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R u le s  a n d  R e g u l a t i o n s Federal Register 

V o i. 53. N o . 79 

M o nd ay , A p ril 25, 1988

This section of  the  F ED ER A L R EG I S TER  
conta ins regulatory docume nts having 

general applicability a nd legal ef fect, most 
of which are  Keyed to and codified in 
the Code  of  Fe de ra l Re gulations, which is 
published unde r 50  titles pursuant to 44  
U.S.C. 1510.
Th e  Code  of  Federa l Regula tions is sold 
by the Supe rinte ndent of  Docume nts.
Prices of ne w books are  listed in the  
first FED ER AL R EG I S TER  issue of  ea ch 
week.

NUCLEAR R EGULATOR Y 
COM M ISSION

10 CFR Part 51

Revision of  Te le phone  Numbe rs f or 
Environmenta l Inquiries

AGENCY: N u clear Reg ulato ry
C o m m issio n.

a c t i o n : Fin al rule.

SUM M ARY: The N u clear Reg ulato ry  
C o m m issio n (N RC ) is am end ing  its 
reg u latio ns p ertaining  to  env iro nm ental 
m atters to  in d icate  the rev isio n  o f  fiv e 
telep ho ne num bers that en ab le  
p ro sp ectiv e ap p lic ants o r p etitio ners to  
co nsu lt w ith m em bers o f  the N RC ’s 
staff. Th ese  am end m ents are  req uired  
b ecau se o f  the assig nm ent o f  new  
telep ho ne num bers in co n ju nctio n  w ith 
the recent co nso lid atio n  o f  
ap p ro xim ately  o n e-h alf  o f  the N RC ’s 
head q u arters staff  to  its new  lo catio n  in 
Ro ckv ille, M ary land . Th ese  am end m ents 
are being  m ad e to  info rm  N RC lic en sees 
and  m em bers o f  the p ub lic o f  the new  
telep ho ne num bers.

EFFECTIVE D ATE: A p ril 25, 1988.

FOR FURTHER IN FORM ATION CO N TACT: 

D o nnie H. G rim sley , D irecto r, D iv isio n 
o f Rules and  Reco rd s, O ffic e  o f  
A d m inistratio n  and  R eso u rces 
M anag em ent, U .S. N u clear Reg ulato ry  
C o m m issio n, W ashing to n, D C 20555, 
Telep ho ne: 301-492-7211. 

SUPPLEM ENTARY IN FORM ATION: O n 
M arch 28,1988, the O ffic e o f  the 
Execu tiv e D irecto r fo r O p eratio ns and  
p o rtio ns o f  the O ffic e  o f  G o v ernm ental 
and  Public" A ffairs (G PA )— the D irecto r 
o f G PA  and  the Pub lic A ffairs staff—  
relo cated  at the ag ency ’s new  o ff ice 
build ing  in Ro ckv ille , M ary land . A  
no tice  to  that e f fec t w as p u blished  in the 
Fed eral Reg ister o n M arch  31,1988 (53 
FR 10449). Th ese am end m ents re flec t the 
assig nm ent o f  new  telep ho ne num bers 
to certain  re lo cated  ag ency  p erso nnel.

Bec au se  th ese  am end m ents d eal 
so le ly  w ith the o rg aniz atio n  and  
re lo catio n  o f  ag ency  p erso nnel, the 
n o tice  and  co m m ent p ro v isio ns o f  the 
A d m in istrativ e Pro ced u re A c t d o  no t 
ap p ly  und er 5 U .S.C . 553(b )(A ). Th ese  
am end m ents are  e f fec tiv e  up o n 
p u b licatio n  in the the Fed eral Register. 
G o o d  cau se ex ists to  d isp ense w ith  the 
usual 30-d ay  d elay  in the e f fec tiv e  d ate, 
b ec au se  th ese  am end m ents are  o f  a 
m ino r and  ad m in istrativ e  natu re .

Environm ental Im p act: C ategorical  
Exclusion

Th e N RC  h as d eterm ined  that this 
fin al ru le is the ty p e o f  ac tio n  d escrib ed  
in categ o ric al ex c lu sio n  10 C FR 
51.22(c )(2). Th erefo re , n eith er an 
en v iro nm ental im p act statem en t no r an 
en v iro nm ental asse ssm en t h as b een  
p rep ared  fo r this f in al ru le.

Pap erw ork  Reduction A ct Statem ent

Th is fin al ru le co n tain s no  in fo rm atio n  
co llec tio n  req u irem ents and  th erefo re  is 
no t su b je c t to  the req u irem ents o f  the 
Pap erw o rk Red u ctio n  A c t o f  1980 (44 
U .S.C . 3501 e t  s e q .) .

List of  S ub jects in 10 C FR  Part 51

A d m in istrativ e p rac tic e  and  
p ro ced ure, Env iro nm ental im p act 
statem en t, N u clear m aterials, N u clear 
p o w er p lants and  reac to rs, Rep o rting  
and  reco rd keep ing  req u irem ents.

Fo r the re aso n s se t o ut in the 
p ream b le  and  u nd er the au tho rity  o f  the 
A to m ic  Energ y  A c t o f  1954, as am end ed , 
the Energ y  R eo rg an iz atio n  A c t o f  1974, 
as am end ed , and  5 U .S.C . 553, the N RC  
is ad o p ting  the fo llo w ing  am end m ents to  
10 C FR Part 51.

P AR T 51— LICEN SIN G AN D 
R EGULATOR Y P OLICY AND 
P R OCEDUR ES FOR EN V IR ON M EN TAL 
P R OTECTION

1. Th e au tho rity  c itatio n  fo r Part 51 
co ntinu es to  read  as fo llo w s:

A uthority: Se c . 1 6 1 ,68  Stat. 948, as  
am end ed  (42 U .S.C . 2201); sec . 201, 88 Stat. 
1242, as  am end ed  (42 U .S.C . 5841).

2. In § 51.40, p arag rap h  (c) is rev ised  
to  read  as fo llo w s:

§ 51.40 Consult a t ion with N R C staf f .
* ★  ★  i( if

(c) Q u estio ns co ncern ing  
env iro nm ental m atters sho uld  b e 
ad d ressed  to  the fo llo w ing  N RC sta f f  
o ff ic es as ap p ro p riate :

(1) U t iliz at io n  fa c i l i t i e s :  D irecto r, 
O ffic e  o f  N u clear R eac to r Reg ulatio n, 
U .S. N u clear Reg u lato ry  C o m m issio n , 
W ash in g to n , D C 20555, Telep ho ne : (301) 
492-1270.

(2) P r o d u c t io n  fa c i l i t i e s :  D irecto r, 
O ffic e  o f  N u clear M aterial Safe ty  and  
Safeg u ard s, U .S. N u clear Reg u lato ry  
C o m m issio n , W ash in g to n , D C  20555, 
Telep h o n e : (301) 492-3352.

(3) M a t e r ia ls  l ic e n s e s :  D irecto r, O ffic e  
o f  N u clear M aterial Safe ty  and  
Safeg u ard s, U .S. N u clear Reg u lato ry  
C o m m issio n , W ash in g to n , D C 20555, 
Telep h o n e : (301) 492-3352.

(4) R u le m ak in g : D irecto r, O ff ic e  o f  
N u clear Reg u lato ry  R esearch , U .S. 
N u clear Reg u lato ry  C o m m issio n , 
W ash in g to n , D C  20555, Te lep h o n e : (301) 
492-3700.

(5) G e n e r a l E n v ir o n m e n t a l M a t t e r s : 
Execu tiv e  D irec to r fo r O p eratio n s, U .S. 
N u clear Reg u lato ry  C o m m issio n , 
W ash in g to n , D C  20555, Telep h o n e : (301) 
492-1700.

3. Sec tio n  51.121 is rev iseu  to  read  as 
fo llo w s:

§ 51.121 St a tus of  N EP A a ct ions.

Ind iv id uals o r o rg aniz atio ns d esiring  
in fo rm atio n  o n  the N RC ’ s N EPA  p ro cess 
o r o n the statu s o f  sp ec ific  N EPA  ac tio n s 
sho uld  ad d ress inq u iries to :

(a) U t iliz at io n  fa c i l i t i e s :  D irecto r, 
O ff ic e  o f  N u clear R eac to r Reg u latio n , 
U .S. N u clear R eg u lato ry  C o m m issio n , 
W ash in g to n , D C 20555, Telep h o n e  (301) 
492-1270.

