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MATERIALS AND METHODS

7 IMTs histologically and immunohistochemically resembling

IgG4-RD
3 cases were initially diagnosed as IgG4-RD

To uncover other IMTs that may have been misinterpreted as
lgG4-RD, we assembled a cohort of 56 patients diagnosed and

treated as 1gG4-RD at this institution.

We also evaluated 6 additional pulmonary IMTs and 7 additional

patients with lgG4-related pulmonary disease.



MATERIALS AND METHODS
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RESULTS

TABLE 1. Clinical, Histologic, and Molecular Feature of Inflammatory Myofibroblastic Tumors Mimicking 1gG4-RD

FISH/
Age Tumor IgeG4 lIgG4/lgG IHC for Translocation
Case (y) Sex Size (cm) Location Histology Counts (%) ALK/ROSI1 Assay Follow-up
1 49 F 1.5 Lung Stgrbilfi?;gt?vgrﬁlsébitis 52 42 Negative FRENRHGIEERESCIRGFHEL.
dense LP infiltrate , ﬁjz El’JJl"FE',"f'ZQHiH@/x:Ii] e
s ko ' = Case 1, 2. 6 HINFIZE MEREK %
. un > e s
e | FIFER38 y (10175 y) [R5E12HT A 1gG4-RD
o ow e Traeheﬂ% A Fr & w1 1gG4/1gG KT 40%
1 f3U0H 74515 ROS1 BA 14
4 4 M 2.0 Trachea 1 15"' s AU A € IFG-ALK 1usion  ANED LIFU
Casel. 2. 6 [B4c12I4i 79 1gG4-RD after 12 mo
5 10 M 2.8 Pharynx | Marked fibrosis with 344 85 ALK positive THBSI-ALK fusion ANED 38 mo
subtle storiform (C), ROSI
fibrosis, dense LP negative
infiltrate
6 75 F 2.5 Stomach| Storiform fibrosis, 99 45 ALK positive FISH for ALK ANED 15mo
obliterative phlebitis, (N+C), negative; fusion
dense LP infiltrate ROSI assay negative
negative
7 27 F 3.6 Lung | Dense LP, storiform 86 45 ALK positive DCTNI-ALK fusion ANED 24 mo
fibrosis (C), ROSI
negative
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*Following resection and discontinuing Crizotinib the tumor recurred. The recurrent tumor responded to Crizotinib. Currently the patient has no evidence of tumor.
ANED indicates alive no evidence of disease; C, cytoplasmic; I, female; IHC, immunohistochemistry; LP, lymphoplasmacytic; LTFU, lost to follow-up; M, male; N+C,

tramlacmai



IMT with ETV6-NTRK3 fusion

Case 1l




Case 2 IMT with TFG-ROS1 fusion




Case 2 IMT with TFG-ROS1 fusion




Case 6 Gastric IMT




RESULTS

TABLE 1. Clinical, Histologic, and Molecular Feature of Inflammatory Myofibroblastic Tumors Mimicking 1gG4-RD

FISH/
Age Tumor IgeG4 lIgG4/lgG IHC for Translocation
Case (y) Sex Size (cm) Location Histology Counts (%) ALK/ROSI Assay Follow-up
1 49 F 1.5 Lung Storiform fibrosis, 52 42 Negative ETV6-NTRK ANED 26 mo
obliterative phlebitis, TASTON, T IS 1015
dense LP infiltrate ALKIROS1
neoative
2 27 F 9.3 Lung  Storiform fibrosis, 63 79 Negative TFG-ROS]I fusion | Recurrent tumor*®
obliterative phlebitis, ROS! FISH
dense LP infiltrate positive
3 33 M 2.9 Trachea Subtle storiform fibrosis, 77 55 Negative FISH for ALK Tumor recurred,
dense LP infiltrate negative; fusion LTFU after
assay negative resection of
recurrence
4 4 M 2.0 Trachea Subtle storiform fibrosis, 82 61 ALK positive | TFG-ALK fusion ANED - LTFU
dense LP infiltrate (C), ROSI after 12mo
negative
5 10 M 2.8 Pharynx Marked fibrosis with 344 85 ALK positive | THBSI-ALK fusion] ANED 38 mo
subtle storiform (C), ROSI
fibrosis, dense LP negative
infiltrate
6 75 F 2.5 Stomach Storiform fibrosis, 99 45 ALK positive FISH for ALK ANED 15mo
obliterative phlebitis, (N+C), negative; fusion
dense LP infiltrate ROSI assay negative
negative
7 27 F 3.6 Lung Dense LP, storiform 86 45 ALK positive | DCTNI-ALK fusion] ANED 24 mo
fibrosis (C), ROSI
negative

