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1. P u ~ s e .  Tb s ta te  Navy p l i c y  for corductiwq an3 manqinq clinical ( n  
i n v e s t i q a t i o n s ,  to assicrn r e spns ib i l i t v  f o r  t h e  pTOnram, an? to o u t l i n e  
review ard report.im r q u i r m n t s ,  approval  aut-hority,  an3 fundi- 
procedures .  

2. Cance l la t ion .  RUMCDINST 6000.4C and remrt c o n t r o l  svmbols YED 6000-7, 
6000-8, an3 5000-9. 

3 .  Defin i t ion .  Clinical investigation is any r e sea rch  prqrm, project, ( A  
t a s k ,  test, experiment, eva lua t ion ,  or similar imdertakinq both i n  
h m n q  a d  kw d i r e c t l y  related l a b r a t m y  w x k  involvinq c l inical  prohleqs  
of c m c e r n  i n  the h e a l t h  care pf nmbers of t h e  m i l i t a r y  ccmmunity, io- 
c lud inq  a c t i v e  duty  an3 retire3 pr . sonne1 ,  an4 t h e i r  Aeprdents. 

4.  Scow. 17nder r e f e r e n c e  ( a ) ,  t h i s  i n s t r u c t i o n  apolies to a l l  oaval 
medical acti-Jities a d  a l l  element9 i n  t h e  Cl inical  I n v e s t i q a t i o n  F-rgram 
(CIP). Excepted are re sea rch  prwsals unique to t h e  - r a t iona l  n i s s i o q  
of the Navv an3 Marine Corns t h a t  s h a l l  be supwrtd throuqh the nirector 
of k f e n s e  Research ard Enqioeerinq (T)DF?&Y) under r e fe rence  (b). 
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R) 5 .  policy a d  Object ives  

a. C l i n i c a l  i n v e s t i q a t i o n  is an  e s s e n t i a l  m p o n e n t  of o p t i m u m  - ,  

medical care awl teachinq i n  the Navy. CIP embraces orqanized inqui ry  
i n t o  c l i n i c a l  hea l th  problems a d  is omanized  to meet the fol lcwinq 
ob] ec t ives  : 

(1) 
p a t i e n t  care. 

To achieve cont inuous imrovement  i n  the q u a l i t y  of 

( 2 )  W encouraqe c l i n i c a l  i nves t iqa t ion  especially bv Personnel 
ass iqned to naval bspi ta ls  where p s t q r a d u a t e  d u c a t i o n a l  prcqrams are 
c o d u c t e d .  

( 3 )  To maintain an atmosphere of inqui ry  c o n s i s t e n t  wi th  the  
dynamic na ture  of the  heal th  sc iences .  

( 4 )  To maintain hiqh profess iona l  s tandinq  a d  a c c r e d i t a t i o n  
of advanced hea l th  educa t ion  proqams. 

( 5 )  To provide experience i n  t h e  mental d i s c i p l i n e  of in- 
v e s t i q a t i o n  f o r  R r s o n n e l  who w i l l  u l t ima te ly  be teachinq & i e f s  i n  
m i l i t a r v  hospitals, departmental  cha i rpersons  i n  the rlniformerl Se rv ices  
IJnivers i ty  of the Heal th  Sc iences ,  a d  M i c a 1  s p e c i a l t y  c o n s u l t a n t s  or 
major proqraq directors. 

h. The principal i n v e s t i q a t o r  m u s t  he an a c t i v e  d u t y  member of 
b either t h e  Medical, M i c a 1  Senice, I k n t a l ,  Nurse, or Hospital Corps. 

6. Wqaniza t ion  aru3 Function 

3) a. Director, C l i n i c a l  Inves t iqa t ion  Proqram ( K I P ) .  The EJavy 
C I P  is es t ab l i shed  wi th in  the Naval Health Sc iences  FAucation a d  Trainim 
C m r u l  (HSETC), headed tw a d i r e c t o r .  Under t h e  C m n c l i n q  Officer, 
HSE'IC, the E I P  is responsible for t h e  cxlerall manaqement of CIP. The 
IXIP s h a l l :  

(1) 

( 2 )  

( 3 )  

( 4  1 

Ystabl i sh  mlicies and requ la t ions  on c l i n i c a l  inves t iga t ion .  

