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Supplemental Figure 1. Frequent mutations of K666 in SF3B1MUT AML. Distributions of SF3B1 mutations in patients with AML are shown for the cohorts analyzed by A) Papaemmanuil et al,
B) Metzeler et al, and C) Tyner et al. Mutations at K666 are shown in red.
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Supplemental Figure 2. SF3B1 mutation distribution in additional patient groups. A) MDS patients with ‘non-ring-sideroblast’ lower risk WHO classifications. The frequency of K666N was 5.1% (8/158), modestly but significantly higher than the 1.5% of MDS-RS (p-value = 0.011). For AML
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patients where the relevant clinical annotations were available, mutations were grouped according to B) primary/de novo AML or C) secondary AML.
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Supplemental Figure 3. Variant allele frequencies of SF3B1%%%*N and other SF3B1
mutations in MDS. Both A) raw VAFs and B) lymphoid compartment-adjusted
VAFs of myeloid cells show similar distribution in the two groups.
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Supplemental Figure 4. Overall survival of individual SF3B1X%¢N cohorts. Overall survival was significantly decreased for KE66N patients in cohorts 1 (left) and 2 (center). For cohort 3 (right), follow up was shorter for all patients,

and though there was a trend towards decreased survival for K666N, this was not statistically significant. P-values were calculated with Mantel-Cox tests.
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Supplemental Figure 5. Genetic landscape of SF3B1MUYT MDS-RS and MDS-EB. A) In MDS-RS, the predominant co-mutations were in TET2 and DNMT3A. Though few SF3B1K%¢éN cases with co-mutation data were available, there was a notable, statistically
significant enrichment in SRSF2 co-mutation. **** = p-value < 0.0001 for Fisher’s exact test. B) In MDS-EB, there were more co-mutations of ASXL1, RUNX1, and NRAS than in MDS-RS.
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Supplemental Figure 6. SF3B1 mutation distribution in CHIP. Among individuals with SF3B1MYT clonal hematopoiesis
of indeterminate potential (CHIP), K666N is a frequent hotspot.



Table S1. Cohort 1 of SF3B1-mutant MDS. World Health Organization (WHO) classification, white blood count (WBC), absolute neutrophil count (ANC), hemoglobin (Hb), platelets
(PLT), bone marrow blasts, ring sideroblasts (RS), cytogenetics, and Revised International Prognostic Scoring System (IPSS-R) at time of diagnosis are shown. NA = not available.

