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our CMA-102 animals were described as being. slightly or.m ely ;

Day 15 of ‘the study. Emaciation was ohserved in two- CHA-lOZfand six faste
';rabbit at Week 4, buring the four-week extension perfod, the ‘CMA=102 rabbits
’exhibited a higher: incidence ‘and/or severity of staining in the ano=genital area.

d emaciation than did either control groups Two fasted animais were s1ight1y
maciated ‘on Day 36 of the study. = g
e _Rabbits treated with CHA-101 (vehicle controI) CHA» : R
{~hydrox1de, hydrochioric. acid and ultraviolet irradiation. developed erythema, .
satonia and- desquamation."‘he incidence and/or severity of thase findings were.

" most severe in the CHA-102 animals. Edema was evident in the vehicle controu,:ifi;,?;

" sedium hydroxide, hydrochloric acid and ultraviolet groups. Fissuring was
- avident only in the CHA-102 animals. Eschar formation occurred only in the -

':iv}group

~hydrochloric acid ‘treated animals. - Exfoliation accurreﬁ most severely. and/or

z,fffrequent1y in the CHA-102 rabbits. Exfoliation was also noted, to 2 lesser ,f"f»rv
. extent, “in the sodium hydroxide, hydrochiorlc dcid and ultraviolet wrradiatiOﬂ

7;nﬁtro1 ‘rabhits; while those of the rabbits dosed with sodium hydroxide,

7:;;{i1ydfech10r1c ‘ciu and ultraviolet irradiation were only stightly less than the
. untreated animals throughout the study. Rabbits dosed with CMA-102 exhibited

~ ‘the most drastic progressive: reductions in body weight which paralleled uhoserof,¢L '

"°'fﬁ,the fasted animsls, as evident by body weight decrements when compared to.

b5 vehic!e control and to untreated control values, = e
i “Foot: consumption of the CMA-152 animals was approxiwatelv ha1f tbat of’;ff
':,;ei*rer cowtr;l qroup: during the first two weeks of the study. From Day 19 to -

v'1 ;an 26, food censumption of these animals was gemerally comparable to or gfeuter:"”x

- than that of the CMA-101 animals.  Food consumption of the CHA-102. an1ma?s at -
o Day:-33 (2/4) and Day 36.(2/3) was reduced compared to the control. In general, - -
- body wexght gain or ioss of the CHA-102 animals. paralleled food consumption. . -
. ‘Water. consumpticr of the Fas?ed animal was general]y 1ess than °itner':;;;

17;?contro1 group up to Nay 28. -
5 : Hemoglobin, he matocrit and evythrocyte counts of the rabbits treated

»:fWIth CMA-102. and of the fasted rabbits were statistically gignificantly lower

'5ifthan conirol values after four: weeks of: test substance administration, “Hemo- 77 ,,

aglobin values remained Tower in the CHA-102 group than in either ‘control group-

 f , t the end of the extension period. Evaluation of the ‘differential leukocyte ,;i:ﬁ
';_{;cOLnts “revealed that nearly all. rabbits recei¢ing ClHA-102 (Group 111) and fasted
’f(uroup VII) rabbits dzsp1&yed one or more.of the following fipdingv ~anisocyto

eis pOikilocytos1s hypochromia and/or. polychromia after four weeks on test
" These 7indings were seei in only one or two control animals at this interval.,
“similar findings were .aiso seen: after the four-week extension period in the
- vehicle control group (Group I, CMA=101) as well ‘as in the CliA-102 and fast
rabbits with a proximateiy equal . cidence and severity, These findings wer

' reated control ani&al? {Group 11) at ghis ‘interval

:30 dy Welghts of the vehic]e contr01 animals were lowﬂr than untreated f}:iti




f : 5 male New land te r ‘andcmly dﬁstri

' into 7 group of 15 ’g;j - ],' sfin Lroup. ‘ sarved as the—,
ehicie control group (100% (w/v) CMA-101, 2 & “Animals in Group 11 -

‘as an_uatreated uncollared and unsﬁaved control group.- Animals in Group'

