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1. My name is Donald A, Gable. I presently reside at 4501 Stonecrest Terrace, St. Joseph, 
Missouri, 64506. 

2. I received my Doctor of Veterinary Medicine (“DVM”) degree from Ohio State 
University in 1960. My list of professional qualifications is attached as 

3. I am currently working as an independent contractor in the position of Consultant in 
Pharmaceutical Regulatory Affairs, and as a sub-contractor in the position of Senior Food 
and Drug Administration (“FDA”) Regulatory Affairs Associate with Herschel J. Gaddy 
& Associates in St. Joseph, Missouri, I have been retained in my independent contractor 
capacity by Pennfield Oil Company/Pennfield Animal Health (collectively “Pennfield”) 
and their legal counsel, Buchanan Ingersoll P.C., to provide my expert opinion in this 
matter because of my expertise in FDA/Center for Veterinary Medicine (“CVM?“) animal 
drug regulatory matters, including the history of the new animal drug approval 
(“NADA”) process. 

4. I have been employed as both a Consultant and Senior FDA Regulatory Affairs Associate 
since 2000. As an independent contractor working as a Consultant, I’provide consulting 
services and compliance strategies for the preparation, compilation, and filing of, as well 
as follow-up on, various human and animal drug submission documents. I also provide 
consultation and preparation services for animal testing protocols for studies, and I 
provide assistance on understanding the animal drug regulations, as well as PDAKVM 
policies and procedures. 

5. Prior to my work as a Consultant, I was employed at Boehringer Ingelheim Vetmedica, 
Inc. (“BIV”) from 1996 to 2000 as Manager of Pharmaceutical Regulatory Affairs. In 
this position, I was responsible for managing the registration of animal drug products, 
including new chemical entities, for approval and marketing worldwide. I also was 
involved in the global registration of products that had been previously manufactured by 
my former employer, Fermenta Animal Health Company (“Fermenta”). In December 
1995 Fermenta was sold to BIV. 

6. Prior to my employment at BIV, I was employed at Fermenta from 1991 to 1996 as the 
Director of Special Projects in Regulatory Affairs. While at Fermenta, I was involved in 
the preparation of NADAs for submission to FDA and the preparation of applications for 
submission to regulatory authorities in foreign countries as well. I was also involved in 
all stages of animal drug safety and efficacy studies. Finally, I provided expertise in the 
regulation of animal drugs in the United States and Canada and evaluated regulation 
requirements in other countries as well. 

7. Prior to my employment at Fermenta, I was employed at CVM within FDA from 1965 to 
1991 in numerous capacities, including most recently (1983-1991) as the Director of the 
Division of Therapeutic Drugs for Food Animals. Of particular relevance to this 
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8. 

declaration is the fact that I was employed as a Staff Officer in the Office of the Center 
Director from 1968-1971, where I was intimately involved in the organization and 
execution of the Drug Efficacy Study Implementation (“DESI”) review process. 

Prior to serving in the Office of the Center Director at CVM from 1996-1968, I was 
responsible for organizing the The National Academy of Sciences/National Research 
Council (“NAUNRC”) review process, including deciding upon the twelvecategories of 
active drug ingredients to be reviewed, which together comprised more than 700 NADAs 
and certifiable antibiotic submissions then on the market. These products were on the 
market on the grounds that they were covered by an NADA, a new drug application 
(“NDA”), a master file, an antibiotic regulation, or a food additive regulation, or they 
were exempt from regulation on grounds that they were generally recognized as safe 
(“GRAS”). It was not until the enactment of the Animal Drug Amendments of 1968 
(“1968 Amendments”) that !j 5 12 was added to the Federal Food, Drug, and Cosmetic 
Act (“FFDCA”), which codified approvals for animal drugs that had been granted by the 
above-listed mechanisms and which provided for the modern-day NADA approval 
process. 