UPN |WHO SF3B1 |VAF |Source |Nonlymph %|Nonlymph VAF|WBC [ANC |Hb |PLT (Blasts |RS Cytogenetics IPSS-R
101 |MDS-RS-SLD E783K |18.0 PB 59.5 30.3 21 |11 10 287 <=2 >15 [46XX 2
102 |MDS-RS-SLD D781G [23.8 PB 51 46.6 41 |25 9.5 |371|<=2 5 46XY 2
103 |MDS-RS-MLD D781E |NA PB 89 NA 2 0.8 81 |124(2 <5 46XY 2
104 |MDS-RS-SLD K700E |21.0 PB 54.9 38.3 25 |11 11.1 (251 |<=2 >15 [46XY 1
105 |MDS-RS-MLD K700E |[40.6 BM 91 44.6 58 |4.2 9.5 |218 (<=2 >15 [46XY 2
106 |MDS-RS-MLD K700E |41.5 PB 86.6 47.9 23 |11 9.1 |303 (<=2 >15 [46XX 2
107 |MDS with isolated del(5q) |K700E [39.3 [BM |91 43.2 6.7 |49 |99 [185]<=2 [NA |46,XX,del(5)(q13933)[7]/46,XX[13] 2
108 |MDS-MLD K700E |NA 80 NA NA 6.4 |39 10.2 (226 |<=2 0 46,XY,del(20)(q?11.2)[2]/46,XY[18] 1
46,XX,add(2)(q31),der(3)t(3;8)(q21;p21),der
109 |MDS-EB-2 K700E |(41.7 PB 79 52.8 5.2 |34 9.2 19619 NA (8)t(2:8)(q731;p21)[20] 7
110 |MDS-RS-MLD K700E |[32.0 PB 66.7 48.0 3.7 |19 8.6 |149 (<=2 50 46,XX,del(20)(g11.2)[20] 2
111 |MDS-RS-SLD K700E |[39.8 PB 74.6 534 49 2.7 9.6 |400 |<=2 >15 [46XX 2
112 |MDS-RS-MLD K700E |38.8 BM 77 50.3 3.7 |18 9.9 |[332]|<=2 >15% |46,XX,inv(3)(q21q26.2)[20] 4
113 |MDS-RS-MLD K700E |34.3 PB 713 48.1 NA [NA NA [NA |[NA 40 46XX NA
114 |MDS-RS-SLD K700E |33.5 PB 75 447 44 123 9.1 |391|<=2 30 46XX 2
115 |MDS-RS-SLD K700E |38.0 PB 71.1 53.5 6.3 |3.8 9.1 |373|<=2 >15 |47,XX,+8[13]/46,XX[7] 3
116 |MDS-RS-MLD K700E |[26.8 PB 69.7 384 34 |13 9.5 |384 (<=2 40 46XX 2
117 |MDS-RS-MLD K700E |33.7 PB 80.7 41.8 45 |25 9.1 |220|<=2 50 46XX 2
118 |MDS-RS-MLD K700E |15.5 PB 63.1 24.5 42 |18 9.4 |177|<=2 50 46XX 2
119 |MDS-RS-MLD K700E |43.1 BM 85 50.7 NA [NA NA [NA |<=2 50 del(20q) NA
120 |MDS-RS-SLD K700E |NA PB 734 NA 52 3.2 10.8 [239 (<=2 >15 [46XY 1
121 |MDS-RS-SLD K700E |[18.0 PB 64.7 27.8 73 |44 10.7 (244 |<=2 >15 [46XY 1
122 |MDS-RS-SLD K700E |33.6 PB 64.4 52.2 73 |35 11.9 (221 |<=2 >15 [46XY 1
123 |MDS-RS-MLD K700E [17.9 PB 55.1 325 3.5 |15 10.7 (322 |<=2 5 46XX 1
124 |MDS-RS-SLD K700E |23.3 PB 62.4 37.4 51 |21 10.4 (315 (<=2 15 46XY 1
125 |MDS-RS-MLD K700E |25.3 BM 49 51.6 58 |35 6.3 |65 (<=2 >15 [46XX 3
126 |MDS-RS-MLD K700E |38.5 PB 90 42.8 31 |1 9.2 |370|<=2 >15 |47,XX,+8[19]/46,XX[1] 3
127 |MDS-RS-SLD K700E |23.7 |PB 55.2 43.0 45 (19 122 283 <=2 |NA |46XY 1
46,XX,der(3)t(3;5)(q12;931),der(5)del(5)(q1
128 (MDS-EB-1 K700E |12.2 |BM 55 222 28 |15 123 233 |5 0 3931)t(3;5)(q12;031)[17)/46 XX[3] 3
129 |MDS-RS-SLD K700E |41.4 PB 83.6 49.5 4.6 (2.806 |9.8 |306|<=2 20 46XX 2
130 |MDS-RS-MLD K700E [13.7 BM 52 26.3 21 |13 9.4 |90 |[<=2 20 46XY 2.5
131 |MDS-RS-MLD K700E |(30.4 PB 59.2 514 3.6 |18 9.7 218 |<=2 20 46XX 2
