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" Frequency data obtained from gnomAD v2.1.1. Note Panel variant numbers go from 1-22 but there is no variant 4 or 18. * results presented were from a combined
analysis of rs3918290 and rs67376798. Activity score 1: Activity scores for per variant allele [14] and listed in https://api.pharmgkb.org/v1/download/file/attach-
ment/DPYD_Allele_Functionality_Table.xlsx (last accessed 04/10/2020). Activity score 2: Activity scores per allele using grading system according to DPWG [15]. For



this score the authors include the category “PHENO” which means phenotyping by measuring DPD enzyme activity in peripheral blood mononuclear cells (PBMCs) or
to measuring the uracil concentrations in plasma or urine is recommended by DPWG Activity score 3: Where no activity score had been calculated for a variant we
scored variants based on their association with DPD deficient phenotype and the available supporting functional evidence. Functional DPD alleles would score 1 in all
three scores. For heterozygous individuals with one copy of a DPD deficiency variant allele their activity score would be 1+ the scores shown in Table S1 and this score
can be used to determine the correct dosing recommendation from CPIC and DPWG publications [15,16].

Table S2. Measures of diagnostic accuracy used to select a panel of variants for predicting 5-FU induced toxicity.

Model

True

False

False

True

Number Test Toxicity Outcome Negative Negative Positive Positive Sensitivity Specificity AUC LR+ LR-
CPIC 2018 High level of evidence vari- Toxicity induced 794 0 49 2 1.00 0.94 097 1720 0.0
ants Death
CPIC 2018 High level of evidence vari- Haematological 784 10 45 6 038 0.95 066 691 066
ants 012v34
1 CPIC 2018 High level of evidence vari- Haematological 790 By 49 ) 0.50 0.94 072 858 053
ants 0123v4
p  CPIC2018 High l:;f: ofevidence vari- 1y hoea 012v34 705 89 39 12 0.12 095 053 227 093
p  CPIC2018 High 1:;2 ofevidence vari- 1 hoea 0123v4 786 9 50 1 0.10 094 052 167 09
1 CPIC 2018 High level of evidence vari- Mucositis/Stomatitis 785 9 47 4 031 0.94 063 545 073
ants 012v3
p  CPIC2018 High l:;f: ofevidence vari- ) 121 012v34 539 255 2 29 0.10 096 053 260 093
p  CPIC2018 High 1:;2 of evidence vari- g 515034 622 172 35 16 0.09 095 052 160 097
CPIC 2018 plus rs777425216 and Toxicity induced
2 P otoss et 791 0 52 2 1.00 094 097 1704 000
CPIC 2018 plus rs777425216 and Haematological
2 P otoss P, 782 9 47 7 0.44 095 069 811 059
CPIC 2018 plus rs777425216 and Haematological
2 P 01088 O1oms 790 1 51 3 0.75 094 084 13.00 027
2 CPIC2018 plus rs777425216 and 1y hoea 012v34 703 88 41 13 013 095 054 246 092
1s1801288
2 CPIC2018 plus rs777425216and 1y, poea0123v4 782 9 53 1 0.10 094 052 165 096
rs1801288
CPIC 2018 plus rs777425216 and ~ Mucositis/Stomatitis
2 P o 01203 783 8 49 5 0.38 094 066 636 066
2 CPIC 2018 plus rs777425216 and Global 012v34 536 252 23 31 011 096 053 284 093
151801288
2 CPIC 2018 plus rs777425216 and HFS 012v34 617 170 37 17 0.09 094 052 161 09
151801288
Model 2 was selected in favour of the CPIC 2018 variants (model 1)
3 Model 2 plus 1512022243 TOX‘CEZ;E‘“C“ 487 0 356 2 1.00 058 079 237 000
3 Model 2 plus rs12022243 Hae’é‘f;g;‘;gml 483 4 346 12 0.75 058 067 180 043
3 Model 2 plus rs12022243 Haeg‘fzt;’i‘;gml 487 0 354 4 1.00 058 079 238 000
3 Model 2 plus rs12022243 Diarrhoea 012v34 443 44 301 57 0.56 0.60 0.58 139 0.73
3 Model 2 plus rs12022243 Diarrhoea 0123v4 484 3 351 7 0.70 058 064 167 052
3 Model 2 plus 1512022243 Mums‘gls;it;ma““s 485 2 347 1 0.85 058 071 203 026
3 Model 2 plus rs12022243 Global 012v34 360 127 201 157 0.55 064 060 154 070
3 Model 2 plus rs12022243 HFS 012v34 402 85 255 103 0.55 061 058 141 074
4 Model 2 plus rs12132152 TOX‘CEZ;E‘“C“ 747 0 96 2 1.00 089 094 878 0.00
4 Model 2 plus rs12132152 Haematological 4 9 91 7 0.44 089 066 399 063
012v34
4 Model 2 plus 1512132152 Hae;‘f;;izgmal 746 1 95 3 0.75 089 082 664 028
4 Model 2 plus rs12132152 Diarrhoea 012v34 661 86 83 15 0.15 0.89 0.52 133 0.96
4 Model 2 plus rs12132152 Diarrhoea 0123v4 738 9 97 1 0.10 0.88 049 086 1.02
4 Model 2 plus rs12132152 Mucos‘glsft;’ matitis 249 7 92 6 0.46 089 068 417 061
V
4 Model 2 plus rs12132152 Global 012v34 520 27 41 57 0.20 093 056 275 086
4 Model 2 plus rs12132152 HFS 012v34 597 150 60 38 0.20 091 056 221 088