(b ) P r o d u c t io n  fa c i l i t i e s :  D irecto r, 
O ffic e  o f  N u clear M aterial Safe ty  and  
Safeg u ard s, U .S. N u clear Reg u lato ry  
C o m m issio n , W ash in g to n , D C 20555, 
Telep ho ne : (301) 492-3352.

(c) M a t e r ia ls  l ic e n s e s :  D irecto r, O ffic e  
o f  N u clear M aterial Safe ty  and  
Safeg u ard s, U .S. N u c lear Reg u lato ry  
C o m m issio n, W ash in g to n , D C  20555, 
Telep ho ne : (301) 492-3352.

(d ) R u le m ak in g : D irecto r, O ff ic e  o f  
N u clear Reg u lato ry  R esearc h , U .S. 
N u clear Reg u lato ry  C o m m issio n , 
W ash in g to n , D C  20555, Telep h o n e : (301) 
492-3700.

(e) G e n e r a l E n v ir o n m e n t a l M a t t e r s : 
Execu tiv e  D irec to r fo r O p eratio ns, U .S. 
N u clear Reg u lato ry  C o m m issio n , 
W ash in g to n , D C 20555, Telep h o n e : (301) 
492-1700.

D ated  at R o ckv ille , M ary lan d , th is 13th  d ay  
o f  A p ril 1988.
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Fo r the N u c lear Reg u lato ry  C o m m issio n . 

Victo r Stello , Jr.,

E x e c u t iv e  D ir e c t o r  f o r  O p e r a t io n s .

[FR D o c. 88-8985 Filed  4 -22 -88 ; 8:45 am ]

BILLING COD E 7 5 9 0 -0 1 -M

D EP AR TM EN T OF H EALTH  AN D 
HUM AN SER VICES

Food and Drug Administrat ion

21 CFR  Parts 430, 436, and 442

[D o ck e t  No. 8 8 N -0 0 4 7 ]

Antibiot ic Drugs; Ce fm e noxime  
Hydrochloride  f or Injection

AGEN CY: Fo o d  and  Drug A d m inistratio n . 

ACTI ON : Fin al rule.

s u m m a r y : Th e Fo o d  an d  Drug 
A d m in istratio n  (FD A ) is am end ing  the 
an tib io tic  drug reg u latio ns to  p ro v id e fo r 
the inc lu sio n  o f  ac c ep ted  stand ard s fo r a 
new  an tib io tic  drug, ce fm en o xim e 
hy d ro chlo rid e fo r in jec tio n . The 
m anu factu rer h as su p p lied  su ffic ient 
d ata and  in fo rm atio n  to  estab lish  its 
safe ty  an d  e ffic acy .

D ATES : Effec tiv e  A p ril 25,1988; 
co m m ents, n o tice  o f  p artic ip atio n , and  
req u est fo r hearing  b y  M ay  25,1988; 
d ata, in fo rm atio n, an d  an aly ses to  
ju stify  a hearing  by  Ju ne 24,1988. 

AD DR ESS: W ritten  co m m ents to  the 
D o ckets M anag em ent Bran ch  (H FA - 
305), Fo o d  and  Drug A d m inistratio n , Rm . 
4 -62, 5600 Fish ers Lane, R o ckv ille , M D  
20857. -

FOR FUR THER  IN FOR M ATION  CO N TACT: 

Peter A . D io nne, C en ter fo r Drug 
Ev alu atio n  and  R esearc h  (H FN -815), 
Fo o d  and  Drug A d m inistratio n , 5600 
Fish ers Lane, R o ckv ille , M D  20857, 301-  
443-4290.

SUP P LEM EN TAR Y IN FOR M ATION : FD A  h as 
ev alu ated  d ata su b m itted  in ac c o rd an c e  
w ith  reg u latio ns p ro m u lg ated  und er 
sec tio n  507 o f  the Fed eral Fo o d , Drug, 
and  C o sm etic  A c t (21 U .S.C . 357), as 
am end ed , w ith  resp ec t to  a req u est fo r 
ap p ro v al o f  a new  an tib io tic  drug, 
ce fm en o xim e hy d ro chlo rid e fo r 
in jec tio n . Th e  ag ency  h as co nc lu d ed  
that the d ata su p p lied  b y  the 
m anu factu rer co ncern ing  th is an tib io tic  
d rug are  ad eq u ate  to  estab lish  its safety  
an d  e ff ic ac y  w hen  u sed  as d irected  in 
the lab eling  and  th at the reg u latio ns 
sho uld  b e  am end ed  in 21 C FR Parts 430, 
436, and  442 to  p ro v id e fo r the in c lu sio n  
o f  ac c ep ted  stand ard s fo r the p ro d uct.

Env iro nm ental Im p act

Th e ag ency  h as d eterm ined  und er 21 
C FR 25.24(c )(6) th at th is ac tio n  is o f  a 
ty p e that d o es no t ind iv id u ally  o r

cu m u lativ ely  hav e a sig n if icant e f fe c t o n 
the hum an env iro nm ent. Th erefo re , 
neith er an  env iro nm ental assessm en t 
no r an  env iro nm ental im p act statem en t 
is requ ired .

Su bm itting  C o m m ents and  Filing  
O b je c tio n s

Th is f in al ru le anno u nces stand ard s 
that FD A  h as acc ep ted  in  a req u est fo r 
ap p ro v al o f  an  an tib io tic  drug. Bec au se  
th is f in al ru le is no t co n tro v ersial and  
b ec au se  w hen  e ffec tiv e  it p ro v id es 
n o tice  o f  ac c ep ted  stand ard s, n o tice  and  
co m m ent p ro ced u re and  d elay ed  
e ffec tiv e  d ate  are  fo und  to  b e  
u n n ecessary  and  no t in the p u blic  
in terest. Th is f in al ru le, therefo re, is 
e f fec tiv e  A p ril 25,1988. H o w ev er, 
in terested  p erso ns m ay , o n o r b efo re  
M ay  25,1988, su bm it w ritten  co m m ents 
to  the D o c kets M anag em ent Bran ch  
(ad d ress ab o v e). Tw o  co p ies o f  any  
co m m ents are  to  b e  su bm itted , ex c ep t 
that ind iv id u als m ay  su bm it o ne co p y . 
C o m m ents are  to  b e  id en tified  w ith  the 
d o cket num ber fo u nd  in  b rac k e ts in the 
head ing  o f  th is d o cu m ent. R ece iv ed  
co m m ents m ay  b e  seen  in the D o ckets 
M anag em ent Bran ch  b etw een  9 a.m . and  
4 p .m ., M o nd ay  thro ugh Frid ay .

A ny  p erso n  w ho  w ill b e  ad v ersely  
affe c ted  b y  th is f in al ru le m ay  file 
o b je c tio n s to  it and  req u est a hearing . 
R easo n ab le  g ro und s fo r the hearing  
m ust b e  sho w n. A ny  p erso n  w ho  
d ec id es to  seek  a hearin g  m u st f ile: (1) 
O n o r b e fo re  M ay  25,1988, a w ritten  
n o tice  o f  p artic ip atio n  and  req u est fo r 
hearing , and  (2) o n o r b e fo re  Ju ne 24, 
1988, the d ata, in fo rm atio n , and  
an aly ses o n  w hic h  the p erso n  re lies to  
ju stify  a hearing , as sp ec ified  in  21 C FR 
314.300. A  req u est fo r a hearing  m ay  no t 
re st up o n m ere alleg atio n^  o r d en ials, 
bu t m ust se t fo rth  sp ec ific  fac ts  sho w ing  
th at there  is a g enuine and  su b stan tial 
issu e o f  fac t th at req u ires a hearing . If  it 
co n c lu siv e ly  ap p ears fro m  the fac e  o f  
the d ata, in fo rm atio n , and  fac tu al 
an aly ses in the req u est fo r hearing  that 
no  g enu ine and  su b stan tial issu e o f  fac t 
p rec lu d es the ac tio n  taken  b y  th is o rd er, 
o r if  a req u est fo r hearing  is no t m ad e in 
the req u ired  fo rm at o r w ith the requ ired  
an aly ses, the C o m m issio ner o f  Fo o d  and  
D rug s w ill en ter sum m ary  jud g m ent 
ag ain st the p erso n (s) w ho  req u est(s)  the 
hearing , m aking  find ing s and  
co n c lu sio n s and  d eny ing  a hearing . A ll 
su b m issio ns m ust b e  filed  in three 
co p ies, id entified  w ith  the d o cket 
nu m ber ap p earing  in the head ing  o f  this 
o rd er and  filed  w ith  the D o ckets 
M anag em ent Branch .

