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We examined several aspects of cell division regulation in Escherichia coli which have been thought to be
controlled by cyclic AMP (cAMP) and its receptor protein (CAP). Mutants lacking adenyl cyclase (cya) or CAP
(crp) were rod shaped, not spherical, during exponential growth in LB broth or glucose-Casamino Acids
medium, and lateral wail elongation was normal; in broth, stationary-phase cells became ovoid. Cell mass was
smaller for the mutants than for the wild type, but it remained appropriate for their slower growth rate and
thus probably does not reflect early (uncontrolled) septation. The slow growth did not seem to reflect a gross
metabolic disorder, since the mutants gave a normal yield on limiting glucose; surprisingly, however, the cya
mutant (unlike crp) was unable to grow anaerobically on glucose, suggesting a role for cAMP (but not for CAP)
in the expression of some fermentation enzyme. Both cya and crp mutants are known to be resistant to
mecillinam, an antibiotic which inhibits penicillin-binding protein 2 (involved in lateral wall elongation) and
also affects septation. This resistance does not reflect a lack of PBP2. Furthermore, it was not simply the result
of slow growth and small cell mass, since small wild-type cells growing in acetate remained sensitive. The
cAMP-CAP complex may regulate the synthesis of some link between PBP2 and the septation apparatus. The
ftsZ gene, coding for a cell division protein, was expressed at a higher level in the absence of cAMP, as
measured with an ftsZ::LacZ fusion, but the amount of protein per cell, shown by others to be invariable over
a 10-fold range of cell mass, was independent of cAMP, suggesting thatftsZ expression is not regulated by the
cAMP-CAP complex.

Cell division in gram-negative bacilli such as Escherichia
coli involves invagination of the three envelope layerscytoplasmic membrane, peptidoglycan, and outer membrane-with concomitant formation at the cell center of a
septum, which then provides the new hemispherical poles
for the two daughter cells. This complex biochemical process is carried out by a number of enzymes. The rigid
peptidoglycan layer responsible for maintaining the cylindrical shape of the cell is synthesized and cross-linked at least
in part by penicillin-binding proteins (PBPs), some of which
seem to be specifically involved in septation. Other septation
functions have been identified genetically in E. coli, generally by fts (filamentation thermosensitive) mutations, although the molecular activities of these gene products remain to be elucidated.
During steady-state growth, E. coli cell division appears to
be strictly regulated; septation takes place precisely at the
center of the cell and at a precise cell mass whose value
depends on the growth rate (9, 21). Virtually nothing is
known about the molecular bases of this spatial and temporal
regulation, and no specific regulatory functions have been
clearly identified. Several observations, however, summarized below, have led to the tentative suggestion that cyclic
AMP (cAMP) and its receptor protein (CAP) may regulate
certain aspects of cell division in E. coli.
The cAMP-CAP complex is a positive transcriptional
regulator of a number of catabolic operons in E. coli and as
such plays a role in catabolite repression, whereby secondary carbon sources are not catabolized in the presence of
glucose (4, 23, 32). The cAMP-CAP complex regulates other
operons as well, both positively and negatively, and mutants
lacking either adenylate cyclase (cya) or CAP (crp) have a
highly pleiotropic phenotype in addition to their inability to