9. The NAS/NRC review process was initiated as a direct result of the passage of the 1962 
Kefauver-IIarris Drug Amendments (“1962 Amendments”). Whereas prior to passage of 
the 1962 Amendments only safety data was required for human and animal drugs, after 
the passage of these Amendments both safety and efficacy data were required to be 
presented. The DES1 review process was intended to provide efficacy reviews of active 
drug ingredients for drug products already on the market, but which prior to their 
marketing had been evaluated for safety only. The National Academy of 
Sciences/National Research Council (“NAUNRC”) aided FDA in the conduct of this 
efficacy review process, beginning in 1966. The NAS/NRC/DESI review process was a 
review process of broad claims and species, and those claims and species, and indications 
for use have subsequently been refined. 

10. Before the NASLNRC review process, CVM requested information from manufacturers 
of drug products already on the market, as well as other interested parties. In addition, 
scientific literature was reviewed and information from FDA’s files was utilized by the 
expert reviewers. On the basis of this agglomeration of information, NAS/NRC made 
findings and subsequent recommendations to CVM based on these findings. Both 
NAS/NRC reviewers and FDA reviewers relied upon their own expertise during the 
review process, and as discussed in the NASLNRCICVM contract the expertise of the 
scientists was a primary criterion in the decision-making process. 

11. FDA published the NASLNRC’s findings in the Federal Register (“FR”). I was involved 
in the publication process of these findings. Furthermore, I was part of a group that used 
the NAUNRUDESI review findings, along with our expertise, to determine which 
claims sponsors could make on their labels. Claims that were sanctioned based on the 
NAS/NRC findings were applied identically for every applicant whose drug product 
contained a given active drug ingredient. After the DES1 findings were published in the 
FR one of the preclearance review divisions at CVM met with sponsors on the content of 
the labeling. 
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12. Furthermore, between 1971 and 1976 I was employed as an Assistant to the Director in 
the Division of Nutritional Sciences, where I was responsible for evaluating NADAs 
relating to the production uses of drug products. 

13. Intermittently I was still involved in discussions with NAWNRC because the DES1 
review process was still ongoing; in fact, decades after the DES1 review process began, it 
is still not completed. Over the past decade, I have observed CVM’s actions with regard 
to numerous animal drug products covered by the DES1 review for which no finalization 
and withdrawal of approval of the claims not supported by substantial evidence of 
effectiveness was completed. Many of these drugs and drug products utilized broad 
claims and species. Ultimately, narrower, more refined claims were subsumed within 
these broad claims. 

14. As a result of my employment history and familiarity with the DES1 review process, I am 
familiar with the requirements of the NADA approval process:, and I understand that data 
showing a drug product is both safe and effective as these terms here evolved due to 
changes in the FFDCA, must be provided in an NADA. I am also familiar with the 
requirements for filing a supplemental NADA. 

15. The DES1 review findings were applied to all drug products approved under the FFDCA, 
as amended, as well as to all identical, related, or similar drug products containing the 
same active ingredients. As such, the data reviewed by NAS/NRC and CVM was 
considered as a whole, and included published data, data submitted by drug sponsors, 
revisions in labeling, Agency expertise, and the expertise of the NAS/NRC panel 
members. Individual pieces of data were not segregable from,the whole body of data that 
established safety and effectiveness of the active drug ingredients and drug products. 

16. According to the NAS/NRC Project of Evaluation of Veterinary Drug Efficacy and my 
experience, the NAS/NRC &cJ conduct review of combination drugs during the DES1 
review process. The Federal Register shows that the NAS/NRC reviewed almost a dozen 
products of neomycin and ox e in combination. Lists of those notices are 
enclosed in the submission as The NAS/NRC panel members were provided 
with guidelines for review of data. They were informed that they would receive data 
from the drug companies manufacturing and marketing the drug products and labeling. 
They were also provided under the terms of the contract with mformation provided by the 
FDA data on which the FDA/NAS/NRC concluded that extrapolation of data and 
information from other species would be helpful, and according to the contract, they were 
informed that “in the final analysis, however, the evaluation will depend on the expertise 
of the individual panel members.” 

17. As noted in a seminal reference on CVM DES1 activity, Compendium of Veterinary Drug 
Efficacy by Shotwell and Car-r, the NAS/NRC findings are accepted by FDA to support 
the correctness of dosage and appropriateness of label claims for any given drug. 
Because the NAWNRC evaluation is public information, its incorporation into 
applications for FDA premarket approval removes most normal requirements for detailed 
data supporting effectiveness as well as safety to the species to be treated. This 
procedure has resulted in significant economic savings to -generic drug manufacturers and 
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18. 