132 |MDS-RS-MLD K666T |[25.4 PB NA NA 23 1.6 73 83 (<=2 >15 [46XY 3
133 |MDS-RS-SLD K666R [37.0 PB 74.9 49.4 99 |58 9.8 |355(<=2 >15 [46XY 2
134 |MDS-RS-MLD K666R |NA BM 92 NA 1.7 (11 9 41 |<=2 >15 [46XY 3
135 |MDS-RS-MLD K666N |26.0 PB 64.9 40.1 49 (2.2 10.2 (139 (<=2 5 46XY 1
136 |MDS-RS-MLD K666N |14.1 BM 81 17.4 3.7 |22 14.2 (81 |<=2 5 46,XY,del(20)(q11.29q13.1)[10]/46,XY[10] 1.5
137 |MDS-RS-MLD K666N |[33.7 BM 67 50.3 2 0.5 7.7 |65 |4 6 46XY 45
138 |MDS-RS-MLD K666N |37.9 PB 84 45.2 9.4 |59 8.2 [122]2 >15 [46XY 2.5
139 |MDS-EB-2 K666N 40.1 BM 65 61.8 4.7 |24 11.4 (34 |15 10 46,XY,del(20)(q11.2913.3)[20] 5
140 |MDS-RS-MLD K666N |47.1 BM NA NA 21 |13 7.3 |26 (<=2 >15 [46XX 3.5
141 |MDS-MLD K666N |39.4 PB 74.3 53.0 39 |14 10.1 (91 (3 0 46XX 2.5
142 |MDS-EB-1 K666N [15.8 BM 66 24.0 39 |07 11.8 (103 |5 0 46XY 3.5
46XY, ider(20) (q10)del(20)(q11.2913.3) [5]
143 |MDS-EB-1 K666N |28.2 PB 78 36.1 1.7 (0.8 6.7 |56 |5 NA 47,idem,+der(2) (q10)del(20)(q11.2q13.3) |8
[10] 46XY [5]
144 |MDS-RS-MLD K666N [15.8 PB 85.2 18.5 3.8 |2.6 12.2 (114 |<=2 5 NA NA
145 |MDS-RS-MLD Ke66M (41.7 PB 84.2 49.6 45 2.7 11.3 |52 |<=2 >15 [46XY 1.5
146 |MDS-EB-1 T6631 |39.0 PB 79.2 49.3 7.8 |47 82 |477 (5 11 46XY 4
147 |MDS-RS-SLD H662Q |28.0 PB 79.8 351 89 |64 9.8 |332(<=2 45 46XX 2
148 |MDS-RS-MLD H662Q |25.5 PB 49.9 51.2 3.1 |11 9.1 |188 (<=2 15 46XX 2
149 |MDS-RS-MLD H662Q |27.3 PB 59.1 46.2 3.2 |08 7.7 |318|<=2 15 46XX 2.5
150 |MDS-RS-MLD W658S |45.3 BM 92 49.3 19 (03 10.5 (175 |<=2 >15 [46XY 1.5
151 |MDS-RS-MLD N626D (41.6 PB 75.5 55.1 28 |1.6 83 |143(2 30 46XY 2
152 |MDS-RS-MLD R625L |24.5 PB 57.1 43.0 49 (2.7 7.3 ]196 <=2 5 46XY 2.5
153 |MDS-RS-SLD R625L |30.2 PB 69.7 434 NA [NA NA [NA |<=2 >15 [46,XY,+8 NA
154 |MDS-RS-SLD R625G (38.7 PB 86.1 44.9 43 |23 11.1 [215|<=2 >15 [46XY 1
155 |MDS with isolated del(5q) |R625C [14.6 [PB 68.5 21.3 25 [14 [o.6 [180[<=2 o 46,XX,del(5)(q15q33)[7]/46,XX[14] 2
156 |MDS-SLD R625C |30.2 PB 68.7 439 41 |13 9.1 |118(<=2 NA 46XY 2
157 |MDS-RS-MLD R625C |26.2 PB 60.2 435 6.1 |33 10.3 (319 (<=2 >15 [46XY 1
158 |MDS-RS-MLD R625C |32.7 BM 93 35.2 39 |2 9 177 |<=2 >15 [46XX 2
46,XX,del(2)(q11.2g21),del(3)(p21),-
159 |MDS-RS-MLD Y623C (202 |PB 64.6 31.2 12 |07 [12.1 |95 |4 5 7,del(7)(q22),inv(9)(p12913),add(20)(q13.1) |6
,add(21)(g22),+mar([2]/46,XX[18]
160 |NA E622D |33.7 PB 63.2 53.3 9.7 |5.9 9.7 |[639|NA NA NA NA
161 |MDS-RS-MLD E622D |38.1 PB 86 443 53 |29 11.4 (475 |<=2 >15 [46XY 1
162 |MDS-RS-MLD E622D |28.3 PB 58 48.7 5.4 1229 |8.7 |(333]2 5 46XY 2
163 |MDS-RS-MLD E622D |35.0 BM 85 41.2 6.2 |3.5 8.4 |446|<=2 10 46XY 2