Toxicity induced

5 Model 2 plus rs2612091 232 0 611 2 1.00 028 064 138 000
Death
5 Model 2 plus rs2612091 Haeg‘fzts;‘;gml 230 2 599 14 0.88 028 058 121 045
5 Model 2 plus 152612091 Hae‘é‘fzt;’izgmal 231 1 610 3 0.75 027 051 103 091
5 Model 2 plus rs2612091 Diarrhoea 012v34 209 23 535 78 0.77 028 053 107 081
5 Model 2 plus rs2612091 Diarrhoea 0123v4 227 5 608 5 0.50 0.27 039 069 1.84
5 Model 2 plus rs2612091 Mucos‘glsfvt;’ma“tls 230 2 602 11 0.85 028 056 117 056
5 Model 2 plus rs2612091 Global 012v34 178 54 383 230 0.81 032 056 119 060
5 Model 2 plus rs2612091 HFS 012v34 197 3% 460 153 0.81 030 056 116 0.62
6 Model 2 plus rs895819 TOXIC;;;E?“CM 335 0 463 2 1.00 042 071 172 000
6 Model 2 plus rs895819 Haematological = )¢ 6 455 10 0.63 042 052 108 089
012v34
6 Model 2 plus rs895819 Hae;‘f;;’i‘;gml 334 1 162 3 0.75 042 058 129 060
6 Model 2 plus rs895819 Diarrhoea 012v34 311 24 39 69 0.74 044 059 132 059
6 Model 2 plus rs895819 Diarrhoea 0123v4 334 1 457 8 0.89 042 066 154 026
6 Model 2 plus rs895819 Mucos‘glséit;’ma“tls 333 2 454 11 0.85 042 063 147 036
6 Model 2 plus rs895819 Global 012v34 235 100 299 166 0.62 044 053 111 085
6 Model 2 plus rs895819 HFS 012v34 262 73 364 101 0.58 042 050 100 1.00

Models 3-6 were rejected based upon the reduced specificity of predicting toxicity induced death and haematological toxicities. Next examined clini-
cal utility of common variants associated with toxicity to predict diarrhoea and HFS risk separately

7 rs895819 Diarrhoea 012v34 340 29 373 63 0.68 0.48 0.58 131 0.66
7 15895819 Diarrhoea 0123v4 368 1 428 8 0.89 0.46 068 165 024
8 1512022243 Diarrhoea 012v34 505 51 243 45 047 0.68 057 144 079
8 1512022243 Diarrhoea 0123v4 552 4 282 6 0.60 0.66 062 177 0.0
8 1512022243 HFS 012v34 450 106 237 88 0.45 0.66 056 131 0.83
9 152612091 HFS 012v34 218 40 468 153 0.79 032 055 116 0.65
10 1512132152 HFS 012v34 662 168 25 25 0.13 0.96 056 356 090
11 152612091+r512132152 HFS 012v34 212 31 474 161 0.84 031 057 121 052
12 152612091+r512022243 HFS 012v34 144 23 542 170 0.88 021 054 111 057
13 1512022243+1512132152 HFS 012v34 440 93 247 100 052 0.64 058 144 075
14 all three HFS 012v34 148 20 543 175 0.90 021 056 114 048
15 all three (cut point 2) HFS 012v34 425 81 266 114 0.58 0.62 060 152 0.8
Model including rs2612091 and rs12132152 has too low specificity to be clinically useful for predicting non HFS toxicities
16 Model 2 and Model 11 combined TOXIC;;i;?}fuced 220 0 622 2 1.00 026  0.6306 135 0.00
16 Model 2 and Model 11 combined Hae‘;‘f;j;‘igmal 218 2 610 14 0.88 026 05691 1.19 047
16 Model 2 and Model 11 combined Haeg‘fzt;’i‘;gml 219 1 621 3 0.75 026 05054 101 096
16 Model 2 and Model 11 combined Diarrhoea 012v34 198 22 545 79 0.78 0.27 0.5243 1.07 0.82
16 Model 2 and Model 11 combined _ Diarrhoea 0123v4 215 5 619 5 0.50 026 03789 067 194
16 Model 2 and Model 11 combined Mucos‘glséit;’ma“tls 218 2 613 11 0.85 026 05542 115 059
16 Model 2 and Model 11 combined Global 012v34 175 45 386 238 0.84 031 05765 122 051
16 Model 2 and Model 11 combined HFS 012v34 192 28 465 159 0.85 0.29 0.5713 1.20 0.1