] 102 diluted to 25% (w/v) concentration with CMA=101, -

'eated w1th<reagentfgradeVSodium Hydr ,derd1=sol

roup at a dose volume
Animalf in Groap VI (1

,y=1ca1 obse v 5 D00
performed at. sppcifiad
' rded. 3




‘ , gy the ollowiug organ weight effects we
abbits ?aated with CMA-102 {Group 111) when compared o*the,
cleAcoquol;group (LMA«IOI Gvoup 1): Tower absolute veights of the
pididymides, testes and the prostate and: higher absnlute: kidney weig &
beseighanges in absolute argan weights were also accompanied by'concomitant
yes in relative (organ/body and organ/brain) weights. - Therefore, ‘they. wer; .
onsidered to be indicative of treatuent-related effects. After nine weeks of
“test substance: admlnlstra*ion the treatment-related effects on: reprodiuctive

?organ weights became more pronounced in the (MA-102 treated animals when' ‘**-f"=,%?
compared to the vehicle contral ‘group-as evidenced by reductions in the absolute

.and. relative weiyhts for: epldlaymldas ‘seminal vesicles, testes and prostate.

{5j_“.dnej weights (absolute and relative) of the LMA-IOZ rabbits remainad elevated,{7'i
- a4t Week 9. Differences in these reproductive organ weights between the vehicle

control and ‘the: untreated con*ro1 animéls at- Heek 9 were not as evident or-as.

"if';;gpronounced as they were at Week 4.

S ; Gross nostmortem examlnat'ons revealed that small testes dnd epwdidy-;
,-;r{wideQ were most frequently observed in the animals in Group VII, followed by
-~ Group IIl. Also, tha prostate gland was observed to be small most frequently e

“in the: anxmals in: Group V11, followed by- Groups: I and II1. With regard to the - 7

" treated skin, various: ‘abnormalities tabuldted prev1ouslv were obserwed grossiy.“;,i g

coo v Various comb'netlons of ‘these ovrurred most frequent!y in the animals ln hroups,}ﬁﬂ“»

‘”fl‘}IV and v, followed by Group 1. L , L SR R R

: R@suits o‘ the histepathologlcal evaauatlons of the *lssues taken at
yhe Neea 4 necropsy revealed mild non- 1nflammatory chunges present in the = =

'i, treated skins of the vehicle control {CMA-101) group and a few of ‘the rabbits

~receiving U.V.B. irradiation, Slight to moderately severe changes were. presengfj!

"1?*~;1n ‘the: t*eated sk1ns of the rabbits recelving CMA-102, sodium: hydroxide or

- hydrochloric acid, These changes wére more severe in the sodium hydroxide and
~hydrochileric acid. groups. “WNo_significant changes were observed -n the Sk1ns cf£¢jj;f

:'~:fijthe untreated control ‘and fasted groups of rabbits. - . - E R
- ' “Testicular changes cha*acterrzed by a: mod&vately sevnre dl"*se S

5;tubulae hypop]dSEG and aspermatogenesis, were present in itwo 0f the eleven -

- rabbits treated with 25% CMA=-102 (Group lII) “These ‘two rabbits had. d sTight dﬂdf:v,;i
.- moderate: hyper«eratos1s and moderate epidermai hyperpld;ma of the trsated,SKIn.—*,f
2 "The other nine: rabbits in this group had normal ‘appearing testes and ~ - A
jgg;iepzd1dym1des even. though the skin lesions were more. severe than Qbs&rved inthe -
oo two rabbits with testicular change *”Sev»ral uf the: ning r  bb1t$ had skin
.. lesions characterized b Vsevererh;perkerato node

i , 0. sev. ‘
'f'ﬁ'hyperp]dsld and*var"n degrees U at ,inflamn&tlon af the ‘epiderm
s h gvoups gf,rabbits eated wzth spdium hydroxide (Group V)

¥} h st severe skin lesions of all




, hof € r , ANG fourteen of

Y to. U VR, urradiation had nermal testes and epididymide
ctive and: normal spermatogeﬂesisc -