19. 

20. 

21. 

22. 

23. 

has relieved FDA of the necessity of reviews of data to support registration of those drugs 
where were evaluated by the NASLNRC and found effective and probably effective. 

DES1 review findings of less than effective were upgraded to effective based on labeling 
revisions, published data, expert opinion, field investigations, and previously approved 
indications, among other factors. This “hybrid” of data would thus support DES1 
upgrades of claims. This procedure was followed for decades. 

For certain combination drug claims the NAS/NRC did not conduct certain reviews 
during the DES1 review process. This would include for example, 
neomycin/oxytetracycline combination. Rather, FDA made determinations about the 
effectiveness of combination drugs by basing its decisions on the DES1 review process 
findings for the individual drug product components of the combination, its expertise, and 
the expertise of experts. 

At the time the 1962 Amendments were enacted, animal drug ‘claims were often broad 
general claims for species. Once the DES1 review findings (including labeling 
requirements) were made, such findings were applicable to all holders of legal animal 
drug product approvals regardless of whether granted by FFDCA, the Animal Drug 
Amendments of 1968, or any other way, e.g., by rulemaking for sulfonamides. FDA has 
historically considered, as its best public policy, that congruent labeling of pioneer and 
generic drug products as well as of identical, related, or similar drug products should 
exist. 

CVM has reiterated this policy in its third policy letter following the passage of the 
Generic Animal Drug and Patent Term Restoration Act (“GADP’I’RA”) in 1988. Under 
that policy a pioneer sponsor could copy a generic innovation .without submission of 
additional data. Furthermore, according to the letter, “CVM believes that these 
interpretations would meet important goals of the generic legislation: to avoid 
duplicative research, to provide incentive for generic sponsors to innovate, and to make 
the conditions of use of the pioneer and generic drugs the same to the maximum extent 
possible.” The desire to have congruent labeling has long existed, especially when 
multiple companies and experts generated data, and that data was evaluated with the 
Agency’s expertise. 

In my capacity at CVM, I became familiar with the promulgation of 21 C.F.R. $0 558.15 
and 558.15(g). The promulgation of both 21 C.F.R. 8 558.15 and 6 558.15(g) involved 
notice-and-comment rulemaking, and the Agency considered which companies held legal 
approvals for various animal drug products. One key reason why rulemaking was chosen 
was to obtain the input of the public and to provide clear public notice about the legal 
status of drug products then on the market and eligible for marketing. This is one 
function of FFDCA 0 512(i): to provide public notice of approvals. 

21 C.F.R. 9 558.15 was originally conceived by the Agency as an “interim” marketing 
regulation in an attempt to bring order to, and legitimize the marketing of, all the 
products marketed at that time under the 1968 Amendments and to all identical, related, 
or similar drug products whose sponsors filed commitments to do additional work on the 
drugs. CVM did this because a large number of drug products was being marketed at that 
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P  
1  Dec la ra tio n  o f Dona ld  A . G a b le, D V M  

tim e  wi thout  A g e n c y  know ledge  o r  regu la tio n . Howeve r , a  cour t ru l ing  fo rced  th e  C e n te r  
to  ad jus t its p roposa l , b e fo re  final izat ion.  A s a  resul t  o f th e  cour t case  th a t is c i ted in  th e  
p r e a m b l e  to  th e  fina l  ru le  p r o m u l g a tin g  2 1  C .F.R. 5  5 5 8 .15 (g ) , th e  A g e n c y  a l l owed  on ly  
those  d rugs  th a t h a d  approva ls  u n d e r  th e  F F D C A  to  b e  l isted in  2 1  C .F.R. 8  5 5 8 .1 5 . T h e  
A g e n c y  h a d  rev iewed  its records  a n d  d a ta  th a t th e  sponsors  h a d  supp l ied , a n d  d e te r m i n e d  
th a t th e  compan ies  to  b e  l isted in  2 1  C .F.R. 9  5 5 8 .15 (g )  h a d  lega l  n e w  an ima l  d rug  
approva ls . The re fo re , those  sponsors  l isted in  2 1  C .F.R. 5 5 8 .15 (g )  have  th e  equ iva len t o f 
a  ful l  lega l  approva l  fo r  the i r  l isted d rug  p roduc t(s). 