utilize a broad range of normally well catabolized carbon
sources. Several aspects of their phenotype seem to involve
the regulation of cell division, suggesting that the cAMPCAP complex regulates the transcription of one or more
division genes. First, cya and crp strains have abnormal cell
morphology; some authors have reported spherical cells
rather than rods (15, 16), suggesting an excess of septation
over lateral wall elongation, and cell mass is small. Second,
cya and crp mutants are resistant to the ,-lactam antibiotic
mecillinam (1, 13). This antibiotic binds preferentially to
PBP2 and prevents lateral wall elongation, leading to the
formation of spherical cells (22, 30). Third, transcription of
the cell division gene ftsZ has been reported to be higher in
a cya mutant (9), possibly resulting in an excess of septation,
since the FtsZ protein is thought to be limiting in cell division
(37). Fourth, we have described a type of cell division that
seems to require a functional cAMP-CAP complex: anucleate cells are formed whenever DNA synthesis is blocked
in the absence of SOS-associated division inhibition, and the
aberrant divisions giving rise to these cells are more frequent
when the amount of cAMP-CAP complex is increased and
abolished in cya and crp mutants (14). Finally, there is a
mutant (fic) which stops dividing in the presence of exogenous cAMP at 43°C (35).
In the present study we reexamine these questions in an
attempt to determine whether the cAMP-CAP complex is a
direct regulator of some cell division function in E. coli.
MATERIALS AND METHODS
Bacterial strains. For the present work, we chose the
wild-type E. coli K-12 F- X- strain GC2700, also known as
FB8 and UTH1038, because it has not been subjected to the
numerous cycles of mutagenesis typical of many laboratory
strains. Isogenic cya and crp derivatives were constructed
by P1 vir-mediated transduction. GC2700 was first transduced to ilv::Tn5 or cysG::TnS and selected on LB plates
containing kanamycin (40 ,g/ml). The former was then
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transduced to Ilv+ cya-854 (strain GC2793) and the latter to
Cys+ crp-96 (strain GC2846); these transductants were MalLac- Kms. A. Ullmann kindly provided the donor strains as
well as GC2700; the cya-854 allele is a deletion (6), and the
crp-96 allele is nonreverting (26). Phage X JFL100, which
carries lacZ fused to the ftsZ promoters (9), was used to
lysogenize strain GC2793 on a plate containing cAMP, to
permit expression of the receptor. The lysogen (strain
GC2961) was transduced to cya+ (selection for Mal') to
have an isogenic control (strain GC2962).
Media and growth conditions. M63 minimal salts medium
(20) was used, containing 0.4% glucose or 0.2% acetate for
aerobic growth and 1% glucose or 1% glycerol for anaerobic
growth, with further supplements as indicated in the text;
Casamino Acids, when used, was added at 0.05%. Complete
medium was LB broth (20). Solid media contained 1.5%
agar.

Cultures were grown aerobically in Erlenmeyer flasks with
vigourous agitation. For anaerobic growth, plates were
incubated in a Forma Scientific anaerobic glove box (model
1024) with a carbon dioxide-hydrogen-nitrogen (1:1:18) atmosphere.
All experiments were carried out at 37°C.
Evaluation of cell number, volume, and morphology. Bacteria were counted in a model ZI Coulter counter with a
30-,um orifice. Volume distributions were determined with a
C1000 channelizer. Photomicrographs were taken through a
Zeiss Jenamed phase contrast microscope; samples were
fixed in 3.7% formaldehyde.
Miscellaneous methods. P1 transductions and ,-galactosidase assays were performed as described by Miller (20).
RESULTS
Cell morphology. Wild-type, cya, and crp bacteria were
uniformly rod shaped during exponential growth in LB broth
(Fig. 1) and in glucose-Casamino Acids medium (not shown).
In stationary phase, when cell volume was smaller (Table 1),
all cells remained rod shaped in glucose-Casamino Acids
medium (not shown); in LB broth, the mutant cells were
ovoid (Fig. 1). These were the only culture conditions in
which we observed nearly spherical cells. As expected,
addition of 1 mM cAMP to the medium partially corrected
the phenotype of the cya mutant but had little effect on the
crp and wild-type strains (Fig. 1, Table 1).
Cell mass and growth. During steady-state growth, cell
division occurs at a precise cell mass, the absolute value of
which increases with growth rate (9, 21). Mutants with
TABLE 1. Modal volume of wild-type, cya, and crp strainsa
cAMP
andme1 mM
added

Phas

Exponential phase
LB broth
Glucose-Casamino Acids
Glucose
Stationary phase
LB broth

+
-

+

Glucose-Casamino Acids

+

Modal cell volume (qm3)
cya
crp

Wild type

2.52
2.48
1.37
1.14

1.36
2.09
1.04

1.36
1.32
1.06

0.78
0.81
0.85
0.81

0.50 0.43
0.85 0.50
0.70 0.66
0.74 0.66

a
The strains used were GC2700 (wild type), GC2793 (cya), and GC2846
(crp); data for LB broth are from the experiments described in the legend to
Fig. 2.

