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!ugust 6, )*1* 
 
,ia /!0 and /ederal 67press 
 
!nne 9. ;awthorne 
/ood and ?rug !dministration 
Center Bor ?eCices and Radiological ;ealth 
FBBice oB Compliance 
?iCision oB Research Gonitoring 
1*H*3 New ;ampshire !Cenue 
Kuilding 66, Room 35*M 
NilCer Npring, G?  )*HH3-***) 
 
ReP Quly 1H, )*1* Sarning Letter 
 ReBerenceP  C9NU 6C1**)*)V6**1 
 
?ear Gs. ;awthorne, 
 
9his letter is our response to the /?!Ws Quly 1H, )*1* Sarning Letter. 
 
Se appreciate the seriousness oB the issues raised and are careBully addressing them both 
speciBically and systemically. 
 
Fur response to each oB the Bour speciBic items listed in your Sarning Letter are presented on 
the Bollowing pages.  In each case we haCe included written documentation oB the additional 
actions we haCe taZen, or will taZe, to correct the conditions noted and to preCent the 
recurrence oB similar conditions in the Buture. 
 
Se welcome the opportunity to meet with you in order to discuss the issues addressed in the 
Sarning Letter along with our response in order to assure that our actions are in complete 
alignment with /?!Ws regulations.  Nhould you belieCe that it would be oB assistance, please 
adCise us to arrange a schedule.  Se will contact you to in[uire about the adCisability ne7t 
weeZ. 
 
IB you haCe any [uestions regarding this response or need additional inBormation, please Beel 
Bree to contact me 
 
Nincerely yours, 
 
   Nigned copy by mail 
 
6rica ;eath, CI\, GK!, \resident IRC 
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ITEM 1 
1.   Failure to use expedited review procedures only for certain kinds of research involving no 
more than minimal risk or for minor changes in approved research [21 CFR 56.110, 21 CFR 
56.108(c )]. 

The IRB granted approval by expedited review of research for a significant risk study that did not 
meet the criteria provided for in 21 CFR 56.110.  Examples of your failure include, but are not 
limited to the following> 

• The ProDermin Hydrocolloid Wound Dressing (study A) Study was approved via 
expedited review rather than at a full board meeting.  The ProDermin Hydrocolloid 
Wound Dressing Study is a significant risk study, involving more than minimal risk, 
and is not within the categories of research on the list at 63 FR 60353 (November 9, 
1998).  The study is, therefore, not eligible for expedited review." 

Your written response states that the understanding of the board was that the device was not 
investigational and therefore, @ualified for expedited review.  Your response also states that the 
IRC Administration has determined that a more precise declaration of device status may aid in 
the prevention of future confusion, and increase the assurance of regulatory compliance and 
subDect safety.  In order to achieve this goal, you explain, revisions have been made to the Device 
Supplement Application Form 4.13B and training of staff and board members would occur no 
later than April 1, 2010.   

Your response is incomplete in that it does not describe how you will verify whether the study 
involves no more than minimal risk.  Please submit your revised procedures pertinent to Form 
4.13B, including procedures on how you will determine whether a study involves no more than 
minimal risk.  Please also provide information regarding the dates when your staff and members 
of the board were trained on this revised procedure. 

 
ResponseP 

9he IRK will CeriBy that the study inColCes no more than minimal risZ through use oB two 
documents.   /irst, the applicant must submit a Borm titled ]Nupplement !P  QustiBication Bor 
Re[uest Bor 67pedited ReCiew, /orm M.13!^. _!ttachment 1!`  \age 1 oB this Borm asZs the 
applicant to suggest an appropriate category and risZ leCel.  9he Bull deBinition oB minimal 
risZ as deBined in )1 C/R 56.1*) is included on page 1 to assist the applicant in their 
response.  9his Borm is proCided to the IRK member V reCiewer, who CeriBies the category 
claimed by the applicant and documents that CeriBication on the ^ReCiewer ChecZlist, 
67pedited ReCiew Ntudy^ Borm. _!ttachment 1C`    !s a result oB /?!Ws obserCation listed 
aboCe, we haCe reCised this Borm _also attached` to more clearly note the reCiewerWs 
determination iB, in his or her assessment, the risZ leCel is no more than minimal risZ, and 
identiBy the category by which this determination is made.  Se haCe also included a series oB 
speciBically designated checZ bo7es in the reCised Borm Bor speciBic determinations. 

