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GLP .C01VIPLIANCE STATEMENT AND DECLARATION 

PSL Study No. 55164 

Eurofins Advinus Study Phase No. G23206 

Eurofins Advinus Study Phase Code : Clin PA TH 

Principal Investigator Dr. K. C. Jayachandra 

Location Department of Safety Asse~sment1 Pathology 
section, Emofins Advinus ILimiteg, Bengaluru, 
India 

I hereby confinn that the Phase of Clinical Pathology dat11..inte1pretation of the above 
mentioned study was performed and docmnented in cotnp1ian ·½. with U.S. FDA GLP: 21 
CFR Part 58, 1987 Which is compatible with OECD PrinGiple:rnf Good Laboratory Practice 
(as revised in 1997) publishedinENVIMC/CHEM 0)8)17, OECD, Paris, 1998. A copy of 
audited clinical pathology data was provided by iP-SL for the preparation of clinica1 
pathology data interpretation phase report. 

lt is assured that the reported results fuithlblly represe1rt the data provided by PSL during 
the expe1irnental work. No cinmmstances have been left unreported which may have 
affected the qua1ity or integritY'ofthe data or which might have a potential bearing on the 
validity and reproducibility of this study phase. 

K. C. Jayachan&J:~ M.V. Sc ., DABT 
Princip;tl fuyestigator, Pathology Section, 
Dept. -ofSafety sessment 
Eur'ofuis Adv:i:nus Limited, Bengalmu 

Date 
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QUALITY ASSURANCE STATE1VIENT 

The clinical pathology data intetpretation phase (Eurofins Advinu.s Study phase No. 
G23'.206) of PSL Study No. 55164 entitled "limosilactohacillus .reuleri: 28-Day repeat­
dose oral gavage toxicity study in rats" was inspected in accordance with U.S. FDA GLP; 
21 CFR Part 58, 1987 wbich is compatible vVith OECD Principles of Good Laboratory 
Practice (as revised in 1997) published in ENV/l\tlC/CHEM (98)17, OECD, Paris, 1998. 

The clinical pathology data intetpretation phase report was reviewed and :fi~s r orted 
to Principal Investigator, Study Director, Lead QAU , Test Site Manageme.nt and Test 
Facility Management on the dates shown below: 

Date 

lnspe<,:(ion I Audit 

Phase 

Reporting to 
Principal 

Investigator,and 
Test Site 

Man11,iement 
Dare- _ 

~ 
~ep.orilngto Study 

Director, Lead QAU 
and Test Facility 

It Management 

Date 

Initiation Phase 
Review of study plan 

Re_portingPhase 

Draftdinical pathol~ 
evaluation phase repori 

re..-iew 

14 Jtily2021 14 July2021 15 .Tuly2021 

22.July 2021 '22 July2021 23 July 2021 

-

I 

Report review was perfOID1ed according to the Standard Operating Procedures of the test 
site' S' Qruility Assurnnce Unit. The report of the clinical pathology dataintetpretation phase 
ofthe study was inspected against the approved study plan and pertinent data provided by 
the study director, anii it accurately reflects that data. 

D. V. l(;rishnamurthy, M.Sc ., RQAP-GLP 
Qllality Assilnlnce Unit-GLP 
Eurofins Advinus Limited, 
Bengaluru 

Date 
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LIST OF ABBREVIATIONS AND SYMBOLS 

General 

• NoData 

• NoData 
di - decilitre 

fL femtolitre 
g gram 

N Number Of Values Used In Calculation 

ng - nanogram 
SD - Standard Deviation 

Sligh . .. Slightly Cloudy 

mg - milligram 
mmol/L . millimole/litre 

µL - microlite 
pico_gram picogram -

WNL Within Nom1al Limits 

QNS Quantity Not Sufficient 
%Diff - Per cent Difference 

IYI 1 • 

Hematology 

ABAS - absolute bas'ophil 
AEOS - absolute ·eosinophil 
ALUC - absolute large unstained cell 
AL YM - a):>solute lymphocyte 

AMON - aQsolute monocyte 
ANEU - al:l soluteneutrophil (all forms) 

HCT - hematocrit 
HGB - .hemoglobin 

M 'H - mean corpuscular (cell) hemoglobin 
MCHC - mean corpuscular (cell) hemoglobin concentration 

MCV - mean corpuscular (ceit) volume 
PLT - platelet count 
RBC • red blood cell count 

RDW - red cell distribution width 
WBC - white blood cell count 

Coagulation 

APTT - activated partial thromboplastin time 
PT - prothrombin time 
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LIST OF ABBREVIATIONS AND SYMBOLS contd. 
Clinical Chemistry 

ALB - Albumin 
ALKP - alkaline phosphatase 

ALT - alanine aminotransferase 
AST - aspartate aminotransferase 

BUN - Blood urea nitrogen 
CALC - calcium 
CHOL - cholesterol 

CL - chloride 

CREA T - Creatinine 
ELISA - enzyme-linked immunosorbent assay 
GLOB - globulin 

GGT - gamma glutamyl t:ransferase 
GLU - glucose 
HDL - high density lipoprotein cholest~o) 

K - potassium 
LDL - low density lipoprotein cholesterol 

NA - sodium 
IPHS - inorganic phosphorous 
SDH - sorbitol dehydrog~ase 

1'3 - triiodothyrooine 
T4 - thyroxine 

BILI - total bilirubfo 
TP - total protein 

TRIG - tr1glyceritles 
TSH - thyroid stimulating hrnmone 
U/L - units/Ji'tre 

Urinalysis 

DK - dark 
EU - ehrlich units 
LT - light 
NT - Not tested 

pH - negative log of the hydrogen ion 
SG - Specific Gravity 
TR - Trace 

URO - urobilinogen 
WNL - within normal limits 
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TEST SITE STUDY PERSONNEL 

TE-ST SITE: Eurofins Advinm; Limited 
# 21 & 22, Peenya Industrial Area, 
Phase II, Bengaluru 560058 India 

Principal Investigator: K. C. Jayachandra, M.V.Sc., DABT 
Pathologist 
Department of Safety Assessment 

Report Review: S. K. Vijayasarathi, M.V.Sc., Ph.D., FIATP 
Expert Pathologist 
Department of Safety Assessment 

Test site management: RajivMalik 

Test site QA: D V Krishnamurthy. M,Sc ., RQfta>-GLP 
Quality Assurance U.wt-GLP 

Repo1t compilation: M. Teja~wini, B.SG, 
Electronic Data Processing (EDP) 
Department of .Safet.y Assessment 
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1. STUDY PHASE DETAILS 

Study Title Limosilactohacillus reuteri: 28-Day repeat­
dose oral gavage toxicity study in rats 

Study Phase Clinical Pathology evaluation 

Test Facility Study Number 55164 

Test Site Study Phase Na. G23206 

Test Facility Product Safety Labs (PSL 
2394 US Highway BO 
Dayton, New Jersey 0-88~0 

Test Site Eurofins Advinus Limited 
# 21 & 22, Peenya Inqustrial Area 
Phase II, Bengalum 560058, India 

Sponsor Elanco Al'limal Health Incorporated 
2SOO Irnlovation Way 
Greenfield, Indiana, 46140 

Sponsor Representative E>r. 0laf Will 
Senior Scientific Expert Toxicology 
Bayer Animal Health GmbH 
An Elanco Affiliate 
Al:fred-Nobel-Str. 50 
40789 Moriheim, Germany 
Email: olaf.w:ill@elancoah.com 

Study,.M_,QQito Laurie C. Dolan, PhD, DABT, FACN 
Senior Staff Toxicologist at GRAS Associates 
a Nutrasource. Pharmaceutical and 
Nutraceutical Services Company 
1180 Grand Park Avenue, Suite 500 
North Bethesda, MD 20852 

Study Director Mark R. Bauter, BA 
Study Director 
Tel: 732-438-5100 x1542 
Email: MarkBauter@ProductSafeLyLabs.com 
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LeadQAU Eward Hyman, BA, MBA, RQAP-GLP,CQA 
Director, Quality Assurance 
Product Safety Labs 
Email: EwardHyman@Productsafetylabs.com 

Study Phase Schedule 

Study Pha~e Initiation Date 9 July 2021 
Final Clinical pathology Phase Will be included in final report 
Rep01t (Study Phase Completion 
Date) 
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2. OB.JECTIVE 

eurofin 

The o~ective of this study was to evaluate the p0tential toxicity o 
Limosilactohacillus reuteti '(L. reuteri) ATCC PTA-126787 (L. reuteri 3630) and 
ATCC PT A-126788 (L. reuteri 3632) :in male and female rats likely to mise from 
repeated exposure via oral gavage over a te~t period of 28 days. A no-observed­
adverse-effect-level (NOAEL) was also sought for each sex. This clinical 
pathology phase report :includes int tirpretation ofhematology, rnagulation, clinical 
chemistry and urinalysis data and the conclusions drawn from respecti'l{e data. 

3. STUDY DESIGN 

Experimental procedures applicable to clinical patho1og)'. are surrunarlzed :in the 
tables below. More details can be found in the main to~ co ogy rep;,;,rt. 

The selected male and fe,1J1ale rats were assigned to control and various treated 
groups as shown belbw: 

Group 

Number 
of Rats 
Males/ 

Females 

Test article 
(mg/kg bw/day) 

Targeted 
Dose Level 

(CEU/kg 
bw/daY,) 

Calculatedb 
Dose 

(CZFU/kg 
bwlday) 

Dose 
Volume 
mL/kg 
bw/day 

Test Article 
Concentration 

(mg/mL') 

1 10/10 
0 

Vehicle only 0 0 0 

L . .reuteri 
3610 
(25 .3) 

+ 
L. reuteri 

3632 
05 .2) 

2 10/10 
L. reuteri 3610 (1 ZJ, .5) 

+ 
L. reuteri 3632 (75.8) 

l.668E+ l0 
+ 

1.668E+l0 

3.1E+09, 
+ 

7.5E+o9 

'al' 

"""'"- L. reute11 
3630 
(50.7) 

+ 
. reuteri 
3632 
(30.3) 

11 ls. ~euteri 3630 (253.3) 
+ 

L reuteri 3632 (151.6) 

3.337'E.+10 
+ 

3.337E+ l0 

4.5E+09 
+ 

1.4E+10 

5 

;I 10/10 _.._ 

i' 

L. reuteri 
3630 
(152) 

+ 
L. .reuteri 

3632 
(91) 

4 10/10 
L. reuteri 3630 (760) 

+ 
L. reuteri 3632 (455) 

l.OOlE+ll 
+ 

1.00lE+ll 

l.6E+l0 
+ 

5.7E+l0. 

a LR3630 = 132 000 000 000 CFU/g (1.32E+ll) and LR3632.=220 000 000 000 CFU/g (2.2EH1) , as 
determined by Product Safety Labs·prior to sl:t!ciy initiation. 

b Calculated using the geometri o mean 
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4. METHODS 

4.1 CLINICAL PATHOLOGY INVESTIGATIONS 

4.1.1 SAMPLE COLLECTION 

Clinical pathology analyses were conducted on samples collected on the fifth week 
.(Day 30/3'1) of the study for hematology, coagulation clinical chemistzy, and 
urinalysis. Bload samples·were not collected from one Group 2 male (3829 which 
was sacrificed humanely on Day 19. The coagulation clinical 1.hemistry, ,lllld 
urinalysis samples were analyzed at PSL (Test facility) and hematology samples 
were analyzed at Corteva agrisciences (Test site for hematology sanlple ahalysis). 
The electronic copies of the results were shared by PSL with Euro fins Advinus 
(Test site) for interpretation of the data. 

4.1.2 HEMATOLOGY AND COAGULATION 

Complete blood counts, including reticuloGytes, were determined oh fill ADVIA 
120 Hematology System. Coagulation times were determined on a Siemens 
Sysmex CA620 automated coagulation system, 

The following hematological artd c9c1gulation parameters were determined by PSL 
and the electronic copies of results we:r,e -shared with the test site for inclusion in 
the clinical pathology phase re rt: 

red blood ceils count hemoglobin concentration 
hematocrit mean corpuscularvolume 
mean c01pusc1J.la1-hemoglobin red cell distribution width 
reticulocyte c unt platelet count 
white blobd ceUs and .differential leukocyte counts of neutrophils, lymphocytes, 
monocytes, eo~ophils, oasophils, large unstained cells. • 
mean c • uscu1.ar hemoglobin concentration was calculated 

prothrnmbin time 
activated partial thromboplastin time 
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4.1 .3 CLINICAL CHElVIISTRY 

The, following parameters were deternrined on a COBAS C31 l automated clinical 
chemistry analyzer at PSL and the electronic copies ofresults were shared with test 
site for inclusion in the pathology phase rep01t: 

Serum aspartate aminotransferase Sernm alanine aminotransferase 
Sorbito1 dehydrogenase Alkaline phosphatase 
Gamma-glutamyl transfernse Total bilimbin 
Urea nitrogen Total cholesterol 
Blood creatinine Fasting glucose 
Triglycerides Albumin 
Total serum protein Calcium 
Globulin Sodium 
Inorganic phosphorus Chloride 
Potassium 
L- andD-Lactic acid* 
*(additional serum sample wa,; sent to the Sponsor for evaluation) 

4.1.4 URINALYSIS 

The following parameLers were determined ;rt PSL and the electronic copies of 
results were shared with test site for inclusion in the pathology phase report: 

Bilimbin Ketones Specific. gmvity 
Blood Microscopic urine·sediments Volume • 
Color pH Urobilinogen 
Clarity Protein total 
Glucose Quality 
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5. RESULTS AND DISCUSSION 

5.1 CLINICAL PATHOLOGY 

5.1.1 HEMATOLOGY 

Refer Tables l and 1, Appendices 1 and 1 
There were no test article-related changes in hematology parameters at all dose 
levels tested. 

Decreased haemoglobin in Group 3 males, and reduced haematocril! in Group 3 
males and females were considered toxicologically ihsignifieant. as there was no 
dose progression, the magnitude of the change was minimal, and the values were 
within ranges of historical controls . Further, there were np 1:qrresponding changes 
in MCH, MCHC, or red blood cell count. The inereasi;d neutrophil count in 
Group 3 males also was considered toxiccilogically msignificant as there was no 
dose progression and/or magnitude of the change was rrrinimal 

All other changes in hematology parameters wen~ considered unrelated to test 
article, because they occurred sporadically, -Or ere considered due to biological 
variance among rats as magnitude ofivariati0n was minimal. 

5.1.2 COAGULATION 

Refer Tables :l and :!., Appendie1;s j_ and :!. 

There were no test a¢ele-re1atecl changes in coagulation parameters at all dose 
levels tested. 

5.1.3 CLINICAL CHEMISTRY 

Refer Tables 2. and .§, Appendices ,i and .§_ 

There wen; no test article-related changes in clinical chemistry parameters at al1 
do.St levels tested. 

Increased creatinine in Group 4 females was considered toxicologically 
ins"gnificant as it was not associated with any renal lesions, values were within 
ran;ges of historical controls, and there were no effects of the test material on 
urinalysis. 
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5.1.4 URINALYSIS 

Refer Tables 1 and~ Appendices 1 and ~ 

There were no test article-related changes in urinalysis parameters at all dose levels 
tested. 

6. SUMMARY 

Administration of test articles Limosi/actohacillus reuteri (l. reuteri ) 
ATCC PTA-126787 (l . reuteri 3630) andATCC PTA-126788 (L. reuieri 3632) in 
male and female rats by the oral gavage route over a test period of28 days did not 
induce any changes in hematology, coagulation, clinical chemistry and litinalysis 
parameters. 

7. ARCHIVES 

Emofins Advinus will archive documents of the-study uh as electronic copy of 
the study plan, draft clinical pathology phase report, final clinical pathology phase 
report, email correspondence generated for Ute cliili~al pathology phase and printed 
.copy of original. signed final pathologypn.ase rt:port. (copy 1/1) for life time. The 
study data file will be archived for at least !l ,yeaFS following the completion of the 
study phase. Archiving beyond 9 years will be decided after consulting the sponsor. 

8- REPORT DISTRIBUTION 

An electronic PDF co_py (1/J) of clinical pathology phas·e report generated at the 
Te~t Site will be sent to tl(e study director/Test Facility (PSL). The original signed 
final clinical pat!J.Ology phaseieport (1/1 ) will be archived at the Test site (Emofins 
Advinus). 

PSL Study No.: 55164 Page 15/llS 
Eurofins Advinns Study Phase No.: G23206_ Qin_p A TH/Clinical Pathology Phase Report 
Copy 'No. 1/1 

Page 276 
PSL Study Number 55164 



 
  

  
 

-- eurofins 
Advinu 

PSL Study No.: 55164 Page 16/115 
Eurofins Advinus Study Phase No.: G23206 _ Oin _PA TH/Clinical Pathology Phase Report 
Copy No. 1/1 

Page 277 
PSL Study Number 55164 



 
  

  
 

-- eurofins 
Advinu 

TABLE 1. Summary of Hematology Parameters - Males1 

Refer Appendix 1 

Sex: Male 

Day(s) Relative to Start Date 

Group I 

OCFU 

Group2 

1.668E+10 CFU 

Group 3 

3.337E+ 10 CFU 

Group 4 

1.001E+l1 CFU 

RBC 
(x10"61µL) 

31 a Mean 
SD 
N 

%Dill 

848 
0.66 

10 

854 
0.30 
9 
0.7 

8.09 
0.43 

10 
-4.6 

833 
032 

10 
-1.8 

HGB 
(g/dl) 

31 I I] Mean 
SD 
N 

%DIii 

15.6 
0.7 

10 

15.5 
0.5 
9 

--0.6 

14.8 
0.7 

10 
-5.1 

15.4 
0.6 

10 
-1.6 

HCT 
('!'o) 

31 I 11 Mean 
SD 
N 

%Dill 

49.3 
2.5 

10 

47.9 
18 
9 

-2.7 

45.7 
21 

10 
-11 

47.6 
1.7 

10 
-3.5 

MCV 
(IL) 

31 I 11 Mean 

SD 
N 

%Dill 

58.3 

3.9 
10 

56.1 

2.1 
9 

-3.7 

56.5 

1.9 
10 
-3.1 

571 

1.1 
10 
-20 

MCH 
(pg) 

31 I 11 Mean 
SD 
N 

%Dill 

185 
0.8 

10 

18.2 
0.7 
9 
-1.6 

18.4 
0.7 

10 
--0.8 

18.5 
0.3 

10 
-0.2 

MCHC 
(g/dl) 

31 I 11 Mean 
SD 

N 
%Dill 

31.8 
1.4 

10 

32.5 
0.8 
9 
21 

32.5 
I.I 

10 
2.1 

32.3 
06 

10 
15 

ROW 
('!'o) 

31 I 11 Mean 
SD 

N 
%Dill 

13.0 
0.9 

10 

12.9 
04 
9 
-1.0 

13.1 
06 

10 
0.8 

13.0 
07 

10 
04 

PLT 
(x10'3/µL) 

31 I 11 Mean 
SD 
N 

%Dill 

952 
159 
10 

919 
148 

9 
-3.5 

852 
282 
10 
-10.5 

830 
304 

10 
-128 

□ -Anova & Dunnell 
[ 1) - Dunnell: • = p < 0.05 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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-- eurofins 
Advinus 

TABLE 1 contd. Summary of Hematology Parameters - Males 1 

Refer Appendix 1 

Sex:Male 

Day(s) Relative to Start Date 

Group 1 

0 CFU 

Group 2 

1668E+10CFU 

Group3 

3.337E+ 10 CFU 

Group 4 

1.001E+11 CFU 

WBC 
(xto•3/µL) 

31 0 Mean 
SD 

N 
%Dill 

8-77 
2.03 

10 

10.75 
3.43 
9 

22.6 

11.91 
3.75 

10 
35.8 

10.58 
2.68 

10 
20.6 

ANEU 
(x10'3/µL} 

31 o Mean 
SD 
N 

%Dill 

1.38 
0-47 

10 

1.81 
0.39 
9 

31.1 

208 • 
077 
10 
50.3 

1.45 
0.31 

10 
5.3 

ALYM 
(x1QA3/µL) 

31 n Mean 
SD 
N 

%Dill 

6.98 
171 

10 

8.39 
2..95 
9 

20.2 

9.22 
3.t8 

10 
32.2 

8.70 
2.41 

10 
24.6 

AMON 
(x10•3/µL) 

310 Mean 
SD 
N 

%Dill 

0.17 
0 09 

10 

023 
0.1 3 
9 

29.5 

0.29 
0.18 

10 
67.3 

021 

0.14 
10 
20.6 

AEOS 
(x10'3/µL) 

310 Mean 
SD 

N 
%Dill 

015 
0 05 
to 

0.18 
0.06 
9 

20.5 

018 
0.07 

10 
218 

0 14 
0.04 

10 
-6.6 

ABAS 
(x10"3/µL) 

310 Mean 
SD 

N 
%Dill 

0 06 
0.03 

10 

0.11 
0. 10 
9 

82.3 

009 
0.07 
10 
56.2 

004 
0.03 

10 
-28.9 

ALUC 
(x10•3fµL) 

310 Mean 
SD 

N 
%Diff 

0 04 
0.02 

to 

0.05 
0.03 
9 

28.5 

0.05 
0.02 

10 
47.2 

0.04 
0.02 

10 
16.5 

ARET 
(x10•3/µL) 

310 Mean 
SD 

N 
%Diff 

225.4 
31.7 
10 

232.4 
30.5 
9 
3.1 

224.3 
43.8 
10 
.0.5 

2332 
18.9 
10 
3.5 

U -Dun nett • = p < 0.05 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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-- eurofins 
Advinu 

TABLE 2. Summary of Hematology Parameters - Females1 

Refer Appendix 2 

Sex: Female 

DaY(s) Relative to Start Date 

Group 1 

0 CFU 

Group2 

1668E• 10 CFU

Group3 

3,337E• 10 CFU 

Group 4 

UXllE+11CFU  

RBC 
(x!O•SlµL) 

310 Mean 
SD 
N 

%Dill 

8_60 

0 38 
9 

8.35 
0.58 

IO 
-3.0 

8.1 1 
0.7t 
9 

-5.8 

8_35 

027 
9 
-30 

HGB 
(gfdl) 

3111] Mean 
SD 
N 

%Dill 

15_6 

06 
9 

15.3 
0,9 

10 
-2.4 

15.0 
i.2 
9 

... l_O 

15_4 

05 
9 
-1-5 

HCT 
(%) 

3111] Mean 
SD 
N 

%Dill 

49.0 
3_2 
9 

46.0 
3.6 

to 
-6.1 

450 
3.8 
9 

-IU 

46-4 
1.7 
9 
-52 

MCV 
(fl) 

3111] Mean 

SD 
N 

%Dill 

56_9 

2-6 
9 

55_1 

1.5 
IO 
-3.3 

55_6 

21 
9 

-2.4 

557 

2.3 
9 
-22 

MCH 
(pg) 

3111] Mean 
SD 
N 

%Dill 

182 
0.5 
9 

18.3 
0,6 

10 
0.6 

18.5 
0.5 
9 
1_8 

18.5 
0,6 
9 
1-4 

MCHC 
(gfdl) 

3111] Mean 
SD 
N 

%Dill 

32.0 
19 
9 

33,3 

L1 
to 
3.9 

33-4 
0.9 
9 
4_2 

331 
1.0 
9 
3_6 

ROW 
(%) 

3111] Mean 

SD 
N 

%Dill 

123 
07 
9 

12_1 

0,3 
10 
-1.5 

12_1 

0.4 
9 
-1-4 

11.8 

0.5 
9 

-4.1 
PLT 

(x10A3/µL} 
3111] Mean 

SD 
N 

%Dill 

1059 
233 

9 

1048 
183 

10 
-10 

1126 
194 

9 
6-4 

939 
130 

9 
-11 -4 

D -Anova & Dunnell 
[ 1) - Dunnett: • = p < 0.05 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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-- eurofins 
Advinu 

TABLE 2 contd. Summary of Hematology Parameters - Females1 

Refer Appendix 2 

Sex. Female 

Day(s) Relalive lo Start Dale 

Group 1 

0CFU 

Groop2 

1.668E+I0 CFU 

Group3 

3.337E• 10 CFU 

Group4 

l.001E•11 CFU 

WBC 
(x10'3/µL) 

310 Mean 
SD 
N 

%0tff 

7.28 
2.34 
9 

6.67 
t35 

10 
-11.3 

7.24 
240 
9 

--0.5 

5.90 
1.65 
9 

-18-9 
ANEU 

(xl0'3/µL) 
a1 a Mean 

SD 
N 

%0iff 

0,72 
024 
9 

0.65 
022 

10 
-9.9 

0.69 
0.35 
9 

-4.6 

0.54 
0'16 
9 

-25.5 
ALYM 

(x10'3/µL) 
31 a Mean 

SD 
N 

%0iff 

6,22 
2.18 
9 

567 
116 

6,25 
227 

507 
1.50 

10 9 9 
.a.a 0.5 -18-5 

AMON 31 a Mean 
SD 
N 

%0tff 

0.10 
0.05 
9 

0.13 0.12 0-1 3 
(x10'3/µL) 0.06 0.07 0.06 

10 9 9 

AEOS 
(xl0'3/µL) 

31 a Mean 
SD 
N 

%0tff 

0.15 
0, IO 
9 

22.1 
0.16 
010 

10 
3.3 

11,0 
0.13 
0.03 
9 

-18.7 

211 
0.11 
0.04 
9 

-29.3 
ABAS 

(x10'31µL) 
31 a Mean 

SD 
N 

%Diff 

0.03 
0.02 
9 

0,03 
002 

10 
-19.0 

0.02 
001 
9 

-33.3 

0.02 
0.01 
9 

-43.2 
ALUC 

(x10'3/µL) 
31 a Mean 

SD 
N 

%0iff 

0.04 
0.02 
9 

003 
0.02 

IO 
-9.6 

0.04 
0.02 
9 

-4 .1 

0.03 
0.01 
9 

-18.0 
ARET 
10'3/µL) 

31 a Mean 
SD 
N 

%Diff 

188.8 
41.3 
9 

176.7 
34.3 
10 
-6.4 

194.5 
53.8 
9 
3.0 

193.6 
45.5 
9 
2.5 

D -Dunnell 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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-- eurofins 
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TABLE 3. Summary of Coagulation Parameters - Males1 

Refer Appendix 3 

Sex: Mate 

Week(s) Relative to Start Date 

OCFlJ 

Group 1 

t668E+10 
CFlJ 

Group2 

3.337E+10 
CFU 

Group 3 

L001E+11 
CFU 

Group 4 

APTT 
(seconds) 

5[a] Mean 
SD 
N 

%Diff 

17.17 
2.20 

10 

18.76 
5.55 
9 
9.23 

18.90 
2.23 

10 
10.08 

18.33 
2.75 
9 
6.78 

PT 
(seconds) 

5 [a1) Mean 
SD 
N 

%Diff 

10.18 
0.36 

10 

10.14 
0.56 
9 

-0.35 

10.20 
0.43 

10 
0.20 

10.17 
0.24 
9 

--0.13 

[a) - Arlova & Dunnett(Rank) 
[a1 ] - Arlova & Dunnelt(Log) 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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-- eurofins 
Advinu 

TABLE 4. Summary of Coagulation Parameters - Females1 

Refer Appendix 4 

Sex: Female 

Week(s) Relative to start Date 

OCFU 

Groop1 

1.668E+10 
CFU 

Group 2 

3.337E+10 
CFU 

Group 3 

1.001E+11 
CFU 

Groop 4 

APTT 
(seconds) 

