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• tudy Numher5165I 

APPENDIX G: INDMDUAL ANIMAL WEEKLY BODY WEIGHTS 

PRODUCT IDENTIFICATION 

Silk Fibroin 

000700 

GRAS Notice (GRN) No. 1026 Part 5 Appx. G.4 Subsection Appx. G-P 
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Study N umb_er 51651 

lrd'Nidual Animal Boa, Weigtgs 
PSL!iliJ<fy NL1!1ber51651 - A28-0ay01111 Gavege To:ri~ st.,Jj ,nR«& 

S.ic Male Bod;weight (Q) 

0 Darts) Relalive 
lllglllglda<y toShr1Dite 
Gfoup t 

1 B ts 22 29 l) 

I 

7001 2~ 282 I 330 382 428 399 
7002 
7003 

222 
22ti 

27t 
~ 

I 326 
314 

371 
13« 

410 
.¢07 

380 
360 

7004 
7005 
7008 

~ 
245 
2l!O 

273 
275 
245 

I 
I 

322 
365 
320 

3'12 
42:3 
374 

389 

481 
441 

™ 
444 
m 

7007 235 283 326 J/1 436 402 
1000 
7000 
7010 

212 
2SO 
24'.l 

266 
3)4 
'301 

I 
316 
350 
352 

365 
401 
409 

380.2 

406 
.134 
454 

428.6 

379 
404 
43'2 

394.4 Mean 231 .9 276.6 332.1 
so 12.5 17.3 17.4 26.5 26.9 28.4 

N 10 10 10 10 10 10 

000701 



125 
mgA<glda; 
6rClll!)2 

7021 
7022 
70Zl 
7024 
7025 
7026 
10'[/ 
7026 
7029 
7030 

1 

2(7 
223 
226 
212 
225 
241 
221 
239 
248 
240 

B 

289 
291 
283 
257 
210 
Z,6 

276 
287 
288 
;,gs 

Day(t) Relallw 
IDS11ft0ao 

15 22 

333 »I 
"339 m 
327 3111 
295 338 
311 364 
3-W 380 
326 389 
336 338 
331 :380 
337 374 

'29 

397 
4J1 
413 
374 
395 
413 
440 
403 
42Q 
410 

I 30 

371 
412 
379 
336 
372 
-:m 
420 
383 
389 
384 

~ 

so 
N 

232.2 
12.3 

10 

282.2 
11 ,6 
10 

J27,5 
14.2 

10 

3728 
15.6 
10 

410.1 
18.7 
10 

383.7 
n.1 
10 
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Srudy Number 51651 

Ind- idual Anin.i Bocf/ Weigh 
PSL SRi<t; ~bet ~1651 -A 28-0ay ~ a ... T~clfy stittr in R,o 

000702 
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mg,l(glday 
G1"'4)J 

1 8 

01)(1)Relelive 
luSlatDli• 

IS 22 2!l Ji 

7041 240 2!15 340 391 430 406 
7042 239 293 346 399 430 408 
7043 224 m 344 390 420 > 407 
7044 211 260 324 369 4lfl 383 
7045 226 265 315 344 393 352 
7046 2~ m 346 391 436 395 
1041 230 282 rn 355 3~ 373 
7048 'l5J JOB 357 401 440 409 
7049 243 290 340 :In. 423 400 
7050 217 'lfil 315 3'i9 3!!2 364 

Mean 
SD 
N 

233.0 
13.6 
10 

264.5 
16.0 
10 

335.2 
144 

10 

379,1 
18.9 
10 

416,6 
IM 
10 

J'il9.7 
20.6 
10 
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Study Number 51651 

lrd,i!Clua( Ani!J'al Bo<tf Weig-ls 
PSL SllJdy NLmber ~ !6S 1 • A 2B-Oay Ora Ga•eo• Tcxicily Sludf in Rats 

000703 
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Study umber 51651 

~ l.18)1•) Relative 
m~glday toSla1D~• 
Grot4> 4 

1 8 
I 

15 22. 29 00 

7061 211 269 327 376 419 385 
70o, 244 312 359 413 447 415 
7063 250 306 358 400 435 409 
7064 232 303 367 ol20 4e6" 419 
7065 
7066 

233 
225 

292 
279 

334 J!e 425 
329 375 I 425 

402 
388 

T()lj/ 240 2'.lO 340 395 447 413 
7068 
7069 
7070 

223 
217 
242 

21!5 
160 
303 

I 330 391 459 
303 355 396 
361 415 463 

406 
370 
427 

so ""'"" 
231 ,7 

12.6 
289.9 
HIJI 

340.8 
20.1 

392.6 
20.5 

438.2 
22.3 

403.4 
17.5 

N 10 10 10 10 10 10 

lndl/icul! Animal Boa, Weigl'Cs 
PSL SliJdy N,,rnbor 51651 - A 28-0ay o .. , GSllage Toxicily SIUdy ill R.t~ 

000704 
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Study umber51651 

1.-6.ldulll Al1ma Body Wl!igt1, 
PSt.Shnt/ Nunber 51651 • A 28-0ay Ors Gavage To<icity Sludy "' Rn 

S.c Female Bodyweigtt (g) 

0 
~day 
Group 1 

1 8 

Day( t) Roi.live 
lo Sta!O.• 

15 I 22 
I 

29 
I 

31 

701! 
7012 

181 
200 

208 
220 

220 
242 

I Zl8 
270 I 

245 
282 

233 
261 

7013 200 111 221 235 245 228 
7014 215 240 270 280 

I 
295 27 4 

7M5 222 240 255 271 282 266 
7016 
7017 

225 
197 

248 
w 

247 
247 

275 
254 

279 
253 I 275 

249 
7018 100 207 228 239 250 232 
7019 206 224 255 2li9 275 253 
7020 198 224 247 245 280 247 

M!tan 
SD 
N 

20U 
13.9 
10 

224.J 
14.2 

10 

243.2 
16.0 
10 

256.3 
17.2 
10 

268.6 
18.4 
10 

251.5 
17.3 
10 

000705 



125 
rng,1(!)1<18)' 
Group 2 

l 8 

Rclatiy,, 
lo ShrtDelo 

15 22 29 31 

7031 !BB ~1 213 224 238 "201 
7032 209 131 2li7 'll3 ,05 284 
7033 203 212 232 246 256 244 
7034 226 240 260 266 184 262 
7035 206 232 250 257 269 250 
7038 11l6 208 220 21s 230 220 
7037 197 207 223 241 250 238 
7038 212 Zl4 243 '270 200 262 
7039 123 250 2BJ 301 320 291 
7040 191 211 21B 231 238 225 

Mean 
so 
N 

204.9 
12.8 
10 

222.6 
16.7 
,o 

240.9 
2l7 
10 

252.4 
26 1 
10 

257.0 
JO.I 
10 

247,7 
28,2 

I 10 

uav1,1 

DocuSign Er11 ~ ID: 08102655-6O6A-4B51-AF2F-A7160609C8AD 

Page 203 
Study umber 51651 

lrdioidual Anmel Boilf We,Jj.s 
PSI.. Si1JdyNllnber51651- A2Wey0ra Gavage Totiot, Sll4tinRal• 

S.,,c; Female Body1W>glt (g) 

000706 
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Study Number 51651 

l~illldll!II Animal Bod/ Wri_gtts 
PSL 51!..df N\mber 51651 • A 28-0sy Oflll Gawge Toxicity Sl..ty in Rat• 

2:11) 
m~gldsy 
Gto111>3 

7051 
71»2 
7053 
7054-
70~ 
7055 
7051 

7058 
1059 
1060 

1 

210 
217 
234 
199 
194 
187 
2(IIJ 

202 
200 
100 

8 

234 
243 
,lj8 
2'22 
217 
200 
Z!J 
217 
231 
219 

I 
I 
I 

I 
I 

°">1•JR•lnv• 
lllSt1!1Dite 

15 22 

248 253 
271 291 
268 287 
247 ~ 
231 ~ 
212 Zl1l 
233 ~ 
237 2~ 
237 258 
225 m 

I 

29 

282 
306 
301 
283 
262 
2&, 

271 
249 
262 
242 

a, 

259 
'l\19 
280 
270 
250 
218 
251 
239 
252 
230 

Moan 
so 

N 

205.3 
13,3 
10 

220,4 
16.0 
10 

241.5 
1ao 
10 

257.0 
19.9 
10 

269.3 
23.9 
10 

253.8 
2L9 
10 

000707 
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Study umber 5 l 65 1 

lr,<fividualhim;j Boct, Wti,IJ',o 
PSL Study NlJTiber 51651 -A 28-0ay On,I Gavage Toxicily SIUdy in Rita 

Sex: N!fflale Bodywelgtt (g) 

500 
~day 
Group 4 

1 8 

Day\•) Relative 
loStiriDale 

15 22 
I 

29 
I 

31 

707! 207 217 248 268 ! 304 267 
7072 218 230 261 290 311 276 
7073 169 200 218 240 248 229 
7074 
7015 

195 
213 

212 
237 

222 
250 

235 
258 

24< 
264 I 232 

261) 
7076 206 235 242 2155 m 2541 
7Qn 197 214 232 239 211 244 
7078 200 216 234 237 257 242 
7019 229 246 266 297 305 281 
7080 21)5 207 m 238 253 240 

~ 
SD 
N 

20S,9 
11.8 
10 

221.4 
14,8 
10 

239.7 
16.2 
10 

255.7 
21.5 
10 

213.2 
25.3 
10 

253.3 
19.2 
10 

000708 



DocuSlgn Envelope ID; 08102655-6D6A-4B51.-AF2F-A7160609C8AD 

Page 206 
Study Nu'!lber 51651 

APPENDIX H: INDMDUAL ANIMAL MEAN DAILY BODY WEIGHT GAIN 

PRODUCT IDENTIFICATION 

Silk Fibroin 

000709 



0 
mglkg/de/ 
Group 1 

1-.8 

Oey(a)llela!N• 
lo Start Dalo 

8-16 15-22 22-29 

7001 5.0 
7002 1.0 
7003 5.7 
7004 ~.1 
7005 4,3 
700li 3.fi 
7001 6.9 
7008 7.7 
7009 77 
7010 u 

6.9 
7.9 
6.9 
70 

12.9 
10.7 
6.1 
7,1 
6,6 
7,3 

7.4 
S.4 
4.3 
29 
B.3 
7.7 
9.3 
7,0 

7.3 
8. 1 

6.6 
&.6 
9.0 
6.7 
8.3 
9:li 
M 
5.9 
4.7 
6:4 

Me8l1 
Sil 

N 

6.39 
1.52 

10 

7.93 
214 

10 

5.87 
1.93 

10 

6,91 
1.55 

10 
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Study Number 51651 

ln<ivi<ilal Anmal Me&n O.Jy Body Weig,! G~n 
PSI. Stud-/ Ncmiler 51651 · A 28-0ay Oral Gavegc Tot/city Stooy In ~Bl~ 

S.,c ~lo Mean De~ Body Wl!ighl Gain (It~) 

000710 
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Study Number 5 1651 

lrdvi<Ul!I Anmal Mean Oai'lf Body Weiit,l G~n 
PSI. Study NUTibor 51651 • A 28-0")' Ot11Gavoge lO)'iiily Stu:lylnRals 

S.,c Male Mun Daiy Body Wolghl G"ain (!,'day) 

125 
111g,1(glday 
Group 2 

1- s 

Oay(a) RelO!Ne 
lo SIEIII Olt8 

8- 15 15-22 22-29 

7021 6,0 6.J 4.4 4.7 
7022 9.7 6i9 7.7 5.4 
7023 8,1 63 7,3 5.0 
7024 8.4 6.4 a, 5.1 
7025 6A 5.9 7.6 4.4 
1026 7,9 6.3 5, 7 4.7 
1(1}.1 7.9 7.1 9.0 7.3 
7028 6~ 7.0 4.6 5.7 
7029 5,7 6.1 7.0 5.7 
1030 6.4 7.4 5.3 5.1 

Mean 
so 

N 

7.1 4 
123 

10 

6.47 
0.62 

10 

6,47 
1,49 

10 

5.33 
Q.81 

10 

000711 
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Study Number 51651 

!nci\1dJaJ Ar/rnol Moan Dai1 Body l'l•iit-.! Gan 
PSL study ~tier 51651 -A2S-Oay Orol Ga,,age Toxicity study In Rel• 

Sox: Malo Moan Daily Bod, Wolgtit Gain (9"dll1) 

~5(1 D•Y(•I Relati..e 
l!l!l'l<o,lday loS'911Da1e 
Group 3 

t-8 B-15 15-22 22-29 

7041 7.9 6;4 7.3 5.6 
7042 7.7 7.6 7.6 4.4 
7043 BJ 8,4 6,6 4.3 
7044 1.0 9.) 6.4 5.4 
70'!5 5,.6 7,1 4.1 7,0 
7046 7,6 6.6 6.4 6.4 
7047 7.4 6.1 5.7 4.~ 
7048 7,9 7.0 6.3 5 .. 6 
7049 fi7 l.1 6.0 5.9 
700) 7.1 6.9 6.3 4.7 

Mean 7.36 7,24 5.27 5.36 
SD 0.84 0,92 0.93 0.93 
N 10 10 10 10 

000712 



~ 
m~g/d8/ 
Grnup4 

f .... a 

Day(•) Rehiive 
to Start Oat& 

8-15 15---+22 
-
22-29 

7001 8.3 8.3 7.0 6.1 
7052 97 6,7 7.7 4,9 
7063 8,0 7.4 6.0 5.0 
7064 101 9.1 7,6 6.8 
7065 8,4 6.0 7.4 5,6 
7066 1.7 7.1 6.6 7.1 
7007 7.1 7,t 7,9 7,4 
7068 8,9 6;4 8.7 9,7 
7069 B,1 61 u ~9 
7070 8,7 83 1.1 6,9 

Mean 
SD 

N 

8.31 
117 

10 

7.27 7.40 

1.03 0.74 
10 10 

6,51 
1,.t2 

10 
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Study Number 51651 

ln<hi wal ArimNI Mean O6iy l!o<ly Woijll Ga,, 
PSL Studt Nunbe, 61651 • A 28-0ay Olli Gev113G T01lc:ity stwr 111 Rais 

Sex: Ma:e Meun Oal( Body Weigh! Gan (g/da/) 

00071 3 
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Study Number 5 1651 

lndr.i.,_.,I ArilTlil M""" DIiiy Body Wolg,1 Gain 
PSI. Stlidy Nunbor51651 -A 28-0ay Oral G""~ Toxicity Slody in Rab 

Se Fema Moon Dally Bocfy Weq,t Goin (g/day) 

0 
mg.Jkglday 
Group I 

1-a 

Day(o]Relrtive 
to Sia~ D ... 

8- 15 15-22 22-29 

1\111 3Jl 1.7 '2.J' t] 

7012 1.7 11 4.0 1.7 
7013 u 1 4 20 1,4 

7014 l6 4.3 H 21 
7015 2.ti 21 2.3 u, 
7015 3.3 -0,1 4.0 0,ll 
7017 3-4- 3,7 I 1-0 -0,1 
7018 2.4 ao 1.4 1.7 
701!1 
7020 

2.6 
JJ 

4.4 
3.3 

I I) 6 
-0. 3 

23 
5,0 

Mean 
SD 

ill 

'll!T 
0.82 

to 

:l.70 
1.42 

I 10 

1-!!7 
!.37 

10 

1.76 
1,:;5 

10 

000 714 
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Study Number 51651 

lruivid.r.11 Arimel Meo!> Daily Body WO!.tjn Gan 
PSl Study Nllnber51651 -A28-Day Ord GavQQe Toxicily Study in Rito 

Se~ Female Mean Defy Body Weighl Ga11, (g/day) 

125 Oay(a)Rel,wo 
111g,-l<g/c1Sf to Start Date 
Gsoup2 

1-a 8- 15 15-22 22 -29 

7031 1-9 1-7 1.6 2.0 
7032 3.1 51 09 4,6 

7033 1.3 2.9 20 IA 
7034 20 2.9 0.9 26 
7035 3.9 28 , 0 1.7 
IOJli 1.9 1.7 -0.7 2.i 
1037 14 23 2_6 1.3 
7038 31 I 3 3.9 14 
7039 39 4.1 2.6 2.7 
7040 2.9 10 1.9 1.0 

Mean 2.53 2.61 1.64 2J)9 
so 0,96 1.38 1.25 103 
N 10 10 IO 10 

000715 
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Study Number 51651 

Se Female MoartDaqllodyWeight Gan(g/day) 

25(1 
m~da, 
Grnup 3 

7051 
7052 
1053 
7054 
7055 
1006 
10la1 
1oo8 
7059 
7060 

l -s 

3.4 
3.7 
3.4 
3.3 
3.3 
1.9 
2.1 
2,1 
3.6 
3,3 

Cay(•) Relaliloe 
loSbr!Dat. 

a ... I~ 15-22 

2.0 0.7 
4.0 u 
1.4 27 
3.6 2. 6 
2.8 1, 6 
1 7 23 
14 2.9 I 2.9 Q.4 

09 3.0 
0.9 2.1 

I 

22-29 

41 
2.1 
2.0 
2.6 
1 0 
1 U 
2.1, 

1.3 
0,6 
0,3 

Mean 
so 

r-i 

l 01 
068 

10 

2.16 
1,11 

10 

2.21 
0.91 

10 

1,76 
1,16 

10 

lnd,\<iJal Alirnal Moan D•ily Body W!igil Gan 
P.SL Sfiidy NUT1be/ 51651 • A 28-llay Oral Gavege Toxl<Uy study in R.(1 

000716 



)111) 

mg,l(~dir; 
Gt"'-!'4 

1-8 

Day(•)Reiat,,• 
\Q Shirt Dste 

8-15 15-22 22-29 

7071 1,4 41 3.1 51 
7072 17 44 27 4-4 
1073 16 26 31 1,1 
7074 24 I.A t 9 I 0 
7075 34 19 t1 0.9 
7075 4-1 1.0 13 1.7 
1017 2.4 2 6 1.0 4. $ 
7078 2 3 26 04 29 
7079 2 4 29 44 11 
7080 0.3 21 1.7 2.l 

Mean 
SD 
N 

221 
1.07 

10 

2.61 
1.07 

10 

2.29 
1.25 

\0 

2.50 
1.65 

10 
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Study Number 51651 

lndvirual Arimal ll.4i!al Daily &,ty W•fg,! Gan 
PSL S1IJdy Nt.rnbet 516S1 • A 28-0ay Ora Ga•ICI• To11C1ly Study in Rais 

S~ Femak Mean Daily 6o;ly Wolghl Gain (!1daJ) 

0007 17 
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Study Number 51651 

APPENDIX I: FOOD CONSUMPTION BY CAGE 

PRODUCT I DENT! FICATION 

Silk Fibroin 

000718, 



No In Fron: 6 8 n 15 20 22 17 
Gr-crup .Se:11. Cage c~gi, To: 6 u lS 20 22 27 29 
---- ------- ------ ---- ------- - - ------ -- - - - - - -- --- -- - -- ------- . . ,. ------ - - ... . -.. 

