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Figure 1: Representative immunostaining detection
of angiogenic/hypoxic markers. (1 and 2) Carbonic
anhydrase 9 (CAIX) on tumour cell membrane and
cytoplasm, adjacent to necrotic area. (3 and 4)

x200 Vascular endothelial growth factor ( VEGF) in
tumour cytoplasm and stroma. Notice that there is
no positive staining of normal brain tissue (black
arrow).(5 and 6) HIF1a in tumour cell nuclei. (7 and
8) HIF2a in nuclei and cytoplasm. (9 and 10)
GLUT1 in cytoplasm and endothelial.
The images are shown in X200 magnification
(1,3,5,7,9) and x400 magnification (2,4,6,8,10)
These 5 molecular markers showed a tendency
towards clustering, when tested by TwoStep
x400 Clustering methods in SPSS, as shown in Figure 3.
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T T e - ST e - Figure 3: Molecular marker expression profiles in 49 GBM pts receiving Bl or CBI treatment &
with available tumour tissue. Results from the reduced balanced iterative reducing and .
- - - —— - clustering using hierarchies cluster models. The expression scale values from the different T - o o p
Figure 2: Kaplan Meier estimate showing Time To Progression (TTP) for markers were standardized and profiles normalized to the overall average of the clusters. Time (days)
evaluable pts treated with: A) Bevacizumab and Irinotecan (BI) (N=37) The following molecular markers were tested: CAIX, HIF1a, HIF2a, VEGF, GLUT1 and - : -
or B) Cetuximab, Bevacizumab and Irinotecan (CBI) (N=32). Green CD34. Blues corresponds to a value <overall average, white corresponds to average value, Figure 4: Kaplan Meier plot showing A) PFS and B) OS
curve showing TTP for the total CR and PR pts whereas the blue curve and red corresponds to a value >average. Chi-square tests, with Bonferroni adjustment, factorised by molecular marker expression profile: cluster 1
shows TTP for the total SD and PD pts. were used to assess significant cluster formation. The two clusters found (32 pts in cluster 1, (blue), cluster 2 (green). Evaluable GBM pts in receiving Bl
The Overall Survival is illustrated for GBM patiens receiving BI (C) 17 pts in cluster 2) by this method were used in Figure 4. Due to the limited pts in this or CBI are included (N=49). Log rank statistics and the
(N=24) or CBI (D) (N=43) by Kaplan-Meier estimate. GBM pts receiving material (N=49), caution must be taken when interpreting these results using the cluster level of significance is shown (p= 0,304 and p= 0,525
Bl and CBI shows similar response to treatment. method. respectively)