Table S2. Cohort 2 of SF3B1-mutant MDS. World Health Organization (WHO) classification, white blood count (WBC), absolute neutrophil count

(ANC), hemoglobin (Hb), platelets (PLT), bone marrow blasts, ring sideroblasts (RS), cytogenetics, and Revised International Prognostic Scoring

System (IPSS-R) at time of diagnosis are shown. NA = not available.

UPN [WHO SF3B1 |WBC|ANC |Hb |PLT |Blasts [RS _ |Cytogenetics IPSS R
201 |MDS-RS-SLD A744Y |9 |55  |10.9 |436|<=2 |35  |46XX 1
202 |MDS-RS-MLD A744P |11.2 |83 |65 |157|<=2 |>15 |46XY 25
203 |MDS-MLD G740E [NA |NA  |[NA |NA <=2 [<5 |NA NA
204 |MDS-RS-MLD G740E [3.2 |0.85 |10.9 |211|<=2 |10  |46XX
205 |MDS-RS-MLD K700E |5.5 |3.025 |8.9 |144|<=2 [>15 |46XY
206 |MDS-RS-MLD K700E |3.4 |1.87 |91 |218|<=2 |50  |46XX
207 |MDS-RS-SLD K700E |7.4 |4.07 |10.7 |149|<=2 |>10 |46XX
208 |MDS-RS-MLD K700E [NA |NA  |NA |NA |[<=2 [>15 |NA NA
209 |MDS-RS-SLD K700E |6.6 |3.5 |72 |425|<=2 |22 [|45X-Y[18]XV[2] 15
210 |MDS with isolated del(5q) |K700E |6.1 |3.355 |10.9 |180|<=2 |>15 |46,XX,del(5)(q22935)[12]/46,XX[8] 1
211 |MDS with isolated del(5q) |K700E |NA |NA  |NA |NA |<=2 |>15 |46,XY,del(5)(q22935)[11]/46,XY[9] NA
212 |MDS-RS-MLD K700E |4.8 |2.64 |87 |319]4 >15  |46XX 3
213 |MDS-EB-1 K700E [9.6 |5.28 |9 |98 |7 NA |46XY 45
214 |MDS-RS-MLD K700E |3.8 |2.09 |7.9 |102[<=2 |50  |46,XYt(11;12)(q23;q13)[20] 3
215 |MDS-MLD K700E |3.9 |2.145 |12.4 |90 |3 <5 |46,XY,inv(3)(921926.2)[101/46,XY[10] 35
216 [MDS with isolated del(5gq) [K700E |6.4 |3.52 8.6 [473|<=2 |>15 |46,XX,del(5)(q13933)[20] 2
217 |MDS-RS-MLD K700E |22 |1.21 |59 |93 |<=2 |35  |46XX,del(20)(q11.2q13.1)[20] 3
218 |MDS-RS-SLD K700E |7.5 |47 |8 |406|<=2 |>15 |46XX 2
219 |MDS-EB-1 K700E |1.6 |0.48 |7.97 |96 |6 <5 [46XV,del(11)(q13q23)[11)/46- 6.5
48,XY,idem,del(20)(q11.2913.1),+mar[cp8]/46,XY[1]
220 |MDS-RS-MLD K700E |44 |21 |84 |268|<=2 [>15 |46XX 2
221 |MDSRS K700E |64 |32  |9.7 |459|<=2 |70  |a6XY 1
222 |MDS-EB1 K700E |3 |12 |9.7 |86 |5 NA  |46,XX,del(5)(q31q33)[11]/46,XX[9] 35
223 |MDS-RS-MLD K700E |73 |34 |92 |489|<=2 |50  |46XY 2