Fur reCised procedures pertinent to /orm M.13K _!ttachment 1K` are as BollowsP 

1. /orm M.13K is only used Bor determination oB regulatory status oB a deCice. 

). ! deCice that is inCestigational and is not e7empt under )1 C/R 81).)_c` _^This part, 
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with the exception of Sec. 812.119, does not apply to investigations of the following 
categories of devices^` must be reCiewed by Bull board. 

3. IB the deCice is e7empt or not inCestigational it is eligible to be considered Bor 
e7pedited reCiew. 

M. IB the deCice is reCiewed under e7pedited reCiew procedures, determination oB no-
more-than-minimal-risZ will be made using /orm M.13!. 

Fur procedures regarding the use oB /orm M.13! _!ttachment 1!` to determine no more 
than minimal risZ are as BollowsP 

1. 9he e7pedited reCiew application Borm _M.13!` contains the entire deBinition oB 
minimal risZ proCided in 63 /R 6*353. 

). 9he Bull application, including the supplemental Borm is logged into a database. 

3. 9he reCiewer receiCes the entire application including the inCestigatorbs initial 
eCaluation and the e7pedited initial reCiew checZlist generated Brom the database. 

M. cuestion 1 on the checZlist asZs the reCiewer to determine whether the study 
presents no more than minimal risZ oB harm.  9he Bull deBinition is proCided on the 
application Bor the reCiewerWs reBerence. 

5. Nhould the reCiewer agree with the applicantWs determination that the study 
presents no more than minimal risZ oB harm, along with answers proCided to other 
[uestions, the checZlist is completed and signed.  Nhould the reCiewer disagree, the 
study is either returned Bor Burther inBormation or is reBerred to the Bull board Bor 
reCiew. 

6. /inally, the reCiewerWs decision is proCided to the board in Report 1 which is 
attached to a board meeting agenda.  Koard members then reCiew the report and 
haCe an opportunity to asZ the reCiewer Bor Burther detail. 

9o Burther e7plain the relationship between these Borms, the Bollowing table illustrates our 
decision tree processP 

De)ice Stat/s per 21 CFR 812.2  
No more than minimal ris; 
determination per 21 CFR 5>.1?2 

EApedited 
Re)iewC 

9he deCice is not /?! 
regulated? 
_/orm M.13K, cuestion !Ma` 

!N? 
Is the study no more than 
minimal risZ? 
_/orm M.13!` 

\ossible, iB all 
procedures 
Bit categories 

Is the deCice e7empt Brom I?6 
under 81).)c? 
_/orm M.13K, cuestion !Mb,iii` 

!N? 
Is the study no more than 
minimal risZ? 
_/orm M.13!` 

\ossible, iB all 
procedures 
Bit categories 

?oes the deCice haCe an I?6? 
_/orm M.13K, cuestion !Mb,i` 
 

  Not allowed. 

Is the deCice NNR? 
_/orm M.13K, cuestion !Mb,ii` 
 

  Not allowed. 
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9hese procedures are Bound in the IRK Ntandard Fperating \rocedures _!ttachment 1/`  and 
in staBB process instructions _called 6laborations` _!ttachment 1? !N? 16`. 