Serve as f o c a l  p i n t  €or CIP. 

Exercise f i n a l  approval a u t h o r i t y  f o r  CIP prwsals .  

Determine, Praxam, anrl supmrt total resource needs. 

(5) Provide in fo rna t ion  about CIP to everyone eligible to 
Part ic ipa te . 

2 
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( 6 )  C o d u c t  an  annual i n spec t ion  o f  each reg iona l  medical 
a c t i v i t y  corductinq research. 

(7) Ensure m p l i a n c e  w i t h  Federal requla t ions .  

'(8) Coordinate the review process wi th  t h e  RUMED Naval 
I n v e s t i g a t i o n a l  Druq Review mrd (NITXIR) under r e fe rence  (c ) .  

h. Reqional C l i n i c a l  I n v e s t i q a t i o n  Center  (RCIC).  The R C I C ' s  are (R 
established as ou t l ined  i n  enc lc su re  (1). The Director of the  C l i n i c a l  
I n v e s t i g a t i o n  Center  ( = I C )  s h a l l  be appointed by the r e s p c t i v e  cannandinq 
officer a d  s h a l l  x l r i i n i s t e r  the local CIP. The DCIC s h a l l :  

(1) Enforce p l i c i e s  ou t l ined  by t h e  K I P .  

( 2 )  Promote, manwe, ard s u p p x t  c l i n i c a l  i nves t iqa t ions  
wi th in  al lma ted resources .  

( 3 )  E s t a b l i s h  procedures to review promsals submitted.  

( 4 ) Ensure canpl iance with report inq requirements. 

( 5 )  Serve as coord ina to r  of c l i n i c a l  i nves t iqa t ion  f o r  t h e  
hospital a d  serve as the p r i n c i p a l  l i a i s o n  w i t h  the Reqional S c i e n t i f i c  
Review Cammittee (RSRC) a d  the Cmi t tee  f o r  the P ro tec t ion  of Human 
Subjects (CPHS). 

'L 

c. Reqional S c i e n t i f i c  Review Camittee ( W R C ) .  The RSRC s h a l l  ( A  
review a l l  i n v e s t i q a t i o n  p r w s a l s  f o r  s c i e n t i f i c  admuacy, set miorities 
f o r  s u p v r t ,  an3 reccmmeml a c t i o n  to t he  caunar-dirq o f f i c e r .  A RSRC s h a l l  
be e s t a b l i s h e d  a t  each r g i o n a l  medical c e n t e r  havinq a RCIC. Suqgested 
membership includes the KIC as chainnan; a t  least t h r e e  o t h e r  c h i e f s  of 
service or s e n i o r  s ta f f  medical officers knmleclqeable i n  c l i n i c a l  
i n v e s t i g a t i o n ;  an? a r e p r e s e n t a t i v e  of t h e  Dental Corps, Mica1  
Service Corps, Nurse COWS, a d  a nonvoting fiscal representative. 

(A d .  Committee f o r  the P ro tec t ion  of Human Sub jec t s  (CJWS). 
s h a l l  review a l l  c l i n i c a l  i n v e s t i q a t i o n  protocols involving 
an3 recommend a c t i o n  to the  c m n d i n q  o f f i c e r .  
ccmposed of memhers ho, by v i r t u e  of t h e i r  backqround, experience, a d  
trainincl  are q u a l i f i d  to eva lua te  t h e  a c c e p t a b i l i t y  of  Dro-sals f o r  
medical s a f e t y ,  applicable laws and r g u l a t i o n s ,  moral a d  ethical 
standards, a d  rommunity attitudes. The c m o o s i t i o n  an3 func t ion  of 
t h i s  cmi t tee  is expla in& i n  re ference  ( d ) .  

