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Retrieval of critical toxicological findings and differentiating Study Report (SR) Domain
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. : ' / - -, . . SRRISK Risk Level Associated with Char Record Qualifier A toxicity risk indicator. Can be one of: NOEL, LOEL, NOAEL or LOAEL. Perm
of large pre-clinical data sets. QIS linitiative
SRGRP Group Identifier Num Record Qualifier Number of the treatment group in which the finding was observed Req
SR%AGE Scale of this Finding Num Record Qualifier An estimate (%age) of the number of subjects in the treatment group that were affected this severity Perm
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'The eTRANSAFE project has identified the need to consolidate ] R
* * 4 * * SRDY Study Day of Finding Num Timing Day on which the finding was observed. Can be blank for time-course observations (e.g. clinical signs, Perm
* bodyweight, bodyweight gain, etc.).
o L o o RDOMAIN Domain of Finding Char (SDOMAIN) Topic Domain in which the finding was observed. Supported domains are: BW, BG, CL, DD, FW, LB, MA, MlI, Req
pre-clinical stuay outcomes, as expressed In stuay reports, wit OV P.T5. 5,66, and . ut o sop domalnsr: P, € andl Tl e domarts
’ ’ SRSPEC Specimen of Finding Char (SPEC), (BODSYS) Record Qualifier Specimen in which the finding was observed. This is not required for all domains. For CL (Clinical Signs) | Perm
domain, (BODSYS) is used instead of (SPEC).
° b e b SRTSTCD Test Short Name Char (BGTESTCD), (BWTESTCD), Record Qualifier Short name of the measurement, test, or examination relating to the finding. The controlled term list Perm
the corres ponding stu Y measureme Nt data It holds In Its - (DDTESTCD),  (EGTESTCD) bty B i s
(FWTESTCD), (LBTESTCD),

(OMTESTCD), (PKPARMCD), For some domains (e.g. CL, MA, M, etc.) there is no associated test so this field can remain blank.

(SCVTSTCD),  (SRETSTCD)
(TFTESTCD),  (VSTESTCD)

based pre-clinical data warehouse.

SRFNDNG Finding Char (FXFINDRS),  (NEOPLASM), Record Qualifier Finding in those cases where there is no associated test (such as for domains CL, MA, Ml, etc.). There Perm
(NONNEO) may be controlled terms (depending on the domain). If not, the finding can be obtained from a local
list (created and maintained via the OntoBrowser).
{ ° ) ° SROBSV Manifestation of Finding Char Result Qualifier “1” = Increase, “D” = Decrease, “P” = Present. Req
It has created a Study Report (SR) ‘Domain’ which allows
This is an extensible list — to be agreed.
SRSEV Severity of Finding Char (SEV) Variable Qualifier Severity of the observation. Can be blank. Perm
b . b SRSIGF Statistical Significance Char Variable Qualifier Statistical significance of the observation: Perm
sponsors to assemble the important findings from a study
SRTRTEF Treatment-Related? Char (NY) Variable Qualifier “Y” = finding is treatment-related; “N” = finding is not treatment-related; “U” = uncertain; “NA” = not Req
applicable.
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~—Name of finished product———— STUDY REPORT
L. ref. to III.B
Pale faeces were noted under the cages of males and females receiving 2500 or 5000 mg/kg/day SUPPLEMENTARY

Name of active ingredient———— SHEET

Th e S R DO ma i N h as bee N po p u Iate d MENIE I Iy by eT RA N SA F E »([S:f:ft?j:nd 5) from Week 6. There were no other clinical findings attributable to treatment with the e

REPEATED DOSE TOXICITY Subacute Toxicity (up to 3 months)

. ° Myw—elgm Ref. to document.:Volume: Page: to ) Addendum No. :
CO nSO rtl u m m e m be rS ( E F P IA) a n d fo u n d to be ﬁt fo r p u rpose . Females receiving 2500 or 5000 mg/kg/day gained slightly less body weight than the control group feporr dare: Number; - ztudy jenOdG(yearz): 19:3—94 :
(p<0.05 and p<0.01 respectively for Week 0 to 13 gain) during the course of the study. Other groups of I R R | I T e Ml CE bt s
females had similar body weight curves to that of the control. There was no consistent pattern of Clinical Observations
h d f ? I I I . h 1 1 variation in the male body weights to indicate an effect of treatment. rate faeces g ! g '
Methods for automatically populating the SR Domain using text rriton e mogie -