smaller than normal cell mass could be affected in the
temporal regulation of division, triggering septation too early
in the cell cycle. To compare the cell mass of the wild-type,
cya, and crp strains under steady-state conditions, we used
very dilute exponential-phase cultures in which the cell
number and the cell volume distribution could be measured
with a Coulter counter. Overnight cultures were diluted
104-fold in fresh medium. After 2.5 h, samples were withdrawn periodically for analysis. Cell number increased exponentially in all cultures for over 3 h, while the cell volume
distribution remained essentially constant, indicating that
the bacteria were in steady state. Under these conditions the
cya and crp mutants had a smaller cell volume, both in
glucose-Casamino Acids medium and in LB broth (Table 1).
Addition of 1 mM cAMP partially corrected the volume of
the cya mutant but did not affect that of the wild-type or crp
strain (Table 1). During steady-state growth in glucoseCasamino Acids medium, the wild-type strain had a doubling
time of 27 min, whereas the cya and crp mutants doubled in
45 and 44 min, respectively (Fig. 2).
The morphology of cya and crp mutant cells during
steady-state growth was appropriate for their growth rate;
wild-type cells growing in minimal glucose medium with a
51-min doubling time formed rods of similar volumes (Table
1). The smaller cell mass of the mutants is thus more likely
to be a secondary result of their slower growth rate than a
primary defect in the temporal regulation of division.
It is unclear why the cya and crp mutants grew more
slowly than the wild-type strain. The cya mutant has been
reported to synthesize low levels of 2-oxoglutarate dehydrogenase, a key enzyme of the tricarboxylic acid cycle (27).
The enzyme level must be physiologically significant, however, since the mutants do not require succinate for growth
on glucose, unlike sucA and sucB mutants which completely
lack 2-oxoglutarate dehydrogenase. It has also been reported
that cya mutants have defective electron transport (8). It is
unlikely, however, that metabolism is grossly altered during
aerobic growth, since the growth yield in limiting glucose
was identical for wild-type, cya, and crp strains (not shown).
During anaerobic fermentation of glucose, the tricarboxylic acid cycle is effectively interrupted at the 2-oxoglutarate
dehydrogenase step, and there is no electron transport, yet it
has been reported that a cya mutant grows slowly under
these conditions (24). Our cya mutant was totally unable to
form colonies on minimal glucose plates incubated anaerobically, although the crp and wild-type strains grew well
under these conditions. Normal growth was restored to the
cya mutant by the addition of 1 mM cAMP to the medium.
Growth was also observed in the presence of 0.04 M KNO3,
suggesting that nitrate respiration with concomitant electron
transport could take place, with nitrate replacing oxygen as
the terminal electron acceptor. Growth was similarly restored by the addition of 0.05% Casamino Acids; some
amino acid presumably provides a terminal electron acceptor, since 0.05% Casamino Acids also permitted the wildtype strain to grow anaerobically on glycerol, which is not
fermentable. On the other hand, the addition of 0.04 M
fumarate to the medium did not permit the cya mutant to
grow by fumarate respiration, although fumarate reductase
synthesis does not require cAMP (33); this is consistent with
the observation that cya mutants are unable to transport
dicarboxylic acids (18). The wild-type strain grew well
anaerobically on glycerol plates supplemented with nitrate
or fumarate, but the cya and the crp mutants were unable to
utilize glycerol, whether the terminal electron acceptor was
nitrate, fumarate, or oxygen. This is consistent with the
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Morphology of cya and crp mutants. Cultures of strains GC2700 (WTr), GC2793 (cya), and GC2846 (crp) were grown to saturation
samples were fixed and photographed. These cultures were diluted 104-fold in fresh LB broth with or without 5 mM cAMP
and grown to exponential phase; samples were concentrated by filtration, fixed, and photographed. The only cAMP-containing culture shown
+" panel of the cya mutant in exponential phase.
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resistance are also associated with slow growth and small
mass or spherical morphology (19, 38). It seemed possible
that slowly growing cells, which are shorter than fastgrowing cells, carry out less cell wall elongation and are
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grew wild-type cells in acetate medium; the generation time
was 100 min and the average cell volume was 0.7 11M3
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this ratio, rather than the amount of FtsZ per mass, is the
physiologically relevant parameter and suggests that the
cAMP-CAP complex does not regulate ftsZ transcription.
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DISCUSSION
The first role attributed to the cAMP-CAP complex in E.
coli was as a mediator of catabolite repression, acting as a
positive transcriptional regulator of a number of catabolic
operons (4, 23, 32). Subsequently, it has been found to be
involved in other major regulatory networks. The phosphoenolpyruvate-dependent phosphotransferase system, responsible for the transport of numerous hexoses, is intimately related to the level of cAMP-CAP activity in the cell
(25), and there are less well defined connections between
cAMP-CAP and the stringent response (5, 11). In the present
study we have examined the various lines of evidence that
the cAMP-CAP complex may play a role in cell division
regulation.
Cell mass at the moment of division is a function of growth
rate and presumably reflects the temporal control of division. We show here that the smaller cell mass of cya and crp
mutants is appropriate to their growth rate, being essentially
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FIG. 2. Growth rate of cya and crp mutants. Overnight cultures
of the wild-type (WT) strain GC2700, the cya mutant GC2793, and
the crp mutant GC2846 in glucose-Casamino Acids medium were
diluted 104-fold in fresh medium. Samples were withdrawn periodically for analysis in the Coulter counter, starting 2.5 h after dilution;
average cell volume was essentially constant in each culture for the
duration of the experiment.
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efficiency of plating on acetate plates containing mecillinam
(10 ,ug/ml) was 3 x 10-4, showing that slow growth and small
size are not in themselves sufficient to confer mecillinam
resistance. Neither the cya nor the crp mutant was able to
use acetate as carbon source, but an independent rod-shaped
mecillinam-resistant mutant isolated from the wild-type
strain remained resistant in acetate medium.
FtsZ expression. Donachie et al. (9) reported that the FtsZ
protein, thought to be required for septation, is expressed at
a higher level in a cya mutant, suggesting that the cAMPCAP complex may be a negative regulator of the ftsZ gene.
Using an ftsZ::lacZ operon fusion placing P-galactosidase
synthesis under control of the ftsZ promoters, the same
authors studied the level offtsZ transcription under different
growth conditions; they reported (9) that over a 10-fold range
of cell mass, a constant amount of FtsZ is synthesized per