Models being compared: NM_000110.3: ¢.2846C>T, NM_000110.3: ¢.1905+1, NM_000110.3:c.1679T>G, NM_000110.3:c.1236G>A) (CPIC 2018, model
1), CPIC 2018 + NM_000110.3:¢.257C>A +NM_000110.3:c.703C>T (model 2) vs CPIC 2018 + NM_000110.3:¢.257C>A +NM_000110.3:c.703C>T +
NM_000110.3:¢.1906-14763G>A (model 3), CPIC 2018 + NM_000110.3:¢.257C>A +NM_000110.3:¢.703C>T + rs12132152 (model 4) , CPIC 2018 +
NM_000110.3:¢.257C>A +NM_000110.3:¢.703C>T + rs2612091 (model 5) CPIC 2018 + NM_000110.3:c.257C>A +NM_000110.3:¢c.703C>T + rs895819
(model 6), 1s895819 (model 7), NM_000110.3:c.1906-14763G>A (rs12022243) (model 8), rs2612091 (model 9), rs12132152 (model 10), rs2612091+
rs12132152 (model 11), rs2612091+ rs12022243 (model 12), rs12022243+ rs12132152 (model 13), rs2612091+ rs12022243+ rs12132152 cut point 1
(model 14), rs2612091+ rs12022243+ rs12132152 cut point 2 (model 15).



Table S3. Genetic markers included in other tests to predict toxicity if treated with capecitabine and other fluoropyrimi-

dine based therapy.

Genetic Markers
Panel Designa- Genetic Markers Genetic Marker Unique to This

Dosing Recommendations
& Notable Test Feature

tion Included (no.) Details Test when Com- Summary
pared to Model 2
Model 2 20 (18 ige.neral tox- see Table. S1 for N/A Yes, see Table 2 for details 2 genetic markeré included associated with
icity) details risk of HFS
CPIC 2013 1567376798,
guideline 3 rs3918290, N/A Yes[2]
markers 1555886062,
- R
1567376798, This provider ! with a test
rs75017182 (a  based on these markers returns . . .
rs3918290, . .~ One provider of this test updated website to
CPIC 2018 proxy rs56038477 predicted DPYD enzyme activ- . .
o 1rs55886062, . . . . include recommendation that genotype of the
guideline is included in ity for all 4 variants (0% for . .
4 1575017182 L decreased function variant rs115232898
markers (same Model 2 which in  rs3918290 and 55886062 and e . .
(c.1129- L. (c.557A>G) p.(Tyr186Cys) in individuals with
as model 1) 5923C>G/HapB perfect LD in with50% for rs67376798 and HapB3) African ancestry should be assessed
3) p rs75017182) and makes reference to CPIC ¥ shotl
2018 clinical guidelines
Provider 2 recommends dose
reductions or alternative ther-
apy for rs3918290 and
1567376798, rs55886062 (50%), rs67376798
rs3918290, and HapB3 (25%). Dose reduc-
PIC 201
¢ rscl . (? 1185an 5 rs55886062, rs1801158  tion of 20% and followed by in-
1556038477 cremental dose increase for
rs1801158 rs1801158. No fluoropyrim-
idines for homozygote
153918290 and 75% dose for any
other compound heterozygotes
1867376798, Yes, recommendations based Ptil::t?rtl}éiltc tleasst;rrlf lce(:;l;l(r)l;rtl}gletiit(l‘ltg 251(})911;2_
CPIC2013and 4 (+phenotype  rs3918290, , recomme P cneogenots
. N/A on combination of genotype natural uracil substrate (U) and its metabolite
1572549309  testing see notes)  rs72549309, 5 . .
1555886062 and phenotype test 3. dihydrouracil
(UH2).