2 4 . I a m  fa m il iar wi th G A D P T R A  a n d  th e  fac t th a t C V M  issued n ine  pol icy letters fo l low ing  
th e  passage  o f G A D P T R A . I was  a  m e m b e r  o f th e  Gene r i c  A n ima l  D rug  C o m m itte e  th a t 
d ra fte d  th e  first e igh t pol icy letters. These  pol icy letters we re  d ra fte d  in  o rde r  to  interpret  
th e  prov is ions o f G A D P T R A  as  th a t l aw wou ld  b e  app l ied  by  C V M . 

2 5 . U n d e r  G A D P T R A , appl icat ions fo r  gener ic  an ima l  d rug  p roduc ts (abbrev ia te d  n e w  
an ima l  d rug  appl icat ions,  “A N A D A s ”) a re  app roved  o n  th e  bas is  o f find ings  o f sa fe ty a n d  
e ffec t iveness from  “p ioneer” an ima l  d rug  appl icat ions,  o n  th e  appl ica t ion o f publ ic ly  
ava i lab le  d a ta , a n d  o n  th e  scienti f ic l i terature, a m o n g  o the r  fac tors. 

2 6 . G A D P T R A  a n d  th e  n ine  pol icy letters i ssued by  C V M  a re  consistent  wi th C V M ’s histor ic 
pol ic ies o f t reat ing a n tib io tics genera l l y  as  a  class. L ike  h u m a n  d rug  p roduc ts, an ima l  
d rug  p roduc ts th a t we re  app roved  fo l l owed  a  sim i lar  b r o a d  app roach  to  th e  u ti l ization o f 
d a ta , inc lud ing  th e  appl ica t ion to  al l  species,  uses , a n d  indicat ions.  D E S 1  rev iew d a ta  th a t 
app l ied  to  th e  upg rad ing  o f c laim s o r  fina l izat ion c a m e  from  a  var iety o f sources.  

2 7 . T h r o u g h  th e  D E S 1  rev iew process  a n d  s u b s e q u e n t enac tm e n t o f G A D P T R A , appl icat ions 
we re  app roved  in  a  var iety o f ways , inc lud ing  th r o u g h  th e  re l iance u p o n  sa fe ty a n d  
e ffec t iveness d a ta  from  n u m e r o u s  sources  in  o rde r  to  s h o w  th a t d rug  p roduc ts a re  
e ffec tive. S u c h  appl icat ions a re  n o w  recogn ized  as  “hybr id” N A D A s . O n e  o f th e  
func tions  o f such  appl icat ions is to  p rov ide  consistent,  i den tical label ing.  

2 8 . I a m  fa m il iar wi th th e  A n ima l  D rug  A vai labi l i ty A ct o f 1 9 9 6  (“A D A A ”) a n d  its changes  
to  th e  d e fin i t ion o f th e  te r m  “subs ta n tia l  ev idence” as  it re lates to  p rov ing  th e  
e ffec t iveness o f n e w  an ima l  d rug  p roduc ts inc lud ing  p roduc ts such  as  th e  neomyc in -  
oxytetracycl ine c o m b i n a tions  add ressed  in  th e  N O O H . P r ior  to  enac tm e n t o f A D A A , th e  
statutory te r m  was  d e fin e d  as  ev idence  from  a d e q u a te  a n d  wel l -cont ro l led invest igat ions,  
inc lud ing  fie ld  studies. S ince 1 9 9 6  subs ta n tia l  ev idence  is n o w  e x p a n d e d , pe r  2 1  C .F.R. 
0  5 1 4 .4 , to  inc lude  studies such  as  a  study in  th e  ta rge t species,  a  study in  l abora tory  
an ima ls , fie ld  study, i n  vi tro study, a n d  o the r  s tudies o n  wh ich  bas is  qual i f ied exper ts 
cou ld  reasonab ly  conc lude  th a t th e  d rug  wil l  have  th e  e ffec t th a t it pu rpo r ts to  have  in  its 
label ing,  a n d  th e  studies we re  pe r fo r m e d  by  qual i f ied exper ts, a re  r e p e a tab le , th a t th e  
responses  re l iab ly  re flec t e ffec t iveness, a n d  th a t va l id  in ferences can  b e  d r a w n  to  th e  
ta rge t popu la tio n . For  c o m b i n a tio n  d rugs  fo r  use  in  an ima l  fe e d , o n e  n e e d  on ly  s h o w , 
b a s e d  o n  such  ev idence  th a t th e  c o m p o n e n ts m a k e  a  con tr ibut ion to  th e  e ffec t iveness fo r  
d rugs  con ta in ing  c o m p o n e n ts th a t a re  app roved  ind iv idual ly  fo r  th e  s a m e  use  a n d  a re  
physical ly  c o m p a tib le . 
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29. I know that Pennfield Oil Company/Pennfield Animal Health (collectively “Pennfield”) 
owns NADA 138-939, and that the NADA covers a number of products currently 
marketed by Pennfield as NEO-OXYTM. 