Fur staBB was most recently re-trained on the determination oB minimal risZ on !ugust 3, 
)*1*.  !ttached is documentation oB the staBB training session. _!ttachment 1e` 

9he members oB our board receiCed their most recent re-training at the regular meeting oB 
!ugust 3, )*1*.  !ttached is a copy oB the draBt minutes oB that meeting. _!ttachment 1;` 

fnder IRCWs e7pedited reCiew procedure, the reCiew may be carried out by the IRK 
chairperson or by one or more e7perienced reCiewers designated by the IRK chairperson 
Brom among the members oB the IRK.  In the study cited aboCe, the reCiewer was the IRK 
chair who has been an IRK member since 1HH8 and has attended internal training sessions 
and national training sessions at the \ublic Responsibility in Gedicine and Research 
_\RIGgR` annual conBerence on topics such as research ethics, human subhect protection 
and good clinical practices. 

 

Attachments: 1A /orm M.13!, Nupplement !P  QustiBication Bor Re[uest Bor 67pedited 
ReCiew,  

 1B /orm M.13K, Nupplement, ?eCices 
 1C ReCiewer ChecZlist, 67pedited ReCiew Ntudy - ReCised 
 1D 6laborations and Instructions, 3*).*1 67pedited ReCiew \rocess 
 1E 6laborations and Instructions, 3*).*5 67pedited ReCiew Categories 
 1F \ortion oB IRK Ntandard Fperating \rocedures, !pril )**HP  Nection 

III.M.K. 
 1G NtaBB training _!ugust 3, )*1*` signature page  _Fne staBB member is 

on Cacation and will be trained upon his return.` 
 1H ?raBt Copy oB !ugust 3, )*1*, Ginutes i page 1- Including 9raining 
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ITEM 2 
).   Failure to prepare and maintain adequate documentation of IRB activities, including 
minutes of IRB meetings, which shall be in sufficient detail to show attendance at the 
meetings, actions taken by the IRB, the vote on these actions including the number of 
members voting for, against and abstaining, the basis for requiring changes in or disapproving 
research, and a written summary of the discussion of controverted issues and their resolution.  
[21 CFR 56.115(a)(2)]. 

Minutes of the IRB meetings are inaccurate and/or incomplete.  Examples of this failure include, 
but are not limited to the following.S 

• The meeting minutes for both the February 10, 2009, and February 24, 2009 meetings 
regarding the GE Healthcare Internal Ultrasound DevelopmentWSTUDY BX Study should 
have included discussion regarding the controverted issues that ultimately prompted 
letters being sent to the principal investigators. 

Your written response states that the existing format for meeting minutes failed to communicate 
as effectively as you prefer, therefore, the format for meeting minutes will be amended to 
include more descriptive language and explanation, and board members and staff would be 
trained no later than April 1, 2010.   

Your response is inade@uate in that it does not describe the details of your plan to change the 
minutes format or whether you plan to revise your written procedure for preparing minutes.  
Please provide FDA with this information including a copy of the amended format for meeting 
minutes, and, if applicable, a copy of your revised written procedure for preparing minutes.  
Please also include information regarding the dates board members and staff were trained on 
the revised meeting minutes format and, if applicable, revised written procedures for preparing 
minutes 

 
ResponseP 

Se haCe changed the minutes Bormat to re[uire detailed documentation oB the discussion.  
9he reCised minutes template speciBically re[uires documentation oB _a` controCerted 
issues, regardless oB resolution, _b` issues discussed and resolCed, _c` issues discussed but 
not resolCed that need resolution prior to approCal, and _d` other discussion, as applicable.  
9his Bormat proCides a summary oB discussion and actions including the basis Bor re[uiring 
changes in, or disapproCal oB, the researchj and a written summary oB the discussion oB 
controCerted issues and their resolution.  /or controCerted and V or unresolCed issues that 
re[uire Bollow-up, our procedures re[uire a letter be sent to the principal inCestigator_s` 
re[uesting clariBication or modiBication. 