S[a] Mean 
SD 
N 

%Diff 

19.12 
3.54 

10 

17 48 
4.07 
9 

-S.59 

17.94 
2.17 
10 
-6.17 

17.96 
1.90 
9 

-6.09 
PT 

(seconds) 
5[a1J Mean 

SD 
N 

%Diff 

9.83 
0.26 
8 

9.76 
0.81 
9 

-0.71 

10.02 
0.33 

10 
1.98 

9.91 
0.37 
9 
0.88 

[a] - Anova & Ounnett 
[a1] - Anova & Dunne!l(Rank) 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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-- eurofins 
Advinu 

TABLE 5. Summary of Clinical Chemistry Parameters - 1VIales1 

Refer Appendix 5 

Sex: Male 

Week(s) Relative to start Dale 

ocru 

Group 1 

1.668E+10 
CFU 

Group 2 

3.337810 
CFU 

Group 3 

t.001E+11 
CFU 

Group4 

ALT 
(U/L) 

5[a] Mean 
SD 

N 
%Diff 

329 
6.8 

10 

54.3 
67.5 
9 

65.1 

327 
5.5 

10 
-0.6 

44.9 
44.6 
10 
36.5 

ALB 
(g/dl) 

5 [a1 ] Mean 
SD 
N 

%Diff 

4.17 
0.24 

10 

4.08 
0.28 
9 

-2.21 

4.18 
0.28 

10 
0.24 

4.13 
0.31 

10 
-0.96 

AlKP 
(U/L) 

5 [a1 ] Mean 
SD 

N 
%Diff 

1223 
17.5 
10 

1263 
18.1 
9 
3.3 

121.1 
24.8 
10 
-1.0 

125.4 
27 2 
10 
2.5 

AST 
(U/L) 

S[aJ Mean 
SD 

N 
%Diff 

84.6 
9.4 

10 

124.9 
1111 

9 
47.6 

89.9 
16.2 
10 
6.3 

110.9 
74 0 
10 
31.1 

CALC 
mg/dl) 

5 [a1J Mean 
SD 

N 
%Diff 

11.45 
0.50 

10 

11.29 
0.34 
9 

-1.41 

11.41 
0.49 

10 
-0.35 

11.40 
0.48 

10 
-0.44 

CL 
(mmoUL) 

5 [a1J Mean 
SD 

N 
%Diff 

101.80 
1.91 

10 

101.72 
1.45 
9 

-0.08 

100.97 
1.28 

10 
-0.82 

101.84 
1.28 

10 
0.04 

CHOL 
(mg/dl) 

5 [a2J Mean 
SD 

N 
%Diff 

66.2 
19.3 
10 

60.3 
17.7 
9 

-8 9 

58.1 
9.1 

10 
-172 

57.6 
8.1 

10 
-13.0 

CREA 
(mg/dl) 

5[a] Mean 
SD 
N 

%Diff 

0.182 
0.018 

10 

0.189 
0.030 
9 
3.785 

0.202 
0.039 

10 
10.989 

0.187 
0.022 

10 
2.747 

[a] - Anova & Dunnett(Rank) 
[a1] - Anova & Dunnett 
(a2] - Anova & Dunnetl(Log) 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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-. eurofins 
Advinu 

TABLE 5 contd. Summary of Clinical Chemistry Parameters - Males1 

Refer Appendix 5 

Sex: Male 

Week(s) Relative to Start Dale 

OCFU 

Group 1 

1.668E+10 
CFU 

Group 2 

3.337E+10 
CFU 

Group3 

1.001E+11 
CFU 

Group4 

GGT 
(U/l) 

5 (11 Mean 
SD 

N 
%Dill 

3.000n 
0.000 

10 

3.000n 
0.000 
9 
0.000 

3.000n 
0000 

10 
0000 

3.000n 
0.000 

10 
0.000 

GLOB 
(g/dL) 

5[a] Mean 
SD 

N 
%Diff 

1.91 
0.20 

10 

2.00 
0.24 
9 
4.71 

188 
0.14 

10 
-1.57 

1.91 
0.22 

10 
0.00 

GLUC 
(mg/dL 

S[a] Mean 
SD 

N 
%Dill 

162.0 
18.4 
10 

152.4 
30.5 
9 

-5.9 

155.7 
24.7 
10 
-3.9 

178.0 
20.1 
10 
9.9 

IPHS 
(mgldl) 

5[a] Mean 
SD 

N 
%Dill 

10.42 
0.94 

10 

10.02 
0.64 
9 
-3.82 

10.12 
1.23 

\0 
-2.88 

10.02 
1.07 

10 
-3.84 

K 
(mmol/l) 

5[a1 J Mean 
SD 

N 

%0111 

7.361 
0.568 

10 

7.746 
0.541 
9 
5.224 

7.351 
1.209 

10 
--0.136 

7.639 
1.702 

10 
3.m 

NA 
(mmol/l) 

5[a] Mean 
SD 

N 
%0111 

144.30 
231 

10 

14356 
288 
9 

--0.52 

142.90 
2.69 

10 
--0.97 

143.60 
2.41 

10 
--0.49 

SDH 
(U/l) 

5[a1J Mean 
SD 

N 
%Dill 

10.98 
4.60 

10 

20.57 
29.39 
9 

87.31 

\6.84 
10.80 
10 
53.37 

2124 
23.91 
10 
93.44 

BILI 
(mg/dl ) 

S[a2I Mean 
SD 

N 

%Dill 

0.110 
0.015 

10 

0.106 
0.026 
9 

-4.040 

0.111 
0.031 

10 
0.909 

0.119 
0.019 

10 
8.182 

[I] - n - Inappropriate for statistics 
[a) -Anova & Dunnell 
[a1 ] - Mova & Dunnett(Ran 
[a2) - Mova & Dunnett(Log) 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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-- eurofins 
Advinus 

TABLE 5 contd. Summary of Clinical Chemistry Parameters-Males1 

Refer Appendix 5 

Sex: Male 

Week(s) Relative to Start Date 

OCFU 

Group 1 

1-668810 
CFU 

Group 2 

3.337810 
CFU 

Group 3 

Ul01 E+ 11 
CFU 

Group 4 

TP 
(g/dl ) 

5 [aJ Mean 
SD 

N 
%Diff 

6.08 
0.27 

10 

6.08 
0.36 
9 

--0.04 

6.06 
0.26 

10 
--0.33 

6.04 
0.20 

10 
--0.66 

TRIG 
(mg/dl) 

5 [a1J Mean 
SD 
N 

%Diff 

51.6 
26,9 
10 

58.2 
22.2 
9 

PA 

46.5 
15.2 
10 
-9.9 

51.7 
22.4 
10 
n? 

BUN 
(rng/dl) 

5[a) Mean 
SD 
N 

%Diff 

14] 

22 
10 

14.7 

1.5 
9 

--0.2 

14.1 
1,3 

10 
-4 , 1 

15.8 
2.1 

10 
7.5 

(a) - Anova & Dunnett 
[a1] - Anova & Dunnett(Log) 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day . 
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-- eurofins 
Advinu 

TABLE 6. Summary of Clinical Chemistry Parameters - Females1 

Refer Appendix 6 

Sex: Female 

Week(s) Relative to S1art Date 

OCFU 

Group 1 

1.668E+10 
CFU 

Group2 

3.337E+10 
CFU 

Group 3 

1.001E+11 
CFU 

Group4 

ALT 
(U/l) 

S[a] Mean 
so 
N 

%Dill 

292 
72 

10 

33.1 
17.2 
10 
13.4 

27.7 
4.4 

10 
-5.1 

31.6 
12.2 
9 
8.1 

ALB 
(g/dl) 

5[a1] Mean 
so 

N 
%Dill 

5.15 
0.44 

10 

5.16 
0.37 

10 
0.19 

4.97 
0.38 

10 
-3.50 

5.20 
0.36 
9 
0.97 

ALKP 
(U/l) 

5 [a1] Mean 
so 
N 

%Diff 

65.1 
20.3 
10 

65.6 
9.4 

10 
0.8 

69.9 
14.1 
10 
7.4 

60.1 
14.9 
9 
.7.7 

AST 
(U/l) 

5[a2] Mean 
so 
N 

%Dill 

94.8 
17.3 
10 

86.5 
14.8 
10 
-8.8 

80.2 
11 .5 
10 

-15.4 

80.0 
16.6 
9 

-15.6 -

CALC 
(mg/dl) 

5[a1J Mean 
so 
N 

%0iff 

11.42 
0.64 

10 

11.55 
0.72 

10 
1.14 

11.45 
0.46 

10 
0.26 

11.59 
0.57 
9 
1.48 

CL 
(mmol/l ) 

5(a1] Mean 
so 
N 

%0iff 

100.75 
1.96 

10 

101.14 
2.73 

10 
0.39 

101 .95 
1.89 

10 
1.19 

102.33 
2.12 
9 
1.57 

CHOL 
(mg/dl) 

5(a1] Mean 
so 
N 

%Dill 

79.8 
14.9 
10 

73.6 
186 
10 
-7.8 

75.4 
20.4 
10 
-5.5 

75.7 
11.4 
9 

--52 
CREA 

(mg/dl ) 
5[a1J Mean 

so 
N 

%0iff 

0.231 
0.028 

10 

0.269 
0.043 

10 
16.450 

0.267 
0.050 

10 
15.584 

0.281' 
0.032 
9 

21 .693 

[a] - Ar.ova & Dunnett(Rank) 
[a1] -Anova & Dunnell: • = p < 0 05 
[a2] - Anova & Dunnell(Log) 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day . 
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TABLE 6 contd. Summary of Clinical Chemistry Parameters - Females 1 

Refer Appendix 6 

Sex: Female 

Week(s) Relative lo Start Dale 

OCFU 

Group 1 

1.668E+10 
CFU 

Group2 

3.337E+10 
CFU 

Group 3 

Ul01E+11 
CFU 

Group 4 

GGT 
{Ul1..) 

5(1] Mean 
SD 

N 
%Diff 

3.000n 
0.000 

10 

3J)00n 
0.000 

10 
0.000 

3.000n 
0000 

10 
0.000 

3.000n 
0.000 
9 
0000 

GLOB 
(g/dl) 

5(a] Mean 
SD 

N 
%Diff 

1 TT 
0.29 

10 

1.75 
024 

10 
-1. 13 

1.87 
0.22 

10 
5.65 

1,68 
0,33 
9 

-5.21 
GLUC 

(mg/dl) 
5 (a] Mean 

SD 
N 

'!'o□iff 

116.8 
28.4 
10 

163 5 
552 
10 
400 

129.8 
37.5 
10 
II.I 

129,9 
29.4 
9 

112 
IPHS 

(mg/dl) 
5(a) Mean 

SD 
N 

%Diff 

9.03 
0.97 

10 

8.91 
0.83 

10 
-1 .33 

8.85 
0.74 

10 
-1.99 

8.91 
0,77 
9 

-1 .32 
K 

(mmoll1..J 
5[a) Mean 

SD 
N 

%Diff 

7.342 
1064 

10 

7.300 
1 367 

10 
-0.572 

7.025 
1,264 

10 
-4.318 

7.554 
2,017 
9 
2.894 

NA 
(mmoll1..) 

5(a] Mean 
so 

N 
%01ff 

142.70 
221 

10 

144.00 
2.79 

10 
0.91 

143.90 
2.28 

10 
0.84 

144.33 
3.57 
9 
1.14 

SOH 
(Ul1..) 

5 [al] Mean 
SD 

N 
o,mjff 

10.94 
6.42 

10 

12 67 
5.52 

10 
15.81 

10.57 
4.74 

10 
-~ 'lR 

12.00 
4.03 
9 
9.69 

BILI 
(mg/dl) 

S[a2) Mean 
so 

N 
%Diff 

0120 
0.030 

10 

0.116 
0.030 

10 
-3.333 

0.100 
0.018 

10 
-16.667 

0.121 
0.024 
9 
0.926 

[fl - n - lnappropnate for statistics 
(a] - Anova & Dunnell 
[a1 ] - Anova & Ounnetl(Rank) 
(a2] - Anova & Dunnett(Log) 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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-- eurofins 
Advinus 

TABLE 6 contd. Summary of Clinical Chemistry Parameters - Females1 

Refer Appendix 6 

Sex: Female 

Week(s) Relative to Start Date 

OCFU 

Group 1 

1.668810 
CFU 

Group 2 

3.337810 
CFU 

Group3 

1 001E+11 
CFU 

Group4 

TP 
(g/dl) 

5[a] Mean 
SD 

N 
%Diff 

6.92 
0.46 

10 

6.91 
0.48 

10 
-0.14 

684 
0.34 

to 
-1.16 

6.88 
0.60 
9 

-0.61 
TRIG 

(mg/dl) 
5[a1] Mean 

SD 
N 

%0iff 

44.2 
12.3 
10 

45.9 
13.4 
10 
3.8 

42.2 
6.9 

10 
-4.5 

41 .6 
10.0 
9 

-6.0 
BUN 

(mg/dl) 
5 [a2] Mean 

SD 
N 

%Diff 

15.1 
1.5 

10 
. 

16.7 
2.7 

·10 
10.6 

16.0 
2.1 

10 
6.0 

162 
1.0 
9 
7.4 

[a) - Anova & Dunnett 
[a1] -Mova & Dunnett(Log) 
[a2] - Anova & Dunnett(Rank) 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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-- eurofins 
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TABLE 7. Summary of Clinical Analysis of Urine- Males1 

Refer Appendix 7 

Sex.Male 

Week(s) Re!af1ve 10 Start Date 

OCFU 

Group 1 

1.668E-t10 
CFU 

Group 2 

3.337E+ 10 
CFU 

Group 3 

UXl1E-t11 
CFU 

Group4 

Urine 
Volume 

(ml) 

5ja] Mean 
SD 
N 

%Dill 

10.55 
5.52 

10 

9.17 
8.02 
9 

-13.11 

7.45 
8.51 
10 

-29.38 

12.60 
8.67 

10 
19.43 

pH 5[a1] Mean 
SD 
N 

%Dill 

6.85 
0.58 

10 

6.67 
0,43 
9 

-2.68 

6 70 
0.35 

10 
-2.19 

6.70 
0.35 

10 
-2.19 

Urine 
Glucose 
(~ldl) 

5[a1) Mean 
SD 
N 

%Dill 

0.0 
0.0 

10 

0.0 
0.0 
9 

20.0 
42.2 
10 

0.0 
00 

10 

Urine 
Ke1one 
(nvnolll.) 

5[a1 ] Mean 
SD 
N 

%Dill 

10.0 
5.3 

10 

10.6 
5,3 
9 
5.6 

10.0 
53 

10 
0.0 

7.0 
4.2 

10 
.30_0 

Urine 
Protein 
(ITY,Jldl) 

5[a1] Mean 
SD 
N 

%Dill 

51.0 
87.8 
10 

63.9 
43.1 
9 

25.3 

83.5 
84.4 
10 
63.7 

29.5 
25.9 
10 

-42.2 
Specific 
Gral'ily 

5ja1 ] Mean 
SD 
N 

%Dill 

1.0230 
0.0059 

10 

10261 
0.0049 
9 
0.3041 

10270 
0.0042 

10 
0.3910 

10230 
0.0054 

10 
0.0000 

Urobilinogen 
(EU/dl) 

5[a1] Mean 
SD 
N 

%Difl 

018 
0.25 

10 

0.20 
0.00 
9 

-28,57 

0.28 
0.25 

10 
000 

0.20 
0.00 

10 
-28.57 

[a) - Anova & Dunnett(Log) 
(a1) - M ova & Dunnett(Rank) 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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TABLE 8. Summary of Clinical Analysis of Urine- Females1 

Refer Appendix 8 

Sex: Female 

Week(s) Relative to Start Date 

OCFU 

Group 1 

1.668E+10 
CFU 

Group 2 

3.337E+10 
CFU 

Group 3 

1.001E+11 
CFU 

Group 4 

Unne 
Volume 

(ml) 

5(a] Mean 
SD 
N 

o/oDiff 

6.95 
6.13 

10 

7,15 
7.35 

10 
2.88 

4.05 
415 

10 
-41.73 

3.40 
3.25 

,o 
-5108 

pH 5 [a1] Mean 
SD 
N 

%Diff 

6.55 
0.93 

10 

6.25 
0.54 

10 
-4,58 

6.65 
1.25 

10 
1.53 

6.45 
0.44 

10 
-1.53 

Urine 
Glucose 
(mg/dl) 

5 [a1] Mean 
SD 
N 

%Diff 

10_0 

31.6 
10 

00 
0.0 

10 
-100.0 

10_0 

31.6 
10 
0.0 

00 
0.0 

,o 
-100.0 

Urine 
Ketone 

(mmol/L) 

5 [a1] Mean 
SD 
N 

%Diff 

0.5 
1.6 

10 

0.0 
0.0 

10 
-100.0 

0.5 
1.6 

10 
0.0 

1.0 
2.1 

10 
100.0 

Urine 
Protein 
(mg/dl 

5 [a1] Mean 
SD 

N 
%Diff 

39.0 
43.5 
10 

29.0 
38.6 
10 

-25,6 

79.0 
88.1 
10 

102.6 

64.5 
46.6 
10 
65.4 

Specific 
Gravi1y 

5 [a1] Mean 
SD 
N 

%Diff 

1.0240 
OJXl84 

10 

10245 
0.0072 

10 
0,0488 

0.9743 
0.1656 

10 
-4.8535 

1.0260 
0.0057 

10 
0.1953 

Urobmnogen 
(EU/dl ) 

5 [a1] Mean 
SD 
N 

%Diff 

0.28 
0.25 

10 

0.20 
0.00 

10 
-28.57 

0.52 
0.41 

10 
85.71 

0.36 
0.34 

10 
28.57 

[a]• Anova & Dunnetl(log) 
[a1] • Anova & Dunnett(Rank) 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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• urofins I 

---- Advinus 

APPENDIX 1. Individual Animal Hematology Parameters - Males1 

Sex: Male Day(s) Relative to Stm1 Date 

Group 1 

OCFU 

Hematolo.av 
RBC 

(xl0"6/pL) 

HOB 

(g/dL) 

HCT 

(%) 

MCV 

(t1) 

MCH 

(pg) 

MCHC 

(~ dL) 

RDW 

(%) 

31 31 31 31 31 31 31 

3801 
3802 
3803 
3804 
3805 
3806 
3807 
3808 
3809 
38 10 

7.42 
9,20 
8.41 
7.74 
7.83 
8.91 
8.32 
9.40 
8.68 
8.88 

14. 
16.2 
15.4 
14.7 
15.1 
15.7 
15,6 
16.5 
16.3 
16.2 

46.4 
54,9 
50.0 
48.1 
50.1 
46,7 
47.1 
50.1 
49.3 
49.9 

62.6 
59.7 
59.4 
62.1 
64.1 
52.4 
56.6 
53.3 
56. 
56.1 

19.8 
17,6 
18.3 
19.1 
19.3 
17,6 
18.8 
17.6 
18.8 
18.3 

31.6 
19: 
30.8 
30.7 
30.2 
33.6 
33.2 
33.0 
33. 1 
32.5 

11.9 
13.5 
11.9 
13.8 
13.0 
14,8 
13.1 
12.4 
13. 1 
12.3 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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 urofins 1 

Advinus 

APPENDIX 1 contd. Individual Animal Hematology Parameters - Males1 

Sex: Male Day(s) Relative to Strui Dare 

Group I 

0 CFU 

Hemaroloev 
PLT 

(x10"3/pL) 

WBC 

(xl0A3/µL) 

ANEU 

(xl0"3/i1L) 

ALYM 

(x10"3h1L) 

AMO}; 

(xl0113/[tl) 

AEOS 

(xl0"3/i1L) 

ABAS 

(xl0"·3/µL) 

31 31 31 31 31 31 31 

3801 
3802 
3803 
3804 
3805 
3806 
380 
3808 
3809 
3810 

66 
11 6 
915 

1067 
1116 
868 
900 
923 
689 

1101 

3.60 
9.02 
7.90 

10.12 
9.30 
8.64 
SJ _ 

10,64 
9.i1 

10.r 

o.-s 
1.: 
1.19 
1.29 
1.16 
l.il 
1.38 
1.64 
0.86 
1.33 

2.81 
i .13 
6.38 
i .41 
i.75 
6.33 
6.42 
8.28 
8.48 
8.78 

0.04 
0.09 
0.11 
0.1: 
0.12 
0.26 
0.13 
0.36 
0.19 
0.18 

0. 13 
0. 13 
0.09 
0.1 
0.16 
0.16 
0.1 
0.-4 
0.1 1 
0.09 

0.03 
0.0 
0.01 
0.05 
0.09 
0.11 
0.08 
o.o· 
0,04 
0.04 

1 The dos es listed are the nominal dos es for each strain in terms of CFU/kg bw/day. 
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 '- urofins 1 

AtMnus 

APPENDIX 1 contd. Individual Animal Hematology Parameters - Males1 

ex: Male Day s Relative to Start Date 

Gtoup 1 

0CFU 
AL C 

(x l 0A3/pL) 

ARET 

xlC 'Y3/~rL) 

31 31 

3801 
380_ 
3803 
3804 
380 -
3806 
380 
3808 
3809 
3810 

0.01 
0.03 
0.02 
o.o · 
0.0 
0.0-l 
0.03 
0.06 
0.04 
0.05 

196.6 
- "5,

-
3 

248.l 
182. 
188,9 
i-1.6 
_34.4 

1 The dos es listed are the nominal dos es for each strain in terms of CFU/kg bw/day. 
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 =- urofins ' 
Advinus 

APPENDIX 1 contd. Individual Animal Hematology Parameters - Males1 

Sex: Male Day s) Relatire to Start Date 

Group 2 

1.668E+IO 
CFU 

Hematology 
RBC 

(xl0"6/pL) 

HOB 

(o c\L) 

HCT 

(%) 

MCV 

(fl) 

MCH 

(pg) 

MCHC 

C dL) 

RDW 

(%) 

31 31 31 31 31 31 31 

3821 
3811 
38_3 
3824 
382 _ 
3826 
38_ 
3818 
3830 

8. 0 
8.91 
8.03 
8.56 • 
8.81 
8.66 
8.66 
8.14 
8.38 

15.: 
16.4 
15.5 
14.6 ' 
15.8 
15.3 
16.0 
15.-t 
15.4 

48. 
51.6 
48." 
46.8 • 
4 .5 
46. 
49.2 
46.1 
46.1 

"6.0 
· ;_9 
60.4 
:4.7 • 
• 3.9 
53.9 
56.8 
56,6 
55,1 

I .8 
18." 
19.3 
1 .0 • 
1 .9 
17. 
18.5 
18.9 
18.4 

31.8 
31.9 
32.0 
31.l . 
33.3 
31.9 . 
L 
33 ,: 
33.3 

12.4 
12.6 
12.7 
13.3 , 
12.5 
12. 
13.1 
12.9 
13.5 

• f SC:QKS durin~ remn attemptl 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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 -- urofins 1 

Advinus 

APPENDIX 1 contd. Individual Animal Hematology Parameters - Males1 

ex: Male Days) Relative to Stait Date 

Group 1 

l.668E+i0 
cru 

Hematology 
PLT 

(xW 3/pL) 

WBC 

{xl0"3htl) 

A.NEU 

(xl0"3/11L) 

AlYM 

{x 10"3/11L) 

A.MOK 

xl0"3/11L 

AEOS 

(xl0113/11L) 

A.BAS 

(xlO' 3/pL) 

31 31 31 31 31 31 31 

3821 
3822 
3823 
3824 
382: 
38 6 
38 i 
3828 
3830 

890 
9 6 
944 

112 • 
578 
961 
984 
948 
861 

7.06 
13.26 
7.1· 
1r • 

11.06 
13.1 1 
16.8. 
L.1 7 
8.94 

1.91 
_,04 
1 • ) 

L2 
1.90 
1.84 
2.59 
1.63 
1.63 

4. 
10.49 
· .36 
5.46 
8:1 

10.66 
13.31 
10.05 
6.88 

.OOi 
0.1 . 
0.09 
0.31 
0.28 
0.29 
0.4 
0.1 i 
0.21 

0.16 
0.1 
0.13 
.Oll 

o.r 
0.11 
o.n 
0.1 
0.13 

0. 13 
0.36 
0.04 
0.04 
0.09 
o.o· 
0. 10 
0.11 
0.05 

a fSC:Q S dmi.n_g rerun attemptl 

1 The dos es listed are the nominal dos es for each strain in terms of CFU/kg bw/day. 
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 =- urofins ' 
Advinus 

APPENDIX 1 contd. Individual Animal Hematology Parameters - Males1 

ex: Male Day s Relati\"e to Scan Dace 

Group _ 

1.668E+l0 
CFU 

AL -c 

(x10"3h tL) 

ARET 

x10"3/µL) 

31 31 
3811 
382-
3 23 
3824 
3825 
3826 
381 
3828 
3830 

0.01 
0 .0 
0 .0 
0 .03 
0.03 
0.05 
0 .10 
0 .06 
0 .04 

A5.9 
260.9 
215.8 

85. 
- 01.3 
18 .. 
16.8 

_35.6 
-42 .1 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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 =- urofins ' 
Advinus 

APPENDIX 1 contd. Individual Animal Hematology Parameters - Males1 

ex: Male Day(s) Relatire to Start Date 

Group 3 

3.33 E+lO 
CFU 

Hematology 
RBC 

(x10"6/µL 

HOB 

(_ dL) 

HCT 

(%) 

MCV 

(fl) 

MCH 

(pg) 

MCHC 

( dL) 

RDW 

(%) 

31 31 31 31 31 31 31 

3841 
3842 
3843 
3844 
3845 
3846 
384 
3848 
3849 
3850 

8.2' 
8.05 
8.5: 
8.48 
7.43 
.8 . 8 

8.61 
.58 

8.16 
7.54 

15.3 
14.9 
15.9 
14.9 
13.l 
15.4 
15.0 
14.3 
14.8 
14.8 

47.8 
-l6.5 
49.3 
-l6.I 
43. 
45.4 
4 ,} 
42 .4 
➔4.5 

44.9 

5 .9 
57.8 
: ,6 
5-l.3 
·8.1 
54.8 
54.8 
·5_9 
5-l.5 
59.5 

18.6 
18.6 
18.6 
l .6 
l .6 
I .6 
I .: 
18.8 
18.1 
19.6 

31.0 
32.I 
3L 
31 .➔ 

30.3 
34.0 
31.9 
3r 
33.3 
32.9 

13.4 
12.3 
12.5 
13,0 
13.3 
13.4 
13,8 
12.1 
13.3 
13.8 

1 The dos es listed are the nominal dos es for each strain in terms of CFU/kg bw/day. 
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 :. urofins 1 

dvinus 

APPENDIX 1 contd. Individual Animal Hematology Parameters - Males1 

Sex: Male Days) Relatire to Stait Date 

Group 3 

3.337E+10 
CFU 

Hematology 
PLT 

(xl0"3/pL) 

WBC 

(x10"3l[tL) 

ANEU 

(xl0113l[LL) 

ALYM 

(x10"3/pL) 

AMON 

(x10"3/11L) 

AEOS 

(x l0"3/11L) 

ABAS 

(x10"3/pL) 

31 31 31 31 31 31 31 

3841 
3842 
3843 
3844 
3845 
3846 
3847 
3848 
3849 
3850 

548 
928 
8 8 
931 
_05 
897 
942 
886 

11 34 
11 69 

9.33 
10.11 
15.34 
10.92 
6.05 

19.73 
14.30 
11.89 
10.82 
10.62 

2.16 
1.31 
3.02 
2.18 
1.89 
3.51 
1.37 
1.38 
1.92 
1.01 

6.36 
8.40 

11.69 
8.38 
3.67 

15.1 9 
12.05 
8.98 
8.44 
9.04 

0.27 
0. 15 
0.23 
0.09 
0.10 
0.67 
0.41 
0.3 1 
0. 7 
0.41 

0.30 
0.1 5 
0.14 
0.19 
0.18 
0.16 
0.30 
0.14 
0.13 
0.08 

0.19 
0.05 
0.20 
0.04 
0.19 
0.10 
0.06 
0.04 
0.02 
0.04 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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 =- urofins ' 
Advinus 

APPENDIX 1 contd. Individual Animal Hematology Parameters - Males1 

Sex: Male Day s Relati,·e to Sta1i Date 

Group 3 

3.33 E+l0 
CFU 

J-\L C 

xl0"3/µL) 

ARET 

(xl0"3/~tL) 

31 31 

3841 
38-L 
3843 
3844 
3845 
3846 
384 
3848 
3849 
3850 

0.05 
0.04 
0.06 
0.04 
0.02 
0.10 
0.09 
0.04 
o.o-
0.04 

193.2 
_08. 