Th e p ro ced u res and  req u irem ents 
g o v erning  th is o rd er, a no tice  o f  
p artic ip atio n  and  req u est fo r hearing , a 
su b m issio n  o f  d ata, in fo rm atio n, and

an aly ses to  ju stify  a hearing , o ther 
co m m ents, and  g rant y e d enial o f  a 
hearing  are  co n tain ed  in 21 C FR 314.300.

A ll su b m issio ns und er this o rd er, 
ex c ep t fo r d ata and  in fo rm atio n 
p ro hib ited  fro m  p u blic  d isc lo su re und er 
21 U .S.C . 331(j) o r 18 U .S.C . 1905, m ay  b e 
seen  in the D o ckets M anag em ent Bran ch  
(ad d ress ab o v e) b etw een  9 a.m . and  4 
p .m ., M o nd ay  thro ugh Frid ay .

List o f  Su b je c ts

2 1  C F R  P a r t  4 3 0

A d m in istrativ e p rac tice  and  
p ro ced ure, A ntib io tic s.

2 1  C F R  P a r t  4 3 6

A n tib io tic s.

2 1  C F R  P a r t  4 4 2

A n tib io tic s.

Th erefo re , und er the Fed eral Fo o d , 
Drug, and  C o sm etic  A c t and  und er 
au tho rity  d eleg ated  to  the C o m m issio ner 
o f  Fo o d  and  D rugs, Parts 430, 436, and  
442 are  am end ed  as fo llo w s:

P AR T 430— AN TI BIOTIC DRUGS; 
GEN ER AL

1. Th e au tho rity  c itatio n  fo r 21 C FR 
Part 430 co ntinu es to  read  as fo llo w s:

A uthority: Se c s. 507, 701(a), 59 Stat. 463 as 
am end ed , 52 Stat. 1055 (21 U .S.C . 357, 371(a)); 
21 C FR 5.10.

2. Sec tio n  430.4 is am end ed  by  ad d ing  
new  p arag rap h  (a)(58) to  read  as 
fo llo w s:

§ 430.4  De f init ions of  a nt ibiot ic 
substa nce s.

( a ) * * *
(58) C e fm e n o x im e .  C efm eno xim e is 5- 

th ia-l-az ab ic y c lo [4.2.0]o c t-2-en e -2-  
carb o x y lic  acid , 7-[[(2-am ino -4-th iazo ly l)  
(m etho xy im ino )acety l]am ino ]-3-[[( l-  
m ethy l-l/ / -tetrazo l-5-y l)th io ]m ethy l]-8- 
o xo -, (6/ 2-[6-a,7-/ 3(Z )]]-.

3. Sec tio n  430.5 is am end ed  by  ad d ing  
new  p arag rap hs (a)(92) and  (b )(94) to  
read  as fo llo w s:

§ 4 30.5 De f init ions of  m a ste r a nd wo rk ing  
sta nda rds.

(a) * * *
(92) C e fm e n o x im e .  The term  

“ cefm eno xim e m aster stand ard ” m eans 
a sp ec ific  lo t o f  cefm eno xim e that is 
d esig nated  by  the C o m m issio ner as the 
stand ard  o f  co m p ariso n  in d eterm ining  
the p o tency  o f  the cefm eno xim e w o rking  
stand ard .

(b) * * *
(94) C e fm e n o x im e .  Th e term  

“ ce fm eno xim e w o rking  stand ard ” 
m eans a sp ec ific  lo t o f  a ho m o g eneo us 
p rep aratio n  o f  cefm eno xim e
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4. Sec tio n  430.6 is am end ed  by  ad d ing  
new  p arag rap h (b )(94) to  read  as 
fo llo w s:

§ 430.6 De f init ions o f  the  te rm s “ unit” a nd  
“m icrogra m ” a s a pplie d to  a nt ibiot ic 
substa nce s.
* * * * *

(b) * * *

(94) C e fm e n o x im e . Th e  term  
“ m icro g ram ”  ap p lied  to  ce fm eno xim e 
m eans the cefm eno xim e activ ity  
(p o tency ) co ntain ed  in 1.0482 
m icro g ram s o f the cefm eno xim e m aster 
stand ard .

P AR T 436— TES TS  AN D M ETH OD S OF 
ASSAY OF AN TI BIOTIC AN D 
AN TI BIOTIC-CON TAI N I N G DR UGS

5. The autho rity  c itatio n  fo r 21 C FR 
Part 436 co ntinu es to  read  as fo llo w s:

A uthority: Se c . 507, 59  Stat. 46 3 a s 

am end ed  (21  U .S.C . 3 5 7 ); 21 C F R  5.10.

6. Sectio n  436.20 is am end ed  by  
ad d ing  new  p arag rap h  (d )(10) to  read  as 
fo llo w s:

§ 436.20 Ste rility te st  m e thods a nd  
proce dure s.
* * * * *

(d )* * *

(10) D ilu tin g  f lu id / . Steriliz e  2.0 g ram s 
o f anhy d ro us so d ium  carb o n ate  b y  d ry ­
heating  at 180° C fo r 2 ho urs. D isso lv e  in 
100 m illiliters o f  d iluting  fluid  A  ju st 
p rio r to  use.
* * * * *

7. Sectio n  436.31 is am end ed  by  
ad d ing  new  p arag rap h (b )(16) to  read  as 
fo llo w s:

§ 436.31 Equipm e nt  a nd dilue nts f o r use  in 
biologica l te st ing.
*  * . *  *  *

(b) * * *

(16) D iluent 16 (0.13M  sterile  p y ro gen- 
free so d ium  carb o n ate  so lutio n).
D isso lv e 14.0 g ram s o f anhy d ro us 
p y ro g en-free so d ium  carb o n ate  
(p rep ared  as d escrib ed  in p arag rap h
(a)(5) o f  this sec tio n ) in 1,000 m illiliters 
p y ro g en-free, d istilled  w ater. Steriliz e  in 
an au to c lav e at 121 °C fo r 20 m inutes.

8. Sectio n  436.32 is am end ed  by  
ad d ing  a new  p arag rap h (j) to  read  as 
fo llo w s:

§ 436.32 Pyro ge n t e s t  
* * * * *

(j) M e t h o d  10. Pro ceed  as d irected  in 
p arag rap h (a) o f  this sec tio n , ex c ep t 
d ilute the sam p le w ith so d ium  carb o n ate  
so lutio n (d iluent 16).

9. Part 436 is am end ed  by  ad d ing  new  
§ § 436.363 and  436.364 to  Su b p art F to  
read  as fo llo w s:

§ 4 36.363 H igh-pe rf orm a nce  liquid 
chrom a to gra ph ic a ssa y f o r ce f m e noxim e .

(a) A p p ar at u s . A  su itab le  hig h- 
p erfo rm ance liqu id  chro m ato g rap h 
equip p ed  w ith:

(1) A  su itab le  d etec tio n  sy stem  
sp ec ified  in the m o no g rap h fo r the drug 
being  tested :

(2) A  su itab le  reco rd ing  d ev ice o f  at 
le ast 18-cen tim eter d eflectio n ;

(3) A  su itab le  chro m ato g rap h ic  d ata 
m anag ing  sy stem ; and

(4) A n an aly tic al co lum n, 3 to  30 
cen tim eters lo ng , p acked  w ith  a m aterial 
as d efined  in the m o no g rap h fo r the drug 
being  tested ; and  if  sp ec ified  in  that 
m o no g rap h, the in let o f  this co lum n m ay  
b e co n n ec ted  to  a g uard  co lum n, 3 to  5 
cen tim eters in leng th, p acked  w ith the 
sam e m aterial o f  30 to  60 m icro m eters 
p artic le  siz e.