cell (or per septum). Since cya mutant cells are smaller than
wild-type cells (Table 1), we measured the differential rate of
synthesis of FtsZ per cell in cya and wild-type strains, using
the same ftsZ::lacZ transcriptional fusion. The results (Fig.
3) showed that the two strains synthesized the same amount
of f3-galactosidase (and thus FtsZ) per cell, and the presence
of exogenous cAMP in the cya culture did not affect this
rate. The differential rate of FtsZ synthesis per mass was
1.7-fold higher in the cya mutant, whereas the average cell
mass was 1.7-fold smaller.
The quantitative identity of the amount of FtsZ per cell in
the presence or absence of cAMP reinforces the notion that
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FIG. 3. Expression of theftsZ gene in the presence or absence of
cAMP. The cya mutant lysogenic for ) JFL100, carrying the
ftsZ::IacZ fusion (strain GC2961), was diluted in glucose-Casamino
Acids medium without cAMP (0) or with 1.0 mM cAMP (0).
Samples were withdrawn periodically for counting and 3-galactosidase assays. Doubling times were 48 and 31 min, respectively, and
,-galactosidase specific activities per mass (20) were 85 and 55 units.
The isogenic cya strain GC2962 (A) was analyzed similarly, with no
exogenous cAMP; its doubling time was 27 min, and the p-galactosidase specific activity was 50 units.
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the same as that of wild-type cells growing in a poorer
medium at the same growth rate. This suggests that the
mechanisms coupling cell division to growth rate function
correctly during steady-state growth in the absence of a
functional cAMP-CAP complex.
The slow growth of cya and crp mutants remains unexplained. Certain enzymes that are involved in the central
metabolic pathways and known to have low levels of expression in the absence of cAMP (8, 27) may become growth rate
limiting. In the course of our metabolic studies, we found
that our cya mutant was unable to ferment glucose, although
the crp mutant grew well anaerobically. This is presumably
a direct result of the loss of adenyl cyclase, since the
addition of exogenous cAMP restored growth. The cya
defect seems to be specific to fermentation, without affecting
anaerobic respiration. This suggests that cAMP is required
for the expression of some fermentation enzyme but that its
mediator is not CAP. It is interesting, however, that a crp*
allele, which permits CAP-promoted expression of certain
catabolic operons in the absence of cAMP (26), restored
fermentation ability to the cya mutant. It has been reported
that cAMP, but not CAP, is required for the expression of
fumarate reductase (34), but it was not clear that there was
growth without cAMP or Casamino Acids (33). Fermentation ability is one of the few instances in which the cya and
crp mutants exhibit different phenotypes. Other examples,
observed in aerobic conditions, may be related to this.
Whereas both mutants make small colonies on plates, as
expected from their slower growth rate and lack of motility
(39), those of the cya mutant are consistently smaller than
those of the crp strain; this may reflect oxygen limitation at
some stage of colony formation. Similarly, although both
mutants have the same growth yield as the wild type in
limiting glucose, the maximum yield in excess glucose is
slightly higher for the cya mutant than for the crp and
wild-type strains; oxygen limitation may result in carbon
wasting in the latter strains via less efficient fermentative
pathways.
The P-lactam mecillinam specifically inhibits PBP2 and
induces spherical cell shape (22, 30). Certain resistant mutants have lost the ability to carry out cell wall elongation.
These include mutations in pbpA, the PBP2 structural gene
(28), and rodA, an adjacent gene of unknown function (29).
Such mutants are spherical even in the absence of mecillinam and apparently grow by constant septation. The cya and
crp mutants, on the other hand, have retained the ability to
elongate: they are rod shaped during growth in the absence
of mecillinam (Fig. 1) and form filaments when DNA synthesis is interrupted. Their mecillinam resistance is not
solely due to their slow growth or small size, since the
wild-type strain growing in poor medium remains sensitive.
It has been suggested that the lethality of mecillinam is due
to an effect on septation (9). This could be brought about by
protein-protein interactions. Evidence has recently been
presented for direct interactions between the RodA protein
and PBP3 (2) and between PBP3 and FtsA (31), both
involved in septation, so the mecillinam-PBP2 interaction
could conceivably affect the septation machinery. If so, this
would imply that in the cya and crp mutants some component of the septation apparatus is qualitatively or quantitatively altered, at least in the presence of mecillinam. Further
evidence for this comes from the observation that mecillinam stimulates septation at the nonpermissive temperature
in the cell division mutant BUG-6 (7), which has been shown
to carry a crp(Ts) mutation in addition to the fts allele (3).
The observation (9) that transcription of the ftsZ gene is
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increased in the absence of cAMP suggested a possible
target for cAMP-CAP regulation of septation. The FtsZ
protein, of unknown molecular activity, seems to be required early in the septation process (36). Its activity is
limiting (37), and it has been suggested that FtsZ may be a
septation regulator (12). The ftsZ gene itself is apparently
subject to an unusual type of regulation; the amount of
protein per cell (evaluated by means of anftsZ::lacZ fusion)
has been reported to be constant over a 10-fold range of cell
mass (9). We show here that this regulation does not require
cAMP; the higher specific activity in the cya mutant is
exactly compensated for by its smaller cell size (Fig. 3). By
this criterion, then, ftsZ expression is not regulated by the
cAMP-CAP complex.
The cAMP-CAP complex has been shown to play a
division-promoting role, probably involving the FtsZ protein, in the aberrant divisions that produce anucleate cells
when DNA synthesis is arrested (14). The direct target of
cAMP-CAP regulation has not yet been identified. We have
recently isolated a mutant with a phenotype similar to that of
the cya and crp strains (slow growth, small cell mass, and
mecillinam resistance), although its cAMP-CAP complex
remains functional (manuscript in preparation). We are
currently studying the regulation of this gene and the relation
of its product to PBP2 and the septation apparatus.
ACKNOWLEDGMENTS
We thank Willie Donachie for stimulating discussions and for
providing the ftsZ::lacZ fusion and Emmanuelle Maguin for her
constant encouragement. We are grateful to Agnes Ullmann for the
gift of bacterial strains, to Daniele Touati for the use of the
anaerobic chamber, to Francois Kepes for help with the Coulter
counter, and to Richard Schwartzmann for developing the photographs.
P.B. is the recipient of a predoctoral fellowship from the Ministere
de la Recherche et de l'Enseignement Supdrieur. This work was
supported in part by grant 66% from the Association pour la
Recherche sur le Cancer.
LITERATURE CITED
1. Aono, R., M. Yamasaki, and G. Tamura. 1979. High and
selective resistance to mecillinam in adenylate cyclase-deficient
or cyclic adenosine 3',5'-monophosphate receptor protein-defi-