1 https://www .exeterlaboratory.com/genetics/prediction-of-5-fluorouracil-toxicity/ (last accessed 04/10/2020); 2 http://www.viapath.co.uk/our-
tests/mutation-analysis-dpd-for-5-fluorouracil-toxicity (last accessed 04/10/2020); * https://www .eurofins.ie/biomnis/latest-news/dpd-deficiency-

testing-and-therapeutic-drug-monitoring/ (last accessed 04/10/2020).



Table S4. Measures of diagnostic accuracy of model 2 and model 11 compared to alternative testing panels currently

available in the UK.
T Fal Fal T
Test Toxicity Outcome e a'se ase rue Sensitivity Specificity NPV PPV AUC LR+ LR-
Negative Negative Positive Positive
Toxicity induced o) 0 52 2 1.00 094 100 004 097 1621 0.0
Death
Ne“tmp;“a 012v 2 9 47 7 0.44 094 099 013 069 7.72 0.60
Nemmperla 0123V g0 1 51 3 075 094 100 006 084 1237 027
Diarrhoea 012 v34 703 88 41 13 0.13 094 089 024 054 234 092
Model 2
Diarrhoea 0123 v4 782 9 53 1 0.10 094 099 002 052 158 096
Mucositis/ Stomati- ) 8 49 5 038 094 099 0.09 066 653 065
tis_012v3
Global 012 v 34 536 252 23 31 038 094 099 009 053 653 065
HFS 012 v 34 617 170 37 17 0.11 096 068 057 052 266 093
Model 11 HFS 012 v 34 212 31 474 161 0.84 031 087 025 057 121 052
Toxicity induced ¢\ ¢ 0 16 2 1.00 098 100 011 099 5400 0.00
Death
Neutmp;:la 02v o5 11 13 5 031 098 099 028 065 2043 0.70
Nemmperla 0123V g46 2 16 2 0.50 098 100 011 074 2694 051
CPIC 2013 and
NM_000110.3:c.299 302del ~ Diarrhoea 012v34 749 98 14 4 0.04 098 088 022 051 214 098
(rs72549309)
Diarrhoea 0123 v4 838 9 17 1 0.10 098 099 006 054 503 092
Mucositis/ Stomati- g, 12 16 2 0.14 098 099 011 056 761 087
tis_012v3
Global 012 v 34 575 273 6 12 0.04 099 068 067 052 408 097
HFS 012 v 34 663 184 13 5 0.03 098 078 028 050 138 0.99
Toxicity induced o, 0 84 2 1.00 090 100 0.02 095 998 0.00
Death
Ne“tmp;f"‘ 012v oy 10 80 6 0.38 090 099 007 064 3.8 0.69
Ne“tmp‘j“a 023v o 2 84 2 0.50 090 100 002 070 498 056
CPIC 2018 and
NM_000110.3:c.1601G>A  Diarrhoea012v34 671 83 70 16 0.16 091 089 019 053 171 093
(rs1801158)
Diarrhoea 0123 v4 747 7 84 2 022 090 099 002 056 220 087
Mucositis/ Stomati- - 9 82 4 031 090 099 005 060 310 077
tis_012v3
Global 012 v 34 514 240 44 4 0.15 092 068 049 054 1.89 092
HFS 012 v 34 591 163 62 24 0.13 091 078 028 052 135 096

Some of the tests available in the UK only contain the four variants with high level evidence in the CPIC 2018 review and recommended for clinical
testing by DPWG. The performance of these four variants versus the panel finally selected (panel 2 and panel 11 SNPs) can be seen in Table 2. NPV
= negative predictive value; PPV = positive predictive value; AUC = area under the curve.



Table S5. Comparison of the performance of model2 and model 11 to available commercial tests that are not identical to
the CPIC/DPWG high level evidence set of four variants.