(b ) P r o c e d u r e . Perfo rm , the assay  and  
c alc u late  the d rug co n ten t using  the 
tem p eratu re, instru m ental co nd itio ns, 
and  calcu latio n s sp ec ified  in the 
m o no g rap h fo r the drug be ing  tested  
w ith a flo w  rate  no t to  e x c eed  2.0 
m illiliters p er m inute. U se  a d etec to r 
sen sitiv ity  setting  th at g iv es a p eak 
heig ht fo r the w o rking  stan d ard  th at is 
at le ast 50 p ercen t o f  sc a le  w ith  ty p ical 
ch art sp eed  o f  no t le ss than  2.5 
m illim eters p er m inute. U se the 
ap p aratu s d esc rib ed  in p arag rap h  (a) o f  
this sec tio n ; and  the reag en ts and  
w o rking  stand ard  and  sam p le so lu tio ns 
d escrib ed  in  the m o no g rap h fo r the drug 
b eing  tested . Eq u ilib rate  and  co nd itio n  
the co lum n by  p assag e  o f  10 to  15 v o id  
v o lu m es o f  m o b ile  p h ase fo llo w ed  b y  5 
rep licate  in je c tio n s o f  the sam e v o lu m e 
(b etw een  10 and  20 m icro liters)  o f  the 
w o rking  stand ard  so lu tio n . A llo w  an  
o p erating  tim e su ffic ien tly  lo ng  to  o b tain  
satisfac to ry  sep aratio n  and  elu tio n  o f  
the ex p ec ted  co m p o nents after eac h  
in jec tio n . R eco rd  the p eak  resp o n ses 
and  c alc u late  the p rescrib ed  sy stem  
su itab ility  req u irem ents d escrib ed  fo r 
the sy stem  su itab ility  te st in p arag rap h
(c)  o f  this sec tio n .

(c) S y s t e m  s u it a b ilit y  t e s t . U sing  the 
ap p aratu s and  p ro ced u re d escrib ed  in 
this sec tio n , test the chro m ato g rap h ic  
sy stem  fo r assay  as fo llo w s:

(1) T ailin g  fa c t o r .  C alcu late  the tailing  
fac to r (7) , fro m  d istan c es m easu red  , 
alo ng  the ho riz o ntal line at 5 p ercen t o f  
the p eak  heig ht ab o v e  the b ase lin e , as 
fo llo w s:

FFo.os
r = --------

2/

w here:

W o .05= W id th  o f  p eak at 5 p ercen t heig ht; and

/  R u le s  a n d  R e g u la tio n s  .

/ =  H o rizo ntal d istan c e  fro m  p o int o f  asce n t to  
a p o int c o in c id en t w ith m axim um  p eak 
height.

(2) E ffic ie n c y  o f  t h e  c o lu m n . C alcu late  
the num ber o f  th eo retical p lates (/ ?) o f  
the co lum n as fo llo w s:

tn

n  =  5.545 ----  2
W h

w here:

n = Effic ien cy , as  nu m b er o f  th eo retical p lates 
fo r co lum n;

fe =  R eten tio n  tim e o f  so lu te; and  
Wh = P e a k  w id th at half-heig ht.

(3) R e s o lu t io n . C alcu late  the 
reso lu tio n  (/ ?) as fo llo w s:

2(¿RJ — ¿Bi)
ñ =  —-------------

Wi +  W ,

w here:

/ r j = R eten tio n  tim e o f  a so lu te  eluting  afte r i 
( ír j is larg er th an  Ir ¡);

/ r í= R eten tio n  tim e o f  an y  so lu te; 
w j\ = W id th  o f  p eak at b ase lin e  o f  an y  so lu te ; 

and
w } — W id th  o f  p eak at b ase lin e  o f  any  so lu te  

eluting  afte r

(4) C o e ffic ie n t  o f  v a r ia t io n  ( R e la t iv e  
s t a n d a r d  d e v ia t io n ) .

C alcu late  the c o e ff ic ien t o f  v ariatio n  
(SR) in p ercent)  as fo llo w s:

N

(- r ^ 2

loo i = 1

E T  FT ~

w here:

X  is the m ean  o f  N  ind iv id u al m easu rem ents 
o f  X i. If  the  co m p lete  o p erating  sy stem  
m eets the sy stem  su itab ility  
req u irem ents o f  the  m o no g rap h fo r the 
d rug b eing  tested , p ro ceed  as d esc rib ed  
in p arag rap h  (b ) o f  th is sec tio n , using  the 
sam p le  so lu tio n  in lieu  o f  the w o rking  
stand ard  so lu tio n.

§ 43 6.36 4 Ato m ic a bsorpt ion te st  f o r  
sodium  ca rbona te  conte nt  o f  ce f m e noxim e  
h ydroch loride  f o r inje ct ion.

(a) A p p ar at u s . A  su itab le  ato m ic  
ab so rb an c e  sp ectro p ho to m eter equ ip p ed  
w ith:

(1) A  su itab le  so d ium  h o llo w -catho d e 
d ischarg e lam p ;

(2) A n o xid iz ing  air-ac ety len e  flam e;

-id



13402 Fed eral Register /  V o l. 53, N o . 79  /  M o n d a y ,1 A p ril 25, '1988  /  R u le s  a n d  R e g u la tio n s

(3) A  neb u liz er-b u rner sy stem ;
(4) A n o p tical d isp ersing  d ev ice 

cap ab le  o f  iso lating  a reso n an c e  line o f  
so d ium  fro m  o th er w av eleng th s 
p ro d uced  by  the em issio n  so u rce; and

(5) A  su itab le  rad iatio n  d etec to r.
(b ) R e ag e n t s . Io n iz atio n  bu ffer: 

D isso lv e  19.07 g ram s o f  p o tassiu m  
ch lo rid e in d istilled  w ater and  d ilute to  
1,000 m illiliters.

(c) P r e p a r a t io n  o f  r e fe r e n c e  s t a n d a r d  
a n d  s a m p le  s o lu t io n s — (1) R e fe r e n c e  
s t a n d a r d  s o lu t io n . A c cu rate ly  w eig h 
ap p ro x im ate ly  140 m illig ram s o f so d ium  
ch lo rid e w hich  h as b een  p rev io u sly  
d ired  fo r 40 to  50 m inu tes at a 
tem p eratu re  o f  500 to  650 °C. D isso lv e 
and  d ilute w ith  su ffic ien t d istilled  w ater 
to  o b tain  a sto c k  so lu tio n  co ntain ing  5.5 
m icro g ram s o f  so d ium  p er m illiliter. M ix  
10 m illiliters o f  the sto ck  so lu tio n  w ith 
10 m illiliters o f  io n iz atio n  b u ffer and  
d ilute the m ixture w ith d istilled  w ater to  
o b tain  a so lu tio n  co ntain ing  0.55 
m icro g ram  o f  so d ium  p er m illiliter.

(2) S a m p le  s o lu t io n . D ilute the sam p le 
so lu tio n  used  in § 442.222(b ) ( l) ( ii) (B) ( i)  
o f  this chap ter, w ith su ffic ien t d istilled  
w ater to  o b tain  a sto c k  so lu tio n  
co ntain ing  5.5 m icro g ram s o f  so d ium  p er 
m illilite r (estim ated ). M ix  10 m illiliters 
o f  the sto ck  so lu tio n  wTith 10 m illiliters o f  
io n iz atio n  b u ffer and  d ilute the m ixtu re 
w ith  d istilled  w ater to  o b tain  a so lu tio n 
co ntain ing  0.55 m icro g ram  o f  so d ium  p er 
m illiliter (estim ated ).

(3) P r o c e d u r e . D eterm ine the ato m ic  
ab so rb an c e  o f  the re fe ren c e  stand ard  
and  sam p le so lu tio ns at a w av eleng th  o f  
589 n ano m eters, using  the ato m ic  
ab so rb an c e  sp ectro p ho to m eter and  a 
reag en t b lan k  p rep ared  by  d iluting  10 
m illiliters o f  io n iz atio n  b u ffer to  100 
m illiliters w ith d istilled  w ater.