cient mutants of Escherichia coli. J. Bacteriol. 137:839-845.

2. Begg, K. J., B. G. Spratt, and W. D. Donachie. 1986. Interaction
between membrane proteins PBP3 and RodA is required for
normal cell shape and division in Escherichia coli. J. Bacteriol.
167:1004-1008.
3. Benner, D., N. Muller, and W. Boos. 1985. Temperature-sensitive catabolite activator protein in Escherichia coli BUG-6. J.
Bacteriol. 161:347-352.
4. Botsford, J. L. 1981. Cyclic nucleotides in procaryotes. Microbiol. Rev. 45:620-642.
5. Braedt, G., and J. Gallant. 1977. Role of the rel gene product in
the control of cyclic adenosine 3',5'-monophosphate accumulation. J. Bacteriol. 129:564-566.
6. Brickman, E., L. Soil, and J. Beckwith. 1973. Genetic characterization of mutations which affect catabolite-sensitive operons
in Escherichia coli, including deletions of the gene for adenyl
cyclase. J. Bacteriol. 116:582-587.
7. Canepari, P., G. Botta, and G. Satta. 1984. Inhibition of lateral
wall elongation by mecillinam stimulates cell division in certain
cell division conditional mutants of Escherichia coli. J. Bacteriol. 157:130-133.
8. Dills, S. S., and W. J. Dobrogosz. 1977. Cyclic adenosine
3',5'-monophosphate regulation of membrane energetics in
Escherichia coli. J. Bacteriol. 131:854-865.
9. Donachie, W. D., K. J. Begg, and N. F. Sullivan. 1984. Morphogenes of Escherichia coli, p. 27-62. In R. Losick and L. Shapiro