Alkaline phosphatase activities for high dose females tended to be higher than those of the controls. Clinical Chemistry

mining and data analytics are currently under investigation. The diftcrence 2 of amall magnitade-and o8 thers was no smiar fining for males s relaionein t o

treatment was regarded as uncertain. Alkaline phosphatase activities for the other female groups and all
groups of treated males were comparable with those of the controls. There was no consistent pattern of

Since the Iinking Of treatment EﬁeCtS to measurement data iS variation in the other parameters to indicate an effect of treatment.

Relative Organ Weights

Relative Organ Weights
Kidneys I+* TI+** T4+** I+*
(n=11) (n=12) (n=12) (n=12

C riti Ca I |y i m po rta nt’ t h e S R DO m a i n CO u Id fO rm t h e ba S i S Of a Kidney \/f/eigh'fs for treated mal-es were higher (p<0.05 c?r P<O.91) tchan- those of the cont'rol.'Th.ere was
no relationship to dose and, in the absence of any similar finding in the females, this finding was
considered of doubtful toxicological significance. Kidney weights for treated females showed no pattern

Sta n d a rd t h at iS a d O pted a n d m a i nta i n e d by C D I SC, a S a n of variation to indicate an effect of treatment. Although in some instances variations from control

attained levels of statistical significance, they were either of insufficient magnitude or showed no

eXte n S i O n tO t h e S E N D Sta n d a rd . pattern to indicate an effect of treatment.

Explanations: D = decrease I = increase t = transitory r = reversible

ns = not significant * = p < 0.05 ** = < 0,01 ht = P € 0.001
+ = mild ++ = moderate +++ = severe [ ] = due to abnormal control value
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Hernatology For details see Appendix 1. No compound-related effect was observed. The statistically significant decrease in platelet count (p <0.05) observed in |=|¥| - ‘ O m u t a l I O n a M et o
female animals of the mid @6Se group of 2 mg/kg on day 25 was not considered to be compound-related because of lack of dose-dependency. ¥ BSC
Urinalysis For details see Appendix 2. No compound-related effect was observed. None of the findings observed in URRE of treated animals, such as bloed and ] ANATOMY
E\rﬁu:zﬁpdvgr:dc;;;srﬂir:: to be compound-related. either because they were also seen in JFIRE of control animals, occurred only sporadically and/or because of v DOSE DURATION
i~ | 3'_ -
Biochemistry For details see Appendix 1. No compound-related effect was observed. None of the statistically significant differences in biochemical parameters ¥| DOSE_FREQUENCY . I I I . d . I f d See Poster PP11 for
were considered to be compound-related because of the following reasons listed in TT 6. Furthermore, increases in AST associated partly with increases in ALT v DOSE QUANTITY . - ] ] .
were observed in individual animals of the low (animal no. 78, 79}, mid (animal no. 84) and high dose group (animal no. 85) on day 2. These changes were not _ Pu rpose : AUtO m atlca y po p u ate SR DO mains I reCt y rom S E N D atasets a detailed discussion
considered to be compound-related because of lack of dose, -and time dependency. v| FINDING
v GROUP .. ]