(d ) C a lc u la t io n s . C alcu late  the p ercen t 
so d ium  carb o n ate  as fo llo w s:

Percen t so d ium  _  ¿ . X P . X  100 X  0 .9068X rf

c arb o n ate  .  r

w here:
A u =  A b so rb an c e  o f  so d ium  in the sam p le  

so lu tio n ;
j4 s= A b so rb an c e  o f  so d ium  in the re feren c e  

stand ard  so lu tio n;
P ,= M illig ram s o f  so d ium  ch lo rid e p er 

m illiliter o f  the re feren c e  stand ard  
so lu tio n;

Cu =  M illig ram s o f sam p le  p er m illiliter o f  
sam p le  so lu tio n; and  

d =  D ilu tio n fac to r o f  the sam p le.

P AR T 442—-CEP H A AN TI BIOTIC 
DR UGS

10. Th e au tho rity  c itatio n  fo r 21 C FR 
Part 442 co ntin u es to  read  as fo llo w s:

A uthority: Se c . 507, 59 Stat. 463 as 
am end ed  (21 U .S.C . 357); 21 C FR 5.10.

11. Part 442 is am end ed  b y  ad d ing  
new  § § 442.22a to  Su b p art A  and  442.222 
to  Su b p art C to  read  as fo llo w s:

§ 4 4 2.22 a Ste rile  ce f m e noxim e  
h yd ro ch lo rid e .

(a) R e q u ir e m e n t s  f o r  c e r t if ic a t io n — (1) 
S t a n d a r d s  o f  id e n t it y , s t r e n g th , q u alit y , 
a n d  p u r it y . C efm eno xim e hy d ro chlo rid e 
is 5-th ia- l-az ab icy c lo [4.2.0]o c t-2-en e-2-  
c arb o x y lic  ac id , 7-[[ (2-am ino -4-th iaz o ly l)  
(m eth o xy im in o )acety l]am ino ]-3-[[( l-  
m ethy l-l/ / -tetrazo .l-5-y l)thio ]m ethy l]-8- 
o xo -, hy d ro ch lo rid e (2:1), [ 6 R - [6 a,7  (3 [Z )]  
] - . It is so  p u rified  and  d ried  that:

(1) Its ce fm en o x im e co n ten t is no t le ss 
than  869 and  no t m o re than 1,015 
m icro g ram s o f  ce fm en o xim e p er 
m illig ram  o n an  anhy d ro u s b asis.

(ii) It is sterile .
(iii) It is no np y ro g enic .
(iv ) Its m o istu re co n ten t is no t m o re 

than 1.5 p ercent.
(v ) It p asse s the id entity  test.
(v i) It is c ry stallin e .
(2) L a b e lin g . It sh all b e  lab e led  in 

ac c o rd an c e  w ith  the req u irem ents o f  
§ 432.5 o f  th is chap ter.

(3) R e q u e s t s  f o r  c e r t if ic a t io n ;  s a m p le s . 
In ad d itio n  to  co m p ly ing  w ith  the 
req u irem ents o f  § 431.1 o f  th is chap ter, 
eac h  su ch  req u est sh all co ntain :

(i) R esu lts o f  te sts  and  assay s  o n  the 
b atc h  fo r ce fm en o xim e co n ten t, sterility , 
p y ro g ens, m o istu re, id entity , and  
cry stallin ity .

(ii) Sam p les, if  req u ired  b y  the 
D irecto r, C en ter fo r Drug Ev alu atio n  and  
R esearch :

(A ) Fo r all te sts  ex c ep t sterility : 10 
p ac kag es, eac h  co ntain ing  
ap p ro x im ately  500 m illig ram s.

(B) Fo r sterility  testing : 1 p ackag e 
co ntain ing  ap p ro x im ate ly  6 g ram s o f  a 
co m p o site  sam p le.

(b ) T e s t s  a n d  m e t h o d s  o f  a s s a y — (1) 
C e fm e n o x im e  c o n t e n t . Pro ceed  as 
d irec ted  in § 436.363 o f  th is chap ter, 
using  am b ien t tem p eratu re, an  
u ltrav io le t d etec tio n  sy stem  o p erating  at 
a w av eleng th  o f  254 n ano m eters, a 
co lum n p ac ked  w ith  m icro p articu late  (3 
to  10 m icro m eters in d iam eter)  rev ersed  
p h ase  p acking  m aterial su ch  as 
o c tad ec y l h y d ro carb o n  b o nd ed  silic as, a 
flo w  rate  no t to  ex c eed  2.0 m illiliters p er 
m inute, and  a kno w n in je c tio n  v o lum e 
b etw een  10 and  20 m icro liters. R eag ents, 
w o rking  stand ard  and  sam p le so lu tio ns, 
sy stem  su itab ility  req u irem ents, and  
c alcu latio n s are  as fo llo w s:

(i) R e a g e n t s — (A ) O .lM P h o s p h at e  
b u ffe r  s o lu t io n , p H  6 .8 . D isso lv e  6.4 
g ram s o f  m o n o b asic  p o tassiu m  
p ho sp hate and  18.9 g ram s o f d ib asic  
so d ium  p ho sp hate in 750 m illiliters o f  
w ater. A d ju st the pH to  6.8 w ith 17V

so d ium  hy d ro xid e and  d ilute to  1,000 
m illiliters.

(B) In t e r n a l s t a n d a r d  s o lu t io n . 
D isso lv e  and  d ilute 0.15 g ram  o f 
p hthalim id e in m ethano l to  100 
m illiliters.

(C) M o b ile  p h a s e .  M ix  
w ater:ac eto n itrile :g lac ial ac e tic  ac id  
(50:10:1). Filter thro ugh a su itab le  filter 
cap ab le  o f  rem o v ing  p artic u late  m atter 
to  0.5 m icro n in d iam eter. D eg as the 
m o b ile p hase ju st p rio r to  its 
in tro d uctio n  into  the chro m ato g rap h.

(ii) P r e p a r a t io n  o f  w o r k in g  s t a n d a r d  
a n d  s a m p le  s o lu t io n s — (A ) W o rkin g  
s t a n d a r d  s o lu t io n . D isso lv e 
ap p ro xim ately  50 m illig ram s o f  the 
ce fm eno xim e w o rking  stand ard , 
ac c u rate ly  w eig hed , in 10 m illiliters o f
O.lTVf p ho sp hate b u ffer so lutio n, pH 6.8 
and  d ilute to  50 m illiliters w ith m o b ile 
p hase . T ran sfe r 4.0 m illiliters o f  this 
so lu tio n  to  a 50-m illiliter v o lu m etric 
f lask , ad d  20 m illiliters o f  intern al 
stand ard  so lu tio n  and  d ilute to  v o lum e 
w ith  m o b ile  p hase to  o b tain  a so lutio n 
co ntain ing  80 m icro g ram s o f 
ce fm en o xim e p er m illiliter.

(B) S a m p le  s o lu t io n . D isso lv e 
ap p ro x im ately  50 m illig ram s o f 
ce fm eno xim e sam p le, accu rately  
w eig hed , in 10 m illiliters o f  0.1M  
p ho sp hate b u ffer so lutio n, pH  6.8. D ilute 
to  50 m illiliters w ith  m o b ile p hase . 
T ran sfe r 4.0 m illiliters o f this so lu tio n to  
a 50-m illiliter v o lu m etric flask , ad d  20 
m illiliters o f  in ternal stand ard  so lutio n 
and  d ilute to  v o lum e w ith m o b ile p hase.

(iii) S y s t e m  s u it a b ilit y  r e q u ir e m e n t s —
(A ) T ailin g  fa c t o r .  Th e tailing  fac to r [T ]  
fo r the ce fm eno xim e p eak is satisfac to ry  
if  it is no t m o re than 1.6 at 5 p ercent o f 
p eak  heig ht.

(B) E ffic ie n c y  o f  t h e  c o lu m n . The 
e ff ic ien c y  o f  the co lum n (n) is 
satisfac to ry  if  it is g reater than 1,200 
th eo retic al p lates fo r the cefm eno xim e 
p eak.

(C) R e s o lu t io n . Th e reso lu tio n  (/ ?) 
b etw een  the p eak fo r cefm eno xim e and  
p hthalim id e is satisfac to ry  if  it is no t 
le ss than  2.3.

(D) C o e ffic ie n t  o f  v ar iat io n . The 
co e ffic ied n t o f  v ariatio n  (Ss in p ercent) 
o f  5 rep licate  in je c tio n s is satisfac to ry  if  
it is no t m o re than 2.0 p ercent. If  the 
sy stem  su itab ility  req u irem ents hav e 
b een  m et, then p ro ceed  as d escrib ed  in 
§ 436.363(b ) o f  this chap ter.