1 

2 1-9 
194.0 
168.-
296.4 
233.6 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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 urofins ' 
Advinus 

APPENDIX 1 contd. Individual Animal Hematology Parameters - Males1 

Sex: Male Day(s Relatire to Start Date 

Group 4 

l.00lE+ll 
CFU 

Hematolo_gy 
RBC 

(x10"6/~tL) 

HGB 

(g/dL) 

HCT 

(%) 

MCV 

(fl.) 

MCH 

(p_) 

MCHC 

(g/dL) 

RDW 

(%) 

31 31 31 31 31 31 31 
3861 
3862 
3863 
3864 
3865 
3866 
386i 
3868 
3869 
3870 

8.08 
8.00 
8.86 
8.08 
8.3 
8.1-l 
8.4i 
8.8-l 
8.0 
8.3-l 

15.2 
14.9 
15.8 
14. 
15.4 
15.0 
15.6 
16. 
15 .3 
15 .3 

-l6.4 
46.5 
49.8 
-l6.3 
-l9.4 
45.5 
➔ .6 
·o.6 
-l7.0 
46.6 

5 
·8.2 
56.1 
• .3 
"9.0 
-~.9 
·6.1 
• .3 
·8.2 
55.9 

.s 18.8 
18.6 
li.9 
18.2 
18.4 
18.4 
18.4 
18.9 
18.9 
18.3 

32. 
31.9 
31.8 
31.8 
31.1 
32.9 
32.8 
32.9 
32.: 
31.7 

11 .6 
13A 
11 .8 
13A 
12.2 
13. 
13A 
12.4 
13.6 
14.0 

1 The dos es listed are the nominal dos es for each strain in terms of CFU/kg bw/day. 
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APPENDIX 1 contd. Individual Animal Hematology Parameters - Males1 

ex: iaJe Day(s) Relati,·e to Strut Date 

Group4 

l.OOI E+ll 
CFU 

Hematolo.2Y 
PLT 

x10"3hLL) 

WBC 

(x10"3/µL) 

ANEU 

(x I 0"3/111) 

ALYM 

(x 10"3/µL) 

AMON 

(x10"3,µL) 

AEOS 

xl0"3/11L) 

ABAS 

(x10"3/µL) 

31 31 31 31 31 31 31 

3861 
3862 
3863 
3864 
3865 
3866 
3867 
3868 
3869 
3870 

106'.i 
681 

1000 
10 9 
9 8 
902 

1019 
58_ 
100 
891 

i.13 
6.00 
9,4 

11.01 
13.59 
11.76 
13.40 
10. 0 
9.10 

13.68 

l.i9 
1.17 
1.44 
1.49 
1.88 
1:1 
1.78 
1.17 
0.92 
1.41 

5.15 
4.61 
-.67 
9.16 

11.0_ 
9.8 

10.9 
9.06 
i . 9 

11.66 

0.04 
0.10 
0.10 
0.12 
0.43 
0.18 
0.36 
0.2· 
0.1-l 
0.38 

0.11 
0.10 
0.19 
0.1 
0.1~ 
0.1-l 
0.19 
0.11 
0.12 
0.08 

0.01 
0.01 
0.04 
0.02 
0.04 
0.02 
0.05 
0.06 
0.10 
0.05 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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AtMnus 

APPENDIX 1 contd. Individual Animal Hematology Parameters - Males1 

ex: Male Day(s Relative to Start Dare 

Group4 

1.00lE+ll 
CFU 

AL -C ARET 

(xl Q/\3/ ~!L) 

31 31 
3861 
386_ 
3863 
3864 
386 
3866 
386 
3868 
3869 
38 0 

0.01 
0.01 
0.03 
0.04 
0.0 
0.04 
0.04 
0.05 
0.05 
0.08 

2 6.1 
_44_0 
_30.4 
215. 
_12_0 

31.4 
2 2.6 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 2. Individual Animal Hematology Parameters - Females1 

Sex: Female Day(s) Relatire to Strut Date 

Group 1 

OCFU 

Hematology 
RBC 

( x 10"6ht1) 

HOB 

(g dL) 

HCT 

(%) 

MC\-

(fl) 

MCH 

(pg) 

MCHC 

(g/dL) 

ROW 

(%) 

31 31 31 31 31 31 31 

38 11 
38 12 
38 13 
38 14 
38 15 
38 16 
38 17 
38 18 
3819 
3820 

8.54 
8. il • 
s.s· 
8. 5 
8.36 
9.21 

ijl 

8.02 
8.1: 
8.83 

15.9 
15. l • 
15.: 
15.9 
15.3 
16.8 
NP 

14.9 
15.1 
16.1 

2.1 
52.7 • 
50.9 
0.4 

48.2 
·0.5 
NP 

43.2 
45 .0 
.47.7 

61.0 
60.5 . . .5 
5 . .6 
- . 
• 4.8 
NP 

·3.9 
55.1 
54.0 

18.7 
1 .4 I 

1 .5 
18.1 
18.3 
18.1 
NP 

18.6 
18.6 
18.3 

30.6 
28.i • 
30.5 
31.6 
31.i 
331 
NP 

34: 
33.6 
33.8 

11.8 
14.0 • 
11.9 
12.4 
11.8 
11.9 
NP 

11.8 
12.5 
12 .5 

• rsc:QNS to Remnl 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 2 contd. Individual Animal Hematology Parameters - Females 1 

Sex: Female Da s) Relatire to Start Date 

Group 1 

OCFU 

Hematolo.ev 
PLT 

(x10''3/pL) 

WBC 

(x10"3l[lL) 

ANEU 

(x 10" 3/~1L) 

ALYM 

(xl0113/pL) 

AMON 

(xl0"3/µL) 

AEOS 

(x10'131i1L) 

ABAS 

(x10"3h1L) 

31 31 31 31 31 31 31 

3811 
3812 
3813 
38U 
381: 
3816 
381 
3818 
3819 
3820 

L15 
816 • 

1349 
638 

1131 
1184 
NP 

1065 
87 

1144 

11.l 
9,83 I 

8.13 
6.01 
6.1--1 
6.84 
NP 

6.03 
3.28 
8.06 

1.05 
0.92 
0.62 
0.9 
0.91 
0.4 

0.3 
0 --
0.63 

9.66 
8:2 
.16 

4.49 
--1.91 
6.03 

5.48 
1:2 
7.1 3 

0.21 
0.16 
o.o· 
0,09 
0.08 
0.11 

0.0 
o.o· 
0.12 

0.10 
0.13 
0.13 
OAO 
0.10 
0.1 . 

0.0 
0.12 
0.09 

0.0 
0,04 
0.03 
0,04 
0.01 
0.04 

0.01 
0,02 
0.05 

• fSC:Q ·s to Remnl 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 2 contd. Individual Animal Hematology Parameters - Females 1 

Sex: Female Day( Relative to Strui Date 

Group 1 

OCFU 

ALT 

x10" 3/pL) 

ARET 

(x10"3/µL) 

31 31 

3 11 
3812 
3813 
3814 
3815 
3816 
381 
3818 
3819 
38- 0 

0.0 
0.05 
0.04 
0,0_ 
0,0_ 
0.05 

0.03 
0.02 
0.04 

- L .O 
190.2 
230.4 

30.4 
16 .3 
112.3 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 2 contd. Individual Animal Hematology Parameters - Females 1 

Sex: Female Day(s) Relative to Start Date 

Group 1 

l.668E+!O 
cru 

Hematology 
RBC 

(xl0"6/pL) 

HOB 

(g/dL) 

HCT 

(%) 

MCV 

(fL) 

MCH 

(pg) 

MCHC 

(g/dL) 

RDW 

(%) 

31 31 31 31 31 31 31 

3831 
3832 
3833 
3834 
3835 
3836 
383 
3838 
3839 
3840 

8,29 
.29 

9.35, 
9,09 
8.42 
8.27 
8,00 
8.49 
8.41 
7.87 

15.0 
13.6 
16.7 • 
16.0 
15.7 
15.S 
15.3 
1: .2 
14.9 
14.4 

46,6 
40,7 
51 ,9 • 
49.5 
47 ,6 
4 .l 
43.3 
45 .l 
45 .l 
41.8 

56.1 
55. 
56.6 ' 
54.5 
56. -
57.0 
54.1 
53..2 
53.6 
53.1 

18.1 
18,6 
l ,9 • 
17,6 
18.7 
19.1 
19,2 
li,8 
17.8 
18.3 

32,2 
33.4 
31.5 . 
32,4 
33.1 
33.5 
35.5 
33.5 
33 .1 
34.4 

12 .1 
12.1 
12.4 • 
11.4 
LJ 
12.2 
11.8 
12,2 
12.4 
12.1 

• rse:Q -s to repeatl 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 

PSL Study No.: 55164 
Eurofins Advinus Study Pbase No.: G23206 _ Clin _ PATH/Clinical Pathology Pbase Report 
CopyNo.1/1 

Page47/115 

Page 308 
PSL Study N

um
ber 55164 



 
  

 
 

 urofins 1 

Advinus 

APPENDIX 2 contd. Individual Animal Hematology Parameters - Females 1 

Sex: Female Day( ) Relatire to Start Date 

Group l 

l.668E+l0 
CFU 

Hematology 
PLT 

(xl0113/[LL 

WBC 

(x10"3/pl) 

ANEU 

(x10113/µ1) 

ALYM 

(x10"3/pL) 

AMON 

(xlQA3/[tl) 

AEOS 

(x10"3/11L 

ABAS 

(x1 0~3/pL) 

31 31 31 31 31 31 31 

3831 
383~ 
3833 
3834 
3835 
3836 
3837 
3838 
3839 
3840 

L3 
1240 
965 • 
995 
914 

1325 
1083 
1112 

79 
831 

8.36 
6, 3 
7.09 • 
. 9 

4,94 
8.42 
6.80 
6 . .:W 
i.84 
4.50 

o: :1 
5.69 
5.95 
-U4 
-Ul 
6. 7 
6.11 
5.53 
6.94 
3.75 

0.10 
0.11 
0.1 
0.0 
0.08 
0.08 
0. 1 ➔ 

0.20 
0.14 
0.08 

0.09 
0.11 
0.11 
o,_5 
0.09 
0.40 
0.09 
0.11 
0.18 
0.1: 

0.03 
0.01 
0.0 
0.03 
0.04 
o.o · 
0.01 
0.01 
0.01 
0.01 

0. 
0. 6 
0.96 
0.48 
1.0· 
OA1 
o.: 
0.4_ 
0.51 

a C:Q to repeatl r 

1 The dos es listed are the nominal dos es for each strain in terms of CFU/kg bw/day. 
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APPENDIX 2 contd. Individual Animal Hematology Parameters - Females 1 

ex: Female Day( ) RelatiYe to Start Date 

Group 2 

l.668E+ l 0 
CFU 

AL C 

(x l 0"3/~tL 

ARET 

(x10" 3/µL) 

31 31 
383 1 
383_ 
3833 
3834 
3835 
3836 
383 
3838 
3839 
3 40 

0 .05 
0.04 
0 .03 
0 .0..:J. 
0 .01 
0.06 
0.03 
o.o_ 
o.o-
0 .00 

_10.9 
138.8 
191.8 
_09 __ 
_18.-
193.9 
131.0 
14 .8 
188.1 
13 .0 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 

PSL Study No.: 55164 
Eurorms Advinus Study Pbase No.: G23206 _ Clin _ PATH/Clinical Pathology Pbase Report 
CopyNo.1/1 

Page49/115 

Page 310 
PSL Study N

um
ber 55164 



 
  

 
 

 :. urofins ' 
dvinus 

APPENDIX 2 contd. Individual Animal Hematology Parameters - Females 1 

Sex: Female Day(s) Relative to Start Date 

Group 3 

3.33 E+IO 
CFU 

Hematology 
RBC 

(xl!Y-6/pL) 

HOB 

(g/dL) 

HCT 

(%) 

MCV 

(fl) 

MCH 

(pg) 

MCHC 

(g/dL) 

RDW 

(%) 

31 31 31 31 31 31 31 

3851 
3852 
3853 
3854 
3855 
3856 
385 
3858 
3859 
3860 

8.13 
6.54 
NP 

7.67 
8.52 
8.89 

.85 
8.36 
8.20 
8.80 

14,9 
12.6 

14.0 
16,2 
15.6 
14.4 
15 .3 
15.6 
16.5 

4 ,1 
37.9 
NP 

41.9 
49.7 
46.6 
42.0 
45.9 
45.1 
48.8 

5 .9 
58.0 
NP 

54.6 
58.3 
52:.4 
53.6 
54.9 
54.9 
55.5 

18.3 
19.3 
NP 

18.3 
19.0 
17.5 
18.4 
18.3 
19.0 
18.7 

31.6 
33.3 
NP 

33.5 
32.5 
33.5 
34.3 
33.3 
34: 
33.7 

11.3 
11.9 
NP 

12.4 
11 .: 
11.S 
11.9 
12.0 
12.6 
12.7 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 2 contd. Individual Animal Hematology Parameters - Females 1 

ex: Female Day(s) Relatiw to Start Date 

Group 3 

3.337E+l0 
cru 

Hematology 
PLT 

(xl0113/itL) 

WBC 

(xl0113/itL) 

ANEU 

(xl0113/ttL) 

ALYM 

(xl0113f!tL) 

ANION 

(xl0"3htL) 

AEOS 

(x10"3/µ ) 

ABAS 

xl0113f/tL 

31 31 31 31 31 31 31 
3851 
3852 
3853 
3854 
3855 
3856 
385 
3858 
3859 
3860 

1090 
1403 

N--P 
989 

1158 
10"9 
1300 
1194 
1089 
754 

.39 
4.33 
NP 

4. 0 
.16 

9.38 
6.66 

11.66 
8.56 
5.83 

1.49 
0.34 

0. 3 
0.34 
0.66 
0.83 
0.76 
0.40 
0.65 

.63 
3.84 

3.3 1 
6. 9 
8. 2 
.:o 

10..tl 
-.88 
4.89 

0.09 
0.05 

o.o· 
0.06 
o._3 
0.1 i 
o ___ 
0.09 
0.08 

0.13 
0.08 

0.09 
0.10 
o._o 
0.13 
0.14 
0.13 
0.13 

0.02 
0.01 

0.00 
0.03 
0.04 
0,0_ 
0.03 
0.01 
0.04 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 

PSL Study No.: 55164 
Eurofins Advinus Study Pbase No.: G23206 _ Clin _ PATH/Clinical Pathology Pbase Report 
CopyNo.1/1 

Page51/115 

Page 312 
PSL Study N

um
ber 55164 



 
  

 
 

 :: urofins ' 
uvinus 

APPENDIX 2 contd. Individual Animal Hematology Parameters - Females 1 

Sex: Female Day( ) Relative to Start Date 

Group 3 

3.337E 10 
CFU 

ALUC 

x10"3/µL) 

ARET 

(x 10"3/~tL 

31 31 
38_ 1 
38 -2 
3853 
3854 
3855 
3856 
38 -
38 -8 
38 -9 
3860 

0,0_ 
0.01 

0.01 
0 .04 
0 .05 
0.03 
0 .0 
0.05 
0 .03 

_14.8 
186.5 

261. 
_65.8 
1 -9.8 
131.0 
11 .6 
185.0 
31.5 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 2 contd. Individual Animal Hematology Parameters - Females 1 

ex: Female Day(s) Relative to Start Date 

Group4 

l.00 lE+ll 
C'flJ 

Hematology 
RBC 

(xl0116htL) 

HOB 

(_g dL) 

HCT 

(%) 

MCV 

(fl) 

MCH 

(pg) 

MCHC 

(~ dL) 

RDW 

(%) 

31 31 31 31 31 31 31 
3871 
3872 
3874 
3875 
3876 
3877 
3878 
38 9 
3880 

8.10 
8.38 
8.38 
8.28 
8.48 
8.23 
8. 3 
8.68 
7.87 

14.5 
15.5 
15.5 
15.9 
16.0 
15.l 
16.l 
15.0 
15.0 

-l6,1 
4 .7 
47.8 
-lS.3 
4 .4 
4-l.6 
4 .5 
+4.0 
44.5 

56,9 
56. .9 

.1 
58.3 
· s.9 

.. • u 
54.3 
:o. 
56.5 

1 .8 
18.~ 
18.: 
19.2 
18.9 
18.4 
18.4 
l .3 
19.1 

31.3 
32,5 
L 3 
32.9 
33.8 
33.9 
33.9 
34.2 
33.7 

11.9 
11.4 
11.l 
11.4 
11." 
12.8 
11.5 
11.9 
11.6 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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APPENDIX 2 contd. Individual Animal Hematology Parameters - Females 1 

ex: Female Da ) Relati\·e to Strut Date 

Group4 

l.00 lE+ll 
cru 

Hematoloey 
PLT 

(x I 0"3/1tL) 

WBC 

(x10"3lµL) 

ANEU 

(xl0"3/11L) 

ALYM 

(x I 0"3/µL) 

AMON 

(xl0"3/11L) 

AEOS 

(xl0"3/µL) 

ABAS 

(x10"3/1tL) 

31 31 31 31 31 31 31 

38 1 
38 2 
38 4 
38 5 
38 6 
38 
38 8 
38 9 
3880 

839 
857 
924 
81 5 
995 
860 

1-36 
1003 
918 

7.44 
4.~2 
3.6 
6.98 
.ii 

5.18 
7.82 
4.03 
5.67 

0:4 
0.28 
0.40 
0.58 
0.59 
O.~ 
0.6 
0.38 
0.77 

6.65 
4.10 
3.08 
6.14 
6. 80 
4.24 
6. 70 
3.37 
4.59 

0.11 
o.o· 
0.05 
0.1 0 
0.19 
0.09 
0.20 
0.16 
0.19 

0.0 
0.0 
0.09 
0.10 
0.12 
0.19 
0.16 
0.09 
0.10 

0.04 
0.01 
0.01 
0.03 
0.03 
0.01 
0.01 
0.01 
O.QJ 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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APPENDIX 2 contd. Individual Animal Hematology Parameters - Females 1 

ex: Female Day( ) Relati,'e to Start Date 

Group 4 

l.00 lE+l l 
CFU 

Al C 

(x1 0"3htL) 

ARET 

(x10"3/~tL) 

31 31 

38 1 
38 2 
38 4 
38 5 
38 6 
38 
38 8 
38 9 
3880 

0.03 
0,0_ 
0.0 
0.03 
0.05 
0.0-
0.05 
0.0 
0,0_ 

236. 
1 · 3,0 
L 6.0 
146. 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 3. Individual Animal Coagulation Parameters - Males1 

Sex: Male Week(s) Relative to Start Date 

OCFU 

Group 1 
APTT 

(seconds) 

PT 

(seconds) 

5 5 

3801 
3802 
3803 
3804 
3805 
3806 
3807 
3808 
3809 
3810 

Mean 
SD 
N 

15.4 
17.0 
16.3 
16.2 
15.7 
22.0 
16.6 
19.2 
14.6 
18.7 

10.1 
10.2 
10.0 
10.1 
10.2 
10.4 
10.2 
11.0 
10.0 
9.6 

17.17 
2.20 

10 

10.18 
0.36 

10 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 3 contd. Individual Animal Coagulation Parameters - Males1 

Sex: Male Week(s) Relative to Start Date 

1-668E+10 
CFU 
Group2 

APTT 

{seconds) 

PT 

(seconds) 

5 5 

3821 
3822 
3823 
3824 
3825 
3826 
3827 
3828 
3830 

14.4 
17.7 
16.5 
16.1 
32.3 
22.1 
18.5 
15.6 
15.6 

10.5 
10.2 
9.9 
9.9 

11.4 
9.8 
9.4 

10.2 
10.0 

Mean 
SD 
N 

%D1ff 

18.76 
5.55 
9 
9.23 

10.14 
0.56 
9 

-0.35 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 3 contd. Individual Animal Coagulation Parameters - Males1 

Sex: Male Week(s) Relative to Start Date 

3.337E+10 
CFU 
Group3 

APTT 

(seconds) 

PT 

(seconds) 

5 5 

3841 
3842 
3843 
3844 
3845 
3846 
3847 
3848 
3849 
3850 

18.0 
14.7 
17.8 
16.6 
19.0 
18.6 
20.5 
21.6 
21 .2 
21.0 

10.5 
9.3 

102 
10.9 
9.9 

10.3 
10.4 
10.3 
10.3 
9.9 

Mean 
SD 
N 

%Diff 

18.90 
2.23 

10 

10.08 

1020 
0.43 

10 
020 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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APPENDIX 3 contd. Individual Animal Coagulation Parameters - Male1s 

Sex: Male Week(s) Relative lo Start Dale 

1.001 E+11 
CFU 
Group4 

APTT 

(seoonds) 

PT 

(seconds) 

5 5 

3861 
3862 
3863 
3864 
3865 
3866 
3867 
3868 
3869 
3870 

6.7 
17.5 
19.1 
14.3 
14.7 
19.3 
21.8 
19.8 
ERR 
21.8 

9.8 
10.3 
10.5 
9.9 

10.3 
10.2 
9.9 

10.4 
ERR 
10.2 

Mean 
SD 

N 
%Diff 

8.33 
2.75 
9 
6.78 

10.17 
0.24 
9 

-0.13 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 4. Individual Animal Coagulation Parameters - Females1 

Sex: Female Week(s) Relative to Start Date 

0CFU 

Group 1 
APTT 

(seconds) 

PT 

(seconds) 

5 5 

3811 
3812 
3813 
3814 
3815 
3816 
3817 
3818 
3819 
3820 

16.3 
26.8 
16.3 
17.8 
16.1 
22.8 
18.2 
21.2 
19.4 
16.3 

10.0 
ERR 

9.6 
ERR 

9.5 
102 
10.0 
9.9 
9.9 
9.5 

Mean 
SD 

N 

19.12 
3.54 

10 

9.83 
026 
8 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 4 contd. Individual Animal Coagulation Parameters - Females1 

Sex: Female Week(s) Relative to Start Dale 

1.668E+10 
CFU 
Group2 

APTT 

(seconds) 

PT 

(seconds) 

5 5 

3831 
3832 
3833 
3834 
3835 
3836 
3837 
3838 
3839 
3840 

21 .9 
17.3 
16.3 
13.5 
11.7 
ERR 
25.3 
17.4 
17.4 
16.5 

10.0 
9.6 
9.3 
8.7 
9.3 

ERR 
10.4 
9.6 
9_4 

11.5 

Mean 
SD 
N 

%Diff 

17.48 
4.07 
9 

--8.59 

9.76 
0.81 
9 
-0.71 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 4 contd. Individual Animal Coagulation Parameters - Females1 

Sex: Female Week(s) Relative lo Start Date 

3.337E+10 
CFU 
Group3 

APTT 

(seoonds) 

PT 

(seconds) 

5 5 

3851 
3852 
3853 
3854 
3855 
3856 
3857 
3858 
3859 
3860 

17.8 
16.9 
14.1 
15.7 
17.0 
20.7 
18.8 
21.0 
17.8 
19.6 

10.0 
9.9 
9.4 

10.3 
10.5 
10.0 
10.0 
10.0 
9-7 

10.4 

ean 
SD 
N 

%Orff 

17.94 
2.17 

10 
-6.17 

10.02 
0.33 

10 
1.98 

1 The dos es listed are the nominal dos es for each strain in terms of CFU/kg bw/day. 
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APPENDIX 4 contd. Individual Animal Coagulation Parameters - Females1 

Sex: Female Week(s) Relabve to Start Date 

1.001E+11 
CFU 
Group4 

APTT 

(seconds) 

PT 

(seconds) 

5 5 

3871 
3872 
3873 
3874 
3875 
3876 
3877 
3878 
3879 
3880 

21.8 
16.5 
ERR 
16.7 
18.9 
18.4 
17.6 
18.0 
18.7 
15.0 

10-1 
9.9 

ERR 
9.0 
9.9 

10.1 
9.9 
9.9 

102 
102 

Mean 
so 
N 

%Diff 

17.96 
1.90 
9 

-6.09 

9.91 
0.37 
9 
0.88 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 5. Individual Animal Oinical Chemistry Parameters - Males1 

Sex: Male Wee s) Relative to Star! Date 

OCAJ 

Group 1 
ALT 

(UIL} 

ALB 

(g/dL) 

AlKP 

(U/l } 

AST 

(U/l) 

CAI.C 

(mg/di.) 