70

10.
11.

12.

13.
14.
15.

16.

17.
18.
19.

20.
21.

22.
23.

24.

D'ARI ET AL.

(ed.), Microbial development. Cold Spring Harbor Laboratory,
Cold Spring Harbor, N.Y.
Freedman, W. B., and E. C. C. Lin. 1973. Three kinds of
controls affecting the expression of the glp regulon in Escherichia coli. J. Bacteriol. 115:816-823.
Freundlich, M. 1977. Cyclic AMP can replace the relA-dependent requirement for derepression of acetohydroxy acid synthase in E. coli K-12. Cell 12:1121-1126.
Holland, I. B., and C. Jones. 1985. The role of the FtsZ protein
(SfiB) in UV-induced division inhibition and in the normal
Escherichia coli cell division cycle. Ann. Microbiol. (Paris)
136A:165-171.
Jaffe, A., Y. A. Chabbert, and E. Derlot. 1983. Selection and
characterization of 1-lactam-resistant Escherichia coli K-12
mutants. Antimicrob. Agents Chemother. 23:622-625.
Jaffe, A., R. D'Ari, and V. Norris. 1986. SOS-independent
coupling between DNA replication and cell division in Escherichia coli. J. Bacteriol. 165:66-71.
Kumar, S. 1976. Properties of adenyl cyclase and cyclic adenosine monophosphate receptor protein-deficient mutants of
Escherichia coli. J. Bacteriol. 125:545-555.
Kumar, S., N. Prakash, and K. N. Agarwal. 1979. Cyclic AMP
control of the envelope growth in Escherichia coli: envelope
morphology of the mutants in cya and crp genes. Ind. J. Exp.
Biol. 17:325-327.
Lehninger, A. L. 1975. Biochemistry, 2nd ed., p. 723. Worth
Publishers, Inc., New York.
Lo, T. C. Y., M. K. Rayman, and B. D. Sanwal. 1972. Transport
of succinate in E. coli. J. Biol. Chem. 247:6323-6331.
Matsuhashi, S., T. Kamiryo, P. M. Blumberg, P. Linnett, E.
Willoughby, and J. L. Strominger. 1974. Mechanism of action
and development of resistance to a new amidino penicillin. J.
Bacteriol. 117:578-587.
Miler, J. H. 1972. Experiments in molecular genetics. Cold
Spring Harbor Laboratory, Cold Spring Harbor, N.Y.
Ninninga, N., and C. L. Woldringh. 1985. Cell growth, genome
duplication, and cell division, p. 259-318. In N. Nanninga (ed.),
Molecular cytology of Escherichia coli. Academic Press, Ltd.,
London.
Park, J. T., and L. Burman. 1973. A new penicillin with a
unique mode of action. Biochem. Biophys. Res. Commun. 51:
863-868.
Pastan, I., and S. Adhya. 1976. Cyclic adenosine 5'-monophosphate in Escherichia coli. Bacteriol. Rev. 40:527-551.
Patrick, J. M., and W. J. Dobrogosz. 1973. The effect of cyclic
AMP on anaerobic growth of Escherichia coli. Biochem.
Biophys. Res. Commun. 54:555-561.