(iv ) C a lc u la t io n s . C alcu late  the 
m icro g ram s o f cefm eno xim e p er 
m illig ram  o f sam p le as fo llo w s:

M icro g ram s o f R u x P s  X 100
cefm eno xim e p er =

m illig ram  R SX C UX  (100-m )
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w here:

R u= A re a  o f  cefm eno xim e p eak in the 
chro m ato g ram  o f  the sam p le/ A rea o f 
in tern al stand ard  p eak;

Rs =  A rea o f  the c efm eno xim e p eak in the 
chro m ato g ram  o f  thé c efm eno xim e 
w o rking  stand ard / A rea o f  in tern al 
stand ard  p eak;

Ps =  C efm en o xim e ac tiv ity  in the
cefm eno xim e w o rking  stan d ard  so lu tio n 
in m icro g ram s p er m illiliter;

C u =  M illig ram s o f sam p le p er m illiliter o f  
sam p le so lu tio n; and

m  =  Percent m o isture co n tent o f  the sam p le.

(2) S t e r ilit y . Pro ceed  as d irected  in 
§ 436.20 o f  this chap ter, using  the 
m etho d  d escrib ed  in p arag rap h (e)(1) o f 
that sec tio n , exc ep t in lieu  o f  d iluting  
fluid  A  use d iluting  fluid  H.

(3) P y ro g e n s . Pro ceed  as d irected  in 
§ 436.32(i) o f  this chap ter, using  a 
so lutio n co ntain ing  60 m illig ram s p er 
m illiliter.

(4) M o is t u r e . Pro ceed  as d irected  in 
§ 436.201 o f  this chap ter, using  the 
sam p le p rep aratio n  d escrib ed  in 
p arag rap h (d )(4) o f  that sec tio n  and  the 
titratio n p ro ced u re d escrib ed  in 
p arag rap h (e)(3) o f  that sec tio n , excep t:

(i) In lieu  o f  3 m illiliters o f  anhy d ro u s 
m ethano l so lutio n, in je c t 20 m illiliters o f 
a fo rm am id e:m ethano l so lu tio n (2:1) into  
the co n tain er and  shake to  d isso lv e the 
co ntents (p rio r to  use in p rep aratio n  o f 
the fo rm am id e:m ethano l so lutio n, dry 
500 g ram s o f fo rm am id e o v er 20 g ram s 
o f anhy d ro us so d ium  fo r 24 ho urs);

(ii) R inse  the sy ring e, need le , and  
im m ed iate co n tain er w ith tw o  sep arate
5-m illiliter p o rtio ns o f  anhy d ro u s 
m ethano l, in lieu  o f  o ne 3-m illiliter 
p o rtio n o f  anhy d ro us m ethano l; and

(iii) In § 436.201(e)(3) o f  this chap ter, 
ad d  a su ffic ient v o lum e o f the 
fo rm am id e:m ethano l so lu tio n  (2:1) to  
co v er the elec tro d es in the d ry  titrating  
v essel, in lieu o f  20 m illiliters o f  so lv ent 
A  b efo re  starting  the titratio n .

(5) Id e n t it y . Using  a 0.0025-p ercent 
so lutio n o f the sam p le in 0.1M  
p ho sp hate buffer, pH 6.8 and  a su itab le  
sp ectro p ho to m eter, reco rd  the 
u ltrav io let abso rp tio n  sp ectrum  from 220 
to  310 nano m eters. The sp ectrum  
co m p ares qu alitativ ely  to  that o f  the 
ce fm eno xim e w o rking  stand ard  
sim ilarly  tested .

(6) C r y s tallin it y . Pro ceed  as d irected  
m § 436.203(a) o f  this chap ter.

§ 442.222 Ce f m e noxim e  hydrochlo ride  for 
inje ct ion.

(a) R e q u ir e m e n t s  f o r  c e r t ific a t io n — (1) 
S t a n d a r d s  o f  id e n t it y , s t r en g th , q u alit y , 
a n d  p u r it y . C efm eno xim e hy d ro chlo rid e 
fo r in jectio n  is a d ry  m ixtu re o f 
cefm eno xim e hy d ro chlo rid e and  so d ium  
carb o n ate . Each  m illig ram  o f 
cefm eno xim e hy d ro chlo rid e fo r in jec tio n  
co ntain s no t less than 869 and  no t m o re 
than 1,015 m icro g ram s o f cefm eno xim e

o n an anhy d ro u s and  so d ium  carb o n ate- 
free b asis. Its ce fm en o xim e co n ten t is 
satisfac to ry  if  it c o n tain s n o t le ss than 
90 p ercen t and  no t m o re than 115 
p ercen t o f  the nu m ber o f  m illig ram s o f 
ce fm eno xim e that it is rep resented  to  
co ntain . It is sterile . It is no np y ro g enic. 
Its lo ss o n d ry ing  is no t m o re than  1.5 
p ercent. Its pH  in an  aq u eo u s so lu tio n  
co ntain ing  100 m illig ram s p er m illiliter is 
no t le ss than 6.4 and  no t m o re than 7.9. 
Th e ce fm eno xim e hy d ro chlo rid e used  
co nfo rm s to  the stand ard s p rescrib ed  by  
§ 442.22a(a) ( l)  o f  th is chap ter.

(2) L a b e lin g . It sh all b e  lab e led  in 
ac c o rd an c e  w ith the req u irem ents o f 
§ 432.5 o f  this chap ter.

(3) R e q u e s t s  f o r  c e r t if ic a t io n ;  s a m p le s . 
In ad d itio n to  co m p ly ing  w ith the 
req u irem ents o f  § 431.1 o f  th is chap ter, 
eac h  such  req u est sh all co ntain :

(i) R esu lts o f  te sts and  assay s on:
(A ) Th e ce fm en o xim e hy d ro chlo rid e 

used  in m aking  the b atc h  fo r 
ce fm en o xim e co ntent, m o isture, id entity , 
and  cry stallin ity .

(B) The b atc h  fo r ce fm en o xim e 
co ntent, sterility , p y ro g ens, lo ss o n 
d ry ing , pH, and  so d ium  c arb o n ate  
co ntent.

(ii) Sam p les, if  requ ired  by  the 
D irecto r, C enter fo r Drug Ev alu atio n  and  
R esearch :

(A j Th e ce fm en o xim e hy d ro chlo rid e 
used  in m aking  the b atc h : 10 p ackag es, 
eac h  co ntain ing  ap p ro x im ate ly  500 
m illig ram s.

(B) Th e  b atc h :

[1 ] Fo r all te sts ex c ep t sterility : A  
m inim um  o f  10 im m ed iate co n tain ers.

\2) Fo r sterility  testing : 20 im m ed iate 
co n tain ers, c o lle c ted  at reg u lar in terv als 
thro ugho ut each  filling  o p eratio n .

(b ) T e s t s  a n d  m e t h o d s  o f  a s s a y — (1) 
C e fm e n o x im e  c o n t e n t . Pro ceed  as 
d irected  in § 436.363 o f  th is chap ter, 
using  am b ient tem p eratu re, an  
u ltrav io let d etec tio n  sy stem  o p erating  at 
a w av eleng th  o f  254 n ano m eters, a 
co lum n p acked  w ith m icro p artic u late  (3 
to  10 m icro m eters in d iam eter)  rev ersed  
p hase  p acking  m aterial such as 
o c tad ecy l hy d ro carb o n  bo nd ed  silic as, a 
flo w  rate  no t to  ex c eed  2.0 m illiliters p er 
m inute, and  a kno w n in jec tio n  v o lum e 
b etw een  10 and  20 m icro liters. R eag ents, 
w o rking  stand ard  and  sam p le so lu tio ns, 
sy stem  su itab ility  req u irem ents, and  
calcu latio n s are  as fo llo w s:

(i) R e a g e n t s — (A ) 0 .1 M P h o s p h a t e  
b u ffe r  s o lu t io n , p H  6 .8 . D isso lv e  6.4 
g ram s o f  m o n o b asic  p o tassiu m  
p ho sp hate and  18.9 g ram s o f  d ib asic  
so d ium  p ho sp hate in 750 m illiliters o f 
w ater. A d ju st the pH  to  6.8 w ith 1N  
so d ium  hy d ro xid e and  d ilute to  1,000 
m illiliters.