7 .  Sukmission Requirements 

The CPHS 
human subjects 

T h i s  cmi t t ee  s h a l l  be 

a. New Study Proposals. RCIC'S requestim the  u s e  of an inves- 
t i q a t i o n a l  druq, device ,  or b io lq ic ,  s h a l l  s u b m i t  f o u r  copies of each ( R  

3 
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Propsa l  i n  the format of enc losu res  ( 2 )  and ( 3 ) .  (All other proposals 
r e q u i r e  two copies.) Enclosure ( 4 )  lists the  elements  of consent ,  as 
r e q u i r d  by Federal law. o u t l i n e  for infon?ed consent  is attached, 
e n c l o s u r e  ( 5). 

(1) Send all proposals to HSEX C d e  31, v i a  t h e  appropriate 
K I C ,  as i rd i ca td  i n  enc losure  (1). 

( 2 )  New p r q s a l  submissions o r i q i n a t e  with the ind iv idua l  
i n v e s t i q a t o r .  C h a i n e n  of departments  or c h i e f s  of service m y  r e q u i r e  
a c l i n i c a l  i n v e s t i q a t i o n  as part of a residency or o t h e r  t r a i n i n q  Prcqram. 

( 3 )  n7e fisRC should s a t i s f v  i t s e l f  t h a t  t he  i n v e s t i q a t o r  is 
s u f f i c i e n t l y  bmledqable i n  the proposed area of  c l i n i c a l  invest iqa-  
t i o n ;  t h a t  the i n v e s t i q a t n r ’ s  proposal demonstrates  a s p e c i f i c  nee3 f o r  
i n v e s t i g a t i o n :  t h a t  it is s c i e n t i f i c a l l y  sound; t h a t  t h e  o b j e c t i v e s  
are realistic; t h a t  t h e  approach is s u f f i c i e n t l y  detailed and p r e s e n t s  
a loqical p l an  tn accomplish t h e  objectives within a reasonable time; 
t h a t  the resources requested are reasonable  and j u s t i f i e d  i n  t h e  corduct 
of the  s tudy;  aril that a l l  requirements  of t h i s  i n s t r u c t i o n  are net. 

( 4 )  After approval by t h e  RSRC, p ropsa ls  may r e q u i r e  a d d i t i o n a l  
review . 

( a )  - CPHS. Reviews aid approves a l l  proposals usim 

(h )  Nuclear Medicine C m i t t e e .  Reviews a d  apprcwes 

human subjects as  directed i n  paraqraph 6d of t h i s  i n s t r u c t i o n .  
L 

all proposals when r ad ioac t ive  agen t s  w i l l  be used i n  a s tudy.  

( c )  Animal Care a d  Use Cmit tee .  - Reviews a d  approves 
a l l  research rxopsals involvinq animals.  The m n h e r s h i p  of t h i s  committee 
should be r ep resen ta t ive  of t h e  va r ious  users, an3 a t  least  one of t h e  
members should be a doctor of v e t e r i n a r y  medicine. 
e n s u r e  t h a t  t h e  p r m i s i o n s  of r e fe rences  ( d ) ,  ( e ) ,  a d  ( f )  are followed. 
The c m i  ttee is reswn-ible €or s p e c i f i c a l l y  consider inq t h e  fol lcwinq : 

“he canmit tee  s h a l l  

1 The . s c i e n t i f i c  r a t i o n a l e  and appropr ia teness  of 
us inq  the an ina l  swcies selected for t h e  study, especiallv those animals 
erdaqered or threatened w i t h  e x t i n c t i o n .  
describe arrl re ference  previous research t h a t  f u l l y  s u n p r t s  u s e  of 
t h e  species. 

The Proposal r a t i o n a l e  should 

2 The s tudy  is properly Planned, c a r r i d  out,  a d  

The animal procedures s h a l l  he described i n  t h e  mopsal 
t o m i n a t &  w i t h  due xrrl acceptable rward for t h e  we l fa re  and s a f e t y  of 
the animals. 
i n  s i i f f i c i e n t  de ta i l  to pnit t h i s  eva lua t ion .  
equipnent ,  arrl m r s o n n e l  should he a v a i l a b l e  to nrovide apprgriate 
animal care a d  hunane research  u l t i l i z a t i o n .  
s e x ,  weiqht ,  a d  aqes of animals s h a l l  be indicated. 