2 :U . !! 24-, 5 27 . l n .s 29.9 20.8 Jll. 3 27 .8 
2 24 .2 2~L] 2S . 6 28.3 25, 6 24,8 2~. l 24.8 
2 26 , 3 l~.e 29.l 33 . 3 H . 9 28 . 3 B., H.8 

• 2 23.8 24,ti 25 ,4 28.5 28 , 2 29 . ) 38. S 2/.J 
s 2 27 . 4 .21~ S 29.4 38. 8 28.S 28. 5 29.6 29 . s 

l<ean lS , 12 23.60 27 .•• 29.70 28 . 1111 2/.50 2g • .!!0 2-8.20 
S.D. J.63 ) , 85 1.93 2.29 2 . 31 1.79 2 . 51 i.Ol 

N 5 s 5 s 5 s 
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Study Number S 1651 

food ConsU11pti0r1 by Cage 
P'SL Study Nu/lOe.r 516'51 - A 18-Day Oral Gav~ge rod cl ty SttJd)' in RiJU 

• RutJlt to .IJ!ft nas ;:in assod iltN:l co.ilPl!:nt or Mrki!.r 
food C0f1si.i;a;, t itnt urilts are g/aniJQJ/tJay 

Group 1 B "!!/ta/ d•y GNl"P 1 Group 2 125 'lg/tg/day Gro.p 2 
G""'P J - 2se "'8/k;vtllty 61-.;yp 3 .,..,,p 4 see "i/tg/day Groap 4 

000719 
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Study Number 51651 

Food Con>'""f>tiO'l by C.g,e 
PS\.. .Stud), N-.111.he,- 516~1 - A 28--~ oraJ Gavage Tc>)dC:icy Study in llill"S 

Day m.tler.i relative to Star""t Date 

~o l11 froa: 1 8 u l.S 22 27 
Gr~p Sc'X cage- Coge To: ' 6 13 15 20 21 29 

11 2 25. I 25 ,lt 27 .6 19.e a .e 23 .5 27. 9 2,.s " l2 2 :2.5 .& 26, I 26 . 4 28 . 3 27 . 9 2.8,3 28 . 5 27.5 
H 2 26. 1 27 . 5 21 .e ,e,e ;2. 1 26.S 29,8 21.e 
14 23.2 24 .5 25.6 27.8 25 . 1 23.8 26 .4 26.8 
l S 2•.4 23, S 26 . 9 29 . 8 27 . 0 :u; , e 27,l zs.e 

Kean 24 . 811 2S.S9 26. 711 28.95 ; s. 2& 26. ee 27 .94 25 . lte 
s.o. 1.ee 1.55 9,75 8 .96 2 , 39 2. 38 1,31 1.68 
M s ~ s ~ 5 s 5 5 

• • Ae~ult r.o left bas 11m ll.!sociate:o c_e19111.c11t or r,,ar~f:!r 
FOOd c:ons.ua,pdon units. are g/afllllil l/ (tdy 

Group l - e "!!/kg/day Group 1 Group , - 125 •g/~g/day Gro•p l 
Group 3 - 258 q/kg/day Gro\llJ 3 Grwp 4 · ~88 •g/kg/Oay Gro•o 4 

000720 
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Study Number 5 165 I 

Food Con,..,,oti0(1 by Cago 
PS.L S.t..utly Nurnbr:r Slli.5~ • ,. 28•Day Oral C:aVBie 1ox:idt)" Study In Rats 

Diil.)' nu11btr:, relat ve to Start D~tc 

No 1n From: t 8 1l 15 28 :12 21 
Groups~ ca10 Cai,, 10: 6 13 15 29 u 27 29 

-----. - ..... ----· ·- ...... -
ffl ll 14. 4 18.; 17. 7 19 . S 1?.1 27 .~ 28.4 25.B 

22 11 1 7 2'.0 29 . 1 ll.s 30. 7 28.1 311.3 29 . 0 
23 24. 2 25.0 27 . 4 28.0 27. l 27.l 27 .J 2S.l 
24 27,9 28. ii 3a,s 29.6 21.s 28.6 27 ,8 
l5 24.4 22.8 27.0 10. ! 28 .0 27 .s 29.9 27 .8 ~··· 

Mean 15 , 72 16. l0 28.16 le.JS 28.54 ~7.fiS l.8 . 86 :z_7 .ss 
5.D. 1 .90 l.42 1 .48 2 . 01 1.56 e. 18 1.28 1.SJ 
N s 5 ~ s > s s 

'"' - Re'!i.ult' to l c:ft tu,, ar, as~oci.~lr:d c.oeacnt or nMtr·ker
FDDd LOO!IIIJfflPLion unlts arte g/0111~1/day 

G"""P 1 e q/ka/doy Grouo 1 r,,..,.,p 2 12 5 ~R/kK/day Group l 
Group l • 2S0 "1!/kg/d•y GN>u~ 1 Gr oop • see •IV k~/dlly GN>up 4 
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(OOd (onstnpticn i:l'y C11ge 
?SL -Study Nu1'1lcr 516Sl • A 26-Qay Oral G•v•~· to.id ty Swdy In ijOtS 

Oay (hJSlber.s reiativ~ to S-cart 0'9te 

No lo frtn: 6 8 u lS 20 12 n 
6rroup ~D. cage Cage To: 8 B " ~ a 27 29 • ----------·- _., __ _,_ ------ . --- ··· ---- . ------ ······-·- · ---

n 2 l6.6 39.9 29 , 2 .l9. 8 28.9 3a . l 30 .~ 27 .5 
-;2 2 28.-4 19 . 0 30 , 5 H.8 29 . 6 38.5 32. ~ 28.l 
33 2 25. 9 26 . ! 27 , 7 1.8,5 28.8 26.8 29.e 27 .S 
3,4 2 2s. 0 26.a 27 . 1 26.8 3e.o '>I.:J 31.i 32.a 
3S 2 24 ,9 l7 ,3 28.i 29. 3 29 . 7 38.0 30.9 30 .8 

folOao 26. 16 l7,9S 2B . 56 29 , 38 29 . S2 29,Ee 31), 90 2~. l> 
5 , 0 . l.A3 1..4..7 1.30 2, 29 e. 1, 2 . 97 1.28 2.32 , ~ • ' 

• • ~~su l -:: 1:0 l ef't 11.as an associa"tcd ca.iiaen QI"' l'll:arke.r• 
fUOd cons-Uff1Pt 1un uni't:~ are g.laniaal/4.Jy 

G-p I • e llt;ilog/day Group l Group l US "11/kg/~•Y G...,up -' 
a..,,..p 3 - 250 "'1!/~g/day Geoup l Group 4 sea 111£/kg/doy "'""" " 
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Food ConsU11iut1on b1- cage 
flSL S1:u<Jy NJlltler SlbSl · A 28-Day Oral Gavagt' 10:icitity St1.11Jy tn R\lts 

Day n!fflbers ,-el.Alive to StBrt Oatv 

M> In (-rOft: 1 6 II ll 15 26 22 27 
Group Sc-. C.Ogo toge To~ 6 8 l3 l'i 20 21 27 29 

.. -. . --------
le.; 26~ \ 28, 7 22.8 20.8 29,S 22.~ )9.1 • 

1 • 2 19.8 19.S 211.1 22.a 20.9 19.8 26.4 :ie.e 
2 22.e 19.3 22.9 21.) 21.& 19 . l 22 . 1 18.8 
2 "18.6 17.'J 18,6 20.0 17.8 17 .5 17, !J 1 ) .' 

18 2 21.4 22.8 22.l 24.i 28 .J 17 .] 28.6 20.8 

1"11:!.Jf1 211-42 19.7S 28.88 22.2e 20. 28 18 ... 85" 29.60 1B.61i 
S.D. 1.34 l. CQ 1.69 1.62 1.4& l , ~2 1.76 1.97 
N 5 s 5 5 s • 

• ... Aes-ult to left: has an i:lssoc1atf!li ~nt or ni.i!rker 
FoocJ consu~;.1ori ~111w. c1re g/aob.GL/daiy 

Groi:.tp 1 - e G!8/1qy'day Gro1JQ l Gro.Jp 2 - 12S 19gfitg/di1)' G('OIJp l 
Gruop 3 • 250 •g/kg}day GroUD 3 Gro-Jp 4 · 500 <>g/kg/dai, Groop 4 
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No rn Fl"'OIJ: e tl 15 ifl 22 ~7 
-Grioup 5ei Cagt! Ca(!tl To: 11 lS 20 22 27 19 

.... ...... .. 9 ... ...... -,•- · -••-. -- -- . ·-· .. . . -- ... ·-. -- ·-··· . .. ··- ·---·-••· · .... 

f 16 llt,6 19. S 19 ,8 n .0 19,5 11.D 19 .1 20.3 
17 l0 .8 20.S 21 .2 2,1 , 8 21 ,2 \9 . 8 21.0 18.8 
18 18.6 1R.0 19,l. U.8 18 . 1 ll.3 1,.e 18.S 
19 20. 1 1ft , ~ 20,9 22.S 21 , 4 20,0 :U,6 18.S 
20 ,e.0 l8 i .!! 2e. 2 22.8 28.S 1.8.5, 21.0 18 .S 

.... .,, 19,62 18. 9e, 18 . 24 22.9S 4:9 . 14 17.18 211 .21 18. 98 
s.o. 9 .98 0.95 8.84 1.&'i 1.,6 2. lb 2 ,09 e.15 
N s s s s s 5 s 
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• • Rf!:'4ult tCJ h!ft ~s an associilte4J com~nt or 11arker 
fOOU co"~ucptio[l W'llt.s aN. g/.rnl,r.i}/day 

Group l - e ~&/kg/d,v Group I Group 2 125 ~a/kg/day G""'P 2 
Grouc 3 • 250 •8l•g/d•y Group 3 Grouo • • 580 ~g/kg/day Grouo 4 
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PSL St udy Nun,ber ~1651 · A W · Da)I ora l Gava,e Todclty St1111y In Rat > 

No tn fr011 : 1 6 8 H lS 28 22 27 
Group Sex Olge Olge rn : 6 8 13 l S 211 22 27 29 

.26 2 l.2 . 2 11.S 22 ,6 23. S l.2.3 28.8 22. 1 21. 3 
27 2 2tl.3 21.l 28 . 9 21 .S 28.i 18 . 8 20. 9 20 . e 
28 2 18.4 18. 3 18 ,9 22 . 0 19 . 6 2&. 8 211 . 6 18.5 
19 2 19.8 19.0 19 . 7 20.3 1-9,:; 18.8 28. S 16 . 8 
30 2 1a ., 17 . S 18 .8 28.0 18, 3 18 . & 18 . 3 11 . e 

19 . R8 19 .58 .28 .82 21 . 45 19 . 96 19 . 10 20 ,68 18 . 78 ""'·" l. 51 1.49 5. 0 . 1.19 l. 79 1.42 1.23 1 ,57 1.93 , N s s s s s 5 
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• ~ fic5-Ult to left hes aiu asiOciated c011Ent: or 111:;1rker 
~000 CO"SUaltiOP1 un1 B i:l1"'1! 11/ani.m.ll/dd~ 

G....,, I - e "1!/~g/doy Group I Grwo 2 125 mg/~g/day Group 2 
Group 3 - .2~9 /",;i/~y Group '! Grvup 4 - 560 "'l!li<&/day Gro.,p 4 
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food Cons..,.pti0<1 lly Ca1c 
a,st. SturJY h'Ufliher 516Sl. • A .28 •U.ty Or-d1 6.WJfl;~ To~lclty St:uUy lri f\ttt;S 

Oily null\bPrs f"t'lative to Sare Oace 

Nu ln FNlOI : 6 8 13 15 20 21 27 
Group Sell a,ge Co ge To : 8 13 15 28 12 77 ~ 

··- ··-··· -- -·-·· · .......... -· --- ................. ---
36 2 n .1 11 , 8 21.S :zs.e 21 , 8 25,& 2A , 8 21 . 8 
37 2 18 . 7 18,5 2e . 1 2'1 . 3 21 . 8 19 .1 28 . 9 19,S 
l8 2 21 . 6 22. 5 28. 9 24 . ij 21.6 19 .8 22 .5 21. 3 
l9 2 28. 3 21, 5 19 , 7 1.4 ,S 28. 6 17,S 21 , S 23. 3 
40 2 28, 1 28. S 20 ,4 28. 8 19.9 18 .fl 28.6 28,S 

Mean 28. 88 28, 9S 20 , S2 23 . 78 2.1.18 19 . 98 22 , 06 1.1 . 6S 
S.ll. 1.88 1. 55 0.70 1 , 69 l.49 2. 93 1.61 l ,81 
H 5 5 5 5 s 5 5 

• ,.. Re~l t to left t1as. an associate.a COII.IN!nt or -.,rker 
food C0f"ISUIIC)tio f"J llni 'l'...S !If"'~ ~/dnlrw.:H/Oay 

G:rwp l - e 9111./kK}lli>Y Group l Group 2 U5 ag/Q/Clay Group l 
Groop 3 - l58 !111,/Kg/Gay Gegup 3 Grcup 4 588 "'Uk&/day GroYp 4 
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APPENDIX J: CLINICAL PATHOLOGY 

PRODUCT IDENTIFICATION 

S il k Fibroin 

Submitted by: 

Eurofins Advinus 
21 & 22 Phase IT, Peenya Industrial Area 

BengaJu.ru, 560 058, India 
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~I. Siudy :,i,1. 'i 1,,;, I 

t:orufln~ .\(I 1-'\nus Stud} Pl1ase No. •i I :111' 1 

Eutoflh,. ,\Jvl.ou, S1ud) Pt111~t Coo~ I',\ TII 

l\:'1111l111c-r,l uf ".11<1\• \~,::.1;ri11:nl, i' ,tl,001";\ 
"4·-.:1•1111. l·urfllm' \J•n>l.i: I •1fll-r.,t. 1'111~.1L11·u. 
lr,,Ji:. 

