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Overview 

• Organizational changes 

• Implementation of Recent Legislation  

– 21st Century Cures 

– FDARA and MDUFA IV 

• Least Burdensome 

• CLIA  Waiver Program 

• Recent Authorizations 
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Alberto Gutierrez, PhD 

https://www.genomeweb.com/molecular-diagnostics/gutierrez-leaving-fda-after-leading-dx-regulatory-efforts-during-precision  

Retired September 2017 
after 25 years of service at FDA 
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Director – Donald St. Pierre (Acting) 
Deputy Director, New Product Evaluation – Donald St. Pierre 

Deputy Director, Patient Safety and Product Quality – Patrick Weixel (Acting) 
Deputy Director, Personalized Medicine – Donald St. Pierre (Acting) 

Deputy Director, Radiological Health – Robert Ochs (Acting) 
Associate Director for Programs and Performance – Elizabeth Hillebrenner 

Chief Medical Officer – Robert L. Becker, Jr., M.D. 
Chief Medical Officer for Radiological Health – Donald L. Miller, M.D. 
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Director – Leonthena R. 
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Deputy – Kelly Oliner, Ph.D. 
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Director – Uwe Scherf, Ph.D. 

Deputy – Steve Gitterman, M.D. 
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Director – Helen Barr, M.D. 
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Director – David (Duffy) Warren 

Deputy – Brendan O’Leary 
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Director – Reena Philip, Ph.D. 
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5 

Overview 

• Organizational changes 

• Implementation of Recent Legislation  

– 21st Century Cures 

– FDARA and MDUFA IV 

• Least Burdensome 

• CLIA  Waiver Program 

• Recent Authorizations 
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21st Century Cures 

6 

§ 3051: Breakthrough devices 

§ 3052: Humanitarian device exemption 

§ 3053: Recognition of standards  

§ 3054: Certain class I and class II devices 

§ 3055: Classification panels 

§ 3056: Institutional review board flexibility 

§ 3057: CLIA waiver improvements 

§ 3058: Least burdensome device review 

§ 3059: Cleaning instructions and validation data 

§ 3060: Clarifying medical software regulation 
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FDA Reauthorization Act 



8 

New and Revised Guidances for  
MDUFA IV 
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New and Revised Guidances for  
MDUFA IV 
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New and Revised Guidances for  
MDUFA IV 
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MDUFA IV Performance Goals 

Pre-Submissions 
Acceptance Scheduling  Missed 

Scheduling 

Written Feedback Meeting  

Pre-Submissions (No Meeting)  15 - - 70  - 

Pre-Submissions (Meeting) 15 30 40 5 prior to meeting, NLT 70 2 options NLT 75  

Marketing Submissions Acceptance Filing 
Substantive 

Interaction 
Decision Missed Decision 

510(k)s 15 - 60 90 100 

De Novos - - - 150 180 

Original PMAs + Panel Track Supplements (No Panel) 15 45 90 180 200 

Original PMAs + Panel Track Supplements (Panel) 15 45 90 320  340 

Response to PMA Approvable - - - 60 - 

180 Day PMA Supplements - - 90 180 - 

Real Time PMA Supplements - - - 90 - 

CLIA Submissions Acceptance Filing 
Substantive 

Interaction 
Decision Missed Decision 

CLIA Waiver by Applications (No Panel) - - 90 150 170 

CLIA Waiver by Applications (Panel) - - 90 320 340 

Dual 510(k) & CLIA Waiver by Applications (No Panel)  15 - 90 180 200 

Dual 510(k) & CLIA Waiver by Applications (Panel) 15 - 90 320 340 

In FDA days from receipt of accepted submission, unless otherwise noted 

Refer to Commitment Letter for percent of submissions from each year that should meet each milestone 
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MDUFA IV Performance Goals 

Pre-Submissions 
Acceptance Scheduling  Missed 

Scheduling 

Written Feedback Meeting  

Pre-Submissions (No Meeting)  15 - - 70  - 

Pre-Submissions (Meeting) 15 30 40 5 prior to meeting, NLT 70 2 options NLT 75  

Marketing Submissions Acceptance Filing 
Substantive 

Interaction 
Decision Missed Decision 

510(k)s 15 - 60 90 100 

De Novos - - - 150 180 

Original PMAs + Panel Track Supplements (No Panel) 15 45 90 180 200 

Original PMAs + Panel Track Supplements (Panel) 15 45 90 320, 60 from meeting  340 

Response to PMA Approvable - - - 60 - 

180 Day PMA Supplements - - 90 180 - 

Real Time PMA Supplements - - - 90 - 

CLIA Submissions Acceptance Filing 
Substantive 

Interaction 
Decision Missed Decision 

CLIA Waiver by Applications (No Panel) - - 90 150 170 

CLIA Waiver by Applications (Panel) - - 90 320 340 

Dual 510(k) & CLIA Waiver by Applications (No Panel)  15 - 90 180 200 

Dual 510(k) & CLIA Waiver by Applications (Panel) 15 - 90 320 340 

In FDA days from receipt of accepted submission, unless otherwise noted 

Refer to Commitment Letter for percent of submissions from each year that should meet each milestone 

. 