CL 

(mmolll} 

CHOL 

(mg/dL} 

5 5 5 5 5 5 5 

3801 
3802 
3803 
3804 
3805 
3806 
3807 
3808 
3809 
3810 

31 
41 
26 
37 
32 
44 
26 
30 
24 
38 

3.9 
4.0 
4.0 
4.0 
4.0 
4.5 
4.2 
4.3 
4.2 
4.6 

106 
111 
105 
112 
111 
137 
113 
147 
129 
152 

93 
84 
86 
87 
83 

101 
73 
75 
92 
72 

10.4 
117 
11.0 
11.6 
11.4 
121 
11.5 
11 .4 
11 .3 
12.0 

104.1 
100.1 
98.7 

102.0 
100.5 
100.4 
102.7 
105.0 
102.3 
102.2 

66 
42 
94 
67 
38 
93 
48 
71 
66 
77 

Mean 
SD 
N 

32.9 
6.8 

10 

4.17 
014 

10 

122.3 
17.5 
10 

84.6 
9.4 

10 

11.45 
0.50 

10 

101.80 
1.91 

10 

66.2 
19.3 
10 

,no/ 
~-

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 5 contd. Individual Animal Oinical Chemistry Parameters - Males1 

Sex: Male Week(s) Relative to Start Date 

OCFU 

Group 1 
CREA 

(mg/dl) 

GGT 

(U/L) 

GLOB 

(g/dl) 

GLUC 

(mg/dl) 

IPHS 

(mg/dl) 

K 

(mmol/L) 

NA 

(mmol/L) 

5 5 5 5 5 5 5 

3801 
3802 
3803 
3804 
3805 
3806 
3807 
3808 
3809 
3810 

0.17 
0.17 
0.22 
0.17 
0.17 
0.18 
0.17 
0.18 
0.18 
0.21 

300 
300 
3.00 
3.00 
3.00 
3.00 
3.00 
300 
3.00 
3.00 

1.8 
2.0 
1.9 
2.3 
1.8 
2.0 
1.6 
2.0 
2.0 
1.7 

132 
174 
194 
144 
151 
169 
167 
161 
149 
179 

8.5 
11.5 
9.9 
9.9 

10.8 
11 .9 
10.2 
10.1 
10.7 
10.7 

6.62 
7A2 
6.88 
7.27 
7.49 
8.55 
7.14 
7.38 
7.99 
6.87 

143.0 
144.0 
140.0 
142.0 
143.0 
146.0 
145.0 
147.0 
146.0 
147.0 

Mean 
SD 
N 

0.182 
0.018 

10 

3.000 
0000 

10 

1.91 
020 

10 

16.2.0 
18-4 
10 

10.42 
0.94 

10 

7.361 
0.568 

10 

144.30 
2.31 

10 

The Limit of Quantitation (LOQ for GGT is 3.0 Y 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 5 contd. Individual Animal Oinical Chemistry Parameters - Males1 

Sex: Male Week(s) Relative to Start Date 

OCFU 

Group 1 
SDH 

(U/L) 

BILI 

(mg/dL) 

TP 

(gldl ) 

TRIG 

(mgldl ) 

BUN 

(mgldl) 

5 s 5 5 5 

3801 
3802 
3803 
3804 
3805 
3806 
3807 
3808 
3809 
3810 

8-8 
n 
5.2 

12.9 
9.5 

15.0 
13.7 
122 
5.1 

19.7 

0-1 1 

0.11 
0.12 
0.08 
0.11 
0.11 
0.14 
0.10 
0.11 
0.11 

5-7 
6.0 
5.9 
6.3 
5.8 
6.5 
5.8 
6.3 
62 
6.3 

36 
38 

117 
31 

32 
78 
37 
43 
50 
54 

13 
14 
16 
12 
12 
15 
16 
16 
14 
19 

Mean 
SD 

N 

0.98 
4.60 
0 

0.110 
0.015 

10 

6.08 
0.27 

10 

51.6 

26.9 
10 

14.7 

2.2 
10 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 5 contd. Individual Animal Oinical Chemistry Parameters - Males1 

Sex: Male Week(s) Relative to Start Dale 

1.668E+10 
CFU 
Group 2 

ALT 

(U/L) 

ALB 

(g/dL) 

ALKP 

(U/L) 

AST 

(U/L) 

CALC 

(mg/dL) 

CL 

(mmol/L) 

CHOL 

(mg/dL) 

5 5 5 5 5 5 5 

3821 
3822 
3823 
3824 
3825 
3826 
3827 
3828 
3830 

28 
41 
27 
38 
32 
29 

234 
31 
29 

3.9 
4.3 
4.3 
4.1 
4.5 
3.8 
3.6 
4.0 
4.2 

128 
140 
119 
117 
154 
103 
149 
105 
122 

91 
88 
80 

117 
98 
79 

419 
76 
76 

10.8 
11.6 
11.4 
111 
11.7 
11 .0 
11.6 
10.9 
11.5 

101.4 
100.1 
103.0 
100.8 
104.0 
100.6 
100.5 
101.5 
103.6 

55 
49 
74 
48 
39 
75 
95 
49 
59 

Mean 
SD 

N 
%Diff 

54.3 
67.5 
9 

65.1 

4.08 
0.28 
9 
-2.21 

126.3 
18.1 
9 
3.3 

124.9 
111.1 

9 
47,6 

1129 
0.34 
9 
-141 

101.72 
1.45 
9 

-0.08 

60.3 
17.7 
9 

.ag 

1 The doses li sted are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 5 contd. Individual Animal Oinical Chemistry Parameters - Males1 

Sex: Male Week(s) Relative to Start Date 

1.668E+10 
CFU 
Group 2 

CREA 

(mg/dL) 

GGT 

( /UL) 

GLOB 

(gldL) 

GLUC 

(mg/dL) 

IPHS 

(mgldl) 

K 

(mrool/L) 

NA 

(mmot/L) 

5 5 5 5 5 5 5 

3821 
3822 
3823 
3824 
3825 
3826 
3827 
3828 
3830 

0.17 
0.17 
0.17 
0.17 
0.25 
0.18 
0.19 
0.23 
0.17 

3.00 
300 
3.00 
3.00 
3.00 
3,00 
3.00 
3.00 
3.00 

1.6 
1.9 
1.9 
2.1 
2.3 
2.0 
2.4 
1.9 
1.9 

148 
169 
114 
164 
105 
150 
151 
209 
162 

9.1 
10.5 
10.0 
10.1 
11A 
9,6 
9.8 
9.9 
9,8 

8.33 
7.98 
7.18 
7.49 
7.92 
7.80 
7.31 
8.66 
7.04 

141.0 
142-0 
144.0 
142.0 
149.0 
140.0 
144.0 
143.0 
147.0 

Mean 
SD 
N 

%Diff 

0.189 
0.030 
9 
3.785 

3.000 
0.000 
9 
0.000 

2.00 
0.24 
9 
4.71 

152.4 
30.5 
9 

-5.9 

1002 
0.64 
9 
-3.82 

7.746 
0.541 
9 
5.224 

143.56 
2.88 
9 
-0.52 

The Limit of Quantitation (LOG- for GG'f'is,3.0 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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APPENDIX 5 contd. Individual Animal Oinical Chemistry Parameters - Males1 

Sex: Male Week(s) Relative to Start Date 

1.668E+10 
CFU 
Group2 

SDH 

(U/L) 

BILI 

(mg/dl) 

TP 

(g/dl) 

TRIG 

(rng/dl ) 

BUN 

(mg/dl) 

5 5 5 5 5 

3821 
3822 
3823 
3824 
3825 
3826 
3827 
3828 
3830 

6.9 
18.6 
8.5 

12.5 
5.0 
9.3 

98.2 
12.1 
14.0 

0.09 
0.08 
0.11 
0.13 
0.11 
0.10 
0-16 
0.09 
0.08 

5.5 
6.2 
6.2 
6.2 
6.8 
5.8 
6.0 
5.9 
6.1 

30 
92 
36 
47 
50 
62 
53 
94 
60 

15 
15 
13 
12 
16 
15 
14 
17 
15 

Mean 
SD 

N 
%0iff 

20.57 
29.39 
9 

87.31 

0.106 
0.026 
9 

-4.040 

6.08 
0.36 
9 

--0.04 

58.2 
22.2 
9 

12.8 

14.7 
1.5 
9 

--0.2 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 5 contd. Individual Animal Oinical Chemistry Parameters - Males1 

Sex: Male Week(s) Relative to Start Date 

3.337E+10 
CAJ 
Group3 

ALT 

(U/1.) 

ALB 

(g/dl) 

ALKP 

(U/1.) 

AST 

(U/1.) 

CAI.C 

(mgldl) 

CL 

(mrnol/l) 

CHOL 

(mgldl) 

5 5 5 5 5 5 5 

3841 
3842 
3843 
3844 
3845 
3846 
3847 
3848 
3849 
385() 

45 
32 
36 
27 
35 
32 
27 
27 
31 
35 

4.0 
3.9 
4.3 
4.3 
4.1 
4.4 
4.5 
3.8 
3.9 
4.6 

153 
114 
96 

132 
79 

140 
117 
124 
101 
155 

98 
12! 
99 
73 
73 

107 
87 
82 
73 
86 

10.7 
11 .1 
11.3 
11 .3 
119 
11 .7 
12.1 
10.9 
11.1 
12.0 

101-0 
100.1 
100.5 
100.6 
100.8 
100.8 
102.0 
103.1 
102.3 
98.5 

48 
50 
54 
65 
59 
61 
74 
58 
45 
67 

Mean 
SD 
N 

%[)iff 

32.7 
5.5 

10 
-0.6 

4.18 
0.28 

10 
0.24 

121 .1 
24.8 
10 
-1 .0 

89.9 
162 
10 
6.3 

11.41 
0.49 

10 
-0.35 

100.97 
1.28 

10 
-0.82 

58.1 
9.1 

10 
-1 2.2 

.ct. ~-
1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 5 contd. Individual Animal Oinical Chemistry Parameters - Males1 

Sex: Male Week(s) Relative to Start Date 

3.337E+10 
CFU 
Group3 

CREA 

(mg/dl) 

GGT 

(U/L) 

GLOB 

(g/dl) 

GLUC 

(mgldl) 

IPHS 

(mgldl) 

K 

(mrnol/L) 

NA 

(mmol/L) 

5 5 5 5 5 5 5 

3841 
3842 
3843 
3844 
3845 
3846 
3847 
3848 
3849 
3850 

0.18 
0.17 
0.22 
0.17 
0.20 
on 
0.29 
0.17 
0.17 
023 

3.00 
3.00 
300 
3.00 
300 
3.00 
3.00 
3.00 
3.00 
3.00 

1.9 
1.9 
1.7 
1.7 
1.9 
2.0 
2.0 
1.9 
2,1 
1.7 

160 
161 
124 
178 
167 
137 
198 
171 
121 
140 

8.4 
9.t 

11.0 
9.4 
9.9 

11.8 
11.1 
9.3 
9.3 

11.9 

5.98 
6.86 
7.25 
7.44 
5.89 
8.17 
7.74 
7.21 
6,83 

10.14 

142.0 
139.0 
143,0 
141.0 
144.0 
147.0 
147.0 
142.0 
144.0 
140.0 

Mean 
SD 
N 

%Diff 

0.202 
0.039 

10 
10.989 

3.000 
0000 

10 
0.000 

1.88 
0.14 

10 
-1.57 

155.7 
24.7 
10 
-3.9 

10.12 
1-23 

10 
-2.88 

7.351 
1.209 

10 
-0.136 

142.90 
2.69 

to 
-0.97 

The Limit of Quantitation (LOQ) for GGT i's 3.0 

1 The doses li sted are the nominal doses for each strain in terms ofCFU/kg bw/day. 

PSL Study No.: 55164 
Eurofins Advinus Study Pbase No.: G23206 _ Clin _PATH/Clinical Pathology Pbase Report 
CopyNo. 1/1 

Page 71/115 

Page 332 
PSL Study N

um
ber 55164 



 
  

 
 

 :. urofins 
Advinus 

APPENDIX 5 contd. Individual Animal Oinical Chemistry Parameters - Males1 

Sex: Male Week(s) Relative to Start Date 

3.337E+10 
CFU 
Group3 

SDH 

(UIL) 

BILI 

(mg/dl) 

TP 

(g/dl) 

TRIG 

(mg/dl) 

BUN 

(mg!dLJ 

5 5 5 5 5 

3841 
3842 
3843 
3844 
3845 
3846 
3847 
3848 
3849 
3850 

19.9 
16.0 
8.2 

10.7 
12.4 
45.3 
12.4 
19.9 
8.9 

14.7 

0.12 
0-1 1 
0.11 
0.14 
0.07 
0.10 
0.09 
0.10 
0.09 
0.18 

5.9 
5.8 
6.0 
6.0 
6.0 
6.4 
6.5 
5.7 
6.0 
6.3 

53 
44 
38 
75 
28 
58 
62 
30 
34 
43 

16 
14 

14 
14 
16 
14 

15 
12 
13 
13 

Mean 
SD 

N 
%Diff 

16.84 
10.80 
10 
53.37 

0.111 
0.031 

10 
0.909 

6.06 
0.26 

10 
-0.33 

46.5 
15.2 
10 
-9.9 

14.1 
1.3 

10 
-4.1 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 5 contd. Individual Animal Oinical Chemistry Parameters - Males1 

Sex: Male Week(s) Relative to Start Date 

1001E~11 
CFU 
Group 4 

ALT 

(U/L) 

ALB 

(g/dL) 

ALKP 

(U/1.) 

AST 

(U/1.) 

CALC 

(mg/dL) 

CL 

(mmol/1.) 

CHOL 

(mg/dL) 

5 5 5 5 5 5 5 

3861 
3862 
3863 
3864 
3865 
3866 
3867 
3868 
3869 
3870 

27 
24 
32 
29 
41 
28 

171 
31 
36 
30 

4.1 
3.8 
4.1 
41 
to 
4.0 
3.6 
4.5 
4.5 
4.5 

116 
122 
120 
84 

136 
93 

126 
182 
147 
128 

73 
85 

119 
77 

114 
72 

316 
95 
84 
74 

11.1 
10.5 
11 .2 
11.2 
11 .6 
11.4 
11 .2 
11.9 
11.7 
122 

101 .3 
101 .9 
102.8 
101.3 
100.5 
100.0 
101.7 
103.8 
103.8 
101.3 

67 
52 
58 
56 
52 
69 
66 
44 
51 
61 

Mean 
SD 
N 

%Diff 

44.9 
44.6 
10 
36.5 

4.13 
0.31 

10 
-0.96 

125.4 
27.2 
10 
2.5 

110.9 
74_0 

10 
31.1 

11.40 
048 

10 
-0.44 

101.84 
1.28 

10 
0.04 

57.6 
8.1 

10 
-13.0 

1 The doses li sted are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 5 contd. Individual Animal Oinical Chemistry Parameters - Males1 

Sex Male Week(sl Relativ te o Start Date 

1.0D1E+t1 
CFtJ 
Group 4 

CREA 

('TIQ/dL) 

GGT 

( /UL) 

GLOB 

(g/dl} 

GLUC 

(mgldl) 

IPHS 

(mgldl) 

K 

(rmiol/L) 

NA 

(mmol/L) 

5 5 5 5 5 5 5 

3861 
3862 
3863 
3864 
3865 
3866 
3867 
3868 
3869 
3870 

012 
0.17 
0.17 
0.17 
0.17 
0.18 
0.20 
0.23 
0.18 
0.18 

3.00 
3.00 
3.00 
3.00 
3.00 
3.00 
3.00 
3.00 
3.00 
3.00 

1.8 
1.9 
1.7 
2.0 
2,1 
2.0 
2.4 
1.7 
1.7 
1.8 

204 
176 
175 
184 
203 
190 
142 
152 
186 
168 

9.0 
8.3 
9.7 
9.5 

10.4 
9.2 

10.5 
108 
11.9 
10.9 

6.87 
6.24 
7.63 
7.34 
7.64 
5.98 
6.9 
6.93 

11.86 
8.99 

142.0 
141.0 
141.0 
142.0 
144.0 
143.0 
145.0 
148.0 
143.0 
147.0 

Mean 
SD 
N 

%iDff 

0.187 
0.022 

10 
2.747 

3.000 
.OOOJ 

10 
0.00J 

1.91 
0.22 

IO 
0.00 

178.0 
20.1 
10 
9.9 

10.02 
1.07 

10 
-3.84 

7.639 
1.702 

10 
3.777 

143.60 
2.41 

10 
-0.49 

PSL Study No.: 55164 
Enrofins Advinns Study Pbase No.: G23206 _ Clin _PATH/Clinical Pathology Pbase Report 
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APPENDIX 5 contd. Individual Animal Oinical Chemistry Parameters - Males1 

Sex: Mate Week(s) Relative to Start Date 

1.001 E+11 
CFU 
Group4 

SDH 

(U/L) 

BILI 

(mg/di..) 

TP 

(g/dl..) 

TRIG 

(mg/di..) 

BUN 

(mg/dl) 

5 5 5 5 5 

3861 
3862 
3863 
3864 
3865 
3866 
3867 
3868 
3869 
3870 

9.2 
11.2 
8.4 

11.9 
27.2 
11.3 
87.6 
15.5 
15.1 
15.0 

0.13 
0.13 
0.12 
0.11 
0.09 
0.14 
0.13 
0.11 
0.14 
0.09 

5.9 
5.7 
5.8 
6.2 
6.1 
6.0 
6.0 
6.2 
6.2 
6.3 

48 
33 
40 
62 

107 
44 
33 
63 
34 
53 

14 
16 
15 
14 
15 
14 
17 
21 
17 
15 

Mean 

SD 

N 

%0iff 

21...24 
23.91 
10 
93-44 

0.119 
0.019 

10 
8.182 

6.04 
0.20 

10 
-0.66 

51.7 
22.4 
0 
0.2 

15.8 
2.1 

10 
7.5 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 6. Individual Animal Oinical Chemistry Parameters - Females1 

Sex: Female Wee~sl Relaliva lo S1art Date 

OCFU 

Group 
ALT 

(UIL) 

ALB 

(g/dL) 

ALKP 

(U/L) 

AST 

i !UL) 

CALC 

(rngldl) 

CL 

('11rnolf_) 

CHO" 

(rngdL) 

5 5 5 5 5 5 5 

3811 
3812 
3813 
3814 
3815 
3816 
3817 
3818 
3819 
3820 

27 4.6 
5.9 
,, 

.5 J 

4.7 
4.9 
5.5 
5.3 
5.6 
4.7 
5.0 

95 
27 
&3 
00 
56 
65 
61 
56 
75 
54 

78 
107 
121 

86 
93 

112 
79 
81 

115 
76 

117 
12.6 
11.8 
11.4 
lt.3 
11.6 
11.2 
11.7 
10.4 
10.5 

1010 
966 
995 

102.0 
101 7 
102.9 
102.6 
1018 
100 7 
98 7 

71 
85 
85 
66 
78 
82 
66 

108 
60 
97 

33 
23 
34 
23 
46 
26 
22 
28 
30 

Mean 
SD 
N 

29.2 
12 

10 

5.15 
0.44 

10 

65.1 
20.3 
10 

94.8 
1U 
10 

11.42 
.G64 

10 

10D.75 
1.96 

IJ 

79.8 
14.9 
10 

1 The doses li sted are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 6 contd. Individual Animal Oinical Chemistry Parameters - Females 1 

Sex: Female Week(s) Relative lo Start Dale 

0CFU 

Group 1 
CREA 

(mg/dL) 

GGT 

(U/L) 

GLOB 

(g/dL) 

GLUC 

(mgldL) 

IPHS 

(mgldL) 

K 

(mmol/L) 

NA 

(mmol/L) 

5 5 5 5 5 5 5 

3811 
3812 
3813 
3814 
3815 
3816 
381 7 
3818 
3819 
3820 

0.19 
0.22 
0.27 
026 
0.22 
0.23 
022 
0.26 
0.25 
0.19 

3.00 
300 
3.00 
3.00 
3.00 
3.00 
3.00 
3.00 
3.00 
3.00 

2.0 
2.0 
1.9 
2.3 
1.8 
1.4 
1.4 
1.7 
1.6 
1.6 

129 
129 
150 
80 

112 
79 

149 
131 
77 

132 

9.5 
9.3 
9.3 

10.4 
8.2 
9.5 
8.2 
7.7 

10.3 
7.9 

8.07 
8.51 
7.35 
8.10 
6.20 
8.02 
6.53 
5.58 
8.56 
6.50 

143.0 
138.0 
143.0 
142.0 
143.0 
144.0 
145.0 
146.0 
142.0 
141.0 

Mean 
SD 
N 

0.231 
0.028 

10 

3.000 
0000 

10 

1.77 
0.29 

10 

116.8 
28.4 
10 

9.03 
0.97 

10 

7.342 
1064 

10 

142.70 
2.21 

10 

The Limit of Quantitation (LOQ) filr GGT is 3 .0 

1 The doses li sted are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 6 contd. Individual Animal Oinical Chemistry Parameters - Females1 

Sex: Female Week(s) Relative to start Date 

0CFU 

Group 1 
SDH 

(UIL) 

BILI 

(mg/dl) 

TP 

(g/dl) 

TRIG 

(mgldl) 

BUN 

(mgldl) 

5 5 5 5 5 

3811 
3812 
3813 
3814 
3815 
3816 
3817 
3818 
3819 
3820 

14.0 
20.6 
5.2 

12.1 
8.9 

21.8 
7.4 
7-3 
1.7 

10.4 

0.16 
0.18 
0.10 
0.10 
0.09 
0.1 
0.14 
0.10 
0.12 
0.10 

6.6 
7.9 
7.2 
7.0 
6.7 
6.9 
6.7 
7.3 
6.3 
6.6 

43 
73 
34 
32 
42 
41 
35 
45 
40 
57 

14 
18 
15 
15 
14 
17 
14 
15 
16 
13 

Mean 
SD 
N 

10.94 
6.42 

10 

0.120 
0.030 

10 

6.92 
0.46 

10 

44 .2 
12.3 
0 

15.1 
1.5 

10 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 6 contd. Individual Animal Oinical Chemistry Parameters - Females 1 

Sex: Female Week(s) Relativ te o Start Date 

1.888E+10 
CFU 
Group 2 

ALT 

(U/L) 

ALB 

(g/dL) 

ALKP 

(U/L) 

AST 

(U/L) 

CALC 

(rng/dL) 

CL 

immol/L) 

CHOL 

(mg/dl) 

5 5 5 5 5 5 5 

3831 
3832 
3833 
3834 
3835 
3836 
3837 
3838 
3839 
3840 

28 
23 
75 
25 
42 
26 
21 
21 
47 
25 

5.8 
4.7 
5.4 
5.5 
5.1 
5.2 
5.1 
5.3 
5.3 
4.4 

79 
75 
64 
56 
72 
65 
68 
47 
61 
69 

80 
66 

121 
79 
91 
87 
78 
77 
94 
92 

12.1 
11.6 
12.2 
12.3 
11.4 
11.6 
11.8 
11.1 
11.6 
9.8 

99.2 
98.6 
97.6 
98.9 

100.1 
104.7 
104.4 
102.3 
100.8 
104.8 

89 
86 
81 

109 
60 
63 
65 
87 
75 
41 

Mean 
SD 
N 

%Diff 

33.1 
17.2 
10 
13.4 

5.16 
0.37 

10 
0.19 

65.6 
9.4 

10 
0.8 

86.5 
14.8 
10 
-8.8 

11.55 
072 

10 
t14 

101.1 4 
2.73 

10 
0.39 

73.6 
18.6 
10 
-7.8 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 6 contd. Individual Animal Oinical Chemistry Parameters - Females 1 

Sex: Female Week(s) Relative to Start Date 

1.668E+10 
CFU 
Group2 

CREA 

(mg/dl) 

GGT 

(LIil) 

GLOB 

(gldl) 

GLUC 

(mgldl) 

IPHS 

(mg/di.) 

K 

(mmoVL) 

NA 

(mmol/L} 

5 5 5 5 5 5 5 

3831 
3832 
3833 
3834 
3835 
3836 
3837 
3838 
3839 
3840 

0.29 
0 21 
0.24 
0.32 
0.27 
032 
024 
023 
0.33 
024 

3.00 
3.00 
3.00 
3.00 
3.00 
3.00 
3.00 
3.00 
300 
3.00 

1.9 
2,1 
1.6 
2.0 
1.9 
18 
1.6 
1.4 
1 8 
1.4 

189 
150 
166 
203 
160 
169 
99 

104 
287 
118 

8.0 
88 

tQ.O 
8..5 
87 
87 

10.2 
9.0 
96 
7.6 

6.28 
.6 . 27 

9.06 
5.97 
9.44 
709 
7.89 
6.24 
8 75 
6.01 

142.0 
141,0 
141.0 
143.0 
143.0 
150.0 
147.0 
144.0 
144.0 
145.0 

Mean 
SD 

N 
%Diff 

0269 
0.043 

10 
16.450 

3.000 
0.000 

10 
0.000 

1.75 
0.24 

10 
-1 .13 

163.5 
55.2 
10 
40.0 

8.91 
0.83 

10 
-1.33 

7.300 
1.367 

10 
-0.572 

144.00 
2.79 

10 
0.91 

-The Limit of Quantitation (LOQ) for GGT is 3 .0 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 6 contd. Individual Animal Oinical Chemistry Parameters - Females1 

Sex: Female Week(s) Relative to Start Dale 

1.668E+10 
CFU 
Group 2 

SDH 

(Ufl) 

BILI 

{mg/dl ) 

TP 

(g/dl) 

TRIG 

(mg/dl ) 

BUN 

(rngldl 

5 5 5 5 5 

3831 
3832 
3833 
3834 
3835 
3836 
3837 
3838 
3839 
3840 

15.2 
8.5 

24.1 
11.9 
14.9 
10.5 
8.2 

13.3 
16.2 
3.9 

0.15 
0.11 
0.12 
0.11 
0.17 
O.Q7 
0.11 
0.11 
0.13 
0.08 

7.5 
6.8 
7.0 
7.5 
7.0 
7.0 
6.7 
6.7 
7.1 
5.8 

41 
44 
76 
39 
40 
38 
49 
42 
61 
29 

19 
16 
15 
21 
15 
16 
19 
12 
15 
19 

Mean 
SD 

N 
%Diff 

12.67 
5.52 

10 

15.81 

0.116 
0.030 

10 

-3.333 

6.91 
0.48 

10 
-0.14 

45.9 
13.4 
10 
3.8 

16.7 
2.7 

10 

10.6 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 6 contd. Individual Animal Oinical Chemistry Parameters - Females1 

Sex: Female Wee s) Relative lo Start Date 

3.337E•10 
CFU 
Group3 

ALT 

(U/L) 

ALB 

(g/dl) 

ALJ<P 

CUil) 

AST 

(U/1.) 

