
. !  
* .  

I  

Div is i on  o f Docke ts M a n a g e m e n t (HFA - 305 )  
F o o d  a n d  D r u g  A d m in is t ra t ion 
5 6 3 0  F ishe rs  L a n e , R m . 1 0 6 1  
Rockv i l l e ,  M D  2 0 8 5 2 . 
h ttp ://w w w .fd a .g o v /d o cke ts /ecomments  
Docke t N o . 2 0 0 3 D - 0 4 6 6  

Dea r  F D A  R e p r e s e n ta t ives: 

T h e  Soc i e ty o f Tox ico l og i c  P a th o l o g y  ( STP )  is a  n o n - p r o fit assoc ia t i on  o f p a tho log is ts  
a n d  o th e r  sc ient ists w h o s e  p r i nc i pa l  a i m  is th e  a d v a n c e m e n t o f p a th o l o g y  a s  it pe r ta i ns  to  
c h a n g e s  e l ic i ted b y  pha rmaco l og i ca l ,  c hem i ca l  a n d  e n v i r o n m e n ta l  a g e n ts, a n d  fac to rs  th a t 
m o d i fy th e s e  r esponses .  T h e  Soc i e ty o f Tox ico l og i c  P a th o l o g y  app rec i a t es  a n  o p p o r tun i ty  
to  c o m m e n t o n  th e  Draft  G u i d a nce  fo r  In d u s try: S tud i e s  to  E v a l u a te  th e  S a fe ty o f 
Res i d ues  o f V e te r i na ry  D r ugs  i n  H u m a n  F o o d : R e p e a t -Dose  (Ch ron i c )  Tox ic i ty Test ing,  
V ICH G L - 3 7 . 

T h e  S T P  h a s  p ub l i s h ed  a  l ist o f t i ssues th a t th e  S T P  be l i e ves  m e e ts th e  r e q u i r emen ts fo r  
m o s t tox i co l ogy  a n d  ca rc inogen ic i t y  s tud ies  s u ppo r tin g  th e  reg is t ra t ion  o f n e w  
p h a r m a c e u t ical  a n d  chem ica l  p r o d u c ts (1).  Th is  l ist p r ov i des  fo r  a  c omp r e hens i v e  t issue 
eva l ua t i on  e n c o m p a s s i n g  a  d i ve rse  a r r ay  o f ep i the l ia l ,  c o n n e c tive/muscu la r /vascu la r ,  a n d  
n eu r a l  t issues. M o s t o f th e  t issues r e c o m m e n d e d  i n  th e  draft  V ICH G u i d a nce  we r e  
c ons i d e r e d  b y  th e  S T P , a n d  r e asons  fo r  the i r  exc l us i on  f r om th e  S T P  t issue l ist a r e  
p r o v i d ed  i n  th e  pub l i ca t i on .  It is impo r tan t  to  n o te  th a t th e  S T P  t issue l ist was  i n t e nded  to  
b e  e x p a n d e d  o n  a  case -by - case  bas i s  if th e r e  a r e  k n o w n  o r  suspec t ed  c lass  e ffects o f a  test  
c o m p o u n d , if wa r r an t ed  b y  th e  r ou te  o f admin is t ra t i on  o f th e  test  a g e n t (e.g., i nha la t i on ,  
IM , IV , e tc.) o r  p r ev i ous  e xpe r i e nce  w i th  th e  test  a g e n t o r  s im i la r  test  a g e n ts, o r  if 
c l in ica l ,  o r g a n  w e i g h t, mac r oscop i c  o r  o th e r  fin d i n g s  a r e  p r e s e n t i n  o r g a n s  n o t rou t i ne ly  
e x a m i n e d  m ic roscop ica l ly .  