Coagulation For details see Appendix 1. The following compound-related were observed at the high dose of 20.0 mg/kg -decrease in fibrinogen (p . /
=0.01) as well as slight prolongation in thrombin time (n.s.) on day 25; reversible on day 53. hd S e T e U Sage * I n d VI d u a I b u I k p rOCESSI ng Of Stu dy d ata SEtS Vagina, Reproductive (estrous) cycle -
Post mortem examination ~— | ¥] NO_TREATMENT_RELATED_TRIGGER Liver, Infiltrate, inflammatory cell =
Necropsy findings No compound-related effects were observed. Detailed table of all summarized macroscopic findings is given under “Text of Gross and =| | [ Kidney, Deposition/accumulation -
Micrescopic Findings™ in Appendix 3. None of these findings was attributed to treatment with the test item. _ | BSK_LEVEL De pe ] d en Cl es: Res u Itl ng S R_ DO ma | NS req u | re 100% QA Kidney, Mineralization -
Organ weights No compound-related effects were observed. Detailed table of the summarized organ weights is given in Appendix 3a. Kidney, Regeneration
.3 Microscopic findings The following compound-related histopathological findings were noted at the end of 4-week treatment period (TT 7}: At the low dose of ] SEX Kidney, Hyperplasia
0.2 mgikg and higher: -hepatocellular hypertrophy in the liver with increasing incidence and severity: -acinar hypertrophy of the parotid gland. In v| SPECIES Vagina, Cycle, estrus
addition, at the mid dose of 2.0/ mg/kg and higher: -acinar hypertrophy of the intraorbital lacrimal gland. In addition, at the high dose of 2000/ mg/kg 1.0 10 — posterior (logistic) distribution Kidney, Basophilia

-acinar hypertrophy in the mandibular glands. No compound-related changes were noted in animals of the high H888gralp at the end of the v| SPECIMEN o - Eackgmundfate distribution Liver, Vacuolation
recovery period indi_i:ating full rever_sib_Hity of t_he effects observed after treatment. All other histopathologic findings in this study were spontaneous or incidental | STATISTICAL_SIGNIFICANCE £ = — observation distribution Peripheral nerve, Demyelination
or were observed with comparable incidence in both the control and test item-treated groups. Thus none of these finding was attributed to effects of the test | STUDY DAY FINDING g %81 o 81 Peripheral nerve, Degeneration
item. The individual concentrations of determined in SSHlI of Cynomolgus monkeys after administration of the test compound as well as the ] - - ° § Liver, Inflammation
individual pharmacokinetic parameters are summarized in Appendix 4. In the lowest dose group, no pharmacokinetic evaluation was performed due to »] STUDY DOMAIN 806 T 5 Liver, Lymphohistioplasmacytic inflammatory cell infiltration
insufficient number of samples above the lower limit of quantification (LLOQ, 0.2 ng/mL). In the medium and high des& group, a high inter-individual variability v STUDY TESTCD 2 § Parotid gland, Hypertrophy
of BEFliM concentrations was observed. Maximum concentrations of the test compound were generally observed at 1 h after the m administration of | = T g Kidney begeneration =

indicating a moderate-fast absorption from the gastrointestinal tract. Systemic exposure and maximum EBRN concentrations increased almost to the v STUDY_TYPE 5 0.41 > 41 Kidney, Degeneration, tubule —

same extent as the dese from the medium to the high dose. Mean systemic exposure of and trough ESFUM concentrations at B4R after ] TREATMENT RELATED TRIGGER 2 3 Va'gina Cycle matastrus =
administration tended to increase after daily repeated administration over the treatment peried of 28 days. TF 1 : 1 Dose adjusted systemic exposure . R 02 g 5 parotid gland. Focus. h ert'ro hic' basophilic —
(AaucC({0-6h}) in female Cynomolgus monkeys after [EFaGEstNE 2dministration of ZK 283197 (individual values from group 3andd)............ 0:-:eD 28 C4.) BsC_OTHERS 5 s grand, ' \Sf,p . pC f di pt -

Nonclinical Study Report Nonclinical Drug Safety Study No: Page: 7Tof 31 3. Synopsis 3.1 Study ¥ Original markups < cid ?fma' yct,e' 'fsb"fsr _ - Male
objectives is a selective estradiol receptor-8 (ER-B} agonist to be developed for the treatment of hot flushes in postmenopausal women with 0.0 0 idney, Regeneration, tubule Jimms— Female
TE‘-I--I.I-I j}i', -:_; CI} 1‘0 2‘0 3’0 4‘0 5‘0 0:0 0:2 0:4 0:6 0:8 1:0 0 lb 20 30 40
Pharmacokinetic parameters were calculated from individual B8Rl concentration time-profiles of 4 female Cynomolqus monkeys per @888 qroup using the Dose Incidence rate (proportional) pathology rate (%)
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