*Following resection and discontinuing Crizotinib the tumor recurred. The recurrent tumor responded to Crizotinib. Currently the patient has no evidence of tumor.
ANED indicates alive no evidence of disease; C, cytoplasmic; I, female; IHC, immunohistochemistry; LP, lymphoplasmacytic; LTFU, lost to follow-up; M, male; N+C,
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100 amino acids
—_— E4 « E35
TFG | PB1 | ROS1 Kinase
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IMT with THBS1-ALK fusion

Case 5

FIGURE 2. The IgG4 to IgG ratio was >90%.



Case 3 Tracheal IMT




TABLE 2. Histology and Immunchistochemistry Data on Patients With an Established Diagnosis of IgG4-RD

Mo, Site Storiform Fibrosis Obliterative hicbitis Igt:4 IgG G Al
i Breas Yos Y 47 187 25
2 Y Y 121 458 27
3 PaLnl;lEm Yes Yo 121 140 87 S|Zi/,] Ell’fl/?\56 Y
4 FPancrees Yies Wi 03 e (1] 44
5 Pancreas ¥ies ¥ies 7 50 75

MCTeRS T
8 Appendix Yes Yes 61 173 35
o Lymph node M Mo 383 R50 45
10 Gallbladder Yes Mo 51 &0 &6
LB EF £ 5 nomm

— 1 +H-
14 G-lﬂhln:du 'r:g &':5 12 55 58 10 15'] (Hl_'ﬁ\ /:UE_-\ H@Hi)
P Pancseas Yor Yor 126 175 2 7 5" PR
f g Yer Yo 0 220 5 6 BkEL
19 Salivary gland Yes Yes 12 178 63 . Q=
. Fancree 5 Ya > » 3R
N b2 - B @ 20
4 Pancrees Y b i THb 458 4%
25 Pancreas Yeos Yes 154 187 83 2 15' HEH;E
g R;“‘[?Emﬂ ot Eﬁ Eﬁ E E : 1 FIEE
(=] (=]

nereas : | =5 B =2
ﬁ racras e e x » 1ImAEER
11 Pancreas ¥ N 178 238 75
T " "  om p U=

4 KyY%
1 Salivary gland 1': 'r: 93 215 43 1 1§U?LH7?
15 Salivary gland Yes Yes 1) 122 90
16 Lymph node Mo Mo 134 353 3%
4 Paniross Ya Ya 2%0 7% % A7 151(84%) BINF SUIRF 41K
10 Pancreas b i b | i34 320 2 \ N L
" e o 5 - o 41 15I(73%) HHIER E B Bk
11 Ciallbldder s s 41 75 55
42 Liwar Yies M 0 114 #2
43 Trachea Yes Yos 145 252 5
“ Saivaey gand b 3 ] o ¥ 1gG4/IgG F15160.7% (21-99%)
iy Pancreas ¥ies ¥es 41 67 il
47 Pancrens Yes Yes 110 240 46
> i e No No bt 0 s BEEWNXREERIZEB
S0 Orophaynx No No 75 210 3
\

: ot ot ye ve ™ 7 RERY.
53 Liwoar i M £2 150 55
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f et i is % ® % ALK ROSLIgEAME
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lgG4-related retroperitoneal fibrosis
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