I 11,:ret,, ~••nlirm lli..t tllt'. l'ha.-..: ,,1 L°Uh,,u! 1•.i1!100IIJ\'., JJI.; mt~m11:url .. u ,,r tuo: i,t,u,c 
mcn-1,m:J .111J1· \\i~~ r,at,,rmcct ,nil J •.llltl"•·"l\t,;,j ,11 ,t•l•ll"lMH(T w11t, ! l :-i I UA Lil I' ~, 
1..·ri. !',m :,x. 1'1¥7 11111~11 ,, !.:,,11,,-...,,t 1,, w11t1 n1:~n rriu1.,rta ,,, t, .. ,~1 loi")li.1,,t" 
Pr,1\.1',~ I;,: rt•"~J 111 l•N7, r11t,lt•h.:iJ 111 l:',\i,\11 >t."FOi\l (\JRtf"1, Cll•l'll l'l1r"' lt.Nl' 
,\ .. ~r, nt ,,11,t,r,..,I rl:m.:,1( n~1hof.,1.~ J;11.1 l-.•,tmtrJ ~, the 1•-.1 11•,,,. rn••,i,jtJ ,,,r rl,c 

l'!l:J'"' IJ,·o 11f,li111r.1• r.atltoll'~~ ,J.11.1 ,111:n,~Ulh•'I rh;i<t f:Jll'fl 

lt I~ :w,111·t-J 01.:.t rhc rcr,nr1c-d i't"',lill~ foi111111ll.1· ltf'n::5.:JII lh"' r,,v.· J,1,,1 ':'11::T ,1cJ '41 -•:;,{ 

,h.r111~ 1he c'\r,mn1~'111~I 10.1,rt,. No1 un:1mhl-'IIC\l{ 'um: tc 11 lch llfl!\.l"'""'l "hl,h ""'\ 
h ,v.: 11tfe1.:1:oJ lhe ,111.11111 nr imrrnh· 1111hr du1J ,,r \1 t."11 mirh1 ~o1n: 11 r,,1r:nti,1I "',,m1111 
L'II 1~ ,;u!i.111" .u,.! "1'tl>Judh',•, uJ (ht\ 11uJ.., rh ,•.e 
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G I t' (.'01\ll'l,l :\~("f. S1,\ 1 E'.Mt:NT ,\NO Ol!'.C"t:\~i\1 l<lN 

• .'.'t, I> \111 
1'1foc,;,J! fn•·du~·lh•r, r nl,,11, S) '>'!U11\IL 
l lc r1 r,f !'\,,.·~,.., ..... )<• -.:.m~ ltl 
T0.m,1in~ ~J•.1111c.. I 1mi1c,J hL'llfdh.CTU 

11\il -~tudy "'"'" ~1~51 
t~r,11iiu ,\11•111•\ 'il•J" l'l~"" 1\jo., Crl8fl:f _l'Altl/Cli<1f~•I l'p1l1r.lr.~ l'h• ,r ~•PPfl 
r~p~-No, Ill 
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fh,: .. 11111,•.11 11,uh •!, ~\ i:l,HJ 11111:111:i:1.uwn rtu,e lfUT"Jli11 ,\11, 111u~ S1u,l:, 111tu~<' ,-., 
(1! llil.1 n) l'Sl :-.i,1-'I~ t•:r, 5·,1,5i <!!111fic.-u ·:-;,II ht>rom A 2!'.·1),1~ LIT.II C•>1w1.~i: ir,•,1.-11y 

!-loJ~ 1r1 IWI• .. w,t, 1o•f1tt't1:,l ,n tt.:.:c•rJ .• n.:<' ',\Ith 1' ~- Ffl.\ l;U• ~I n;i:: l'<lM 58, I r,R7 
",\IH.:h I> cr,fT'f'•l!lhle- \011~ t)r•(') �'nr~•rlc« nf (,,incj I .:it>r•T.!lfoT', l'r ... ~u~:, q· l'r"l''''"-1 lfl 

1•M71 r1ll-h~b~.1 rn ~Mwt-1,·,, 'HcM i,j~1:1 , ,n 'D. t',,n•. l1•,it 

ll1e- ..!h!HL'Jl ;1a1h ,11,~~ ,IL1l.1 11nl!r;,1,1ar1,,u ~h.J.::s'. rer••n v . .le n" 11:wc:J ,u,J lt11Ji1n•~ 
r-:~•"n•· 1 m C'run.·,~ul (m1:<-1i~mvr. ~1•1,I~ Dui: .. 1•.•1. Li:,t,I c..1 11. 11:•1 S,1r M n,1s~n•1111t 111,I 
fo;,-1 F~ullt_ ~t.n'li!Jl:tl'lt11 "''' I!,~ J,11°: ·i.,, 11 ~i••\,· 

Rt'l'l•fll~t "' ll~1•ir•••ll ,u S1..,11 f'ri,11·,11~1 Oerm~,. had 1J \ I ,.,.,.t'f'l~11111•an1l 
111'!'1 T~'II fl~llity 

1"'1,IIH 
f 11'•1!tl"•"' 

~l!'~'!!,I 
-P� ~- P • flar,, 

fnhfaf;..,n '"" 
Sw,t, ,il~11 •~• " 

lhpottillf l'h~ >e 

lnull '-1:m l ;;,11t.,,lo,;, 
I.Ir~~, l(i<Hl h .. -V~ 'A: 

r,,111 .!i,,icol :io•hu"',:.' 
l' I "I r.t:::r,:o 

~:..ii:.'t: r\.ft.Jf1 n •. 4\· i~IV 

~el'L•ll roe-,~ w.i.~ ,,,i.111,,nnect ~c·>'M1h11g It.• •l~ ~ 1AoJ.tt,,1 •1tcr~11nit f'tt,t,::Jl:Jt'' "ftlll' 1e~1 

<r1r--', r.h~t,I) .,~,Hr.in, r. lln11 1 he:- rc-t""rr r.1 the t·11111~.1I r,,,lm!,,,i~ ,lrn, 11>0::ri~t,m1,11r1 

1 u~., r1f Ote -md:, \\,1~ tn•j-.:-t'lc.~ .li'"'"'L 1hr "f'fl'!Wed -tu.i) ,,J;u, J11J f""TIH1L"IJI rnw Lt:1 
pn.'•111Jt,.J b}' Ill•: smJi J;,~d•_•r. "-"J u .Ju. ur..ild> ~lli.:..-t, fl,~. J~,,. 

S..1t1ih l1Jw1hi -:V. !\I .Sl·. Rr~. f .Jill' Jl:.u 
"~1,1. Q,\I -t:,l[' 
h.:moA< .\.ht'll.!11 11n1;d 

Eii:n!,\aluru 
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£u,or111, :1,,hdlUY 5.:tll,lj r•r1oie Nu .. (;1Sfl71 I' lo'l'IM:U11ir11I 11wi lrnlr,~ Ph11Sl! fl,rll"" 
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.. fi 
- · · 1 uro ·u1 

,, 

(ff" no~.rta 
Hemol. bemalyzed 

INS. /INS-i msufficient sample 
N numb er of values used m cal.cu.Ian.on 

NCOAG. ,/NO CO not CCI agul ated 
SDevs ~laldard d1:11iation 

Stigb . sliglltlj" r:loudy 
Trace . - trace i.ntad 

Tl tract" 1fitatt 

TH lr.!ct" berno lyzed 
ModE:rat Mader:ite 

B an a talogJ 

AB.As - ebs-ohite Ii asophil 
AEOS absolu~ eosinophil 
A.LUC absolute Jargeuostazlll!d cell 
ALYM ab i;olute 1 yropho cyte 

JI.MON ab so lute iDO n~ cyre 
NIE.ti ab,olute nanrophil (t:il.l fonns) 
ARfil' absolute renculo cyte 

HC..T hem..atocnt 
HGB Hemoglobin 
WC Large unstained cells 

MCH mean torpuso,ilar (cal l) hemoglobin 
MCHC mean CO!llus,;ul!ll' (eel I) hemoglobi n concentratu1n 

MCV mean corpuscular (r.t:11) vahim·e 
PL.T plaid et coo~ 
RBC n:d bluo~ cel l cou!\t 

ROW red cell dislributi on Wl.llth 
WBC white blood oell count 

Coagulation 
J\.PTT acQYat~d p arti.t thrombop\ast1:n tune 

PT prothrombin time 
COAG - Nt1 Coagulation 

LIST OF ABBREVIATIONS AND SYl\llBOLS 
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urofi n 

LIST OF ARBREVIATIONS AND SYMBOLS contd. 

Clinical Cbl!'Jll.i str 

ALB alb\lllllll 
AL-KP alkrune phosphEtase 

ALT alanine aminotransferase 
AST 2~partate aminoi;raiisretaSe 
BUN ure,1 ni rrogen 

GA cal.cilJUI 
CHOL rholesta:ol 

Cl chloride 
C:REAT creatuuoe 

GLOB glob uim 
GLU glucose 

K potassium 
IIJA sodium 

PHOS. - inorganic µhosp hotov~ 
SDH $Orb1tol dehydrogeoest

TBIL - total. bil1rubin 
TP - total prurell.l 

TRIG t:ngiycendeii 

Urinalp i.s 

BACT Bacteria 
D Dark 
L Li gb.t 

QUAL quality 
SG spei:ifi,: gr1r<li.ty 
TL Ti:ace Low 

B l L- \lll!le hilirubUl 
UBLO i;inn, bla ~ d. 
l_fCt.,A - clarity 
UC01, - col W"" 

UGLU urine glucose 
ULEU urine leukocyte 
UKET urine keto ne 
UPRO utitie total prob= 

URO urobtlihogro 
INOL Volume 

YEL Y"eUow 

WNL Within Normal Limits 
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1. OBJECTIVE 

The objective of this study was to evaluate the potential sub-chronic tolricit:y of 
Silk Fibroin in male at1d female rats liltely to arise from repeated exposure, via 
oral gavage. over a test period of at least 28 days. A no-observed-adversc-effect-
1eve1 (NOAEL) w as determin ed. Th.is clinical p athol ogy phase· repM includes 
interpretation of hematology. coagulation, clinic al chemistry and t1ri.nalysi s data 
anc;I the conch,sions drawn from respective data , 

3. STUDY DES1GN 

Experim~t a1 procedures. applicabl e to cl inical pathology are s1.1mmarized io the 
tables below. More details can be found in the final stu dy report. 

The selected 
a, 

male and female rat! were assigned to control and various treated 
groups shown below: 

Grwp Nwrl:>er of Rats 
Males.if erm1 es 

Oral GavageDose 
ofTl!Sl Slbstance 

I ~ cb V) 

Dose 
Volume 
( mLJlcg \ 

Concentration 
(tnf/rtJL)b 

l 10/10 0/V ehi de control r 0 
2 10/10 125 

IO 
l2,S 

3 10/10 250 :is 
4 10/10 5�� 5� 

a..:.LJlSlWA!d.w.a.ter: 

4. METHODS 

4.1. Clinical Patholligy Inve&tigatiou 

4.1.l Sample Collection 

Clinical pathology analyses were condu cted on samples collected on Days 30 
(males) and 31 (females) fo_r hematology, coagulation, cli01cal chemistry, and 
urinalysis . The ~amples w~re analyzed at PSL {Test facility) and the electronic 
copies of the results were shared with Eutofins Advinus (Test site) for 
interpretation of the data. 

4.1.2 Ham.atology and Coagulation 

Complete blood counts. including re ti cuJ ocytes, were determined on an ADVIA 
120 Hematology System. Coagulali or, times were determined on a Siemen s 
Sysmex CA620 automated coagulation system. 
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The following hematological and coa,gulal:lon parameters were determined by 
PSL and the electronic copi es of results were ahal'ed with test site for inclusion in 
the clinical pathology phase report 

erythrocyte count (RBC) hemoglobin concentrat1oti (HGB) 
hematocrit (HCT) mean corpuscular volume (MCV) 
mean corpuscular herno,globm (MCR) red cdl distribution width (RDW) 
absolute reti cu]ocyte count (ARET) platelet count (PLT) 
total white blood cell (WBC) and differential leukocyte count 
tnean corpuscular hemoglobm concentration (MCHC) was calcula ed 

prothrornbin time (PT) 
activated partial thrornboplastin ti.me (APTI) 

4.1.3 Clinical Chemistry 

The followii:,g parameters were determined on a COBAS C3] 1 autom.ated clintcal 
chemistry analyzer at PSL o1nd the electronic copies of results were shared with 
test site for inclusion in the pathology phase report: 

serum aspartate aminotransferase (AST) irerum alanine aminotran;fera~e (ALT) 
sorbitol dehydrogena,ie (SDH) alkaline phosphatase (ALKP) 
total bilitubio (BILI) urine mtrogcn (BUN) 
blood creatirune (CR.EAT) total cholesterol (CHOL) 
triglycerides CI'RIG) fasting glucose (GLUC) 
total serum proteio (I'P) albumin (ALB) 
globulio (GLOB) calcium (CALC) 
inorgani c phosphorus (IPHS) sodium ().'TA) 
potassium (K) chloride (CL) 

4.1.4 UrinalyDs 

The following parameters wm: determined at PSL and the electroruc coj::nes of 
results were shared with test sitec for indu~1on m the path ology pha~e report: 

quality (QUAL) pH ketone (KET) 
color (COL) glucrm (UGLC) bilimbin (UBIL) 
cla11ty (CLAR) specific gnvity (SG) blood(BLD) 
volume (OVOL) protein (OMTP) urobitinogen (URO) 
microscopic unne sediment el(am inati on 
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5. RE SUL TS AN1) DISCUSSION 

5.1. CLINICAL PATHOLOGY 

5.1.1 HEMATOLOGY 

l'! efer Table~ l -and L Appendis l 

All the changes 10 hematology were constdm,.:i ual"1'Jatecl l<J tr.st substanc:~. 
beuuse th~v occum:d s oraclicall_v were considered due t<, b1~l¢z1cal vai ~nee 
unoug r;its as n~1lude of van ab I W~i m1nun.d 

5 11 COAGULATION 

Rr.f~rTablcs Jand 1, Appe1'1(!.x £ 
There- were no te$t substa11e-e-rdat::d cll11Ages-m c0agul1lltoo pai:amele1, 

5.1.3 CLINICAL CHEMISTRY 

:Refer T~l:>les iand ~ Appendiii 1 

Tlrerc were oo test ~ubstance-related cl ai:tg<', 10 chwcal th'!misiry parametei. 

Al l t:he th!l!lgts 1u cuni,:al cliemistcy were c,:,ns1dered unrelate to teit sub;hnu. 
L,~causf mey .;.cC'W"red. s;-, radir.ally. were cot1sidered <lue to biological y4r1anc, 
;unoog nts asm~n rude ofvariah-,11 was minimal 

5.1.4 URINALYSIS 

There wHeno test subsra11~e-rela~d ch~11gc: lit unn.aly::i~ parameters 
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6. SlJMMAJU' 

AchllUlistrallQn ?f test substance. S1 tk Fibroin \>y oral gav-age t~ute in Sprague 
Dawley rats for ~ least 28 consecutive days at dose levels of 0, 125. 250 and 501) 
mg/kg/day did not induce any test :;ubstance-related cll;mges in hematol ogy .. 
coagulat ion,, cbm~al chemist('y ai1d unnalys is paramete:rs , 
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i - ARCJITVES 

E1.1rofins Advinus has arch111ed the following <k,c1.1ments of the ~tudy such as copy 
of' 1he stlldy p lan. study plan amendme11t.s, draft clinical p:itholo&;i prum, report, 
the orig111al si.gned patbofogy pbase rep6rt (copy lit) 1IDd correspondence 
generate.J ~ Eurofin.. Aclv.wus for the c~nical patbo1ogy pha$e f()r at l~asl 9 _'le,J!S 

foll owing the· completion ?f tl:ie study phase Archiving bey on,:l 9 years ,viii bc
dccid~d aftercon.ulting th.c Sponsor 

8. REPORT DISTRIBUTfON 

All electronic PDF copy (l/1) of J?a thology pha~e repo1t geoented at th Te,t Site 
wat sent to the study di rector/rest. F acih ty (PSL) The or1g1 oal signed final 
pathology phase report (11 I) was arctuved al the Test site (Eurofins Ady1nus) 
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9. TABLES 
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",': eurofins 

A ';'\ ,:xnu: t. t ,1,r C'i:,r1Hk:.1L• 

I hr.: .~u111111"n c,1· U! 11 ,1c..:r1.:(li1:\lw11s t1:1:ci\~.-t1 b)· 11u: le~• l:l~d it, 111.1111 11,11lt11•l1: 
.\lo111l01111ti .\uthu1·iu,.g aml th..: l.:itu~! t;U• ..:._.11.tfo:n l~ ~,u..:d lt, Uh: lmh,111 ~,3Ut m,t 
, ii P ,· ,11111111:1,u:.:: :>.lo1111m in,!! • \uthm,t) u1't.: ~i\ ,m 11.slm~ : · 

t l Sum mun ur ,h"t"r.•tllJt.1liu11-. Rl'l'•'iH·d h, Lile l'l':'t F11cilit\ 1',-1,m 
MultJrlc.C.I .f' !'I l11ni111ring :\_uthnr\1111:, ' · 

1,1.f' ~11,ulruriu~ .\uth,1ril) 

l,i,.;1J11~l1'" 1\1111. 111-11. 21101 1005 .11,u 1111u 

:!jlllj • .::'Otlli . 11)12.. ;:l)J .J ,1ml :WI 7 

\ <lie: 

.I. Tiu.: lic-:<.I 1:, cilil~ \\ J~ ln~Jll.!.!lctl 111111nlon:tl flS pm lhe ' F,·n til.P 
~r~km "}' •he rc:~pcdiH· .'.\.frm1ll•TTll1? ,\utlu)ntl~ ,1~1~.1 ~bm·~- ,11111 

n1:iiri111ir11:II th: ,1.:;:r1:qil,1lil'ln, ..:nnl 11111mL~I)• 

2 lnJ,:t a.:cc.:plc:J 1hc I ,1 ,:1 ·ti 1 'uum:- il m1 il.a.liun ,Ind n:..?c11 cJ 1111! Full 
\lihef'C!n~1: '11.!lltls lrir f\folual A,-..!cpl.'.ln I. ar D111 .. 1\ I. \P! Ill :\l!J~b 