. 

. 

. 
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MIV Pre-Sub Process 

Applicant 
submits Pre-
Sub to FDA 

• Indicates if a 
meeting is desired  

• Proposes 3 meeting 
date options, if 
applicable 

• Identifies specific 
questions regarding 
review issues 
relevant to a 
planned IDE or 
marketing 
application 

FDA Completes 
Acceptance 

Review 

• Within 15 days, FDA 
notifies applicant of 
acceptance status 

• If accepted and a 
meeting was 
requested, FDA 
confirms a 
proposed meeting 
date or provides 2 
alternatives prior to 
day 75 

• If not accepted, BC 
will review and FDA 
will provide reason 
to applicant 

Meeting is 
Scheduled 

• Within 30 days, FDA 
will work with 
applicant to resolve 
scheduling of 
meeting 

• If not scheduled 
within 40 days, an 
FDA manager will 
call the applicant to 
resolve scheduling 
issues  

FDA Provides 
Written 

Feedback to 
Applicant  

• At least 5 days prior 
to the scheduled 
meeting or within 
70 days of receipt 
of the submission, 
whichever comes 
first, FDA will 
provide written 
responses to the 
applicants 
questions via e-mail 

• If all questions are 
adequately 
addressed, the 
applicant may 
cancel the meeting 

Meeting is 
Held 

• Applicant 
affirmatively states 
at beginning and 
end of the meeting 
that they are 
responsible for 
drafting minutes 

Applicant 
submits 
Meeting 

Minutes to 
FDA 

• Within 15 days 
from the meeting, 
the applicant 
submits written 
minutes to FDA 

• FDA will review and 
either accept or 
provide edits 

• Applicant may 
request a 
teleconference to 
resolve 
disagreements on 
the meeting 
minutes 

Performance 
Goal 
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Overview 

• Organizational changes 

• Implementation of Recent Legislation  

– 21st Century Cures 

– FDARA and MDUFA IV 

• Least Burdensome 

• CLIA  Waiver Program 

• Recent Authorizations 
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FDAMA FDARA/ MDUFA IV 21st Century Cures  

Least Burdensome 



16 

FDAMA FDARA/ MDUFA IV 21st Century Cures  

Exemptions from 
premarket review for ~200 
Class 1 and 2 IVD Procodes 

Least Burdensome 
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FDAMA FDARA/ MDUFA IV 21st Century Cures  

Coming soon: 
• new RR 

guidance 

Exemptions from 
premarket review for ~200 
Class 1 and 2 IVD Procodes 

Least Burdensome 



18 

FDAMA FDARA/ MDUFA IV 21st Century Cures  

Coming soon: 
• new RR 

guidance 

Exemptions from 
premarket review for ~200 
Class 1 and 2 IVD Procodes 

Least Burdensome 
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FDARA/ MDUFA IV 21st Century Cures  

CLIA Waiver Program 

• MDUFA IV Performance Goals 

– Shorter times to decision 

– Missed MDUFA decision process 

• Central Program Oversight 

• Additional Guidance 

– Draft update to Section V. of CLIA Waiver by Application 
Guidance 

– Draft guidance on Dual 510(k) and CLIA Waiver by 
Application 

• CLIA Waiver Decision Summaries Pilot 
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CW Draft Guidances are Available for Comment 

• Download drafts from Recent CDRH Draft Guidance 
• Webinar covering both draft guidances: January 8th, 3-4:30pm 
• Comments due by Jan. 28th, 2018, http://www.regulations.gov 