!ttached is a copy oB our amended Bormat Bor meeting minutes _!ttachment )!` with 
sample documentation oB discussion.  \lease note the discussion section Bor initial and 
continuing reCiew.  9he Birst oB the Bour headers are Bor controCerted issues, described as 
any that inColCe controCersy or substantiCe debate among members.  Fur procedure to 
either note ]Nonek or to include discussion that was controCertedj that is, with controCersy.  
9hose discussion items without controCersy are documented in the three other headers. 
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IRC has to 6laborations directed to staBB regarding their duties during the Bull board meeting 
_!ttachment )K` and the writing oB minutes _!ttachment )C` 

!ttached is documentation oB the staBB training session _!ugust M, )*1*` at which the Bour 
discussion categories were reCiewed. _!ttachment )?` 

9he members oB our board are not responsible Bor writing the minutesj howeCer, they were 
trained on reCiewing them Bor content. _!ttachment )6`  9hey will receiCe their training at 
the regular meeting oB !ugust 1*, )*1*.  !ttached is a copy oB the training materials Bor that 
meeting. _!ttachment )?` 

 
NoteP 

In neither oB the research studies cited by /?! in the Sarning Letter were there discussion 
oB any ]controCertedk issues.  9he reason is that there were no controCerted issues.  9hus, 
there was no discussion oB controCerted issues reported on the minutes.  9here were 
seCeral issues about which there was some discussion where the board was in agreement 
that Burther inBormation was re[uiredj howeCer, there was no controCersy or discussion oB 
alternatiCe Ciewpoints.  NeCertheless, the procedure and meeting minutes Bormat haCe 
been changed to improCe documentation oB discussions when no controCerted issues are 
raised. 

 

Attachments: 2A Current Ginutes 9emplate 
 2B 6laboration 3*5P  NtaBB ?uties ?uring Geeting 
 2C 6laboration 3*7P  Ginutes 
 2D NtaBB 9raining !genda and Nignature \age 
 2E IRK NF\ Nection ,II C.1. Ginutes 
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ITEM 3 
3. The IRB failed to ensure the information given to subjects as part of informed consent 
is in accordance with 21 CFR 5025 [21 CFR 56.109(b)]   This is a reoccurrence of a violation 
cited in the last IRB inspection and the last Untitled Letter issued to you in 2008. 
The IRB shall require that information given to subjects as part of informed consent is provided 
in accordance with 21 CFR 50.25 (21 CFR 56.109(b)).  The IRB failed to ensure that informed 
consent contained all the information required by 21 CFR 50.25 such as: 

• ProDermin Hydrocolloid Wound Dressing(Study A)  Study: the informed consent 
document utilized for this study did not contain a statement describing the extent, if any, 
to which confidentiality of records identifying the subject will be maintained and that 
notes the possibility that the Food and Drug Administration may inspect the records (21 
CRF (sic) 50.25(a)(5)). 

• Total Hemoglobin Temperature Variation Spot Check (Study C): the informed consent 
document utilized for this check did not contain an explanation of whom to contact for 
answers to pertinent questions about the research and research subjects’ rights and whom 
to contact in the event of a research-related injury to the subject (21 CFR 50.25(a)(7)). 

Your written response states that in order to ensure improved oversight, you are revising your 
process to include more support of the board members’ review through more staff involvement of 
screening the submission documents.  In addition, your response states that training on these 
procedures was conducted on March 2, 2010. 
Your response is inadequate in that it did not describe how you will revise your processes to 
ensure subjects are provided informed consent in accordance with 21 CFR 50.25.  Please also 
clarify how staff involvement in screening will ensure subjects are provided informed consent 
that is in accordance with 21 CFR 50.25, e.g., an explanation of whom to contact for answers to 
pertinent questions about the research, the research subjects’ rights, and whom to contact in the 
event of a research-related injury to the subject.  