::!O I J. ,mt.I .i.t~u l>cca111a ll m.:r11~r ,1 Uu.: c !Et ·lJ I il.J' \.\ ul kmg I fr~m,~ 
.\.~ p<!! lh1L: IJl.c'O p1mi.~11ms. tl~ ~huuh1nng ,\uU111ril1cs 111 !lkl 'l) 
m:;rnl1<::r -:ounlril!'! .l.'I \H:11 a~ lho:<c 111 full J\ilhcri:nl i:uuntm:~ \utulc! 
in.~p::d kiil fo1·ih11.;;s 111 lh:! r;,:-i~lt\'t: (!(ltmlric:; lilr the purpu~i: ,,r 
11111ni1m111g ancl 111olCr1:dit.1i1r>1l ,\.:c,mlinl!h'. 'lin.:c '.!h I 1. !he 1.::. I f~..:ilil) 
''"' 111~p,:i.;1,:,I 1111l y h~· lhi.: ln,li,111 ~ ,1ti,rn11I I ii. I' I 'mnplm1t~\! ~lw1i1,.ri11_g 
Au1hrwify 1 ~GI ·.\L\\ l for mnnit<•ring .ind .,~cn:ililiuh n 

l~I Siu.a~~•>. • • <16~ I 
t!.utol!oL, ~,frl11LL1~lu,JJ 1111:l""'"·' r;s~N'l l,, t•~ I tl,t' ll.11ll.'lll l'ullml1l l!,l- l'l1:J°" llt-putl 

t n11~ "'" I I 
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PSl.Slud;v ~-..: 516~1 
t'.l.lr.,111,~ .'\1Mn11, Slud} l'h,t,.. ND.! Glllfl~I f'A rll ·l 1111.lnll P81l,olo11.,f l'lo11~• U•Jl••·t 
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~. eurofins 

.\N'\KXliRf. I c1111ttl . Cl .r Crrtiri.:111e 

0\/UC,.M15:N1 OF II\IDIA. 
D•Part"'•"t c:,f ~c 11n<11 a11a T~d1nc:,u;1,ry 

Nallor,~I C.ood ubr,rAoty P••ctlce IGU'J Complf1tru: e Morrito•in• 'luthor•IV lNGC""Al 

Eurofins Advinus Limited 
l l&l} f't.ai.e II PF,11nv.i lndvnd~I Ar .. ~ 

Ben-..,Juru - '>f>0O58 

1'1 C!"'1Ttf'l&r.:I ,~o a b ,e of t0fl1UC'l''111~ ,.hf beln w •m~ .-.~Of •e tl 11}' §;1~/~rudtP-:.. UI CCO~!)l•itlll:i: 

with 01'1!•""""'"" f1'r (t1>rit:>m1c o :;, i:11•rnh0n ii. C•,:v,elop,n•-n• ron:01 PMn<1plt •, c,I Gl? 

Phy~lc.il- c:hemll::al Te~ting Including F[ve b,ltch an.atysi1 

• To•lcitv Studi4M 

• Mutagenicity Studies 

• Envlronml:!nUrl To.11fdty Stud•~~ on Aquatic: & Tt'TrOHri&I Or111nl,m, 
Studtes on Behavlou,- In Wate~, Soil, and Air; Bioaccumutatlon 
Residue Studies 

Anatytical amf Clinical Chemistry Testing 

• Others 

T U: !14,l~ttl ~ •• c. '• C i:Jf"Hl .. r iry,cH ,, ln•ni.. !1 ,r , ,,,,,m-:.:ir.- 11~, ,1 n 
nn,•,un •vr.,tt! f 

Validity: Novembe-r07, 2017 - November 06, 2020 

I'S I, Sm,I) 11111~ !\1651 P~!r 6/J -11 
l!tll'tlfb,, J\tMnm ~lud! H,111~ /", o; t;I~ I P,I. 111 t'Uukal t•,ub,AOt.'f 1'1,4,0 ll~p,.-1 
l"fl\tY ~ n. l · l 
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,,,rr"\CJ,,. .. r i:.n, .. ,•.-rr~·.r , ..... , , .... ,,,,.,· ,, ,,, ,, 
•uor.-..lf'U~ .A:.~v ', ... •'"' 1 " 'Vh11l 

u ,a,..,'"'~....,.... n.,,. O.•\,.•; I 111,• t•• 11 .Ct•' 

ypes of Chemicals: 
' rfU\1• 11 C.·illt"'~ ul- p-.~1"l":»tt-CJ11C.,llo, \•Ir-• ,.af'l' "•r,.~!. ~!10~1 1 .• ~n.•T•~t. "'rat:1uc•\, koc i:t:1'1lo<O!; , ~t"C' 

,\,,,,, '"If" C,"-IO-.. ~ ~.,.• lh;',.ih iJ1thtr.:.,,,.,, !'k--..,..,.c, rJ,.:1u,1r- ",IJlt-h, .. l!I .,•"-" .t~uN•h. 1r,,.:J r.1 �..11,.:-1 :,...\ -i:--. 

Te.1,t Systems; 

1,-n .. ;,it 4' .Jrlf'tY\ ,.,,, ~,11"1~ 1 11-, ...,",. r-.11,t,,,,,, ; , ••• ,,..,.,., ,-,,., tll1 .1 • 1,1..-1•tiHn ,, r .. n 
::i,,~, •• ,,.a, '"''l•"• f :in.3 'I J~t,l 4rpJ trtl Hff Cat: ,,r,n•J 1.~t lt"~ 
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Nanonal GLP Camp(ia nce Monl toring Authority (NGCMAI 

Areas of Expr!rtise:: 

 
1ur. :::lrar ~.,,....,, 

H ,NGCMA 

('SI. ShldJ 'I 110 !-1~1 
F.11rolln., Acl\i11u~ Sltldy f'll.arr No.: Gll«'I rAT II, Cliuic~I Palbol~J f'hilit Rrpnrl 
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ltidtvidJal Ani.t1il l kuinbers:~ Dose Cirouµs and F~es 
PSL St udy NJi,ber 5lfist - A l8-Day Drill Gavage To~ ci'ty St:uay ln Rst.s 

_, .1 __ , _ , ... - ------- -- + + - ----- + + + ---·-· ·--· ____ ,, __ . • -- .. ------ ---------- ------ -- --------- ·---- -- --------
Re-,nov,1) Re-•l Rea'JWd1- Ti•~ R910va1 Pat.nr,11,gy 

Group Omi.e. L~v~) Sc.. Ani rtal Cag,, Doy we.e:)t UOtc n ... Slot SylllltO~ Aeuirnri ------- .. ---- ____ _ ,.. ___ 
• + + ----- --- -- - ---- ---···--·-· -- ··-

e fl'Q/kll/clOy 'lale ~,001 !9 5 95/12/1.9 8! 25 Ter,o ,.,.., 
7902 !9 5 95/12/19 8:25 TCNII Term 
7083 30 s 9~/U/19 8 ; 25 Tern Te.ra 
78&4 !9 s 95/U/l.9 8: 25 Term lr.rw 
7905 39 l!S/12/ 19 8 :25 Jerm Tcr,o 
7006 30 85/12/19 8:25 rer-11 Te,.. 
7987 4 !0 9~/12/19 8 :25 f~r,111 To, .. , 
78&8 4 !0 5 95/l2/-i9 4:25 rerJII Te,,. 
7009 5 !0 5 95/12/19 8::25 ,.,... Te"" 
7810 30 s 95/12/19 8: 2> Tcn:-i 1,,.., 

9 .. lkKl•••Y Fe"' le 7011 31 s 86/12/19 a,ai TeMI Tr..rw 
7812 6 Jl s efi/12/l'J 8 : 82 Te.ra r,,.., 
7913 7 H s efi/12/19 8 : 92 rit1•m "lert'I 
701A 7 31 s efi/12/19 8 :92 TOM Ten, 
1e,s 6 l l s 86/12/19 8 : 92 ll!f'm re,., 
7816 8 31 s ll6/l2/19 8: e3 Term Ter,o 
7817 9 ll s ll6/U/19 8:81 ,~,.In Tono 
78111 9 31 86/12/19 8 i 83 Tc.r111 re,·11: 
7e,9 10 31 l!G/12119 8:8, Ter-111 Teno 
7e28 18 l1 llti/U/111 g;a3 fer111 Terai 

.... le 7921 u le es/l,l/19 8 ; 2\ T•m Te..., 
7~;! u !8 s 85/12/19 B: 26 r.,... ,.,,. 
/923 12 lB s 85/12/19 8:26 Tei-• 1e,,t1 
782A 12 lil s 05/1,/19 8:16 rer11 f or,o 
1e2s 13 .l9 s 95/12/19 8:l6 1e.,•111 Te,,. 
7826 13 le 5 8S/12/U 8:26 Tl!rm Tc,,. 
7927 l9 s 85/12/19 8:26 Te.,.11 , .... 

l2S "''"V""Y • 

·~ 7828 14 38 5 BS/12/19 8:26 l er-11 ret11 
7929 36 s 95/12/1'1 8:2• Tern TC"" 
7e,;9 15 " 30 5 IIS/12/19 8 : 26 Te"" Te"' 

-· ·· .. ---· - - --- -- .. .. ............... ·-.. ·--· ... . ------ ------------- -------- -------- ------- ---- -.. - •- •- --. ------ -- --............ -- --- -....... .... ... .... _____ 
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ndl\/idJal Anio,al N~e>, Oo~e Grouus. and Fat6. 
~S L Study Null!ler Sl65l A. lB •DtlY Oral Ga<1 llRe. ro:ticlty S~y in RiJU, 

... ....... -- -.. ----........ -. -....... - --- --- -· ------. ·- ..... · ······-- ......................... 

RCIIO\i:Jl Reao,al 9'1:!!10v.-l liar Re1J10Y al Plolhology 
Group oose l~vttl 5.,. 

----- ---- .. - A11i,ial Cage 
.. 

D•y Weclt Da
- ... 

te The Slot 
·--· ... ·- ------------- --- .. ------ S~•PtOIII: 

-
fff"'ll'liOfl 

-----· ·· · ·· · · · ·· ···-
us mafka/ day fe,nale /031 16 H > 86/U/19 8:83 Te"' ri:rn 

7832 16 31 s 0<,/12/19 8 :83 Tltr� Tc"11 
7813 17 31 86/U/ 19 11: 03 rar• 
70M 1i 31 , 

Tern 
5 06/U/l!l a , 03 re,·• 

7035 18 
, ..... 

31 06/12/19 8:03 re?ra Tern 
7936 18 31 5 86/ll/19 lt:03 rer� ,.,.., 
7837 19 31 s 1!6/12/19 8 :03 l or• Teno 
7938 19 31 s "6/12/ 19 8!83 n~r11 re,wi 
7039 28 ll 5 86/12/19 8:03 Tt,..11 Te no 
7~0 20 31 ~ 06/12/19 8i 83 Terin rerm 

2se "8/kl/~•Y ""'I• 70'11 11 30 05/12/l9 6: 26 T•,,. Te"' 
7042 21 l A ' 05/12/19 8126 l <. r111 rem 
7843 22 30 5 05/12/19 1:26 rcr11 Te"' 
704-1 J2 30 5 05/12/19 1 : 76 Ter111 T•re 
7045 :Zl 30 5 e,t1U19 a, :u. Terlft Te,w 
7046 23 39 s liS/ t 2/19 8 ::Z6 T.,.m re~ 
7047 24 la 5 0>/ U / 19 8 ; 26 Te::1,n Jen, 
7848 74 30 

" 
5 05/12/19 8t27 lerm T•,.., 

7049 30 ~/U/19 8:2'/ T"""' Ter,a 
7958 25 30 05/l.2/19 8::Z7 ltrl'il Ten, 

2se ,op,/kl/d 1 Femlit" 7051 26 31 5 116/12/lO 8 : 03 Jer,o, T~•• 
7851 26 l l 5 86/12/19 ace, Je,-.111; Tcrt1 
7053 27 3l s 86/12/19 8 : 04 1£1'<11 r,rm 
/954 27 31 s 06/l2/l9 8:04 r.,.., ,,,. 
7855 28 l1 5 OG/ l2/ l 9 8:e. Te,,,. 

.. 
78:56 n 

'"" 
28 5 86/ 1.2/19 8 ; 1),1 """ '"""' Tc"11 
29 l1 5 1!6/12/1.9 8;84 T<nn 

Te.t'm 
.. ,,. 

785il 29 31 5 lle/12/U 8: 04 r.,,,. 
7059 "' n 5 86/12/l!l 8:84 Jenn 10!'111 
7860 30 H s ll0/12/U 8: e<: .,., 

'""" 
. -. --- ----.. --- - -.. ____ ,.. ___ ___ ________ ___ ___ _, _ _, _ _, ___ -... ... ..... - ..... ....... .. --- -- ---- ·- ·-- ----- -- - · - - -- -- -- ---·---------- ---------- ----- -

-- ------· 
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!ndlvidual Anl .. 1 Nuebers, ~, Gr oups and t=ates 
PSL Study N\.jtflber 51651 - A 18-oa_y Oral Ga\Jage. Tox\t 1t~ Study io Rats 

..... .... ....... . .. ..... .. ..... ..... ... ... ..... - ----- . -- -----. --·- . ... ------. ,.. --~ ----·------.... --------··-

Group Oo,c: Lc..,el 
-. .... -· ----- -------- sex 

RwvaJ Remval fle:aOvill Tit'Jle Re110Yal CJatl'lology 
Anieal Coge Doy Weclt: Dot , ,1 .. S!o't Sylil:IOton Rrd,odrl 

·- .. ---.-~--- - .... .. ------.. ·-· - --- - - ------- - - ----------···-·------
~ 500 nig/kg/dsy Mal• 7061 3t 30 95/12/19 8:27 Tera re,.. 

7862 ll 30 05/ll/ 19 8: 27 let•� ronn 
7063 u ,0 85/12/ 19 a,n r~,..., T•m 
)01,4 3l 38 85/12/ 19 8:21 tcr~ T• n,, 
7065 >3 38 8$/12/19 8:27 1eMJ t'erni 
7061, 
786? 

H 
l4 

30 
10 

8S/ll/ 19 
05/12/19 

8: 27 
8:27 

Term 
Ter111 

Teno 
ltnl 

71168 l4 38 85/12/li 8:27 Tera Jeno 
7&!.9 3S 38 05/12/19 8:27 Tc~/111 Tor,o 
7878 35 38 85/12/19 8:27 TeMII Teroi . see og/kg/day Fefllale 7871 36 l1 '1(,112/19 8:04 Tu,, ,.,,. 
7872 36 H 06/12/19 8:04 1er11 Tem 
707'3 37 H ' 06/12/19 8:tlo Ter• Tern 
707• 37 ll 5 06/12/ 19 8:64 Tera Tem 

107'> 
7876 

ill 
38 

31 
31 

s 
5 

06/12/19 
86/12/J!J 

6:114 
e , 64 

1crw 
ler~ 

Tem ,.,.,. 
7877 !9 31 s 06/12/19 8:04 fe.r• Tem 
7978 ~9 ll s 06/12/19 8:&4 Ter« Ter11 
7879 48 }l ~ 86/12/19· 8:64 len, fer,, 
7888 48 3l 5 86/12/l'J 8:&4 TeMII li!:fW 
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APPENDIX L: INDIVIDUAL ANIMAL NECROPSY OBSERVATIONS 

PRODUCT IDENTIFICATION 

Silk Fibroin 
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I rdivio.ml Animal N"'"'ll"Y Obtsvations 
PSt. Study Nunbo, ~1651 • A 28-08'1' Orel G"11age Ta,dciy Stwy in Ral~ 

7001 GrCIIJlt 1 Sex: Male· 

Do<o: 0 
NeolllpoyOalo: 12lf>/2019 

Gfoa1 PaOtology Obs<IN•tont (Corrolalian]: 

Ho obtol(vl!ti'ornfO<lld 

MY ,ernairvn9 ?!Qloccl roqlired ""'-· Vlt'och h"""' be1r1 .. .., led, hOlle no VlllDle lesiol'$ 

So<: Male 

Gron Pehology OlrMM!lion, [Cori.llllionJ: 

No obsvnlil!N fou>d 

Pny rema,r>nij pmlccol "'quredti1Sues, 'Mliffl hwe been""""'"""- have nc vislble k!ak>n,. 

7003 Grwp: Sa,: Male 

Dooe 
Neoropoy On: 1215/2019 

Gron Pllhology Obflrvlllons [Com131ion): 

Na cb$0!Vllliors fnllld 

Pny ""memir19 prolccol requ"'d li,osues, 11hich nave b..,. .. anwnod, hallo no vi.ciblo le 10n,; 

7004 Sex: Mele 

Neorop;.y Dale: 1215/2019 

Grvos Pltholo(I)' Obso<vations (Comlllion]: 

No ob.eivatioos f0\l1d 

Arr, rem11rwig pmlocol requred lissU-'S, ,.t,id,Jia,,e been "'amilled. l\we no •isi~ le...,,,. 