30. I know that Pennfield is listed in 21 C.F.R. 0 558.15(g)(2) for approval for a Type A 
article consisting of the combination of neo/oxy for the species, use levels, and 
indications for use listed therein. In addition, the use levels in 21 C.F.R. 9 558.15(g)(2) 
for Pennfield’s listing in many cases reflect a range of permitted use levels for neo and 
oxy for any given species/indication listed therein, indicating that a variety of ratios of 
neo:oxy are safe and effective. Furthermore, the language of (g)(2) states, “[d]rug 
combinations listed in subpart B of this part name their sponsors and are incorporated 
herein by reference since they are safe and effective by contemporary standards, or such 
sponsors have been notified of any additional safety or efficacy data required on an 
individual basis.” 

31. In 1976, that language meant that evidence from field studies established that the drugs 
were effective at the ratio of 1: 1 and 2: 1 and in wide dose range. For neo-oxy the dosage 
range from 0.05-10 mg/head and from 10 gm-500 gm ton of feed in poultry, swine, sheep 
and cattle. The Animal Drug Availability Act of 1996 (“ANDAA”) has revised and 
refined the standard of effectiveness as FDA has stated in the ,preamble in the rulemaking 
process to make it more flexible. 

32. In the NOOH, CVM states that the 1:l ratio of neo and oxy is effective in the dosage 
ranges mentioned above. There is no basis for determining how it reached a conclusion 
that the combination is effective at that ratio over the vast dose ranges and conditions. 
There is also no basis for concluding that the data and information that FDA uses to 
support these conclusions undermines its previous conclusion about the effectiveness of 
the combination in a 2: 1 ratio, The Agency’s decision with regard to the 2: 1 combination 
is especially confounding, scientifically, because many approved uses for the 2: 1 ratio 
fall within the wide dosage range acceptable for the drug in a 1:l ratio. There is also no 
way to address the rationale by which CVM has undermined its previous conclusions, 
especially since enactment of the ADAA, without the Center providing that review and 
analysis of these data for analysis. That has not been done, despite a request to provide 
that analysis. 

33. Unlike the matters involving e.g., diethylstilbestrol, the nitrofurans, and other Center 
actions that were based on purported reevaluations of the Agency’s prior decisions and 
the data and reanalysis were described in detail, no such thing has been done here. 

34. Neomycin has been used alone and in the ratios and dose ranges cited in the NOOH for 
almost 50 years. Oxytetracycline has been used for a similar amount of time. The 
combination has been used for almost as long. In fact, it is my recollection and belief 
that data in CVM’s files for neo-oxy combinations that were subject to the stringent 
review criteria applied prior to enactment of the ADAA now meet the contemporary 
definitions of substantial evidence of effectiveness due to the imposition of the 
noninterference provision. I am aware of no evidence that the combination lacks 
evidence of effectiveness. Requests for such information have been made of CVM, and in 
the absence of such information, analysis of the Agency position is impossible. 
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Confidential Commercial and/or 
Trade Secret Documents Redacted: 

Exhibit 1 Professional Qualifications of Donald A. Gable, 

Exhibit 2 Excerpts from: Compendium -- Veterinary Drug Eficacy, National Academy of 
Science - National Research Council, c. 1976. 



6. 

7. 

