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• Present tabulations of the new safety data combined with the original 
application data.

• Include tables that compare frequencies of adverse events in the original 
application with the retabulated frequencies described in the bullet above.

• For indications other than the proposed indication, provide separate tables for 
the frequencies of adverse events occurring in clinical trials.

(3) Present a retabulation of the reasons for premature trial discontinuation by 
incorporating the drop-outs from the newly completed trials. Describe any new 
trends or patterns identified.

(4) Provide case report forms and narrative summaries for each subject who died 
during a clinical trial or who did not complete a trial because of an adverse event. 
In addition, provide narrative summaries for serious adverse events.

(5) Describe any information that suggests a substantial change in the incidence of 
common, but less serious, adverse events between the new data and the original 
application data.

(6) Provide updated exposure information for the clinical studies/trials (e.g., number 
of subjects, person time).

(7) Provide a summary of worldwide experience on the safety of this cefepime for 
injection and taniborbactam for injection, co-packaged for intravenous use. 
Include an updated estimate of use for cefepime for injection and taniborbactam 
for injection, co-packaged for intravenous use marketed in other countries.

(8) Provide English translations of current approved foreign labeling not previously 
submitted.

ADDITIONAL COMMENTS

We have the following comments/recommendations that are not approvability issues:

CLINICAL PHARMACOLOGY

1. Based on the review of new clinical pharmacology information submitted on 
, we have determined that the proposed dosage of 1 g 

cefepime and 0.25 taniborbactam every 24 hours for patients on intermittent 
hemodialysis is expected to result in higher taniborbactam exposures compared 
to the exposures expected in all other patient populations. Therefore, the 
following supportive analyses are needed to identify a dosage for patients on 
intermittent hemodialysis that provides cefepime and taniborbactam exposures 
comparable to other patient populations and results in the probability of target 
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attainment of ≥90%:

(1) Evaluate additional dosing regimens to address the potential for higher 
taniborbactam exposures.

(2) Conduct probability of target attainment analysis using the latest 
updated population pharmacokinetic model.

We will send a follow-up information request detailing the specifics related to the 
aforementioned additional analyses.

OTHER

Within one year after the date of this letter, you are required to resubmit or take other 
actions available under 21 CFR 314.110. If you do not take one of these actions, we 
may consider your lack of response a request to withdraw the application under 
21 CFR 314.65. You may also request an extension of time in which to resubmit the 
application. 

A resubmission must fully address all the deficiencies listed in this letter and should be 
clearly marked with "RESUBMISSION" in large font, bolded type at the beginning of the 
cover letter of the submission. The cover letter should clearly state that you consider 
this resubmission a complete response to the deficiencies outlined in this letter. A partial 
response to this letter will not be processed as a resubmission and will not start a new 
review cycle. 

You may request a meeting or teleconference with us to discuss what steps you need to 
take before the application may be approved. If you wish to have such a meeting, 
submit your meeting request as described in the draft guidance for industry Formal 
Meetings Between the FDA and Sponsors or Applicants of PDUFA Products.

The product may not be legally marketed until you have been notified in writing that this 
application is approved.
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If you have any questions, call 
.

Sincerely,

{See appended electronic signature page}

Center for Drug Evaluation and Research

Reference ID: 5332454

(b) (4)

(b) (4)



--------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.
--------------------------------------------------------------------------------------------
/s/
------------------------------------------------------------

02/22/2024 07:51:21 AM

Signature Page 1 of 1

Reference ID: 5332454

(b) (4)