Mmsf: 7005 Group· 1 Sex: Male 

Dose: 0 

Groto Pelllology Obso,vllliono (ComlalionJ: 

No obceivatiors fru,d 

f4Jrt romaoig prol~ ~red a.u ... ~h !lwo Ile.,, "'amin,,d, have r,o visible re,lcns 

Se,: Malo 

Neompgy Dal,._ 1215J2019 

Grau Plllllology Ollur111lon1 (Comlalian], 

N<l obsetvofions ou,~ 

An11111t 7007 Group: 1 Sex: !>Iii• 
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Study Number 51651 

t n:wllbll Am,al Nl!<llljlS'/ Ob;trVll!iom 
PSL Study Nlmbef 516M -A 28-0ay 0,-a Gav<l\ji! Toriciy S1.dy In R,u 

Neomi"')' Data: 12h'20\9 

G,o .. Palh•iaav OIIHnllllian• 1C••r11.itionJ: 

No obserwfiont f0tr1d 

My n,ma11111g prnlocol fl!qured ~ .. """• v,hich llale b- .. antMd, have no viSlble lolio,,. 

7008 Gm.tp: Sex: Ma• 
Ooae: 

N,on,poyOale: 1~2019 

G,on l'af)olagy Ob....,cion • [Cormatioo): 

No ob<eM!lions 1011\d 

Pity n,mamrtg p,nlOC<Jl ,.qti/ed OS&IJ,., nh h'"'• bem .. amlnt:d have no vmiblo fo8'0n1 

A,m,at 7009 Group: 
Dose: 0 

Neorop;y Dste; 12f.i/2019 

Gron P•hology Ob1o,vmlon • (ComlallonJ; 

ll!lltea-comblnod . (ighl; laoad 
ep;J;dymiei-combined : right: miall 

Asrt n,ma"1ing p,nloool ,requmd fiCS1J1111 llohicll ha'io bou, c,camioed hlri• no 111Sib10 le•lam 

Anmel: 7010 Group: 1 
Dose; 

N<~ropqOalJ,; 12.15/2019 

GroH P11holagyOl111n1alon1 (ComllticnJ: 

No obserr.dians lot.nd 

My remaining protocol roqured 61l8U .. , v.®h ha,e been ..,.,.nod, hsve ro 11isible lc,lo,,. 

Arimal: 101 1 a,....,: Sex: f1msh 
Dose: 0 

Neaopl'/ Dale: 12ffi/2019 

Grou Pahotogy Ou«vllion• [Comll!ionJ: 

No obleivati D!'II fou,d 

Arif rema '1ing protocol rcqli~ ~ .... .,., ..tiloh have b'""1 e1amined, ll!Wc r,o visible le.1ians 

Animal· 7012 G/t4J' 1 
Do ... : 0 

Nct/OflOY Dale; 12!6/2019 

Grott Pllhology Obo1N1tion1 [ComilatlonJ: 

No obs<Mdions fw,d 

My remamg prdlocol n:q1i,ed l!s,;\ieo. ~Mch hwe been exaniwd have oo mt>!< to.ions 

At,in,,t 7013 Group; 
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lridividuaj Animal Neaopoy ~crllltiont 
PSl SIU!ty Ntn1ber 5!651 • A 28-0oy Oral G0\'9lle T .. ,ci!Y Slulr in Ras 

Dooe: D 

Gr~• Pathology 0b- ian 1 [Comol.alion]: 

uleM . ftud lled 

kry romait-,;,g prolocol roqamd nssu ... "'1ich h"'e bet111 m,:a,nbed, haye r,o visible l•!a0l'IO 

Animal: 7014 Group: Seic Female 

Ooeec 
Neerop;yO e: t 2J6/20 t9 

Gtoft Plthology Obnrvltion1 [ComtlalionJ: 

Uffl(US : ILid fitted 

Arri remaining prolocol roqu'red ti98uas, \\Heh hale been l!lla11Wl8d. lunra r,o •ioibl• """'"" 
Anlmd· 7015 Group: 1 Sex· Female 

o ... , 0 

Noc"'"" Dae: t m/21119 

Gron Pllhology Ob.....,~on, [Comolalion)I 

No Oh!lOMliiono fOUid 

Arimal: 7016 Group: Se,c Femat• 
Do,~. 

NecroJSY Dato. 12J6/2019 

Gron Pall,ology Ol,1�n11tioii1 [Corrablion): 

No obooM!tiono fO\lld 

My remaining protocol reqtiJlld issues. \i,l'liiol, ha,o D«n l!lllllllned hav• no~• ~ons 

Anima: 1017 Grwp: Sex: Female 
Ooao: 0 

N"tnpsY Dae: 1 m12019 

Grau Pllhology Obs�rvllion, [Com,llll,onJ: 

No obsel'lai>Ons fou,d 

Any ramolrlog protocol rcqured tisou09, v.11:oh he-Je been 1!:(11JM10d, hove 110 witt'ble feoinn, 

Arlimal: 7018 Groop. 1 Sox· Fom,e 

Dose.: o 
Noompoy Dale; 12/li/2019 

Gtou Pllhology Oll1otYlllion1 (ComlotionJ: 

Ul6/U!'. "Lid llled 

MY o,m111ni'i9 protoool req,Jted liosue, , 11.+,k;h ila;'e bem <>Bllinetl, h...., no ,i$ble le.liors 

Animal: 7019 Gr(IIJp; 1 

Dot,i, 0 
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I rclMdual Arnmal Ne<ropsy Ob,emtions 
PSL ShJdy l>bnbcr 516S1 · A 28-0ay Oral Govage Toxic~ Stu:fy fn Fu 

Gron P.i,olollY Ob11Nalion• (Comlalion]: 

~ ; ltid!ilolj 

/vr, ,.malnin:g protocol ,.qtired i ........ IOl'lich hl!le D<lf1 ecami,,,,d. ha,e no vrcible h!S1ors 

7 020 Group: 

Dolill: 
NeCltJJlOll Dalo: ,! 2/612019 

GfoH Patho!oiwOlnarvmon• {ComlationJ: 

No obseMltions fatnd 

/J"f remaining protocol req,.lred H......,,, lltllcl, have b..,, "'""""°~ h&va no Vfflillfe ,...,,,. 

Anlma: 7021 

Necrq:sy Date: 121512019 

Grau Pllllolo11Y Obwvltlon, [Comlwon]: 

Na obseMilons lo~ 

Ar;/ remaining protocol requred aaues, Y<l1ictl hele been ~ami1ed hJ\Je no viAble lesom 

Animal: 7022 Gr<i.lp, 2 
Oooo, 12:'i 

Necropgy Dale: 1m12019 

Grot1 Pllho/0111' Ob1wv1tlon1 jComh1llon]: 

ND oblerva!lonc fou,d 

My remBinn1g pmt00ol req1.1red Ussueo, .,;,ic:h have belf1 •amine~ hllYe oo vl,ible lesioro 

7023 Group: 2. 
o- 12:'i 

Grou P.ihology Ob.,n,nllon• (Comllltion): 

No ob;ervalions fo111d 

/vr, ,.mairing pmlocol reqti,.d ti=es. v,ljch have been .. amlned, have no visible lesions 

7024 Gr01Jp: 2 Se,c Male 

!me· 125 

Gr.>u Patllology Ob111'V~on, {Comllllon] , 

No oblervations fD<M 

Animal: 7025 Groop'. 2 s .. : Malo 

Dooa: t25 
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I rovidual Amn• NCQ'Oj)Oy ObsOlfVO!lo,,s 
PSI..S!IJ<fl N<n,be, 51651 • A 28-0ay Oral Gavll!l• ToxidyS!uly In Rais 

0.0ff P-"110lo11Y Qbwvollon, [Com!ationj: 

No ob$0Mtior,o !Ollld 

AA/ rem'111,g protc:col reqlired ,~.., 1Alith h,,,• b""'1 oxam'ned. have no visible \eoians 

Animal: 70'26 Grnup: 2 
Dose: 125 

GroJI Pllhology Ob1orv,tion1 (ComilalionJ: 

No obaeMltrons fbll1d 

kt rernai,w,g proloccl A!<flired hsoes, lri,loh hwo bee, oxamilcd. have ro vi$ihJa ie.ooo 

,W,,,t 71127 Gr01CX ; Sex: Mae 
Dose: 125 

Gross Pathology Obo11Yllion1 jComllllion): 

No oblleNelionslOU1d 

kt remairii9 pimoool req.in,d titcues, illhi<li halo b= Ollllmi'!elt hrwe oo •'"'bl ,....,ns 
M'mol: 70'28 Clr<lJp: 2 Sex: Mao 

Oo.e 125 

o, .. , Plllhology0bo«vil.lon1 [Corrtlllion) : 

Na ob,ef'lillion5 fomd 

Mf n,mairi'lg protocol reqlin:d tisl;,Je1, v.hlcn hlwe been 0111rnil1ed hD\ie no vilib/e lesions 

Grayp: 2 
Oos,i; JZ'i 

Ne4(l)/)lly Cate: 12M2019 

Gron Plihology OIJ1orv1llon1 (Correlation]: 

1cot .. <omtlined • nghl; sma I 
lesto,-<:<1mboncd : fiacdd 

kry ,.ma,rml! proloool req,.ill!dtissuos, ,.t,;,:h h<No hem oxam,ood, have(lll visible l•mrwt 

AAm111: 7030 o...Group. . 2 
125 

Gros. Paholo11Y Obser;atlou [ComlationI: 

Na ob5'eM!ions fou,d 

Ml rernairwig pltlfacol 1aGlirod ossueo, .tleh hlw• ~ examined have no vhiiblo 1...,,,. 

7031 Gr"'-"' 2 Sex: Female 

00'4'. 125 
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I rmidual Mmlll N•<rapsy Ob...vatlons 
Psi.study N<111bof 51651 -A 28-0ay Oral Gavago Toxiciy Study ill Rah 

Gross Pldlology OIINnlallor,1 (Cor1tllllion): 

No obseivatior,,; 1Dlr1d 

A"'{ remmlrig proto:oj ,.qtired b1S1J ... \lohich ha;e bffll e,:omned. 1\/tle no v rG!ble lesiono 

7f fJ'1 GT(IIII': 2 So,c: Fe~• 
o ... , 11$ 

Necrnps;yOato: 12/612019 

Gtou Pllhology Ob1.vllion1 [Comlalion]: 

l(Wf : fftid!Heo 

MY ,.mainilg pn,loc .. reqlired fissues, v,l1id, have bem ... ,,.~ hwe no vl,.ble leolcns 

Aromal: 7033 

Neornpsy Date: 12/6/2019 

GroH Plllbology Obn,vlllon1 (Comblion] : 

No oboeM!li00$ fotl\d 

Atrt remsinng protoaol ,wqi.ired ti"'u"" 1Aiichl'elc bee. e:i1amined tur.c no vioible i••kN 

Anmel: 7034 Gn,o.,p: sex. f<male 
Daso. 12!1 

Netiopsy DIiie: 12/612019 

Gron Pothology Ob11n1~on1 [Comll!lon]: 

No ~onsfou,d 

Atrt renuiinin~ ptoldcol reqtiled li!$11e.1, 'Mlich hlrie bem e:lomined, h!We oo ~itillle letioni 

!1111nri: 703S Gr01.p; 2 S. , Female 
Dos~ 125 

Netn,poy Dale: 1216/:!019 

Grau Palhlogy0b..-."'1ons IComllllon]: 

No obsel'laliono fOllld 

Ml =aill'!g prnl0¢CII reqlired ~l:IOCS, ...t..li lllJllc bccn examined, have no vi<ible i.,.,,,. 
1036 Groop; 2 

Doa.: 12S 
Nocrcp&y Dote: 1216/2019 

Gron Pllholcgy Obwer,~1 ICor11lalionJ: 

No ob,ervalior,o lQ!nd 

Aiirremalm,g p,'0100-0i requ...J li...,.., ""1/cl, luwc bem oorrincd hale no wlilble IMlone 

Aiilmlli : 7037 ~ 2. S11lC: mal• 
Daso; 125 

Neeropy 08111: 12/6/201 9 
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I r-6,ilb,I AmmJ Nem,psj Ob<l!'ialions 
PSL Sludy t,ill!llll!t-51551 . A 28-0S'/ Ora Gs,ag,, To,icity Sti,jy Ir, Rm• 

~ P!ilhololJI' 0b_,lllion, [Camlalian): 

No obli<!M,tiorB foLlld 

Nrf remalrilg prulotcl roqored tisw .. , M-.ch ha,le been examined have no vi<ible le&iors 

7038 GrOl,lp' 

Ooso 12:i 

Goon Pllhology Ob1.,.,.iofl1 (CoIT1lltionJ : 

ulo,w : !<id i~a 

Mt ,emaloog pcolocol reqdn>d ti .. ues. -.heh h,,,e hem l!X81T1111ed, have no llisable le-ions 

Animal: 7009 Grnlll: 1 S11l!: Female 

Clo$e: 125 

Necropsy Deter. 17JB/2019 

Gr- Poit,ology Obsorvolion1 (Canwlllion]: 

tMNo : ftud I lied 

hr, rt:m,11,w,g pmtDCOl ,e~n:d tlsst.0:$, 11,/i~h t,;,,o ~•m ox•m•ncit nove no v~illl• lemns 
An:IM: 704() Group. 2 

Do...: 125 

Gron Pllhology Obtorvllllon1 IOOITllllion): 

No ob"""""'ons foU'ld 

Ant remairing protocol roqured Ussues. ~ hlN• bew, examined, hiNe no vo:iblo! lesions 

Anlrnl!I: 7041 Groop: 3 

Oooe. 250 
""'1:ru?S)' Date: 12/5/20 !9 

Gron Paotc&Y Ob--,llions [Cor~otion]: 

No ob""rv~ons fOU1d 

My roman,g protocol ll!qlired tisauet . ..t,ich ha,ie com eorrined. have no vJ.iblo lesions 

Arimal: 7042 Group; 3 
Oo,,r. 250 

Netrop,y 0.Ce: 12/51201 9 

GroH P1OolOIJY Oball'VolioM [Caml«ljo~]: 

Na •-•ns fomd 

Ari, ••~ pro\!)Col reQlired tii:sues -.llic:h h,.,eb..,, ~~rnne<t /11,vo ,., vOlible le<rons 

/\nimal: 7()113 Grur.,p: 3 

Dose: 250 

Necropoy Dalo: 1215/2019 
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lodMdUal M'mal Neo-opoy ObsB'<&ition• 
PSI. 5ltJdy f'Alrlbef 5'1651 • A 21!-0ay Ora Gaitage ,oxicty St<rlyTn Ra s 

Gron Pal,ology Ob...,allor,s (Co,,..!rionJ: 

No ob,eiw6'ora fOll'ld 

Any "'moiring p,ot<Xol mµred lissUOl!. ""11ch hill• b<en """""""d have no 'ii.ib/e lesions 

Animll· 7M4 Group: '3 
[}fl,m: 250 

Nec:mpsy D•h:; 121!i/2019 

Grou Pllhology Obsonr,tion• [l)orrolation): 

No oboenlsliore fl)('1d 

A1r/ rematnrig pmloool ,.q(ited fiooues. v,l,i,hllg;e t,..,, ..:amilled. h;r,e oo 'liolble le,,ion,i. 

Arimi; 1045 Gloup: 3 Sell: Male 

Dos•. 2SO 

Grou Pllllolo~ ObstNallona IComihdion): 

~o obser'll!tions fOUll! 

M/ ,.melnlng l"'OIOOot n,q(irod b!O!UCS, v.hoh Mlle b""!I e!l!Om<!e,j, ho,e 00 ~islble lel!lo/ls 

An<rnal: 7046 

o....
Grwp: 

. 
3' Se . Mme 
251) 

Necn:ipsy DIii!!< 12f.ir.l0 )9 

Gro .. Palllology Db1or,1altons [C'orrola!ionJ: 

Nn obseNatfons f""'d 

7047 Group: 
Dose: 250 

Ne<ropsr Dale.: l :115/2019 

Gro•• Pdhology Oh,......tions [t:orn!lalion]: 

Nn obsenl&liors f0"1d 

Anmalc 7049 Group: '3 Sex: Mare 

Dose: 2~ 
Necmpsy Date: 111.i/2019 

latt Clinl...J ObllffVllioor., 

&char, Head, Sup,rici,l 

Gron Poihology Obotnation, lComlallon): 

non conelate<I lindnJl , no OO(Telo!od firdrig [Eso!Br, Head Superli<ilill (CJ 

A1r/ n:msninQ prolev<>I <equrad ,...., .. , ~ hwe been "'•mined. h3'1e oo aisibla lo,i'cns 

704~ GrQIJJI'. 3 So,: Mole 
006'!: 2!iO 
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ln:liviOJal Animal N•cropq, Obs""81oot 
PSL SUI)' Nt.nher 51651 • A 29-0ay O<'!I GavlllC To,1u,:;ty StlJdy fn Ral• 

Grooo P.U.olo;y Obnnllllon• lComlallonl: 

No oboo.,Mlior,s fou,d 

Alfi n,mainii,g protocoj ""IU"d lfssu<s. Wi<:11 tr.Ne beon Ol!arm,ed haver<> vi111hlo 1 .. 10,,. 