T h e  p r o posa l  i n  th e  V ICH draft  g u i d a n c e  to  a d d  t issues fo r  r ou t i ne  m ic roscop ic  
e x a m i n a tio n  wi l l  a d d  s ign i f icant ly  to  th e  cost  o f a  ch ron i c  s tudy  a n d  a ffect  th e  cost  o f 
p r o d u c t d e v e l o p m e n t. It is impo r tan t  th a t th e  a d d e d  t issues m e n tio n e d  i n  th i s  g u i d a n c e  
a d d  va l u e  to  th e  h u m a n  r isk a s s e ssmen t p rocess .  T h e  S T P  a c know l e d g es  th a t sc ient i f ic 
just i f icat ion ex ists fo r  e x a m i n a tio n  o f s te rnum,  b o n e  ( femur )  w i th  jo int,  a n d  o p tic ne rve ,  
a n d  th e s e  t issues a l r e ady  a r e  e x a m i n e d  rou t i ne ly  b y  m a n y  c o m p a n i e s . T h e s e  t issues h a v e  
h u m a n  c o u n te rpa r ts  a n d  a r e  b r oad l y  r e l evan t  to  th e  r isk a s s e ssmen t p rocess .  T h e  S T P  
d o e s  n o t s u p po r t th e  a d d i tio n  o f l ac r ima l  g l a n d , la rynx,  pha rynx ,  c l i to ra l /p reput ia l  g l a n ds  
( roden ts )  a n d  Zymba l ’s g l a n ds  ( roden ts )  to  th e  l ist o f t i ssues to  b e  rou t i ne ly  e x a m i n e d  i n  
a l l  ch ron i c  s tud ies.  M ic roscop ic  e x a m i n a tio n  o f g r oss  l es i ons  s hou l d  b e  pe r f o rmed  i n  a l l  
spec ies ,  a s  p r e s en te d  i n  th e  o r i g i na l  S T P  r e c o m m e n d a tio n s . 
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The Harderian gland is an accessory ocular gland and should meet the requirement for 
examination of a lacrimal gland in rodents. However, it should be noted that none of the 
over 200 compounds evaluated by the NCUNTP in carcinogenicity studies in F344 rats 
caused Harderian or lacrimal gland neoplasms (3). The Harderian gland should be 
examined only in rodents, as this specific gland does not exist in the dog or monkey. 
Lacrimal glands in non-rodent studies infrequently have findings that cannot be detected 
by gross examination or by clinical evidence of inadequate tear production. The STP 
believes that routine examination of lacrimal tissues in nonrodents should not be 
mandatory, but that lacrimal tissues should be examined on a case-by-case basis using 
sound scientific judgment. If tear-producing glands are included for non-rodents in the 
final regulatory guidance, it is recommended that the term ‘accessory ocular gland’ 
replace ‘lacrimal gland’ so that the gland of the third eyelid can be examined as a 
representative tear-producing gland for these species. 

Several of the tissues listed in the proposed draft guidance have no human counterpart, 
and their relevance to human toxicity can be questioned. As stated in section 2.1.2 of the 
draft guidance, “Species selection should take into account relevance to human 
metabolism, pharmacokinetics and pharmacodynamics.” The STP believes that tissue 
selection for histopathological examination should be based on human relevance. 
Clitoral, preputial, and Zymbal’s glands are modified sebaceous glands; effects on 
sebaceous glands are monitored effectively during microscopic examination of the skin. 
Chemicals that cause neoplasms in modified sebaceous glands historically have been 
mutagenic in Salmonella assays (2). Hormonally responsive lesions of clitoral and 
preputial glands usually are accompanied by lesions in other hormonally responsive 
organs (2). Thus, STP recommends that histopathological examination clitoral/preputial 
glands (rodents only) and Zymbal’s glands (rodents only) should not be required 
routinely in chronic studies. These glands should be examined microscopically on a 
case-by-case basis only if there is macroscopic or other evidence of treatment effects. 

The STP believes that the nasal cavity, pharynx, and larynx should be examined in 
inhalation studies because these are important areas of direct drug contact (or exposure) 
on mucosal surfaces when test compounds are delivered by the inhalation route. 
Chemically-induced lesions of the upper respiratory tract are most common in inhalation 
studies. The STP also supports examination of these tissues in non-inhalation studies if 
warranted by class effects, previous experience with related compounds, clinical findings, 
gross lesions, etc. However, the STP does not support the routine examination of 
pharynx and larynx in non-inhalation studies. Respiratory tissues of the trachea and 
lungs are examined in all studies, and provide sufficient routine surveillance of the 
respiratory tract for orally and parenterally administered chemicals. For irritating test 
compounds delivered via gavage, pharynx and larynx could be considered an extension 
of the application site, and added to the tissue list on a case-by-case basis. 

The collection, processing, and microscopic examination of nasal tissues add 
significantly to the cost and effort required for a chronic study. We doubt that routine 
microscopic examination of nasal tissues is an effective screening method for human 
hazard identification. It appears to the STP that a case-by-case decision to evaluate nasal 
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tissues based on all available information would be appropriate. If nasal tissues are 
included in the regulatory guidance, the STP recommends that only nasal tissues in 
rodents be examined routinely. Nasal tissues in nonrodents should be examined only if 
there is evidence to justify this examination. Industry would benefit by understanding the 
FDA’s rationale for routine examination of nasal tissues prior to inclusion of nasal cavity 
in the recommended tissue list. The STP suggests that a panel of experts address this 
issue and report their findings before the nasal cavity is added to a list of routinely 
examined tissues in regulatory guidance. 

Glenn S. Elliott, D.V.M., Ph.D., Diplomate ACVP 
Chair, Scientific and Regulatory Policy Committee 
Society of Toxicologic Pathology 
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