Skin- treatment with 'sodium b

ydroxide: and hydrocﬁ]oric acid resu]ted 1'
skin lesions: but no testicular changes nor any effect on suermatogenesis.
;;1ndicat1ng that stress from severe skin lesions did rot effect the' spermatogenicﬁ
“cycle of these rabbits in this study. These animals did not: exhibit a body
_weight 1oss,r,Tni@ sawe conc!usion pertaine te the ef‘ect of u.v B, 1rrad‘aeﬁon

on. rabbi‘.s° o SE L S e 7

i ' Results of the h1stopatho1ogiral eva?uatiens af the tissues Laken at
, ;;,theiextension necropsy revealed testicular charges, characterized by a moderate
~multifocal or diffuse seminiferous tubular hypoplasiu and reduced- spermato~,7;ar[,ia,£*
~+ - genesis, present in three of four rabbits treated with 25% CHA-102 - (Group I11).
- The: festes and epididymides of the other rabbit in this ‘group ‘were normal- witr
~.:an active and normal spermetogenesisg, A1 four rabbits in this group had. el
.~ mederate to moderately severe hyperkeratosis, moderate epidermal hyperplasia and';‘f,a;
~ - slight suppurative dnflammation of the treated skin. Three of the four rahbits - . -
< with testicular-chanzces were considered to be emaciated by gross exemination and: SN
~ exhibited severe. bouy weight loss. :
oo o A1) four rabbits in the group wh!vn was initiai?y fasted fo achieve

. a25% weight loss (Grawp VII) and then given food ad libitum during the four- '

- week extension period had microscopically normal testes and epididymides. The .
. degree of‘spermatogenesis appeared to be normal in one rabb1t and only slightly S
-';11reduced dn the other three r&bbita in this group. : i SR

ST In canc!usien, CMA-IDZ generaily produced the most Dronounced S
re;:,»;treatmentore1dted effects as evident by the findings of the in-life physi»ul and'lkif

- ... dermal -observations, body weight. food consumption, c¢linical 1aboratory studies BT

Cooand orqan weight data (with the exception of the fastad animals)

fee “Fasting of rabbits to achieve a weight loss of approximately 25%
;relativn to. ‘their initial body weight on Day 1 of the study, was effective in
disrupting the spermatogenic cycle of the rabbit and caused a diffuse ,1'
‘seminiferous tubular hypoplasia or ‘atrophy of the iestes in nine of’ eleven
;rabbit& with reduced spermatogenesis in the other two rabbits. - The applicatlon :
0f 25% CMA-102 to the skin of eleven rabbits resulted in similar testicular
"hanges 1n twu rabbits both 0., hich exhibited,the mos_”sewere bodyiweight los,_

P
'ight 1055 during the study had signifi

,,eprivef 0 and <ubsequent body'“
: ‘ ;ufiepermatogenesis of the rabbit and th

ffects on
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"'e‘lrd a concentraticn Q‘F 2% (w/v) Anima?s in )
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g ontaining't efappropriate amount of tes
bstance, which was_ applied to the clipped unabraded dorsal-
urface of the rabbits once daily, 5 days/week (Monday - Frid
up to the day prior to sacrifice. Dosing was based on the bo

weights from the first. weighing of each week. The test sub-
re app]ied with a: syringe and evenly distribute: [
tirring rod. - The backs:of*-

6zhours after exposure to remove
necessary. All rabbits in Groups I,
th E1izabethan collars to prevent oral ingest1

2>**'An1mals received 100% (W/V) CMA“IOI' :f*1§>

":'An1mals were Teft untreated and were

fﬂif; Anima1sf; ce1ved an appropriate amo'
~of sodium ?ydrox1de (reagent. grad$)i

jan approp
jac1d (reagen







For ﬂortaijty and Gross
’SIQWS of Toxjcologigror :

;Twlce daily, Au end PM =all anima]s.” .
Estimates of fecal quantity were. made

“i5]f 7da11y.