Ailequate f a c i l i t i e s ,  

The approximate n&r, 

4 
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3 The s tudy  is designed an? coducte-7 to avoid 
i n f l i c t i n s  need le s s  s i n  a d  distress. The promsal should include 
the type of a n e s t h e t i c s ,  a n a l g e s i c s ,  t r a n q u i l i z e r s  (druq ard dose)  used 
to minimize pa in  ard d i s c m f o r t ,  and a detai led explana t ion  as to why 
these classes of druqs cannot  be risd i f  t h e  experimentat ion is l i k e l y  
to cause p i n  or d i s c a n f o r t .  
i f  appropriate, s h a l l  be indicatd.  

The w e n t  and technique iisd f o r  eu thanas i a ,  

4 Adequate safeguards  a q a i n s t  t h e  i n t r d u c t i o n  of 
p o t e n t i a l l y  b i o h a z d o u s  a q e n t s  or subs t ances  i n t o  or f r a  t h e  study 
e n v i r o m n t  s h a l l  be implemented and m n i t o r e d .  

( 5 )  A l l  nroposals require the  appropr i a t e  c m n d i n q  o f f i c e r ' s  
endorsement. 

b. Ftc;E"K ( K I P )  s h a l l :  

(1) Assirln a w m n e n t  cl inical  i n v o s t i q a t i o n  f i l e  nunher t o  
each proposal. 

( 2 )  Review t h e  s tudy  includirw p r s o n n e l  an3 o%her resources 
suppr t  . 

( 3 )  Forward €or review by other sources as  r equ i r ed .  

( 4  ) Not i fy  t h e  RCTC forwarrlinq the  prowsal of t h e  E I P '  s 
a c t i o n  an3 r e c m r r l a t i o n .  

( 5 )  Cont inua l ly  mon i to r  t h e  orwoinq CTP throiiqh rxricdic 
followup reprtinq an3 onsite v i s i t s .  

8. Fundim 

a. OPN a d  r)&MN. The CIP is a snecial prqram authorized by 
r e f e r e n c e  ( a ) ,  w i t h  O&MN and OPN funds provided throuqh RUrED to support 
the i nd iv idua l  c l i n i c a l  i n v e s t i q a t i o n  s t u d i e s  a d  t h e  RCIC's. Costs are 
charged agairlst  t h e  anprovinq a c t i v i t y ' s  C I C  monies nrovided f o r  t h i s  
nrqrar? (investment e y u i m n t  m u s t  be Fu l ly  i d e n t i f i d  and j u s t i f i d  
under  BUVEDINST 4235.5). R e q u e s t s  f o r  chanqes or d e l e t i o n s  of CIP anproved 
investment equipment  must be s u b m i t t e d  to H S m  C d e  31 v i a  t h e  annropr i a t e  
RCIC. 

b. Travol.  Trave l  funds to siipyxt t h e  m e s e n t a t i o n s  of a m r w e d  
clinical i n v e s t i q a t i o n  s tud ie s  s h a l l  be! provided w i t h i n  a v a i l a b l e  resources. 
R e q u e s t s  f o r  t r a v e l  funds nust be i n i t i a t e d  by t h e  ind iv idua l  i n v e s t i q a t o r  
and forwardd bv s o n a r a t e  correspndence to HSEYZ C d e  31. The fo1lmir-q 
information m u s t  k provided:  

(1) N m ,  qrade ,  SSN. 
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( 2 )  I n v e s t i g a t o r ' s  du ty  station. 

( 3 )  C l i n i c a l  i n v e s t i g a t i o n  s tudy  number. 

( 4 )  Studv title. 

(5) Orsaniza t ion  spnsorirq t h e  meetinq and props& d a t e s  
of atterdance. 