Federal Register Notice - Draft Sec V 
Federal Register Notice - Draft Dual 

https://www.fda.gov/medicaldevices/deviceregulationandguidance/guidancedocuments/ucm418408.htm
https://www.fda.gov/MedicalDevices/NewsEvents/WorkshopsConferences/ucm411063.htm
http://www.regulations.gov/
https://www.federalregister.gov/documents/2017/11/29/2017-25775/guidance-select-updates-for-recommendations-for-clinical-laboratory-improvement-amendments-of-1988
https://www.federalregister.gov/documents/2017/11/29/2017-25775/guidance-select-updates-for-recommendations-for-clinical-laboratory-improvement-amendments-of-1988
https://www.federalregister.gov/documents/2017/11/29/2017-25775/guidance-select-updates-for-recommendations-for-clinical-laboratory-improvement-amendments-of-1988
https://www.federalregister.gov/documents/2017/11/29/2017-25775/guidance-select-updates-for-recommendations-for-clinical-laboratory-improvement-amendments-of-1988
https://www.federalregister.gov/documents/2017/11/29/2017-25774/guidance-recommendations-for-dual-510k-and-clinical-laboratory-improvement-amendments-waiver-by
https://www.federalregister.gov/documents/2017/11/29/2017-25774/guidance-recommendations-for-dual-510k-and-clinical-laboratory-improvement-amendments-waiver-by
https://www.federalregister.gov/documents/2017/11/29/2017-25774/guidance-recommendations-for-dual-510k-and-clinical-laboratory-improvement-amendments-waiver-by
https://www.federalregister.gov/documents/2017/11/29/2017-25774/guidance-recommendations-for-dual-510k-and-clinical-laboratory-improvement-amendments-waiver-by


22 https://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandTobacco/CDRH/CDRHTransparency/ucm578178.htm  

https://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandTobacco/CDRH/CDRHTransparency/ucm578178.htm
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The CLIA Waiver Program is Improving 

www.fda.gov 

FY08 FY09 FY10 FY11 FY12 FY13 FY14 FY15 FY16

MDUFA III 

FY08 FY09 FY10 FY11 FY12 FY13 FY14 FY15 FY16 

12 7 5 5 6 3 15 14 10 

5 3 2 3 2 2 11 8 8 

Received 

Approved 

Approved 80% 

in FY2016 

Approved 42% 

in FY2008 

MDUFA II 
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Average Review Times for CWs Have Dropped 

Dramatically Since 2008 

www.fda.gov 

MDUFA III 

• Process improvements 

and performance goals in 

MDUFA III lead to more 

efficient CW reviews 

 

• Additional CW resources 

provided by MDUFA IV 

will allow FDA to reach 

faster performance goals 

and make additional CW 

program improvements 
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CLIA Waivers by Application 

• Sysmex XW-100 Automated Hematology Analyzer 

– 1st CLIA waived complete blood count (CBC) analyzer 

• Alere BinaxNOW Influenza A & B Card 2 with Reader 

• Quidel Sofia 2 (Sofia RSV FIA) 

• Quidel Sofia 2 (Sofia Influenza A+B FIA) 

• Acon Labs Mission U120 Urine Chemistry Test System 

(Microalbumin/Creatinine) 
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Sysmex XW-100 

• 1st CLIA waived complete blood 
count (CBC) analyzer 

– Measures 12 hematology 
parameters including 3-part WBC 
differential 

– Software modifications support 
waived use (e.g., reduced number of 
parameters reported vs. POC model, 
simplified flagging) 

– Cleared and CLIA Waived through 
the Dual Submission pathway 

 

Image: http://pages.sysmex.com/XW-100_Waived_CBC_landing.html 
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2008/2009 Advisory Panel Concerns  
Were Systematically Mitigated 

• Additional details will be available in the K172604 and 
CW170012 Decision Summaries 

Panel Concern w/ 
HemoCue WBC System 

Sysmex XW-100 Mitigation 

Affected by interferences 
such as Nucleated Red 
Blood Cells (NRBCs) so that 
erroneous results may be 
produced 

Comprehensive sample challenge data 
demonstrated the XW-100 appropriately 
suppressed results and the presence of potentially 
interfering substances did not result in the 
reporting of erroneous results 

No external control 
provided 

External control provided and must be run every 8 
hrs and pass or lockout activated 

Selected Examples:  
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De Novo Classifications 

• FilmArray Respiratory Panel 2 plus (RP2plus) 

• MSK-IMPACT 

• Lynch Syndrome Test System 

• ID-FISH Plasmodium Genus Test Kit, ID-FISH Plasmodium 
falciparum and P. vivax Combo Test Kit 

• Philips IntelliSite Pathology Solution (PIPS) 

• 23andMe Personal Genome Service (PGS) Genetic Health 
Risk Test 

• ClearLLab Reagents (T1, T2, B1, B2, M) 
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MSK-IMPACT 
Intended Use: 

The MSK-IMPACT assay is a qualitative in vitro diagnostic test that uses 
targeted next generation sequencing of formalin-fixed paraffin-embedded 
tumor tissue matched with normal specimens from patients with solid 
malignant neoplasms to detect tumor gene alterations in a broad multi gene 
panel.  The test is intended to provide information on somatic mutations 
(point mutations and small insertions and deletions) and microsatellite 
instability for use by qualified health care professionals in accordance with 
professional guidelines, and is not conclusive or prescriptive for labeled use of 
any specific therapeutic product.  MSK-IMPACT is a single-site assay 
performed at Memorial Sloan Kettering Cancer Center. 