7050 Gtoi.v 3 ~ - Male 
Dose: 250 

Necropsy Oate; 1215/2019 

Gron P<lihology Obfffllollono [Convllllion]: 

Noooserva1iono fCl(J1d 

/vr, ~nlng protocol ,..~t.in,dti.,:,o .. , 11.tt,:h ...,. b- Ol!alrined, ha11e oo sO<lble ieoJOnS 

Arimalc 7051 0~: 3 
Dooe; 250 

Necmp;y Osle: 12/612019 

GroH PQology ObMvalion, !Comlalion] • 

No ob..,Mtio115 fatJlll 

Al1Y remaining protoeol req.i1,td ffll8UO$, v.tich h8\<eb~ e,ia,rineci have r,o vi~ laMons 

Anim.t 7052 Group: 3 
Dose! 260 

Ne<rofl"r Dale: 12/ii.12019 

Grot1 Pahology Ob11rvllllon • [Coml.Uon]: 

!b!N• : llid ~llbd 

Aivy nimao1fi19 prot'oc:ol req11rud li-, ..+iiah ha,e b~ e;amine<I have oo mble le"""" 

Animal: 7053 ~ : Se:c: Female 
Dos« 250 

Nccropgy Oala: 12/612019 

Grou Pallology Oll111Vlll.lon1 IComfallon]: 

uterus : ffud Hod 

Alfi remoining pmlocof req<.ired lls,;uos. v.li.ct, halo bcM oumi~ have ro vioible lc<ians 

Alim oi: 7054 ~ 3 

Dose. 250 
N<,e,npsy Dalo: 1?16/2019 

Gros• Pllholoiw Ohs.va1tion1 (Cot11illion): 

Nooboetvationsfm 

Arty n,rnailling pmlocol n,qt.irod O!S!Jeo. \\+iidl hare b- .. aminod h1111e l'IO vlliblo 10110"" 

Anima· 7055 ~ : 3 Se<' Female 
Dose: 250 

Necropsy Dae: 1218/2019 
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l..iilridaal Animal Ne,:ropsy Ob<eMUOn, 
PSLS'tuoy Nll1,ber516!i1' - A. 28,0ay Oral Ga,age T""ioly St11ct1 In Rais 

Gron Palliotogy ObHNlll.lon• {Coml.UonJ: 

Na ol=!,latiof"foind 

7056 G,wp 3 

Do•u 250 
Ne<~,Oalo: 12/6/2-019 

Grou Pahology Ob1orvmon1 (ComlllionJ: 

uferu• ; 1hid !~ 

Niy ,o,.,,.ring j>l)twol n,q<ired li..-. vJ,ii,/, h"'e be,n .,..r?ir,O<J, have oo vi,;ibl,, lesiofl!I 

Arima: 7007 

No,rapsy Dale: 1216/2019 

Gron Palholo;~ Obnrvlll.lons [Comfalioll] . 

IM1ll• : fll.id llcd 

hr/ ,e....,,i]g l'fl'loool req.ired li=es, v,l,ich h""e b.,., el(amine4 havero vl,lble lesio,,. 

J\liim.al: 705B 

°"'"' 
Grwp: 3 Sex; Fi:male 

2~ 

Gros, Pdotogy 0btorvi&lon1 [Comilati011): 

No ob .. rvabO!lr fOUld 

~l1y iernaiiing prolocol reqLired ill$U,:a, l\liah 1\11,e beM 1!1<1im'.ned• have no visible lesions 

7059 Se'r:: Female 

G<ou Pathology Ob11rvaion1 {Corr�lalionJ: 

Nlioboorvallor,,fw,d 

Pcy remalring protocol re'l',irod bssve,,, \Oli~h hw• boon "'emir,od, ,.,.,.. no v!olblc Iulo.,,. 

Animal: 7060 GrOllP: 3 

DOJC' 2M 

Nwopay Dale: 1"21612019 

Gron Palhology Obsorvation, !Cornlaliorij: 

u1en,s ; ftud !!led 

"'1'j R!m111nin9 pa,!ocol requ,.d tiss..es, wh hlNe been "'amiMcl. ha,e r,o vi!ible lesions 

Amma: 7061 Group: 4 Sex: Male 

Dose ·500 

000812 
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lrdvidoal Arumel Nec,o)lly Ob<l!Mltiono 
PSl SIUdy Nirnber 51651 -A 28-01)' Orel Gavege Twcicily SIU<I; in Rel! 

Grou Pllhology OIISMV.,ion• (Corrwlation): 

No obte!\'all Dflt foim 

Sex: M.1.e 

NtcmP")' Dale: 1~19 

Gron Pllholo9V Obnn,,tlons [Coml.mon]: 

Ne obeer;:mont fw,d 

Arimel: 7063 GroW, 
0010: 500 

Necn,psy Date: 1215/2019 

Gros• Pld,olcgy ObHrvaion1 (Coll'llallon): 

No ObseMtiOnf fO"ld 

""' remaining prolccol reqLimd UIIUU, ~ ha'.lc bem eiram\i&d. MY• !'ID Vili~o leEioos 

Amna: 7064 G!'OO!!' 4 Sex: Male 
OoH; 600 

Gron P""'ology ObHrVmiO<I• [Uorralalion): 

No OO!lOl"/'4101'<1 lo"ld 

Mf Nmaining protocol re~l1!d liseues, 'Mlioh hwo be,n l!llemined have no vi<lblc l,oiars 

Mimal· 7005 Group: 4 
Dose: 500 

Gron P•hology ObuMllons (Comlalion): 

No c:boemtioris louid 

Anlmi!I: 7006 Gl11J!l' 4 
Dose: 500, 

Noort>l)Ell Oslo. t 21:1/2019 

G1011 PotholoBY ObHfYlflonl (Comlation): 

Ne obsorvlltio!lf follld 

/JJ'rf remao,i,g o«1lccol refl(ired Kssuoo, llhc:~ hare be.., l!'Jeamir,ed. !lave ro 111$1]>-, 1..ic,,,. 

Animol: 7f£1 Group· 4 
Oos o, 500 

Ne=psy Date: 1V5/:2019 
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lmividusl Animal N-,psy Olnv.llJoo• 
PSI. S1udy fwibof 51651 - A 28-<lay Oral Gavag• Tmc!Qty Stooy In R111s 

G<on Pllllhology Obur,obn• (CornlalionJ: 

No ob"'rY!llians IOllld 

P;r, "'rna:rw,g p,o!ocol r!'-ql.i"'d ti .. u,,., ~hieh,ha,e b .. n """"'"'od, hlille llO visiblo lesion, 

Animal: 7068 Or~ 4 Se,c, Ma.e 

Dase: 500 

GN>u Pathology Obansion• [OomlaUon): 

No oboel\lBt,on, fou.d 

fvry remairiig prorncol reqiirod ttowos. "'1loll ha;e beon e,li!Jl1ned l11>1e "° ,r~br. leoior,; 

71169 

Gron PltllologyObonslooa (Comllllon]: 

No oboemdiorn fou,d 

Arr( remainong r,rotocol fel1JredbSSUOI, 1"hCh tia,e b= aamlne<l hove"" visible le,lono 

An!mol; 7(f10 Grn14>; 4 Sc:,c; Mele 

Dose: SOO 
Ncc111p,r/ DIiie: 11/5/2019 

Grou Pllllhology Obonallone P::.,mlllllon]: 

Na obseMlli°"" fomd 

Ari)' "'"""\mg prolocol re qi.ired u .. ues. v.fich h.,,, bem .. amlned. hme "° wiblt lomn, 

Anmlll: 701 l C',roup: Sn. Female 
00 .. ; 500 

Neorupei Dale: 12/S/2019 

G,-on Pl!lhology OblttVdions [Co1T11ialionJ: 

No obsl!milona fOllld 

~ romalnlng pro[oool ~"'d ti=es. -.11,m h""" been enrmied, halle no , 1ble , .. .,,.,. 

7072 G<oup: Sex: F•male 
Dose: 500 

Necnq,sy Date: 1211!/20t9 

Gron Pllllhology Obs8f'\lrmon1 (Cornhrtion]: 

No ol>so!rvalions fc,md 

"'1y r,malnlng protocol rt:qUred ttCSl!e&. Ill\ ch lliwe bam .. 1n1ioed have r,o vi,ible let<OIIS 

Afima· 7073 Gr~ 4 
Dcse· 500 

Ncc,opsy Date: 12/612019 

000814 



DocuSlgn Envelope ID: 08102655-606A-4851-Af2F-A7160609C8AD 

Page312 
Study Number 51651 

lnd'Nidual Anima NelJOI")' Ob,~1-
PSL Sl\.ldy N!Jnbor 51&51 - A 28-0zyOrlll GaYage ToKicity Stl.lfy in RID 

Gron Plthology Obser,aion• ,[ComtR!fc"J: 

No observsliora •follld 

~ : 1074 Group: • 

Do•e: 500 

Gfon P Blhology Ob,.,..llliona IComlallionJ: 

Nu cb.ern,liom f""'d 

A.'Tf ,.maioiog protooo! ,i,qured u.......,, -..hie!, liwe beon "'sm,ned, hsve m vi,ibje It!..,,,. 
Anlm,j: 707S Group: 4 Su Female 

Dos,: 500 

Grost Plfliology ObHrvllllolto (Co,11JallcnJ: 

f\lo ob<eNalior.< fotlld 

l>ffl rcrnaiimg j)f1J!oool ~red 11,.,,.., '"'1i<h hwe be!n eiami'ned, hav• no visible lesion; 

7076 

Necropoy02!•: 121612019 

Gro,a P,thology Ob11rvlliont IC""'lllllonJ: 

f\lo obsemltior,o fornd 

Sex: Fellli!IO 

NeGIQ/ISY Cote: 12/6/2019 

GroH Plllllology ObttrvllliOllt [C"""llltion]: 

No aboemlli® fOUld 

7'll8 G'l,itp; 4 Sox: Female 
Deso: 500 

Gr-on PlllholoBY Obter,lllion• {Co"'l.tlonJ: 

No ol>..,-;oliors fou,d 

Mf iemaming protoccj re(1ired [i....,._ \l.ii<:h haye beeil e:iiammed have li0 yis,ble•lesiono 

Aoimlll": 7079 Gr<J(JJr. 4 
E)c,r;e: 500 
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I ridi,Hl;al Anlm.i Necropsy Ob;er,aicaru, 
PSL Study t,/\mbor51551 - A 28-0ay Ors °""'Ill• To~icity study in Rits 

G,o,,s P,tl,ology Obs11Niiion• [~om,taJionl: 

uterus. llid !r.ed 

f\ny "'malrin!I ~mt..,111 ,eqlir.a H=es, "1idi ha,e b..., ~amined, hav• m visible ta,iciro, 

~ : 7080 GtOllp: 4 

Dow :;oo 
Necropsy D~e: 1 'Z/6/2019 

Gro• Pathology Obsll'Valiolls [C"ormationJ: 

No obs,,rvaliom fou,d 
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APPENDIX M: INDIVIDUAL ANIMAL TERMINAL BODY AND ORGAN WEIGHTS 

PRODUCT IDENTIFICATION 

Silk Fibroi n 
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lnd.,dJol Arimol Tom,ilti Body and Clfgan Woig,11 
PSL S1LK!y Nunber 51651 • A 28-0oy Ora Gm111ge To~lcify Sludy 1nRals 

Sex: Female DB'/(•) Rola!Ne lo SlalOalo 

0 _L_ 
m~i;day Jem,lnal Adrona1 Bran 1-le!W! Kldnoya I.Hti $plM-, 
G•n41 I SW Gl!rdt 'M W! WI WI v.t W! 

(g) (QI {JI) (ll) le) (g) (gl 

Oay31 0,,,,31 Oay31 Oay31 Day 31 o,rya1 1 Dsy31 
I ' 7011 233 0.Q79 I 1.96 0.86 1,86 7.~ 0,52 

7012 261 0.081 1.96 0.91 1.96 S.27 °'54 
7013 228 0.0116 2. 11 0.96 2.12 1.611 Q.61 
7014 274 0.01!3 2.11 1.02 1,97 9.11 0,73 
7015 2G6 0.084 2.02 0.95 1.89 179 o.,s 
7016 m 0.075 222 o.w 2.09 1010 0.64 
7017 24li 0.0!12 1.94 0.91 1.911 tJJ 0.60 
7018 232 0.083 1.84 O.B7 1.66 1.n 048 
7019 2:13 0.067 t.81 0.91 t.99 8.96 0.50 
7020 247 0.017 2.08 0.98 t.85 7.3! 0.49 

Mesi 251.5 0.0813 2.005 0.935 1.~ 8.390 0.577 
SD 17.3 Q0073 o, 128 0.1)51 0,131 0.894 0.080 
N 10 I 10 I 10 J 10 I 10 10 I 10 

000818 



0 
~dBy 
Gm14>1 

n,yrnu, 
VI( 
(g) 

Day JI 

n,ymld.Poratlyrofd 
'M 
(g) 

0.,,.-31 

7011 0.448 0.019 
7012 0 389 0018 
7013 0.520 0.026 
7014 0.477 0.032 
7015 0.446 0.022 
7016 om 0,030 
7017 0382 0.015 
7018 0.403 0.017 
7019 0.443 0.025 
7070 0.633 0.Q22 
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I ~I 0.4545 0.0226 
0.11758 0.0056 

10 10 

lnd,.cul Arimal Tem,~ Bo6f and 01.gan Wcftb 
PSLSbldy Ni111beo' 51651 • A 28-0ay 0!'111 Ga~• To•icil)' S!U<tt in Retc 
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lnci\Od.lel Arimal Terminal Bo<lf Md Orgar, Wei~• 
PSL Study NLmber 51651 • A 28.0.r Orel Gavag• To,icily Study in Re 

SOJ< foma!• D.?f(•) Relallte to Start Dale 

125 
r11l1'1<1tda)' 
Gro'412 

renn·n~ 
SW 

Adronsl 
G\111<1<\lal 

Brain 
Wt 

1 Heat 
v., 

Kidney,, 
WI 

l.mr 
v., 

Spleen 
Wt 

(9) (g) (g) (g) (g) (g) (g) 

Oay 31 
. 

D"/31 D"J31 i Da"/31 0..,31 D11)'31 Oay31 

7031 
7032 
7033 

201 
284 
24-4 

0,067 
0,088 
0,078 

,.ea 
1.96 
2,26 I O,BO 

1 01 
0.83 

155 
2.26 
1.82 

6.Bl 0,44 
9.27 0.68 
8.59 0.44 

7034 262 0.086 2.02 0,99 2.19 9.M OMi 
10~ 2SO 0.1011 '2.1 7 D.87 1.76 9.21 0.52 
1036 220 O.Olll 2.01 0,79 1.42 6.62 0.56 
7037 238 0,01!7 I.~ ll.89 l ,83 7. IB 0.57 

7038 262 0091 2.02 1.06 t ,94 10.39 0.71 
7039 2ll1 0.078 1.90 1.28 2.10 9.57 0.69 
7040 225 0.074 2.00 0,79 1.58 6.64 0.56 

Mea, 21f7.7 0.062!! 2.020 0.941 ' 1.847 a382 o.~2 
so 
N 

28.2 
10 

0.009S 
10 l 

D,11 5 
10 I 

0. 15J 
10 I 

0.281 
10 

1.430 
10 I 

o.m 
10 
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tn<t;,!l,al Arimal Tem1111i Body and Otll"n Woig,15 
PSLS!u<!yNllnbef ~1651 - A 28-0ayOrliO!IIIIIQt Toikrty SIIJdV 1nR,fa 

Sex: Female 0"1(1) Rolll!Ne to Start DQ 

12:i 
mJJIIJpdAy Totmuo. Thyrold.Paml"tJold 
Gro~2 W1 

(g) 

Oey31 

v~ 
(g) 

Oaf31 

7001 0. 295 0,032 
103'1 
7033 

0.500 
0,461 

I 0,021 
0.028 

7034 0.359 0.023 
7035 D-329 0.02) 

70:JE 0.352 0.018 
7037 0.~3 0.023 
7038 0.5-03 O.OJI 
703S o.:n, 0.026 
70~ 0,318 0.024 

Mo, 

so 
N 

0.3846 
o.om ,o I 

0.0257 
0.0055 

10 

000821 



DocuSign En\ ~ 10! 08102655-6O6A-4851-AF2F-A7160609C8AD 

Page319 
Study Number 51651 

lrmlul Atimal Tem,inal BIXly and O!gan Wl!iit,t, 
PSL Study r.u.ibor 51651 -A 28.0.y Ora Gav119• Toxiciy S11.dy in Ra. 