( 6 )  E s t i m a t e d  t r a v e l  costs, per diem, and fees .  

( 7 )  Attach a copy of acceptance letter. 

(8) Endorsement by t h e  appropr i a t e  =IC. 

(9) Endorsement by t h e  anpropr i a t e  c m n 3 i n g  officer. 

9. Remr t inq  Requirements 

C l i n i c a l  Inves t iga t ion  Prqress R e p o r t  01 May (6) 
S i t u a t i o n a l  9eprt Chanqe S i t u a t i o n a l  (6) 

Termination S i t u a t i o n a l  (6) 
C m n l e t i o n  S i t u a t i o n a l  (6) 

C l i n i c a l  Inves t iqa t ion  S u m r y  Reprt of 
cost summary Past Costs 01 k c  ( 7 )  

C1 i n  i c a l  I n v e s t  iqa t ion 
C i v i l i a n  Personnel Per-sonnel 01 k c  ( 8 )  

C1 i n i c a l  I n v e s t  iqat  ion Indiv idua l  Rudqet 
Budqe t Reprt R e p o r t  01 Dec (9) 

a. Pe r iod ic  a d  S i t u a t i o n a l  Seprtinq. Such reportinq is required 
on a l l  approved c l i n i c a l  i n v e s t i i a t i o n  stdies. 
e f f e c t i v e n e s s  where apnlicahle. Enclosure (6) format,  sh0wir-q t h e  
estimated resources requ i r ed  arrl prqress of the study, m u s t  be s u h m i t t e d  
to HSETC Attn: K I P  v i a  t h e  area RCIC as follcws: 

All T I C ' S  s h a l l  show cost 

6 
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(1) Prmress. A prqress report to HSE?T= C d e  31 is r q u i r e d  
- 

annual ly  by 1 May on each approved study. F a i l u r e  to f i l e  t h i s  rewrt 
by 1 May may r e s u l t  i n  immec-fiate te rmina t ion  of  t h e  study. 

I 

(2) ChanJe. Submit s i g n i f i c a n t  chanqes i n  an  approved s tudy,  
f o r  example, chanqe of i n v e s t i g a t o r ,  unusual de lays ,  change i n  o b j e c t i v e s ,  
or new fundinq requirements.  A chanqe report may be canbined wi th  t h e  
prqress report provided it does n o t  result i n  a de lay  of more than 30 
days.  (Enclasure ( 6 ) ) .  

( 3 )  Ternina t ion  R e p o r t .  Suhmit when t h e  o b j e c t i v e s  a r e  n o t  
met or when directed by HSE"IC. The r e a w n s  for te rmina t ion  should be 
f u l l y  j u s t i f i e d ,  a d  s-mitted wi th in  31, davs of t h e  terminat ion.  
Include the actual total dollar o u t l a y  (O&MN and OPN) s i n c e  t h e  s t u d y ' s  
i ncep t ion  through the prmser3 t e rmina t ion  date an3 a s m r y  renort of 
t h e  s t u d y ' s  f i n d i r q s .  (Enclosure (6)). 

( 4 )  Campletion Remrt. Submit wi th in  30 days of t h e  s t u d y ' s  
This  should be an  accu ra t e ly  Prepared detailed surnnary c a p l e t i o n .  

conta in ing  an iihstract an3 cmplete b i b l i g r a n h y  of a l l  publications arvl 
p re sen ta t ions  resultinq from the  s tudy  i n  a format suitable €or publ ica t ion .  
(Enclosure (6)). 

b. CIP Flanayment Reprts. Submit  to H S m  Code 31. 

(1) Summary R e p r t  of Costs. All a c t i v i t i e s  h a v i m  anprwed 
c l i n i c a l  i nves t iqa t ion  studies s h a l l  s u b m i t  an annual summary report of 
costs f o r  the i m m i i a t e  rest fiscal yea r  by 1 Decenber. S m w  data on 
funds expenrlec3 frm the  CIP  budqet a s  well as costs f r a  other corl t r ibut inq 
sources m u s t  be mm7ide? (e.q., ~ h a r m a c e u t i c a l  firms, foundat ions,  o t h e r  
qovernment aqenciesl  u s i n q  enc losures  ( 7  1, ( 8  ) , and (9 ) . 