(B) In t e r n a l s t a n d a r d  s o lu t io n .

D isso lv e  and  d ilute 0.15 g ram  o f

p hthalim id e in m ethano l to  100 
m illiliters.

(C) M o b ile  p h a s e .  M ix  
w ater:ac eto n itrile :g lac ial ac e tic  acid  
(5 0 :1 0 :1 ) . Filter thro ugh a su itab le  filter 
cap ab le  o f  rem o v ing  p articu late  m atter 
to  0 .5  m icro n in d iam eter. D eg as the 
m o bile p hase ju st p rio r to  its 
in tro d uctio n  into  the chro m ato g rap h.

( ii)  P r e p a r a t io n  o f  w o r k in g  s t a n d a r d  
a n d  s a m p le  s o lu t io n s — (A ) W o rkin g  
s t a n d a r d  s o lu t io n . D is s o lv e  

a p p ro x im a te ly  50  m illig ra m s  o f  th e  

c e f m e n o x im e  w o rk in g  s ta n d a rd , 

a c c u ra te ly  w e ig h e d , in  1 0  m il li l ite rs  o f

0 .1 M  p h o s p h a te  b u f f e r  s o lu tio n , p H  6 .8  

a n d  d ilu te  to  5 0  m il li l ite rs  w ith  m o b ile  

p h a s e . T ra n s f e r  4 .0  m il li l ite rs  o f  th is  

s o lu tio n  to  a  5 0 - m il li l ite r  v o lu m e tric  

f la s k , ad d  20  m il l i l ite rs  o f  in te rn a l 

s ta n d a rd  s o lu tio n  a n d  d ilu te  to  v o lu m e  

w ith  m o b ile  p h a s e  to  o b ta in  a  so lu tio n  

c o n ta in in g  80  m ic ro g ra m s  o f  

c e f m e n o x im e  p e r  m illi l ite r .

(B) S a m p le  s o lu t io n s . D eterm ine bo th 
m icro g ram s o f  ce fm eno xim e p er 
m illig ram  o f the sam p le and  m illig ram s 
o f ce fm eno xim e p er co ntain er. U se 
sep arate  c o n tain ers fo r p rep aratio n  o f 
each  sam p le so lu tio n as d escrib ed  in 
p arag rap hs (b )( l) ( ii) (B)  ( i)  and  [2 ] o f  this 
sec tio n .

[1 ] M ic r o g r am s  o f  c e fm e n o x im e  p e r  
m illig r am . D is s o lv e  th e  a c c u ra te ly  

w e ig h e d  d ry  c o n te n ts  o f  a  s a m p le  w ith  

s u f f ic ie n t d is til le d  w a te r  to  o b ta in  a 

so lu tio n  c o n ta in in g  1 m illig ra m  o f  

c e f m e n o x im e  p e r  m il l i l ite r  ( e s tim a te d ) . 

T r a n s f e r  4 .0  m il l i l ite rs  o f  th is  s o lu tio n  to  

a  5 0 - m il li l ite r  v o lu m e tr ic  f la s k , a d d  20  

m illi l ite rs  o f  in te rn a l  s ta n d a rd  so lu tio n  

a n d  d ilu te  to  v o lu m e  w ith  m o b ile  p h a s e  

to  o b ta in  a  so lu tio n  c o n ta in in g  80  

m ic ro g ra m s  o f  c e f m e n o x im e  p e r 

m il l i l ite r  ( e s tim a te d ) .

[2 ]  M illig r am s  o f  c e fm e n o x im e  p e r  
c o n t a in e r . R e c o n s ti tu te  th e  s a m p le  a s  

d ir e c te d  in  th e  la b e lin g . T h e n , u s in g  a 

s u ita b le  h y p o d e rm ic  n e e d le  a n d  sy rin g e , 

re m o v e  a ll  o f  th e  w ith d ra w a b le  c o n te n ts  

i f  it is  re p re s e n te d  a s  a s in g le - d o s e  

c o n ta in e r ; o r, i f  th e  la b e l in g  s p e c i f ie s  th e  

a m o u n t o f  p o te n c y  in  a  g iv e n  v o lu m e  o f  

th e  r e s u lta n t p re p a ra tio n , re m o v e  a n  

a c c u ra te ly  m e a s u re d  r e p r e s e n ta tiv e  

p o rtio n  f ro m  e a c h  c o n ta in e r . D ilu te  th e  

s o lu tio n  th u s  o b ta in e d  w ith  s u f f ic ie n t 

d is til le d  w a te r  to  o b ta in  a  s o lu tio n  

c o n ta in in g  1 m illig ra m  o f  c e f m e n o x im e  

p e r m il li l ite r  ( e s tim a te d ) . T ra n s f e r  4 .0  

m illi l ite rs  o f  th is  s o lu tio n  to  a  50-  

m il li l ite r  v o lu m e tr ic  f la s k , ad d  20  

m il l i l ite rs  o f  in te rn a l  s ta n d a rd  so lu tio n  

a n d  d ilu te  to  v o lu m e  w ith  m o b ile  p h a s e  

to  o b ta in  a  s o lu tio n  c o n ta in in g  80  

m ic ro g ra m s  o f  c e f m e n o x im e  p e r 

m il l i l ite r  ( e s tim a te d 1.
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(iii) S y s t e m  s u it a b ilit y  r e q u ir e m e n t s —  
(A ) T ailin g  fa c t o r .  Th e tailing  fac to r [T ]  
fo r the ce fm en o xim e p eak  is satisfac to ry  
if  it is no t m o re than  1.6 at 5 p ercen t o f  
p eak  heig ht.

(B) E ffic ie n c y  o f  t h e  c o lu m n . Th e  
e ff ic ien c y  o f  the co lum n (n) is 
satisfac to ry  if  it is g reater than  1,200 
th eo retic al p lates fo r the ce fm en o x im e 
p eak.

(C ) R e s o lu t io n . Th e  reso lu tio n  (/ 2) 
b e tw een  the p eak  fo r ce fm en o x im e and  
p hthalim id e is satisfac to ry  if  it is no t 
le ss than  2.3.

(D) C o e ffic ie n t  o f  v a r ia t io n . Th e 
c o e ff ic ien t o f  v ariatio n  [Sr  in  p ercen t) o f 
5 rep licate  in je c tio n s is satisfac to ry  if  it 
is n o t m o re  than 2.0 p ercen t. If  the 
sy stem  su itab ility  req u irem ents hav e 
b een  m et, then  p ro ceed  as d esc rib ed  in 
§ 436.363(b ) o f  th is ch ap ter.

(iv ) C a lc u la t io n s — (A ) M ic r o g r am s  
p e r  m illig r am . C alcu late  the m icro g ram s 
o f  ce fm en o xim e p er m illig ram  as 
fo llo w s:

M icro g ram s o f  R u X P ,X 1 0 0 x d

cefm en o x im e p er = ----------------------------
m illig ram  R sX C u  (100-L-S)

w here:

R v = A rea o f  the c efm en o x im e  p eak  in  the 
chro m ato g ram  o f  the  sam p le / A rea o f  
in tern al stan d ard  p eak;

R s — A rea o f  the c efm en o x im e p eak  in  the 
ch ro m ato g ram  o f  the  c e fm en o x im e  
w o rking  stand ard / A rea o f  in tern al 
stan d ard  p eak;

Pa =  C efm en o xim e ac tiv ity  in  the
cefm en o x im e w o rking  stand ard  so lu tio n  
in  m icro g ram s p er m illiliter;

Cu — M illig ram s o f  sam p le  p er m illiliter o f  
sam p le  so lu tio n;

d = D ilu tio n  fac to r o f  the  sam p le ;
L = P e rc e n t lo ss  o n  d ry ing  (d eterm ined  as 

d irec ted  in  p arag rap h (b )(4) o f  this 
sec tio n ); and

S= P e rc e n t so d ium  c arb o n ate  (d eterm ined  as 
d irec ted  in  p arag rap h (b )(6) o f  this 
sec tio n ).