 
ResponseP 

9he checZlist has been modiBied to speciBically address conBidentiality oB records and the 
possibility oB /?! inspection oB the records.  Instead oB one single checZ bo7 Bor multiple 
conBidentiality proCisions, the checZlist now includes speciBic checZ bo7es to CeriBy that _a` 
conBidentiality proCisions are included in the consent Borm, _b` notiBication oB Nponsor access 
to the records is included in the consent Borm, where appropriate, _c` notiBication oB IRK 
access to the records is included in the consent Borm, where appropriate, and _d` 
notiBication oB the possibility oB /?! inspection oB the records are included in the consent 
Borm.  9his meets the re[uirements in )1 C/R 5*.)5_a`_5`. 

9he checZlist has also been modiBied to speciBically address contact inBormation 
re[uirements.  9he checZlist now contains speciBic checZ bo7es to CeriBy that contact 
inBormation is proCided Bor _a` study inBormation and study subhectWs rights, _b` IRK contact 
Bor concerns and complaints regarding the study, _c` harm V inhury during or resulting Brom 
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the study, and _d` _Bor CaliBornia` sponsor contact Bor long term eBBects resulting Brom the 
study.  9his meets the re[uirements in )1 C/R 5*.)5_a`_7`. 

!ttached are copies oB the reCised ChecZlist and Instructions Bor using the checZlist.  9hese 
instructions are proCided to all staBB, the Koard, and indiCidual reCiewers _in the case oB 
e7pedited reCiew`. 

!s an additional measure to assure that each re[uired item is addressed in consent Borms, 
we haCe reCised our procedures to include staBB reCiew oB the consent document and 
checZlist prior to IRK reCiew.  NtaBB reCiew is not intended as a substitute Bor Koard reCiewj 
howeCer, staBB will checZ Bor compliancej and Koard members continue to reCiew Bor 
compliance and content.  9his additional process will serCe as a ^double-checZ^ to assure 
that the re[uired elements are included in the consent Borm.  Nhould the consent Borm be 
altered during reCiew, the same checZlist will be used by both the Koard and staBB person to 
insure that the consent Borm is in compliance. 

!dditional training on these elements oB inBormed consent was proCided to staBB on Quly )7, 
)*1*j and to members oB the Koard on Quly )7, )*1*.  In addition, IRC will proCide training to 
each new staBB person or Koard member, and include training updates once a year. 

NotesP 

9he inBormed consent document utilimed Bor the ProDermin Hydrocolloid Wound 
Dressing(Study A)  Study did include a statement describing how conBidentiality oB records 
identiBying the subhect was to be maintainedP  ^fnless re[uired by law, only the inCestigator 
_?r. Robert Qordan in ,entura, C!` will haCe access to your medical inBormation or other 
conBidential inBormation or inBormation oB a personal nature.  9he sponsor oB this study 
_Nunny Kio?iscoCery, Inc., located in Nanta \aula, C!` will haCe access to the results oB these 
case clinical studies.  ;oweCer, these results will be delinZed, i.e. your personal inBormation 
will be remoCed prior to sending these results the sponsor.  nou will not be identiBied by 
name in any reports or publications resulting Brom this eCaluation, although photographs oB 
your lower limbs may be used in scientiBic and educational literature.^ 

9he inBormed consent document utilimed Bor the Total Hemoglobin Temperature Variation 
Spot Check  WStudy CX study contained the Bollowing contact inBormationP  ^IB you haCe 
[uestions about this study, its procedures, risZs or beneBits, please contact Garia QaCier at 
_HMH`-H**-661M e7t. 115.  Nhe is the person in charge oB this research study.  IB you haCe 
complaints or [uestions that you donWt belieCe that you can discuss with the inCestigator, 
you may call Independent ReCiew Consulting, an independent, impartial reCiewer.  nou may 
reach them at \F Ko7 17*, Nan !nselmo, C!  HMH7H or at _8**`-M7)-3)M1.  IRCWs e-mail 
contact Bor subhects is subhect@irb-irc.com^ 