224 |MDS-RS-MLD K700E |3.7 |15 |92 |225|<=2 |50  |46XY 2
225 |MDS-RS-MLD K666T |11.7 |102 |68 |5 |<=2 |5 45 X,-Y[3]/46,XY[17] 25
226 |MDS-SLD K666T |NA |NA  |10.1 [NA |[<=2 [NA  |46XY NA
227 |MDS-SLD K666T |NA |NA  |NA |NA |<=2 |NA  |46XX NA
228 |MDS-RS-MLD K666R |4.73 |27 |85 |489|<=2 [23  |46XX 2
229 |MDS-RS-SLD K666R |6.7 |41  |10.9 |288|<=2 |o 46XY 1
230 |MDS-RS-MLD K666R |2.83 |1.5  |9.5 |227|<=2 |>50 |46XY 1
44~47,XY,add(1)(p23),-
4,add(4)(q31),del(5)(a31g35),del(6)(q15q21),-
231 |MDS-EB-1 Kee6N 14.1 |2 94 10715 1215 15 e 111,add(11)(q23),der(11)add(11)(p15)add(11)(q2 |’
3),-18,add(21)(g22),+1~2mar[cp15]/46,XY[5]
232 |MDS-EB-2 K666N [3.4 |13 |86 |167|15 |o 45,XX,1(3;3)(q21,q26.2),-7[15]/46,XX[5] 7
233 |MDS-MLD K666N |5.6 |21 |9 |92 |4 0 46XY 35
234 |MDS-EB-2 K666N |10.2 |27 |115 |77 |15 |<5  |46XY 45
235 |MDS-RS-MLD K666M[8.1 |5 85 |83 |<=2 [>10 |46XY 15
236 |MDS-RS-SLD H662Y |55 |32  |8.8 |303|<=2 [>15 |46XY 2
237 |MDS-RS-SLD H662Y |7.9 |4.345 |11.5 |295|<=2 |40  |46XY 1
238 |MDS-RS-SLD H662Q |8.09 |4.4495 |10 259 [<=2 |>15 |46XY 1
239 |MDSRS H662Q [NA |NA |89 |NA |<=2 [NA  |a6XY NA
240 |MDS-RS-MLD H662D [3.9 |2.18 |81 [121|3 30 |46XY 3
241 |MDS-MLD 1641V [3.1 |14  |12.4 |107|<=2 |o del20q 1
242 |MDS-RS-SLD R625L |84 |49  [9.1 |352|<=2 |[5-15 |45X,-Y[15]/46,XY[5] 1
243 |MDS-RS-MLD R625C |3.8 |23 |104 [259 <=2 [>I5  |46XX 1
244 |MDS-MLD R625C [NA |NA  |NA |NA |[<=2 [NA  |46XY NA
245 |MDS-RS-SLD R625C |5.2 |2.6  |10.9 |226|<=2 [>15 |46XY 1
246 |MDS with isolated del(5q) |R625C |6.2 |45 |82 |61 |<=2 |0 46,XX,del(5)(q13933)[10]/46,XX[10] 25
247 |MDS-RS-SLD E622D |11.1 |54 |10 [430|<=2 [|>15 |46XY 1
248 |MDS-RS-MLD E622D [NA |NA  |NA |NA |[<=2 |50  |a6XY NA
249 |MDS-EB-1 ES92K |57 |41 [9.1 |40 |7 0 46XX 5
250 |MDS-MLD E592K |23 |14 |92 |79 |3 0 46XX 35




Table S3. Cohort 3 of SF3B1-mutant MDS. World Health Organization (WHO) classification,
white blood count (WBC), hemoglobin (Hb), platelets (PLT), and Revised International

Prognostic Scoring System (IPSS-R) risk category at time of diagnosis are shown.

