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 Multiple regulatory agencies have released new guidelines permitting the use of devTOX Accurately Predicts Developmental Toxicity Potential Across a Wide Range of Mechanisms devTOX? Performance Scored Against
Human Therapeutic and In Vivo Exposures
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prediction are highlighted in yellow.
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devTOX9” Results for the ICH S5(R3) Reference List

P
Human Human Dev Tox devTOX4%? Rat Rat Rat In Vivo devTOX%? Rabbit Rabbit Rabbit In Vivo devTOX4%? Rat & Rabbit Pr:?lrc-l’;gmfvs.
Drug CASRN dTP (uM) TP (M) Therapeutic Total (1st Tri) [1] Prediction vs. NOEL C,, ., LOEL C,, ., Dev Tox [1] Prediction vs. NOEL C, ., LOEL C,,.., Dev Tox [1] Predic_tinn VS. Cnn_ll?ine-_d Rat/Rabbit
C.ax (HM) [2] Human C,* (M) [2] (M) [2] Rat C..,° (uM) [2] (M) [2] Rabbit C,,,© Classification Combined
Acitretin 55079-83-9 0.025 ND 2.4
Aspirin 50-78-2 795 2,415 39.3
Bosentan 147536-97-8 128 165 2.0
Busulfan 55-98-1 2.5 6.3 0.5
Carbamazepine 298-46-4 0.6 ND 49.5
Cisplatin 15663-27-1 0.03 0.2 14.4
Cyclophosphamide 50-18-0 ND ND 406
Cytarabine 147-94-4 0.04 0.2 11.5
Dabrafenib 1195765-45-7 0.4 0.3 4.9
= | Dasatinib 302962-49-8 0.003 0.05 0.3
W | Fluconazole 86386-73-4 2,228 ND 29.6
% Fluorouracil 51-21-8 1.3 1.6 223
E Hydroxyurea 127-07-1 4.0 239 684
2 | Ibrutinib 936563-96-1 0.6 10.3 0.3
E Imatinib 152459-95-5 15.3 32.5 7.5
"E Isotretinoin 4759-48-2 0.003 ND 1.1
E Methotrexate 59-05-2 0.04 0.06 4.7
& | Pazopanib 444731-52-6 0.2 2.1 133
% Phenytoin 57-41-0 119 173 57.5
Q | pomalidomide 19171-19-8 0.01 N 0.3 Suspected
Ribavirin 36791-04-5 1.5 204 15.1 Suspected
Salicylic Acid 69-72-7 778 1,377 327
Tacrolimus 104987-11-3 27.0 12.4 0.04
Thalidomide 50-35-1 0.09 ND 2.4
Topiramate 97240-79-4 3261 4205 39.8
Tretinoin 302-79-4 0.0001 ND 1.3
Trimethadione 127-48-0 10,087 ND 299
Valproic Acid 99-66-1 162 639 1422
Vismodegib 879085-55-9 58.8 ND 30.9
Acyclovir 59277-89-3 ND ND 3.0
Amoxicillin 26787-78-0 ND ND 20.5
Cetirizine 83881-51-0 29.2 ND 0.9
Chlorthalidone 77-36-1 ND ND 18.6
Clindamycin 18323-44-9 ND ND 7.1
ﬁ Cyclobenzaprine 303-53-7 0.3 ND 0.09
L | Desloratadine 100643-71-8 16.3 19.7 0.01
E Doxylamine 469-21-6 53.7 ND 0.4
E Erythromycin 114-07-8 165 ND 2.7
5 | Hydrochlorothiazide 58-93-5 ND ND 1.7
'T: Maraviroc 376348-65-1 ND ND 1.7
'g Metoclopramide 364-62-5 ND ND 0.2
g_ Nizatidine 76963-41-2 ND ND 4.1
% Oseltamivir 196618-13-0 ND ND 0.2
o | Saxagliptin 361442-04-8 ND ND 0.08
i Sitagliptin 486460-32-6 ND ND 1.0
E Sulfasalazine 599-79-1 124 ND 15.1
Tapentadol 175591-23-8 23.5 342 1.0 3.5 5.3 0.7 2.6
Tegaserod 145158-71-0 3.1 4.3 0.01 0.2 NE 0.7 NE
Vildagliptin 274901-16-5 ND ND 2.2
Zaleplon 151319-34-5 92.6 307 0.3 11.6 60.6 8.6 NE
Zidovudine 30516-87-1 169 ND 5.0 Inc. 36.6 110 103 347

Notes: DT: Developmental Toxicant; DT-E: Developmental Toxicant main effect of chemical is embryo lethality; Suspected: Drug expected to cause developmental toxicity based on MOA; NON: Non-Developmental Toxicant; Inc.: Human studies have been inconclusive or inconsistent; HD: High doses; ND: no effect detected within the exposure range tested;

NE: No developmental effects observed in studies; NA: NOEL dose not determined; n.d.: no data available or not tested/determined. A: Scored against human therapeutic C,,,; B: Scored against rat NOEL or LOEL C_.,; C: Scored against rabbit NOEL or LOEL C_.,. D: Combined classification based on more sensitive species. Rat and rabbit C_,, values used for
prediction are highlighted in yellow.
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devTOX9” Accuracy
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Example devTOX9” Results
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