Attachments: IA ReCised IRC Consent /orm ChecZlist, No. 33*.*3 
 IB 6laborations and Instructions, 33*.*1 
 IC ?raBt Copy oB Quly )7, )*1*, Ginutes Including 9raining 
 ID NtaBB training _Quly )7, )*1*` signature page  _Fne staBB member is on 

Cacation and will be trained upon his return.` 
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ITEM 4 
4. In approving research covered by the regulations, the IRB failed to determine that risks to 
subjects are minimized, risks to subjects are reasonable in relation to anticipated benefits, if 
any, to subjects an the importance of the knowledge that may be expected to result.  [21 CFR 
56.111(a)(1), (a)(2)] 

In order to approve research, the IRB reviewed the protocol entitled SLong Term Safety of the 
Sonitus SoundBite System,WStudy DXS version 1)V*7V*H submitted by the study sponsor, Nonitus 
Gedical, Inc.  However, during its review, the IRB did not determine that risks to subDects are 
minimiZed or reasonable in relation to anticipated benefit, if any, to subDects and the importance 
of the knowledge that may be expected to result.  For example, the IRB did not review or 
determine that risks to subDects are minimiZed, risks to subDects are reasonable in relation to 
anticipated benefits, if any, to subDects and the importance of the knowledge that may be 
expected to result regarding the risk of loosening of teeth or wear on dental enamel after long 
term exposure to the device or the risk of swallowing the dental appliance. 

 
ResponseP 

9he study cited in /?!bs warning letter was the third in a series oB Bour related studies dating 
Brom NoCember, )**7.  9he preCious two related studies wereP 

*7*1M !ir and bone Conduction Nound 9hresholds and fncomBortable Loudness and 
,ibration 

*813) Kone Conduction !uditory \erBormance Cia the 9ooth Bor Ningle-Nided ?eaBness 

6ach oB these studies had been reCiewed by the Bull board at a conCened meeting.  ?uring 
the course oB those preCious reCiews, seCeral letters raising a number oB concerns were sent 
to the Nponsor re[uesting clariBication or modiBications to those protocols.  In addition to 
the risZ oB swallowing, the board had discussed other study risZs including those stemming 
Brom therapeutic misconception, possible cuts Brom sharp corners or prohections, the risZ oB 
seimures, care instructions, and problems with eating.  9hese concerns were resolCed on the 
preCious studies to the KoardWs satisBaction. 

?uring reCiew oB the ^Long 9erm NaBety oB the Nonitus NoundKite Nystem^ study cited in the 
Sarning LetterP 

• 9he IRK met in conCened meeting on ?ecember 1, )**H to reCiew study Cersion 
11V)*V*H.  9he board members discussed the similarities and diBBerences between this 
study and the preCious studies, discussed the risZs mentioned and were satisBied with 
the description and risZ eCaluation Bor use oB the deCice Bor the duration oB wear 
re[uested.  9he deCice submission Borm _Borm M.13K` identiBied the risZs Brom the dental 
impressions, the potential Bor swallowing and the potential Bor abrasions to the oral 
caCity.  9he board issued a letter dated 1)V*)V*H in which nine [uestions or 
re[uirements were raised. 

• 9he IRK met in conCened meeting on ?ecember 15, )**H to reCiew study Cersion 
1)V*7V*H which was Bound to be responsiCe to the points raised. 
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9he meeting minutes Bor the meetings at which this protocol was reCiewedj although 
reBerencing the prior study, did not ade[uately document the discussion regarding the 
similarities and diBBerences among this study and the preCious studiesj and the discussion 
regarding risZs and beneBits.  Se haCe changed the minutes Bormatj thereBore, to re[uire 
detailed documentation oB the discussion.  \lease reBer to our response to Item U) aboCe. 

 

Attachments: ! side-by-side comparison oB the [uestions raised in prior studies and 
discussions Brom the minutes.  
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APPENDIX 
Attachments: Copy oB /?!Ws M83 /orm 
 Copy oB IRCWs Response _date` 
 Copy oB /?!Ws Sarning Letter 