,DccIaration afArdrew L, Win&mm 
In Support of Pennfield Oil CompanylpennfkId Animal Health’s 

Request for I&a&g re: NADA 138-939 (NEo,OxyTM) 

My name is Andrew L, Winsuom. I presently reside at MO40 Industrial Road, Omaha, 
Nebraska. 

1 am currentIy empIoyecI as the Presicbnc of Pen&ield Animal EkaIth in Omaha, 
Nebraska. 

f have bwn employed as R&dent of Penn&Id Animal B&h siwe 1938. As President, 
1 own Pennfield Animal Be&h zwI act 13s manger of Pem$iel& Animal Eealth’s &tin, 

P&W animal tig appkation (“NADA~‘) 138-939 is owned by l?~nfield Oii . 
CompanyLPennMd Animal EfeaIth (collectively “‘Pennficld”), and covers products tbar 
Pennfield cmmtly markets BS NED-OX’Ff, V&MI are neomycin (%60”)/ 
oxytetxwyclina (“oxy”) Type A eambintiaxl dq products (&h@t I). 

I know that Pennfield fs listed in 21 C.F.R. $ SSSJS(g)(2} for app&wal for a Type A 
article cha is made of the comb&&m of neo/oxy for the species, use levels, and 
indications for use listed therein. Jkthermo* many times ranges of use lwek for neo 
and oxy am listed in 21 C.F.R.. fi 55$.15(g)(Z) fo’ac thR species and $dications list& 
the&n. This ckmonstra~ that a variety of ratios of neo:oxy are e@xxive and necessary, 
In acWon, 21 CXR, 0 55&15@(2) states that “[d#ug combinations listed ia subpart B 
of this parr name their sponsors and are irmxpomted herein by reference since they are 
&I+ and e$k~tivs by contemporary standa&, ox such sponsors have been noti&d of any 
additional s&ety or efficacy data required on an individual basis,” To the best of xgy 
knowkdge and recoUection, PHwFM~ has never beast asked to supply any additional 
safety or efficacy data regarding tbe neoloxy combtiation &g product: listed in 21 
C.F.R, 0 558. I S(g)(2). 

I know that Mr. tI3rego.ry P. Bergt, Director of Research 8~ Development at Petield Oil 
Company re&ved a letter dated July 29,199S from Dr. Stephen I?. Sundlof, Director of 
the Certcer for Vet&nary Medicine (“CVW) (Exhibit 2). This 2etter outiincd the purpasc~ 
of 21 CF.R. 8 558-15, and st3ted that “the Agency intended to inclqde in rhe 21 CJ?.R. 8 
tW3.15 listings only new animElr chnrgs ar combinations of new timal drugs and 
0ond.60ns of use qproved by axle of the mechanisms described abave.” However, this 
sars Mer also indicated that FDA was “unab1~ to rewnshvcr from its records the 
exismccs of an approval IFor” PennfieId’s neomycin/oxy&tra~ycIine produce. Thezefo~. 
the -‘+ncy asked “that such sponsors, if they have inforxwtion. ..estabIishing tkw an . 
approval corresponding CD a specific listing in se?ction 558.15 was grantcr;d prior ta the: 
February 25, 197% publicatiob date of 21 C.F.R. 8 558.15, identify the involved 
product(s) and cetify COG approval Stahl to the Agmcy.” 

Furthmnorp;, I: know thar Mr. W.L. Wnstrorn, Chaiian of Penn&M Oil Company, sent 
a Ietier, dated August 6, 1998 (Exhibit 3$, to Dr. Sundlof in response to Dr, SundIof s July 
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Confidential Commercial and/or 
Trade Secret Documents Redacted: 

Exhibit 1 Pennfield Animal Health Labels for NEO-OXYTM Products. 

Exhibit 2 Letter from Stephen Sundlof, CVM to Gregory P. Bergt, Pennfield Oil Co., dated 
Ju129, 1998. 

Exhibit 3 Letter from W.L. Winstrom, Pennfield Oil Co. to Stephen Sundlof, CVM, dated 
Aug. 8, 1998. 

Exhibit 4 Letter from Stephen Sundlof, CVM to W.L. Winstrom, Pennfield Oil Co., dated 
Aug. 28, 1998. 