: Detavfed Phys.ual Eaam1~‘izij'5?;;g;;} ¥1rfﬂ S

= npations for Signs.of

;Louai or Systewic: fox%«;:f:”f;,r;v s
“city and Phdrmacologlc S oy

”Effects :

. *1fall anmals. :f,f'

:::i(Methodology and Referencnsp Appe“dix A)i,

:;fﬁfiRecorded pretest and ?xlweek, Just priorzi,,
“to the first, third and fifth dose of - -

'ffi;each week - Groups 1, I1T, IV, V and vx.Qrif[

Jo Body Meignt:

= ?(Methodology and References Append1x A){f' f

' ‘:Three times pretest and uays 1 3,5,8,

10, 12, 15, 17, 19, 22, 24, 26, 29, 31, .
. f ‘ 33 36 38’ 40 43 45 47 50’ 529 J‘I’,
b ; ;57 59 ‘and 61.,; ;: ' s

Food Consumptio

":ffi(Methodology and L'ef"er"em:es APPe“dlx A)

:i7Pretest*and ot the same jnterva]sfthat
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han did either controi group.a Two fasted animals were slightly;

',; Erythemaf generaiiy siight to moderate, was observed in Groups I

: ;(vehicie controi)‘ III'(CMA-IOZ), IV (sodium hydroxide), V (hydroch.oric acid)

':**??;and VI (uitravioiet irredia+ion) during the first four heeks of the s‘i:ndy.,V,A:V_f‘fj .

few,-nstances of extreme erythema were ev1dent in *he rabbixs receiving CMA-lOngii;

anl:uitraviolet exposure during th!s intervai Siighs erythemd was evident

VV'J"f}in the vehicle control animals whi]e s]ight to extreme erythema was noted in

'r;the:CMA-IOZ rabbits throughout the exten51on period

;;Edema was present in severai Group I animais during Neek 4 in severai;it,p

"5ﬁ fGroup IV animais during the first two weeks of the study and in one Group V

:'7:Eirabbit during Neek 1 Most of the animais 1n Group VI exhibited edema at ieastﬁ

o ;once during freatment.1 Edema was not evident in Group I or III during the




. Slight to extreme, bt generally sif

 was al so evident in most of the rabbits tr a ted with

ra te Vanrd;féxfrgfné' 1in most of

ssuri ngwas not evi dent {













7'so accompanied by concomitant changes 1n re1atfve ;i?i’

ifgan/br;in) weights. ;*herefore, they were. considered to be

,71ated effectse However when compared to the abso1utefi¥,;ﬁf
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,1ggroups at the end of the ex’” 5

":ﬁdays'a' &




_,Graup(VII, followed by Groups I and 111.% Nith regard to the fﬁ

"ated Ekin, various abnormelities tabuiated previous‘y were observed grossly.r

inr, urrcomblnations of these o»curred most frequently ln the dnimals zn Groupsi?f;:'k

ﬂLV and V followed uy Group II

iOther gross postmortem findings occurred sporddically, their relation-iiffr

»Shlp,ﬂlf anv' te tha type of trea&rent to whzch the dn1mals were subJected was f'i

Resules of the hlstopathologlcal eva%uations of the tissues taken at
V,the Neek 4 necropsy reveeled m!ld non 1nflemmetory chenges present 1n the

;:tredted skins of the vehlele contrdl (LMA-lOl) group and d few of the rabblts

1rece1v1ng U V B.Vtrredletlon. Sl1ght to moderately severe changes were presenteifie

flnithe treated skins of the rabblts rece1v1ng CHA-IOZ sodium hydroxlde or 7
fhydrochlortc ac . :These changes were more severe 1n the sudium hydrox:de dnd i’
'hydroch‘ori ac1drgroups.ﬁ No slg;ichent changes were observed Jn the sktns off{

the'untreated con+rol and fested grounq of rabblts.;;51°";







)énd then 91 ”en ‘IgQO ﬂd ]'lb'ltu*ﬁ durlng the fOU?‘- 77 S

"'croscopically normal testes and epidzdymmes.' The
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