CALC 

(mg/dl) 

CL 

(mmol/L) 

CHOL 

(mg/dl) 

5 5 5 5 5 5 5 

3851 
3852 
3853 
3854 
3855 
3856 
3857 
3858 
3859 
3860 

26 
22 
31 
26 
23 
37 
31 
26 
26 
29 

4.5 
5.2 
4.3 
5.2 
4.8 
5.0 
5.3 
4.7 
5.5 
5.2 

90 
76 
66 
83 
61 
77 
70 
38 
67 
71 

89 
65 
85 
69 
66 

101 
74 
85 
81 
87 

114 
12.2 
116 
11-3 
11 ,6 
11 .6 
10.8 
11.7 
11.7 
10.6 

99.3 
100,9 
100.5 
100.9 
101.4 
105.2 
101.2 
104.0 
101.9 
104_.2 

35 
57 
90 

103 
100 
82 
70 
71 
80 
66 

Mean 
SD 
N 

%Diff 

27.7 
4.4 

10 
-5-1 

4.97 
0.38 

10 
-3.50 

69.9 
14.1 
10 
7.4 

80.2 
11 .5 
10 

-15.4 

11.45 
0.46 

10 
0.26 

101.95 
1.89 

10 
1.19 

75.4 
20.4 
10 
-5.5 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 6 contd. Individual Animal Oinical Chemistry Parameters - Females 1 

Sex: Female Week(s) Rela~ve to Stan Date 

3.337E+10 
CFU 
Group3 

CREA 

(mg/dL) 

GGT 

(UIL) 

GLOB 

(g/dl ) 

GLUC 

(mgdll 

IPHS 

(mg/dL) 

~ 

lmmol/L) 

NA 

(mmol/L) 

5 5 5 5 j 5 5 

3851 
3852 
3853 
3854 
3855 
3856 
3857 
3858 
3859 
3860 

.D24 

.D22 

.D24 

.D18 

.D34 
D.34 
.D27 

0.27 
.D28 

0.29 

3.00 
3,00 
3.00 
3.00 
3.00 
3.00 
3.00 
3.00 
3.00 
300 

2.0 
1.7 
2.1 
1.6 
2.2 
1.7 
1.8 
1.9 
2.1 
1.6 

199 
144 
123 
167 
165 
105 
91 
97 
89 

118 

9.2 
10.J 
8.8 
7.6 
8.7 
9.9 
8.5 
93 
8.5 
8.1 

6.43 
7.00 
5.68 
6.10 
6.44 
7.17 
5.8.5 
8.64 
7.28 
9.66 

141.0 
143.0 
144.0 
141.0 
144.0 
148.0 
144.0 
146.0 
146.0 
142.0 

Mlan 
so 
N 

%Difl 

0.267 
0.050 

10 
15.584 

3.000 
0.000 

10 
0000 

1.87 
0.22 

10 
5.65 

1298 
375 
10 
111 

8.85 
0.74 
10 
-1.99 

7.025 
1.284 

10 
-4.3'8 

143.90 
2.28 

10 
0.84 

The Limit of Quantitation (LOQ) for GGT is 3 .0 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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dvinus 

APPENDIX 6 contd. Individual Animal Oinical Chemistry Parameters - Females1 

Sex: Female Week(s) Relative to Start Date 

3.337E+10 
CFU 
Group3 

SDH 

(U/L) 

BILI 

(mg/dl ) 

TP 

(g/dl) 

TRIG 

(mgfdl) 

BUN 

(mgldl) 

5 5 5 5 5 

3851 
3852 
3853 
3854 
3855 
3856 
3857 
3858 
3859 
3860 

7.4 
7.5 
7.1 
7.1 

12.8 
13.1 
7.7 

13.9 
7.6 

21 .5 

0.09 
0.08 
0.09 
0.10 
0.10 
0.09 
0.14 
0.12 
0.10 
0.09 

6.5 
6.9 
6.4 
6.8 
7.0 
6.7 
7.1 
6.6 
7.6 
6.8 

44 
46 
34 
55 
39 
50 
33 
42 
38 
41 

15 
15 
17 
12 
15 
18 
20 
16 
16 
16 

Mean 
SD 

N 
%Diff 

10.57 
4.74 

10 
-3.38 

0.100 
0.018 

10 
-16.667 

6.84 

0.34 
10 
-1.16 

42.2 
6.9 

10 

-4.5 

16.0 
2.1 

10 

6.0 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 6 contd. Individual Animal Oinical Chemistry Parameters - Females 1 

Sex: Female Week(s) Relativ te o Start Date 

1.001E+11 
CFU 
Group 4 

ALT 

(U/L) 

ALB 

(g/dl) 

ALKP 

(U/L) 

AST 

(U/L) 

CALC 

(mg/dl) 

CL 

(mmol/L) 

CHOL 

(mg/dl) 

5 5 5 5 5 5 5 

3871 
3872 
3874 
3875 
3876 
3877 
3878 
3879 
3880 

38 
25 
56 
40 
24 
20 
23 
38 
20 

4.7 
5.0 
5.6 
5.9 
5.3 
4.9 
5.1 
5.1 
5.2 

52 
87 
41 
48 
55 
78 
64 
51 
65 

107 
75 
97 
63 
66 
78 
68 
99 
67 

11.7 
12.2 
11.6 
12.6 
11.5 
11.4 
11,6 
11.0 
10.7 

101.5 
99.4 

101 .3 
99,1 

103.7 
105.2 
103.9 
103.2 
103.7 

51 
85 
82 
90 
80 
78 
74 
73 
68 

Mean 
SD 
N 

% iDff 

31.6 
12.2 
9 
8.1 

5.20 
0.36 
9 
0.97 

60.1 
14.9 
9 

-7.7 

80.0 
16.6 
9 

-15.6 

11.59 
0,57 
9 
1.48 

102.33 
2,12 
9 
1.57 

75.7 
11.4 
9 
-5.2 

,C\_ 
~-

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 

PSL Study No.: 55164 
Eurofins Advinus Study Pbase No.: G23206 _ Clin _PATH/Clinical Pathology Pbase Report 
CopyNo.1/1 

Page85/115 

Page 346 
PSL Study N

um
ber 55164 



 
  

 
 

 -- urofins 
cJ inu 

APPENDIX 6 contd. Individual Animal Oinical Chemistry Parameters - Females 1 

Sex: Female Week(s) Relative to start Date 

1001E+ 11 
CFU 
Group4 

CREA 

(mg/dL) 

GGT 

( /UL) 

GLOB 

(g/dL) 

GLUC 

(mg/dl) 

IPHS 

(mgldl) 

K 

(mmol/1.) 

NA 

(mmol/L) 

5 5 5 5 5 5 5 

3871 
3872 
3874 
3875 
3876 
3877 
3878 
3879 
3880 

0.27 
0.22 
0.27 
0.26 
0.29 
0.28 
0.31 
0,30 
0.33 

3.00 
3.00 
3.00 
3.00 
3.00 
3.00 
3.00 
3.00 
3.00 

1.8 
1.7 
1.9 
2.3 
1.6 
1.8 
1.3 
1.5 
1.2 

174 
165 
129 
138 
130 
145 
97 
94 
97 

9.3 
9.6 
8.5 
8.6 
8.1 
9.2 

10.4 
8.1 
8.4 

8.46 
7.63 

11.47 
9.18 
5.82 
6.68 
8.04 
5.51 
5.20 

142.0 
141.0 
1390 
142.0 
149.0 
148.0 
144.0 
148.0 
146.0 

Mean 
SD 
N 

%Diff 

0.281 
0.032 
9 

21.693 

3.000 
0.000 
9 
0.000 

1.68 
0.33 
9 

-5.21 

129.9 
29.4 
9 

11.2 

8.91 
0.77 
9 

-1.32 

7.554 
2.017 
9 
2.894 

144.33 
3.57 
9 
1.14 

The Limit of Quantitation (LO~) for OOT is 3,.0 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 6 contd. Individual Animal Oinical Chemistry Parameters - Females1 

Sex: Female Week(s) Relative to Start Date 

1.001E+11 
CFU 
Group4 

SDH 

(U/L) 

BILI 

(mg/dl ) 

TP 

(g/dl) 

TRIG 

(mgldl) 

BUN 

(mgldl ) 

5 5 5 5 5 

3871 
3872 
3874 
3875 
3876 
38TT 
3878 
3879 
3880 

15.1 
9.9 

16.5 
8.3 

15.7 
6.9 
7.1 
6.3 

12.2 

0.11 
0-11 
0.15 
0.12 
0.09 
0.11 
0.10 
0.14 
0.16 

6.5 
6.7 
7.5 
82 
6.9 
6.7 
6.4 
6.6 
6.4 

28 
35 
50 
53 
57 
43 
32 
40 
36 

16 
15 
17 
15 
16 
16 
16 
17 
18 

Mean 
SD 

N 
%Diff 

12.00 
4.03 
9 
9.69 

0.121 
0.024 
9 
0.926 

6.88 
0.60 
9 

--0.61 

41.6 
10.0 
9 

-6.0 

162 
1.0 
9 
7.4 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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dvinus 

APPENDIX 7. Individual Animal Oinical Analysis of Urine - Males1 

Se~ Male Week(s) Rela:ive to Start Date 

0CFU 

Gro14> I 
~rne 

Volume 
( lm) 

pH Specifu 
Gra•1ity 

Jnne 
Gucose 
(rngld'-) 

Urine 
Ketone 

(rnl'lOI/\.) 

Urine 
Protain 
(irgldl) 

Urobil nogen 

(EU/dl ) 

5 5 5 5 5 5 5 

3801 
3802 
3803 
3804 
3805 
38(16 
3807 
3808 
3809 
3810 

7.0 I 

16.0' 
7.0 ' 

10.0 ' 
2.0' 

12.0 ' 
14.0' 
20.0' 
13,0 ' 
4.5 • 

7.0 
7.0 
6.5 
6.5 
5.5 
75 
7,0 
75 
7.0 
7.0 

1.025 
1.020 
1.030 
1025 
1.030 
1.015 
1.020 
1.015 
1.020 
1.030 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

15 
5 
5 

15 
5 

15 
15 
5 

15 
5 

30 
15 
30 
30 

300 
15 
15 
15 
30 
30 

0.2 
0.2 
0.2 
0.2 
1.0 
0.2 
0,2 
0.2 
0.2 
0.2 

Mean 
SD 
N 

1055 
552 

10 

6.8.5 
0.58 

10 

1.0230 
0.0059 

10 

0.0 
00 

10 

10.0 
5.3 

10 

51.0 
87.8 
10 

028 
025 

10 

' (RC:Han Contamination, Possible Fecal Contamination.) 
' (RC:Hair Contamination. Possible Fecal Contamination. Possible Water Contamination.] 
' (RC:Possible Fecal Contamination.] 
• (RC:Hair Contamination. Possible Fecal Contamination.] 
• (RC:Hair Contamination. Possible Fecal Contamination. Possible Water Contamination.] 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 7 contd. Individual Animal Clinical Analysis of Urine - Males1 

Sex: Male Week(s) Relative lo Start Date 

0CFU 

Group 1 
Urine 

Bilirubin 
Urine 
Blood 

Urine 
Clarity 

Urine 
Color 

Urine 
Quality 

Unne 
Sediment 

Sediment 
(Abnormal) 

5 5 5 5 5 5 5 

3801 
3802 
3803 
3804 
3805 
3806 
3807 
3808 
3809 
3810 

NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 

SMALL 
NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 

NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 
TR-INTACT 
TR-INTACT 
NEGATIVE 
TR-INTACT 
TR-INTACT 

CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 

BROWN 
LT. YELLOW 

YELLOW 
YELLOW 

DK. YELLOW 
YELLOW 

LT. YELLOW 
LT. YELLOW 

YELLOW 
YELLOW 

MEDIUM ' 
LIGHT ' 

MEDIUM' 
MEDIUM' 
MEDIUM' 
MEDIUM• 

LIGHT ' 
LIGHT ' 

MEDIUM• 
MEDIUM• 

WNL' 
WNL' 
WNL I 

WNL I 

WNL' 
WNL • 
WNL ' 
WNL' 
WNL • 
WNL' 

NONE I 
NONE ' 
NONE' 
NONE' 
NONE' 
NONE ' 
NONE ' 
NONE ' 
NONE • 
NONE • 

Mean 
SD 
N 

' 1RC:Hai1 Cont!lllinaboo, Possible Fecal Contamination.) 
' !RC Hair Cont:mnation, Possible Fecal Contamination Possible Waler Contarnnaoon.) 
• !Re-Possible Fecal <Mitarnnafion I 
• IRC:Hair Cont:mnaboo Possible Fecal Contamination.) 
• IRC·Hair Conl:mnaboo POSSible Fecal Contamination Possible Waler Contarmiaoon.) 

1 The dos es listed are the nominal dos es for each strain in terms of CFU/kg bw/day. 
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APPENDIX 7 contd. Individual Animal Clinical Analysis of Urine - Males1 

Sex: Male Week(s) Relabve to Start Date 

1.668E+10 
CFU 
Group2 

Urine 
Volume 

(ml) 

pH Specific 
Gra-.,ty 

Urine 
Glucose 
(mg/dl) 

Urine 
Ketone 

(mmol/1.) 

Urine 
Protein 
(mg/dl ) 

Urobirrnogen 

(EU/dl) 

5 5 5 5 5 5 5 

382t 
3822 
3823 
3824 
3825 
3826 
3827 
3828 
3830 

3.0 I 

6.0 I 

3.5 I 

17.0' 
3.5' 

20.0' 
3.5' 
4.0' 

22.0' 

6.0 
6.5 
6.5 
7.5 
7.0 
6.5 
6.5 
6.5 
7.0 

1.030 
1.030 
1.030 
1.020 
1,025 
1.020 
1,030 
1.030 
1.020 

0 
0 
0 
0 
0 
0 
0 
0 
0 

5 
15 
15 
5 

15 
15 
15 
5 
5 

100 
30 

100 
15 

100 
15 

100 
100 

15 

0.2 
02 
02 
02 
0.2 
0.2 
02 
0.2 
0.2 

Mean 
SD 
N 

%Diff 

9.17 
8.02 
9 

-1311 

6.67 
0,43 
9 

-2.68 

1.0261 
0,0049 
9 
0.3041 

0.0 
0.0 
9 

10.6 
5.3 
9 
5.6 

63.9 
43.1 
9 

253 

0.20 
000 
9 

-2857 

1 [RCHair Contamination, Pos.,ible F~ Contamination.) 
2 [RC Hair Contamination, Poo.tjble Froil Contamination. Possble Waler Conlarrination.) 
i [RCHair Contaminatioo. P~ble F~ Contamination.) 
' [RC:Hair Contaminatioo. Pos.,ible F~ Contamination. ~ble Water Conlarrinafion.) 

1 The dos es listed are the nominal dos es for each strain in terms of CFU/kg bw/day. 
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APPENDIX 7 contd. Individual Animal Clinical Analysis of Urine - Males1 

Sex Mole Week(<) Relotj,,e to start Dale 

1.668E+10 
CFU 
Qu"'2 

l lrinf! 
Bilirubin 

!Irina 
Blocd 

llrinP-
Clari, 

llrine 
Cob· 

llnn~ 
Qualil)' 

lhine 
Sedment 

8er. irnent 
(Abnormal) 

5 5 5 5 5 5 5 

332·1 
31!22 
3323 
3824 
3325 
3326 
3827 
3328 
3830 

NEGATIVE 
NcGAIIVc 
NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 

SMALL 
SMALL 

NEGATIVE 

NEGATf✓E 

NcGA IIVc 
NEGATr✓E 

NEGATNE 
NEGATr✓E 

NEGATr✓E 

TR-INT.ACT 
NEGATf✓E 

NEGATNE 

CLEAR 
GLlcAK 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 

YELLOW 
YcLLOW 
YELLOW 

LT YELLOW 
YELLOW 

LT YELLOW 
CK YELL:>W 

BROWN 
LT YELLOW 

MECIUM ' 
McUIUM ' 
MECIUM ' 

LIGHT' 
MECIUM' 

LIGHT' 
MECIUM' 
MECIUM' 

LIGHT ' 

WNL' 
WNL I 

WNL' 
WNL' 
WNL' 
WNL' 
WNL ' 
WNL' 
WNL"' 

NONE' 
NONc ' 
NONE I 

NONE ' 
NONE ' 
NONE • 
NONE ' 
NONE ' 
NONE• 

Maan 
SD 
N 

XDiff . 

' IRC:Hf Conmnalion, Possible Fecal Conlamination I 
1 !RC Hair Conla'ninaoon, Possible Fecal Contamination. Po.ssible Waler Contarrinatioo.1 
1 [RCHair Conla'ninaoon. Possible Fecal Conlamiration.l 
' JRC Hair Conla'ninalion. Possi lbe Fecal Contamination. Pos.51ble Waler Conlamiratioo ] 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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APPENDIX 7 contd. Individual Animal Clinical Analysis of Urine - Males1 

Sex: Male Week(s) Relative to Start Date 

3.337Et10 
CFL 
Group 3 

Urine 
Volume 

(ml) 

pH Specific 
Gravity 

Urine 
Glucose 
(mg/dl ) 

Urine 
Ketone 

(mmolll.) 

Urine 
Protein 
(mgldl) 

Urobilinogen 

(B.lldl ) 

5 5 5 5 5 5 5 

3841 
3842 
3843 
3844 
3845 
3846 
3847 
3848 
3849 
3850 

4.0 1 

11.0 ' 
9.5 ' 
1.0 l 

30.0 ' 
4.0 • 
3.0 • 
3.0 • 
3,0 • 
6.0 • 

6.5 
7.0 
6.5 
7.5 
7.0 
6.5 
6.5 
6.5 
6,5 
6.5 

1.030 
1.025 
1.025 
1.020 
1.020 
1.030 
1.030 
1.030 
1,030 
1.030 

0 
0 
0 

100 
0 
0 

100 
0 
0 
0 

5 
5 

15 
15 
5 
5 

15 
,5 

5 
•5 

100 
JO 
30 

300 
15 
30 

100 
100 
100 

30 

02 
02 
02 
10 
02 
02 
02 
02 
02 
02 

Mean 
SD 

N 
%Diff 

745 
851 

10 
-2938 

670 
0.35 

10 
-2.19 

1.0270 
0.0042 

10 
0.3910 

20.0 
42.2 
10 

10.0 
5.3 

10 
0.0 

83.5 
84.4 
10 
637 

0.28 
0.25 

10 
0.00 

1 [RC:Hair Contamination, Possible Fecal Contamination.] 
' [RC-.Hair Contamination, Possible Fecal Contamination. POS5ible Water Conlarrination.] 
' [RC:Possible Fecal Contamination.] 
• [RC:Hair Contamination. Possible Fecal Contamination.] 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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Advi us. 

APPENDIX 7 contd. Individual Animal Clinical Analysis of Urine - Males1 

Sex; Male Week(s) Relative to Star1 Date 

3.337E+10 
CFU 
Group 3 

Urine 
Blhrubin 

Urine 
Blood 

Urine 
Clarity 

Urine 
Color 

Urine 
Quality 

Urine 
Sediment 

Sediment 
(Abnormal) 

5 5 5 5 5 5 5 

3841 
3842 
3843 
3844 
3845 
3846 
3847 
3848 
3849 
3850 

NEGATIVE 
NEGATIVE 
NEGATIVE 

MODERATE 
NEGATIVE 
NEGATIVE 

SMALL 
SMALL 
SMALL 

NEGATIVE 

TR-LYSED 
TR-INTACT 
NEGATIVE 
TR-INTACT 
TR-INTACT 
NEGATIVE 
NEGATIVE 
NEGATIVE 

MODERATE 
NEGATIVE 

CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 

YELLOW 
YELLOW 
YELLOW 

DK. YELLOW 
LT. YELLOW 

YELLOW 
DK. YELLOW 
DK.BROWN 

DK. YELLOW 
YELLOW 

MEDIUM 1 

MEDIUM I 

LIGHT' 
DARK' 
LIGHT ' 

MEDIUM • 
MEDIUM• 
MEDIUM • 
MEDIUM • 
MEDIUM• 

WNL I 

WNL I 

WNL' 
WNL' 
WNL ' 
WNL • 
WNL • 
WNL • 
WNL • 
WNL ◄ 

NONE I 

NONE I 

NONE ' 
NONE' 
BACT' 
NONE• 
NONE• 
NONE• 
NONE• 
NONE ◄ 

Mean 
SD 

N 
%Diff 

1 (RC:Hair Contamination. Possible Fecal Contamination.] 
2 (RC:Hair Contamination. Possible Fecal Contamination_ Possible Water Contamination.] 
~ (RC:Possible Fecal Contamination.] 
◄ (RC:Hair Contamination_ Possible Fecal Contamination.] 

1 The dos es listed are the nominal dos es for each strain in terms of CFU/kg bw/day. 
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dvinus 

APPENDIX 7 contd. Individual Animal Clinical Analysis of Urine - Males1 

Sex: Male Wee s) Relative lo Start Date 

1.()01E+11 
CFU 
Group4 

Urine 
Volume 

(ml) 

pH Specific 
Gravity 

Urine 
Glucose 
(mg/dl) 

Urine 
Ketone 

(mmot/L) 

Urine 
Protein 
(mg/dl) 

Urobmnogen 

(EU/dl) 

5 5 5 5 5 5 5 

3861 
3862 
3863 
3864 
3865 
3866 
3867 
3868 
3869 
3870 

5.0' 
2.0' 
7.0' 

29.0' 
130' 
12.5 > 

13,0 > 

140 > 

5.5' 
25.0' 

6.5 
6.0 
7.0 
7.0 
6.5 
7.0 
6.5 
7.0 
6.5 
7.0 

1.030 
1.030 
1.020 
1.015 
1025 
1.020 
1.020 
1.020 
1.030 
1.020 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

5 
5 
5 
5 

15 
5 
5 
5 
5 

15 

30 
100 
30 
15 
30 
15 
15 
15 
30 
15 

02 
02 
0.2 
02 
02 
02 
0.2 
0.2 
02 
02 

Mean 
SD 

N 
%Diff 

12.60 
8.67 

10 
19.43 

6.70 
0.35 

10 
-2.19 

1.0230 
0.0054 

10 
0.0000 

0.0 
00 

10 

7.0 
42 

10 
-30.0 

29.5 
25.9 
10 

-42..2 

0.20 
0,00 

10 
-28.57 

' (RC:Hair Contamination, Possible Fecal Contamination.) 
2 [RC:Hair Contamination, Possible Fecal Contamination. Possible Water Contamination.) 
' (RC:Hair Contamination. Possible Fecal Contamination. Possible Water Contamination.) 
4 [RC:Hair Contamination. Possible Fecal Contamination.] 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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APPENDIX 7 contd. Individual Animal Clinical Analysis of Urine - Males1 

Sex: Male Week(s) Relative lo Etart Date 

1.001E+11 
CFU 
G,oup4 

Urine 
Bilrubin 

Urine 
Blood 

Urine 
Clarity 

Urine 
Colo· 

Urire 
Quaity 

Urine 
Sediment 

Sedimenl 
(Abrormal 

5 5 5 6 5 5 5 

3861 
3862 
3863 
3864 
3865 
3866 
3867 
3868 
3869 
3870 

NEGATIVE 
SMALL 

NEGP,TIVE 
NEGATIVE 
NEGATIVE 
NEGP.TIVE 
NEGP.TIVE 
NEGATIVE 
NEGP.TIVE 
NEGATIVE 

NEGATNE 
NEG~TIVE 

SMALL 
TR-INTACT 
NEG~TrvE 
TR-INTACT 
NEGATIVE 
NEGATrvE 
NEGATrvE 
NEGATrvE 

CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 

YELLOW 
DK YELLOW 

)'ELLOW 
LT. )'EULOW 

YELLOW 
YEULOW 

LT. YELLOW 
LT. YELLOW 

YELLOW 
LT YELLOW 

LIGHT' 
MEDIUM ' 
MEDIUM 1 

LIGHT ' 
LIGHT ' 
LIGHT ' 
LIGHT ' 
LIGHT ' 

MEDIUM ' 
LIGHT ' 

IVNL ' 
IVNL ' 
\VNL 1 

IVNL' 
IVNL ' 
IVNL ' 
IVNL ' 
IVNL ' 
IVNL • 
IVNL ' 

~ONE' 
~ONE ' 
~ONE 1 

~ONE ' 
~ONE ' 
~ONE ' 
WNE' 
~ONE ' 
~ONE ' 
~ONE ' 

Mean 
SD 
N 

"¾Ciff 
.... -. 

1 [RC:Hair Contamination, Possible Fecal Conta imnation.] 
z [RC:Hair Contamination, Possible Fecal Contamination. Possible Water Contarnnation.] 
3 [RC:Hair Contamination. Possible Fecat Contamination. Possible Water Contamination.] 
4 [RC:Hair Contamination. Possible Fecal Contamination.] 

1 The dos es listed are the nominal dos es for each strain in terms of CFU/kg bw/day. 

PSL Study No.: 55164 
Eurofins Advinus Study Pbase No_: G23206 _ Clin _ PATH/Clinical Pathology Pbase Report 
CopyNo_l/1 

Page95/115 

Page 356 
PSL Study N

um
ber 55164 



 
  

 
 

 -- urofins 
dvinus 

APPENDIX 8. Individual Animal Oinical Analysis of Urine - Females1 

Sex: Female Week1s) Relative to Start Date 

OCF\J 

Gro~I 
Urine 

Volume 
(ml) 

pH Specific 
Gra~ty 

Ume 
Gucose 
(mgldl) 

Uire 
Ketone 

(mrnol/1.) 

Urine 
Proteil 
(mg'dl) 

Urob,lirogen 

(EU/dl) 

5 5 5 5 5 5 5 

381 1 
3812 
3813 
3814 
3815 
3816 
3817 
3818 
3819 
3820 

4.0 I 

5.0 ' 
5.5 ' 
6.0 ' 
1.0 
1.0' 
2.5 ' 

10.5" 
H.O' 
20.0' 

6.5 
6.5 
6.5 
7.0 
5.0 
5.5 
6.5 
6.5 
as 
7.0 

1.030 
1.030 
1.030 
1.020 
1.030 
1.030 
1.030 
1.020 
1.010 
1.010 

0 
0 
0 
0 
0 

100 
0 
0 
0 
0 

0 
0 
0 
5 
0 
0 
0 
0 
0 
0 

30 
30 
0 

15 
100 
100 
100 

0 
15 
0 

02 
0.2 
0.2 
0.2 
1.0 
0.2 
0.2 
0.2 
0.2 
0.2 

Mean 
SD 
N 

6.95 
6.13 

10 

6.55 
0.93 

10 

1.0240 
0.0084 

10 

10.C• 
31.6 
10 

0.5 
1.6 

10 

39.0 
43.5 
10 

0.28 
0.25 

10 

1 [RC Hair Contamination, Possible Fecal Contamination.] 
2 (RC:Possible Fecal Contamination.) 
3 (RC:Hair Contamination. Possible Fecal Contamination.] 
• [RC:Hair Contamination. Possible Fecal Contamination. PosSJble Water Contamination.} 

1 The dos es listed are the nominal dos es for each strain in terms of CFU/kg bw/day. 
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APPENDIX 8 contd. Individual Animal Clinical Analysis of Urine - Females1 

Sex: Female Week(s) Relative to Start Date 

0CFU 

Group 1 
Urine 

Bilirubin 
Urine 
Blood 

Urine 
Clarity 

Urine 
Color 

Urine 
Quality 

Urine 
Sediment 

Sediment 
(Abnonmal) 

5 5 5 5 5 5, 5 

3811 
3812 
3813 
3814 
3815 
3816 
3817 
3818 
3819 
3820 

NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 

MODERATE 
SMALL 

NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 

NEGATIVE 
NEGATIVE 
NEGATIVE 

SMALL 
NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 

MODERATE 
NEGATIVE 

CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 

YELLOW 
YELLOW 
YELLOW 
YELLOW 

DK_ YELLOW 
DK_ YELLOW 

YELLOW 
LT YELLOW 

YELLOW 
LT. YELLOW 

MEDIUM I 
MEDIUM' 

LIGHT 1 

LIGHT 1 

MEDIUM 
MEDIUM' 
MEDIUM' 

LIGHT ' 
MEDIUM' 

LIGHT ' 

WNL I 

WNL ' 
WNL I 

WNL 1 

WNL 
WNL' 
WNL l 
WNL ' 
WNL l 

WNL ' 

NONE I 

NONE ' 
NONE I 

NONE 1 

NONE 
NONE l 
NONE l 

NONE ' 
NONE ' 
NONE ' 

Mean 
SD 
N 

' [RC:Hair Contamination. Possible Fecal Contamination_] 
2 [RC:Possible Fecal Contamination_] 
J [RC:Hair Contamination_ Possible Fecal Contamination_] 
i [RC:Hair Contamination_ Possible Fecal Contamination_ Possible Water Contamination_] 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 8 contd. Individual Animal Clinical Analysis of Urine - Females1 

Sex: Female Week(s) Relative lo Start Dale 

1.668E+10 
CFU 
Group 2 

Urine 
Volume 

(ml) 

pH Specific 
Gravity 

Urine 
Glucose 
(mg/dl) 

Urine 
Ketone 

(mmol/L) 

Urine 
Protein 
(mg/dl) 

Urobllinogen 

(EU/dL) 

5 5 5 5 5 5 5 

3831 
3832 
3833 
3834 
3835 
3836 
3837 
3838 
3839 
3840 

2.5 1 

13.0' 
2.5 1 

1.5 1 

0.5' 
4.0 • 

20.0' 
4.5 • 
4.0' 

19.0' 

6.5 
5.5 
6.5 
7.0 
5.5 
6.5 
6.5 
6.5 
6.5 
5.5 

1.030 
1.020 
1030 
1030 
1030 
1.025 
1,010 
1.025 
1.030 
1.015 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

15 
0 

30 
100 
100 

15 
0 

15 
15 
0 

0.2 
0.2 
0.2 
0.2 
0.2 
0.2 
0.2 
0.2 
0.2 
0.2 

Mean 
SD 

N 
%Diff 

7.15 
7.35 

10 
2.88 

6.25 
0.54 

10 
-4.58 

1,0245 
0.0072 

10 
0.0488 

0.0 
0.0 

10 
-100.0 

0.0 
0.0 

10 
-100.0 

29.0 
38.6 
10 

-25.6 

0.20 
0.00 

10 
-28.57 

1 [RC:Hair Contamination, Possible Fecal Contamination.) 
[RC:Ha1r Contamination, Possible Fecal Contamination. Possible Waler Contam1nabon.] 

