure that the representative results narration is appropriate and correctly describes your images, movies, or figures.  Our editors have ensured that the results are written in our format.   

We consider this section a critical aspect of the video, because here is where you provide validation for your experiments.  For example, if this is a cell culture preparation, this section is where the video will show your cells at various time points following culturing.  If this is an imaging prep, then this part is where you will show examples of your imaging experiments.  

Please limit the extent of narration to no more than 2-3 lines of text per image or movie file being described.   Figures with multiple panels submitted with the original protocol should be broken up so that each panel is a separate image.   Like the schematic, each image or movie file supplied in the results should be referenced by annotation in parenthesis, however for the results, the specific filename should be given in parenthesis.  

Below is an example of results text:

EXAMPLE REPRESENTATIVE RESULTS

5.  Evaluation of Morpholino Injection and Knockdown

5.1   Representative results of both morpholino injection and mRNA injection are shown here. The    

        uninjected control at 48 hours post fertilization looks normal, as expected 

        -LAB MEDIA: 0123_PIname_Figure1.tif  (Replace 0123 with your jove video #)

5.2   However, embryos injected with the morpholino heg_e3i3_egfr1, which knocks down Heg isoforms

                     containing the first of two EGF-like repeats, exhibit brain edema.


        -LAB MEDIA: 0123_PIname_Figure2.tif


5.3   Injection of heart of glass mRNA also produced an obvious phenotype. At 24 hours post fertilization, 

        the heads of the uninjected controls look normal 

        -LAB MEDIA: 0123_PIname_Figure3.tif

5.4   Conversely, some of the embryos injected with the mRNA exhibit cyclopia     

                     -LAB MEDIA: 0123_PIname_Figure4.jpg

Please visit the following URL to see an example of how the results will look when complete:

http://www.jove.com/index/Details.stp?ID=1597

5. Conclusion (said by authors on camera)

Authors: Below are statements we would like you to complete that summarize and conclude the video. Only one statement should be chosen and completed per author who will be on camera demonstrating the protocol. In addition to choosing and filling out the appropriate statement, please enter the name of the individual who will say each line. You may revise the given prompts if necessary to better fit your protocol.
5.1. Hilary Rees: Once mastered, this technique can be done in fifteen minutes if it is performed properly.

5.2. Tirdad Zangeneh, DO: After watching this video, you should have a good understanding of how to rapidly identify frailty in HIV patients.    

5.3. Stephen A. Klotz, MD:  Don't forget to record the results of the tests in the medical record for future reference and comparison.   

Provided Media

Authors, Please list all images, movie files, or 3-D rendered animations that can be included in the video per editor’s request.  The step in the script/video where these images will be inserted should be specified.   For example:

6.2 –  0123_PIname_Figure1.tif -  dual color imaging of tumor angiogenesis at 40X 

6.2 –  0123_PIname_Figure2.tif -  dual color imaging of tumor angiogenesis at 100X

Formats:  For static images we prefer .tiff, Illustrator, Powerpoint or Photoshop files at dimensions of at least 720X480 pixels and 300 dpi.  The higher resolution, the better.  Likewise any exported movie files should have at minimum these dimensions and be rendered to .mov, .mp4, or .avi files.  

Insert your media filenames here.

General Preparation

It’s critical for a smooth and organized shoot that all reagents are accounted for, in advance.   

Any overnight or long incubation steps should be recognized and specimens/samples be prepared in advance so that prior steps can be recorded and shooting can continue with pre-prepared specimens/samples.  

All tubes/flasks should be pre-labeled neatly before we arrive.  

Ex. Luciferase assay done in 96 well plates should be labeled with negative/positive control wells and experimental samples are labeled accordingly.

You will receive more detailed preparation instructions, as well as an introduction to your videographer, closer to your filming date.

( 2011, Journal of Visualized Experiments