 

Press release: 
https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm585
347.htm  

Decision Summary: 
https://www.accessdata.fda.gov/cdrh_docs/reviews/DEN170058.pdf  

https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm585347.htm
https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm585347.htm
https://www.accessdata.fda.gov/cdrh_docs/reviews/DEN170058.pdf
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Three Tiered Approach for Reporting Biomarkers 
in Tumor Profiling NGS Tests 

 

CDx 

Cancer Mutations 
with Evidence of 

Clinical 
Significance  

Cancer Mutations with 
Potential Clinical 

Significance 

EV
ID

EN
C

E 

Level 1: Companion Diagnostics 
• Claims: prescriptive for a specific therapeutic 
• AV: for each specific biomarker 
• CV: clinical study or clinical concordance to previous CDx 
 
Level 2: Cancer Mutations with Evidence of Clinical 
Significance 
• Claims: For use in accordance with professional 

guidelines 
• AV: either per mutation or representative approach, 

where appropriate 
• CV: publicly available clinical evidence (e.g., guidelines) 
 
Level 3: Cancer Mutations with Potential Clinical 
Significance 
• Claims: informational, use for clinical trial enrollment 
• AV: representative approach 
• CV: clinical or mechanistic rationale for inclusion in panel 
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A Fluid Approach to Reporting  
within Levels 2 and 3 

• Clinical evidence regarding 
mutations accumulates rapidly 
and may differ based on tumor 
type. 

• Test developers need flexibility in 
how they report mutations.  

• As clinical evidence develops, can 
move mutations from level 3 to 
level 2 provided the AV of the test 
reviewed and established via a 
submission 

 

CDx 

Cancer Mutations 
with Evidence of 

Clinical 
Significance  

Cancer Mutations with 
Potential Clinical 

Significance 

EV
ID

EN
C

E 
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Class II pathway for NGS oncopanels 
• Authorization of MSK-IMPACT through the De 

Novo pathway creates a Class II regulatory 
pathway for oncopanels that meet the following: 
– Can meet general and special controls described in 

the authorization 
– Do not make companion diagnostic claims 

• Subsequent oncopanels of that type now eligible 
to use the 510(k) pathway 

• Can choose to submit 510(k) to FDA directly or 
elect to use an accredited FDA third-party 
reviewer 
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Use of Third Party Reviewers 
• FDA committed to leveraging a robust third party program for 

premarket review of IVDs, including LDTs 
• 7 accredited third parties for devices, including NYSDOH 

– https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfthirdparty/
accredit.cfm  

• NYSDOH accredited for 145 test types in 5 product areas 
• Test developers that want to submit their oncopanels for 

federal clearance through NYSDOH can request to have their 
NYSDOH package and review memo forwarded along to FDA 

• Following FDA receipt of review package, has 30 days to make 
a determination 

https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfthirdparty/accredit.cfm
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfthirdparty/accredit.cfm
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New IVD specific training for  
Third Party 510(k) Review Organizations 

Now 

• Case studies based on 
redacted, cleared 510(k) 
decision memorandum for 
eligible product codes.  

• Hosted on WebEx 

• Completed IVD case studies  

 

 

 

Coming Soon 

• Studio quality versions 

• Accessible on fda.gov 

• Broader device-type training 

• More device types 

• Cross-cutting scientific topics 

  

 

www.fda.gov 

Magnesium Test Varicella-Zoster 
Virus Test 

Fibrinogen Test Vitamin D Test  
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PMAs 
• Freestyle Libre Flash Glucose Monitoring System 

• PD-L1 IHC 22C3 pharmDx 

• ZEUS ELISA Parvovirus B19 IgM Test System 

• ZEUS ELISA Parvovirus B19 IgG Test System 

• t:slim X2 Insulin Pump with Dexcom G5 Mobile CGM 

• Abbott RealTime IDH2 (somatic gene mutation 
detection system) 

• Praxis Extended RAS Panel (NGS oncology panel, 
somatic or germline variant detection system) 

• Oncomine Dx Target Test (NGS oncology panel, somatic 
or germline variant detection system) 
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Thermo Fisher Oncomine 

CoDx 
indications 
based on 
clinical data 
with Oncomine 
and Rx 

Not CoDx 
because no 
clinical data 
with Oncomine 
and Rx 
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https://servicetoamericamedals.org/honorees/view_profile.php?profile=486  

Photo credit: Aaron Clamage 
http://www.clamagephoto.com/ 

https://servicetoamericamedals.org/honorees/view_profile.php?profile=486
http://www.clamagephoto.com/
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510(k)s with Novel Features 

• XW-100 Automated Hematology Analyzer for 
CLIA Waived Use 

• Embrace MRI System from Aspect Imaging  

• LDL-EX “Seiken” from Denka Seiken Co., Ltd. 