Se>t Female D;r/(s) Rolawe lo Start Dalo 

250 
m9'1qj~ 
~3 

Tenninel 
SW 

Ailim,r 
Gl..,d, V<I 

, _ 

Bran 
WI I He;rl 

WI 
Ki<flle'f$ 

'M 
Over 

'M 

I 

Splelln 
WI 

(9) (g) (g) (Q) (9) ~) (g) 

Day 31 Dey31 Oay31 D•y3I Dsy31 08'31 Day 31 

m1 
7052 
7053 

259 
2B9 
2lk'l 

0.083 
0.084 
0.091 

1.5'l 
2.10 
2.04 

0,92 
1.06 
0.91 

!.95 
2.02 
2.00 

9.32 
9.19 
B.79 

0,49 
0.55 
0,60 

70~ 270 0,068 2.05 0,86 U7 9. 52 0.62 
70$5 250 0.080 2.02 ).00 1.88 9,78 0,56 
1056 218 0.089 2.02 0,87 1,84 8,44 o.46 
7057 
7058 

25 ) 

239 I 0,069 
0,085 

2.01 
2.08 

0.93 
0,85 

2.03 
U6 

8.~ 
7.85 

0.52 
0.47 

7059 252 0.084 2.09 0.99 1.8B 8.99 0.51 
7060 230 0.07~ 1.96 0}9 1.67 7.31 0.51 

"'""' 253.8 0.0808 2.035 0,924 B20 8.&iiS 0.52,9 
so 

N 
21 .9 
10 I 

0.0078 
10 

0.04/J 
10 

0,082 
10 

0073 
10 

0.750 
10 

0,053 
10 

I 
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lmf\lloonl Arl,.,a!Te1111i,1al Body aod Olga~ Wl!lt,,f~ 
PSL Study N"'1bor 5165 I • A 28.0,,,,, Onl Gevll!le Tuxmily Study in Ral:• 

~ Female o..,(•) Rl!lalNo ID Slart Dille 

250 
mlt'l(gda')' lhymus I Thymid.Parmhflold 
Gr,n11J Wt \\t 

(g) (g) 

Dlly31 D"/31 

7051 0.4133 0.023 
7052 0.421 0,022 
7053 (l~ o.OZI 
7054 0.4~ 0,024 
7055 0,389 0,0l(i 
10S6 0,475 0,0~ 
1051 0453 0,022 
7058 0.396 0.02.l 
1059 0.022 0.024 
70.0 0302 0,022 

Meai 04432 0.0'24J 
so 0.0824 0.0026 

N 10 I 10 

000823 



DocuSi_gn En\. a ID: 08102655-6D6A-4B51-AF2F-A7160609C8AD 

Page 321 
Study Number 51651 

lnmidial Arimal Teminal 8oct,' end Organ Wellflls 
PSL Study ~be,-51651 -A28-0ay Oral Gavagc TOllldy Slufy In Rais 

Sex: Femal~ O,ry(s) Reli!INo lo ste<l Date 

500 8,,in ___ l 
~!P'da, Terminal Adrenal Hci11 Kidney. wer Spleen 
~4 BW Gl!flde v~ WI WI WI WI Wt 

(g) (g) (g) (g) (g) (Ii) (g) 

Oay31 Oey31 Oay31 Oayo1 �&y3I OayJ1 Day 31 I I 

7071 267 0,078 1.94 1.02 2.14 9.71 0.59 
7on 276 o.on 2.29 1.05 1.98 9.57 0 67 l 
7073 229 0.071 206 0.81 1.93 7,73 0,60 
7074 232 0,078 1.93 0.90 1,67 7 49 0.50 
7075 26tl 0.101 2.13 0.93 !.98 9.07 0,60 
7076 156 0.088 1.97 0.92 1.82 8.52 o.n I 10n 244 0.088 2.21 0,91 2.19 8.76 0.61 
7078 242 0.085 2.07 0.96 1.67 ~.12 0.54 I 
7079 287 0.080 2.1 2 0.94 2.22 9.51 0.58 
7000 240 0.065 2.oa 0.84 1.57 5.98 0.51 

Moll"I 253.3 0.0811 2.075 0.917 1.927 ltS46 0.592 
SD 19.2 0.0100 0,116 0.075 0,215 1,171 0.067 

N !0 I 10 10 I 10 I 10 10 I 10 
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ln<i,,;ciJal Arimo! iem,tn,1 BO<!/ aM Organ Wclit,ta 
PSI. Study N1Jnber51651 -A 28-0B'/ 0.-.J Gavag• ToxidySludyinR,o 

Sex fomalc Oay(s)RcloWeloSlari Dalo 

500 
m~gdly Thymus ThymiM'aratJ-,,rnid 
Gro\f 4 WI 

(g) 

Oayl1 

7071 0.378 
7072 0595 
7073 0.'461 
7074 0.380 
7075 ~549 
707i 0.3/'J 
ron 0.451 
7078 0.397 
7079 0.4"31 
7000 0411 

Me,r, 0.4428 
so 0.0754 

N 10 

'M 
(g) 

Day3l 

0,026 
0.027 
M26 
0,0:lli 
0,025 
0,020 
0,000 
0.028 
0,034 
O.OZl 

0.0264 
0.0038 

to 

� 

I 
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APPENDIX N: INDMDUAL ANIMAL ORGAN-TO-BODY WEIGHT RATIOS 

PRODUCT IDENTIFICATION 

Silk Fibroin 
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lrdloid1Ja1 Animal °'ll•n-lo-Body Weigh\ Raco 
PSL Srucly Nu-nbor 51651 -A 28-0ay On!I G1111age To.,.:<ly S\udy in Rat• 

5¢ F<lmal• OS)'(c) Relaliu lo Slart Dale 

0 I 
mg/l(ltclay Meml Bn,ln Hearl Kl<tiftYs Liver Spj.,n Totmus 
Gn,~ 1 rraw ITBW ITBW /TBW /TBW li13W /TBW 

(Raijo) IRwo) [Ralfo) IRaUo) (Ralio} (Rmio) (Rollo) 

Day 31 011J1 31 Day31 Day 31 Day31 Day31 Day31 

7011 O. ll9 M1 16'3 7.98 31.55 22:1 I 1. 923 
7012 0,310 7,51 J.49 7.51 31,69 2.45 1.490 
7013 0.377 9,25 4.21 11,30 33,6S 268 2281 
7014 0.'325 7,70 J ,72 7.19 33.83 2613 1. 741 II 
701~ 0..316 7,$9 3.61 7,11 33,05 207 \.577 
7016 0.273 ao1 3.53 7,1i0 36,73 233 1. 45 \ 
7017 11374 7.89 3.10 8.05 33,86 2.44 l. 563 
7018 11358 7,93 ],75 7.16 33,49 2. 11 1. 759 
7019 11265 7.15 3,60 7,aJ 35.42 1. 98 1,751 
7020 0.312 842 3.97 7.49 29,8B 1.98 2.563 

Meir, 0,3248 7,994 3726 1.n1 33.317 2293 1.81B8 
so 0,0383 0.592 0.217 0,647 1,957 0. 261 0.3537 
N 10 10 10 10 I 10 I 10 10 

1 
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lrdiviclw!I A,,lms °'llan-To-8ody We,gh! Ralio 
PSL Study Nllnber 51651 • A 28.()ay Ort,1 Gm,"!l" To,icty SILMI) i~ Ra~ 

Soi; Fentale Dll'f(I) Relatrl/e to Swlt Date 

0 
m[Jlkgday Thyro.i-l>iraihyro!d 
~1 /TBW 

(Rll6o) 

0~31 

7011 0.81M 
7012 O.!il!S7 
7013 1. 140-4 
7014 1.1679 

Q15 ll8'l71 
7016 1.0909 
7017 o.oosa 
7018 0.7328 
701 9 U.988) 
?020 o.esar 

~Ill 0.89527 
SD 0.19509 
N 10 

000828 
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ln:fil,;dual Anind 0,gan,To-8ody Weight Ratio 
PSI. study Nllrlber 51651 - A 28-0ay Or!I Giiv~ Toxlci!y Study in Rm 

Sc.,; Fomele O"f(•) Rel/llive to Stat Ow, 

125 
ln9"<9'day A<h,,al Bmin Heart i< imeys Liver Splun Th;!TU 
G,~2 /TBW /TIIW /TBW ITBW ITBW ,raw T!BW 

(A~o) (R,.;o) (Relio) (Ralio) (Ratio) (flllio) (Ratio} 

0") 31 D;>f31 Day31 Day31 Dlly31 I Osy 31 Doy31 

7031 o.m 9.35 l.98 7.71 31.83 219 1.468 
7032 0,310 6.90 3.56 7,96 3264 UI 1.761 
7003 0.320 9.26 J,81 7,46 3~.20 1.80 1889 
703~ QJ28 7.71 3 78 8.Jo 36-45 2.10 f.370 
7035 (l.408 8.68 3A8 7.12 36.84 2<18 1.316 
7036 0.355 9.14 3.59 6.45 30.09 255 1.600 
7037 036~ 8.32 3.74 7.69 30,11 239 1.693 
7038 0347 7.11 4.05 7.40 39.66 2..71 1.920 
7039 Q268 6.53 Ul 7.22 3289 2.37 1.117 
7040 0.329 8.89 3.51 7.02 29.51 I 2.49 1_413 

Meai 
SD 
N 

0,3363 
O.OJ6ll 

10 I 
B.249 
0. 999 

10 

3.788 
0.2~ 

10 

7.439 
Q532 

10 

I 

I 
33.728 

3.333 
10 

I 
I 

2348 
0257 

10 

1.5541 
0.2623 

10 

I I 
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lndMdual Ari.ma! Ogan:To&t!i Weight Ratio 
PSL Slud'/ Nunber 51651' -A 28,0ay Otal G""age To.ici!y Slu:tf in R.-� 

Se';: female O"I{•) Rela'Jve t.o Slao1 Oa,te 

125 
"'9'kgday Thyra/d-Peralhyrool 
Go0"12 ITTIW 

(.Ralio) 

0~3i 

7031 1,!1120 
7032 0.7394 
7033 I 1475 
7034 0.8779 
7035 I 0000 
703'6 0.11182 
70:JI 09664 
703i I 4122 
70:t. 08935 
7040 10067 

I 11 
--

1.05138 
0.26~ 

10 
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lrdividual Arimol 0'!1&n-T<><lody W~hl Rolio 
PSL SIU<t; Ntrnber51651-A28-0tiy0rol Ga,sge To1doitySlua;iaRolll 

Se>e Female O"t'(I) R,elalivo lo Start Ollie 

250 
IT\9~!>'day Aihnal Bra'<, Heart K;cneys 1J....- Spleen Th{Tlf.1$ 
G<,,~3 ,raw I /TBW ITBW /TIIW /TBW /lBW ITBW 

(Ratio) (Rwo) (Ratio) (Ratio) (Ratio) (Ratio) (Ratio) 

Day 31 01l)'31 Day31 !lay31 Day31 Dll)'31 Oay31 I I 
7051 0.320 7,64 3.56 7.53 8212 1.89 1.865 
7052 0.29'1 1.27 J,67 6.59 31 .80 .90 1.<157 
7053 0.325 7,29 3.~ 7.14 31.39 21~ 1.664 
70ii4 0.252 7,59 3.19 6J3 35.26 230 1. 57~ 
7055 0.320 B.08 4.00 7.52 31l.12 2. 24 1.556 
7056 0,408 9.27 3,99 8.44 3U2 2.11 2.179 
7057 0,275 8.01 3.71 8.09 33,86 207 1.1105 
7058 O,il56 B.70 3.55 7,78 32.85 1,97 1,6f>7 
7059 0.333 B.29 3.93 7.46 35.67 2.02 2,468 
7060 0.326 B.52 3.43 8.13 31.78 2.22 1.313' 

Mea,, 0,3206 8.06c 3.649 7.001 34,258 2.086 1.153B 
so 0,0433 0.646 0.266 0.508 2.860 0. 141 0.3460 
N 10 I 10 10 10 10 I 10 10 
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ln<1Mdl181Mmil Clfg•n-lo-6ody Woifl,IRatio 
PSL ShJdl, NLmber 51651 , t. 28-0ay Ofal Gmsgo ToJCielty stuoi in R.-s 

Smc Fems'• 0,,,-(s) Re!owo to stall Dato 

250 
mgll(gda', 
Oro'4'3 

Thyroid-PEl'afho/rold 
fTBVI 
(Rulio) 

Day3\ 

fOSI OIJl80 
7052 0.761 2 
7053 0, 964.l 
7054 0,8889 
7055 1.0400 
7056 1.3761 
7057 0,8765 
7058 0,9823 
7059 0.9524 
1000 0.9565 

Me... 
SD 

N 

0,9866.1 
0.16191 

10 

000832 
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lndMdual Animal O!goll-To,flody Weight Ratio 
PSI. S!Udy Nilnber51651 - A28-0ayOrslG•vage Towicity S!uct(ihRalr 

Sex Female Day(•) Rolam/elo S1'ilt Date 

~ 

"'~!>'day 
Cln,l4) 4 

Aitm !!ran 
rraw /TBW 
(Ratio) (Raio) 

DayJ1 Day31 f 

Heari 
fTBW 
(Ratio) 

oayai ! 

Kim")" 
,raw 
\R•Uo) 

0eya1 , 
u ... 
fTBW 
(RaHo) 

-Day 31 

Spleen 
new 
(!!.tio) 

Oary31 

I 
I 

I 
r 
l 

~mus 
rrew 
(R!!fio) 

Day31 

/011 0.292 1.'ll I 3.ffl ' 8,01 36.37 221 1,416 
7072 O.V9 9.30 3.00 1.17 34,67 243 2.t~ 
7073 o.a10 9.00 3.54 8.43 33.76 262 2,013 
7074 0.:136 8.:l'l 3.88 7.20 32,28 216 1. 638 
7(J75 0.388 8.19 ~.58 7.62 308 231 2112 
7076 0.344 7.70 3.$ 7.11 33,28 :!.81 1.4:il 
10n 0,3;1 9.06 3,73 8.98 35.90 250 1,848 

7078 0.351 8.55 3.51 6.90 37.69 2.23 1.640 
7079 0279 1.J!I 3.28 7.14 33.14 202 l.502. 
70ll0 02.71 B.dS 3,50 6.96 2~ 213 ,:713 

Meal O.il211 
SD 0.0406 

N 10 I 
9.222 
0.612 

10 

3,623 
0.185 

10 

7.611 
0.687 

10 

33.689 
3.494 

10 I 
2.341 
0,247 

10 I 
1.7,484 
0,2707 

10 
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lnm,,il!ualAnm al otgar,.To-Bod)' Weigh! Raffo 
PSL S\u<fy Nllllbet 51651 • A 28-0ay Oral Gffll!l• Troocity $tlJl!V1n Ritt 

1500 
l ~gmy 

Groi4> 4 
Thyrold.P«i#iyrcrd 

rraw 
(R.!llla) 

Oayat 

7071 0.9738 
7072 0.9783 
7073 1.135~ 
7074 1,OTT6 
7075 09615 
7076 07813 
7077 1,2295 
7078 11570 
7079 1.1847 
708() 09583 
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APPENDIX O: INDIVIDUAL ANIMAL ORGAN-TO-BRAIN WEIGHT RATIOS1 

PRODUCT IDENTIFICATION 

Silk Fibroin 

1 [ organ weight/brain wcighq 
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Individual Mimal Orgoo-To-Srain Weig~ Aa!ioa 
PSI..Siuclt N..mber ~1651 - A 28-0ay Ora G8'111ge Toxicity Sh.id-/ in Rat• 

S.~. female Day(s) RelalNe lo Strut Dalo 

0 
mglkl)"day Alhnal --Hciin r Kidneys Liwr ~loen � Th)IITIUG Thyrtlld-Pnthyroid I Gro4> 1 forW illrW illrW IBn'I /BrW !BrW ,SrW 

(Ratio) (R~lo) (Ratio) (Ra!io) (Ratio) (Allio) IR•tio) 

Day31 o,,, 31 l D11Y31 I Dey 31 Day J1 Dey31 DsyJ1 

7011 0.040 0.44 I; 0.!15 3.75 0.27 0.229 QOOI0 
7012 0.041 0,46 1. 00 4 22 O.Ja 0.198 Q0009 
7013 0,041 0.45 UJQ 3.64 0.29 0.21,6 0.0012 
7014 0,042 046 0.93 4,39 0.35 1),226 0,0015 
1015 M42 0.4ti 0,94 4.~ 0.27 0.221 0.0011 
7016 0.034 0.44 0.94 4.55 0.29 0. 180 0.0014 
7017 0.047 0.47 1,02 4.2!1 D.31 0.197 0.000B 
7018 0.045 0.47 0,90 4,22 0.27 0.222 0.0009 
7019 0.037 0.50 1.09 4,95 0.28 0.245 Q0014 
7020 0.037 047 0.89 155 0.24 0.304 0.0011 

Meai 0.0407 0,-167 0,967 ',. 192 0.287 0.2268 000112 
so 0,0040 0.0'20 0.062 0.434 0,032 0.0345 000024 

N 10 I 10 I 10 I 10 10 10 )0 
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lhdivldual Anlmol O19an-To-Brain W~gi R•lio• 
PSL Shidy Nlinber 5185I-A 2B-Oay Oral (lavage To<icily stu<fy In Riis 

125 
!119'1:g'day Altemil Heart 
Gro~2 /BrW /BrW 

(Ratio) (Rmiol 

Ooy31 Day 31 

7031 0.006 Q.43 
~ 

Kidney• 
/BrW 

(Ratio) 

Day 31 -
0,82 

Uva 
18rW 

(RlltioJ 

Day 31 

3.62 

I Spw, Thymus Thyrdcl-Pa-aihyrold 
/BrW /BrW /B<W 

(Ri!lio) (Rmio) (Ratro) 

-
Day 31 Dflf 31 (hr; 31 

0.23 o.m 0,0017 
707.1 11045 Q.52 1.15 4.73 0.35 0.2!i(I 0,0011 
7033 0.035 0. 41 0,81 3.80 0.19 0.204 0,0012 
7034 0.043 0.49 1. <XI 4.73 0.27 0:178 0.0011 
703S 0,047 0.40 0.82 4.24 0.29 0.152 0.0012 
70J6 0.039 0.39 0.11 3.29 0.28 0.175 0.0009 
rrm 0.044 Q.45 O.!Tl 3.63 G.29 0.204 00012 
7038 (11)45 0.52 0,96 5.14 35 0. 0.249 00018 
7038 <1041 0,67 1.11 
70-40 -0.037 041) I 0:19 

~ 0.0410 0,468 0.917 
so 0.0044 0.088 0, 153 
N 10 10 10 

5.04 
3,32 

tt~ 
0711 

10 

0.36 0,171 0.0014 
0.28 0,159 0.0012 

0,289 0,\903 0,00128 
0,053 0,0071 0.00028 

10 10 10 
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lrovidual Anlmol 0'!1•n-TG-Breh Wellfj Rslio, 
PSI. S1ll<fy Nltnber 51651 • A 28-0oy or,; Gavoge Tmiicily Studr In Rli• 

Se:( Female Day(,) Rolatilla!o Start Oat. 

