Supplementary Table S1. Reference strains with AFLP (A) and/or MLST (M) genotypes of

Cryptococcus neoformans var. grubii

Molecular Reference strains Genotype References
type
VNI A1-35-8 A1/M1 (1)
Global H99 A1/M1b (1)
A4-1-12 A4/M4e (1)
UG2471; GB118; GB118-2; A2/M3b (1,2)
RTC9
MAL9 A3/M3a (1)
TU239 M1c (2)
A3-1-1; D16-1; PR284 A3/M3 (1,2)
125.91 A4/M4f (1)
A5-35-17; D16-6; D16-11; A5/M5 (1,2)
JO278
TH84 A10/M10 (1)
TH104 A10/M10a (1)
TU259 M10c (2)
BR795; RTC1 A4/M4 (1,2)
A4-34-6; C27 A4/M4a (1)
A2-102-5 A2/M2 (1)
D16-16 M2a (2)
VNI BT9 A1/M43 (1)
African BT15 M32 (1)
BT100 A1/M31 (1)
BT121 M41 (1)
BT150 A3/M28 (1)
VNB BT1 M11 (1)
African | g1y M19 (1)
BT27 M42 (1)
BT31 M12 (1)
BT33 M26 (1)




BT35 M24 (1)

BT63 M27 (1)

BT85 M34 (1)

BT88 M35 (1)

BT206 M20 (1)

VNII A7-35-23; C19; 8-1 A7/M7a (1)
Global C44 A8/M8a (1)
C45 AB/M7¢c (1)
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Supplementary Figure S1. A. Allelic profiles of incident and serial isolates of C.
neoformans var. grubii. Clinical cases are numbered on the left; two or three isolates
were analyzed from each case. Patients from whom strains with different genotypes
were isolated are noted in red. The second column lists the laboratory numbers of the
isolates, which correspond to the numbers on the Neighbor-Joining (NJ) tree (Fig. 2B).
The eight MLST loci are shown on the top. Under each locus, identical haplotypes are
denoted with the same number and color. The last column indicates the molecular type
of each strain, VNI (blue), VNII (green) or VNB (red). Strains of C. gattii are shown with
deep purple (VGI, cases 69 & 91) or brown (VGIV, cases 31 & 67) colors. B. Genetic
relationships of MLST genotypes among isolates of C. neoformans var. grubii visualized
by NJ dendrogram. DNA sequences of eight loci were concatenated totaling 4,408 base
pairs and analyzed with the NJ method using mean number of pairwise character
distances. Major molecular types are color-coded and labeled. Typing strains from the
global population sample are included in the dendrogram (19); geographic and
ecological origin of the typing strains are indicated in parentheses (“clin”for clinical;
“env” for environmental; RSA = Republic of South Africa). The labels, A4/M4, A5/M5,
and SA, denote the predominant clades of VNI genotypes among the isolates analyzed
(see Table 3); A4/M4 and A5/M5 are globally prevalent, but the large clade of SA strains
may be unique to Africa. As indicated in this NJ analysis and Table 3, most of the
genotyped isolates were identical to previously characterized strains (18-21). As
indicated in Supplementary Table S1, the analysis included 22 global strains of
molecular type VNI (A1-35-8, A2-105-5, A3-1-1, A4-1-12, A4-34-6, A5-35-17, BR795,

C27, D16-6, D16-11, D16-16, GB118, GB118-2, JO278, M9, RTC1, RTC9, TH84,



TH104, TH259, UG2471, 125.91), 10 strains of molecular type VNI as yet found only in
southern Africa (BT9, BT15, BT100, BT121, BT150, D16-1, GB159, PR284, PR284-1,
TU239); 21 strains of molecular type VNB as yet found only in southern Africa (BT1,
BT24, BT27, BT31, BT33, BT35, BT63, BT85, BT88, BT206, RTC2, RTC3, TU229,
TU248, TU360, TU369, TU401, TU406, TU416, TU422, ZE93 ); and five strains of

molecular type VNII (A7-35-23, 8-1, C19, C44, CA45).

Note: Reference numbers refer to reference list in the paper.
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Supplementary Figure S2. Genetic relationships of MLST genotypes among isolates
of C. gattii visualized by the NJ dendrogram. DNA sequences of the eight MLST loci
were concatenated totaling 4,130 base pairs. The dataset was analyzed with the NJ
method using the mean number of pairwise character distances. Reference strains for
the major molecular types are color-coded and labeled; the clinical isolates from this

investigation are numbered (see Table 2).
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