UPN WHO SF3B1 WBC Hb PLT IPSS-R

301 MDS-MLD D907Y 2.4 7.7 23 Intermediate
302 MDS-MLD 1787S 4.3 10.5 83 Intermediate
303 MDS-MLD G742D 1.6 7.4 29 Very high
304 MDS-MLD-RS G742D 3.6 7.2 358 High

305 MDS-SLD-RS G740E 5.9 8.3 95 Intermediate
306 MDS-RS-SLD G740E 4.7 5.8 381 Intermediate
307 MDS-EB-2 704N 8.2 7.5 70 High

308 MDS-MLD-RS K700E 5.2 6.9 14 High

309 MDS-MLD K700E 9.4 6.5 21 Very high
310 MDS-EB-2 K700E 3.5 4.6 21 Very high
311 MDS-EB-1 K700E 2.8 7.4 23 High

312 MDS-SLD-RS K700E 2.4 8.7 26 Low

313 MDS-MLD K700E 4.4 5.8 30 Intermediate
314 MDS-MLD K700E 2.8 8 39 Low

315 MDS-MLD K700E 7.7 7.7 48 Very high
316 MDS-EB1 K700E 6.8 5.8 49 Intermediate
317 MDS-EB-2 K700E 6.0 9.5 50 High

318 MDS-EB-1 K700E 7.1 5 50 High

319 MDS-MLD K700E 1.8 7.6 52 High

320 MDS-MLD K700E 4.2 6.2 52 Intermediate
321 MDS-MLD K700E 1.5 6.9 55 High

322 MDS-MLD K700E 2.2 7.3 63 Low

323 MDS-MLD K700E 5.4 11.1 65 Very low
324 MDS-MLD K700E 2.2 4.6 67 Low

325 MDS-MLD-RS K700E 9.0 6.4 69 Intermediate
326 MDS-MLD K700E 3.4 4.7 70 Low

327 MDS-MLD-RS K700E 1.6 7.1 70 High

328 MDS-EB-2 K700E 2.7 5.2 75 Very high
329 MDS-MLD-RS K700E 1.4 8 80 Low

330 MDS-MLD-RS K700E 2.4 6.1 94 Low

331 MDS-EB2 K700E 2.9 6.6 99 Very high
332 MDS-EB1 K700E 2.22 8.8 104 Intermediate
333 MDS-MLD K700E/K666N |2.7 6.5 108 Low

334 MDS-MLD K700E 3.4 8.6 110 Low

335 MDS-MLD K700E 5.6 9.2 114 Low

336 MDS-SLD-RS K700E 3.2 9.4 115 Intermediate
337 MDS-MLD K700E 2.1 10.4 118 Low

338 MDS-MLD-RS K700E 1.6 6.6 122 Low

339 MDS-EB-2 K700E 2.9 5.1 130 High

340 MDS-RS-MLD K700E 3.0 8.6 130 Low

341 MDS-MLD-RS K700E 3.1 7.3 135 Low

342 MDS-SLD-RS K700E 2.1 7.3 136 Intermediate
343 MDS-SLD-RS K700E 3.2 6.6 139 Low

344 MDS-RS-MLD K700E 7.0 8.5 140 Low

345 MDS-RS-SLD K700E 33 9 146 Low

346 MDS-RS-SLD K700E 4.0 5.7 149 Intermediate
347 MDS-RS-SLD K700E 12.7 9.1 150 Low

348 MDS-MLD-RS K700E 1.5 6 155 High




349 MDS-MLD K700E 5.8 6.1 157 Intermediate
350 MDS-SLD-RS K700E 4.08 6 159 Low

351 MDS-SLD-RS K700E 3.0 7 169 Low

352 MDS-MLD K700E 6.7 7.6 170 Low

353 MDS-SLD-RS K700E 2.9 7.4 173 Intermediate
354 MDS-MLD K700E 2.2 5.3 188 Low

355 MDS-MLD K700E 2.9 9.2 189 Low

356 MDS-RS-MLD K700E 3.5 4.8 196 Intermediate
357 MDS-MLD-RS K700E 3.2 8.7 218 Low

358 MDS-EB-1 K700E 1.9 9.4 219 Intermediate
359 MDS-SLD-RS K700E 3.4 9.6 233 Low

360 MDS-RS-SLD K700E 4.6 8.2 235 Low

361 MDS-RS-SLD K700E 54 8.5 242 Intermediate
362 MDS-RS-SLD K700E 5.7 9 244 Very low
363 MDS-SLD-RS K700E 4.3 11.1 251 Very low
364 MDS-MLD K700E 2.4 7.8 262 Low