3 [RC:Hair Contamination,) 
' [RC:Hair Contamination. Possible Fecal Contamination.] 
5 [RC:Hair Contamination. Possible Fecal Contamination. Possible Waler Contamination.] 

1 The doses listed are the nominal doses for each strain in terms of CFU/kg bw/day. 
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APPENDIX 8 contd. Individual Animal Clinical Analysis of Urine - Females1 

Sex: Female Week(s) Relative to Start Dale 

1.668E+10 
CFU 
Group2 

Urine 
Blirubin 

Urine 
BlooJ 

Urine 
Clarty 

Urine 
Cdor 

Urine 
Quality 

Urine 
Sedimenl 

Sediment 
(Abnonral) 

5 5 5 5 5 5 5 

3831 
3832 
3833 
3834 
3835 
3836 
3837 
3838 
3839 
3840 

NEGATIVE 
NEGATIVE 

SMALL 
SMALL 
SMALL 

NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 

NEGATIVE 
NEGATIVE 

MODERATE 
TR-INTACT 
NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 

CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 

YELLOW 
LT. YELLOW 
DK YELLOW 
DK YELLOW 
DK. YELLOW 

YELLOW 
LT. YELLOW 

YELLOW 
YELLOW 

LT. YELLOW 

LIGHT I 

LIGHT' 
MEDIUM 1 

MEDIUM ' 
MEDIUM' 

LIGHT• 
LIGHT ' 
LIGHT • 
LIGHT• 
LIGHT' 

WNL I 

WNL' 
WNL' 
WNL I 

WNL' 
WNL' 
WNL' 
WNL' 
WNL' 
WNL' 

NOt-E I 

NOt-E ' 
NONE I 

BACT' 
NOt-E ' 
NONE• 

NOt-E ' 
NONE' 
NONE' 
NOt-E ' 

Mean 
SD 
N 

%Diff 

' (RC:Hair Contamination, Possible Fecal Contamination.] 
2 (RC:Hair Contamination, Possible Fecal Contamination. Possible Water Contamination.] 
' (RC:Hair Contamination,) 
• (RC:Hair Contamination_ Possible Fecal Contamination.] 
5 (RC:Hair Contamination. Possible Fecal Contamination. Possible Water Contamination.] 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 8 contd. Individual Animal Clinical Analysis of Urine - Females1 

Sex: Female Week(si Relative to Start Date 

3.3:l7E• tO 
CFU 
Group3 

Urine 
Vo!Jme 

( lm) 

pH Specific 
Gravity 

Urine 
Gucose 
(mg/dll 

Urine 
Ketone 

(rnmol/L) 

Urine 
Prolein 
(mgidl) 

Urobiinogen 

IEU/dl) 

5 5 5 5 5 5 5 

3851 
3852 
3853 
3854 
3855 
3856 
3857 
3858 
3859 
3860 

5.0 I 
7.5 1 

lO ' 
4.5 1 

1.Q I 

1.0 ' 
3.0] 

0.5 ' 
1.0' 

14.0 ' 

9.0 
6.5 
6.0 
6.0 
6.5 
5.5 
8.5 
5.0 
6.5 
7.0 

0.503 
1.025 
1.030 
1.025 
1.030 
1_030 
·.020 
1.030 
•.030 
1.020 

0 
0 
0 
0 
0 
0 
0 

100 
0 
0 

0 
0 
0 
0 
0 
0 
5 
0 
0 
0 

30 
15 
30 
15 

300 
100 
100 
100 
100 

0 

0.2 
0.2 
0.2 
0.2 
0.2 
t.0 
t.O 
t.O 
1.0 
0.2 

Mean 
80 
N 

%Diff 

4.05 
4.15 

to 
-4 1.73 

6.66 
1.25 

10 
1.53 

0.9743 
0.1E56 

10 
-4.8535 

100 
316 
10 
00 

0.5 
1.6 

10 
0.0 

79.0 
88.1 
10 

102.6 

0.52 
0.4 

10 
8571 

1 [RC:Hair Contaminahon, Possible Fecal Contamination.] 
2 [RC:Hair Contamination. Possible Fecal Contamination.] 
3 [RC:Possible Fecal Contamination.] 
1 [RC:Hair Contamination. Possible Fecal Contamination. Possible Water Contamination.) 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 8 contd. Individual Animal Clinical Analysis of Urine - Females1 

Sex: Female \Veek(s) Relative to Start Date 

3.337Et10 
CFU 
Gro~3 

Urine 
Bilirubin 

Urine 
Blood 

Urine 
Clarity 

Urine 
Color 

Urine 
Quali~/ 

Urine 
Sediment 

Sediment 
(Abnonnal) 

5 5 5 5 5 5 5 

3351 
3352 
3353 
3854 
3355 
3356 
3357 
3358 
3359 
3360 

NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 

SM1U 
MODERATE 

SMN_L 
SMN_L 
SMfil 

NEGATIVE 

NEGATIVE 
TR-INTACT 
NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 

SMALL 
NEGATIVE 

MODERATE 
NEGATIVE 

CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 

YELLOW 
YELLOW 
YELLOW 

LT. YELLOW 
DK YELLOW 
DK YELLOW 
DK ORANGE 
DK YELLOW 
DK YELLOW 
LT. YELLOW 

MEDIU'-1 1 

MEDIU'-1 1 

MEDIU'-1 I 

LIGHT I 

LIGHT I 

MEDIU'-1' 
DARK' 

MEDIU'-1' 
DARK' 
LIGHT • 

WIil 1 

WIil l 

WIil I 

WIil I 

WIil I 

WIil' 
WIil' 
WIil' 
WIil ' 
WIil • 

NONE 1 

NONE 1 

NONE I 

NONE 1 

NONE 1 

NONE' 
NONE ' 
NONE ' 
NONE' 
NONE ' 

Mean 
SD 
N 

%Diff 

1 [RC:Hair Contamination. Possible Fecal Contamination ] 
2 [RC:Hair Contamination_ Possible Fecal Contamination_] 
3 [RC:Possible Fecal Conta imnation_] 
1 [RC:Hair Contamination_ Possible Fecal Contamination_ Possible Water Contamination_j 

1 The dos es listed are the nominal dos es for each strain in terms of CFU/kg bw/day. 
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APPENDIX 8 contd. Individual Animal Clinical Analysis of Urine - Females1 

Sex. =emale Week(s) Relaive to Start Date 

1.001E+11 
CFU 
Group4 

Urine 
Volume 

(ml) 

pH Specific 
Gra\llty 

Unne 
Glucose 
(mg'dl) 

Urine 
Ketone 

(mmol/L) 

Urine 
Protein 
[mg/dl) 

Urobilinogan 

(EU/dl) 

5 5 5 5 5 5 5 

3871 
3872 
3873 
3874 
3875 
3876 
3877 
3878 
3879 
3880 

'1.Q I 

1.0 I 

2.0 ' 
2.0 I 

1,0 ' 
1.5' 

10.0' 
8.5' 
3.0' 
4.0 3 

6.5 
6.0 
6.5 
6.5 
6.5 
6.5 
6,0 
6.5 
7.5 
6.0 

1.030 
1.030 
1.030 
1.030 
1,030 
1.030 
1.020 
1.015 
1.020 
1025 

0 
o 
0 
0 
0 
0 
0 
0 
0 
0 

0 
o 
0 
0 
5 
0 
0 
0 
5 
0 

100 
100 
30 

100 
100 
100 
15 
0 

100 
0 

0.2 
0.2 
0.2 
1.0 
1.0 
0.2 
0.2 
0.2 
0.2 
0.2 

Mean 
SD 
N 

%Dill 

3.40 
3.25 

10 
-51,08 

6.45 
0.44 

10 
-1,53 

1.0260 
0.0057 

10 
0.1953 

0.0 
0.0 

10 
.,oo,o 

1.0 
2.1 

10 
100.0 

64.5 
46.6 
IQ 

65.4 

0.36 
0.34 

10 
28.5? 

1 IRC:Hair Contamination, Possible Fecal Contamination.] 
z [RC:Possible Fecal Contam·nation.] 
3 [RC:Hair Contamination. Possible Fecal Contamination.] 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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APPENDIX 8 contd. Individual Animal Clinical Analysis of Urine - Females1 

Se(: Female Week(s) RelaLve lo Start Date 

1.001E+l1 
CFU 
Group4 

Urine 
Bilirubin 

Urine 
Elood 

Urine 
Clari ty 

Urine 
Coor 

Urire 
Quality 

Urine 
Sediment 

Sediment 
(Abnormal) 

5 5 5 5 5 5 5 
3871 
3872 
3873 
3874 
3875 
3876 
3877 
3878 
3879 
3880 

SMALL 
SMALL 
SMALL 
SMALL 
SMALL 
SMALL 

NEGATIVE 
NEGATIVE 
NEGATIVE 
NEGATIVE 

NEGATIVE 
TR-INTACT 

SMALL 
SMALL 
SMALL 

NEGATIVE 
NEGATIVE 
NEGATr/E 

\10DERATE 
NEGATIVE 

CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 
CLEAR 

DK YELLOW 
DK. YELLOW 
DK. YELLOW 
DK. YELLOW 
DK. YELLOW 
DK. YELLOW 
LT. YELLOW 
LT. YELLOW 

DK ORANGE 
YELLOW 

MEDIUM ' 
MEDIUM I 

DARK 1 

MEDIUM ' 
DARK' 

MEDIUM ' 
-1GHT 3 

-1GHT ' 
DARK' 
LIGHT ' 

WNL 1 

WNL I 

WNL' 
WNL I 

WNL' 
WNL' 
WNL' 
WNL' 
WNL ' 
WNL' 

NONE 1 

NONE 1 

NQNE ' 
BACT' 
NONE' 
N:>NE' 
NONE' 
NONE' 
NONE' 
NONE' 

Mean 
SD 
N 

%D1ff 
-

1 [RC:Hair Contamination, Possible Fecal Conta imnation] 
2 [RC:Possible Fecal Contamination.] 
3 [RC:Hair Contamination. Possible Fecal Conta imnation.] 

1 The doses listed are the nominal doses for each strain in terms ofCFU/kg bw/day. 
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11. ANNEXURES 

PSL Study No.: 55164 
Eurofins Advinus Study Phase No.: G23206_ Clin_PA lH/Oinical Pathology Phase Report 
Copy No.1/1 

Page 104/115 

Page 365 
PSL Study Number 55164 



 
  

  
 

~ eurofins 
Ad in s 

ANNEXURE 1. GLP Certificate 

The summary of OLP accreditations received by the test facility from multiple 
Monitoring Autho1itie and the OLP certificates issued by the Indian I ational GLP 
Compliance Monitol'ing Authority are gi en belov,,; 

Snmmary of Accreditations Received by the Test Facility from Multiple GLP 
Monitoring Authorities 

GLP Monitoring Authority 

Gennany 

Accreditation received in the year 

1992. 1997. 2001. 2005 and 2010. 

Netherlands 1999. -003. 2007 and 2009. 

India 2005, 2008, 2012, 2014, 2017, 2020 and 2021 
Note: 

l , The test facility was inspected / monitored as per the OECD GLP 
ystem by the respective Monitoring Authorities stated above, and 

maintained the acc1-cditations continuously. 

1 India accepted the OEC'D Council invitation and received the Full 
Adherence tatus for Mptual Acceptance of Data (MAD) in March 
2011. and al o became a member of the OECD GLP Working Group. 
As per the OECD proyisions, the Monitoring Authorities in OECD 
member cow1tries as well as tho e in Full Adherent countries would 
inspect test facilities in the re pecti:ve cow1tries for the purpose of 
monitoring and accreditation. Accordingly. since 2011 the test facility 
was inspected only by the Indian National GLP Compliance 
Monito1ing Authority (NGCMA) for monito1ing and accreditation. 

3. The NGCMA issued a revised GLP Certificate in March 2020 for the 
earlier accreditation received in 201 . In the revised GLP Ce1tificate, 
the GCMA rationalized the system of inclusion of area of experti e. 
test systems and medical devices applicable for non-clinical studies. 
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ANNEXURE 1. GLP Certificate (contd.) 

National Good Labo .citory Practice Compll nee 
Monitoring A hority 

(f, rtifi c t o 1 nmplta c 

PSL Study No.: 55164 

GOVERNMENT OF INDIA 
0.-p rtment of Sc,encea1,(.I l('rhnology 

aw,w r,le/1/ ,Vl, , ,ul, fl , d 1\11! o, , 110016 

w11wdn eO~ n/n_ m 
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ANNEXURE 1. GLP Certificate (contd.) 
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ANNEXURE 1. GLP Certificate (contd.) 

National Good laboratory Practice (GLP) Compliance Monitoring Authority (NGCMA) 
Department of Science and Technology 

GOVERNMENT OF INDIA 

11 l( 

This Is t o certify that 

Eurofins Advinus Limited 
Plot Nos. 21 & 22, Phase-II, Peenya Industrial Area 

Bengaluru-560 058, Karnataka (India) 

is a GLP certified test facili ty In compliance with t he NGCMA's Document No . GLP-101 

"T2rm s 8. Condition s of NGCMA for obtaining and ma in tai ning GLP certification by a test 
f,:icilily " ""d OFCO Principles of GLP. 

The test facility c o 11 dUl; I !-. t hf> hPlow-rnPntioned tests/ studies : 

• Physical-chemical Testing (Including Five Batch Analysis) 
• Toxicity Studies 
• Mutagenlclty Studies 
• Environment Toxicity Studies on Aquatic and Terrestrial Organisms 
• Studies on Be havior in Water, Soil and Air; Bloaccumulat1on 
• Residue Studies 
• Analytical and Clinic-al Ch e mistry Testing 

• Others 

The specific areas of expertise , test items and test systems are listed in the 
annexurc overleaf_ 

Validity: November 7,202 ~::-=--=- · r 6, 2023 

Certi ficat e No. : GLP/C-155/2021 
Issue Date : 13-01-20 21 -

PSL Study No.: 55164 

(Dr. Neeraj Sharma) 
Hea d , N GCMA 
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ANNEXURE 1. GLP Certificate (contd.) 

National GLP Compli,rnce Monitoring Authority (NGCMA) 

Annexure to Certificate of GLP Compliance No. GLP/C-155/2021 

Areas of Expertise: 

Physlc:al-dlemiul Ttitina (ln<eluding Five Bat<eh An•!Ysi.5) 
• ToxkltyStudies 

u A.cute. Toxicity 
a Ca rcinoge nicity 
u De rm a l Tm<icit11 
n DPvrlopmrnt;il ;:1 nn RPp rnrlucti ve Tox icity 

o Ey" Irritation 
0 lnh:J ljtiOn Toxicity 
o Repeated Dose Tow lc lcy 
o Skin Irritation/ Co rrosion 

o Skin Sensi tization 

o Cell Gene Mut:ition TP.!;t 
o Chromosomal Aberrat1on Te~t (in vl rro and in vivo) 
o Micron uclPU'i Te<;t (in virro a nd in vivo} 

• Envlmnmem Tn•lclty Studies on Aquatfc and Tenesti1al Organisms 
Studie5 on 8ehavic,r in Water. Soll ,ind Air; Bloaccumulation 
Residue studies 
Analyt1c;il and Clinical ChemlwvTumJlli 

o Bioan alysis 

n nr11e M l't~bollsm R Ph~rm.,rnkinMi ~ (nMPK) 

o Safety pharmaco logy 

o Tox1cokinetl cs an d lmrnu nogenic1ty analysis of M1olog1cs 

Test Item (s) : Agrochemica ls, Cosmetics Product s, Feed Additi ves, Food Addi tives, Industrial 
Che,nic..ah,, M ~diLdl D~viC'=!~ {Applicable only for Bio -c:o,npo t·ibility, 11vt 

applicable for Batch Release parameters required as per MOR. 2017) and 
Pharmaceu;icals (Human and Veter nary) . 

Test System (s) : AlgaP-, Cell Lines, Chicken, Daph n ia , Do1;, Earthwurm ,. Escherichia cufi, Fresh 
WatN Fish, Goat, Gu inea Pi . Pi€ CO n, Quai l, Rnbblt , Rat, 
SnJmn n Plln ryphimurium. 

(Dr. Neeraj Sharma ) 
Hea rl , N:OCMA 11111 111111111nm 
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ANNEXURE 2. Historical Control Data 

HISTORICAL CONTROL DATA FOR CLINICAL PATHOLOGY PARAMETERS 

Hematology - Males 

L nhonltory l"SL ' CRL' 

Test U nit N Mea n R a nge N !\'l ean n.ange 

Red Blood Cel l Cou111 (RBCJ x I0"/µL 102 8.93 7 .7.l- I0.08 -
Hemoglohin ( HCrR) gldL '20 2 15.9 13.7- 19.1 ➔,,-1 15.35 l ➔ .70-I6HI 

Hemnmcri1 (HCT) % 202 ➔9.5 43.9-55.3 ➔/,-I ➔3.25 28.30-49.10 

Mca11 Curpu~ul ar (L'\."II ) \ulu11"\c (MCV) IL 20:! 55.6 50.4-6'.l .4 464 54 .01 51.70-S8.-10 
M ea,, Co1pu~·ular (c:e l l ) he1noglobin 
CMCH ) p ~ 202 17.8 I 5.4-2 1.6 464 IS.43 17.70- I9.0U 

M ean Cu1pu~ular (c1..· II J ht:moglobin 
1.:um:cn lrntiun {MCHC) -

gldL 202 32.0 '29.9-3(,.9 

Red Cell Di 1arihu tio 11 \Vid1h (RD\V) % 202 13.5 10.9-17.2 -
Plare ler Count tPL T ) - x I0'/µL 202 1095 -- 650- 1517 -
\Vhitc Bloot.1 C..°l·ll Counl t WBC) X l o'l µL 101 12.26 5 .66-24 .17 

Ab!<lo l ulc Nculroph il (ANEU) X l o'l µL 202 1.88 U.65-8.79 ➔64 i.:n U.Yl-1.65 

Ab!loolute Lymphocyte (AL YM ) X I0'h1L 202 9.64 4 . 17-20.00 464 9.21 8. 10- 10.65 

Absolute M onocyte (AMON) X IO'h•L 202 0.34 0 .10-0,83 464 0.27 0. 14-0,52 

___:,\hsol11te Eo<.inoph i l f/\EOS) 

/\ h.o;o l 11 te Ba•mphi t (AR,\S) 

X IOl/µL 

, In.11v1. 

2112 

202 

0. 17 

O. l l 

0.04-0.(,.J ➔M 
---f-

0.01 -0.32 -U>-1 

0.14 

0,(14 

0_06-0.20 

O.CJO-ll.06 --
/\ h.,;;o l 111e L..·1rge U n.;1:1ined Cell < A L lJC) X I0'/µI. 202 0. 11 0.01-0.50 26(1 11.IR 0. IJ-0.JJ 

Ab~ululc Rctic ulucyh.: Cuunl lAl<ET) X i o'l µL 202 2 19.::!4 4J .Y0-4! ➔ , 7U -
f- ) = Nu data av::i ihtblc 

1 PSI . hi,;;1oricnl cont ro l dalri frnm C O(SD ) rat:,. ai appmx im,11ely 11 -22 we~ks of :ige: Seplcmher 101f( - .lune 20 1?. 

2 Ch:::irlef. River Lahor:itorie., hic;roric:il cont ro l data fro m CRL:CD(SD) R:11 , nt 13-22 week.-. o f age. 
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ANNEXURE 2 contd. Historical Control Data 

HISTORICAL CONTROL DATA FOR CLINICAL PATHOLOGY PARAMETERS 

Hematology - Females 

l .oho 1·nt01·y 

' l 'cst 

PSl. 1 C Rl.2 

U nit I' f\ l con Rnn~c N J\·l cnn R n 1t:?:C 

Rctl BlvD<l C'd l C uu11l t RBC ) J.. I Cri,-,L 203 8.31 6.7 1 9.71 

lle1111..1~ lub i11 11 IG BJ g/c.l L 203 I 5.3 1:25 17 .8 ,179 M .64 IJ 50 I 5.50 

H c n ml ot:ri l (H( : I ) 

M i.:~m CurpuS(.~U lar( L"t.:11 ) vu l u1111.: ( M CV 1 

II,,;, 

IL 

211:l 

203 

4<1 .9 

56 .. 1 

.l9 .4-~2 .l l 4 79 

SL :!-6 1 5 47<l 

4~.'14 

55.14 

:\9-t'l0 -4~_<;1) 

53 .50-5::; _30 

M c~lll ( :o rpu ~ ular (cel l ) hc m o t, IC"1hi 11 
( \1C:H ) pg 203 I 8 .4 l o .4-!l.3 479 19 .10 18.50-1 9.50 

Mean Corpuscular (cel l) hemoglobin 
t ·rn 1l"t.~11l r ;;, li .. m (M CHC) 

Red Cell Dis iribution W JClth (RDW) 

g.'d l 

% 

2(13 

203 

·n.1 

I 1.6 

.10 .( ... ] b .1 

10 I 15.8 

Plate k ! Co unl l[ ►L' I") .:r.. JOl/ p l 2U3 103.1.9 698.U-1 64 1 U 

\\'h ilc BIL~utl C'c.: 11 Count (WBC} .x. 103h 1L 20? 7.66 1.75 17 16 

t\ lv:; o lute Nem m p hil ( /\ f' I ! ) 

A h ,;;;o l l1tc l .y 111 ph ncytc 1A l . 'YM '1 

/\bsolute Monocyte (A M O:'.'n 

x 1 ( IJ/~J I 

X ] (1,31111 

x 103/µL 

20 .~ 

2!n 

203 

I .J I) 

( i.(,C ) 

0.2 1 

o.:~ 1-1 .2r, 47CJ 

~ . 1- 1! .l~ -l7 tJ 

0.04-0.8 1 479 

1.(,0 

7,?_7 

0. 18 

058-X JO 

5.KO-'-,L!5 

0. 10-0.25 

t\bsolute Eosinopll il U\ EOS) X I0 1i µL 203 0.13 0.oJ-0.34 4 79 0 .11 0.Oo-0. I 5 

A b so l ute Basophj ] (A.IlAS > X 1011,,L 203 0.06 0.00 0.23 ,179 0 .03 0 .00 0 05 

A b ,,:, . .-Iutc.· L :trgL· U nsl:1i 111.:<l Cell fAL LIC ) -" 101i ~1L 2 0 3 U.07 U.UI -U.3 1 2 65 0 . 1:1 0 .U7-U 19 

A b so l ult.· Ri.: tk ul(x:y te C u unl (A RE'n X 10 JJ~1L 203 l ~~ -96 2 .30-542 7U 

(- ) - Nn ,fo ra ;wn il nhle 

1 PSI , t 1isloric al i..;0 11 lm l tl :-tl .l:I rn ,r 11 Cl)~SI) ) m is ;11 apprw , im;i ldy> 11-:2~ wed .: '- o l :111i.:: Sq , lc mhn 2 0 1N - .l um; 20 l lJ . 

2 Chnrles Rive r Labor.nories histon cal control darn fro m CRL:CD(SD) Ra1s nt 1.3-22 weeks ci t ;:ige. 
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ANNEXURE 2 contd. Historical Control Data 

HISTORICAL CONTROL DATA FOR CLINICAL PATHOLOGY PARAMETERS 

Coagulation 

Mall's PSL 1 

T c!<i t Unit N t\ l c-o n Uang~ 

Prot hrnml)i n T ime (PT t sec 162 9 .7 R.5- I0.7 

Ac1ivated P~u1lal Tlirombopl,1s1in Time (A PTTJ sec 162 19.9 14. 1-37.6 

Fih1i nnge11 mg/dL 15 :!24.f.J 192.0-248.0 

F~nrnlc~ PSI.} 

Test Uni t N !\l ean R n ll{:l' 

ProUu-ombin T i me (PT ) sec: 162 9. 1 8.3- 11.0 

Activa1ed P:i ri ia l Thro mhopln<:tin T ime (APTT} <.ec 162 17.6 11.2-3(1.5 

Flbrinogen mg/dL 15 179.5 I 63.1)-213.CJ 

1 PS L hi s lo ric ::i l conlro l d::a t:1 rrum CO(SD) m is a l :.ipp rox ima tc ly 11 -22 week s. o f aµc; S cp lc mbc r 20 1 ~ - J u ne 20 19 . 
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ANNEXURE 2 contd. Historical Control Data 

HISTORICAL CONTROL DATA FOR CLINICAL PATHOLOGY PARAMETERS 

Clinical Chemistry - Males 

La bora to ry P SL 1 C RL' 

' l 'c !iiit ll ni t 

,\l on ine .<\min trnnsfernse (ALT} 

,\l bumrn (ALfJ ) 

U/ L 

g!dL 

N 

2(10 

~60 

\.Icon 

35 

3.S 

H: 0 1, gc 

l u- l ol 

2 .8-4 .6 

M enn W. ong c 

(JC,C, 

661 

35.08 

3.74 

n.oo-4u.oo 

3.30-4 .60 

,\ l k ,ili 11 e Ph n.::.ph .11es (1\ 1 .KP ) 

/\ ,;; p ::i nate /\ n11 no 1m n s tein:-: e: (.'\ ST J 

Calcium tCJ\LCJ 

ll/1, 

I J/1 

mg/dL 

.Y,O 

2(,0 

200 

74 

8.l 

10.c, 

:1 (,- 14 3 

47- 2f>(1 

9. 1- 1 J.4 

f¢r, 

hr,r, 

o<>I 

124.f17 

9 1.00 

10. 17 

I 04.00- I <,0.00 

77.00- 110.00 

9.<>0- 10.90 

( :hlnndc (C l ) 

Chu k·!'.I IL'.WI CC HOL I 

lnmn l / 1. 

n.1gll1 L 

2(,( 1 

260 

IO l.4 

71 

LJ'.L l- 11?.. K 

36 163 

( 1~8 

606 

10'.l .7.'\ 

6 5 .-12 

l Il l .llil- 10 7 .( IO 

55.UU 89.UU 

(.'. r e ~ l i11i 11L' tCRl:::A) 1ug/dL 260 U.20 0.06-U.47 66 I U.57 0 .-'IU-U 6U 

< ilohul in (C ii.OH ) :/d i . 260 15.1 77-:lo.s 

G l llt"DS~ (C L L:C) n.1g/ t1 L 260 155 77 365 66 ] 157 . .::.3 121.00 197 .00 

H igh Dt·t1::i i l y L iJ .. .lOpruh.·i11 (H D L) rm uol/ L 89 1.0 0 .5 1 .6 

lnurg-m 1ic J'hu sµ lloruus l l ' H O .S l IU:,!l'LIL 260 74 4 .. 6 - 11 7 636 7.6b 7.UU-9 50 

Low Density U popro1ein (LDL) mmol/ L 89 0 ,1 0. 1 0 .5 

Pomss: ium ( K ) 

Sod ium ,N,\ i 

mmol/ L 

mmol/ L 

2C.10 

260 

<,, l e, 

143 

3.73 - 11.38 

I J 1- 157 

058 

658 

5:20 

144.83 

4 .UO- C.1 , JO 

141.00- 149.00 

Sorbilol Dehydrogenas-e (S DJ I > U!L 2~5 10 .l 0.2 60.3 

T ,.-,1:-i t R i l i l"u hi n ( TR II .) 