(B) M illig r am s  o f  c e fm e n o x im e  p e r  
v ia l. C alc u late  the ce fm en o xim e co n ten t 
o f  the v ial as fo llo w s:

M illig ram s o f  c efm en o x im e  _

p e rv ia I R ,  X I ,  000

w here:

R u — A re a o f  the c efm en o x im e  p eak  in  the 
chro m ato g ram  o f  the  sam p le / A rea o f  
in tern al stan d ard  p eak;

R s = A rea o f  the  c efm en o x im e  p eak  in the 
chro m ato g ram  o f  the c efm en o xim e 
w o rking  stand ard / A rea o f  in tern al 
stan d ard  p eak;

P , = C efm en o xim e ac tiv ity  in  the
ce fm en o x im e  w o rking  stan d ard  so lu tio n 
in m icro g ram s p er m illiliter; and  

d — D ilu tio n fac to r o f  the sam p le .

(2) S t e r ilit y . Pro ceed  as d irected  in 
§ 436.20 o f  th is chap ter, using  the 
m etho d  d escrib ed  in p arag rap h (e)(1) o f  
th at sec tio n .

(3) P y r o g e n s . Pro ceed  as d irec ted  in 
§ 436.32(b ) o f  th is ch ap ter, using  a 
so lu tio n  co n tain ing  60 m illig ram s o f  
ce fm en o xim e p er m illiliter.

(4) L o s s  o n  d ry in g . Pro ceed  as 
d irec ted  in  § 436.200(a) o f  th is chap ter.

(5) p H . Pro ceed  as d irec ted  in
§ 436.202 o f  th is chap ter, using  an  
aq u eo u s so lu tio n  co ntain ing  100 
m illig ram s p er m illiliter.

(6) S o d iu m  c a r b o n a t e  c o n t e n t . 
Pro ceed  a s  d irec ted  in  § 436.364 o f  th is 
chap ter.

Dated: A pril 15,1988.

Daniel L. M ichels,

D ir e c t o r , O ffic e  o f  C o m p lia n c e , C e n t e r  f o r  
D ru g  E v a lu a t io n  a n d  R e s e a r c h .
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D EP AR TM EN T OF H OUSIN G AN D 
UR BAN  D EV ELOP M EN T

Of f ice  of  the  Assista nt Se cre ta ry for 
Housing— Fe dera l Housing 
Com m issione r

24 CFR  Pa rts 2 0 0 ,2 0 3 , 204, 213, 220, 
2 2 1 ,2 2 2 ,2 2 6 , 2 2 7 ,2 3 5 , 237, and 240

[D o ck e t  No. R -8 8 -1 3 5 7 ; FR -2 3 8 2 ]

M ortgage  Insura nce  f or the  Aile ge ny 
Re se rva t ion of  the  Se ne ca  Nat ion of  
Indians; Corre ct ion

a g e n c y : O ffic e  o f  the A ssistan t 
Se c re tary  fo r H o using — Fed eral H o using  
C o m m issio ner, H UD . 

a c t i o n : In terim  ru le; c o rrec tio n .

SUM M AR Y: O n D ecem b er 21 ,1987  (52 FR 
48197) the D ep artm ent p u b lished  an  
in terim  ru le en titled  “ M o rtg ag e 
In su ran ce fo r the A ileg eny  R eserv atio n  
o f  the Se n e c a  N atio n  o f  In d ian s”
(Se n e c a ru le). T h e  e ffec tiv e  d ate  o f  the 
ru le w as d elay ed  in  ac c o rd an c e  w ith  the 
leg islativ e  Tev iew  req u irem ents o f  
sec tio n  7(o )(3) o f  the D ep artm ent o f  
H o u sing  and  U rb an  D ev elo p m ent A ct 
(42 U .S.C . 3535{o )(3)) . By  N o tice 
p u b lished  o n  M arch  28 ,1988  (53 FR  
98691, the D ep artm ent anno u nced  the 
e f fec tiv e  d ate  fo r the in terim  ru le as 
M arch  26,1988. Th is d o cu m ent m akes 
c o rrec tio n s in  the te x t o f  the interim  ru le 
th at are  n ec essary  to  re flec t the fac t that 
an o th er H UD  ru le, p u b lish ed  b efo re  the 
Se n e c a ru le bu t no t y e t anno u nced  fo r 
e ffec t, co n tain s am end m ents to , o r ad d s, 
so m e o f  the sam e sec tio n s th at w ere 
am end ed  in  the D ecem b er 21,1987 
Se n ec a ru le. T h e  d e lay  in  anno uncing

the e f fec tiv en ess o f  the o th er H UD rule 
req u ires te ch n ical ad ju stm ents in the 
co n ten t o f  the Se n e c a rule. T h e se  
co rrec tio n s w ill n o t,chang e the effec tiv e  
d ate  o f  the Se n e c a ru le, no r w ill they  
af fe c t the o p eratio ns o f  the in su rance 
p ro g ram  o utlined  in that ru le.

EFFECTIV E D A TE: A p ril 25,1988.

FOR FUR THER  IN FOR M ATION  CO N TA CT: 

D o nald  B. A lexan d er, C h ief A tto rn ey , 
H o m e M o rtg ag e Insu rance D iv isio n, 
O ff ic e  o f  the G en eral C o u nsel, 
D ep artm ent o f  H o using  an d  U rb an  
D ev elo p m ent, Ro o m  9258, 451 Sev en th  
Stree t SW ., W ash in g to n , D C 20410, 
te lep ho ne (202) 755-7070. (Th is is no t a 
to ll- free num ber.)

SUP P LEM EN TAR Y IN FOR M ATION : The 
D ep artm ent p u blished  a f in al rule 
entitled  “ Tem p o rary  M o rtg ag e 
A ssistan c e  Pay m en ts”  o n M arch  5,1987 
to  im p lem ent a new  p ro g ram  autho rized  
b y  sec tio n  341 o f  the H o using  and  
C o m m unity  D ev elo p m ent A c t o f  1980. 
Se c tio n  341 am end ed  sec tio n  230 o f  the 
N atio nal H o using  A c t— the p ro v isio n  o f 
the A c t setting  o ut the fo rm s o f  m o rtgag e 
fo rec lo su re re lie f  av ailab le  und er H U D ’s 
sing le fam ily  insuring  au tho rities. W hile 
the M arch  5 ,1987  ru le (TM A P rule) w as 
p u b lish ed  as a f in al ru le, its e ffec tiv e  
d ate  h as b een  p o stp o ned . A cco rd ing ly , a 
c o n flic t h as d ev elo p ed  in the co n ten t o f 
the later-p u b lish ed  Se n e c a ru le, b ec au se  
th at ru le co n tain s am end m ents to  
c e rtain  H UD  reg u latio ns that w ere 
earlier am end ed  by , o r ad d ed  by , the 
TM A P ru le. Th e p u rp o se o f  this 
d o cu m ent is to  c o rrec t the Se n ec a rule to  
p erm it it to  b e  a freestand in g  ru le setting  
o ut all n ec essary  featu res o f  the new  
m o rtg ag e in su rance p ro g ram  autho rized  
und er sec tio n  203(q ) o f  the N atio nal 
H o using  A ct, p end ing  the e ffec tiv en ess 
o f  the TM A P rule.

A cco rd ing ly , the ru le p u blished  o n 
D ecem b er 21 ,1987 (52 FR 48197) (FR 
D o c . 87-29092) is c o rrec ted  as fo llo w s:

§§ 2 03.640, 20 3.64 5 a nd 203.654  
[Co rre ct e d ] • ,

1. A m end m ents o f  §§  203.640, 203.645 
and  203.654 (item s 12 ,1 3  and  14 o f  the 
p u blished  ru le, 52 FR 48202-48203) are 
w ithd raw n.

§ 2 03.350 [Co rre ct e d ]

2. In § 203.350 (item  8), the 
am end ato ry  lang uag e is co rrec ted  to  
read : “ Sec tio n  203.350 is am end ed  by  
reserv ing  p arag rap h (c ) and  ad d ing  new  
p arag rap h  (d ) to  read  as fo llo w s:” .

§ 203 .3 55  [Am e n d e d ]

3. In § 203.355, the re feren ce  in the last 
line o f  the in tro d ucto ry  tex t to  “ 203 658” 
is rev ised  to  read  “ 203.660".


