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Common variable immunodeficiency (CVID) is a heterogenous syndrome characterized
by hypogammaglobulinemia, various immunologic abnormalities and recurrent bacterial
infections. Associated immunologic abnormalities consists of various kinds of auto-
immune diseases and lymphoproliferative disorders. The lymphoproliferative disorder take
several forms, such as malignant lymphoma, atypical lymphoid hyperplasia, and beniegn
lymphoid hyperplasia. Lymphocytic interstitial pneumonia (LIP), which is a kind of
atypical lymphoid hyperplasia, develop in young age groups and has controversy on its
clonality. We experienced a 14-year-old female patient with LIP and CVID. We analysed
the third complementarity-determining region (CDR3) of the immunoglobulin heavy chain
gene for clonality analysis. Clonality analysis of lung biopsy specimen revealed that 6
of 13 colony and 4 of 13 colony have identical sequences respectively. We speculate
that one of these 2 lymphoid cell clone may develop into malignant lymphoma in the
future. (Korean J Pediatr Hematol Oncol 2001; 8: 355~ 360)
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Fig. 1. Chest roentgenography shows diffuse, bilateral
ill-defined hazziness in the middle and lower
lung fields which suggests interstitial pneu-
monia.
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Fig. 2. There are diffuse interstitial lymphocytic infiltration with lymphoid follicle formation (A)
(H&E x40), The infiltration is composed of a mixture of small and large lymphocytes,
plasma cells and histiocytes (B) (H&E 200).

Table 1. Oligonucleotide Primer Sequences for CDR3

Nested PCR
Primer Sequence
FR3A 5’ACACGGC[CIT][G/C]
(sense) TGTATTACTGT3’
LIH 5S"TGAGGAGACGG
(antisense) TGACC3
VLIH 5’"GTGACCAGGGTI[A/G/C/T]
(antisense) CCTTGGCCCCAG3’

Paraffin 3 ol| 4] DNAE F3%sl%ivh @) CDR3E
HEsl7] $138F 3552 primer (Table 1)5 o]-&3}
o] 2ebA|] nested PCR-& Alefa}lodct. 3) % 7]
% % 100~120 bp 91Xl H-2]%l DNAS A3}
9tk @ PCR AHES T vectorel] clonings}$i v
® 13719] colonyE A e, Sanger]” ©. 2 sequenc-
ing &} ¢}

2) A1} Nested PCRe] 73} B 3lo}e] LIP A
Al A= 84 laneol| 4] Ei= wiel o] band$}
smear?] F7 s &2 4 dglh(Fig. 3).
cloningdl 2 A elgk 13702] colony 3 67Hol]4] 104

1 2 3 4 5 6 7 8

Fig. 3. Nested PCR that shows intermediate form of
band and smear on lane No. 7. 1. Normal
lymphocyte, 2. Lymphoma (High Grade), 3.
Blank, 4. Lymphoid hyperplasia, 5. Lymphoma
(Low Grade), 6. Lymphoma (High Grade), 7.
LIP (patient), 8. Normal lymphocyte.

bp2] FUE 517] 4 A o](Fig. 4A), 470l 4] 90 bp2]
FU3 d71A o] Bl 9l I (Fig. 4B), WA 3
Me 247 b 471428 H3AvkFig. 4C, 4D).
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TGTGA CCAGG GTTCC

A - o] g4

R 5

TTGGC CCCAG ACCTC CATAC CGTAG TAGTA

GTAGT CAAGC GGGGA CCAGC CACTG CCGGG  GCGCT CGCAC AGTAA
TACAG AGCCG TGTA
A) 104bp: clone 2, 7, 8, 9, 11, 12

TGTGA CCAGG GTTCC
GAACT CCCCG AAGGT
B) 90 bp: clone 4, 5, 6, 10

TGTGA CCAGG GTTCC

TTGGC CCCAG TAGIC AACGG GTIGCT CCGGG
ACTCT TTGCA

CAGTA ATACA GAGCC GTGTA

TTGGC CCCAG TAGAA GTAAT AACCA GTCAA

AATAT CGGTC CCCTT TGCAC AGTAA TACAC AGCCGTGTA

C) 84 bp: clone 3

TGTGA CCAGG GTTCC TIGGC CCCAG TGCIG GAAGT ATIGG GTCGG

ARAAT AACCA
AGCCG TGTA
D) 99 bp: clone 1

CTACT ATCAT

TCATC TCTCG CGCAC AGTAA TACAC

TGTGA CCAGG GTTCC TTGGC CCCAG ACGTC CATAC CGTAG TAGTA

GTACT TATGA CAGCT
ACAGT AATAC AACAG CCGTG TA
E) 112 bp: clone 13

GGTAC TACTA CACCG TTCCC CCTCT CTCGC

Fig. 4. Sequencing results of nested PCR product for CDR3 region shows identical 104 bp product

in clone 2, 7, 8, 9, 11,

12 (A), identical 90 bp product in clone 4, 5, 6, 10 (B), and 3

different sequence with 84, 99 and 112 bp in clone 3 (C), 1 (D) and 13 (E) respectively.
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primary pulmonary lymphoma (low-grade non-Hodgkin
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