( 2 )  Resources Est imate  Future  F i s c a l  Years. Reqional medical 
c e n t e r s  with RCICs  nust submit t h e  f iscal  w a r  resource r e a u i r m e n t s  for 

~ _ _  _ _ _  
t h e  next 2 f i s c a l  yea r s  (enclosi i re  (10) ) annual ly  bv 1 Yav.' 

( 3 )  Dresenta t ions  and Pub l i ca t ions .  A list of t h e  publishecl and 
presented papers with c e r t i n e n t  information,  s h a l l  be included wi th in  t h e  
annual prqress reqr t ,  enc losu re  (6). 

c. Expense Elements. Each RCIC is required to f u r n i s h  the  Camptroller,  
HSEX Ccde 001 a c r w r t e r l y  expense element repr t ,  u t i l i z i n q  t h e  e x w n s e  
elements  listed in  r e fe rence  (9) .  

10. Acknckllodqwnt C r e d i t .  R e  p r i n c i p a l  i n v e s t i q a t o r  of an apprwed 
c l i n i c a l  i nves t iqa t ion  s tudy  s h a l l  ensure  t h a t  any p r e s e n t a t i o n  or 
pub l i ca t ion  resul t inq frm such s t u d i e s  acknmledges an3 i d e n t i f i e s  the  
Naval Medical Tepartment CIP as  the  s p n s o r  of t h e  study. The assiqned 
CIP number s h a l l  a l so  be included i n  any P resen ta t ion ,  pub l i ca t ion ,  or 
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wri t t en  r e fe rence  to the study. 
"'Ibis s tudy  has been s p n s o r e d  an4 s u p p r t e d  bv t h e  Bureau of Medicine 
a d  Surgery,  C l i n i c a l  I n v e s t i q a t i o n  Proqram # 

11. Reports. The r epor t inq  requirements listed belw have been approved 
f o r  2 y e a r s  f r a n  the date o f  t h i s  i n s t r u c t i o n .  

Ackncwledqement to be as follws: 
b 
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symbol 

MED 6000-3 (part 1) 
MED 6000-3 (part 2) 
MED 6000-4 

FED 6000-5 (part 2 )  
MED 6000-5 (Dart 3 )  

MED 6000-5 (part 1) 

I.IED 6000-6 

T i t l e  

C l i n i c a l  I n v e s t i q a t i o n  Study Propsal 
C l i n i c a l  Inves t iqa t ion  Rudqet  Estimate 
C 1  i n i c a l  I n v e s t  iqa  t ion  S i t u a t i o n a l  R e p o r t  
C l i n i c a l  I n v e s t i q a t i o n  Cost Summary 
C1 i n i c a l  I n v e s t  iqa t ion C i v i l  i a n  Personnel 
C l i n i c a l  I n v e s t i q a t i o n  Rudqet Rewrt 
C 1  i n i c a l  I n v e s t i q a t i o n  Resources  S m r y  Estimate 

Di s t r ibu t ion :  
SNDL, RI (BTJMED c m r r 3  a c t i v i t i e s )  

cow to: 
IC- SNDL, C37E (NPPSDO, W) ( c / G 2 )  

FA24 (CCWIAVBME (Char les ton ,  SC arrl 

FB28 (CCYWAVRASE (San D i e q o ,  CA o n l v ) )  
FF1 (COMNAVDIST WAS3 E) 
FF2 (COMNAVRASE (Ph i l ade lph ia ,  PA and 

FRl (CNAWS) 

Norfolk,  VA o n l y ) )  

!%=attle, w9 o n l y )  ) 

Stocked : 
CO, NAWUBFORMCEN 
,5501 Tabor Ave. 
Ph i l a . ,  PA 19120 
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