T o tn l R i l e /\ c 1cts (TR /\ 1 

T o t ;1l Prote in (TP) 

T1·ig l ycerid es l T K ICi ) 

llr~·a N il rU.L: l! ll ( H UN } 

m g,'cl l . 

µ mn lll .. 

gl<l l . 

m g/ d i . 

ru g,'dL 

2'10 

10.1 

2(,( ) 

2(,( > 

260 

O.JO 

24 

( 1. 3 

<JX 

14 

0.0:2-0.()0 

"1 - l td 

4.9 -7 .7 

I X-17(, 

8 -2-l 

( 1(1( , 

6(,1 

6(,1 

661 

0.hf.i 

(, .. 4 '.") 

75.r,7 

13 .4 2 

0 .20- 1.00 

6 .. 0 0-7 . 10 

( , 2 ..1 )( )-1):!.Cl() 

I U.UU- 1 b.UU 

1 P S L hi s lurieal L"unl ru1 Jata fru 111 C D (SD) m l~ al app.-u." im,1h,.·.ly 11 22 wl.·c.ksuf a_gl.' ; Sl.·p lt.: m b l.: r 20 18 Ju nl." 2020. 

1 C'.h:ulzs Wivc1· l .ah nrato rics h is lnric;-11 contm l data fro m t :R. l .: ( : l )(S I)) Rat:,:; a l 13 - 2-::? w ee k-: o f ;1 gc. 
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ANNEXURE 2 contd. Historical Control Data 

HISTORICAL CONTROL DATA FOR CLINICAL PATHOLOGY PARAMETERS 

Clinical Chemistry - Females 

Lnbora tory PS ( ;1 C R T.' 

Tcsl Unit N .Mean R an ge N .\.'l ean K [lnge 

Alanin e Aminotransfe rase , ALT) VIL 248 35 l J 182 678 32.33 25.00 ~5.00 

A lbumi11 l/\ LB) gidl 248 -l .9 2 .6-G.4 073 4 . 17 3.50-5.30 

A l HI inc Plm..;phatc :,,; (A l .KP 1 

Asp ,1.rl.t lt' Ami11o tr.u1 s fc-r.1 sc i AST J 

Ca.l c-1um (CALL ) 

IM. 

L'/L 

mg/dL 

24.~ 

218 

248 

1S 

86 

10.7 

1.) -11 '.\ 

12 3·\I 

7 .7 15.5 

058 

678 

673 

S2.8:1 

92.83 

10.28 

o'.\ _()(1.1 17 .00 

n .oo 116.00 

9.60 11 .20 

Chl o ri de (C l .) m mo1f l . 248 lrnl.7 X'J. 1-114.r, ( ,(,7 104.8] Jo l .!lll-1118.<Kl 

Cho leste ro l (CJ IOL) 

Creari nine (CREA) 

mgldl 

mg/dL 

218 

218 

90.1 

0 .20 

28.0 2•19.0 

0. 1 l 0 .5-1 

678 

673 

77.67 

0 58 

66.00 97.00 

O.~O 0.70 

Globu lin (G LOllJ gidl 2,17 1 .09 I. JO 3.60 

Gl ucm;c 4.Cil ,l X') 

H igh T):.:u s it y I .ipop m 11.:: i11 (H T) f .) 

lnu rJ;<t1 1i L: Ph osphu n.10~ tPI 1OS) 

m ~l,11 , 

II IITHJ1/I . 

11 1.g/ <.IL 

24.~ 

89 

2~8 

145 

1.70 

6 .1 

87-11\4 

0.59-2.7 1 

~-~ 12.,-1 

071 

&19 

1593.1 

6 57 

120.00- ISn.00 

5.60 3.60 

Low Densi ty Lipoprote in (Ll)LJ mmo1/L ~9 U. 19 0. 10-U.38 

Pol~1ssiu 1u ( K\ 

Socl i11 m (KAJ 

Sorbi10I Dehyd rogenase (S Din 

r11111u l/ L 

mmol/L 

VIL 

248 

218 

21·1 

5 . .i6 

J-1 2 

10.5 

3.49-12.96 

128 159 

0.5 SI. I 

667 

667 

4 87 

1~ 3.33 

4 .30..5.90 

1,11.00 1'1 8.00 

l"n1a l Hit irnhin cHI I .I ) rn ;;.',1 1. 24.~ ( ]. ()l) (1.0 0 -0 .:!2 (t7l-! I. Ill 11.21 1- 2.110 

To lal Rile At: itls (TR AJ 

To1aJ Protein (TP) 

JJ II Ul l il . 

gidL 

90 

2 18 

10 

7.0 

1- 124 

5.1 9.0 673 0 7_, r:.AO 7.50 

Triglycerides <TRIG) rng/dl 248 75 24-934 r.,73 60.75 5 1.00-75.00 

lJn:H N i1mgc11 (R lJN I 111i l1II . 248 15 8-28 671 1.1. 17 11.00- 17.110 

1 PSL h istorical contro l d.no fro m CD(SD) r ::i l's at ::ipproxunately I 1-2.2 weeks of age: Sep rem er 2018 - June l 020. 

·z Ch.-ute-s Rive- r Labo1~tories h.is1orical co ntrol dats from C'RL:CD(SDJ Rats at 13 22 weeks of a_ge . 
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ANNEXURE 2 contd. Historical Control Data 

HISTORICAL CONTROL DATA FOR CLINICAL PATHOLOGY PARAMETERS 

Urinalysis 

i\'l n lcs PSL 1 

Tesl (Uni l) Uni l r,; 1\ lcan R a n ge 
Vulumi.; (UVOL) lllL 160.0 7.3 0 .5 -30.0 
Log. of Reciproca l of 
H ydr ugcn lun Conc.-c nlr'J l iun 
(nH ) 

- 190 6.5 5.U-8.5 

Specific Gravi tv (SG ) - 190 1.0 19 0 .503- 1.0J0 
U r o h i l ino!;!.c n (UR O) E U/dL 190 O.J 0.2-2.U 
Pru1ci.11 tUMTP) mg.le.IL 120 67 30 -300 
K eto ne<. ( K ET) 11111101/1 .,. M 13 .'\-40 

F~1nal l'~ P SL 1 

Tcst 1Unit ) ll nit N !\l ean Ran~c 
Vulurnc (UVOL J mL 1.n 6.0 0.5-1 1.0 
Log. o t Reciproc~I o f 
I l ydrogen Ton Concen1 rnlion 
(.e!:il 

- 184 6 .6 5.0-9.0 

Sr,ct.-· itk Grnvi tv (SG) 184 0.997 0 .503- 1.030 
Urobi l inoge 1\ (URO) EU/clL I 84 0 .3 0.2-4.0 
Prote in (UMTI') 111 1!/dL 78 75 30 -3CKl 
Ke.tones <KET l 0111101/L 3 8 5- 15 

1 PSL hbto ricat cun lrul J.1t;_1 fru ,n C D ( S D ) r..tl !-. a t uppruxifnat..:-1y 11 -_2 week~ o f .:,ge: S1.!ptert1ber 101 8 Ju,,e ~O 19 . 
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Translocation Report September 8, 2021 

For : Product Safety Laboratory (in support of Product Safety Laboratory study 55164) 
Raghavendra Gowda 

By: BioPrjma te 

Frank R. Burns, PhD 

Purpose: 

The overa II purpose of the study was to determine the safety of two probiotic Umosiloactobacil/11s 

reuteri (L. reuten) preparations, labeled 1D (strain L uuter/ 3630) and 2D (strain L reuur/3632/ . 

This portion of the study was designed to determine level of bacterial translocation from the intestinal 

tract to the mesenteric lymph nodes, liver, and blood and if the translocated bacterra Were derived from 

either of two test strains. 

Materials received: (from Product Safety Labs, Dayton, N.J) 

Two Lyophilirnd test strains were received, refrigerated in S0ML c;onical tubes. MRS agar plates that 

were spread plated following homogeniiation of the tissues at necropsy. Plates were received in 

anaerobic chambers immediately following 48 hours of incubation at 37 •c. Plates were held overnight 

at 4 °C maintained under an.ierobic conditions .ind processed the following morning, 

Work performed by BioPrimate. 

Colony morphology was assessed for six characteristics (see appendix one) for all colonies present and 

colonies were picked and replated. If there were more than S colonies of a particular morphology on 

plates from a single sample only 5 of that morphology were used for further analysis. Colonies were 

streaked on new MRS agar plates and incubated anaerobically at 37°c for 48 hours (see appendi><). 

Material from the regrown colonies was processed for DNA extraction and the DNA subjected to 

amplifleat1on of the 16s ribosoma1 RNA gene varlable region 4 using the standard primers and methods 

described by the earth microbiome project (http :/ /www.earthm icrobiome.org/protocols•and· 

sta ndards/16s/l. Amplicon libraries were sequenced on an lllumlna MiSeq instrument and a ta><onomic 

designation was assigned for each isolate using the Mothur 16s MiSeq analysis pipeline (Kozich et al . 

Applied and Environmental Microbiology. 79(17):5112-20). By 16S V4 sequenceanalysrs, L. reuteri can 

be differentiated from other species {Figure 1). The 16S sequences from the lyophilized le!.l materials 

and all L. reuteri identified on the plated tissue samples generated identical 16S V4 sequences. 

For each tissue sample of origin, morphology was assessed, tixa assigned based on 165 V4, or for L. 

reuteri isolates furthe.r refined based on dltA gene sequence and' random amplification of polymorphic 

DNA (RAPD) profile as shown in Appendix 1 and described below. 
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Figure 1. By 16s V4 rRNA sequence analysis all L. reuteri isolates from this study (test article and tissue 

de rived) we re identical. Alignment oft his sequence to the NCBI gene bank data base shows some L. 

reuteri can be differentiated in this region by a single nucleotide substitution, most fall within a single 

sequence type indicated by the red box (100% identity) 

Page 379 
PSL Study Number 55164 



 
    

  
 

multi locus sequence typing ( MLST) approa:h ha:l been developed and tn e most discriminatory gene in 

the panel 1/v'aS tne D-alanine-D-ala'1':,'I carrier protein ligase (d/tA) gene. This gene clearly discrimina:es 

the moroph'fletic cla:les associa:ed Vvith host origih of the isolates (Oh et al 2C09). Amplification end 

sequencing of a fragment of this gene 1/v'aS carried out on test article i so !ates as well as all tissue i sol a:es 

identified as l.. reuteri by 16s rRN6. \ill sequence. 

The t...vo test article srowed i denti ca sequence over this region and were consistent v,,itn i sol a:es of 

porcine origin, referred to going forward as genot)"pel. By dltA gene sequence over haf of the l.. 
reuteri tissue isola:es from the study were different from the test strain, but identica to ea:h other and 

consistent VYith i sol a:es of rodent origin. These two dltA sequence variants hate over a doz en single 

nucleotide differences over the region sequenced (Figure 2). 

 

Figure2 . A.lignment oHw o dltA 
genotype.sfound among L rute-ri 
isolat es from this study. Genotype l 
is ;i match t o P·orci ne derived isol at es. 
Genotype 2 is a mat ch o a rodent 
d-erived isolat es,. 
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assignments for L. reuteri isolates: We designated genotypes 1 and 2 based on dltA gene 

sequence where type 1 represented porcine origin and was consistent with all test article isolates and 

genotype 2 was distinct and indicated rodent origin. 

Taxa assignments of translocated bacteria. 

A limitation of this study is that assignment of taxa when more than 5 colonies of a given morphological 
type were present on plates from a single sample, only 5 representative colonies were picked and 
analyzed further. The total number of colonies were assigned proportionally to the taxa found among the 
five representatives. For example, the second colony morphology for mesentery from animal 3826 (see 
Appendix 1) had a colony count of 15. Upon molecular characterization of five representative colonies 4 
were found to be Lactococcus and one to be L. reuteri genotype 2. The 15 colonies were then 4/5 (12) to 
genus Lactococcus and 1 /5 (3) to L. reuteri genotype 2. In the event the result is not a whole number, the 
number was rounded to the nearest whole number. 

Results: 

Number of animals showing translocation by tissue and group. 

Five animals of each sex were analyzed from each dose group: group1 vehicle control , group 2 low dose, 
group 3 medium dose and group 4 high dose. 

Table 1. Incidence of translocation of any bacteria to tissues by treatment and sex. 

Group 
(treatment and 
sex) n= 5 for 
each group 

Number of 
animals with 
translocated 

bacteria in blood 

Number of 
animals with 
trans located 

bacteria in liver 

Number of 
animals with 
translocated 
bacteria in 
mesenterv 

Number of 
animals showing 
any translocation 

1 Male 0 2 4 5 
1 Female 1 3 4 5 
2 Male 1 1 3 4 

2 Female 0 2 3 4 
3 Male 0 3 3 4 
3 Female 0 2 3 3 

4 Male 1 3 5 5 

4 Female 0 4 3 (of 4*) 5 

Total All Grouos 3 20 28 35 
*No evaluable plates received for this tissue from on animal In this group. 

Blood 

Translocated bacteria were found in one animal each from three groups. This included one vehicle control 
group. It is likely that these represent environmental co ntamination of the samples during necropsy or 
plating (absent clinical findings consistent with bacteremia) . 

Liver 

Translocated bacteria in the liver were found in from one to four animals from each group including three 
animals from one of the vehicle control groups. Uptake of bacteria by Kupffer cells lining the sinusoids of 
the liver is a normal physiological response during bacterial translocation. Kupffer cells of the liver 
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80-90% of all tissue macrophages and are well known to take up bacteria delivered via the 
portal circulation where they can help orchestrate tolerance or inflammation (Son et al 2010). Differences 
between vehicle control and other dose groups are not statistically significant. 

Mesenteric lymph nodes 

Translocated bacteria were identified in the mesenteric lymph nodes of both female and male rats from 
each treatment group with from three to five animals having translocated bacteria in the mesentery. 
Differences among the groups are not statistically significant with or without separating out animals by 
sex. 

Number of animals with translocated bacteria: Overall result 

Translocated bacteria were found among both males and females in each group, including vehicle control 
animals. The number of animals w ith translocated bacteria in each group of five animals (grouped by 
treatment and sex) ranged from 3 to 5. When both sexes within a treatment group are considered 
together translocations were observed in ; 10 animals from the vehicle control group, 8 animals from the 
low dose treatment group and 7 animals from the medium dose treatment group and 10 animals from the 
high dose treatment group. The differences among groups, either as a whole or when each sex is 
considered, are not statistically significant 

Number of animals with translocated bacteria detected in the mesentery 

In each group of five animals, three to five animals had detectable bacteria in the mesentery. The 
differences among dose groups, either as a whole or when each sex is considered independently, are not 
statistically significant 

Number of animals with translocated bacteria detected in the Liver. 

In each group of five animals, three to five animals at least one, and up to four, animals had detectable 
bacteria in the liver. The largest difference was between low dose (3 of 10) and high dose (7 of 10) 
animals. With no vehicle control (4 of 10) and medium dose (5 of 10). The differences among dose 
groups, either as a whole or when each sex is considered independently, are not statistically significant. 

Number of animals with translocated bacteria detected in the Blood 

Three animals, one from a vehicle control group, one from the low dose group and one from the high 
dose group had colonies grow on the blood plates . 

One animal from the vehicle control group (#3819) had 16 colonies identified as Staphylococcus. 

One animal in the low dose group one (#3825) had four colonies, one Lactobacillus, two L reuteri 
genotype 2 (of rodent origin, not test material related) and one of L reuteri genotype 1, consistent with 
test article origin. 

One animal in the high dose group (#3869) had a single colony on the blood plates which types as 
Limosi/actobaci//us genotype 1, consistent with the yellow phenotype colonies from test article. 

Finding culturable bacteria in the blood is unusual. Absent any clinical findings, it is likely that the 
presence of these colonies on the blood plates are due to environmental contamination during necropsy 
or plating. These findings were rare (3 of 40 animals overall) and had no apparent association with 
treatment group. 
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of translocated bacteria. CFU per gram in tissues. 

Blood enumeration is described in the previous section. Enumeration of bacteria from liver and mesentery 
is summarized below. 

Table 2. Mean and median detected CFU/gram of tissue by treatment and sex When bacteria were 
detected the nominal CFU/gram is listed. In instances where no bacteria are detected the limit of 
detection based on the amount of tissue interrogated is also listed as< the 95% confidence limit of 
detection. 

Group 
(treatment and 
sex) n= 5 for 
each arouo 

Mean 
CFU/gram in 

liver 

Median 
CFU/gram in 

liver 

Mean 
CFU/gram in 

Mesentery 

Median 
CFU/gram in 

Mesentery 

1 Vehicle 
Control Male 

12 None detected 
< 33 

240 200 

1 Vehicle 
Control Female 

40 33 886 300 

2 Low Dose 
Male 

13 None detected 
<33 

160 33 

2 Low Dose 
Female 

27 None detected 
<33 

100 33 

3 Mid Dose 
Male 

53 33 5233 67 

3 Mid Dose 
Female 

53 None detected 
<33 

460 267 

4 High Dose 
Male 

1067 133 33947* 3667 

4 High Dose 
Female 

67 33 3467** 2150** 

*Should be considered a minimum One animal generated plates with colonies too numerous to 
accurately count, the count generated was based on identifiable single colonies and represents an 
estimated minimum. 

**Interpretable plates from only 4 animals were received. 

Low dose group comparison to vehicle control group. 

Low dose male and female groups showed equivalent to nominally lower levels of translocation to both 
mesentery and liver in comparison to vehicle control groups. 

Mid dose group comparison to vehicle control group. 

Mid dose groups showed values not significantly different from vehicle control with the exception of mean 
CFU in mesentery from mid dose male animals. Occasional findings of a large number of translocated 
bacteria in a tissue are not abnormal in these studies and they have been observed in vehicle control as 
well as test article administered groups (Mukherjee et al 2016). The high mean value in group 3 males is 
driven by such an event, as indicated by the elevated mean, and lack of elevated median va lue. This is 
due to the mesentery sample from a single male (#3846) that yielded 775 colonies on the three plates 
(representing 0.03 grams of tissue) for a CFU/gram of 25,833 for mesentery from that animal. 

Taxo nomic assignment of the colonies from this sample indicates that only 3 (0.38%) were consistent with 
a test strain (L reuteri genotype 1) derived bacterium (Table 3 and Appendix 1 ). 

Page 383 
PSL Study Number 55164 



 
    

  
 

3. Enumeration by fa)(a of translocated bacteria from animal 3846 rnesentery. 

Taxa Number of colonies Extrapolated CFU/gram 

Escherichia/Shigella 733 24,433 

Entarococcn~ 41 1,367 

{,. re11£eri genotype 1 1 33 

Given the result from a single sample elevating the mean, the IOW tevel of contrlbUtlon of test article 
derived bacteria to the translocated population and the finding of suoh events among vehlcle controls In 
tl'le past, this finding does not ralse concerns. 

High dose group comparison to vehicle control group 

Male High Dose comparison to Male Vehicle control. 

High dose males e)(hiblt nominally higher CFU means ar,d medians in both liver and mesentery when 
compared ,to vehicle control animals. 

Table 4. Actual colonies counted by animal tor tissues f(om Male Vehicle Control and Male High Dose 
Mesentery and Liver samples (see AppendlX1 ). 

Vehicle Control Male 
Mesente.ry 

High Dose Male 
Mesentery 

Vehible Control Male 
Liver 

High Dose 'Male Liver 

11 110 0 4 
Q 10 1 {J 

4 4800 0 147 

0 47 1 0 

15 125 0 Q 

These results rail to find a slgnlficant difference between vehicle con.trol and high dose groups.,wlth the 
mesentery results showing a P value of 0.16 and the liver results also generating a P value of 0.16 
(students T test) , In fight of the small Nin this study and nominal increase ln translocatlon seen in th is 
group II 1s suggested that signs of clinit:al impact in high dose males, partfcularly animal 3868 ( 4800 
l'nese.ntery and 147 ltver counts) be carefully checked for, ll should be noted that most translocaled 
bacteria in the mesentery were not of test article origin and none of the transtocated bacteria in the liver of 
this animal Were of test article origin (Tables 5 and 6), 

Table 5 Enumeration by taxa of translocated bacterla from animal 3868 mesenterv. 

Taxa Number of coloriies Extrapolated CFlJ/g1qm 

L. re-uteri genotype 2 
!not tut artlcle derived) 

lactobacil/us 

2580 

1720 

86000 

5733G 

L. re11/eri genotype 1 375 12500 

Ligilactobaci/lus 120 4000 
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6_ Enumeration by taxa of lranslooated bacteria from animal 3868 liver_ 

Taxa Number of colonies El(trapolated CFU/gram 

Lactobaci/11.1s 109 3633 

T.,, reuteri genotype 2 (not test article 

dorlvedl 

28 933 

Escherichia/Shigella/ 2 o1 

Ligilactobacil/us 1 33 

Enterococcus 1 33 

Female High Dose companson to f'emale Vehicle contro l. 

Table 7. Actual colonies cou-nted by animal for tissL1es from Female Vehicle Control and Female High 
Dose Mesentery and Liver samples (see Appendlx1). 

Vehlcle Control Female 
Mesenlery 

High Dose Female 
Mesentery 

Vehicle Control Female 
Liver 

Hlgh Do~ Female 
Liver 

0 92 0 5 

4 37 3 3 

90 No Plates 0 0 

30 0 3 1 

9 387 1 1 

No statistically significant differences were observed between the female high dose and the female 
vehicle control group_ Additionally, there were no nominal findings indicative of a need for enhanced 
scrutiny. 

Interpretation. 

Animals that are subject to either physical or chronic psychological stress eJ<perience extra intestinal 
bacierial translocation (Zareie et al 2006, Velin et al 2004, Neal et al 2006) The finding of trans located 
facultative anaerobes is not unexpected in animals subject to dally gavage over multiple rounds. The 
frequent flnding of translocated bacterla across the vehicle control as well as treatment groups is 
consistent with expectations. The high levels of L re1,1teri te5t 5train5 admfn[stered in this study, coupled 
with Limosiloctobocillus being a commonly translocated genera, makes the finding of the apparent test 
strains contributing to the translocated bacteria not unexpected, Similar results have been seen in 
previous studies with high level dosing of frequently translocated genera (Mukerji et al 2016). 

In no instances were test article treated group translocated bacterial colony counts significantly different 
than the counts seen in the same sex vehrcle oontrol group_ The male high dose group results are 
nominally higher than the vehicle control group and g1ven the high variance in this type of data as well as 
the small N for the study a careful evaluation for any clinical abnormality may be warranted. 

The test strains L. reuteri (genotypes 1) dld not translocate in a greater abundance than the endogenous 
L. reuteri (genotype 2). 

A low incidence of bacteria four-id on plates from blood samples (3 of 40 animals) was not associated with 
treatment and likely resulted from environmenta l contamination during the study 
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any pathological findings or other treatment related toxicity , the translocabon findings would nol 
indicate the test strains to be hannful. 
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Study 55164 Translocat1on Report July 7, 2021 

Part 1. Morphological differentiation and selection of isolates for further analysis. 

Morphology 
Key 

Mo1pbology l<,y 

s,,, Sh.•pe E.lHatlott ,..ruin Surt.mte Op•cll;\' Plom•nt>Uon 
,I PlnJ>OO'I A P\mctal !:!. A Fla1/1nvasl A E'.ntifl!' A Smoo1:i-, A 11.!0!parenr Colorfdear 

8 !moll 8 Clrcul111 SR l"'d e ur.dula1 8 Gl~t.l!!"fnt 8 lral'\s~en.t 

C Medlooi C J'ilamento1 CCDtWeii Clobo10 c llouah C Opaq~e: 

D l~rJe 0 trregular D Mona1e 0 Erose DWrmijed 

E lobate E Ulmbon~t• E filaml!'ntot E Dry 

F 5.f>liltM• F ttal61!d F QJrl,!d 

Group 1 Males du total ,. , m•n "' I '"' ' t []l[]r CFU 

3806 mes In 1.1 ' d b . b e 'Vf!. llow • 
b b b • b b whft!! 2 

b b • • b b whlll' 1 

d b b • b C wl1f1l' 1 

• ., b • b h 1'1 11itf!. l 

3806 liver 0 
3806 blood 0 
3807 mes In 6 < b • b b b while ~ 

h 1, b • b C 1•1 hitC!' l 

3807 liver 1 C 1, • C ' b 11/l1lti:- 1 

3807 blood 0 
3808 mes In 4 h , b • 1, b 1'1 11il~ 2 

h d • b ' b 1•1hiti! 1 

( b • • ' b 1•1hi1e I 

3808 liver 0 
3808 blood 0 
3809 mes In 0 
3809 liver 1 h b b • h C whit !!. 1 

3809 blood 0 

. .. 

1 

Page 387 
PSL Study N

um
ber 55164 



 
 

 
  

 
 

 

Study 55164 Translocat1on Report July 7. 2021 

3810 mes In 15 d h wltl tt! 

a Wl1fU!: 6 

b h \l.l hl l ll' ' 3810 liver"' 0 

• Only 1 plate.avai lable for evaluation. 

3810 blood 0 

Group 1 Females 

3816 mes In 0 

3816 liver 0 

3816 blood 0 

3817 mes In 4 b 1, b • h h 1•i hlt P.. 3 

< b . ' ' b t1 l1it~ 'I 

3817 liver 3 J ., b 3 b b wtd ,~ ;_ 

b b b • b C wl1fw 1 

3817 blood 0 

3818 mes In 90 r it I t, ' b i•~hitt!. 3, 

b b h • b < Dfi:lllB,:! 1 

C d I ' ' b ot1hil1!. 14 

d b • . b b White a 

b b . . . b wltil!!. ,,, 
b b • . ' b white 4 

3818 liver 0 

3818 blood 0 

3819 mes In 30 ( b I b ' b ""' hite l9 

( b • • . t w1,11u 10 

• • b • b b 1·11il1 0 1 

3819 liver 3 b ~ • l, ' b whlla 1 

Only 2 plates asaltable for 
evaluation b b b b C whlw 2 • 

2 
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3819 blood 16 b b ~'Allrti-r-o:iOIY'tftr 1G 

3820 mes In 9 b a whl lE! ~ 

b .. d !!ilt 

b b 1!J hJl1! , 
3820 liver 1 b .. Whili! 

3820 blood 0 

Group 2 Males 

3825 mes In 0 

3825 liver 0 

3825 blood 4 • • b .. b C White ~ 

On ly 2 plates available for evaluation 

3826 mes In 19 d b b b b ' whit!!. " 
C b b . b C 1•/hill!' 1~ 

3826 liver 2 a a a . b h 1·ihite. 2 

3826 blood 0 
3827 mes In 0 

3827 liver 0 

3827 blood 0 

3828 mes In 4 II b b • • I> 1'il llll 1! ;. 