AUC Difference Model 2/11 versus CPIC
2013 and NM_000110.3:¢.299 302del

Model 2 (or 11

AUC Difference Model 2/11 versus
CPIC 2018 and NM_000110.3:¢c.1601G>A

Outcome Tested  for HFS) AUC (rs72549309) (rs1801158)
95% CI (95%CI) (95%CI)
p 4
Death 0.999 -0.001 (-0.003-0.0002) 0.00004 (—0.0001-0.0002)
(0.999-1.000) p=0.09 p=0.61
Haematological 0.850 -0.166 (-0.430-0.098) -0.128 (-0.388-0.132)
0123v4 (0.592-1.107) p=0.22 p=0.34
Haematological 0.664 -0.057(-0.129-0.014) -0.043 (-0.1389-0.053)
012v34 (0.522-0.806) p=0.12 p=0.38
Diarrhoea 0.464 0.045 (-0.085-0.174) 0.040 (0.025-0.054)
0123v4 (0.338-0.591) p=05 p <0.0001
Diarrhoea 0.483 0.475 (0.427-0.522) —0.154 (-0.050-0.020)
012v34 (0.440-0.525) p =059 p=0.39
Mucositis/Stomatitis 0.631 -0.068 (-0.161-0.26) -0.102 (-0.238-0.033)
012v3 (0.472-0.790) p=0.16 p=0.14
Global 0.482 -0.005 (-0.0257-0.0149) 0.002 (-0.021-0.024)
012v34 (0.456-0.508) p=0.6 p=0.88
HFS 0.634 -0.184 (-0.232—0.135) -0.175(-0.221—0.130)
012v34 (0.594-0.674) p <0.0001 p <0.0001

Model 2 variants are used to predict all toxicities apart from HFS. Model 11 is used to predict HFS only.

Table S6. Details of patients classified as high risk or critical risk by model 2.

CTCAE Grade Event
Activ- Cycles Toxicit Muco-si- Cﬁ:)lseevlvlten Dose De-
Risk Geno- . y Y Thrombo- Neutro- Diar- Vomi-  tis/ Other Side Effects . lay (Cy-
b e(s) ity Re-  Induced cytopenia enia rhoea tin, Stom: (grade/cycle(s)) duction cle, Dela
typ Score { ceived Death ytop P 8 .. 8 Y made, % , . y
atitits . in Weeks)
Reduction
CRITICAL RISK PREDICTION
L S1801266ho- . 0 L3 o 1 2BA62 5131
mozygote 5
rs3918290 het- ) . With-
erozveote Respiratory failure drew af-
14 y8ote 0.5 1 1 4 0 3 0 3 secondary to neutro- NA ter/
HapB3 hetero- . .
penia. during
zygote i
first cycle
HIGH RISK PREDICTION
1 rs1801266 het- 1 8 0 1 1 0 1 Fatigue (3/1), dizzi- 3,25 31
erozygote ness (not graded/ 2)
With-
drew af-
18290 het-
p 183918290 het- 1 0 2 0 0 0 Dehydration (3/1) NA  ter/dur-
erozygote . .
ing first
cycle
Skin rash on face (not
g 109886062 8 0 1 2 0 1 graded/1), Fatigue ~ 2,25,4,25 no delays
heterozygote
(not graded/3)
g SOOI 8 3 11 0 0 225 23,31
heterozygote
rs3918290 het- 3 0 o 3 0 0 220 2131
erozygote
ISO7IT6TI 6 0 13 0 1 2,50 * 7.2

heterozygote




” rs3918290 het- 1 1 No .reduc— 24
erozygote tions
8 rs67376798, 1 0 325 233372
heterozygote
3918290 het-
9 rs e 1 0 Recurrent HFS (2/3,4) 5,30 no delays
erozygote
167376798 No reduc. "ihdrew
10 1 0 . after 2 cy-
heterozygote tions
cles
1 1567376798, 1 0 No .reduc— no delays
heterozygote tions
1 rs3918290 het- 1 0 4,22 42
erozygote
withdrew
5 TSOTTET8 2 Na  fter/dur
heterozygote ing first
cycle
16 rs67376798 1 0 2,50 2,1
heterozygote
With-
Neutropenic colitis drew af-
73767
17 1567376798 1 -9 and left ventricular NA ter/
heterozygote .
hypertrophy. during
first cycle
With-
drew af-
18 rs777425216 1 0 NA ter/
heterozygote i
during
first cycle
19 rs67376798 1 0 4,25 2,1,4,2
heterozygote
With-
drew af-
w o 0 w
yg during
first cycle
With-
drew af-
21 rs67376798 1 3 NA ter/
heterozygote .
during
first cycle
” HapB3 hetero- 15 0 0 no delays
zygote
23 HapB3 hetero- 15 0 Fatigue (1,3) 4,25 no delays
zygote
Skin rash (1,1), mus-
54 HapB3hetero- . 0 Cl?/ joint pain (1,2), 'fa— no delays
zygote tigue (1,3), dry skin
13)
25 HapB3 hetero- 15 0 Tremor (2,2) 3,30 no delays
zygote
Fatigue (1,1), glu-
2% HapB3 httstero 15 0 coseuria/hyper-glyce- 2,25,3,25
zygote mia (1,1)
Fatigue (1,2), dry,
HanB3 hetero. sore eyes (1,1), liver
27 P 15 0 dysfunction (1,5), pe- 4,25
zygote i
ripheral neuropathy
(17)
HapB3 hetero-
apB3 hetero 15 0 no delays