.!50 
mgikg'day MfNI ~ 

Heart i-Uvor Spleen Th)'IIIU< l Th)Toid-P,..n!hyrcld 
Gia~ 3 /8,W /8rW 18,W /BrV/ /BrW /SrW /BIW 

(R•tio) (Ritiol (Ratio) (Ra~o) (lMo) (Rel.JO) (Rnlio) 

Day31 

1, 

0"!31 I Day:i1 Day 31 -I Day31 011)131 Oa'y31 I 
70~1 Q042 0.4e o.ss 4.20 0.2~ 0.244 0,0012 
70~2 
7053 
70:>4 

0.040 
0.045 
0.033 

0.50 0136 4.38 
0.48 0.98 4,31 
0.42 0.91 I 4.64 

0.26 
0.29 
0.30 

0.200 
0.228 
0.207 

0,0010 
0.0013 
0.0012 

10!6 0.040 0.50 0.93 4.84 0.29 11193 0.0013 
7056 M44 0.43 0.91 4.18 0.23 0.2J:i 0.001~ 
1051 0.034 Q.46 1. 01 4,23 0.26 0.2~ 0.0011 
7058 0.041 0.41 0.89 3.77 0.23 0.190 00011 
7059 Q.040 0.47 0,90 4,30 0,24 0,2SII 0.0011 
706U 0.039 0,40 0,95 3.73 0,26 0.154 0.0011 

""'"' so 
N 

0.0397 0,454 
0.0037 0.036 

'10 10 I 
0.944 
0,040 

10 

42:M 
0 i!39 

10 

0.260 
0.026 

10 

0.2m 
0.0386 

10 

0.0011V 
0,00013 

10 

~. 

000838 



DocuSign Ert e ID: 0810265~D6A-4B51·AF2F-A7 160609C8AD 

Page 336 
Study Number S 1651 

lndlvidual Animal O~To-Breln We~ Ratios 
PSL S11idy Nimbor 51651 • A 28-0ay Oral G""IIQI! Toxicity Study on Rel• 

So,r. Female 0!1f(s) Relative lo Start Dole 

500 _L L 
mgil(r,'day A<hnal Heari K dneys Liver Sl)ieen Thymus n,y,ad-P!llih)'roid 
Gro"l'4 IBrW IBrW IBrW /BrW /8,W 16rW /BrW 

(Raio) (Re!lol (Ratio) (Ratio) (Ratio) (Ritlo) (Ratio) 

Oay31 0,,, 31 Oey 31 I Oeyl1 Oey31 Dey 31 Dv(31 I I 
7071 0.040 0.53 1 10 5.01 o.ao 0,195 O.tX>13 
7072 0.034 046 0.86 4,18 0.29 0.200 0.0012 
7073 0.034 0.39 0.94 3,7~ 0.29 0,224 0,0013 I 
1074 0.040 0.41 097 J.89 0.26 0.197 00013 
1075 0.041 0.44 0,93 4.28 0.28 0.2&! 0.0012 
7076 0,04) 0.47 o.~ 4,32 0.31 0.189 0.0010 
7077 0,040 0,41 0,99 3,96 0,2B 0,204 0.0014 
7078 0,041 0.41 0.81 4.41 o.2e 0,192 0.0014 
7079 0.038 0.44 1,05 4.49 0,21 0.203 0.0016 
7080 0.032 0.41 I 0,82 2.~ 0.25 0.202 0.001, 

Mem 0.0391 0,443 0,929 4.120 0.286 0,2124 0,001£1 
so 0.0048 ~OJS 0.096 o.~ 0.033 0,0262 0.00016 

N 10 10 I 10 I 10 10 10 I 10 ' 

I 
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APPENDIX P: HISTOPATHOLOGY 

PRODUCT IDENTIFICATION 

Silk Fibroin 

Submitted By: 

HSRL 
Histo-Scientific Research Laboratories 

5930 Main Street 
Mount Jackson, VA 22842 
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HI TOLOGY 
PATHOLOG"i' 
ARCHIVES 

PATHOLOGY REPORT 

SIU< FIBROIN: A 28-0AV ORAL GAVAGE TOXICITY STUDY It.I RATS 

Pt"oduct SaJc,ty Labs IPSL) Study Number 51651 

F111p1 d bJ 

i-lSRL 
H 51.i• Cla:1'1111 A-.'t.ll l&lc.r111ones 

59!0 Meon S1ree_ 
M01.1,11 Jlh>.l!Ol'I VA 223'42 

TftUng Facility 
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Oayton NJ 08810 

Sponao, 

Cambr,dg,e C~. lr;c 
444 Somervllle Ave 

Scrr,elfll1l!t' MA 02143 

M:m:h J, 202i1 

!,•IJO 1\1 n Su .,, 
" · , ... ,. , , \ 'A l1Jt1 
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Final Pathdogy Repcrt 
ca,,,u,(idge Crops. Inc. 

PSL Study Numtier 51651 
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fm>I ~ ~ &a,.,.....,,..o,,..,._," 
P';\ lili.,, •1.,,rtOlsf !il,1,a, 

j ,II GLP C0rt1pr111,c• Sht!Utlofflt• H1UC1111tno1og~ s1I0, Pn11•nlllD11 

T,W """ 1""'1~1 tbde nr~mrl01> 1>oru011 ul Fl•oaucl $11latv l,Ji::9 S!ildy llil.!mba,- 5165i . "'"'°' '!\'a. 
,ic11'lomied el ~o-S1:11;ntll'ic ?.as6,i!A:h Ll!borai~ {H-~L), 59JD ~n S1reet, -.,01,,111 .JBllk11Dn, V/J.. 
22M2. was IJlndUl'll8d fn IDIT'OllaN» w th U.S FDA Gt.P'. 21 CFR F;lt1 58, 987 

Ctai~ o 
Pnl!CIP-lil ln~l!'ltlgalo, 
H-sli,.-Sd.mtk ReE9SrctJ Lill:iO<allll'1fl"l lHSRLI 
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;.,1 .. lnlll!lcflogyllq,oM 
r...,,11,111!1,-,<:"'1' . .,,,_ 

l'SlW!i>fW~SIG51 

Th2 ~•tologicel ,.11ae evti11151tion 11Qti10i1 ur Pro!lua Gslef)I L;,b,; s 1,1t1y Numoe1 fi16.S1 wr,ich wai; 
pelformed eil Hl!l(Q•SCllllllifw: Research Labar.,li;irie$ (HSF\LI. 511-!0 l\lein SUl'lel Mainl JaO®m , \/A 
2:Ul42 W8'S coni,uck!d in !'.QfflpMllnee \Wilh U.S. FDA GLP· :n CFA Pft!1511, Hl87 

(
C1'111tbne E WBtSO."l. ~5. BVMS. MRCVS MCVP 
Pmopi:d lnvesogetor 
HISIO-Scle<'ltific ~ Labom1one11:\H$RL, 
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f inel PalholO!l\l Report 
C•m!lridge Crop,, loo • 

.PSL Study Numt<or 5t651 

a.o Executive Summary 

The objective of this study was to evaluate the potential sllbchronlo- to)Ciclty of Sill< Fibroin 1n male arid 
female rats likely to arise rrom repeated e)(posure, via oral gavage, over a lest period of at least 28 days. 
A no-obse111ed-adverse-etfect-fevel (NOAEL) was determiried 

Methods: According to the protocol , 80 rats (40 male and 40 female) Were assigned to Four treatment 
groups. Following the In-life procedures, all animals were eulhanized on Day 30/31 and subJected lo a 
gross necropsy, Protocol-specified tissues were collected and forwardeo to HSRL Upon receipt, 
protocol-required tissues from both the conlral and high dose groups (Groups 1 and 4, respectively) and 
gross lesions from all animals were prooessed, embedded in parafljn, sectloned and stail)ed with 
hemaklxylln and eosin (H&E). The resulting microscopic slides were evaluated by Christine E. Watson, 
MS, BVMS, MRCVS, OACVP of HSRL This pathology report by HSRL presents 11,e results of tne 
microscopic evaluatlon of protocol-requ1red tjssues and gross lesions from all animals. 

Conclusion: The objective of this study was to evaluate the potential subchronic toxtoily of Silk Flbro1n In 
male ,md female rats likely to arise from repea!ed exposure, via oral gavage, over a lest period of al least 
28 days_ A no-observed-adverse-effect-level (NOAEL) was determined. 

Admlnistfc!lion or Silk: F1 broin via repeated e)(posure by oral gavaae to control (Group 1) and high-dose 
(Group 4; 500 mg/kg/day) male and female rats was not associated with mortality. All animals survived to 
terminal sacrif ice (Day 30131 ). There were no test substaroe-related gross or m[croscopic findings. 

3/J112020 
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Final PelhOlogy Report 
Ctlm!Jolijg• CrCJll•, ln0; 

PSI. Study Numcer 51651 

4,0 Introduction 

4, 1 Protocol 

This report presents the hlstopathology results of a study to evaluate the !X)terrtial subohronio toxlclty of 
Silk Fibroln administered via oral gavage to rats, PSL study Number 51651 Cambndge Crops, Inc., 
Somerville, MA_ All in-life procedures and tissue harvests were performed at Product Safely Labs under 
the direction of Raghavendra Gowda, Ph.D. Study Director Histology was performed at HSRL and 
rrncrosoopic evaluation was completed by Christine E Watson, MS, BVMS, MRCVS, DACVP at HSRL 

4.2 Obieclive 

The objective or th~ s tudy was to evaluate the potentia l subchronic tox1oity of SIik Fibro]n In male and 
remale rats likely to arise from repeated exposure, via oral gavage, over a tesl period of at least 28 days. 
A no-observed -adverse-effect-level (NOAEL) was determined. 

5.0 Methods 

5, 1 Compliance Statement 

The histology and pathology portions of this study performed by HSRL were concH.Jcted In compliance 
with US. FDA GLP: 21 C FR Part 58, 1987. 

5. 2 study Design 

According to the pro!oool, 60 animals (40 male and 40 female) were enrolled in the study The study 
design Is further de&:rlbed 1n Table 1 as fol lows: 

Table 1. Dose Levels 

Group 

2 

Number 
Animals/Group 
(Male/Female) 

10/1 0 

10/10 

Oral Gavage 
Dose of Test Dose Volume Concentration 
Substance (mUkg) (m_g/mLt 
frng/kff/dayJ 
0 (Vehicle 

0 Control\" 

125 12.5 10 
3 10{10 250 25 

4 10110 500 50 . DI stilled Water 
• Al)prop!late coru:entra!loros oftne rest substa nca •• received In Velllcte roecl1ievtt Iha tergct dose lll"Yel 

53 Necropsy 

Al 1erminal sacrifice on Day 30131, all animals were eulhanized and subjecled lo a gross necropsy. 
Neoropsies included examination of the external surface of the body, all orifices, musculoskeletal system, 
a11d the cranial, thoracic, abdominal and pelvic cavibes, with their associated organs and tissues At 
sc heduled termination, the following organs were weighed: adrenals (combined), brain, epididymides 
(combined, males only), heart, l<idneys (combined), liver, ovaries with oviducts (combined, females only), 
spleen, testes (coml:iined, males only) , Ltiymus, and uterus (females only). The seminal vesicles wrth 
coagulating gland (combined, males onjy) tnyroldlparathyroid, and ventral prostate (males only) were 
weighed fi>(ed at HSRL. T he following organs and tissues from all animals were preserved in 10% NBF: 

6 :l/31/l020 
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Cembndge Creps, Inc , 

PSl SIU(fy Number 51651 

accessory genital orgar,s (prostate ano seminal flaSal turbinates 
vesicles) nose 
adrenals ovaries 
all gross lesions oViducls 
aorta pancreas 
bone (femur) parathyroid 
bone marrow (from remur and sternum) perlphera I nerve (sc1atrc) 
brain - sections lncllJdlng rneduUa/pons, pharynx 
cerebellar, and cerebra l oortex pituitary gland 
oeaum rectum 
cervD< sallv.ary glands (subllngual, submandioular, ano 
colon parof1d) 
duodenum skeletal muscle 
esophagus s·kin 
Hardenan gland spinal cord - 3 levels' ceMcal, m1d-thcracic, and 
heart lumbar 
Oeum with Peyer's patelles spleen 
jejunum sternum 
kidneys stomach 
larynx thymus 
liver thyroid 
lurigs trachea 
lymph node mandibular urinary bladder 
lymp/l node mesenteric uterus 
mammal)/ gland vagina 

The epid1dym1des, eyes, optic nerve, and'tesles were preserved 1n modified Davldsons fixaove and then 
stored In ethanol . 

5.4 Histological Processing 

Collected tissues from all animals were rorwarded to HSRL where ttie protocol-required tissues from bolh 
the control and high dose groups (Groups 1• and 4, respectively) and 9ross lesions from all animals were 
processed, embedded 1n paraffin, sectioned arrd stained ,vith hematoxylln and eosln (H&E), Animal 
information from PSL's Gross Pathology Results was entered into Pristimas at HSRL, All m1crosooplc 
slides were evaluated, and m1croscopic 'findings were entered directly Into Prislima by Cl1rlstine E. 
Watson, MS, BVMS, MRCVS, DACVP or HSRL Gross to mIorosoopic correlations and the Incidence of 
mTorosooplc f1nd1ngs are presented 1n 'the Histopathology 'Incidence Tabres portion orthis report. 

Within the Hlstopathology Incidence Tables, the following abbreviations apply '. 

M=Male 
F-=Female 
1>=Minimal 
2>=M11d 
3>"Moderate 
4>:::Marked 
S>=Se11ere 

Within the Tissue Accountability Append t1< , me following abbreviation applies: 

SOPs=Standard Operatl119 Procedures 

3f.l112020 
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F ,lllll F111Jdo!l'/ iloiso,1 
C.~!IIIY't~-~ .. 
~ ~ N!l!Nltr5t6St 

G.O A11&ul1!5 

6 1 A~lrmil Mortal~ 

1lwt: \Yete no um.:hedolcd dealh an•rnsl& fi4fJOft0 tti11 wlmat~ ~rtted forhlSIOJ]8ll\ologlcal emus!Jon 

6.2 MacroSQ1111c OtJserwtiona 

Tile grgu findi119s at 1MT11ns1 llllCfifiCO eo Oe,V 30/31, 11/1!11: Cll~led lncdllnrnl, of the ll/l{Utl! ~I)' 
Obs.ryed !ti rats (ba1'.l<Q10011d tindlrtQS) .and/or WIJl'8 ot lllmltar incidence in ccm11cl end da&ed rum and 
~I! 004 con»klerea rel.rle!I to :ldm,nlCtri;tion of St& Fibroi1> 
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correlallid ITIIOO!Jc.apically \lnltl lesooulaf elrophy Antmal 7009 had ~·~ 11m!w,gs cl &malt r\9111 
epiiJdyrms 11\at l'nlero&l.X:lpciil\' conel",t,,d ll(lldkfyma) &lroph)I fem111es In Grnups , lhraugt\ A ~11h ,; 
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/.efn111At n.irls llkolv to attae from re,>e.:aled ~xpo:;uu,, -..a oral gsvage. DVl!r a1 l2SI p,iro<t QI it1 la~~, 2fl ~ 
A 11CrobsEfVl!d-Rdvl!f"d!Mlireet-lew-al (N™Ell was detennmeci 

Ad~i,<Stnltion ol S1111 F!Qrt,fl\ Vf• l'llpeatsci e,uiooure by C>flil ga~oge tc, CXJnltol (Group ; ) and htgh-<1058 
IQ rout, 4 500 lflq/l<slldav) male :ind f4nlill11 l'\'.t/; -· !'IOI ~l!!d Witt, modality, All a111rnaJ9 .lltuvived kl 
'i=<m1r>111· sacrtne11 tOay ~0/31) There were no 1a1 ll•ob>'ll.11l<X....,.1Uatflil 11rcn.sor ~ fir,dl'lQs 
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