' d • • II 1, Wl1 i ll' l 

< 1, • C C h wl11 11'! 1 

3828 liver 0 

3828 blood 0 

3830 mes In 1 ' Ii • ll ' 1, whirl" 1 

3830 liver 0 

3830 blood 0 

3 

Page 389 
PSL Study N

um
ber 55164 



 
 

 
  

 
 

 

Page 390 
PSL Study N

um
ber 55164 



 
 

 
  

 
 

 

Study 55164 Translocat1on Report July 7. 2021 

Group 2 Females 
3836 mes In 10 • b ' a a b whfl!!: 5 

• • a ' C \l.l hll ll' ' 
h b b • II C wl1lt1• 2 

3836 liver 0 

3836 blood 0 

3837 mes In 0 
3837 liver 0 

3837 blood 0 

3838 mes In 0 

3838 liver 3 ll L a b ' b w11ru~ 2 

., • • a J h 1•1111,r.- 1 

3838 blood 0 

3839 mes In 4 I> I> • ' h While ., 
Only 2 plates available for 
evaluation 

3839 liver 0 

Only 2 plates available for evaluation 

3839 blood 0 

3840 mes h1 1 ' b . a b b w/til l!. 1 

3840 liver 1 ' b . . . ' w /1i1 1!. 1 

3840 blood 0 

Group 3 Males 
3840 mes In 775 b b ~ 1•1ltile. 7ll 

b ~ 1•/hite 4\ 

3840 

3840 

liver 

blood 

9 

0 

d 

b 

b 

b 

b 

~ b 

b 

~ 

,, 

~llow 

1•lhlt1!' 

wt1ite 

8 

l 

s 
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3847 mes In 0 

3847 liver 0 

Only 2 plates available fo r eva luation 

3847 blood 0 

3848 mes In 0 

3848 
3848 

liver 

blood 
1 
0 

b b ' • C I, wt1fw 1 

3849 mes In 2 ' 
d 

b 

1, 

I 

b 

. . . b 
' 
C 

••1hit l!. 

1•Jhit1! 

1 

I 

3849 liver 0 
3849 blood 0 

3850 

3850 

meslh 

liver 

8 

3 

b 

h 

• 
' 

b 

b 

• 
b 

. 
• 
b . 

C C . b 

b • . ' 

b 

h 

h 

b 

l"1 ht1 e. 

111 hit e 

White 

.,.1 hll e 

5 

' 
i 

1 

3850 blood 0 

Group 3 Females 

3856 mes In 0 

3856 liver 0 

3856 blood 0 

3857 mes In 20 • • • • h h 1•Jhi l P.. 1 

u b e C t C ~1 l1il e !, 

' 
' 

t 

b 

• . C 

' 

C 

' 

h 

b 

While 

1•1hi te 

u 
1 

3857 liver 7 d b . . • b •'1hft1!. • 
C b b a b 0 1•11, i tl!. 3 

3857 blood 0 

3858 mes In 41 h b b • ll < whil l!l ll 

6 
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d b b h h 1•/hil e. n 

' b . b ' b 1·1hi1 l! ta 

b b b b b h Whit!! 1 

3858 liver 0 

• Only 1 plate.avai lable for evaluation. 

3851J blood 0 

3859 mes In 0 

3859 li ver 0 
3859 blood 0 

3860 mes ln 8 C b . a . . " .,., /til l! 6 

t b I) b C whit e. l 

3860 liver 1 d b . . ' b 1·1hl 11! 1 

3860 blood 0 

. 

Group 4 Males 

3866 mes In 110 < b b b C 1•1hil-e lS 

,I b b a b C ve- llQw :J 

' b b . b h 1•lhit 1! ao 

3866 liver 4 
' I> ' 1) C oi:.1 I1su. 3 

~ llow l 

3866 blood 0 

• Only 1 plate available.for evaluation" 

3867 mes In 10 ' b • ' • b 1•1hi l 1! 4 

C b b • b C 01.Jllfl t! > 
C 1, b .. h r 1-., hrtflo 3 

3867 liver 0 
• Only 1 plate avallable for evaluation. 

3867 blood 0 

3868 mes In ~4800 1 ll b • h C 1•1 llit~ - uo 

. 
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-
'To numerou:s fer accurate count 1 b • • h 1•l hi1 e •l-➔00 

1 b b . b C ~ llow - 175 

3868 liver 147 d b C ·a b C ve.llow 5 

C b b a b C 11/h[l l! • 
d b b a b ' ,..,ru,e U6 

3868 blood 0 

3869 mes In 47 C 1, • , I\ h 1V ld l l'! l--' 

C b b • b ( wl1i1~ 1 

C d r I) C 1, 1•1hllL> 14 

• • b • b ( 11, t1 ite- l 

C d • ' ' 1, 1•1hi1e l 6 

3869 liver 0 

3869 b'lood 1 h b e • b C red 1 

3870 mes In 125 <1 b • b < l'lhi1 5 

' b b a b b E.leo1r 1},0 

3870 liver 5 ' b b • b C whit~ 2 

C ,J • a • • 1r.111 sp~1ent 2 

< b b • b • 1nin siH1rent 1 

3870 blood 0 

. 

Group 4 Females 

3876 mes In 92 b wltil e ZA 

b white 35 

b 1'1 hlt l" 

3876 liver 5 d I) 1•1hJre: 1 

b ., ll'/ 11[1!,! 

h . whit!! 

3876 blood 0 

. 
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3877 mes In 37 ci b • h h 1•/hil e. ~7 

3877 liver 3 ti b b ~ b b whlu.~ 1 

' J b • b b 1'1/t[H.• 1 

b b b • b b l:.l~;1r l 

3877 blood 0 
No plates available for 

3878 mes In evaluation. 

3878 liver 0 
3878 blood 0 

3879 mes In 0 

3879 liver 1 b • h • I, h 1•1hil e. 1 

3879 blood 0 
3880 mes In 387 < b I a b b •'\lhile. 13, 

t b b • b h WhiU! '16 

b b b a b C 1•1l1fl e 168 

3880 liver 1 t b b a b b whr1e. t 

3880 blood 0 

. 
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Appendi>< Part 2. Ta><onomic assignment based on molecular typing. Genus level w1th sub species genotype for L. reuteri. 

3806 mes ln L, re•Mi Genotyp,; IA. j q/ 5 
l Morga11,//o, I of 2 Slpp/~•/i>cocc11s l of2 
1 /1,cherlcliWSlugeliol 
1 I~ ttt 111e,1 Cieno{WJe. J 11 

S,,-,,p/1)1/()(:(XCII ,< 

IIVer 
~lood 

3807 mes In s L feu1e,1 geuot):pe J, .!I o/J 1acrobll€illu, 2 of J 
1 L 1~1mwl g.enotvpe 2 

liver w.clobaciilns 
blood 

3808 mes- In l Co f)•iabal'/,ii1111, 2 of l 
1 ltlf:wlmci//u, 
1 L. -~ Ultt{ gent>~li]'M 1 

ltver 
blood 

3809 mes In 
liver i la~lococc,., Y 

blood 
38\0 m!:!:s-l -" 4 ltg//acrob/lcl/111, .I qf·t L ,,..,,.,, ge11<>IW• 2, 1 of 4 

6 foClw.ol'CI/ Ii ./ ~f S L ,,,11/e,/ ge11<>lype 2, 1 of 5 
LiJCI/JOt4'illus J 1>} 5 Afi.:.:ed rtqiJtmceJ I c>f j 1,n,;robac//1"'· 1 of5 IJ!(ilocu,baci//11~ J of 5 SIIWJlOCf'X. UJ'/ of J 

livu" 
• l plate ava ilabl@ 
blood 

Group 1 Femille 

3816 mes In 

HVer 

blo<Xi 
38 17 mes ln 3 Lacu,co,,;11" .I of J Slre))lococru,· Z of J 

Ligilactobac;//u., 
liver Lar.1ob,u;I/Jus J of 2 Mixed .requ,iic•• 1 o/2 

JiuteJ'uC<JCCMS 

blood 
38 18 mes In- 39 Loctobat:ilfus 5 of J 

.l L re.uze,i GenoJy_pe 1.4 
)4 Sl.ccp/1vlococc11~ 1 of j 1.a£.tobac.illu11 ~ af 5 l. 1·eu1m g,iwt)'pe 2. I of:; 

E ,c/1,1,d,1n1Shig, /la,1, i l>j 5 

10 
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24 lac,oba,:ilJ,,, 5 of 5 
4 lociobad/J,,, 3 of 4 Srrtp,ococcu.,, 1 of-I 

IIVer 
blood 

3819 me; In 19 Lactobaci/J,,~ J of J 
I C [,>Nof>OG/Jl'1 , .I ~j 5 l '""'"' geMl)'f:!" J, l ~{-) 
1 _',J,,"i./.Jl(JC<)C('l/.'f 

liver Jlreptoc,xc., 
• 2 plate~ 
availabl• 2 loc1ococ.c11 .t I of 1 Si.replDGOtXIJ,I4 J ,q[ J 
~lood ! ti Stapl,yloooocri, j of S 

3820 mes 1n 3 Bacreroid.?s JoJJ E,c/,erichia/S/iigelln. 1 ~f J 
3 Bacterolckr J o.f J 
3 EnierocoocHJ· 1 of 3 S,ap/n,Jocoecu,> J of J 'l'iJc/re1ic/,!,rlS/rix•ilw J Ii/ 

!Iver 1 Mo,ga11e/la 
blood 

Gtoup 2 
Male 

3825 mes In 
liver 
blood• L ,~u,e,·i /1,f llO/vfN 2, J of4 l.octob0£ill11;, I of ~ l. ,·euleri geuo1Jpe l B, 1 qf 4 
2 plates av;;i lli;ibte 

3826 mes In 4 Lac1obaciJJ,,, J of 4 Prote-u.r 1 C!f~ 
15 Loctvcoccu1 . .J o/5 L. ,-'l!:1-leri ~f J10t;,pe .J . Jo/S 

liver 1 Wf/Jobot;U/U5 J of 1 j,aCJo(!O(!OJ .t I ~/2 
blood 

3827 mes In 

livl!lr 
blood 

3828 mes In 2 Slrt?.plococcus .l od ~ 
Jll/organe{Ja 
L. f'l'Jdr! ,i R•?llo!ype J B 

llver 
blood 

3830 rnes In 1 Bac/11,o 
liver 
blood 

Group 2 femille 
3836 rnes ln s Sl1~plococc.11s 4 of J lactococcJl ~ 1 of J 

3 s11~p1ooocc.n, 2 of J E11Jerococc,11. J of _? 

E nte1voocau J of l 

11 
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liver 
blood 

3837 mes In 
livf!r 
blood 

3S3S mes: ln 
liver 2 MQ,ga,iel/1,, 2 QI l 

SJ~ptococcu.v 
blood 

3839 mes In .. Surp/, lococc11s. J ~f 4 S(rep1oea<xu1, 2 of ..f 
'" 2 plates 
a,a ilabl• 
live.r• 
•2 plates 

a ""ilab le 
blood 

3840 mes In L, ,~ 11/t,i g,molype 2 
liv~r L. ~ Uli!f., penQNpe .. 

blood 

Group 3 Male 

3846 mes ln 733 E rc/re,;c/,ialSMg,llal. 5 of .l 
41 E meroc.o~cu.s j of 5 
l. Z, n:! u/,:wi Ge11otypi! 1 A 

liver L n.! UJtwi l{el1ofJ!JM J1 I q[J L. 1-'rwieri }{efK.11;,pe.JB1 l ofS Rsc/,g,ic/,ictlSln}l,llai, J of 5 
La.c1o,cacc,J s 

blood 
3847 mes In 

livl!lr• 
• 2 plate, 
available 
blood 

31!48 mes In 
livll!lr 1 l 't!ptOCQCCUS 

blood 
3849 me~ In 1 l,acwbodliu., 

IJ -c/,erlcl,lll!ShJft.•llol 
liv11r 
blood 

3850 mes In ligi/aatobacililL,, 5 of5 
3 L mu1e,1 f!t>t10Npe 18, 2 of J StreptococcJJ .r. 1 ~fJ 

liver 2 CDl')'tJe/mcleri,011, 2 oJ 1 
1 Proteus 

12. 

Page 398 
PSL Study N

um
ber 55164 



 
 

 
  

 
 

 

5Ludv 55164 Translocat1on Report July 7. 2021 

blood 

Group 3 Female 
3856 IT'l@:s In 

liv~r 
blood 

3857 mes In 1 [a.cJQCOCC,IJ 

5 ligil;,,;robaclff,_,, J o/5 i,. reme.n geriotypf. J, 2 Q.(.i JJ,;,,,1U,, 1 qf"J 
B la 1obacil/u, 5 of 5 
l. liJ!.iloctobaMH•1 

liver 4 lac10bacil/u, 2 of 4 ligi/ae,ohacilli,, , J of 4 ~fa~d ,eqJU/JiCet J of 4 
3 S11-eplooooc11s. 3 of 1 

blood 
3858 mes.In 11 En1erot'.occus., 3 of .5 LacrohaciJl,n I of 5 L. reuteri geuo1 ? .J. l of S 

13 E !i<, /,e1i11Mn/S/»11ellol, .i 1/f, 
10 lac1obad/fp~ 4 qf 5 L. ,e111eri gti//Q(\'Pf' .l, I of 5 
7 lac1obocillu, J of 5 Esc/ier,r/,Ja!Shlgellal, J of 5 

Ovi!!r• 

• l plate ,vail•ble 
blood 

38.59 mes-In 
liV!!r 

blood 
3860 mes In flfo,ga,1</lu 3 of .5 E11re.,vcvC'<'Jl..1'., / of J E.,c/re1/cf,irz!S/1ixefk,,, I of 5 

2 BntrrocotJcus J of 2 l>'lo,w,,,.1/a I of 2 
!Iyer 1 'La.c1obr,ci/lus 
blood 

Groupil M ale 

3866 mes In "28 Emerooocc,,s., 4 of .3 Str,procoocu, . J oj5 

L "'""'i G,11oiype l .').1 oj 2 
80 MOPf!,<l/1'1//u, I ~f S E10/1eric/1ia1S/dg.lla1. 4 of 5 

llv ll!!r 3 I,, reute,1 Ge11otypo, J,t J of .1 
l l , reum1 Ge11otypo, IA 

blood• 
• 1 plote ,v, ilable 

3867 mos In 4 llglluctob;,cil/u,. J o/,J Lactobuc/ll11,, l of 4 
3 I. r,_ufe,i Gmoiype J ,1. J of 3 
3 L re UJe,; 1<enorype J 8, J Q./ J 

liver .. 

.. 1 pl,;ite i Vii11 1aible 

blood 
3868 mes In • '12D lig_i/actobaeillw,. 5 of.I 

13 
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esfo,,ted TNTC ~ 4300 L "'""'' ge11oryp, 2, J of 5 I.tu,tobacillu\ 1 of.! 
'37S L ,., .,,,,-; Genotype J..I. 5 of 5 

liver 5 L n11re,i 0.Molyp,, JA 5 of .5 
Enw,:,r,:,ecP,l q/ J u,.;lactohaci/J,.,. 1 q/ J 1., re11ler/ ge110/ype 2, 1 q/ 5 E,c/,.ru:l1ialSl1if(,/lal, Z q/ 5 

136 Lm!tobaciliP, laclobaei/111, 1... J•e.11leri geuol)pe J Lac1oboci/Ju, l.ictobacill11s 
blood 

3869 mes- 1n .15 IJ s<;h,,rlc/1in!_',/Jig~Uo!, i ef i 
l lig//(,,;rob<,c/li11.., 

14 lac10/Jacil/u, 5 of 5 
l la('1aco....··!cu 1 

16 L. ti? uu:,·i g~nofypi? .. . 4o.f5 f.nclobacil/11 r, I of 5 

liver 
blood 1.... r21Ue1i ~ lmlj-pe .lA 

3870 me;ln U,t![(,,;robacl/les. J o/5 JJg/]QCtobnr/U11 Lig!lac1oba('Jl/11,, L!gilMlobad/1•; L!gllac1obot/l/i,, 
120 St1~1'10COC<1Us, I of J Lo,,1ooocci, , J qf J Esclr.'!1/c/,!nlSl,Jf(~lk1!, J of 5 

livar 2 Llgil!lCtobacf//~s. 1 of; Enreroro "' I o/2 
2 lac1obaci//us 1 ~f J E.'1:/ieriehia/S/ol~eilal. 1 ~/ :! 

J\10111,a,,e//a 
bloo;l 

Group 4 Mal• 
3876 mes 1n 24 Enteroooccus.. 3 of j EsclwrlchialS/itgdla1, 2 of J 

35 Bnt~mtoCcPJ;. J of .5 Ligl/ac1<,b11r//J1u, ] "'/J l, re11lerl t{"'IO/)'Pi' lB, l <,f 5 
lig/lactob<,c/1/Ns J of 5 L ,.,,11.,.; J!."'"''>'P" 1 B. J of 5 lnclobaci/b! s, I of 5 

OVll!!r 1 lac1obrJdlJ4s 
lac1obaci/J4s 

3 l . ,..,.,., ge1101w, :,1 ofJ St,r,p1{)('0<'<,us. J qf J 
blood 

3877 mes In 37 LocJobflcill,u, 4 qf .3 Esc/Jerichials/i;f:lt>ilal, 1 o_f j 
IIVer Bac1t-1'0;de.1 

St,-,p1ocoa:,u 
l BacJel'Q/des 

blood 
3878 mas Ii, 

liver 
blood• 
• lplate 
"1vailibl1 

3879 mes In 
fjyer Sin~p1ocoac11.r 
blooo 

3880 mes In 183 lac1ob/,ci/JP> 5 of 5 

14 
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liver 
blood 

3 6 E.rchericl,ia!Slnge/lal, J of J 
168 Emerococcu~ 4 of J 

Slrtptococc,,s 
L ,.,,,,,,; gtJ/Ql)•'P' 2, r of 5 

15 
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Append1x part 3. 

Enumerat ion by Taxa 

Group 1 
Male 

3806 

3806 

38Q6 

3807 

3807 

3807 

3808 

3808 

3808 

3809 

3809 

3 809 

3810 

3810 

mes In 

liver 

blood 

mes In 

liver 

blood 

mes In 

liver 

blood 

mes In 

liver 

blood 

mes In 

live r• 

plate 
count 

11 

0 

0 

6 

1 

0 

4 

0 

0 

0 

1 

0 

15 

0 

CajQJf:ate/Grnm or 

ML 

367 

200 

33 

133 

33 

500 

3810 -,. Only 1 plate available for evaluation. 

3810 blood 0 

L. ,·euterl g~llOl)'J/e lA 

l. rell/eri genotyp,i I B 

L 1·,r11eri genolype 2 

Lncrobacilli., 

Cor_y1U'bacfr!r lt1m 

L(le£ol!otru.r 

Ugi/r,crabacllht• 

L11e1r:,boLJIIJ11s 

/ Gram Taxa /G ram Taxa / Gram 

WO 1organella, 33 Stophylooocc11s 6 / 

33 lischei , chin/Shi gel/ al 33 

133 Lucrobaci/Jw 67 

33 

67 ltwrobu~ illus 33 L. rerrreri genotype 'l 33 

33 

133 l.ac.tococcus 167 L. reuterl genotype 2 67 

67 Streplacoccu11 33 Mixed colony 33 

Group l 
Female 

3816 mes In 

3816 liver r------
3816 blood 

3817 mes In 

0 

0 

0 

4 133 Lac1ococct1s, I of 3 J3 Sb·eptococw., 67 Ligilaclobaci//r,s 33 

16 
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3817 

3817 

381.8 

3818 

3818 

3819 

3819 

3819 

3820 

3820 

3820 

liver 3 100 

blood 0 

mes In 90 3000 

liver 0 

blood 0 

mes In 30 1000 

liver' 3 150 
• Only1 plates available for evaluation 

blood 16 53 

mes In 9 300 

live r l 33 

blood 0 

L11cwbaai/Jm 

f.,11: toboril/1« 

L-1·@111tffi ge.nclype '! 

Lm·tobnri/111, 

/reptococcus 

Bar.fem/des 

R.«hei·irh;.,/Slugella 

fi;,,·ga11ella 

33 ~fllOl'tJOOeCUS 33 Mixed colony 33 

2420 Staphy/ococcu, 187 t'sclierichin/Shige//a 267 

93 Strepl txOrJ<;?IS 33 

833 l. re uteri genotype 2 133 StreplococrJI.~ 33 

100 f..,flcto,·ac,:m 50 

J67 /tn(Pt'QC<Jt'CI~ 33 Str1ph_vTnrm·i:11s 33 

67 

33 

Group 2 
Male 

382S 

3825 

3825 

3826 

3826 

3826 

3827 

3828 

3826 

mesln 0 

liver 0 

blood• 4 200 

•onlv2 pJate.s availableforevaJuation 

mes ln 19 633 

liver 2 67 

blood 0 

mes In 0 

liver a 
blood a 
mes In 4 133 

liver 0 

L ,·e11leri genocype 2 

La~torottus 

PrC11e11s 

f ,11t:1obncil/w 

S11·ep1ococci1s 

100 L11a1r1h11c iJJus so L. retJ/eri geno.type l B 50 

400 !,,nctahMil/u:< 100 l. re// leri genotype 2 100 

33 

33 l"'u~1ru.•oc,:1is 33 

67 Morg,me/111 3,3 L reurerl genotype 1B 33 

17 
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3826 

3830 

3830 

3830 

blood 0 

mes In 33 

liver 0 

blood 0 

Baci//115 33 

Group 2 
Female 

3836 

3836 

3836 

3837 

3837 

3837 

3838 

3838 

31138 

3839 

3839 

3839 

3840 

3840 

3840 

mes I~ 10 333 

/Iver 0 

blood 0 

me; /n 0 

liver 0 

blood 0 

mesln 0 

liver 3 100 
blood 0 
me~ 
In• 4 200 

• Only 2 plates avaTiable for evaluation 

liver• 0 

• On /y"2 plates available for evaluation 

blood 

mes In 

/Iver 

blood 

0 

1 

1 

0 

33 
33 

S1np1ocoect1s 

Ma,-ganellt1 , 

S1t1ph>10<!0C ,,. 

L. re111eri genotype ·, 

L. r e11rerl genotype; 

200 Hnterotoec:us 

67 Sb'•ptoro~'i'us 

100 Str•plOCOCl'1/S 

33 

33 

1D0 LutJOOOCt' II 

33 

100 

:n 

Group 3 
Male 

3846 

3846 

mes In 

liver 

775 

9 

25833 
3 00 

l!.,r.herichiu/S/,ige/1,•' 

Esche,'/chia!Shigel/al 

24433 E1lle,·ocorcus 

160 l,. rcutari genotype 2 

t.. remerf geno\~)le 
1367 IA 

53 L,. re.urerl genotype I B 

33 

,3 

18 
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3846 

3847 

3847 

3847 

3848 

3848 

3848 

3849 

3849 

3849 

3850 

3850 

3850 

blood 0 

mes In 0 

liver' 0 

• Only2,plate, available for evaluation 

blood 0 

mes In 0 

11\rer 1 33 

blood 0 

me~ln 2 67 

I1\rer 0 

blood 0 

mes In 8 267 

liver 3 100 

b lood 0 

Lat:.I OCOCC:U.f' 

f;J,-,J)IQCOCCl/S 

La<:fobtJ illus 

Ligilacrobacl/lm 

Cory,i,bacrerlum 

33 

33 

33 Esoh,r•i,hiti/Shigai/111 33 

l67 L. ,·eu1e1·i genotyi:e I R 67 Streprococcr, s 33 

67 fl1·01e ,,s 33 

Group 3 
Female 

3856 

3856 

3856 

3857 

3857 

38S7 

3858 

3858 

mes In 0 

liver 0 

blood 0 

mes In 20 667 

liver 7 233 

blood 0 

111esln 41 1367 

liver' 0 

• Only 1 plate available tor evaluatfon 

L11 1obuci/lw; 

Luctococcus 

Strept/JCON-1,s 

Mixed sequences 

Luctoboclllus 

L. reutel'i genotype 2 

433 LigilacJohaci//1,s 100 L . rmleri genotype 2 67 

33 Bacillus 33 

100 Lac1ohudllus &7 Ugiladobocil/us 33 

33 

433 Escl,~11,•h!a/Sl,lgeJ/al 573 E11ter0NJN:tts 220 

140 

19 
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3858 

38S9 

3859 

3859 

3860 

3860 

3860 

blood 0 

mes In 0 

11\<er 0 

blood 0 

mes In 8 267 

liver 1 33 
blood 0 

M.:irgtmetla 

L actobocilb,s 

153 Ente.rrx•occ::us 73 Eschcrlcl, i<t/SJ1ig~//11 40 

Group 4 
Male 

3 866 

3866 

3866 

3867 

3868 

mes In 110 3667 

11\rer 4 133 
blood . 0 

*-Only l plate avallable for evaluati on 

mes In 10 333 

liver • 0 

• Only l plate ava ilable tor evaluation 

blood 0 
mes In . ·4800 160000 

'Too numerous for accu ra te count 

3868 live r 147 4900 

3868 blood 0 

3869 mes In 47 1567 

Enterococcu.'1 

St,·,p1ococ<'!1,, 

L. r , w eri ge.nolype l A 

Ligi/ocJob(Jcil/m 

L. n llleri genolype l A 

I.. ,..,",,; genotype 2 

Ligilnclobaci/111, 

L,,e,obr,c/J/us 

Enterococcus 

E.•t /ler i 1,;,, .'fi/u.~ella 

L1gi/actob11r.illu, 

747 ffacherichia1Shige//al 2133 A1orgo11eJ/rt 533 

187 L . rer,r,,·; g<l!'lolype I 67 

133 

67 1,acrobo~i/his 67 

100 L ,.,,uteri _genrnype l B 100 

86000 l. ac1abm;JJJ11J 57333 L, r<euteri genotype lA. 12500 

4000 
l.,, reurer r geno1ype 

3627 l . reLJteri genotype 2 947 I 167 

40 Ligiluc1obac/l/11s, 40 EscJ,er/c/,f,i/Shlgel/<1 ao 

500 1.,aeJobricli/,,; 467 L reurer/ genotype 2 533 

33 l.1fl ' I OCQC:l 'll$ 33 

20 
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3869 

3869 

3870 

31,70 

3870 

liver 0 

blood 1 3 L_ ,·e111ari eenotvoe: I A 

mes In 125 4166 £sc/1eric/1in/Shigell,>' 

l,i_gil'1ctooaci//1~• 

liver 5 167 Ligilactobacil/us 

EscherlchialShigel/af 

~lood 0 

3 

2400 lm~tococ'-'tlS 800 Streprot•occrrs WO 

167 

33 Ente1·oco("'i·w- 33 Lac1obaci//11s 33 

33 .Mo!'ga11el/<1 33 

Group 4 
Female 

3 876 

3876 

3876 

3877 

3877 

3877 

3878 

3878 

3878 

3879 

3879 

3819 

3880 

3880 

3880 

mes In 92 3067 Hnterm·otew;, 

!.,. r e111,ri genotype LB 

live r 5 167 S1rep1ococc11.s 

blood 0 

me, ln 37 1233 Ladobac;J/m 

liver 3 Baclerofdes 

blood 0 

mes In Not AnalyZed • plates .available for evaluation 

liver 0 

blood' 0 

• Only 1 olate ava i lable for evaluation 

mes In 0 

liver 1 33 

blood 0 

me, ln 387 12900 Lactoboc/1/us 

L ,·euteri ~enolype 2 

live r 1 33 S11·rplocacc1is 

blood 0 

J 507 rt,,clteriehia/Shige/Ja 693 f.Jgilacu,baoil/11, :,;7 

267 f..ac1obocil/us, 33 

67 Lacto/;acillus 67 L reuteri genotype 2 33 

981' l!.s~lro,·ithilllShige/Ja 247 

67 Sn·eptoraccu., 33 

6100 Em,,-ocoecu 4480 Esrhcr/c/,1<;'$11/gellu 1200 

1120 

33 

21 
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