
November 24,2004 

Dockets Management Branch (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane 
Room 1061 
Rockville, MD 20852 

RE: Comments on Draft Guidance for lndustrv and FDA Staff: Awlication User 
Fees for Combination Products: Docket Number 2004D-0410 

Dear Sir or Madam: 

The Combination Products Coalition (“CPC”) respectfully submits these 
comments on the draft Guidance for Industry and FDA Staff.- Application User Fees for 
Combination Products (“User Fee Guidance”) published by the Food and Drug Administration 
(“FDA”) in September 2004. The CPC is a group of leading drug, device and biologics 
manufacturers with substantial experience and interest in the combination products arena, as 
well as in each of the constituent technologies. Because of its diverse cross-industry 
membership, the CPC brings a uniquely broad combination product perspective to the 
regulation of such products. From that perspective, we offer the following comments. 

I. General Comments 

As a general matter, we commend the FDA for its efforts to bring definition and 
structure to the regulation of combination products. In particular, we compliment FDA on the 
transparent process that the agency has adopted as it formulates and clarifies regulatory 
policies affecting combination products. We strongly believe that such open interaction between 
FDA and stakeholders is critical to the development of sound regulatory policy. We encourage 
FDA to continue down this interactive path. 



More specifically, we appreciate FDA’s efforts in tackling the difficult issue of user 
fees for combination products. We believe the User Fee Guidance offers a good start, and we 
concur with its overall structure. 

However, the User Fee Guidance raises a critical overarching policy issue that 
FDA needs to address before going any further: What regulatory scheme will FDA apply to a 
combination product, and on what basis will the agency make that determination? As discussed 
in the CPc’s Response to Request for Comment on Primary Mode of Action filed with the FDA 
on August 18, 2004,’ we are concerned that FDA might intend for the Primary Mode of Action to 
drive determination of not only which agency component will review a given combination 
product, but also which regulatory authorities will apply downstream. The User Fee Guidance, 
which ties user fees to the type of application and review, suggests that FDA indeed may be 
adopting such an approach. We caution against that far-reaching policy position. From the 
User Fee standpoint, such an interpretation has practical and economic consequences for 
combination products manufacturers that could impact their willingness to bring forth new and 
innovative products. On a broader scale, it could have tremendous implications on everything 
from registration to post-market reporting -- implications that could have an unfavorable impact 
on public health. For all of these reasons, we urge FDA to clarify its position regarding what 
regulatory scheme will apply to combination products. As FDA does so, we encourage the 
agency to consider the complexities of the downstream issues arising with combination 
products, and to ensure the type of flexibility and collaboration that such complexity demands. 

In addition to this overarching concern, we think the User Fee Guidance could be 
strengthened by ensuring that the guidance better accommodates the tremendous diversity and 
novelty of combination products. While the User Fee Guidance acknowledges the diverse 
character of combination products by enumerating the different types of products included in the 
regulatory definition of combination products,* the guidance does not fully address the issues 
raised by these different types of products. In fact, the User Fee Guidance does a good job 
addressing fee issues raised by those products that are “physically, chemically, or otherwise 
combined or mixed and produced as a single entity”3 (“integral combination products”), but as 
explained below, it struggles with the challenges raised by separate products packaged together 
as “kits” and products not packaged as a unit but required to be used together to achieve the 
intended use, indication or effect (“virtual combination products”). With that in mind, we provide 
the following specific comments. 

II. Specific Comments 

A. Multiple Filings 

We agree with FDA that, under certain circumstances, filing of multiple 
applications for a combination product may make sense. In addition, we are encouraged that 
FDA is preparing guidance that will define when multiple marketing applications should be 

’ (Letter from Bradley Merrill Thompson, Combination Products Coalition, to FDA of August 18, 2004, 
regarding Response to Request for Comment on Primary Mode of Action, Food and Drug 
Administration Docket Number 2004N-0194) 

2 See FDA, Draft Guidance for Industry and FDA Staff Application User Fees for Combination Products 
4 (September 2004). 

3 See 21 CFR 9 3.2(e) (defining combination product). 
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submitted by a manufacturer. Such clarification is critical to ensuring consistency and 
predictability within the combination products program. 

As discussed in greater detail below, however, we are concerned that the User 
Fee Guidance, as currently written, could unfavorably impact the development of innovative 
combination products, particularly kit combination and virtual combination products. Although 
FDA has not yet provided criteria for when multiple applications and fees might be required, the 
nature of kits and virtual combination products, which may have separable components, are 
much more susceptible to multiple applications than their integral combination counterparts. As 
the agency has recognized, the assessment of multiple fees could represent a significant barrier 
to their development.4 

Moreover, from a policy standpoint, we do not believe that the assessment of full, 
multiple fees for combination product submissions makes sense. The entire foundation of the 
user fee legislation is predicated on covering the costs of the resources needed for review of 
drugs, biologics and devices. When a review involves combination product components, the 
agency centers involved will review common scientific issues, indications, and supporting data. 
The commonalities in the applications will enable FDA to collaborate on the review, building 
speed and efficiencies into the review process and reducing the resources and time needed for 
the review. Some reduction in fees when a combination product is submitted through multiple 
applications makes sense. 

