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February 3, 2012

Editorial Office
Journal of Visualized Experiments

Re: Manuscript 4101

Dear Editorial Office:

I am pleased to submit our revised manuscript entitled “Enhanced extinction of drug-seeking behavior in rodents by positive allosteric modulation of type 5 metabotropic glutamate receptors”. We are grateful to the reviewers for their helpful comments, and the manuscript has been revised accordingly. All changes are marked with the tracking function of Microsoft Word.

In addition to the revisions requested by the reviewers that are detailed below, please note that we have made two other changes to the manuscript. First, we have improved the wording of the title of manuscript. Second, the original first author of the manuscript, Richard Cleva, has resigned from his graduate program here at ASU and was thus unable to contribute to this manuscript other than assistance in writing of the first draft. Attempts to contact him have been unsuccessful, and therefore his name has therefore been removed from the list of authors. Another graduate student in my lab, Candace Lewis, has completed the manuscript and will participate in the filmed portion of this submission. Richard’s contributions to the first draft of the manuscript have been placed in the Acknowledgements section.

Please do not hesitate to contact me if you have any questions about the revised manuscript.

Sincerely,
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M. Foster Olive, Ph.D. 





Responses to reviewer comments

Reviewer #1

Major Concerns
1) At what dose was CDPPB tested, and what was the rationale for using that dose? Additionally, what was the pretreatment period for CDPPB administration in the extinction tests?

Response: The dose, pretreatment time, and corresponding rationale have been added to section 4.2.

2) The Discussion could be significantly bolstered by including the following:

a. Alternative methods to intravenous self-administration (i.e., conditioned place-preference) to test the effects of CDPPB on extinction learning, and under what context would the alternative method(s) be adequately employed.

Response: A brief discussion of potential uses of CDPPB for assessing effects on other forms of addiction-related learning, such as conditioned place preference, has been added to the Discussion section.

b. If mGluR5 agonists can potentiate extinction learning, could the authors speculate as to the treatment target potential of mGluR5 antagonist as a means to disrupt acquisition of cocaine self-administration?

Response: The reviewer brings up an excellent point. Indeed there appear to be dichotomous effects of mGluR5 ligands on addiction-related behaviors – that is, mGluR5 antagonists (negative allosteric modulators) attenuate drug self-administration and reinstatement, whereas mGluR5 positive allosteric modulators facilitate extinction learning. We have added several statements to the Discussion section regarding implications of the differential effects of mGluR5 PAMs and NAMs for the treatment of addiction. 

c. How would extinction responding be affected over time following termination of CDPPB treatment?

Response: The reviewer brings up an excellent point. It is currently unknown whether or not spontaneous recovery of lever pressing occurs following cessation of CDPPB treatment. This is a topic for future studies, and a statement to this effect has been added to the Discussion. 

d. How would CDPPB affect extinction responding in animals that have previously had a longer history of cocaine self-administration (e.g., cocaine escalated vs. non-escalated rats)?

Response: This is an excellent point which addresses a concept that has not yet been explored and is a topic for future studies. A statement regarding this has been added to the Discussion.

Minor Concerns

1. In 2.10, please suggest what should be done with rats that have lost their catheter patency. In addition, please indicate possible signs of suspicion to the possible loss of catheter patency (e.g., in consistent self-administration patterns seen in individual esterlines etc…).

Response: Signs of loss of catheter patency and potential remedies have been added to this section.

2. In 3.1, is the 20 s time-out signaled by anything (i.e., a cue light, tone etc…)?

Response: In our studies, the time out period is not associated with a discrete cue, although other investigators may wish employ a drug non-availability cue. A statement on this topic has been added.

3. Indicate what light/dark schedule the animals are housed at and when in that schedule they undergo testing.

Response: The light-dark cycle and time of testing has been added.

4. Provide details on the housing conditions of the animals (e.g., temperature, humidity, access to food and water, number of animals per cage, etc…).

Response: A description of the housing conditions has been added.

5. 	In 4.1, mention exactly when after maintenance criteria is reached does extinction procedures and CDPPB treatment begin (e.g., the following day).

Response: The requested information has been added. 

6.	Figure 2B is missing bar labels.

Response: We apologize for this omission. Figure 2B has been corrected accordingly.


Reviewer #2

Major Concerns
While these researchers purchase animals with “preimplanted jugular vein catheters,” the majority of researchers using the technique of intravenous drug self-administration surgically implant the catheters themselves, and this alternative approach should be mentioned. 

Response: We agree with the reviewer that many investigators do implant jugular vein catheters themselves in their laboratories. While such implantations were not done in this study, we have added a reference to published catheter implantation procedures for the reader to consult if necessary.

Similarly, many researchers choose not to use “food-training” to induce drug self-administration and this should be discussed in the present manuscript. 

Response: We agree with the reviewer that food training is not employed by all investigators. We have added a statement regarding spontaneous acquisition of drug self-administration to the manuscript.

Minor Concerns

The dose of CDPPB should be listed in section 4.2.

Response: This was also pointed out by Reviewer #1 and has been corrected.

The caption for the horizontal axis of Fig. 2B was omitted.

Response: This was also pointed out by Reviewer #1 and has been corrected.

It would be more accurate to test the effects of CDPPB on locomotor activity in animals with a history of cocaine self-administration and this should be acknowledged. However, since CDPPB administered AFTER extinction sessions continues to influence extinction responding, locomotor suppression is probably not a factor in this effect. 

Response: We agree with the reviewer that testing of locomotor effects of CDPPB would be more accurate if performed in animals with a history of cocaine self-administration. A statement regarding this issue has been added.

Reviewer #3

Major Concerns

None

Minor Concerns

1. The authors do not mention the dose of CDPPB used in these studies. The dose and route of administration should be clearly mentioned in section 4.1 or 4.2.

Response: This was also pointed out by Reviewers 1 and 2 and has been corrected.

2. Section 4.4 should be changed as follows: 4.4) During extinction sessions cocaine is replaced with saline and, therefore, no drug is infused following active level press during extinction sessions,.....

Response: While some investigators utilize saline substitution as a method to induce extinction, in our study the active lever was deactivated so that it produced no programmed consequences.

3. Representative Results section, first paragraph: in two places (lines 2 and 10), authors talk about CDPPB effects on the last two days of SA in Figures 1A and 1C. However, CDPPB treatment started after the last session of self-administration. Therefore, these two statements need to be removed.

[bookmark: _GoBack]Response: This error has been corrected.
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