• GE Healthcare Senograph Pristina 

• VIDAS B.R.A.H.M.S. PCT from BioMerieux, Inc. 
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AST devices 
Days Until 510(k) Clearance After Drug Approval 

0 100 200 300 400 500 600 700 800 900

Device 1/CT

Device 2/CT

Device 3/CT

Device 4/CT

Device 1/New

Device 2/New

Device 3/New

Days Until Receipt First Round Days On Hold Second RoundDrug 
Approved 

Three Devices Cleared 33-41 Days After Receipt and   
44 Days After Drug Approval 

FDA Data On File 
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Emergency Use Authorizations 

• Chembio Diagnostic System, Inc. - DPP Zika IgM 
Assay System  

• Siemens Healthcare Diagnostics Inc. - ADVIA 
Centaur Zika Test 

• Thermo Fisher Scientific - TaqPath Zika Virus Kit 
(ZIKV) 

• Columbia University - CII-ArboViroPlex rRT-PCR 
Assay 
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Combatting Zika 
• Pre-EUA process for informal consultation with FDA 

• Reference materials 

• Commercially available for NAT based tests 

• In July 2017, FDA also made available a panel of human 
plasma samples to aid in the regulatory evaluation of 
serological tests to detect recent Zika virus infection 

• EUA pathway  

• Secretary’s 2/26/2016 Declaration of Emergency 

• Template for review of Zika diagnostics available from 
CDRH-ZIKA-Templates@fda.hhs.gov  

• 19 EUA approvals for Zika diagnostics to date 

• Laboratory personnel using Zika diagnostic assays under EUA 
are encouraged to report performance concerns directly to 
FDA at CDRH-EUA-Reporting@fda.hhs.gov,  in addition to 
reporting concerns to the manufacturer. 

• Laboratories with in-house tests subject to FDA oversight 
during public health emergencies 

mailto:CDRH-ZIKA-Templates@fda.hhs.gov
mailto:CDRH-ZIKA-Templates@fda.hhs.gov
mailto:CDRH-ZIKA-Templates@fda.hhs.gov
mailto:CDRH-ZIKA-Templates@fda.hhs.gov
mailto:CDRH-ZIKA-Templates@fda.hhs.gov
mailto:CDRH-EUA-Reporting@fda.hhs.gov
mailto:CDRH-EUA-Reporting@fda.hhs.gov
mailto:CDRH-EUA-Reporting@fda.hhs.gov
mailto:CDRH-EUA-Reporting@fda.hhs.gov
mailto:CDRH-EUA-Reporting@fda.hhs.gov
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Coming Soon  
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OIR 2018 Guidance Priorities 
• Draft Updates to Section V of CLIA Waiver Guidance  

• Draft Guidance on Dual 510(k) and CLIA Waiver by Applications  

• (new) Draft Guidance on 510(k) Third Party Premarket Review Program  

• (new) Draft Guidance on Replacement Reagents for Technologically Similar 
Instruments Policy for In Vitro Diagnostic Devices  

• Draft Guidance on Investigational IVD Devices Used in Clinical Investigations of 
Therapeutic Products 

 

• Final Guidance on Considerations for Design, Development, and Analytical 
Validation of Next Generation Sequencing (NGS)-Based In Vitro Diagnostics 
(IVDs) Used to Aid in the Diagnosis of Suspected Germline Diseases 

• Final Guidance on Use of Public Human Genetic Variant Databases to Support 
Clinical Validity for Genetic and Genomic-Based In Vitro Diagnostics 

• Final Guidance on Principles for Codevelopment of an In Vitro Companion 
Diagnostic Device with a Therapeutic Product 
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Public Meetings & Workshops 

• Jan 11, 2018: Self-Collection Devices for Pap 
Test 

• Jan 29, 2018: Variant Classification and 
Interpretation in Precision Oncology 

• March 21-22: Joint CBER/CDRH Advisory Panel 
Meeting on reclassification of HIV diagnostic 
assays and HCV diagnostic, viral load, and 
genotyping assays 
 