With that in mind, we make the following specific recommendations. 

1. Automatic Waiver for FDA-Required Multiple Applications 

We believe that when FDA requires multiple applications for a combination 
product, the agency should automatically waive at least a portion of the user fees. Although it is 
not yet clear when and for what reasons FDA will require multiple applications, we assume that 
FDA will do so when the agency believes it will somehow enhance review or regulation of the 
product. Given that assumption, we believe automatic waiver makes sense, for two reasons. 
First, as discussed above, when a review involves combination products, the review carries 
inherent efficiencies that reduce the resources required to review that product. Second, FDA 
has consistently acknowledged that high user fees deter innovative development. That may be 
particularly the case when the fees are multiplied at the agency’s behest, rather than by a 
manufacturer’s choice. Because such deterrence to development could have a significant 
impact on the public health, we recommend that FDA consider an automatic waiver when the 
agency mandates multiple applications. 

2. Access to Waivers for All Multiple-Application. Combination Product 
Submissions 

We believe that the User Fee Guidance should provide access to waivers 
regardless of whether a decision to file multiple applications is made by FDA or a manufacturer. 
The resources needed to review multiple applications for a combination product do not vary 
depending on who initiates the multiple-application filing, or who gains from it. Indeed, whether 

4 See User Fee Guidance at 8. 
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th e  F D A  or  a  m a n u facturer  in i t iates th e  f i l ing o f m u l tip l e  appl icat ions,  th e  s a m e  resources  wi l l  b e  
e m p l o y e d . A s  exp la i ned  a b o v e , in  b o th  cases  th e  rev iew o f m u l tip l e  app l ica t ions  wi l l  ta k e  fe w e r  
resources  th a n  rev iew o f th e  s a m e  n u m b e r  o f app l ica t ions  fo r  s e p a r a te , un re la ted  p r o d u c ts. 

U n for tunately,  un l i ke  c o m b i n a tio n  p r o d u c ts fo r  wh ich  F D A  d e m a n d s  m u l tip le  
f i l ings, u n d e r  th e  User  F e e  G u idance ,  c o m b i n a tio n  p r o d u c ts fo r  wh ich  a  m a n u facturer  chooses  
to  f i le s e p a r a te  app l ica t ions  current ly  a re  fo rec losed  f rom th e  innovat ive  c o m b i n a tio n  p r o d u c t 
wa iver .5  T h a t l eaves  m a n u facturers  wi th severe ly  lim ite d  o p tio n s  to  r e d u c e  the i r  fe e s . 
M a n u facturers,  fo r  e x a m p l e , c a n  still seek  wa ivers  u n d e r  P D U F A  or  th e  Med ica l  Dev ice  User  
F e e  &  M o d e r n i z a tio n  A c t (“M D U F M A ”), b u t p resumab ly  m u s t d o  so  b a s e d  o n  e a c h  s e p a r a te  
c o m p o n e n t o f th e  p r o d u c t, ra ther  th a n  th e  c o m b i n a tio n  p r o d u c t as  a  w h o l e . T h e  o p p o r tuni ty  fo r  
e x e m p tio n  o r  wa ivers  o f dev ice  fe e s  u n d e r  M D U F M A  is par t icu lar ly  lim ite d . 

G iven  th e  i d e n tical rev iew issues  ra ised  by  th e  f i l ing o f m u l tip l e  app l ica t ions  
in i t ia ted by  F D A  a n d  m a n u facturers,  th e y  shou ld  b e  sub jec t  to  s imi lar  t reatment  u n d e r  th e  User  
F e e  G u idance  waivers .  W ith  th a t in  m ind,  w e  u r g e  F D A  to  o p e n  access  to  wa ivers  fo r  a l l  
m u l tip le -app l ica t ion  submiss ions  o f c o m b i n a tio n  p r o d u c ts, regard less  o f w h o  d e te rm ines  th a t 
m o r e  th a n  o n e  app l ica t ion  is n e e d e d . 

C . In n o v a tive C o m b i n a tio n  P roduct  

W e  a g r e e  wi th F D A ’s c o n c e p t o f a n  “In n o v a tive C o m b i n a tio n  P roduct” waiver .  
H o w e v e r , w e  be l i eve  th a t th e  cr i ter ia fo r  o b ta in ing  th e  wa ive r  ra ises issues  th a t n e e d  to  b e  
a d d r e s s e d  b e fo re  a  fina l  g u i d a n c e  d o c u m e n t is issued.  