J. BACTERIOL.

25. Postma, P. W., and J. W. Lengeler. 1985. Phosphoenolpyruvate:
carbohydrate phosphotransferase system of bacteria. Microbiol. Rev. 49:232-269.
26. Sabourin, D., and J. Beckwith. 1975. Deletion of the Escherichia
coli crp gene. J. Bacteriol. 122:338-340.
27. Smith, M. W., and F. C. Neidhardt. 1983. 2-Oxoacid dehydrogenase complexes of Escherichia coli: cellular amounts and
patterns of synthesis. J. Bacteriol. 156:81-88.
28. Spratt, B. G. 1975. Distinct penicillin binding proteins involved
in the division, elongation, and shape of Escherichia coli K12.
Proc. Natl. Acad. Sci. USA 72:2999-3003.
28a.Spratt, B. G. 1977. The mechanism of action of mecillinam. J.
Antibiot. Chemother. 3(Suppl. B):13-19.
29. Spratt, B. G., A. Boyd, and N. Stoker. 1980. Defective and
plaque-forming lambda transducing bacteriophage carrying penicillin-binding protein-cell shape genes: genetic and physical
mapping and identification of gene products from the lip-dacArodA-pbpA-leuS region of the Escherichia coli chromosome. J.
Bacteriol. 143:569-581.
30. Spratt, B. G., and A. B. Pardee. 1975. Penicillin-binding proteins
and cell shape in E. coli. Nature (London) 254:515-517.
31. Tormo, A., J. A. Ayala, M. A. de Pedro, M. AMdea, and M.
Vicente. 1986. Interaction of FtsA and PBP3 proteins in the
Escherichia coli septum. J. Bacteriol. 166:985-992.
32. Ullmann, A., and A. Danchin. 1983. Role of cyclic AMP in
bacteria. Adv. Cyclic Nucleotide Res. 15:1-53.
33. Unden, G., and A. Duchene. 1987. On the role of cyclic-AMP
and the Fnr protein in Escherichia coli growing anaerobically.
Arch. Microbiol. 147:195-200.
34. Unden, G., and J. R. Guest. 1984. Cyclic AMP and anaerobic
gene expression in E. coli. FEBS Lett. 170:321-325.
35. Utsumi, R., Y. Nakamoto, M. Kawamukai, M. Himeno, and T.
Komano. 1982. Involvement of cyclic AMP and its receptor
protein in filamentation of an Escherichia coli fic mutant. J.
Bacteriol. 151:807-812.
36. Walker, J. R., A. Kovarik, J. S. Allen, and R. A. Gustafson.
1975. Regulation of bacterial cell division: temperature-sensitive
mutants of Escherichia coli that are defective in septum formation. J. Bacteriol. 123:517-522.
37. Ward, J. E., and J. Lutkenhaus. 1985. Overproduction of FtsZ
induces minicell production in E. coli. Cell 42:941-949.
38. Westling-Higgstrom, B., and S. Normark. 1975. Genetic and
physiological analysis of an envB spherelike mutant of Escherichia coli K-12 and characterization of its transductants. J.
Bacteriol. 123:75-82.
39. Yokota, T., and J. S. Gots. 1970. Requirement of adenosine
3',5'-cyclic phosphate for flagella formation in Escherichia coli.
J. Bacteriol. 125:545-555.