zygote




stopped af-

HapB3 h - 2 cycl
29 9P 3 hetero 15 Fatigue (2,2) ter 2 cycles no delays
zygote -bowel ob-
struction
10 HapB3 hetero- 15 625 41
zygote
31 HapB3 hetero- 15 Anxiety (l.ll)' cystitis No .reduc— no delays
zygote (2,4), fatigue (1,8) tions
0 HapB3 hetero- 15 Died of other causes No .reduc— no delays
zygote during cycle 4 tions
Fatigue (2,1), DVT 1 week de-
33 HapZB3 }(;:em 15 (3,5), liver dysfunc- lay due to no delays
8 tion (1,5) DVT
4 HapB3 hetero- 15 Fatigue (1,3), periph- No .reduc— no delays
zygote eral neuropathy (1,3)  tions
Altered taste (1,1),
35 HapB3 hetero- 15 dry skin (1,1), sor.e 75 no delays
zygote eyes (1,2), anorexia
(15)
36 HapB3 hetero- 15 Infection, ‘pulmonary 225 21
zygote embolism (4,7)
HapB3 h - -
gy HapB3hetero- -, Fatigue (1,5) O Lo delays
zygote tions
Shortness of Patient decision to
38 HapB3 hetero- 15 breath/cough (1,1) withdraw due to side
zygote ’ loss of appetite (1,2),  effects and caring
general pain (1,2) commitments
HapB3 hetero- Dl,‘y skin/hair (1’1_)' fa- No reduc-
39 Sveot 15 tigue (1,7) constipa- tion. no delays
ygote tion (1,7) ons
go HapB3hetero- o Sore eyes (1,2) 2,25 2,1
zygote
4 HapB3 hetero- 15 Anaemia (1,1), DVT No reduc- 82
zygote ’ foot (2,5), tions !
0 HapB3 hetero- 15 333
zygote
43 HapB3 hetero- 15 Fatigue(1,6) No .reduc— no delays
zygote tions
2,25. Patient Patient
withdrew stopped
HapB3 hetero-
44 apz 3 Ofeero 15 after cycle 2 after 2 cy-
L due to tox- cles due
icity to toxicity
45 HapB3 hetero- 15 230 2,1 and
zygote 51
46 HapB3 hetero- 15 Liver dysfunction 430 41
zygote ’ (1,5), sore eyes (1,7) ! !
patient
47 HapB3 hetero- 1.5 Upper body rash (1,2) withdrew 2,1
zygote due to tox-
icity
Last cycle
48 HapB3 hetero- 15 Miscellaneous pain 3,25% omitted
zygote (22) due to
HFS
Fatigue (1,4), reduced
49 HapB3 hetero renal function leading  2,17%  no delays
zygote

to dose reduction




50

2,1. Pa-
tient

stopped
HapB3 hetero- 15 3 0 0 3 3 0 2 2.25% c.apecita—
zygote bine after

3 cycles

due to

toxicity

51

2,100% - pa-
HapB3 hetero- tient with-
apbo heterom 4 g 1 0 0 2 3 0 3 Soreeyes(31) oW
zygote drawn due

to toxicity

52

HapB3 h - Fati 1 i 229
apB3 hetero 15 8 0 1 3 ’ ’ ’ atigue (1,3), anorexia  3,22%,
zygote (3,1) 4,33%

53

1,100%-pa-
tient with-

ial infarc-
Myocardial infarc drawn be-

1.5 1 0 0 0 0 0 0 tion, chest pain as
symptom (4,1)

HapB3 hetero-
zygote cause of
cardiac

symptoms

54

HapB3 hetero-

15 1 0 0 0 0 0 0 Chest pain (1,2) 1,100%
zygote
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