1 . E l inibi l i tv Cr i ter ia 

In  a d d i tio n  to  e x p a n d i n g  th e  innovat ive  c o m b i n a tio n  p r o d u c t wa ive r  to  i nc lude  
p r o d u c ts fo r  wh ich  a  m a n u facturer  chooses  to  f i le s e p a r a te  app l ica t ions  (as  d iscussed  a b o v e ) , 
w e  r e c o m m e n d  th a t F D A  recons ide r  exc lud ing  f rom th e  wa ive r  cer ta in  c o m b i n a tio n  p r o d u c ts 
wi th c o m p o n e n ts th a t m a y  h a v e  a n o the r  u s e . A s  current ly  draf ted,  th e  User  F e e  G u idance  d o e s  
n o t app ly  to  c o m b i n a tio n  p r o d u c ts th a t h a v e  c o m p o n e n ts th a t c a n  b e  u s e d  i n d e p e n d e n tly, 
e x c e p t w h e n  F D A  requ i res  m u l tip l e  appl icat ions.  Ins tead,  th e  wa ive r  requ i res  th a t th e  “two 
c o m p o n e n ts o f th e  p r o d u c t a re  speci f ical ly  i n tended  a n d  l abe led  on ly  fo r  u s e  to g e ther .“‘j 
C o n s e q u e n tly, if o n e  c o m p o n e n t o f a  c o m b i n a tio n  p r o d u c t h a s  a l ready  b e e n  a p p r o v e d  a n d  
l abe led  fo r  a n o the r  u s e , th e  wa ive r  wi l l  n o t app ly  -- e v e n  if th e  c o m b i n a tio n  p r o d u c t o ffe rs  
t r emendous  pub l i c  h e a l th  a d v a n ta g e s . For  instance:  

0  A  C Y P 4 5 0  test  is p o te n tia l ly  u s e fu l  fo r  d e te rm in ing  a  p e r s o n ’s abi l i ty to  m e tabo l i ze  
cer ta in  d rugs.  N o n e  a re  current ly  a p p r o v e d . It is e x p e c te d  th a t a  n e w  510(k )  wi l l  b e  
requ i red  fo r  e a c h  n e w  c lass o f d rugs  ind ica ted  (e.g. ca rd iac  drugs,  rena l  d rugs,  
psychiat r ic  d rugs,  e tc). S u p p o s e  th e  C Y P 4 5 0  o b ta ins  a  510(k) ,  a n d  is ind ica ted  fo r  u s e  
in  p a tie n ts tak ing  card iac  drugs.  L a ter,  a  d r u g  m a n u facturer  d e te rm ines  th a t the i r  cance r  
d r u g  c a n  on ly  b e  u s e d  safe ly  in  con junc t ion  wi th a  C Y P 4 5 0  test. T h e  C Y P 4 5 0  test  
w o u l d  th e n  b e  requ i red  to  o b ta in  a  n e w  510(k )  fo r  th a t ind icat ion.  

5  S e e  id. a t 9  (l im i t ing el igibi l i ty fo r  “In n o v a tive C o m b i n a tio n  P roduct” wa ivers  to  th o s e  p r o d u c ts fo r  wh ich  
F D A  is requ i r ing  two fee-e l ig ib le  m a r k e tin g  app l ica t ions  fo r  th e  c o m b i n a tio n  p r o d u c t). 

’ S e e  id. 
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Exclusion of such innovative products simply because one component may have an 
independent use unnecessarily burdens manufacturers, and deters development of products 
that benefit the public health. 

2. Requirement of a Clinical Benefit 

We also recommend that the Innovative Combination Product Waiver apply to 
user fees for significant innovations that bring advantages outside the clinical realm . The 
guidance currently focuses only on products that fulfill an unmet medical need, and identifies 
two pathways for making such a showing -- both of which have a clinical bias:7 

0 No alternative treatment or means of diagnosis exists. The emphasis on products 
for which no alternative treatment or means of diagnosis is available suggests that FDA’s 
focus may be on life-saving technologies. This approach, however, could elim inate 
potential waivers for a wide range of innovative combination products for which an 
alternative treatment or means of diagnosis may be available -- unless the combination 
product meets the second, “clinically meaningful advantage” criteria. 

0 Combination product offers significant, clinically meaningful benefit. This 
requirement of a net clinical benefit precludes waivers for significant innovations that 
offer meaningful advantages to the healthcare community. Not all innovative 
combination products are designed to offer significant, clinically meaningful advantages. 
Instead, they may be designed to do things better, faster, easier, or in a more convenient 
way - all of which can offer significant and meaningful advantages to public health. For 
instance: 

o A drug/device combination that combined an innovative, easy-to-use injection 
device with an injectable drug for home use would provide a usability benefit. 
W ithout a clinical benefit, it would be foreclosed from  combination product 
consisting of a drug and device 

For these reasons, we recommend that FDA remove the term  “clinically” from  the second 
criteria, and expand its consideration to innovations that lead to other significant, meaningful 
advantages - such as economics, convenience and usability. 

Ill. Conclusion 

The CPC supports FDA’s continuing efforts to shape and clarify the regulatory 
environment for combination products, and looks forward to working with the FDA to that end. 
We appreciate FDA’s attention to user fee issues, and generally agree with the principles 
described in the User Fee Guidance. However, we believe that combination products offer 
unique challenges in this area. For that reason, we encourage FDA to consider these 
comments and revise the User Fee Guidance to better accommodate innovative combination 
products. 

’ Id. at 10. 



We appreciate the opportunity to share our thoughts with you, and look forward 
to working with you to resolve the issues raised here. 

Respectfully submitted, 

Bradley Merrill Thompson 
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