365 MDS-MLD K700E 4.7 7.1 278 Low

366 MDS-EB2 K700E 2.4 9.4 301 Very high
367 MDS-RS-SLD K700E 3.6 7.4 307 Low

368 MDS-RS-MLD K700E 3.1 7.4 332 Intermediate
369 MDS-MLD-RS K700E 4.3 6.9 349 Low

370 MDS-MLD K700E 34 6.3 352 Intermediate
371 MDS-MLD K700E 3.9 5.3 357 Low

372 MDS-RS-SLD K700E 3.2 7.3 365 Intermediate
373 MDS-MLD K700E 2.7 4 378 Low

374 MDS-RS-SLD K700E 5.8 8.1 421 Low

375 MDS-MLD-RS K666T 8.5 10.6 48 Low

376 MDS-EB1 K666T 6.4 7 52 High

377 MDS-MLD K666T 0.9 4.8 73 Intermediate
378 MDS-RS-SLD K666R 18.2 7.2 164 Intermediate
379 MDS-EB1 K666Q 5.4 8.3 276 Intermediate
380 MDS-EB-2 K666N 1.9 6.5 10 Very high
381 MDS-EB-1 K666N 1.8 9.4 36 High

382 MDS-EB1 K666N 6.4 9.2 78 High

383 MDS-EB1 K666N 1.8 10.5 87 Intermediate
384 MDS-EB2 K666N 7.7 10 90 Intermediate
385 MDS-MLD K666N 1.3 6.3 140 Low

386 MDS-MLD K666M 3.6 7.9 94 Intermediate
387 MDS-MLD-RS K666M 3.78 5.3 367 Intermediate
388 MDS-EB2 K666E 1.7 7.4 41 Very high
389 MDS-EB-2 K666E 1.8 12.6 171 Intermediate
390 MDS-MLD H662Q 2.2 5.9 105 Very high
391 MDS-EB-1 H662Q 2.1 6.7 350 High

392 MDS-MLD H662D 1.8 7.7 156 Low

393 MDS-SLD-RS H662D 2.1 8 190 Low

394 MDS-MLD R625L 3.4 8.4 211 Low

395 MDS-MLD R625H 3.6 9.6 77 Low

396 MDS-MLD-RS R625G 3.38 6.9 244 Low

397 MDS-MLD-RS R625C 3.9 4.1 166 Low

398 MDS-MLD-RS R625C 3.4 7.1 295 Low

399 MDS-MLD R625C 2.6 8.1 306 Low

400 MDS-RS-SLD R625C 6.4 7.3 340 Intermediate
401 MDS-MLD E592K 2.3 7.8 22 Intermediate




Table S4. Clonal architecture of MDS cases with SF3B1 K666N and SRSF2 mutations. Variant allele
frequencies (VAFs) and non-lymphoid-adjusted VAFs show that both SF3B1 and SRSF2 mutations are of

high abundance and likely present in the same cells.

UPN WHO Gene Variant VAF Nonlymph VAF

135 MDS-RS-MLD ASXL1 P1377Sfs*3 33 51
SETBP1 G870S 10 15
SF3B1 K666N 26 40
SRSF2 PO5L 24 37
TET2 S585* 6 9
TET2 N582Kfs*53 12 18

137 MDS-RS-MLD BCOR K839fs 21.98 33
SF3B1 K666N 33.7 50
SRSF2 P95H 24.52 37
STAG2 L864* 35.4 53
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